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THONG TIN

THONG BAO VE VIEC XUAT BAN BACH KHOA Y HOC 2010 :

Theo yéu cdu va nguyén vong cla nhiéu ban doc, khac véi Badch Khoa Y Hoc cac
phién ban trudc, bén canh viéc cdp nhat céc bai viét méi va cdc chuyén khoa
mdi,cling nhu thay d6i cach thirc trinh bay, Bach Khoa Y Hoc 2010 dworc chiara
lam nhiéu cudn nhd, mdi cudn bao gdm mot chl dé cla Y Hoc, nhu thé sé giup
ban doc tiét kiém duoc thdi gian tra clru théng tin khi can. Tac gia xin chan thanh
cadm on tat cd nhirng y ki€n dong gép phé binh cla quy ddc gia trong thoi gian



qua. Tat ¢ cac cudn sich cla bd sach Bach Khoa Y Hoc 2010 ban doc cd thé tim
thay va tai vé tlr trang web www.ykhoaviet.tk duoc Lé Pinh Sang xay dung va
phat trién.

UNG HO :

Td4c gid xin chan thanh cdm on moi sw dng hé vé mat tai chinh dé giip cho Bach
Khoa Y Hoc dugc phét trién t8t hon va ngay cang hitu ich hon.

Moi tdm ldng ung hd cho viéc xay dung mot website danh cho viéc ph6 bién tai
liéu hoc tap va giang day Y Khoa cla céc cd nhan va Doanh nghiép xin giri vé :

Tén ngan hang : NGAN HANG DAU TU VA PHAT TRIEN VIET NAM
Tén tai khoan ngan hang : Lé Pinh Sang

SO tai khoan : 5111-00000-84877

CANH BAO :

TAI LIEU NAY CHI MANG TINH CHAT THAM KHAO nham muc dich nang cao hiéu biét vé Y
khoa. Tuyét d6i khdng duoc ty y ap dung cac théng tin trong ebook nay dé chan
dodn va ty diéu tri bénh, nhat 13 véi nhitng nguoi khong thudc nghanh Y . Tac gia
ebook nay khdng chiu bat cr trach nhiém gi lién quan dén viéc sir dung théng tin
trong cudn sach dé dp dung vao thuc tién cla ban doc. Pay 13 tai liéu swu tam twr
nhiéu tac gia khac nhau, nhiéu cuén sich khac nhau, chua dwoc kiém ching , vi
thé moi thdong tin trong cudn sdch nay déu chi mang tinh chat twong déi . Cudn
sach nay dwoc phan phat mién phi véi muc dich si dung phi thuong mai, bat c
hanh vi nao lién quan dén viéc mua ban, trao d6i, chinh slra, in an cuén sach nay
vao bat cl thoi diém nao déu la bat hop [ . N&i dung cuén ebook nay cd thé
dugc thay d6i va bd sung bat c Iic nao ma khdng can thdng bdo trudc.

GIO1 THIEU



B sach nay dwoc Lé Sang suwu tdm, bién dich va téng hop véi muc dich cung cap
moét ngudn tai liéu tham khao hitu ich cho céc ban sinh vién y khoa, va tat ca
nhirng ai c6 nhu cau tim hiéu, nghién ctru, tra ciru , tham khdo théng tin y hoc.

Vi tiéu chi la bd sdch md, duwoc xay dwng dua trén ngudn tai liéu cta cong déng,
khong mang muc dich vu lgi, khdng gin véi muc dich thuong mai hda dudi bat ky
hinh thirc ndo, nén trudc khi sir dung bd sdch nay ban phai déng y véi nhirng
diéu kién sau . Néu khéng déng vy, ban khéng nén tiép tuc s& dung sach :

B6 sach nay dwoc cung cap dén tay ban , hoan toan dya trén tinh than ty nguyén
cla ban. Khdng cd bat ky suw thuvong lvong, mua chudc, mai goi hay lién két nao
gitra ban va tac gia bo sach nay.

Muc dich cda bd sach dé phuc vu céng tac hoc tap cho céc ban sinh vién Y khoa la
chinh, ngoai ra néu ban 1a nhirng déi twong dang lam viéc trong nghanh Y cling cé
thé s&r dung bd sach nhu |a tai liéu tham khdo thém .

Moi théng tin trong bd sach déu chi cé tinh chinh xac tuong déi, thong tin chua
duoc kiém chirng bdi bat clr co quan Phap luat, Nha xuat ban hay bat c co quan
c6 trach nhiém lién quan nao . Vi vay, hay ludn can trong trudc khi ban chip nhan
mot thong tin nao d6 dwgc cung cap trong bd sach nay.

T4t ca cac thong tin trong bd sach nay duwgc suwu tam, tuyén chon, phién dich va
sap x&p theo trinh tw nhat dinh . M&i bai viét du ngdn hay dai, du hay du d& ciing
déu I3 cdng strc cta chinh tac giad bai viét d6. Lé Dinh Sang chi 1a ngudi swu tdm va
phién dich, ndi mot cach khdc, ngudi gidp chuyén tai nhirng théng tin ma cac tac
gia bai viét da cung cap, dén tay cac ban .

B& sach nay la tai liéu swu tdm va dich bé&i mot sinh vién Y khoa chr khéng phai 1a
mot gido su — ti€n si hay mot chuyén gia Y hoc day dan kinh nghiém,do d6 cé thé
c6 rat nhiéu 16i va khiém khuyét khong ludng trudce, chl quan hay khach quan,
cdc tai liéu b tri cd thé chwa hop Iy, nén bén canh viéc than trong trudce khi thu
nhan thong tin, ban cling can doc k§ phan muc luc bd sach va phan hwdng dan sir
dung bo sach dé sir dung bd sach nay mot cach thuén tién nhat.



Tac gid bd sach dién tlr nay khéng chiu bat c& trach nhiém nao lién quan dén viéc
str dung sai muc dich , gdy hdu qua khéng tét vé sirc khode, vat chat, uy tin ...clda
ban va bénh nhan cda ban .

Khéng c6 chuyén mon , khéng phai la nhan vién y té, ban khong duoc phép ty st
dung nhirng théng tin cé trong bd sach nay dé chan doan va diéu tri. Tl trudc tdi
nay, cac thay thuSc DIEU TRI BENH NHAN chir khéng phai 1a BIEU TRI BENH. MOi
ngudi bénh la mét thuc thé ddc [ap hoan toan khac nhau, do d6 viéc bé nguyén xi
tat cd moi thong tin trong bd sach nay vao thuec tién s& 1a mot sai [am |&n . Tac gia
s& khéng chiu bat c trach nhiém gi do su bat can nay gay ra.

Vi la bd sach coéng dong, tao ra vi muc dich cong déng, do cdng déng, bd sach nay
c6 phat trién dwoc hay khdng mot phan rat 1dn, khdng chi dwa vao strc lue, sy
kién tri cha ngudi tao ra bd sach nay, thi nhirtng ddng gop, xay dung, gdp y, bé
sung, hiéu chinh cta ngudi doc chinh 1a ddng lwc to 1én dé bd sich nay duoc phat
trién. Vi mot muc tiéu tré thanh mot bd sdch tham khao y khoa téng hop phu hop
v&i nhu cau va tinh hinh thyuec tién trong Iinh ve y t€ ndi riéng va trong cudc séng
ndi chung . Tac gia bd sach mong mai & ban doc nhitng |07 dong gdp chan thanh
mang tinh xay dwng, nhirng tai liéu quy ma ban mudén san sé cho cdng déng, vi
mot twong lai tot dep hon. D6 13 tat ca niem mong maéi ma khi bat dau xay dung
bo sach nay, toi van kién tri theo dudi .

Néi dung bd sich nay, cd thé chi ding trong mét thoi diém nhat dinh trong qua
khi va hién tai hodc trong tuwong lai gan. Trong thoi dai cdch mang khoa hoc céng
nghé tién nhanh nhu vii bdo nhu hién nay, khong ai biét trudc duwoc liéu nhirng
kién thirc ma ban c6 dugc c6 thé dp dung vao twong lai hay khong . PE tra |oi cau
hoi nay, chi cé chinh ban than ban , phai luén luén khdng ngirng-TU MINH-cap
nhat théng tin md&i nhat trong moi linh vwe cla doi séng, trong do ¢d linh vucy
khoa. Khdng ai c6 thé, tat nhién bd sach nay khéng thé, lam diéu d6 thay ban.

Nghiém cam s dung bd sach nay dudi bat ky muc dich xau nao, khéng duoc
phép thuwong mai hda sdn pham nay dudi bat cr danh nghia nao. Téc gia bd sich

nay khong phai la tac gid bai viét cia bd sach , nhung d3 mat rat nhiéu céng strc,
thoi gian, va tién bac dé tao ra né, vi lgi ich chung cla cdng ddng. Ban phai chiu



hoan toan trach nhiém véi bat ky viéc st&r dung sai muc dich va khdong tuan thia néi
dung bo sach nay néu ra.

Moi ly thuyét déu chi 1a mau xdm, mot cuén sach hay van cudn sich cling chi la ly
thuyét, chi cé thyc té cudc sdng mai la cudn sach hoan hdo nhat, & d6 ban khong
phai 1a doc gia ma 1a dién vién chinh. Va Bach Khoa Y Hoc ciing chi 1a mét hat théc
nho, viéc st dung nd dé xao ndu hay nhan gidng |a hoan toan tuy thudc vao ban
doc. Va ngudi tao ra hat thdc nay s& vui mirng va duoc truyén thém dong luc dé
ti€p tuc cd gang néu biét rang chinh nhd ban ma biét bao ngudi khong con phai
x&p hang dé chd clru tro.

Moi déng gop lién quan dén bd sach xin glri vé cho tac gia theo dia chi trén. Rat
mong nhan duwgc phan hoi tir cic ban ddc gia dé cac phién ban sau dugc tét hon.

Kinh chdc ban doc, gia quyén va toan thé ngudi Viét Nam ludn duoc séng trong
khée manh, cudc séng ngay cang 4m no hanh phuc.

D6 Lwong, Nghé An. Thdang 8/2010
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NOTICE OF MEDICAL ENCYCLOPEDIA PUBLICATION 2010:

As the request and desire of many readers, in addition to updating the new
articles and new specialties, as well as changes in presentation, Medical
Encyclopedia 2010 is divided into many small ebooks, each ebook includes a
subject of medicine, as this may help readers save time looking up informations as
needed. The author would like to thank all the critical comments of you all in the
recent past. All the books of the Medical Encyclopedia 2010 can be found and
downloaded from the site www.ykhoaviet.tk ,by Le Dinh Sang construction and
development.

DONATE

The author would like to thank all the financially support to help the Medical
Encyclopedia are developing better and more-and-more useful.

All broken hearted support for building a website for the dissemination of
learning materials and teaching Medicine of individuals and enterprises should be
sent to:

Bank name: BANK FOR INVESTMENT AND DEVELOPMENT OF VIETNAM

Bank Account Name: Le Dinh Sang

Account Number: 5111-00000-84877

DISCLAMER :

The information provided on My ebooks is intended for your general knowledge
only. It is not a substitute for professional medical advice or treatment for specific
medical conditions. You should not use this information to diagnose or treat a
health problem or disease without consulting with a qualified health professional.
Please contact your health care provider with any questions or concerns you may
have regarding your condition.

Medical Encyclopedia 2010 and any support from Lé Dinh Sang are provided 'AS
IS" and without warranty, express or implied. Lé Sang specifically disclaims any

implied warranties of merchantability and fitness for a particular purpose. In no
event will be liable for any damages, including but not limited to any lost or any



damages, whether resulting from impaired or lost money, health or honnour or
any other cause, or for any other claim by the reader. Use it at Your risks !

FOR NON-COMMERCIAL USER ONLY .

YOU ARE RESTRICTED TO adapt, reproduce, modify, translate, publish, create
derivative works from, distribute, and display such materials throughout the
world in any media now known or hereafter developed with or without
acknowledgment to you in Author’s ebooks.

FOREWORD

These ebooks are Le Dinh Sang’s collection, compilation and synthesis with the
aim of providing a useful source of reference-material to medical students, and all
who wish to learn, research, investigate to medical information.

Just a set of open-knowledge, based on community resources, non-profit
purposes, not associated with commercial purposes under any kind, so before you
use this books you must agree to the following conditions. If you disagree, you
should not continue to use the book:

This book is to provide to you, completely based on your volunteer spirit. Without
any negotiation, bribery, invite or link between you and the author of this book.

The main purpose of these books are support for studying for medical students, in
addition to others if you are working in health sector can also use the book as a
reference.

All information in the book are only relative accuracy, the information is not
verified by any law agency, publisher or any other agency concerned. So always
be careful before you accept a certain information be provided in these books.

All information in this book are collected, selected, translated and arranged in a
certain order. Each artical whether short or long, or whether or unfinished work
are also the author of that article. Lé Dinh Sang was only a collectors in other
words, a person to help convey the information that the authors have provided,
to your hand. Remember the author of the articles, if as in this book is clearly the



release of this information you must specify the author of articles or units that
publish articles.

This book is the material collected and translated by a medical student rather
than a professor — Doctor experienced, so there may be many errors and defects
unpredictable, subjective or not offices, documents can be arranged not
reasonable, so besides carefull before reading information, you should also read
carefully the contents of the material and the policy, manual for use of this book .

The author of this e-book does not bear any responsibility regarding the use of
improper purposes, get bad results in health, wealth, prestige ... of you and your
patients.

7. Not a professional, not a health worker, you are not allowed to use the
information contained in this book for diagnosis and treatment. Ever, the
physician treating patients rather than treatment. Each person is an independent
entity and completely different, so applying all information in this book into
practice will be a big mistake. The author will not bear any responsibility to this
negligence caused.

8. As is the community material, these books could be developed or not are not
only based on their strength and perseverance of the author of this book , the
contribution, suggestions, additional adjustment of the reader is great motivation
for this book keep developed. Because a goal of becoming a medical reference
books in accordance with general requirements and the practical situation in the
health sector in particular and life.

9. The contents of this book, may only correct in a certain time in the past and the
present or in the near future. In this era of scientific and technological revolution
as sweeping as fast now, no one knew before is whether the knowledge that you
have obtained can be applied in future or not. To answer this question, only
yourself, have to always update-YOURSELF-for latest information in all areas of
life, including the medical field. No one can, of course this book can not, do it for
you.



10. Strictly forbidden to use this book in any bad purpose, not be allowed to
commercialize this product under any mean and any time by any media . The
author of this book is not the “inventor” of the book-articles, but has made a lot
of effort, time, and money to create it, for the advanced of the community. You
must take full responsibility for any misuse purposes and does not comply with
the contents of this book yet.

11. All theories are just gray, a thousand books or a book are only theory, the
only facts of life are the most perfect book, in which you are not an audience but
are the main actor. This Book just a small grain, using it to cook or fry breeding is
completely depend on you. And the person who created this grain will begin more
excited and motivated to keep trying if you know that thanks that so many people
no longer have to queue to wait for relief.

12. All comments related to the books should be sent to the me at the address
above. We hope to receive feedbacks from you to make the later version better.

13. We wish you, your family and Viethamese people has always been healthy,

happy and have a prosperous life.

MUC LUC
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BAI 38. THUOC CHONG TANG HUYET AP

BAI 39. THUOC PIEU TRI ROI LOAN LIPOPROTEIN MAU
BAI 40. THUOC PIEU TRI THIEU MAU

BAI 41. THUOC DIEU CHINH ROI LOAN HO HAP

BAI 42. THUOC PIEU CHINH ROI LOAN TIEU HOA

BAI 43. THUOC LOI NIEU

BAI 44. THUOC CHU'A GOUT

BAI 45. THUOC KHANG HISTAMIN H1

BAI 46. HORMON VA THUOC KHANG HORMON

BAI 47. HISTAMIN VA THUOC KHANG HISTAMIN

BAI 48. CAC CHAT DIEN GIAI CHINH VA CAC DICH TRUYEN
BAI 49. CAC VITAMIN

BAI1.  KHAINIEM VE THUOC

1.1. Khai niém vé thuéc :
Thudc la nhitng san pham c6 ngudn géc tir ddng vat, thuc vat, khodng vat, hoa
duwoc hay sinh hm :



+ Phong bénh, chita bénh.

+ Phuc hoi, diéu chinh chirc ndng co thé.

+ Lam giam triéu chirng bénh.

+ Chan dodan bénh.

+ Phuc h6i hodc nang cao strc khée.

+ Lam mat cdm gidc mot bd phan co thé hay toan than.

+ Lam anh hdng dén qua trinh sinh san.

+ Lam thay d&i hinh dang co thé...

1.2. Tén thudc :

1.2.1. Tén héa hoc : néu hoat chat cta thudc la chat hda hoc.

1.2.2. Md sé : doc st dung trong quad trinh thudc con dang doc thir nghiém tién
l&m sang va 1am sang. Vi du dich chiét tir 1a Bach qua ( Ginkgo biloba L. ) trong qua
trinh thr nghiém mang m3 sé EGb 761.

1.2.3. Tén chung ( nonproprietary name ), con doc goi la tén goc ( generic name ;
nom generique ). Tong ng véi mdi thudc nhat dinh, mdi ndc c6 mot tén chung
doc chap thuén s dung trong néc dé. Vi du & Phap, tén chung cac thudc doc ghi
trong Doc dién quéc gia. Con & MY, tén chung cta thudc do mot hdi ddng xem xét
lwa chon.

1.2.4. Tén chung quéc té ( INN = international nonproprietary name hay DCI =
Denomination commune internationale ). Ndm 1953, WHO dé nghi nén chon cho
moi doc chat mot tén chung doc qudc té thira nhan dua trén cac nguyén tac :
ngan gon, dé doc, dé viét, khéd nham Ian, tién sir dung, phan anh nhém tac dung
doc ly cling nh dai dién cdu tric hda hoc.

1.2.5. Tén biét dwoc hay tén ddc ché ( trade mark name; brand name; nom de
marque; spécialité pharmaceutique; tén thong mai ). Sau tén biét doc cd thé cé
d3u hiéu & chirng té tén thubc d3 dogc dang ky tai Van phong sang ché (& My )
hodc d3 cau chirng tai Toa &n ( & Phap ). WHO khuyén cdo cac ndc khdng nén
dung tén chung qudc té lam tén biét doc.

* Vi du cdc tén thudc : paracetamol.
+ Tén chung qudc té ( INN, DCI ) : paracetamol.



+ Tén chung & MY : acetaminophen. Tén chung & Phap : paracetamol.

+ Tén hda hoc : N-acetyl p-aminophenol; P.acetamidophenol; 4-hydroxyacetanilid.
+ Tén biét dwoc : algotropin, cetamol, datril, efferalgan, panadol, paradon...

1.3. Handung :

+ Han dung thudc 13 khodng thoi gian dwoc dn dinh cho mét loai thuéc ma trong
thoi gian nay thuéc dugc bao quan trong diéu kién quy dinh phai ddm bao dat
chat lgng theo tiéu chuan d3 dang ky.

+ Han dung thudc thudng duoc ghi bang s6 hodc bang chit trén nhan thuéc nham
chi rd sau thoi han nay, thudc khéng con gia tri si dung.

+ M6t s6 ky hiéu vé han dung : HD ( Viét Nam ), expiry date, EXP. date, EXP., EXD.,
E.D.; Exp., use by, best before ( Anh)...

+ Cac ky hiéu tong tu : validity, shelf-life ( tuéi tho cda thudc ).1.4. Tiéu chudn chat
long thudc:

1.4.1. Tiéu chudn GMP ( good pharmaceutical manufacturing practice ) : do WHO
quy dinh.

Ky hiéu : GMP

1.4.2. Tiéu chudn cdc Doc dién quéc té hodic quéc gia cé uy tin

+ Dugc dién My ( USP = The United states pharmacopoeia ). D3 c6 USP 24 ( USP
XXIV — 2000 )

+ Dwoc dién Anh

( BP = British pharmacopoeia ).

+ Dugc dién Chau Au ( EP = European pharmacopoeia ).

+ Duoc dién Han Quéc ( KP = Korean pharmacopoeia )...

1.4.3. Tiéu chu@n FDA

( Food and drug administration - Co’ quan qudn ly thuec phdm va thuéc ):
- KFDA = Korea food and drug administration.
- US-FDA = The United states food and drug administration.



1.4.4. Cdc cdp tiéu chudn Viét Nam vé thuéc :

a- Tiéu chudn Dugc dién Viét Nam ( DDVN ): 1a tiéu chudn cap nha ndc vé thuée.
Co DPVN Il (2002 ).b- Tiéu chuin co s& :

+ L3 tiéu chuan do co s& san xuat thudc bién soan, dp dung ddi véi cac san pham
do co s& d6 san xuét ra. Viét tit : TCCS.

+ C6 2 loai tiéu chuadn co so :

- TCCS cla nhitng sdn pham lu hanh & thi trong : phai dang ky vdi co quan ¢é
thadm quyén. Cadc murc tiéu chun chat long khéng doc thap hon cadc mirc quy dinh
trong tiéu chuan DDVN.

- TCCS cua cac thudc pha ché trong don vi (khéng lu hanh trén thi trong): do thd
trodng don vi xét duyét va ban hanh

1.4.5. Tiéu chudn cta cdc nha san xudt nwdc ngoai

+ D3 13 tiéu chuin do nha sdn xuat tw dat ra cho cac san pham cla minh. Tiéu
chuan nay thong tong dong vdi tiéu chuan cla cac Doc dién quéc gia hodc qudc
té& cé uy tin cao ( BP, USP, EP, KP...).

+ Ky hiéu : home standard, in-house, munufacturer's ( standard, specification )

BAI 2. CHUYEN HOA THUOC

1. Héu qud cda chuyén héa thuéc

2. No'i chuyén héa va cac enzym chinh xuc tac

+ Niém mac rudt : protease, lipase, decarboxylase.

+ Huyét thanh : esterase.

+ Phoi : oxydase.

+ Vi khuan rudt : reductase, decarboxylase.

+ Hé TKTU : MAO, decarboxylase.

+ Gan : la noi chuyén hda chinh, chira hau hét cac enzym tham gia chuyén hoa



thudc.

3. Cac pha chuyén hda

Théng thudng cac thudc dwoc chuyén héa qua 2 pha.

3.1.Phal:

bao gbm cac phan &rng: oxy hod, oxy khir va phan &ng thuy phan.

3.1.1. Phan trng oxy hod:

La phan &ng phd bién nhat, dugcxdc tac bdi cdc enzym oxy hod (mixed function
oxydase enzym - mfO) cé nhiéu trong microsom gan - ho enzym cytochrom P450
(Cyt P450).

Phan &ng dwoc thuc hién theo nhiéu budc:

a.Co chat (thuéc, RH) phadn &ng v&i dang oxy hoa cda Cyt - P450(Fe3+) tao thanh
phtrc hop RH - P450 (Fe3+).

b.Phirc hgp RH - P450 (Fe3+) nhan 1 electron tir NADPH, bi kh(r thanh

RH - P450 (Fe2+).

c.Sau do, phirc hop RH - P450 (Fe2+) phan (rng v&i 1 phan tir oxy va 1 electron
thi 2 tir NADPH dé tao thanh phirc hop oxy hoat hoa.

d.Cudi cung, 1 nguyén tr oxy duoc gidi phdong tao H20. Con nguyén tlr oxy tha 2
s& oxy hod co chat (thudc): RH ROH, va Cyt - P450 duoc téi tao.

Phan &ng cho sy oxy hda thudc dugc tom tat nhu sau :R-H + 2e- + 2H+ + 02 R-OH
+ H20*

Nhitng phan &ng oxy hod khac: MAO nam & ti nap thé gan, than, hé than kinh
trung wong, xuc tac cho giang hoa catecholamin va serotonin & hé than kinh, lam
mat tac dung ctia nhiéu thuéc c6 chira amin.

3.1.2. Phan &ng khir: khir cac dan xuat nitro, cac aldehyd, b&i enzym nitro -
reductase, dehydrogenase.

RNO2 RNO RNHOH R-NH2

(Nitrobenzen, Cloramphenicol, Clorazepam)

3.1.3. Phan trng thuy phén:

Cac ester (procain, aspirin, succinylcholin, clofibrat...) :

R1COOR2 RCOOH + R20H

Cac amid (procainamid, lidocain, indomethacin) :

RCONHR1 R- COOH + R1NH2

Mot s6 thudc va mot s6 chat |3 este hodc amid duwgc thiy phan nho esterase hodc



amidase & gan, rudt, huyét twong, n3o... Sau khi thdy phan, cidc chat nay dé 16 ra
cac nhém chirc OH hodc NH2 va dé dang lién hop véi acid glucuronic hodc acid
acetic hay acid sulfuric.

Amidase hoat tinh yéu hon esterase nén Procainamid khé chuyén héa hon
Procain. Do vay, Procainamid tac dung kéo dai hon Procain.

Acetylcholin 1a chat trung gian hda hoc cta hé than kinh cling bi thuy phan thanh
acid acetic va cholin dwédi su xuUc tac cia cholinesterase.

*Pa s& cac thudc duoc chuyén hod & pha I; Cac thudc sau khi duoc chuyén hod
Sé:

Giam tac dung hodc mat déc tinh.

Hodc sé tao ra mot sé nhém chirc trong cu tric phan ti:

- OH, - COOH, - NH2, - SH...tham gia vao phan &ng lién hgp & pha

*Tuy nhién :

+ MOt s6 chat phai qua chuyén hda mdi cé tac dung :

- Levo dopa chuyén héa thanh Dopamin

- Aldomet chuyén hda thanh a- metyl noradrenalin

+ MOt s6 it chat qua chuyén héa c6 tac dung bang hodc manh hon chat me

VD: - Phenacetin Paracetamol

- Diazepam Oxazepam

- Digitoxin Digoxin

- Prednisolon Prednison

(C6 thé si¥ dung chét con dé san xudt thuéc).

+ M0t s6 it qua chuyén hda lam tdng ddc tinh :

- Parathion Paraoxon (diét con trung)

- Carbon tetraclorid CCI3-

(Cl - gay hoai tlr gan)

3.2.Phall:

Sau khi gidng hod & pha I, chat chuyén hod vira tao thanh lién hop véi mét phan
t&r ndi sinh: acid acetic, acid glucuronic, acid sulfuric, acid amin (glycin). . . d& cudi
cung cho chat lién hop it tan trong lipid, dé bj ion hod, khéng hap thu, khdng con
hoat tinh, dé tan trong nwdc va bi thai trir - 13 qud trinh khir doc:

Diéu kién: cac phan &rng nay doi hdindng lwong va co chét néi sinh

Cac phan trng lién hop chinh:



3.2.1. Vo'i acid glucuronic :

C6 nhiéu chat lién hop véi acid glucuronic : cac acid mach thang hodc acid cé nhan
thom (acid salicylic, acid nicotinic...) cho din xuat N-glucuronid.

Nhitng chat cé S khi glucuro - hgp s& tao dan xuat S - glucuronid.

Phan (ng cé thé tém tat nhw sau :

Dang glucuronid cla thudc vira duoc tao thanh sé cé tinh acid, ion hod dwoc & PH
sinh ly, rat tan trong nudc, cho nén s& thai nhanh qua nudc tiéu hodc qua mat.
Nhu vay phan (rng glucuro lién hop rd rang la mét qua trinh gidi ddc cda thuéc.
3.2.2. Lién hop voii acid sulfuric

Cac chat c6 nhdm chirc rugu hodc phenol, vi du Cloramphenicol, Estrol, Butanol ...
sé lién hop vai acid sulfuric & trong cytosol cta té bao dudi su xdc tic cda enzym
sulfotransferase.

PAPS + R-OH R-SO4 + PAP H

C6H50H + H2504 S04

3.2.3. Voi acid acetic

Nhitng thudc cé chira amin bac nhat (nhu histamin), cac sulfamid, cac hydrazin
(nhu isoniazid), déu cé thé acetyl hod; sulfanilamid sau khi aceto hop sé cho
nhi*ng tinh thé sic canh kho tan, gay tén thwong bd may tiét niéu.

Trong co thé cac phan &ng chuyén héa thudc & pha |, 1l xay ra chii yéu & gan,
ngoai ra con xay ra @ mot s6 co quan nhu than, niém mac rudt, phéi, da... & té
bao, phan &ng chuyén hda xay ra & ludi ndi bao, cytosol, ty lap thé, nhan va mang
bao tuong.

4. U'c ché& enzym va cam &ng enzym chuyén héa thudc, hau qua

4.1. Uc ché enzym microsom

Véi thuéc nao mat tac dung sau khi bi oxy héa & microsom gan, sau khi enzym
chuyén hda bij trc ché, thudc sé tdng tac dung, tdng déc tinh. Mot vai vi du & ngudi

4.2. Cam (rng enzym microsom :

Hién twong lam tang téng hop cac protein - enzym goi la cdm &ng enzym.
(Induction); chat gdy dugc hién twong cdm &rng enzym 13 chat gy cam rng.
(Inductor). Dén nay d3a tim thay trén trén 200 chat gdy dugc cam &ng enzym oxy
héa thudc & microsom gan, gitip thuéc chuyén hda nhanh hon binh thuéong, mat
tadc dung nhanh (hodc mat doc tinh nhanh).



Sau day |a danh muc mét vai chat gdy cdm &rng enzym ma ta thuong gap :
Glutethimid, Barbiturat, Diphenylhydantoin, Meprobamat, Diazepam,
Chlorpromazin, Promazin, Iproniazid, Imipramin, Nikethamid, Phenylbutazon,
Tolbutamid, Carbutamid, Diphenhydramin, Rifampycin ...

Nhén xét :khi két hgp thudc cung mét lac

- N&u chat chuyén hod it tdc dung hon chat me, thi qua cadm &ng enzym, thudc sé
giam nhanh tac dung va giam ddc tinh nhu véi Meprobamat, Barbiturat,
Tolbutamid v.v..

- Né&u phai qua chuyén hod thi thudc méi cé tdc dung hodc tdng tdc dung, thi cam
rng enzym, nguoc lai,

ai kéo theo tdng manh tac dung duoc ly (va ddc tinh) cta thuéc, vi du Parathion
CCl4, Primaquin, Imipramin v.v..

- Néu thuéc khdong chuyén hod qua miorosom gan, thi bat c( loai chat gdy cam
(*ng nao ciing chang |am thay d6i dwoc déng hoc va tac dung ctia thudc dé, vi du
v&i Acetazolamid, Aspirin, Barbital, khang sinh loai Aminoglycosid, Lithium v.v....
- C6 thudc dung lién tuc dan dén gay cam &ng enzym chuyén hoa cla chinh thudc
dé: Rifampycin, Carbamazepin, mét s Barbiturat, Meprobamat,
Diphenylhydantoin, Phenylbutazon, Corticoid ...

5. Y nghia thwc tién clia chuyén hoa thuéc qua gan

5.1. Qua chuyén hod anh hudng dén tac dung cla thuéc :

5.1.1. Qua chuyén hod mét tdc dung :

+Da s6 cac thudc qua chuyén hod tao thanh chat it tan trong lipid, dé lién hop, dé
ion hod & pH sinh ly, mat tac dung va dé thai tri ra ngoai.

Vi du : Clopromazin, cac Barbiturat, Phenytoin v.v..

+ Nhiéu chat chuyén hod qua nhanh, nén mat tdc dung nhanh. Do vy, dé kéo dai
tac dung cla thudc cé thé thay d&i ciu tric bang cach thay déi cac nhém chirc dé
bi chuyé&n hoa hodc bao vay cdc nhédm chirc bang cach tao ra céc lién két khac.

Vi du : - Thay nhém methyl cla Tolbutamid bang Cl ta dwoc Clopropamid cé t/2
kéo dai 12 - 24 h, trong khi d6 Tolbutamid c6 t/2 =4 -7 h.

- Procain bi esterase thuy phan mat tac dung nhanh. Khi thay d8i ciu tric tao
thanh Procainamid bi chuyén hoa chdm hon nén tac dung kéo dai hon.

5.1.2. Qua chuyén hod mdi cé tdc dung :



+ M6t s6 tién thudc (prodrugs ban than chua ¢ tdc dung duoc ly. Sau khi vao co
thé, cac thubc nay bi

chuyén hod tao ra chat chuyén hod cé tdc dung duwoc ly. Vidu :

Cyclophosphamid Aldophosphamid

+ V@i nhirng thudc thdng qua chuyén hod mdi cé tac dung, khi phdi hop véi cac
chat gdy cdm rng enzym sé lam tang tac dung cha thuéc. Nguoc lai dung kém véi
cac chat (rc ché sé lam giam téc dung.

5.1.3. Qua chuyén hod van gilt nguyén tac dung :

Mot s6 chat sau khi chuyén hod sinh ra chat chuyén hod cé tac dung nhu chat me,
tham chi cé chat it tdc dung phu hon chat me.

VD: Phenacetin Paracetamol

5.2. Qua chuyén hod tdng ddc tinh

* Carbontetraclorid sau khi chuyén hod qua gan tao thanh géc tu do CCI3. Chinh
goc tu do triclomethyl gdy doc vai gan. Khi két hop cac chat gdy cam &rng enzym
oxy hoa cang lam tang doc tinh cta CCl4 .

* Parathion |a chat diét con trung, ban than né khdng &rc ché cholinesterase cla
con trung, vat chl, nhung trong co thé cdn trung va ngudi parathion bj chuyén
hod qua MFO tao ra chat paraoxon c6 tdc dung trc ché cholinesterase cla cén
trung va nguoi, gay doc cho ngudi va con trung.

* Primaquin la thudc chdng sét rét khi vao co thé bj chuyén hod thanh
demethylprimaquin, 5 - OH - primaquin va 5 - OH - demethylprimaquin. Chinh 3
chat chuyén hod nay gy met-Hb hodc thi€u mau tan mau.

Isoniasid (Rimifon) nho phan (rng lién hop vai acid acetic tao ra cac
acetylisoniasid. Acetylisoniasid bi thiy phan ti€p tuc tao ra acetylhydrazin va chat
chuyén hda nay bi chuyén héa qua MFO tao ra chat chuyén hda déc véi té bao
gan. Trong diéu tri lao, phéi hgp INH véi Rifampycin (mét chat gdy cdm &ng
enzym & microsom gam) sé lam tang t6n thwong gan.

PHAN PHOI THUOC

Gan thudbc vao protein huyét twongSau khi thuéc hap thu, thudc qua mau dé
chuyén dén noi cé tac dung, tai mau, thudc duoc chia lam 2 dang :

- Dang két hgp vai protein huyét twong

- Dang tv do



* Kha ndng gdn vao protein huyét twong tuy theo tirng loai thudc :

Gan manh 75 - 98% : Sulfamid cham, Quinin, Rifampicin, Digoxin, Lincomycin,
indomethaxin, Dicumarol. . .

Gan yéu : 1 - 8% : Sulfaguanidin, Barbital

Mot s8 it chat khdng gan dugc vao protein huyét twong, dé 1a nhitng phan tl
nho, tan nhiéu trong nwdc : Ure, ouabain, Glucocorticoid

Y nghia :

- Mét khi & dang két hop thi thuéc chuwa thdm qua mang, chwa cé hoat tinh chi
dang tw do mdi cé tdc dung va déc tinh ( phirc hop thubce - protein ).

Protein huyét twong 1a kho du trir thudc phire hop ( thubc- protein ) kéo dai sw ¢
mat cda thudc & mau, khdng gidng hod, khéng khuyéch tdn qua mang sinh vat,
khéng thai. Phirc hop d6 la ngudn cung cap thuong xuyén & dang tu do, kéo dai
tac dung cua thudc.

- Do duwoc gan vao protein huyét twong tinh hoa tan cta thudc trong nuéc ciing
tang theo ( Dicoumarol it tan trong nudc sé trd nén dé tan trong huyét tuong ).
- Néu hai thuéc cung cé ai luc véi nhirng noi gibng nhau & protein huyét tuwong,
ching s& d6i khang canh tranh, phan ty do cta thudc ting, tdc dung va déc tinh
tdng theo, do d6 can lvu y phdi hop thudc trong diéu tri : ngudi bi bénh dung
Tolbutamid va Phenlbutazon ( & day Tolbutamid bi ddy, bénh nhan dé bi choang
do gidm duong huyét dot ngot).

-Tré em : kha nang gan thudc kém, dé nhay cdm vd&i thudc.

* Trong qua trinh diéu tri bénh nhitng liéu dau tién cta thudc gdn manh vao
protein huyét twong bao gi® cling phai dd d6 cao ( liéu tan céng ) d€ b3o hoa vi tri
gan, lam cho nhitng liéu ti€p tuc ( liéu duy tri ) cé thé dat hiéu lwc.

* Néu thudc cung gan manh vao protein huyét tuong va vao t6 chirc khac

(tdc dung chon loc ) thi diéu trén khéng con dung.

Vi du : Digital gdn vao protein, nhung con gan manh vao t6 chirc tim ( Gap 5 [an
protein huyét twong ) tac dung ré & tim.

BAI3. PAICUONG VEDUQCPONG HOC



1. CAC CACH VAN CHUYEN THUGC QUA MANG SINH HQC

1.1. Pic tinh ly héa cta thudc

- Thudc 13 cac phan tl&r thuong cé trong lvong phan t&r P M < 600. Chung déu la
cac acid hodc cac base yéu.

- Kich thudc phan tlr cha thudc cé thé thay d6i tir rat nhd (P M = 7 nhu ion lithi)
cho t&i rat I&n (nhu alteplase- tPA- 13 protein c6 P M = 59.050). Tuy nhién, da s6
c6 P M tir 100- 1000. D€ gan "khit" vao 1 loai receptor, phan tir thuéc can dat
duoc mét kich c& duy nhét di vdi kich thudc cla receptor ddc hiéu dé thudc
khong gan dworc vao cac receptor khac (mang tinh chon loc). Kinh nghiém cho
thay P M nhé nhat phai dat khoang 100 va khéng qua 1000, vi I&n qud thi khéng
qua duoc cdc mang sinh hoc dé tdi noi tac dung.

M6t s6 thudce la acid yéu: 1a phan tir trung tinh cé thé phan ly thudn nghich thanh
mot anion (dién tich (-)) va moét proton (H +).

C8H702COO0OH ¢> C8H702C00 + H*

Apirin trung tinh Aspirin anion Proton

Mot s6 thudce I base yéu : 1a mot phan tlr trung tinh ¢ thé tao thanh mot cation
(dién tich (+))

bang cach két hop véi 1 proton:

C12H11CIN3NH3 > C12H11CIN3NH2 +H ™

Pyrimethamin cation Pyrimethamin Proton trung tinh

- C4c phan tlr thudc duoc san xuat dudi cdc dang bao ché khic nhau dé:

Tan dwoc trong nudc (dich tiéu hda, dich khe), do dé dé dwoc hép thu.

Tan dworc trong mé dé thdm qua dwoc mang té bao gdy ra duoc tdc dung duoc ly
vi mang té bao chira nhiéu phospholipid .

Vi vdy dé duoc hap thu vao té bao thuan lgi nhat, thudc can cé moét ty |é tan trong
nudc/ tan trong maé thich hop.

- Cac phan tlr thudc con dugc dic trung bdi hang s& phan ly pKa pKa dwoc suy ra
tir phuong trinh Hend erson-HasselbACh:

K I hang s6 phdn ly cda 1 acid; pKa = - logKa

pKa dung cho ca acid va base. pKa +pKb=14

M6t acid hitu co ¢6 pKa thap 1a 1 acid manh va nguoc lai. M6t base cé pKa thap la
1 base yéu, va nguoc lai.



NGi mot cach khac, khi mot thudc cé hang s6 pKa bang véi pH ciia moi trudng thi
50% thudc cé & dang ion hda (khdng khuéch tan duoc qua mang) va 50% & dang
khéng ion hda (c6 thé khuéch tan duoc). Vi khi d6, néng d6 phan tl&r/ néng do
ion= 1 va log 1 = 0. N&i chung, mét thuéc phdn tdn tét, dé dwoc hép thu khi

Cé trong lvgng phan tlr thap

It bi ion héa: phu thudc vao hang sé phan ly (pKa) cla thuéc va pH ctia méi
truong.

Dé tan trong dich tiéu hda (tan trong nuérc)

Do hoa tan trong lipid cao dé qua mang cua té bao

1.2. Van chuyén thudc bang cach loc

Nhirng thudc cé trong lwong phén ti thdp (1 00- 200), tan dwoc trong nwéc
nhung khong tan dugc trong m& sé chui qua cic ng dan (d=4 - 40 A) clia mang
sinh hoc do sy chénh léch ap luc thuy

tinh. 6ng dan clia mao mach co van cé dudng kinh 1a 30 A, ciia mao mach n3o 13
7 - 9A, vi thé& nhiéu thudc khong vao dwoc than kinh trung wong.

1.3. Van chuyén bang khuéch tan thu dong (theo bac thang néng do).

Nhirng phan t&r thudc tan duoc trong nwdc/ mé s& chuyén qua mang ti noi cd
néng dod cao sang noi ¢ ndng dd thap.

Diéu kién cla su khuéch tan thu déng la thuéc it bj ion hod va cé néng dé cao & bé
mdt mang . Chat ion hda s& dé tan trong nudc, con chat khéng ion hda s& tan
duoc trong m& va dé hap thu qua mang.

Su khuéch tan clia acid va base yéu phu thudc vao hang sé phan ly pKa clia thuéc
va pH cla méi trwong.

Thi du: khi uéng 1 thuéc la acid yéu, c6 pKa =4, gian 1 da day cé pH=1va gian 2 la
huyét tuong cé pH =7 (H.1)

Gian 2 Gian 1
pH=7 pH =1
pRa=4
1000 R-COO +H” R-COO + H” I

! T L
| E- E'JDH Ap— E- COO 1000

—_—




Ap dung phuwong trinh Henderson - Hasselbach, ta co:
O gian 1 (da day):

[ R- COOH ]

log = -----mnmmnmmmm- 4 -1=3;Logcua3=1000
[R-COO-]

C)’gian 2 (mdu):
[ R-COOH ]

log = -~------m-mmm-- 4-7=-3;Logcua-3=1/1000
[R-COO-]

Vi chi phan khéng ion hda va cé néng d6 cao mdi khuéch tan dwgc qua mang cho
nén acid nay sé

chuyén tlr gian 1 (da day) sang gian 2 (mau) va duwgc hap thu.

Tri s6 pKa ciia mot s6 thudc la acid yéu va base yéu duoc g hi & bangl. Nén nhd
rang base cé pKa cao la base manh va acid cé pKa cao |a acid yéu.

cid yéu pKa Base yéu pKa
Salicylic acid Reserpin 6.6
Acetylsalicylic acid Codein 7.9
Sulfadiazin Quinin 8.4
Barbital Procain 8.8
Boric acid Atropin 9.

Bang 1.1: Tri s6 pKa cia mét s6 thudc la acid va base yéu (& nhiét dé 250C)Nhu
vay, salicylic acid (aspirin) dugc hip thu nhiéu & da day va phan trén clia 6ng tiéu
héa. Quabang nay cho thay khi bj ngd ddc thuéc, mudn ngan can hap thu hodc
thu6c d3 bi hdp thu ra ngoai, ta cé thé thay d6i pH cda mdi t rudng.

Thi du phenobarbital (Luminal, Gardenal) la mét acid yéu cé pKa = 7,2; nudc tiéu
binh thwdng cé pH ciing bang 7,2 nén phenobarbital bj ion héa 50%. Khi nang pH
cla nudc tiéu 1én 8, d6 ion hda cha thudc sé la 86%, do d6 thuéc khong tham
duoc vao té ba o. Pidu nay da duoc dung trong diéu tri nhiém ddc phenobarbital:
truyén dung dich NaHCO 3 1,4% dé base hdéa nudc tiéu, thudc s& bj ting thai trur.



Da&i vai mot chat khi (thi du thudc mé bay hoi), su khuéch tan tir khéng khi phé
nang vao mau phu thudc vao ap luc riéng phan cda chat khi gdy mé cé trong
khoéng khi thd vao va d6 hoa tan cla khi mé trong mau.

1.4. Van chuyén tich cuc

Van chuyén tich cuc 13 sy tai thuSc tir bén nay sang bén kia mang sinh hoc nhe
mot "chat van chuyén" (carrier) ddc hiéu cé san trong mang sinh hoc.

* P3c diém cla suw van chuyén nay la:

- C6 tinh bdo hoa: do s6 lwgng carrier ¢4 han

- C6 tinh d3c hiéu: mdi carrier chi tao phirc v&i vai chat cé cau truc dic hiéu véi
no.

- C6 tinh canh tranh: cac thudc cé cau tric gan giéng nhau cé thé gén canh tranh
v&i 1 carrier, chat nao cé ai lwc manh hon s& gan dwoc nhiéu hon.

- C6 thé bj (rc ché: mét sd thudc (nhu actinomycin D) 1am carrier giam kha nang
gan thudc dé

van chuyén.

* Hinh thirc van chuyén: cé hai cich

- Van chuyén thuan lgi (Van chuyén tich cuc thir phat) : khi kém theo carrier lai ¢é
ca suw chénh léch bac thang ndng dd, vi vay su van chuyén nay khdong can nang
lwong. Thi du van chuyén glucose, pyramidon theo bac thang ndng do clia Na +-
Van chuyén tich cyc thuye thu (Van chuyén tich cwc nguyén phat): 1a van chuyén di
nguoc bac thang néng dé, tlr noi cé néng d6 thap sang noi c6 néng dd cao hon. Vi
vay doi hdi phai cé ning lwvgng dwoc cung cdp do ATP thuy phén, thuong duoc
goi |a cac "bom", thi du sy van chuyén cta Na+, K+, Ca++,I-, acid amin.
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Hinh 1.3. C4c cich van chuyén thudc qua mang sinh hoc
2. CAC QUA TRINH DUQ'C PONG HOC

2.1. Su hép thu

H&p thu la su van chuyén thudc tir noi dung thudc (udng, tiém) vao mau dé roi di
khap co thé, t&i noi tac dung. Nhw vay sy hap thu s& phu thudc vao:

- Do hoa tan cla t hudc. Thudce dung duédi dang dung dich nwdc dé hap thu hon
dang dau, dich treo hodc dang cirng

- pH tai chd hap thu vi c6 dnh hwdng dén do6 ion hda va do tan cla thudc.

- Néng d6 cla thudc. Nong d6 cang cao cang hap thu nhanh.

- Tudn hoan tai vung hap thu: can g nhiéu mach, cang hap thu nhanh.

- Dién tich vung hap thu. Phéi, niém mac rudt cd dién tich I&n, hap thu nhanh.

T nhirng yéu t6 dé cho thay duwong dua thubce vao co thé s& cé anh huwdng I6n
dén sy hap thu. Ngoai trir dwdng tiém tinh mach, trong qua trinh hap thu vao
vong tudn hoan, mét phan thudc sé

bi pha huy do cdc enzym cla duwdng tiéu hda, cta té bao rudt va ddc biét [a & gan,
noi cé ai luc vai nhiéu thudc. Phan thudc bi pha huy trudc khi vao vong tuan hoan
duoc goi la "first pass metabolism" (chuyén héa do hap thu hay chuyén héa qua
gan lan th& nhat vi thuong la udng thuéc). Phan vao duoc tudn hoan maéi phat
huy tac dung duwoc ly, duoc goi la sinh khd dung (bioavailability) cha thudc (xin
xem & phan sau)



Sau day sé diém qua cac dudng dung thudc thong thudng v a cdc ddc diém cua
chung.

2.1.1. Qua dworng tiéu héa

Uu diém la dé dung vi 13 dwdng hap thu ty nhién.

Nhuoc diém la bi cdc enzym tiéu hda phd huy hodc thubc tao phirc véi thirc an
lam cham hap thu.

Dai khi thuéc kich thich niém mac tiéu hoa, gay viém loét

2.1.1.1. Qua niém mac miéng: thuéc ngdm dudi lwdi

Do thudc vao thang vong tuan hoan nén khong bj dich vi pha huy, khéng bi
chuyén hda qua gan lan thir nhat

2.1.1.2. Thubc ubng

Thudc s& qua da day va qua rudt véi cdc dac diém sau:

* O da day:

- C6 pH = 1- 3 nén chi hap thu céc acid yéu, it bi ion hda, nhuw aspirin,
phenylbutazon, barbiturat.

- NGi chung it hdp thu vi niém mac it mach mau, lai chira nhiéu cholesterol, thoi
gian thudc & da day khong lau.

- Khi d6i hap thu nhanh hon, nhwng dé bi kich thich

* & rudt non:

La noi hap thu chi yéu vi cé dién tich hap thu rat réng (> 40 m 2), lai dwoc tudi
mau nhiéu, pH

tang dan tdi base (pH tr 6 dén 8).

- Thudc it bi ion héa nhung néu it hodc khéng tan trong lipid (sulfaguanidin,
streptomycin) thi it dwgc hip thu.

- Thudc mang amin béac 4 s& bi ion hda manh khé hép thu, thi du cac loai cura.

- Cac anion sulfat SO 4 khéng duoc hap thu: MgSO 4, Na2504 chi cé tac dung
tay.2.1.1.3. Thuéc ddt true trangKhi khdng dung duwdng udng dugc (do nén, do
hén mé, hodc & tré em) thi cé da ng thudc dat vao hau mén. Khdng bi enzym tiéu
hda pha huy, khodng 50% thuéc hap thu qua tryc trang sé& qua gan, chiu chuyén
héa ban dau.

Nhuwoc diém la hdp thu khdng hoan toan va cé thé gay kich (rng niém mac hau
mon.

2.1.2. Thuéc tiém



- Tiém dudi da: do cé n hiéu sgi than kinh cdm gidc nén dau, it mach mau nén
thuéc hip thu cham

- Tiém bap: khac phuc dwoc hai nhwoc diém trén cta tiém dudi da - mot s6 thudc
c6 thé gay hoai

tlr co nhw ouabain, calci clorid thi khdng dwoc tiém bap.

- Tiém tinh mach: thudc hap thu n hanh, hoan toan, cé thé diéu chinh liéu dworc
nhanh. Dung tiém cac dung dich nwdc hodc cac chat kich (rng khong tiém bap
duwoc vi long mach it nhay cdm va mau pha lodng thudc nhanh néu tiém
chdm.Thuéc tan trong dau, thuéc lam két tda cac thanh phan cdia mau h ay thudc
lam tan hong cau déu khéng duoc tiém mach mau.

2.1.3. Thuéc ding ngodi

- Thdm qua niém mac: thuéc cé thé boi, nho giot vao niém mac mii, hong, 4m
dao, bang quang

dé diéu trj tai ché. Doi khi, do thudc tham nhanh, lai tryc tiép vao mau, khdng bi ¢
ac enzym phd huy trong qua trinh hap thu nén van cé tac dung toan than: ADH
dang bot x6ng miii; thudc té (lidocain, cocain) boi tai chd, cé thé hap thu, gy doc
toan than.

- Qua da: it thudc cd thé thdm qua duoc da lanh. Cac thubc dung ngoai (thuéc
m&, thud c xoa bdp, cao dan) cé tac dung ndng tai chd dé sat khuan, chdng nam,
giam dau.

Tuy nhién, khi da bi t6n thwong, viém nhiém, bdng... thudc cé thé duoc hap thu.
Mot s& chat doc dé tan trong m& cé thé tham qua da gay doc toan than (thudc
trir sdu 1an hiru co, chat déc cong nghiép anilin)

Gilt m noi bdi thudc (bdng ép), xoa bdp, dung thudc gidn mach tai chd, dung
phuwong phdp ion -di (iontophoresis) déu lam tang ngdm thudc qua da.

Hién cé dang thudc cao ddn mdi, lam gidi phdng thudc cham va déu qua da, duy
tri du oc lvong thudc 6n dinh trong mau: cao dan scopolamin, estrogen, nitrit

Da tré so sinh va tré nho, cé 1&p sirng mdng manh, tinh thaAm manh, dé bi kich
(rng cho nén can than trong khi s&r dung, han ché dién tich béi thudc.

- Thuéc nhd mat: chil yé&u la tac dung ta i chd. Khi thudc chdy qua 8ng mili - 1& dé
xudng niém mac miii, thudc cé thé dwoc hap thu truc tiép vao mau, gay tac dung
khéng mong muén.

2.1.4. Cac dwong khdc



- Qua phdi: cac chat khi va cdc thudc bay hoi c6 thé duoc hap thu qua cic té bao
biéu mo phé nang, niém mac dudng hd hap. Vi dién tich rong (80 - 100 m2) nén
hap thu nhanh. Day [a dwdng hap thu va thai trir chinh cha thuéc mé hoi. Sy hap
thu phu thuéc vao néng dd thuéc mé trong khdng khi thé vao, su thong khi hé
hap, d6 hoa tan cda thuéc mé trong méu ( hay hé sé phan ly

mau: khi A)

Mot s thudc cé thé dung dudi dang phun suwong dé diéu trj tai chd (hen phé
quan).

- Tiém tuy séng: thudong tiém vao khoang duwdi nhén hodc ngoai mang cirng dé
gay té vung thap (chi dwdi, khung chau) bang dung dich cé ty trong cao
(hyperbaric solution) hon dich ndo tuy.

2.1.5. Théng sé dwoc déng hoc cta sw hép thu: sinh khé dung (F)

2.1.5.1. binh nghia:

Sinh kha dung F (bioavailability) la ty 1é phdn trdm lwong thubc vao duwoc vong
tudn hoan ¢ dang

con hoat tinh va vén téc hép thu t hudc (biéu hién qua C max va Tmax) so vdi liéu
dd dung . Sinh kha

dung phan anh sy hap thu thuéc.

2.1.5.2. Y nghia

dang 1on hoa

pH = pKa + log
dang khéng 1on hoa
Cho 1 acid:
nong dé phan tur
pKa = pH + log

nong dé 1on

Cho | base:
nong dé 1on

pka=pH + log
nong dé phan tir



BAI4.  KHAINIEM TUONG TAC THUOC

1. M6t sd khai niém co ban

Tuwong tac thudc |a hién tugng x3y ra khi hai thuéc tré 1én duoc sir dung dong
thoi. Sy phéi hop lam thay d6i tdc dung hodc déc tinh cia mét trong nhirng thi
thudc do.

Khi ph6i hop thudc nham Igi dung twong tac thudc theo hudng cé loi dé tang hiéu
qua diéu tri, gidm tac dung phu hodc dé gidi ddc thudc. Thé nhung, trong thuc té
diéu trj cd nhirng tinh huéng hoan toan bat ngo: cling mét thudc & murc liéu diéu
tri ma khi phdi hop véi thudc nay lai gidm hodc mat tac dung, nguoc lai, dung vdi
thudc kia thi lai xay ra ngé déc.

Ty 1é twong tac thudc tang theo cap sé nhan véi s6 loai thudc phéi hop, cé nghia
la nguy co rui ro, that bai cling tang theo.

Do d6 viéc cho thuéc va phéi hgp thudc trong diéu tri la 1 van dé phirc tap, ludn
dat ra cho nguwdi thay thudc phai can nhac va luén phai quan tam dén hién twong
tuwong tac thudc cé thé xay ra.

Nhan dinh vé twong tac thudc dé huéng dan cho bénh nhan khi st dung thudc va
cé nhirng |61 khuyén véi bac si khi gép nhirtng don thudc phéi hop khdong dang.
Cac tinh hudng cé thé xay ra khi phdi hop thudc dwoc tém tat nhu sau:

2. S phéi hop thudc dan téi ting tac dung - twong tac cé tinh hiép dong

Sy phdi hop thudc lam tang hiéu qua tac dung la muc tiéu trong diéu tri. DS la sy
tuwong tdc mang tinh hiép déng thudc, nd xay ra tai cac receptor khac nhau, nhung
c6 cung dich tac dung la: lam tang hiéu qua diéu tri.

Cac kha ndng cé thé xay ra vdi loai twong tic nay 1a:

2.1.Hiép déng céng (Additive)

* Khi phdi hgp hai hay nhiéu thudc véi nhau ma tac dung thu duoc bang téng tac
dung clia cdc chat thanh phan, ta cé hop déng cong. Thi du:

Nh& ¢ su phdi hgp nay ma Olcandomycin ndi rong duoc phd tac dung, con
Tetraxyclin thi gidam dwoc liéu, do d6 gidm duoc doc tinh.

* Nhirng tuong tac cé thé xay ra tai cac receptor khidc nhau nhwng cé cung dich



tac dung rat phd bién trong diéu tri. Vi du:

Ph&i hop thudc lgi tiéu - an than vdi cdc thudc chéng tang huyét ap dé diéu tri
bénh huyét ap cao.

Phéi hop khdng sinh vé&i cac thudc gidm tiét HCL dé diéu tri vién loét dudng tiéu
hoa.

Phéi hgp khang sinh c6 co ché tac dung khac nhau trong diéu tri lao

* Cac ph6i hop nay thuwong duwoc dp dung phd bién trong diéu tri, tuy nhién cling
hay gap nhitng tuwong tac bat loi do bac si vo tinh phéi hop cac thudc cé tén biét
duoc khac nhau, nhwng thuc té lai la cung mot hoat chat .

Vi du: Phéi hop céc khang sinh nhém Aminoglycozid: Gentamycin + Streptomycin -
> [am tang suy than va diéc khdng héi phuc.

2.2. Hiép déng tang cwdng (Potencial)

* Khi tdc dung phdi hop vurot tdng tac dung cta cdc chat thanh phan, ta cé hiép
déng tang cuong. Loai hiép déng nay thuwdng xay ra khi cac chat thanh phan tac
dung I&n nhitng khau khac nhau trén cing mét chudi phan tng:

Vi du:

P.A.BA FH2 FH4

(-) ()

Sulffamid Trimethoprim

Pyrimetamin

Acid Folic |a Coenzym giup vi khudn tao nén cac base purin, thymin va cac acid
amin can tong hop ADN, ARN dé vi khuan phat trién.

Sunfamid do canh tranh v&i P.A.B lam gidm luvgng FH2, con cac dan chat Pirimidin
(trimethoprim, pirimethamin) lai rc ché enzym DHFR xuc tac cho qua trinh
chuyén FH2 thanh FH4, lam gidm lvong FH4.

K&t qua cudi cung la thiéu acid Folic, vi vy trc ché sy phat trién vi khuan. Hai loai
thu6c d6 dung chung sé cé tac dung hiép dong vuot mire (chir khdng phai mét
phép cong thong thueng), manh hon hdn khi dung don doc tirng loai, d6 1a
nguyén tac dé tao nén cong thirc thudc khang khudn hodc thuéc chéng sot rét cé
hiéu lyc cao.

* Khi phdi hop lai hai thudc tdc dung kim khuan nhu trong ché phdm : Co -
trimoxazol (Bactrim) gém: Sulfamethoxazol + Trimethoprim), ta lai thu dwoc tac



dung diét khuan. Ché pham nay cé tc dung rat tét véi nhirng vi khuan da khang
cac khang sinh khac.

Ché& phdm Fansidar: (Sulfadoxin + Pyrimethamin).

Hiép déng vuot mirc con dugc tao nén khi chat chinh - chat chid van, duoc tang
tiém luc nho chat phéi hop cé thé khdng tac dung 1én mét co quan dich vai chat
chinh.

Vi du: Clofibrat dung chung véi thudc khang Vitamin K lam tang tdc dung chdng
déng mau, mac du Clofibrat khéng c6 tac dung chéng déng.

Thudc co mach adrenalin sé lam tdng tac dung gay té tirng vung cda novocain khi
dung phéi hop .

Khi diéu tri cao huyét dp thudng phéi hop thuéc loi tiéu vai thuéce gidn mach,
thudc loi tiéu [am gidm Iwu lvong tuan hoan va thudc gidn mach ¢ tac dung ha
huyét ap tét hon.

T4t ca nhirng twong tac hiép déng ké trén, déu thudc loai twong tdc vé mat duoc
lwe, nghia 1a hiép d6ng vé mat tac dung.

3. Su phdi hop thudc dan t&i gidm tac dung - twong tac cd tinh d6i khang.

* Khi ph6i hop thudc ngudi ta ¢d gang tranh nhitng phdi hop lam gidm tac dung
cla nhau. Tuy nhién, nhiéu lic twong tac nay lai dwoc s&t dung nhu mot vii khi lgi
hai dé gidi déc thudéc hodc dé lam gidm nhirng tac dung phu cla chat chi van.

C6 nhitng kha nang déi khang sau

DPa&i khang

Hod hoc Duwoc ly Vat ly

Duwoc dong hoc Dugc lyc hoc

H&p thu Phan bd Chuyén hod Thai trir Canh tranh Khéng canh

3.1. Pdi khang hoa hoc

* Twong tac hod hoc cé thé gap vdi tat ca cac loai phdn &ng hod hoc ma ta da
biét. Khi tron chung cac thudc & ngoai co thé néu xay ra hién twgng ta, cé khi
chuyén thanh dang khi bay 1én, hodc dung dich d6i mau... ta cé thé dé dang nhan
biét va tranh duoc.

Vi du: Cac mudi cta kiém hitu co va acid hitu co, khi tron chung s& xay ra phan



&ng trao ddi, dan dén giam do tan: Streptomycin sulfat trén vdi natri benzyl
penicilin, dimedrol clohydrat v&i barbital natri (tda dimedrrol va barbital).

Diéu dang chu y 1a c6 nhirng phan (rng ta khéng nhin thady dwoc nhwng né lai tao
ra cac san pham khdng cé hoat tinh hodc ddc vdi co thé.

Vi du:

- Khéng nén tron vitamin B12 véi bat ky mot vitamin nao trong syrine vi coban sé
pha huy cdc vitamin. Khi trén B12 v&i B1, sdn pham tao thanh s& gay di (rng do tac
dong cta B12 dén B1.

- Glucose la mét chat cé tinh kh, vi vdy viéc pha mét thubéc nhuw morphin,
noradrenalin, glycozid tro tim... vao dung dich nay dé truyén nhé giot hodc thut
truc trang la khéng nén.

Nhirng tuwong tac xay ra ngoai co thé goi la twong ky (incompatility), can tinh dén
ca kha ndng phan (rng khi thudc d3a vao co thé. Cac alcaloit bj tda béi thudc chira
tanin, tetraxyclin tao chelate vai cacion kim loai hoa tri IL.IIl lic d6 thubc s& khéng
duwoc hap thu. Hién twong d6 goi la twong tac thudc (interaction).

- Nhirng twong tac doi 1ap rat can tranh vi lam gidm tac dung cta thudc

Vi du:

Khong uéng vitamin B1 cung mét lic vai cac penicilin hodc streptomycin vi
vitamin B1 pha huy cac khang sinh nay.

Né&u déng thoi dung vitamin B1 vdi vitamin B6 thi pyridoxin s& ngdn can qua trinh
photphorin hod cla vitamin B1, tirc 1a can tré vitamin B1 chuyén thanh dang cé
hoat tinh sinh hoc.

Khéng uéng acid nicotinic (vitamin PP) v&i vitamin B6 vi vitamin PP s& pha huy
vitamin B6 (vitamin PP la cofactor cia enzym NADP).

- Nén nhd rang vitamin B6 |1a dong yéu t& hoat hod clia enzym van chuyén nhém -
NH2 va khtr carboxyl clia cac acid amin; Do d6 khi diéu tri bénh Parkinson khéng
nén phéi hop Levodopa vdi vitamin B6 & liéu cao.

3.2. D6i khang vat ly

Cac thudc boc : albumin (Idng trang trirng), tinh bot... s& gidam tac dung cla mot s
thudc kich &ng (corticoid).

Than hoat la chat hdp phu t6t nhiéu thuéc khi ngd déc.

3.3. Pdi khang duoc ly:

bao gobm d6i khang dwoc lwc hoc va déi khang dugc dong hoc.



3.3.D6i khdng dworc lwc hoc

La d6i khang do d6i 1ap vé tac dung va co ché tac dung. C6 2 loai d6i khang:
3.3.1. béi khang canh tranh:

2 thudc tdc dung |én cung mot receptor (Rp), thudc nao cé &i lwc manh hon véi Rp
sé phat huy dwoc tac dung.

N&i mot cach khac: chat chd van (agonist) va chat d6i khang (antagonist) canh
tranh v&i nhau & cung mét noi clia receptor, thudc nao cé ai lvc manh hon véi
receptor sé phat huy tac dung.

Vi du:

Nalorxon - morphin

Atropin - Pilocarpin (Rp M)

Histamin - phenergan (Rp H1)

Histamin - cimetidin (Rp H2)

Acetylcholin - piperazin (Rp N cla co giun)

Isoproterenol - propranolon (Rp b)

3.3.2. Doi khang khong canh tranh

Chat d6i khang cé thé tac dong 1én Rp & vi tri khdc vdi chat chl van; chat déi
khang lam cho Rp bién dang, qua dé Rp sé& giam ai lwc v&i chat chd van va néu cé
tang liéu chat chid van cling khéng dat duoc hiéu lyc téi da.

Vi du: mét s6 chat khang histamin & Rp H1 : terfenadin ,astemizol

Cac thudc lam mat tdc dung cla nhau do tac dung déi lap nhau:

+ Strychnin hung phén tuy séng, lam tang cuong kién co, con thudc té hodc cura
doi khang khéng canh tranh véi tdc dung nay cda strychnin.

+ Acetylcholin - cura

+ Atropin lam mat tac dung co co vong clia Morphin do dé thudong dwgc phéi hop
v&i Morphin dé gidm dau do co that dwdng mat, dudng niéu...

+ Ephedrin ¢6 tac dung cuong phé giao cam sé bj can tré néu dung cung
Pilocacpin - chat cuong giao cdm.

+ Cac khang sinh nhém Beta - lactam s& bi giam tdc dung néu dung cung vdi
Tetraxtyclin vi tdc dung giam téng hop protein trong té bao vi khuan cla
Tetraxyclin sé lam chdm sy phan bao va do d6 lam Penicilin khé pha v& vo vi
khuan hon.

3.4. Pdi khang dwoc déng hoc



* Loai twong tdc nay xay ra trong sudt qua trinh tudn hoan cuta thudc trong co thé,
ké tir khi bat dau tham nhap dén ltc dao thai.

3.4.1. Twong tac luc hap thu (Absorption = A)

* Do thay déi dé ion hod cuda thubc

Su van chuyén thudc qua mang sinh hoc chid yéu theo co ché khuéch tan thu déng
va do d6 phu thudc vao hé s6 phan bé m& / nwdc cha thudce. Chi nhirng chat
khdng ion hod méi phan tan tot trong m& va dé qua mang theo co ché nay.
Theo phuong trinh trén ta nhan thay:

Cac chat c6 ban chat acid yéu sé hap thu tét trong méi trudng acid:
Phenylbutazon, cac Barbiturat, Aspirin... hap thu tét & da day.

Cac chat c6 ban chat base yéu s& hap thu tot trong moi trudng kiém: Quinin,
Ephedrin, Atropin, Morphin... hdp thu tét & rudt.

Viéc thay d6i mdi trwdng ciia mot thudce cd thé do cdc thude dung kém gay nén,
cling c6 thé do thirc &n va céc chat long dung dé udng thudc tao ra.

+ Khi diéu tri bang Levodopa, nén tranh dung nhitng ch& phdm dam thuy phan vi
Levodopa sé& bj giam hap thu, cdc chat dam khi vao co thé s& phan huy thanh acid
amin va canh tranh carrier véi levodopa khi hap thu.

+ Thudc chéng toan da day [am tang pH 6ng tiéu hod, ngdn can hap thu thudc |13
acid yéu ( aspirin, barbiturat, sulfamid, cumarin) .

+ Hydroxyd AL can tré hap thu INH, Doxycyclin.

+ Khi udng Tetraxyclin nén tranh dung nhirng ché pham chira kim loai ndng nhu
Fe, Al, Mg vi Tetraxyclin ré tao chelate v&i kim loai ndng do dé khdng hap thu
duoc.

+ Cholestyramin - mot chat [am tda mudi méat, dung dé ngan can qua trinh hap
thu céc chat béo, gdy ha mrc cholesterol/ méu, cling cé thé tao phirc vdi mot sd
thuéc va cdn tré hap thu.

+ Cholestyramin lam gidm hap thu cac vitamin tan trontg dau (A.D.E.K) acid folic,
vitamin B12. Néu dung cholestyramin kéo dai, can bd cung cac vitamin trén.

+ INH dé diéu tri lao, nén bé xung vitamin B6 (20 mg - 25 mg/ ngay) vi INH tao
phirc v&i B6 cé thé gay rdi loan chirc phan than kinh do thiéu B6 (Pyridoxin).
3.4.2. Twong tdc trong qud trinh phén bé: (Ditribution = D)

* Khi tuan hoan trong mdu, thuéc thuwong & dang lién két vdi Protein cha huyét
tuwong. Dang nay khéng cé tac dung duoc ly va cling khdng bi chuyén hod. Tuy



nhién ludn tdn tai mot can bang déng gitta dang thudc lién két va thudc ty do.
Dang ty do la dang cé tdc dung duoc ly. Néu st dung hai thudc c6 cung mét diém
gan trén phan tr protein, thuéc nao cé ai lwc manh s& day thudc kia ra khoi vi tri
va chiém |3y protein. Vi du: Tolbutamid + Phenylbutazon ( & day tolbutamid bij
day), dé bi choang do giam dudng huyét dot ngot.

DAy |3 loai twong tac bat lgi gdp nhiéu trong ké don bdi vi thudng x3y ra bat ngd
trong sudt qua trinh tuan hoan cla thudc trong co thé.

3.4.3. Twong tdc & giai doan chuyén hod: (Metabolism = M)

Gan la co quan chuyén hod thudc quan trong nhat cda co thé. Su suy gidm chirc
nang gan kéo theo nhirng thay ddi cac thdong sé dwoc déng hoc cla thudc:

* Nhirng thu6c cé tdc dung tang cdm rng enzym s& lam tang t6c dd chuyén hod
cla cac thudc dung phdi hop hodc ngay ca chinh nd khi dung I3p lai, do d6 lam
giam tac dung. Cac thudc thuwong gap la: Phenobarbital, Rifampicin, Doxycyclin,
Spironolacton...

* Nhirng thudc cé tac dung trc ché enzym microsom gan: Cloramphenicol,
Cimetidin. Quercetin, Levodopa, INH... lam cho nhiéu thudc khac kéo dai tac dung
va tang doc tinh. Vi du: Cimetidin lam chdm chuyén hod qua gan ctia Diazepam,
DPH, Theophilin, Carbamazepin, Lidocain, Metromidazol...

Cac thuéc can luru y khi phdi hop véi cdc chat trong bang trén |a cdc hormon
(thyroid, corticoid, estrogen...), theophylin, thuéc chéng déng kinh, thudc chéng
ddng mau dang udng, thudc ha dudng huyét, thudc tim mach chuyén hoa qua
gan...

3.4.4.Twong tdc thubc & giai doan thdi trir: (Elimination = E)

Cac chat kiém sé lam tang toc do dao thai cac thudc cé tinh acid nhw Barbiturat,
Aspirin do vay lam gidm tac dung clia cac chat nay. Nguoc lai cac chat cé tinh acid
nhu vitamin ¢, dich ép hoa qua sé tang dao thai cic alcaloid.

Viéc gidm tac dung do nhitng twong tdc dwgc déng hoc gy ra thuong rat kho
tranh vi né bat ngd; hau qua rat phirc tap.

Trwdc day nhiéu treong hop xay ra khi phdi hop thudc khéng giai thich dwoc . Tai
sao cung mot thudc & liéu diéu tri nhung ldc thi khéng du hiéu lwc, luc thi cd nguy
co ngd doc. Ngay nay nho su phat trién cla dwoc déng hoc, nhiéu van dé d3 duoc
sang to. Chinh vi vay trong ban huéng dan st dung thudc bay gid thuong cé thém
muc duwgc ddng hoc (pharmacokinetics) va tuwong tac thudc (interactions). Diéu dé



giup cho ngudi st dung dinh huéng tot hon, tranh duoc nhirng tai bién va nang
cao hiéu qud diéu tri.

Cac thuéc bj anh hudng nhiéu la thuéc bai xuat chd yéu qua than & dang con hoat
tinh. Thuéc phdi hop cd thé lam qua trinh bai xuat cha thudc dung kém theo co
ché:

Thay d6i pH cta nuwdc tiéu:

* Cac antacid nhu NaHCO3, Maalox, Kavet... gy kiém hod nuwdc tiéu, do dé 1am
tang thai trir cidc thudc cd ban chat acid yéu nhw barbiturat, salicylat; Nguoc lai,
v@i cac thudc la alcaloid (thi du: quinidin, theophylin...) thi téc do bai xuat lai cé
nguy co bi giam, dan dén ting tac dung.

* Vitamin C liéu cao (>2 g) gdy acid hod nwdc tiéu, lam tang thai trir cac thudc cd
ban chat alcaloid dan dén gidm tac dung, nhwng lai kéo dai thdi gian ton tai clia
cac salicylat gay tang nguy co chay mau.

Anh hudng dén co ché trao d6i chat & 8ng than:

Vi du:

Probenecid sé canh tranh carrier bai xuat cia nhiéu loai thudc (cac penicilin,
cephalosporin...) va lam chdm qua trinh bai xu3t cda cac thudc nay.

Corticoid can trd tdc dung cta cac thudc lgi tiéu do déi 1ap vé co ché bai xuat
mudi - nwdec.

y nghia cla twong tac thudc:

Loi dung

- Cai thién tac dung duoc ly

- Cai thién duoc déng hoc cda thuéce

- Gidi doéc

Tranh

- Phéi hop lam tdng doc tinh va tac dung phu

- Phéi hop lam gidm tac dung duoc ly va hiéu qud diéu tri.

BAI5. CACLOAI TUONG TAC THUOC



1.TUONG TAC THUGC - THUOC

Nhiéu thuéc khi cho dung cung mot luc sé cé tac dung qua lai Ian nhau, dwoc goi |
a twong tacthudc. Trong 1am sang, thay thudc mudn phéi hgp thudc dé lam ting t
ac dung diéu tri, gidm cactac dung khéng mong mudn. Song trong thuc té, nhiéu k
hi khdng dat dugc nhu thé. Vi vay, khi ké don

c6 tlr 2 thudc trd 1én, thay thudc rat can hiéu rd sy tuwong tac gilta chung.

1.1. Twong tac dwoc luc hoc

La twong tac tai cac receptor, mang tinh dac hiéu

1.1.1. Twong tdc trén cung receptor: twong tac canh tranh

Thuong lam gidm hodc mat tac dung clia chat dong vén (a gonist), do chat doi kha
ng (antagonist) cd ai lwc v&i receptor hon nén ngdn can chat déong van gan vao
receptor: atropin khang acetylcholin va pilocarpin tai receptor M; nalorphin khang
morphin tai receptor clia morphin;

cimetidin khang histamin tai receptor H2.

Thudc cuing nhdm ¢é cung co ché tac dung, khi dung chung tac dung khéng tang b
ang tang lidu cla mot thudc ma ddc tinh lai tdng hon: CVKS, aminosid va&i day VIII.
1.1.2. Two'ng tdc trén cac receptor khac nhau: twong tdc chirc phan.

- C6 cung dich tac dung: do d 6 lam tang hiéu qua diéu tri.

Thi du: trong diéu tri bénh cao huyét dp, phéi hop thudc gidn mach, an than va loi
tiéu; trong diéu

tri lao, phdi hop nhiéu khdng sinh (DOTS) dé tiéu diét vi khudn & cac vi tri va cac gi
ai doan phat

trién khac nhau.

Cé dich tac dung ddi 1ap, gy ra dwoc chirc phan d6i lap, dung dé diéu tri nhiém d
dc: strychnin liéu cao, kich thich tly séng gay co cing co, cura do trc ché& dan
truyén & tdm van déng, [am mém

co; histamin tac déng trén receptor H 1 gay gidn mach, tut huyét ap, trong

khi noradrenalin tac dong lén receptor al gdy co mach, tang huyét ap.

1.2. Twong tac dwoc dong hoc

La cac twong tac dnh hudng 1an nhau thong qua cac qua trinh hap thu, phan phdi,
chuyén hda va thai trir vi thé né khéng mang tinh dac hiéu.



1.2.1. Thay déi sw hép thu c Ga thuéc

- Do thay d8i dé ion hda cua thudc:

Nhu ta d3 biét, chi nhitng phan khdong ion héa ctia thudc méi dé dang qua dwge m
ang sinh hoc vi

dé phan tan hon trong lipid. D6 phan ly cla thuéc phu thudc vao hang s6 pKa cla
thuéc va pH cua

maoi trudng. Cac thudc cé ban chat acid yéu (nhu aspirin) s& hap thu tot

trong maoi truong acid (da day), néu ta trung hoa acid cda dich vi thi sy hap thu
aspirin & da day sé& giam di.

Vi cac thudc dung theo dudrng udng: khi dung véi thudc lam thay déi nhu déng r
uot sé lam

thay d6i thoi gian lwu gilt thudc trong rudt, thay déi su hdp thu cta thudc qua rud
t. M3t khdc cac thudc dé tan trong lipid, khi dung cung véi parafin (hodc thirc an
c6 md) sé lam tang hap thu.

V@i cac thudc dung theo dudng tiém bap, dwdi da: procain 1a thudc t &, khi tron v
0i adrenalin la

thuéc co mach thi procain s& chdm bi hip thu vao mau do d6 thoi gian gay té sé d
voc kéo dai. Insulin tréon véi protamin va kém (protemin - zinc- insulin-

PZl) s& lam kéo dai th&i gian hdp thu insulin vao méu, kéo dai tadc dung ha duwong
huyét cda insulin.

- Do tao phtrc, thudc sé khé dwoc hap thu:

Tetracyclin tao phirc v&i Ca ++ hodc céc cation kim loai khac & rudt, bi gidm hap
thu. Cholestyramin lam tda mudi mét, ngan can hap thu lipid, dung lam thudc ha
cholesterol mau.

- Do can tr& co hoc:

Sucralfat, smecta, maaloc (Al 3+) tao mang bao niém mac duong tiéu hda, lam
khé hap thu cac thuéc khac.

D& tranh su tao phirc hodc can trd hap thu, 2 thu6c nén udng cach nhau it nhat 2
gio.

1.2.2. Thay déi sw phén bé thuéc

D6 |3 twong tac trong qua trinh ga n thudc vao protein huyét twong. Nhiéu thudc,



nhat la thuéc

loai acid yéu, gan thuan nghich v&i protein (albumin, globulin) s& cé sy tranh chap
, phu thudc

vao i lyc va néng dé cta thudc trong huyét twong. Chi cé thudc & dang ty do mdi
co tac dung

duoc ly. Vi vay, tuwong tac nay dic biét cé y nghia véi thudc cé ty 1& gan vao protei
n huyét twong

cao (trén 90%) va cé pham vi diéu tri hep nhu:

. Thudc chéng déng mau loai khang vitamin K: dicumarol, warfarin

. Sulfamid ha duéng huyét: tolbutamid, clopropamil

. Thudc chéng ung thw, dac biét |13 methotrexat

T4t ca déu bj cac thudc chéng viém phi steroid dé dang day khdi protein huyét
twong, cé thé gay nhiém doc.

1.2.3. Thay déi chuyén héa

Nhiéu thuéc bj chuyén héa & gan do cac enzym chuyén héa thuéc clia microsom g
a n (xin xem

phan duwoc déng hoc). Nhirng enzym nay lai cé thé duoc tang hoat tinh (gdy cdm
trng) hoac bi trc

ché bdi cac thudc khac. Do d6 s& lam gidm t/2, gidm hiéu luc (néu la thudc gay ca
m rng enzym) hodc lam tang t/2, tang hiéu lwc (néu la thudc e ché enzy m)

cta thuécdung cung.

- Cac thudc gdy cdm rng (inductor) enzym gan: phenobarbital, phenytoin,
carbamazepin, griseofulvin, rifampicin...

- Cac thudc re ché (inhibitor) enzym gan: allopurinol, cloramphenicol, cimetidin,
MAOI, erythromycin, isoniazid, dicuma rol.

Cac thubc hay phdi hop vdi cac loai trén thuwdng gdp la cdc hormon (thyroid, cortic
oid, estrogen), thuéc chéng déng kinh, thuéc ha duong huyét, thudc tim mach.
Phu nir dang dung thudc tranh thai udng, néu bi lao dung thém rifampicin, hodc bi
doéng kinh

dung phenytoin, cé thé s& bj "v& k& hoach" do estrogen trong thudc tranh thai bi
giam hiéu qua vi



bi chuyén hda nhanh, ham lwgng tré nén thap.

1.2.4. Thay déi thdi trir thuéc

Thai trir (elimination) thuéc gdbm 2 qua trinh a chuyén héa thudc & gan (d3 ndi &
phan trén ) va

bai xuat (excretion) thuéc qua than. Néu thudc bai xuat qua than & dang con hoat
tinh thi sy tdng/ gidm bai xuat sé c6 dnh hwdng dén tac dung cda thudc.

- Thay d6i pH clia nwdc tiéu: khi mét thudc lam thay ddi pH cla nuéce tiéu, s& lam
thay d6i do ion

hda cta thudc dung kém, 1am thay d6i do bai xuat cda thudc. Thi du barbital cé pK
a=7,5; &pH

= 7,5 thi 50% thudc bj ion hda; & pH = 6,5 thi chi c6 9% bj ion héa & pH = 9,5 thi
91% barbital bj ion hda. Vi vay, khi ngd ddc cac thubc barbiturat, truyén dich
NaHCO3 dé base hda nudc tiéu sé

tang bai xuat barbiturat.

Cac thudc la acid yéu (vitamin C, amoni clorid) dung liéu cao, lam acid

hdéa nudc tiéu s& lam tang thai trir thudc loai alcaloid (quinin, morphin).

- Bai xuat tranh chap tai 6ng than: do 2 chat cung

cé co ché bai xuat chung tai &ng than nén tranh chap nhau, chat nay lam giam bai
xuat chat khac. Dung probenecid s& lam cham thai trir penicilin, thiazid lam giam
thai trir acid uric nén ¢ thé gay bénh gut.

1.3. Két qua va y nghia clia twong tac thudc

1.3.1. Tdc dung hiép déng

Thudc A c6 tac dung |3 a, thudce B cé tac dung la b. Khi két hop thubc A véi thubée B
co tac dung

c. Néu

c=a+b, ta cé hiép déng cong (additive effect)

c>a+b, ta cé hiép déng tang mirc (synergysm)

Hiép déng cong thudng khéng duoc dung & |am sa ng vi néu can thi tang liéu thud
c ch khéng phéi hgp thudc.

Hiép ddng tang mirc thudng dung trong diéu tri dé lam tang tdc dung diéu trj va |
am giam tac

dung phu, tac dung ddc hai. Hai thudc cé hiép déng tdng mirc ¢ thé qua twong ta
c dugc déng hoc (tang hap thu, giam thai trir) hodc twong tac duwoc lwc hoc (truc



ti€p hodc gian tiép qua receptor)

1.3.2. Tdc dung déi khdng

Nhu trong dinh nghia trén, nhung khi tac dung c cta thuéc A + B lai nhé hon tac d
ung cdng cla tirng thudc (c < a + b) ta goi 1a tadc dung d6i khang. D6i khang ¢ thé
chi mét phan (partial

antagonism) khi c < a + b, nhwng ciing c6 thé d6i khdng hoan toan khia lam mat h
oan toan tac dung cua b.

Trong 1am sang, thwdng dung tac dung d6i khang dé gidi doc.

Da&i khdng cé thé xay ra & ngoai co thé, goi la two ng ky (incompatibility), mét loai
tuwong tac thudn tay ly hoa:

+ Acid gdp base: tao mudi khéng tan. Khdng tiém khang sinh loai acid (nhdm

B lactam) vao 6ng dan dich truyén cé tinh base.

+ Thudc oxy hda (vitamin C, B 1, penicilin) khong trén véi thubc oxy kh & (vitamin
B2)

+ Thuéc cé ban chat 1a protein (insulin, heparin) khi gdp mu6i kim loai sé dé két
tda.

+ Than hoat, tanin hap phu hodc lam

két tha nhiéu alcaloid (quinin, atropin) va cadc mudi kim loai

(Zn, Pb, Hg...)

- D&i khang x3y ra & trong co' thé:

Khi thuéc A lam gidm néng dé cla thudc B trong mau (qua duoc dong hoc) hoac |
am gidm tac dung ctia nhau (qua duoc luc hoc), ta goi la d6i khang (antagonism)
Vé duoc lue hoc, co ché cla tac dung d6i khang co thé |a:

+ Tranh chap truec ti€p tai receptor: phu thudc

vao ai lyc va néng do clha thudc tai receptor. Thi

du: acetylcholin va atropin tai receptor M -

cholinergic; histamin va cimetidin trén receptor H 2 &

da day.

+ Dbi khang chirc phan: hai chat déng van (agonist) tac dung trén 2 receptor khac
nhau nhung

chirc phén lai d6i khang trén cung moét co quan. Strychnin kich thich tuy séng, gay
co giat; cura



trc ché dan truyén & tam van dong, gdy mém co, chong duwoc co giat. Histamin kic
h thich receptor H1

lam co co tron khi quan, gay hen; albuterol (Ventolin), kich thich rec eptor B2
adrenergic lam gidn co tron khi quan, dung diéu tri con hen.

1.3.3. Bdo nguoc tdc dung

Adrenalin vira c6 tac dung kich tich receptor

a adrenergic (co mach, tdng huyét 4p), vira cé tac dung kich thich receptor

B adrenergic (gidn mach, ha huyét ap). Khi dung mét minh, do tac dung

o manh hon

B nén adrenelin gay tadng huyét dp. Khi dung phentolamin (Regitin) la thuéc trc ché
chon loc receptor a réi mdi tiém adrenalin thi do chi kich thich duwgc receptor

B nén adrenelin gay ha huyét dp, tdc dung bj dao nguoc.

Y nghia clia twong tac thuéc

Trong |am sang, thay thudc dung thudc phéi hop véi muc dich:

- Lam tang tac dung cta thudc chinh (hiép déng tang murc)

- Lam gidm tac dung khéng mong muén cla thubc diéu tri

- Gidi doc (thudc dbi khang, thudc lam tang thai trir, gidm hap thu, trung hoa...)

- Lam gidm su quen thudbc va khang thudc

Tuy nhién, néu khdng hiéu rd tac dung phdéi hop, thay thudc cé thé lam giam tic d
ung diéu trihodc tang tac dung ddc cla thudc. Trong cac sach huwdng dan dung thu
oc, thuwdng cd muc tuongtac cla tirng thudc.

2. TUONG TAC THUOC - THU'C AN- DO UONG

2.1. Twong tac thudéc - thirc an:

Thuwong hay gap la thire &n lam thay d6i duwoc dong hoc cda thudc.

2.1.1. Thire én lam thay déi hép thu thuéc:

- S hap thu phu thudc

vao thoi gian rong cla da day. Da day khong phai 1a noi c¢é ch (e ndng hap
thu ctia bé mdy tiéu hoda. Tuy nhién, do pH rat acid (khi doi, pH

=~ 1; khi no pH > 3) cho nén can

lruy:

+ U8ng thudc luc d6i, thudc chi gitr lai trong da day khoang 10 - 30 phut.



+ U8ng thudc vao lic no, thudc bi gitt lai trong da day khoang 1 - 4 gi¢, do d6:

. Nhitrng thudc it tan s& cd thoi gian dé tan, khi xuéng rudt s& duwoc hap thu nhanh
hon (penicilin

V). Tuy nhién, nhirng thuéc dé tao phirc vdi nhitng thanh phan cla thirc dn s& bj gi
am hap thu (tetracyclin tao phirc v&i Ca ++ va mét sé cation hod tri 2 khéc).

. Cac thudc kém bén trong méi trudng acid (ampicilin, erythromycin) néu bj gitr 14
u & da day sé& bi pha huy nhiéu.

. Vién bao tan trong rudt sé bi v& (can uéng trwdc bira &n 0,5 - 1h hodc sau bira &n
1-2 gio)

. Nhi*ng thudc dé kich &rng dudng tiéu hda, n én udng vao luc no.

Sy hdp thu con phu thudc vao dang bao ché: aspirin vién nén uéng sau khi dnsé g
iam hap thu 50%, trong khi vién sui bot lai dwgc hap thu hoan toan.

2.1.2. Thire én lam thay déi chuyén héa va thai trir thudc

Thirc &n ¢ thé anh hudng dén enzym ¢ huyén hda thudc cta gan, dnh hudng dén
pH cla nudc tiéu, va qua d6 anh huwdng dén chuyén hda va bai xuat thudc. Tuy
nhién, anh hudng khong Ién.

Nguoec lai, thubc cd thé anh huwdng dén chuyén hda mot s6 chat trong thirc an.
Thudc &c ché enzym mono- amin- oxydase (MAOI) nhv iproniazid - 1a enzym khir
amin - oxy hda cta nhiéu amin ndi, ngoai sinh -

c6 thé gay con tang huyét ap kich phat khi an cac thirc 8n cd nhiéu tyramin

(nhw khdng dwoc chuyén hda kip, lam gidi phdng nhiéu noradrenalin cta hé giao ¢
am trong thoi gian ngan.

2.2. Twong tac thirc 3n d6 uéng

2.2.1. Nworc

Nuwdc 13 d6 udng (dung mdi) thich hop nhat cho moi loai thuéc vi khéng xay ra tw
ong ky khi hoa tan thudc.

- Nuwéc la phuong tién dé dan thudc (dang vién) vao da day -

rudt, lam tang tan ra va hoa tan hoat

chat, giup hap thu dé dang. Vi vay can udng di nwdc (100 -

200 mL cho mbi 1an uéng thudc) dé tranh dong vién thudc tai thuc quan, cé

thé gay kich &rng, loét.



- D3c biét cAn chu y:

+ U8ng nhiéu nudc trong qua trinh dung thuéc (1,5 -

2 |/ ngay) dé lam tang tac dung cda thud ¢

(céc loai thuéc tay), dé 1am tang thai trir

va lam tan cac dan xuat chuyén héa cta thudc (sulfamid, cyclophosphamid).

+ Uéng it nwdc hon binh thwdng dé duy tri néng dé thudc cao trong ruét khi uéng
thudc tdy san, tay giun (niclosamid, mebendazol).

+ Tranh dung nudc qua, nwdc khoang base hodc cac loai nwdc ngot dong hdp cé g
as vi cac loai nudc nay co thé lam hong thudc hodc gdy hap thu qué nhanh.

2.2.2. Sira

Sira chira calci caseinat. Nhiéu thuéc tao phirc véi calci cta sira sé khdong duoc
hap thu (tetracyclin, lincomyc in, mudi Fe...)

Nhitng thudc dé tan trong lipid s& tan trong lipid cla sita chdm duoc hap thu.
Protein cla sita cling gan thudc, |am can tré hap thu.

Sira c6 pH kha cao nén lam gidm su kich (rng da day cla cac thuéc acid.

2.2.3. Ca phé, che

Hoat chat cafein tr ong ca phé, nuwdc ché lam ting tdc dung cla thudc ha s6t gidm
dau aspirin, paracetamol; nhwng lai lam tang tdc dung phu nhu nhirc dau, tang
nhip tim, tdng huyét ap & nhirng bénh nhan dang dung thuéc loai MAOI.

- Tanin trong ché gay tda cdc thudc ¢ Fe hodc al caloid

- Cafein cling gdy tha aminazin, haloperidol, lam giam hap thu; nhwng lai lam tang
hoa tan ergotamin, lam dé hap thu.

2.2.4. Ruwou ethylic

Ruou cé rat nhiéu anh hudng dén than kinh trung wong, hé tim mach, sy hap thu
cla duong tiéu héa. Nguoi nghién rwgu con

bi gidm protein huyét twong, suy giam chirc nang gan, nhung lai gy

cdm &ng enzym chuyén hda thubc ctia gan (xin xem bao "rugu"), vi thé rwgu cod t
wong tac vai rat

nhiéu thuéc va céc twong tac nay déu |a bat lgi. Do d6 khi d3 dung thuéc thi khén
g uéng ruoQu.

V&i ngudi nghién rwou can phai dung thudc, thay thudc can kiém tra chirc ndng g
an, tinh trang



tam than... dé chon thudc va dung liéu lwvong thich hop, trong thoi gian dung thud
c cling phai nglrng udng ruou.

3. THO1 BPIEM UONG THUOC

Sau khi nhan rd dwoc tuwong tac g itra thudc- thirc dn- d6 udng, viéc chon thoi
diém uéng thudc hop

ly dé dat dwoc néng d6 cao trong mau, dat dwoc hiéu qua mong mudn cao va gia
m duoc tac dung phu la rat can thiét.

Nén nhé rang: uéng thuéc vao lic déi, thudc chi bi gii? lai & da day 10 -

30 phut, va&i pH = 1; udng lic no (sau an), thudc bi gitr lai 1 - 4 gio véi pH = 3,5.
Nhuw vay, tuy theo tinh chat cha thuéc, muc dich cda diéu tri, cd mot sé goiy dé
chon thoi diém udng thudc nhu sau:

3.1.Thudc nén udng vao lic déi (trwéc bira dn 1/2 - 1 gi®)

- Thuéc "boc" da day dé chira loét trudc khi thirc an cé mat, nhu sucralfat.

Cac thudc khéng nén gitt lai lau trong da day nhu: cac thudc kém bén virng trong
moi trwong acid (ampicilin, erythromycin), cac loai vién bao tan trong ruét

hodc céc thubc gidi phdng chd m.

3.2. Thudc nén udng vao luc no (trong hodc ngay sau bira an)

Thudc kich thich bai tiét dich vi (rwou khai vi), cdc enzym tiéu hda (pancreatin) ch
dng déi thdo

duong loai tre ché gluconidase nén uéng trudc bita an 10 - 15 phut.

- Thuéc kich thich da day, dé gay

viém loét duwdng tiéu hda: cac thudc chéng viém phi steroid, mudi kali, quinin

Nhitng thuéc dwoc thirc an lam ting hap thu, hodc do thic &n [dm cham di chuyé
n thudc nén kéo dai thoi gian hap thu: cac vitamin, cac vién nang amoxicilin,
cephalexin, cac vién nén

digoxin, sulfamid.

- Nhi*ng thuéc dwoc hap thu qua nhanh lic déi, dé gay tac dung phu: levodopa,
thuéc khang histamin H1.

3.3. Thudc it bj anh huwéng béi thirc dn, uéng ltc nao cling dwoc: prednisolon,



theophylin, augmentin, digoxin.

3.4. Thudc nén udng va o budi sang, ban ngay

- C4c thudc kich thich than kinh trung wong, céc thudc lgi niéu dé tranh anh
hwdng dén giac ngu.

- Céc corticoid: thwdng udng 1 liu vao 8 gid sang dé duy tri dwgc ndng dd 6n
dinh trong mau.

3.5. Thudc nén udng vao budi tdi, trwdc khi di ngu.

- Cac thudc an than, thudc ngl

Cac thudc khang acid, chéng loét da day. Dich vij acid thuong tiét nhiéu vao ban d
ém, cho nén

ngoai viéc dung thudc theo bira an, cdc thudc khang acid dung chira loét da day n
én duoc udng mét liéu vao trudce khi di nga .

Can nhé rang khdng nén nam ngay sau khi uéng thuéc, ma can ngdi 15 - 20

phut va uéng du nwdc

(100- 200 mL nuéc) dé thude xudng duoc da day.

Duoc ly thoi khac

(chronopharmacology) da cho th3y c6 nhiéu thudc cé hiéu luc hodc doc tinh
thay d6i theo nhip nga y dém. Tuy nhién, trong diéu tri, viéc cho thudc con tuy th
udc vao thoi gian xuat hién triéu ching.

BAI6.  PIEU TRINGO POC THUOC CAP TINH

1. DAl CUONG

1.1. Nguyén nhan ngd ddc thudc cap tinh :

+ Do nham 1an : cla thay thudc hodc cla bénh nhan...
+ Do nham lan :

- Loai thuéc,

- Liéu luvong

- buong dung



- Thoi gian dung...

+ Do coy :

- Cda bénh nhén:

tu tor

- Cda nguoi khic : daudoc

1.2. Triéu chirng ngd ddc thudc cap tinh :

Khong dac hiéu... :

+ R&i loan than kinh : ngt li bi, hdn mé hodc kich déng, co giat...

+ R&i loan tim mach : réi loan nhip tim, gidm hodc tang huyét ap...

+ R&i loan hd hap : kho thd, tang tiét dom rai, réi loan hd hap chu ky...
+ R&i loan tiéu hoda : dau bung dir ddi, ndn mdra, xuat huyét tiéu hoa...
+ R&i loan than - tiét niéu : bi dai, thi€u niéu, vd niéu ( suy than cap ).

1.3. Nguyén tac diéu trj :

+ Nhanh chéng loai trir chat doc ra khoi co thé.

+ Trung hoa chat doc d3 duoc hap thu vao co thé.
+ Diéu tri triéu chirng va hoi strc cho bénh nhan.

2. CAC BIEN PHAP PIEU TRI ;

2.1. Loai trir chat doc ra khéi co thé :

2.1.1. Qua dwong tiéu hoa :

a- G4y non :

+ Siro ipeca 15 - 20 ml, pha loang trong 250 ml nwéccho bénh nhan udng. Néu sau
15 ph bé&nh nhan khéng nén cé thé dung nhac lai.

+ Truwdng hop khéng cé thubc, bénh nhan con tinh, cé thé ngody hong, cho udng
mun thét, hodc uéng 250 ml dung dich natri clorid ( NaCl ) wu truong.

+ CCD : bénh nhan hdon mé, ngd déc coc acid, base manh.

b- Rira da day :bang dung dich thudc tim ( KMn04 ) 0,1 %, tanin ( acid tanic ) 5%
hodc nuwdc &m cho tdi khi nudce rira tré thanh trong.

+ V@i cac thuéc hdp thu nhanh nhu aspirin, cloroquin, meprobamat, thuéc ngd
barbiturat, colchicin... thi rira da day va gay non chi cé tac dung trong vong 6 h



dau, khi chat déc con & da day.

+ D38i v&i nhiém ddc cac loai thudc ngl BZD, cac thudce cé chu ky gan-rudt?, nhiém
ddc hon hop hodc nhiém ddc cac chat khong rd thi nén rira da day trong vong 24
h ( néu khdng cé chéng chi dinh )

+ BZD : benzodiazepin,

+ Cac thudc cé chu ky gan-rudt : morphin, strychnin, cloramphenicol,
chlorpromazin,tetracyclin, quinin, sulfamid cham, cac hormon sinh duc, digitoxin,
imipramin...

+ CCD : bénh nhan hén mé ( vi dé dwa nham 6ng cao su vao khi quan hodc chat
nén quay nguwoc duwdng vao phéi, gay tir vong ), ngd doc cac chat n mon ( nhw
acid, base manh vi 8ng cao su cé thé lam rach thuc quan ).

c- Dung céc chat hap phu :

Sau khi rira da day, cho uéng than hoat 30 - 40 g/lan, cach 4 h/lan ( Uu diém ?).
+ C6 nhiéu uu diém :

- Hoan toan khong doc,

- Ré tién,

- Str dung don gian, thuéan tién

- Ngan can duoc chu ky gan - rudt cda cac thudc thai theo duérng mat.

+ Chat thay thé ?

Chat thay thé :kaolin hodc bét than cdi, bot gao, bdt ngd rang chay tan nhd.
2.1.2. Qua dwdrng hé hép :

+ Chi dinh :ngd ddc cac thudc thai qua dudrng hd hap nhu cac thudc mé thé khi (
ether, halothan...), rwou, khi d6t, xdng, carbon monoxyd ( CO ), aceton...

+ Cac thudc hay dung :

- Pentetrazol ( BD : cardiazol, corazol, tetracor.. ), 6ng 1 -5-10 ml dd 10 %. Tiém
SIV, IM 0,5 -1,0 g tuy BN.

Lo 10 - 30 ml dd 10 % : uéng 20 giot/lan

x 2 -31an/24 h.

Vién nén 0,10 :

uéng 1 -2 vién/lan x 2 - 31an/24 h.

- Lobelin : 6ng 3 - 10 mg/1 ml. Tiém IM, SC 10 mg hodc tiém IV chdm 3 mg

+ H6 hap nhan tao.

2.1.3. Qua dworng tiét niéu :



a- Thudc lgi niéu tham thau : + Mannitol ( BD : mannidex, osmitrol, osmosal... ).
Lo 100 - 250 - 500 - 1.000 ml dd 10 - 20 %. Truyén IV 1 - 2 g/kg, téc d6 10 - 20 ml/1
ph ( tuy bénh nhon ).

+ Glucose uu truvong

10-20-30%

+ Ringer lactat ( 1 | dd ch(ra 3,1 g natri lactat;

6 g NaCl; 0,4 g KCl; 0,4 g CaCl2). It dung.

* Chdng chi dinh chung: suy than ndng, suy tim ndng, phlu phdi cap,

tdng huyét ap, truy tim mach nadng...

* Cha y : chi nén dung cac thudc loi niéu tham thau khi chac chdn chirc ndng than
con tét. Khi dung cac thudc nay s& lam tang thai trir cac khang sinh nén can phai
tang liéu khang sinh.

b- Kiém hda nudc tiéu :ap dung khi diéu tri ngd ddc cap cac thudc cé ban chat |a
acid yéu ( thudc ngl barbiturat, NSAID ( aspirin, diclofenac, indomethacin,
phenylbutazon...)). Thudng dung 2 loai sau :

+ Natri hydrocarbonat

(NaHCO3). Lo 500 ml dd dang truwong 1,4 %. Truyén nho giot IV 2 - 31/24 h.

- Nhuoc diém : dua thém Na+ vao co thé, do dé dé gay tai bién phu ndo khi chirc
nang than khéng tét (1 g NaHCO3 ¢4 0,273 g Na ).

+ Trometamol ( THAM, trihydroxymetylaminmetan ).

- Biét dwoc : alcaphor, talatrol, thamacétat, tham E...

- Lo 250 ml dd tiém truyén 9,15 g kém 1,5 g acid acetic két tinh vd pH 8,6. Ngudi
|&n truyén IV 1 g/3 kg/24 h (250 - 500 ml ).

c- Acid héa nuédc tiéu : dp dung khi diéu tri ngd ddc cac thudc cé ban chat base
hitu co : quinin, cloroquin, dan xuat quinolein, imipramin, mecamylamin,
guinacrin, nicotin, procain, phenothiazin... Hay dung :

+ Amoni clorid

( TK : amchlor, acid-amon ). Dang bdt, uéng 3,0 - 6,0 g/24 h ( c6 thé 10,0 - 12,0
g/24 h), chialam 2 - 3 |an.

+ Acid phosphoric : udng 15 - 100 giot/24 h ( pha v&i nuéc ).

Viéc acid hda kho thue hién hon viéc kiem hda nuwdc tiéu, dong thoi co thé chiju
dwng tinh trang nhiém toan kém hon tinh trang nhiém kiém nén cling dé gay nguy
hiém cho co thé.



2.2. Trung hoa chat déc :

Trong 1am sang thudng hay dung cac chat twong ky hda hoc dé ngédn cdn hép thu
cac chat doc, lam mat hoat tinh hodc d6i khang vdi tac dung chia chat doc.

2.2.1. Cdc chédt twong ky héa hoc tai da day :

D& ngdn cdn hap thu chat ddc vao co thé, sau khi rira da day cé thé cho bénh
nhan udng cac thudc :

+Tanin1-2%, 100 - 200 ml

(tanin 5 % dé rira da day )

+ C6 thé thay bang nuwdc ché xanh, 13 6i, sim, bd giac... Tanin cé tac dung lam két
tha nhiéu alcaloid nhu strychnin, quinin, quinidin, apomorphin, morphin, cocain,
cac kim loai nang ( mudi k&m, coban, déng, chi, thay ngan ).

+ Sita, long trang trirng ( 6 qua trirng/1 | nwdc ) : ngan can hap thu cac mudi thiy
ngan, phenol.

+ Than hoat ( BD : carbolenum, ostacol, medicoal... ). C6 dang bét, vién nén 0,25 -
0,50 g, nhii dich 2 %. U6ng 30 - 40 g bét/lan, ngay 3 - 4 lan, cach nhau 4 h.

Cé thé thay bang bdt gao, bot ngd rang chay, kaolin. Than hoat cé tac dung hap
phu manh trong cac trvdng hop nhiém ddc cac alcaloid ( morphin, strychnin... ),
cac mudi kim loai ndng ( sublime - HgCI2 ), cdc chadt mang dién tich (+) va (-) cho
nén cé thé ap dung duoc trong hau hét cac truong hop nhiém ddc qua dudng
tiéu hoa.

2.2.2. Cdc chét twong ky héa hoc dung dwéng toan thén :

Tao Met-Hb : khi diéu tri ngd ddc acid cyanhydric - HCN ( San ).

+ Natri nitrit 3% (10 0,3 g/10 ml ) Tiém IV 1 lo trong 3’, sau dé 5’ tiém IV 50 ml dd
natri thiosulfat 50 % ( con cé 6ng natri thiosulfat 0,5 g/5 ml, 2 g/10 ml ).

+ Dimercaprol ( BAL = British anti Lewisit ).

( BD : antoxol, dicaptol, dithioglycerin ), 6ng 100 mg/1 ml va 200 mg/2 ml.

- Diéu tri ngd déc cac kim loai ndng ( arsen, vang, thuy ngan ).

Lewisit = yperit :

chat doc gay ngat

Tiém IM 2 - 3 mg/kg/lan :

-Ngay N1, 2 : cach 4 h tiém 1 [an,

- Ngay N3 : cach 6 h tiém 1 [an.



- Cac ngay sau :

2 lan/24h.

+ EDTA ( ethylen diamino tetraacetic acid ) hodc cdc mudi Na va Ca cla acid nay (
EDTA calci dinatri va EDTA dinatri ( Na2EDTA ) dé diéu tri ngd ddc cac ion hda trj 2
nhu Pb2+, Fe2+, Cr2+, Cu2+ va digitalis ( dé thai trir Ca2+).

- EDTA dinatri 8ng 0,5 g/10 ml. Pha vao dung dich glucose hodc NaCl dang truwong,
truyén IV rat chdm 1 - 2 6ng/24h ( trong 2h ) ( dé tranh con tetani ). Dot diéu tri 5
ngay, nghi 7 ngay mdi duoc diéu tri dot tiép theo.

- EDTA calci dinatri 6ng 0,5 g/10 ml. Cach dung :

-Pudng IV : pha 1 6ng trong 250 - 500 ml dd glucose 5 %, truyén IV chdm trong 2
h, chia lam 2 lan/ngay. Liéu trung binh : 15 - 25 mg/kg/24 h, t&i da 50 mg/kg/24 h.
Dot diéu tri 5 ngay, nghi 2 ngay giitta 2 dot diéu tri.

-Duong tiém IM : dd 20 %. Liéu lvong : 12,5 mg/kg/lan, cach 4 - 6 h tiém 1 lan, toi
da 50 mg/kg/24 h. Hoa thém dd procain 1 % dé tiém IM.

2.2.3. St dung cdc thuéc déi khdng dworc ly déic hiéu :

+ Vi du : naloxon ( BD : nalon, narcan ), 6ng 0,4 mg/1 ml; tiém IV, tiém IM dé diéu
tri ngd déc morphin va cac thudc gidm dau gay nghién.

Tuy phuong phap nay diéu tri cé hiéu qua nhanh va tét, nhung do ¢6 rat it thudc
c6 tac dung déi khang duoc ly dic hiéu, cho nén phan I&n phai diéu tri theo triéu
chirng.

2.3. Diéu trj triéu chirng va diéu tri héi sirc cho bénh nhan :

2.3.1. St dung cdc thuéc déi khdng sinh ly :

+ Dung céc thudc kich thich TKTW dé diéu tri ngd doc cac thudc rc ché TKTW va
nguaoc lai.

- Thudc kich thich TKTW: bemegrid, cafein, amphetamin, long ndo, pentetrazol...
- Thudc rc ché TKTW : thuéc ngt barbiturat, thuéc an than, thuéc mé..

+ Dung thudc gidn co cura dé diéu tri ngd doc céc thubc gay co giat

( pentetrazol, strychnin ).

* Nhuoc diém : phai dung thuéc ddi khang véi liéu cao, thudng 1a liéu doc cho
nén co hai cho bénh nhan.

2.3.2. Héi strc téng hop :

a- Hoi strc tim mach : dung céc thudc tro tim dé gilr 6n dinh huyét ap, chéng truy



tim mach.

+ VD : dung nordrenalin 6ng 1 mg/1 ml. Pha 1-4 6ng trong 500 - 1000 ml dd
glucose 5 %, truyén SIV (tdc do 2 - 4 mg/1 ph).

+ DOCA

( desoxycorticosteron acetat ), dng 5 - 10 mg, vién dat dudi ludi 5 mg. Tiém IM 1 -
2 6ng/24 h. Néu nhe cho ngdm dudi ludi 1 - 2 vién/24 h.

b- Hoi strc hé hap : dung cdc thudc kich thich hd hap :

+ Pentetrazol ( BD : cardiazol, corazol ) 6ng 0,10 g/1 ml. Tiém IM, SC, IV t&i 6 - 8
ong/24 h.

+ Cafein 6ng 0,07 - 0,25 - 0,40 g/1 ml.

Tiém SC 0,07 - 1,5 g/24 h.

+ H6 hap nhan tao, thd oxy.

c- ThAm phan phic mac hodc chay than nhan tao:

+ Chi dinh :

- Cac trudng hop nhiém doc ndng ( ngd ddc cac kim loai nding, sulfamid, barbiturat
lieu cao...)

- Khi than d3 suy, cdc phwong phap diéu tri thong thuong khéng mang lai két qua.
- Khi c6 chéng chi dinh dung cac thudc lgi niéu tham thau.

d- Thay mau :chi dinh :

+ Ngb doc phospho trang : phai lam s&m trudc 8 h ké tir khi ngd ddc mai cé kha
nang ctru duoc nan nhan.

+ Ngb doc cac thubce vai liéu chét : cac thudc chéng sot rét, chat doc té bao ( cac
thuéc chéng ung thu ), isoniazid, dan xuat salicylat

(nhatla &tréem)...

+ Cac chat lam tan mau : saponin, sulfon...

+ Cac chat gdy Met-Hb : anilin, thudc gidm dau ha s6t dan xuat anilin

( phenacetin, paracetamol ), nitrit, cloroquin...

Giai doan dau cé thé diéu tri bang xanh methylen 6ng 0,10 g/

5 ml. Pha 10 ml vao 500 ml dd glucose 5%, truyén IV.

Hodc tiém IV vitamin C 4,0 - 6,0g/24h. Néu khéng cé két qua thi phai thay mau.

* Chuy : bién phap thay mau can phai lam sém va khéi lvgng mau thay thé phai
da 1én (3 7 1) thi méi o két qua. Néu ngay hdm sau mau con chira nhiéu Met-Hb
thi c6 thé phai truyén lai.



2.3.3. Cong tdc chdm soc ngwo'i bénh :

a- Ch& d6 dinh dudng :cho an cac thirc n nhe ( chdo, sup, phd ), dé tiéu, di ca-lo.
Né&u bénh nhan khéng an duoc phai dat sonde da day hodc truyén hau mon khi cé
ton thuong thuc quan ( ngd déc acid, base manh)

Can b6 sung thém nhiu vitamin, nhat 1a vitamin nhém B, C. B6 sung thém insulin
khi truyén nhiéu glucose.

b- Chéng bdi nhiém ( ph& quan, phéi, dwdng tiét niéu ) : khang sinh.

c- Cong tac hd ly : gilr vé sinh than thé sach s&, chng loét, hut dom rii...

BAI7.  DAICUONG VE DUQC LU'C HOC

Duoc lue hoc nghién ctru tac dung cla thudc 1én co thé séng, gidi thich co ché cua
cac tac dung

sinh hda va sinh ly cta thuéc. Phéan tich cang day dd dwoc cdc tdc dung, cang cung
cap duoc

nhitng co s& cho viéc dung thuéc hop ly trong diéu tri. Day la nhiém vu co ban nh
at va cling la khé khan 1&n nhat cda dwoc lyce hoc.

1. CO' CHE TAC DUNG CUA THUGOC

1.1. Receptor

Tac dung ctia phan 1&n cdc thudc 1a két qud cla sy twong tac gitra thubc vdi recep
tor (thé thu

cam). Receptor la mét thanh phdn dai phén t& (macromolécular) tén tai véi mot |

wong gidi han

trong mot s6 té bao dich, ¢ thé nhdn biét mét cdch ddc hiéu chi mét phén tir "thé
ng tin" tw nhién

(hormon, chét dan truyén than kinh), hodc mét tdc nhdn ngoai lai (chét héa hoc, t
huéc) dé géy

ra mét tdc dung sinh hoc ddc hiéu, la két qué cua tdc dung twong hé do.

Thanh phan dai phan tl



cla receptor thuwdng |13 protein vi chi cé protein méi cé cau tric phire tap

dé nhan biét dac hiéu ciia mét phan tr cd cau tric 3 chiéu.

Receptor co 2 chuc phén:

1) Nhan biét cdc phan tlr thdng tin (hay con goi la

ligand) bang su gan ddc hiéu cac phan tlr nay vao receptor theo cac lién két

hda hoc:

Lién két ion: cac chat héa hoc mang dién tich (nhu nhém amoni bac 4 cud acetylc
holin c6 dién

tich duwong), s& gan vao vung mang dién tich trai dau clia receptor theo lién

két nay, vai luc lién

két khodng 5- 10 kcal/ mol.

Lién két hydro: do su phan b6 khéng déng déu electron trong phan tlr nén cé moi
lién két gitra nguyén tlr hydro v&i cac nguyén tlr co dién tich 4m cao nhu oxy, nito
va fluor. Luc lién két khodng 2- 5 kcal/ mol

- Lién két Van- der-

Waals: 13 luc lién két ctia moi twong ho gitra cac electron véi cdc nhan clia

cac phan tlr sat bén. Luc lién két phu thudc vao khodng céch gitra cac phan ti, luc
nay twong doi yéu, khoang 0,5 kcal/ mol. Cac thudc cé vong benzen, cd mat do
electron phan bd déng déu thudng c6 mai lién két nay.

Cac luc lién két trén déu la thuan nghich.

Lién két cong hoa tri: 1a luc lién két gitra cac nguyén tl bang nhitng cdp dién tlr ¢
hung. Vi la luyc lién két I&n 50- 150 kcal/ mol nén la lién két khéng thudn nghich &
nhiét do co thé, khéng cé chat

xuc tac. Loai lién két nay it gdp. Thi du lién két gitra chat alkyl hda vdi té bao ung t
hw, cac thudc rc ché enzym mono - amin oxydase (MAOI), thudc trir sdu lan hitu
co vai cholinesterase.

Mot phan t& thudc cé thé gan vao receptor theo nhiéu kiéu lién két.

Thi du: acetylcholin gan vao receptor M- cholinergic:
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Hinh 2.1. Phirc hgp acetylcholin - receptor M

Acetylcholin gdn vao receptor M theo dwdng néi sau:

- Hai O cta chirc ester tao lién két hydro vdi receptor

- Nhém CH2- CH2 gdn vdi receptor bang lién két phén ti (lwc Van - der- Waals)

- Hai géc CH3 ctia amin béc 4 gén vao cdc khoang cua vi tri anion ciing bdng luc
Van- der- Waals

2) Chuyén tac dung twong ho gitra ligand va receptor thanh mét tin hiéu dé gay ra
duoc dap ng té bao. Cdc receptor ndm & nhén té bao

duoc hoat hda bai cac ligand gan trén cac vj tri dac hiéu

clia ADN nam trong cdc vung diéu hoa gen, gy ra su sao chép cac gen dic hiéu (r
eceptor clia hormon steroid, vitamin D 3...). Cdc receptor ndm & mang té bao vi &
xa nhan nén khéng tham gia

true ti€p vao cac chuong trinh biéu hién cda gen. Khi cac ligand tdc déng |én rece
ptor s& [am san 2+xuat ra cdc phan tl trung gian - "ngudi truyén tin thé 2" (AMPy,
GMPy, IP 3, Ca, diacetyl glycerol...)- Nhitng chat nay sé giy ra mot loat phan &ng
trong t€ bao, dan t&i mot thay ddi chuyén héa trong té& bao, cung vdi hodc khong
c6 su thay doi vé biéu hién gen (receptor cla adrenalin, clia benzodiazepin...).
Nhu vay, khi thu6c gan vao receptor cla té bao thi gay ra duoc tac dung sinh Iy.
Nhwng c6 khi thudc gan vao t€ bao ma khong gay ra tac dung gi, noi gan thuéc
duwoc goi la noi ti€p nhan

(acceptor) hodc receptor cam, (silent receptor) nhuw thudc mé gan vao té bao m&,
digitalis gdn vao gan, phdi, than...

Thudc gén vao receptor phu thudc vao

di lye (affinity) cda thubc vai receptor. Hai thudc cé cung

receptor, thu6c nao ¢é ai lyc cao hon sé day dwoc thudc khac ra. Con tac dung cd
a thuéc |a do hiéu luc (efficacy) clia thudc trén receptor dé. Ai luc

va hiéu lyc khéng phai lic nao ciling di cung



nhau: acetylcholin la chat dan truyén than kinh ctia hé phé giao cdm, khi gdn vao r
eceptor M, gay

hiéu lwc lam tdng tiét nwdc bot, co déng tlr, chdm nhip tim...; atropin cé ai luc tré
n receptor M

manh hon acetylcholin rat nhiéu nén day dugc acetylcholin ra kho i receptor M, n
hung ban than

né lai khong cé hiéu luc gi. & 1am sang, tac dung

cUa atropin quan sat dugc chinh la tdc dung cla

sy thi€u vang acetylcholin trén receptor M: khé miéng (giam tiét nudc bot), gidn
déng tl, nhip tim nhanh...

1.2. Cac co ché tac dung c ua thudc

1.2.1. Tdc dung cta thuéc théng qua receptor

Thudc tac dung truc ti€p trén cac receptor clia cac chat ndi sinh (hormon, chat da
n truyén than

kinh): nhiéu thudc tac dung trén cac receptor sinh ly va thudng mang tinh

dac hiéu. Néu tac dung clia thudc Ién rec eptor gidng vdi chat ndi sinh, goi la chat
déng vén hay chat chd van (agonists), nhu pilocarpin trén receptor M -
cholinergic. Néu thudc gan vao receptor, khong gay tac dung

giéng chat ndi sinh, trai lai, ngdn can chat ndi sinh gan vao receptor, gy tac dun g
trc ché chat déng van, dwoc goi |a chat déi khdng (antagonists), nhw d -
tubocurarin tranh chap véi acetylcholin tai receptor N cta co van.

- M6t s6 thudc thdng qua viéc gidi phdng céc chat ndi sinh trong co thé dé gay tac
dung:

amphetamin gidi phong adren alin trén than kinh trung wong, nitrit lam gidi phong
NO gay gian mach...

Xét trén nhiéu mat, protein la mét nhdm quan trong cla receptor -

thuéc. Do d6, ngoai receptor té bao, cac receptor cta thudc con la:

Céc enzym chuyén hda hodc diéu hoa cac qua trin h sinh hda cé thé bi thuéc trc ¢
hé& hoac hoat hoda:

. Thudc trc ché enzym: captopril (rc ché enzym chuyén angiotensin | khdng hoat
tinh thanh angiotensin Il cé hoat tinh dung chita cao huyét ap; cac thuéc chéng
viém phi steroid &rc ché



cyclooxygenase, lam giam t& ng hop prostaglandin nén cé tac dung ha sé6t, chéng
viém; thudc tro tim digitalis (rc ché Na +- K+ ATPase...

. Thudc hoat hda enzym: cac yéu td vi luong nhw Mg 2+, Cu2+, Zn2+

hoat hda nhiéu enzym protein kinase, phosphokinase tac dung I1én nhiéu qua trinh
chuy én hoa cla té bao.

- Cac ion: thudc gan vao cac kénh ion, lam thay d6i si van chuyén ion qua mang té
bao. Novocain can tré Na + nhdp vao té bao than kinh, ngan cdn khir cuc nén cé
tac dung gay té; benzodiazepin lam tdng nhap Cl - vao té bao, gdy an than.

1.2.2. Tdc dung cta thuéc khéng qua receptor

Mot s6 thudc cd tac dung khéng phai do két hop vdi receptor.

- Thudc cé tac dung do tinh chat ly hda, khéng déc hiéu:

Cac mudi chira cac ion khé hap thu qua mang sinh hoc nhu MgSO0 4, khi uéng sé "
goi nuwac" &

thanh rudt vao long rudt va gilt nudc trong long rudt nén cé tac dung tay; khi tiém
vao tinh mach

sé kéo nudc tir gian bao vao mau nén dugc dung chira phu nao.

Isosorbid, mannitol dung liéu tuvong déi cao, lam tang ap luc thdm thau trong huy
ét twong. Khi

loc qua cau than, kh 6ng bj tai hap thu & éng than, lam tang 4p lwc thdm thiu tron
g 6ng than, cé

tac dung loi niéu.

Nhirng chat tao chelat hay con goi la chat "cang cua" do cé cdc nhdm cé cuc nhu -
OH, -SH, -

NH2, dé tao phirc véi cac ion hda tri 2, ddy ching ra khédi co thé. Cac ¢ hat "cang ¢
ua" nhu EDTA (ethyl diamin tetra acetic acid), BAL (British anti lewisit -
dimercaprol), d- penicilamin thuwong

duoc dung dé chita ngd déc kim loai ndng nhw Cu 2+, Pb2+, Hg2+

hodc thai trir Ca 2+ trong ngd doc digital.

Than hoat hap phu duoc cac hoi, cdc ddc td nén dung chira day hoi, ngd doc.

Cac base y&u lam trung hoa dich vi acid dung dé chira loét da day (khang acid), nh
v hydroxyd nhém, magnesi oxyd.



Thudc cé cdu tric tuong tu nhw nhitng chat sinh hda binh thudng, cé thé tham n
hap vao céc thanh phan

ciu tric cla té bao, lam thay ddi chirc phan cla té bao. Thudc gidng purin, gidng
pyrimidin, nhap vao acid nucleic, dung chéng ung thu, chéng virus. Sulfamid gan
giéng paraamino benzoic acid (PABA), lam vi khuan dung "nham", khéng phat
trién duoc.

2. CAC CACH TAC DUNG CUA THUOC

Khi vao co thé, thudc cé thé cé 4 cich tac dung sau:

2.1. Tac dung tai chd va toan than:

Tac dung tai chd |a tac dung ngay tai noi thudc tiép xuc, khi thuéc chua dwoc hap
thu vao mau:

thudc sat khudn ngoai da, thudc lam sdn niém mac (tani n), thudc boc niém mac d
wong tiéu hda (kaolin, hydroxyd nhom).

T4c dung toan than la tdc dung x4y ra sau khi thudc d3 dugc hap thu vao mau qu

a duwong ho

hap, duwong tiéu hda hay dwong tiém: thudéc mé, thubce tro tim, thudc lgi niéu. Nh

w vay, tac dung

toan than khdng cé nghia |a thuéc tac dung khap co thé ma chi |a thubc d3 vao ma
u dé "di" khap co thé.

Tac dung tai chd hodc toan than cé thé gay hiéu qua truc tiép hoac gian tiép: tiém
d - tubocurarin vao tinh mach, thuéc truec tiép tac dung 1én ban van déng

lam liét co van va gidn tiép lam nglrng thd do co hoanh va co lién suon bi liét ch
khéng phai thuéc trc ché trung tdm ho hép.

Mat khac, tdc dung gidn tiép con cd thé thdng qua phan xa: khi ngat, nglri ammoni
ac, cac ngon day than kinh trong niém mac dwong ho

hap bi kich thich, gdy phan xa kich thich trung tdm ho

hap va vdn mach & hanh tdy, lam ngudi bénh hoi tinh.

2.2. Tac dung chinh va tac dung phu

- Tac dung chinh Ia tac dung dé diéu trj



- Ngoai tac dung diéu tri, thudc cd thé con gy nhiéu tac dung khac, khéng

cé y nghia trong diéu tri, duoc goi la tdc dung khdng mong mudn, tac dung dung
ngoaiy (adverse drug reactions -

ADR). Cac tac dung ngoai y cé thé chi gay kho chiu cho ngudi dung (chéng mat, bu
On ndn, mat

ngu), goi la tdc dung phu; nhung cling cé thé gay pha n &rng ddc hai (ngay véi liéu
diéu tri) nhw xuat huyét tiéu hda, giam bach cau, tut huyét dp thé dirng...

Thi du: aspirin la thuéc ha sét, gidm dau, chdng viém (tdc dung chinh), nhung gay
chdy mau tiéu héa (tdc dung déc hai). Nifedipin, thudc chen kénh calci

dung diéu trj tdng huyét ap (tdc dung

chinh), nhung cé thé gay nhirc dau, nhip tim nhanh (tac dung phu), ho, phu chan,
tdng enzym gan, tut huyét ap (tac dung ddc hai).

Trong diéu tri, thwong phdi hop thudc dé 1am tang tac dung chinh va gidm téc dun
g khéng mong mudn. Thi du uéng thudc chen

B giao cam cung vai nifedipin s& lam giam duoc tac dung lam

tang nhip tim, nhirc dau cha nifedipin. Cling cé thé thay d6i duwdng dung thuéc nh
u dung thudc dat hdu mon dé tranh tac dung khé udng, gay budn non.

2.3. Tac dung héi phu c va khéng héi phuc

- Tac dung hoéi phuc: sau tac dung, thudc bi thai trir, chirc phan cta co quan lai tré
vé binh thudng. Sau gdy mé dé phiu thuat, ngwdi bénh lai cé trang thai binh
thuong, tinh tdo.

- Tac dung khdng héi phuc: thudc lam mat hoan toan chirc ph

an cla té bao, co quan. Thi du:

thu6c chéng ung thu diét té bao ung thu, bdo vé té bao lanh; thudc sat khuan boi
ngoai da diét vi khudn nhung khdng dnh hudng dén da; khang sinh
cloramphenicol c6 tai bi€n gay suy tly xwong.

2.4. Tac dung chon loc

Tac dung chon | oc |a tac dung diéu tri xay ra s&m nhat, rd rét nhat. Thi du aspirin
uéng liéu 1 — 2 g/ ngay co tac dung ha sot va gidm dau, uéng liéu 4 - 6 g/ ngay co
ca tac dung chéng viém;

digitalis gdn vao tim, ndo, gan, than... nhung vai liéu diéu tri, chi ¢ tac dung

trén tim; albuterol (Salbutamol- Ventolin) kich thich chon loc receptor B2
adrenergic...



Thuéc cé tac dung chon loc lam cho viéc diéu trj tré nén dé dang hon, hiéu qua ho
n, tranh duoc nhiéu tac dung khéng mong muén.

3. NH’NG YEU TG ANH HUONG DEN TAC DUNG CUA THUOC:

3.1. Vé thuéc

3.1.1. Thay déi cdu tric lam thay déi dwoc lwe hoc cua thudc.

Nhu ta d3 biét, thuéc muén cé tac dung, phai gan duoc vao receptor (ai luc vdi re
ceptor) va sau

dé la hoat hda duoc receptor d6 (co hiéu luc hay tac dung dugc ly). Receptor ma
ng tinh da c hiéu

cho nén thudc cling phai cé cau tric dac hiéu. Receptor dugc vi nhu 6 khoda

va thudc la chia khda.

Mot sy thay d6i nhoé vé cau tric héa hoc (hinh dadng phan tr cda thudc) cling cé th
& gay ra nhirng thay déi Idn vé tac dung.

Nhu vay viéc téng hop cac thudc méi thwong nham:

Lam tang tac dung diéu trj va gidm tac dung khdng mong muén. Khi thém F vao vi
tri 9 va CH 3vao vi tri 16

cla corticoid (hormon vo thwgng than), ta dwgc betametason

c6 tdc dung chéng viém

gap 25 lan va khéng cé tac dung gilt Na + nhu corticoid, trdnh phai &n nhat.

- Lam thay ddi tac dung duwoc ly: thay d6i ciu tric cla isoniazid (thudc chéng lao),
ta duwoc iproniazid, c6 tac dung chéng tram cam, do gin vao receptor hoan toan
khac.
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- Tr thanh chift d6i khéng tic dung: PABA la nguyén liéu dé téng hop thiic &n cho vi
khudn. Sunfanilamid c6 cong thic gén ging PABA, lam vi khudn st dung "nhim" ,
khong phit trién duoc. Vi vay, sulfanilamid c6 tc dung kim khudn,

S0ty

g

" %

Sulfanilamid PABA (para amino benzoic acid)

Khang histamin H1 cé céng thirc gan gidng véi histamin, tranh chap véi histamin
tai receptor H 1.

Cac dong phan quang hoc hodc déng phan hinh hoc cta thudc cling lam thay déi
cuwdng dd tac dung, hodc lam thay d6i hoan toan tac dung cuta thudc.

l. isoprenalin cé tac dun g kich thich receptor B adrenergic 500 [an manh hon d.
isoprenalin.

l. quinin la thudc chira sét rét, d. quinin (quinidin) la thuéc chira loan nhip tim.

Cang ngay ngudi ta cang hiéu rd dworc siéu ciu tric cla receptor va san xuat cact
hudc rat dac hiéu, gan dwoc vao dwdi typ cla receptor: receptor adrenergic al,
a2, B1, B2, B3, receptor cholinergic M1, M2, M3, receptor dopaminergic D 1, D2,
.. D7.



3.1.2. Thay déi cdu tric thuéc, lam thay déi dwo'c déng hoc cua thuéc

Khi ciu tric cla thubc thay d6i, lam tinh chat Iy

héa cutia thudc thay d6i, anh hwdng dén su hoa

tan cla thudc trong nwdc hodc trong lipid, anh hwdng dén s gdn thudc vao prote
in, do ion héa cda thudbc va tinh vitng bén cla thuéc. Mét sé vi du:

Dopamin khdng qua dugc hang rao mau nio, nhwng |. dopamin (Levo dopa), chat
tién than cia dopamin thi qua duoc.

Estradiol thién nhién khéng uéng duoc vi bi chuyén hda manh & gan. dan xuat et
hinyl estradiol (-C 2CH gan & vj tri 17) rat it bj chuyén héa nén udng duoc.
Tolbutamid bi microsom gan oxy hda goc CH 3 & vi tri para, c6 t/2 huyét twong la
4 - 8 h. Thay g&c CH3 bang Cl (Clorpropamid) s& rat khé bi chuyén héa, lam t/2
cta thudc kéo dai tdi 35 h.

- Cac thiobarbituric it bi phan ly hon barbituric & pH cla 6ng than nén bj thai trir
cham hon.

Qua day ta cé thé nhan th dy rang, khi thudc gén vao receptor dé gay hiéu lwc, kh
dng phai toan bd phan tl thuéc ma chi cé nhitng nhém chirc phén

gan vao receptor. Khi thay d6i cau tric ciia nhdm hodc ving chirc phan,

duoc lyc hoc cha thudc s& thay ddi. Con khi thay ddi ciu tric & ngoai vung

chirc phan, c6 thé thay d6i dwgc dong hoc cla thudc.

3.2. Dang thuéc

Dang thudc |3 hinh thire trinh bay dac biét cda duoc chat dé dua dugc chat vao
co thé. Dang thuéc

phai dwoc bao ché sao cho tién bao quan, van chuyén, st dung va phat huy tdi da
hiéu luc chira bénh cda thudc.

C6 thé tém tat qud trinh hinh thanh va phat huy tac dung clia mot dang thudc tro
ng co thé nhu sau:



Dudc chat

\K}." thudt bdo ché Diiemg diing thud
» Dang thuoc
Ta dude /

Dang thuéc  Giai phong ditor Duoc chat 1ol noi Hiéu qua
trong co the " Va0 miu > diéu tri
chat va hap thu  (smh kha dung)  tdc dung

v

Qua so d0, ta thay tir 1 dwgc chat, cdc nha bao ché cé thé dua ra thj truong nhiéu
loai biét duoc

(dang thudc) khac nhau,

cé sinh kha dung khac nhau do dé cé anh huwdng khac nhau téi hiéu qua

diéu tri.

3.2.1. Trang thdi cia dwo'c chét

- D6 tadn nho: thudc cang min, dién ti€p xdc cang tang, hap thu thuéc cang nhanh.
- Dang vd dinh hinh va dang tinh thé: thudc rdn & dang vo dinh hinh dé tan,

dé hap thu.

3.2.2. Ta duwoc

T4 duoc khéng phai chi 13 "chat don" dé bao gdi thudc

ma con anh hudng dén d6 hoa tan, khuéch tan...cGa thudc. Khi thay calci sulfat
(thach cao, ta duoc c6 dién) bang lactose dé dap vién diphenylhydantoin, d3 gay
hang loat ngd doc diphenylhydantoin do lvgng thudc dwoc hap thu

nhiéu hon (Uc, 1968).

Nguyén nhan |a ta dwoc calci sulfat chi dong vai tro mét khung mang,

khéng tiéu va xdp, lam duoc chat duoc gidi phdng tir tir trong 6ng tiéu héa. Con la
ctose lai lam dwoc chat dé tan, nén d woc hap thu nhanh trong thoi gian ngén.
3.2.3. Ky thudt bao ché va dang thuéc

K{ thuat bao ché [a mot yéu td khdng kém phan quan trong cé tac dong truc ti€p
dén sinh kha

dung cla thudc, ¢ thé kiém soat dworc sy gidi phdng duoc chat va vi tri dé thudc
gidi phong ( gidi phong tai dich). Vi vdy né thuong duwoc cdc nha sdn xuat gitr bi
mat.

Hién cé rat nhiéu dang thuéc khic nhau duoc san xuat theo cic ky thuat



khac nhau dé sao cho:

- Hoat tinh cta thuéc duoc virng bén

- Dugc chat dwoc gidi phdng vdi tdc d6 6n dinh

- Dugc chat dworc gidi phdng tai noi can tdc dong (gidi phdng tai dich, targetting
medication)

- Thuéc ¢6 sinh kha dung cao.

3.3. Vé ngudi dung thudc

3.3.1. Ddc diém vé tudi (xin xem phén "dwoc déng hoc")

3.3.1.1. Tre em:

"Tré em khong phai la nguoi I6n thu nho lai",

nghia |3 khong phai chi gidm liéu thudc cha ngudi Ién thi thanh liéu

cla tré em, ma tré em con cé nhirng dic diém riéng cla sy phat trién, dé la:
Su gan thudc vao protein huyét twong con it, mdt khac, mot phan protein huyét t
wong con gan bilirubin, dé bj thudc day ra, gay ngd doc bilirubin.

- Hé enzym chuyén héa thuéc chuwa phét trién

- Hé thai trir thudc chwa phat trién

- Hé than kinh chua phat trién, myelin con it, hang rao mau -

ndo chuwa d bao vé nén thudc dé thaAm qua va té bao than kinh con dé nhay cdm
(nhu v&i morphin)

- T bao chira nhiéu nudc, khdng chiu duoc thuéc gdy mat nudce.

- Moi mé va co quan dang phat trién, hét strc than trong khi dung céc loai
hormon. Mot s6 tac gia da dwa ra cac cong thirc dé tinh lidu lwong cho tré em:



1. Céng thitc cria Young: diing che tre nir 2- 12 tuoi

Tudi TE
‘ x Liéu nguai lan
Tuo TE + 12

2. Céng thitc cia Cowling: Diing cho tre em tir 2 - 12 tuéi

Tuoi TE + 1
% Liéu nguén lén

24

Thi du: liéu cho ngudi 16n 13 2,0. Liéu cho tré 4 tuéi 13
4+1

<2,0g =041 g
24
3. Céng thiee ca Fried: ding cho nhi nhi

Tuéi TE (thing)

x Liéu nguén ldn
150 (Trong Iwong trung binh cua ngué 1ém)

4. Cong thite cua (Jlark
Trong luong TE (pounds)

x Liéu ngudn lon
150

Tuy nhién tinh liéu theo dién tich co thé thi tot hon. Khi dé ding céng thifc:

BSA (m’) cuia tré em

x Liéu ngudn 1on
1.7

BSA: Body Surface Area -Dién tich co thé (tra monogram)

1.7: BSA trung binh clGia nguoi lon

3.3.1.2. Nguoi cao tudi

Ngudi cao tudi cling cd nhitng déc diém riéng can lwu y:

- Cac hé enzym déu kém hoat ddng vi d3 "l3o hoa"

- Cac té bao it gilt nwdc nén ciling khéng chiu dwgc thudc gdy mat n wdc



Ngudi cao tudi thudng mac nhiéu bénh (cao huyét ap, xo vita mach, thap khop, ti
éu dudng...) nén phai dung nhiéu thuéc mot I&rc. Can rat chay

tuwong tac thudc khi ké don (xin xem phan "tuong tac thudc")

3.3.2. Bdc diém vé gidi

Nhin chung, khéng cé su kh ac biét vé tac dung

va liéu lwvgng clia thudc gitra nam va nir. Tuy nhién, vai nit gidi, can

chi y dén 3 thoi ky:

3.3.2.1. Thoi ky co kinh nguyét

Khong cam han thudc. N&u phai dung thudc dai ngay, cé tirng dot nglrng thudc thi
nén sap xé&p vao luc cé kinh.

3.3.2.2. Thoi kyy c6 thai

Trong 3 thang dau, thudc dé gay dj tat bam sinh, tao ra quai thai. Trong 3 thang gi
tra thuéc co thé

anh huwdng xau dén sy phat trién cha bao thai, dén chirc phan phat trién cta cac c
o quan. Trong 3 thang cudi, thuéc ¢ thé gay xay thai, dé non.

Vi vay, khi can chi dinh thuéc cho phu nit 6 thai, can

can nhac that ky gitra Igi ich cho nguwdi me va mirc nguy hai cho bao thai. Néi
chung, trong 3 thang dau, tuyét déi tranh dung moi loai thudc.

Da&i vdi ngudi me, khi cé thai, lvgng nudce gilt lai trong c o thé tang, thé tich mau t
ang, ham luong protein huyét twong cé thé gidm, luvong lipid cé thé tang... lam
anh hudng dén dong hoc cha thudc.

3.3.2.3. Thoi ky cho con bu

R4t nhiéu thudc khi dung cho ngudi me sé thai trir qua sita va nhu vay cé thé gay
doc hai c ho con.

Cac nghién ctru vé cac loai thudc nay ndi chung con chua duoc day du, do d6 tot
nhat la chi nén

dung nhirng loai thudc that can thiét cho me. Tuyét déi khong dung nhirng thudc
c6 chira thuéc

phién va dan xuat cla thudc phién (thuéc ho, codein, vién rira ) vi thudc thai trir q
ua sira va trung

tdm ho hap cla tré rat nhay cdm, cé thé bj ngirng thé. Khéng dung cac loai cortico
id (lam suythuong than tré), cdc khang gidp trang tdng hop va iod (gay réi loan tuy
€n giap), cloramphenicol va thudc phéi hgp sulfametoxa zol + trimethoprim (Co -



trimoxazol) vi cé thé gy suy tuy xuwong. Can rat than trong khi dung cac thudc trc
ché than kinh trung wong (meprobamat, diazepam), thuéc
chdng déng kinh, déu gdy mo mang va li bi cho tré.

4. NHO’NG TRANG THAI TAC DUNG DAC BIET CUA TH UOC

Trong qua trinh s dung thudc, ngoai tac dung diéu tri, d6i khi con gdp nhirng tac
dung "khdng mong muén" do su phan &ng khic nhau cda tirng ca thé véi thudc.
4.1. Phan rng c6 hai ciia thudc (Adverse drug reactions - ADR)

"M&t phan rng co hai cta thudc la mét p han &ng doc hai, khong dinh duoc trudc
va xudt hién & liéu lwong thuong dung cho ngurdi " (Pinh nghia cdia Chuong trinh
giam sat thudc quéc té - WHO).

ADR |3 tén goi chung cho moi triéu chirng bat thuwdng xay ra khi dung thudc

dung liéu. C6 thé

chi la nhirng trié u chirng rat nhe nhu nhirc dau, budn nén... cho dén nhirng triéu
chirng rat nang

dan dén tlr vong nhu sdc, phan vé, suy tuy xwong. Tuy theo nwdc va tuy theo tac
gia, ADR cd thé x3y ra khodng 8 - 30% s6 nguwdi dung thudc.

4.2. Phan irng di trng

Di &rng thudc cling 1a 1 AD R.

Do thudc 1a 1 protein la (insulin, thyroxin 13y tir sic vat), 1a da peptid, polysacchari
d c6 phan tir

lwong cao, mang tinh khdng nguyén. Tuy nhién, nhirng thudc cé phan tlr lvong th
ap hodc chinh sdn pham chuyén hda cla né cling cé thé gay dj &ng, ching duwoc
goi la ban khang nguyén hay

"hapten". Vao co thé, hapten cé kha nang gin véi mot protein ndi sinh theo dwon
g ndi cong hda

tri va tao thanh phirc hgp khang nguyén.

Nhirng thudc cé mang nhém NH 2 & vi tri para, nhu benzocain, procain,
sulfonamid, sulfonylurea... 1a nhitng thuéc dé gdy man cdm vi nhém NH 2

dé bj oxy hda va san pham oxy hda d6 sé& dé gan véi nhém SH cla protein ndi sinh
dé thanh khang nguyén.

Phan &ng mién dich dj &ng duoc chia thanh 4 typ dua trén co sé cla co ché mién



dich:

Typ | hay phan &ng ph an vé (anaphylactic reactions) do sy két hgp clia khdng ng
uyén vai khang

thé IgE, gan trén bach cau wa base tuan hoan hoic cac dudng bao. Phan rng lam
giai phdng nhiéu chat héa hoc trung gian nhu histamin, leucotrien, prostaglandin,
gay gian mach, phu va vi ém. Cac

co quan dich cta phan &rng nay la dwong tiéu hoa (dj &rng thire an), da (may day, v
iém da di ing),

duwong hé hap (viém mii, hen) va hé tim - mach (s6¢ phan vé)

Cac phan rng nay thudng xay ra ngay sau khi dung thudc.

Cac thudc dé gay phan t&ng typ I: thud c té procain, lidocain, khang sinh nhém B
lactam, aminoglycosid, huyét thanh, y globulin, vaccin, vitamin B 1 tiém tinh
mach.

Typ Il hay phan (rng huy té bao (cytolytic reactions) xay ra khi cé sy két hop khan
g nguyén vdi khang thé IgG va IgM dong thoi ¢

sy hoat hda hé bd thé. Mé dich cla phan &ng nay la cic té

bao clia hé tudn hoan. Thi du: thi€u mau tan mau do penicilin, thi€u mau tan mau
tw mién do methyl dopa, ban xuat huyét gidm tiéu cau do quinidin, gidm bach cau
hat do sulfamid, luput ban

do hé théng do procainamid.

Typ Il hay phdn &rng Arthus, trung gian chd yéu qua IgG cé sy tham gia cia b6 thé
. Phan &ng gitra khdng nguyén va khang thé tao thanh phic hop

mién dich. Phirc hop nay Iang dong vao ndi mac mach, gy tén thuong viém huy
hoai, dwoc goi la bénh huyét thanh. Biéu hién Iam sang thudng la:

may day, ban dé, dau, viém khép, n6i hach, s6t. Thudng xdy ra sau 6 - 12 ngay.
Cac thudc cé thé gdp la sulfonamid, penicilin, mot s6 thuéc chdng co giat, iod, mu
8i Hg, huyét thanh.

Hoi chirng Stevens - Johnson la biéu hién ndng cta typ nay.

Typ IV hay phdn &rng nhay cdm mudn, trung gian qua té bao lympho T d3 dwgc m



an cam va dai

thyc bao. Khi cac t€ bao man cdm ti€p xuc véi khang nguyén, sé giai phong cac ly
mphokin gay

ra phan (rng viém. Viém da ti€p xdc 13 biéu hién thudng gdp cla typ nay.

Cac phan (ng di rng thudc khong lién quan dén liéu lvgng thuée dung, s6 1an dun
g va thudng co

di rng chéo. Vi vay can hdi tién st di rng ctia bénh nhan trwdc khi dung thudc. V&
i nhi*ng thudc hay gay di &ng (penicilin, lidocain,.. .) khi dung, phai cé san thudc va
phuong tién cap ciru (adrenalin). S&¢ phan vé cé thé xay ra do dudng

dung thuéc khac nhau: vitamin B 1 dang tiém tinh

mach cé thé gay séc chét ngudi, trong khi dang uéng khéng gay phan &ng nay.
4.3. Tai bién thudc do réi loan di truyén

Thuong 13 do thi€u enzym bam sinh, mang tinh di truyén trong gia dinh hay chiing
toc.

Nguoi thi€éu enzym glucose - 6- phosphat deshydrogenase (G -6-

PD) hodc glutathion reductase dé bj thi€u mau tan mau khi dung primaquin,
quinin, pamaquin (xin xem bai " Thuéc chéng sét rét"), sulfamid, nitrofuran...

Gen kiém tra viéc tao G - 6-

PD nam trén chromosom X, vi vay, tai bién thwdng xay ra & nam.

Ngudi ta wdc luvgng cé khoang 100 -

200 triéu ngudi mang gen nay va thuong gap trén nguoi da

den.

Nguoi thi€u enzym methe moglobin reductase la nhirtng nguoi di hop tlr (khoang
1% dan s0). Khi

dung thudc sbt rét (pamaquin, primaquin), thudc khang sinh, sat khuan (cloramph
enicol, sulfon, nitrofurantoin), thudc ha st (phenazol, paracetamol) rat dé bj
methemoglobin.

Ngudi thiéu ac etyl transferase s& cham acetyl hda mot s6 thudc nhu hydralazin,
isoniazid, phenelzin... nén dé bi nhiém doc cac thudc nay.

Hién twong dac ing (idiosyncrasy) 1a dd nhay cdm cd nhan bam sinh véi thuéc chi
nh [a sy thi€u hut di truyén 1 enzym nao do.

4.4. Quen thuéc

Quen thudc 1a sy dap &ng vai thudc yéu hon han so véi ngudi binh thuong dung ¢



ung liéu. Liéu diéu trj trd thanh khéng cé tac dung, doi hdi ngay cang phai tang
lieu cao hon.

Quen thudc cd thé xay ra ty nhién ngay tir [an dau dung thudc do thudc it dwgc
hap thu, hodc bi chuyén héa nhanh, hodc co thé kém man cdm véi thudc. Thwong
do nguyén nhan di truyén.

Thudng gap quen thudc do mac phai sau mot thoi gian dung thudc, doi hdi phai
tang dan liéu.

4.4.1. Quen thuéc nhanh (tAChyphylaxis)

Thuwe nghiém dung nhirng liéu

ephedrin bang nhau, tiém tinh mach cach nhau tirng 15 phut, sau 4-

6 1an, tac dung gay tang huyét ap giam dan roi mat han. Mot so

thuéc khéc ciling cé hién twong quen thudc nhanh nhu amphetamin, isoprenalin,
adrenalin, histamin...

Nguyén nhan la:

Thudc tdc dung gidn tiép qua s gidi phéng chat ndi sinh cta co thé, lam can kiét
chat ndi sinh. Ephedrin, amphetamin lam gidi phdng adrenalin dy tri cia hé giao
cam.

- Kich thich gan nhau qué lam receptor "mét mai"

- Tao chat chuyén hda c6 tac dung ddi khang vdi ch 4t me: isoprenalin (cuwong

B giao cam) qua chuyén hda & gan, tao ra 3 - orthomethylisoprenalin cé tdc dung
huy B.

4.4.2. Quen thuéc chém

Sau mét thoi gian dung thudc lién tuc, tac dung cda thudc giam dan, doi hdi phait
ang liéu hodc ddi thudc khac. Cé nhiéu nguyén nhéan:

Do gdy cdm trng enzym chuyén hda thudc, lam nhitng liéu thudc sau bi chuyén hé
a nhhanh, mat tdc dung nhanh. Barbiturat, diazepam, tolbutamid, rwgu ethylic...
déu 13 nhirng thudc gdy cdm rng enzym chuyén héa cuta chinh né.

- Do gidam s6 lugng receptor ca m ing véi thudc & mang té bao (diéu hoa giam -
down regulation):

khi dung thudc cuong giao cdm, pho giao cam kéo dai... Trai lai, khi dung cac thud
c phong toa



kéo dai sé lam tdng s6 luvgng receptor (diéu hoa tang - up regulation)

nhw dung thudc huy B giao cdm, thudc an than &rc ché hé dopaminergic. Khi
nglrng thudc dé gay hién twong hoi ing (rebound)

- Do co thé phan (rng bang co ché nguoc lai dung cac thudc Igi niéu thai Na + 1au,
co thé mat nhiéu Na+ s& tang tiét aldosteron dé gilr lai Na +, lam giam tac dung
lgi niéu.

Dé tranh hién tuong quen thudc, trong 1am sang thudong dung thuéc ngat quang h
oac ludn phién thay déi cdc nhém thudc (sé trinh bay trong phan thudc cu thé)
4.5. Nghién thudc

Nghién thuéc la mét trang thai dac biét Iam cho nguwdi nghién phu thudc ca vé ta
m ly va thé chat vao thudc vdi cac dac diém sau:

- Thém thuéng manh liét nén xoay s& moi cach dé cé thudc dung, ké cd hanh vi
pham phap

- C6 khuynh huéng tang liéu

Thuéc lam thay d6i tdm ly va thé chat theo huwdng xau: néi diéu, ludi lao déng, ba
n thiu, thi€u dao dic... gdy hai cho ban than va x3 hoi

- Khi cai thudc sé bj thudc " vat" hay 1én con "ddi thubc" : vat

v3, 13n 16n, di cdm, va mo hoi, tiéu chdy... Néu lai dung thudc con "vat" sé hét
ngay.

Nhirng thudc gay nghién déu cé tac dung 1én than kinh tr ung wong gy sang khoai
lang lang, ao

anh, ao giac ("phé" thudc) hodc trang thai hwng phan manh (thudc 13c), duoc goi ¢
hung la "ma

tay": morphin va cac chat loai thuéc phién (heroin, pethidin, methadon), cocain,
can sa (cannabis, marijuana), metamphetamin, ectasy... Ruou va thuéc 13 hién
con duoc coi la ma tdy "hop phap".

Co ché nghién con chuwa duoc hoan toan biét rd, cé nhiéu giad thuyét gidi thich: do
co thé khéng

san xuat morphin ndi sinh; lam rdi loan chirc phan cba noron, gy phan &rng bu tr
U cla co thé; tao ra chat ddi khdng v&i ma tdy nén doi hoi phai tang lidu...

Hién nay khong cé phuwong phap cai nghién nao cé hiéu qua, ngoai trir y chi clia ng
uwoi nghién. Vi vay, nghién ma tuy la mot té nan xa hdi phai duoc loai trir.



BAI8.  THUOC TAC DUNG TREN HE
ADRENERGIC

Hé adrenergic 1a hé hau hach giao cdm, giadi phdng chat trung gian hda hoc goi
chung |a catecholamin vi d&u mang nhéan catechol (vong benzen cé hai nhém -

OH & vi tri ortho va mét goc

amin & chudi bén. Cac catecholamin gdbm cé adrenalin (duoc san xuat chd

yéu & tuy thuon g than)

noradrenalin (& dau tin cung cac soi giao cam) va dopamin (& mot s6 vung trén th
an kinh trung wong).
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Hinh 6.1. Sinh téng hop catecholamin

CHUYEN HOA CUA CATECHOLAMIN

Catecholamin duwoc sinh tdng hop tir tyrosin dudi tdc dung cia mot s6 enzym
trong té& bao va

crém & tuy thwong than, cdc noron hau hach giao cdm va mét sé noron cda than
kinh trung wong theo so d6 trén (hinh 6.2)
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Hinh 6.2. Chuyén van cla catecholamin tai tdn cung day giao cdm

Tyrosin dwoc vdn chuyén vao déu tén cling ddy giao cdm nhé ¢ hét vén chuyén ph
u thudc Na +(A). Tyrosin dugc chuyén héa thanh dopamin (DA) réi durgc chét van ¢
huyén (B) dwa vao cdc tui

du trir (cdc hat). Chdt vén chuyén nay ciing van chuyén cé noradrenalin (NA) va va
i amin khdc.

Trong tui du tri¥, DA duwoc chuyén héa than h NA. Pién thé hoat déng lom mdé kén



h calci, Ca 2+ vdo té bao, gidi phdng NA tir tui du trif.

Sau khi dwoc tdng hop, mét phan catecholamin s& két hop vdi ATP hodc vdi mét
dang protein hoa

tan la chromogranin dé tré thanh dang khdng cé hoat tinh, khéng bi cadc e nzym p
ha huy, lvu lai

trong cac “kho dy tri¥” 1a nhitng hat ddc biét nam & bao twong (khoang 60%), con
mot phan khac

(khodng 40%) van & dang tu do trong bao tuong, dé di dong, nam & ngoai hat. Gi
tta hai dang nay ludn cé sy thang bang dong, khi dang tw do giam

di thi lai duwoc bd sung ngay tir cac kho dy trik.

Lwong noradrenalin trong bao tuwong diéu chinh

hoat tinh cha tyrosin hydroxylase theo co ché diéu hoa nguoc chiéu: khi
noradrenalin tang thi hoat tinh cla enzym giam, va nguoc lai. Mat

khdc, cac chat cuong re ceptor a2

lam giam giai phdng noradrenalin ra khe xinap va do dé trit lwvgng

cla noradrenalin trong bao twong sé tang Ién.

Theo gia thiét cda Burn va Rand (1959 -

1962) duédi dnh huwdng clda xung tac than kinh, ngon day giao cdm lic dau tiét ra
acetylcholin, 1a m thay d6i tinh thAm cla mang té€ bao, do d6 Ca ++ tir

ngoai té bao thdm nhdp dwoc vao trong té bao, déng vai trdo nhu mot enzym lam
v lién két ATP - catecholamin, gidi phdng catecholamin ra dang tu do.

Sau khi duoc gidi phong, mot phan noradrenalin s& tac don g 1én cac receptor (sau
va trudc xinap),

mot phan chuyén vao mau tuan hoan dé tac dung & xa hon roéi bj gidng hda, con p
han I16n (trén

80%) s& duoc thu héi lai, phan nhd khac bi mat hoat tinh ngay trong bao twong.
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Hinh 6.3. S6 phan cla n oradrenalin khi dwoc gidi phdng

1. Tdc dung trén receptor sau (1a) va trudc (1b) xinap

2. Thu héi

3. Vao tudn hoan va bj chuyén héa béi COMT

4. Chuyén héa trong bao twong béi MAO

Catecholamin bj mat hoat tinh b&i qua trinh oxy hda khir amin do hai enzym MAO
(mono — amin — oxydase) va COMT (catechol - oxy- transferase) dé cudi clung
thanh acid 3 - methoxy- 4 hydroxy mandelic (hay vanyl mandelic acid - VMA) thai
trir qua nudc tiéu.

MAO cé nhiéu trong ti thé (mitochondria), vi vay n6 déng vai tro giang

héa catecholamin & trong t& bao hon la & tudn hoan. Phong tod MAO thi [am tang
catecholamin trong mé nhuwng khéng anh huwdng dén tac dung cta catecholamin
ngoai lai.

COMT la enzym giang hda catecholamin & ngoai té bao, cé & mang xinap va & nhié
u noi nhung dam dé cao hon ca la & gan

va than. Phong toa COMT thi kéo dai duorc thoi gian tac dung cla

catecholamin ngoai lai.

Receptor: Adrenalin va noradrenalin sau khi dugc giai phong ra sé tac dung lén ca
Cc receptor cua

hé adrenergic. Ahlquist (1948) chia cac receptor dé thanh hai loai

a va B do ching cé tac dung khac nhau trén cac co quan (bang sau).

Ta thay rang tac dung cuong



a co tinh chat kich thich, 1am co that cac co tron, chi ¢ co tron

thanh rudt la gian. Nguoc lai, tdc dung cuong

B cé tinh chat &rc ché, lam gidn co, trir co tim lai lam dap nhanh va dap manh.
Land, Arnold va Mc Auliff (1966) con chia cac receptor B thanh hai nhém 1

(tdc dung trén tim va chuyén héa m&) va nhom B2

(Iam gidn mach, gidn khi dao va chuyén héa duwdng). B2 trwdc xinap kich thich lam
tang gidi phdng NA, cd vai tro diéu hoa ngugc vdi a2.

Theo dé xuat cta Langer (1974), cic receptor a dwgc chia thanh hai loai: loai al
|a receptor sau xinap, lam co mach tang huyét ap, loai a2

|a receptor trwdc xinap, cé tac dung diéu hoa, khi kich

thich s& lam gidm gidi phdng norad renalin ra khe xinap, déng thoi lam gidm tiét r
enin, gay ha huyét ap. Cac receptor a2

c6 nhiéu & hé giao cdm trung wong. Hién cling thay co receptor a2 &

sau xinap cla mach mau va té bao co tron (lam co), mdé m& va cac té bao biéu md
xuat tiét (rudt, than, tuyén noi tiét)

Dopamin cht yéu tac dung & than kinh trung wong, & than va cac tang, trén cac re
ceptor dac hiéu doi v&i nd goi la cac receptor dopaminergic (receptor delta - 6)
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Bang 6.1: Cac receptor adrenergic

Iso*: Isoproterenol Adr: adrenalin NA: noradrenalin

Ghi chu cta bang 3:

- Moi receptor B déu kich thich adenylcyclase théong qua protein G S

va lam tang AMPv, ngoai ra con lam kénh calci cdm &ng v&i dién thé cta co van va
cotim.Receptor a2, trdi lai, (rc ché adenylcyclase théng qua protein G i, dong thoi
hoat hda kénh kali,rc ché kénh calci.

- Receptor al kich thich lam tang calci ndi bao thdng qua 2 chat trung gian

Diacylglycerol(DAG) va Inositol triphosphat (IP 3).




THUOC CUONG HE ADRENERGIC

La nhitng thubc cé téc dung giéng adrenalin va noradrenalin , kich thich hdu hach
giao cdm nén con goi la thudc cudng giao cdm. Theo co ché tac dung cd thé

chia cac thuéc nay lam hai loai:

- Loai tac dung truc tiép trén cac receptor adrenergic sau xinap nhu adrenalin,
noradrenalin, isoproterenol, phenylephrin

Loai tdc dung gian ti€p do kich thich cic receptor trudc xinap, lam gidi phong cate
cholamin noi

sinh nhu tyramin (khéng dung trong diéu tri), ephedrin, amphetamin va phenyl -
ethyl- amin. Khi dung reserpin lam can dy trir

catecholamin thi tac dung cha cic thubc d6é sé gidam di. Trong nhdm

nay, mot sé thudc cé tac dung kich thich than kinh trung wong theo co ché chua h
oan toan biét ro

(nhu ephedrin, amphetamin), reserpin khéng anh huwdng dén tac dung nay; hod ¢
(rc ché mono - amin- oxydase (MAOI), lam virng bén catecholamin.

2.1.Thuéc cwérng receptor alpha va beta

2.1.1.Adrenalin

Doc, bang A

La hormon cua tuy thuwong than, 13y & dong vat hodc tdng hop. Chat tu nhién la d
6ng phan ta tuyén cé tac dung manh nhat.

2.1.1.1.Tdc dung

Adrenalin tac dung ca trén a va B receptor.

- Trén tim mach:

Adrenalin [am tim dap nhanh, manh (tdc dung

B) nén lam tang huyét ap tdi da, tang ap lwc dot

ngdt & cung dong mach chu va xoang dong mach canh, tir dé phat sinh cac phan x
a giam ap qua day than kinh Cyon va Hering lam cudng trung tdm day X, vi

vay lam tim dap chdm dan va huyét

ap giam. Trén ddng vat thi nghiém, néu cat day X hodc tiém atropin (hodc methyla
tropin) trudc

dé cat phan xa nay thi adrenalin chi lam tim dap nhanh manh va hu yét ap ting



rat ro.

Mat khéc, adrenalin gdy co mach & mot sé vung (mach da, mach tang -

receptor a) nhung lai gay

gian mach & mot s6 vung khac (mach co van, mach phéi -

receptor B...) do d6 huyét ap téi thiéu

khéng thay d6i hodc ¢ khi gidm nhe, huyét ap tru ng binh khong tang hodc chi t3
ng nhe trong thoi gian ngan. Vi I8 d6 adrenalin khong duoc dung lam thudc ting
huyét ap.

Tac dung lam gian va tang lwu lwgng mach vanh cla adrenalin cling khong dwoc d
ung trong diéu tri co that mach vanh vi tac dung nay lai kém theo lam ting cong
nang va chuyén hda clia co tim.

Duwdi tadc dung cda adrenalin, mach mau & mot s6 vung co lai s& ddy mdau

ra nhirng khu vure it chiu anh hwdng hon, gay gian mach thu déng & nhirng noi dé
(nhw mach ndo, mach phéi) do dé dé gay

cac bién chirng dit mach ndo, hodc phu phéi cap.

- Trén phé qudn:

it tdc dung trén ngudi binh thudng. Trén ngudi bi co that phé& quan do hen thi ad
renalin lam gian

rat manh, kém theo |a co mach niém mac phé quan, [am gidm phu cho nén anh h
uwéng rat tot téi

tinh trang bénh. Son g adrenalin bi mat tac dung rat nhanh véi nhirng [an dung sa
u, vi vdy khéng nén dung dé cat con hen.

- Trén chuyén héa:

Adrenalin lam tang huy glycogen gan, lam tang glucose mau, lam tang acid béo ty
do trong mau, tdng chuyén hda co ban, tang st dung oxy ci a mé.

Cdac co ché tac dung cla adrenalin hay catecholamin néi chung 13 lam ting tong h
op adenosin 3' - 5'- monophosphat (AMP - vong) tir ATP do hoat hoéa
adenylcyclase (xem so d6)

So d6 tac ddong cia catecholamin Ién chuyén héa dwéng va m&
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2.1.1.2. Ap dung diéu tri:

- Chéng chay mau bén ngoai (dap tai chd dung dich adrenalin hydroclorid

1% dé lam co mach).

- Tang thoi gian gay té cla thudc té vi adrenalin lam co mach tai chd nén lam
chdm hap thu thudc té.

Khi tim bi ngirng dot ngdt, tiém adrenalin tryc tiép vao tim hodc truyén mau cé a
drenalin vao déng mach dé hoi tinh.

- S&¢ ngat: dung adrenalin dé tang huyét

ap tam thoi bang cach tiém tinh mach theo phwong phap trang bom tiém.

Liéu trung binh: tiém dwdi da 0,1- 0,5 mL dung dich 0,1% adrenalin hydroclorid.



Lieu t6i da: m&i 1An 1 mL; 24 gi& : 5 mL Ong 1 mL = 0,001g adrenalin hydroclorid
2.1.2. Noradrenalin (arterenol)

Doc, bang A

La chat dan truyén than kinh cta cac soi hau hach giao cdm. Tac dung man h trén
cac receptor a, rat yéu trén B, cho nén:

- R4t it anh hudng dén nhip tim, vi vy khéng gay phan xa cuong day phé vi.

Lam co mach manh nén lam tdng huyét ap tdi thi€u va huyét dp trung binh (manh
hon adrenalin 1,5 lan)

- Tac dung trén phé quan rat yéu, vi co tron phé quan cé nhiéu receptor B2.

T4c dung trén dinh du®ng va chuyén hoa déu kém adrenalin. Trén nhiéu co quan,
tac dung cta NA trén receptor
a kém hon adrenalin mdt chat. Nhwng do ty [é cwong d6 tac dung gitra o va B
khac nhau nén tac dung c hung khac nhau ro rét.

Trén than kinh trung wong, noradrenalin cé nhiéu & vung dudi doi. Vai tro sinh ly
chwa hoan toan biét rd. Cac chat lam gidm du trit catecholamin
& ndo nhu reserpin, a methyldopa déu gay tac dung an than. Trdi lai, nhitng
thuéc &rc ché MAO, lam tang catecholamin thi déu cé tac dung kich than.

Diéu hoa than nhiét phu thudc vao sy can bang gitra NA, serotonin va acetylcholi
n & phan trudc cha vung dudi déi.

Cé thé con tham gia vao co ché gidm dau: thudc [am gidm lwgng catechola min ti
ém vao n3o that rc ché duoc tac dung gidm dau cdia morphin.

Chi dinh: nang huyét 4p trong mot s6 tinh trang séc: sé¢ nhiém doc, nhiém
khuan, séc do dj rng...

Chi truyén nhé giot tinh mach tir 1 - 4 mg pha lodng trong 250 -

500 mL dung dich glucose ddng truong. Khong dwoc tiém bap hodc dudi da vi
lam co mach kéo dai, dé gay hoai ti tai noi tiém.

6ng 1 mL=0,001g

2.1.3. Dopamin

Dopamin la chat tién than cda noradrenalin va 13 chat trung gian hda hoc cha hé
dopaminergic.

Cé rat it & ngon day giao cam. Trong ndo, tap trung & cdc nhan xam trung vong



va bo den van.

Trén hé tim mach, tac dung phu thudc vao liéu:

- Liéu thap 1- 2 pg/ kg/ phat dwoc goi la "liéu than", tdc dung chd yéu trén
receptor dopaminergic D1, lam gidn mach than, mach tang va mach vanh. Chi
d inh t6t trong s6c¢ do suy tim hodc do gidm

thé tich mdau (can phuc hoi thé tich mau kém theo).

- Tai than, "liéu than" cia dopamin lam tdng nwdc tiéu, tang thai Na +, K+, Cl-
, Ca++, tang san xuat prostaglandin E 2 nén lam gidn mach than gitp than chiu
duwng duo c thiéu oxy.

- Liéu trung binh > 2 - 10 pg/ kg/ phut, tac dung trén receptor
B1, lam tang bién do6 va tan sé tim. Strc can ngoai bién néi chung khéng thay déi.

- Liéu cao trén 10 pg/ kg/ phut tac dung trén receptor al, gdy co mach
tang huyét ap. Trong 1am sang, tuy thudc vao tirng loai s6¢ ma chon liéu.

Dopamin khéng qua duwgc hang rao mau nao

Chi dinh: céc loai s6c, kém theo vd niéu

6ng 200 mg trong 5 mL. Truyén chdm tinh mach 2 -

5 ug/ kg/ phat. Tang gidm so giot theo hiéu qua mong muén.

Chéng chi dinh: cdc bénh mach vanh

2.2. Thudc cwdng receptor a

2.2.1. Metaraminol (Aramin)

Tac dung vu tién trén receptor
al. Lam co mach manh va lau hon adrenalin, c6 thé con do kich
thich giai phdng noradrenalin, khéng gay gidn mach th& phat. Lam tang luc co bop
cla co tim, it Iam thay d6i nhip tim. Khdng kich thich than kinh trung vong,
khéng anh hwdng dén chuyén hoda.

Vi mat géc phenol trén vong benzen nén virng bén hon adrenalin.

Dung nang huyét dp trong cac trwdng hop ha huyét dp doét ngét (chan thuong,
nhiém khuan, sc).

Tiém tinh mach 0,5- 5,0 mg trong trudng hop cap ciu.

Truyén chadm tinh mach dung dich 10 mg trong 1 mL. C6 thé tiém dudi
da hodc tiém bap. 6ng 1 mL=0,01g metaraminol bitartrat.



2.2.2. Phenylephrin (neosynephrin)

Tac dung uvu tién trén receptor

al. Tac dung co ma ch tang huyét ap kéo dai, nhuwng khéng manh

bang NA. Khdng anh huéng dén nhip tim, khong kich thich than kinh trung wong,
khéng lam tang glucose huyét.

Chi dinh: nhu noradrenalin

Tiém bap 5- 10 mg

Truyén cham vao tinh mach 10 - 15 mg trong 1000 mL dung dich glucose dang
truong

Con dung dé chéng xung huyét va gidn déng tlr trong mot s6 ché pham chuyén
khoa.

2.2.3. Clonidin (Catapressan)

Clonidin (dicloro - 2, 6 phenyl- amino- imidazolin) cé tac dung cudng receptor a2
trudc xinap & trung wong vi thudc qua duoc h ang rao mau- ndo. Tac dung cuwdng
a2 sau xinap ngoai bién chi

thodng qua nén gay tang huyét ap ngan. Sau dé, do tac dung cudng a2

trung wong chiém uu thé,

clonidin lam gidm giai phédng NA tlr cac noron giao cdm & hanh n3o, gay giam nhip
tim, giam truong luc giao cdm, giam lvu lwgng mau & ndo, tang, than va mach
vanh, dua dén ha huyét ap.

Clonidin lam can bai tiét nuwdce bot, dich vi, mé héi, lam gidm hoat tinh cta renin h
uyét tuwong,

giam lgi niéu. Pong thoi cd tac dung an than, gidm dau va gdy mét moi. Mot so ta
c gid cho rang clonidin gén vao receptor imidazolin & than kinh trung wong, 1a loai
receptor méi dang dwoc nghién ctru.

Tac dung khéng mong mudn: ngu ga, khé miéng

Chi dinh: tdng huyét dp thé vira va nang (xin xem bai "Thudc chita tang huyét 4p")
Chéng chi dinh: trang thai trdm cam.

Khéng dung cung v&i guanetidin hodc thudc liét hach vi cé thé gay con ting huyét
ap.

Liéu lwong: vién 0,15 mg. Udng liéu tdng dan tdi 6 vién mot ngay, tac

dung xuét hién cham. Dung cung vai thudc lgi niéu, tac dung ha huyét dp sé t ang.
2.3. Thudc cwdng receptor B



C6 4 tac dung dugc ly chinh

- Tac dung gidn phé quan, dung chira hen: loai cuong B2.

- Tac dung gian mach: loai cwong B2- Tac dung kich thich B1

lam tdng tan s6, tdng lwc co bép clia co tim, tang tdc dd dan truyén trong

co tim, tang twdi mau cho co tim.

- Trén tl cung cé chira, thudc cwong B2 lam

giam co bop dugc dung chdng doa x4y thai.

2.3.1. Isoproterenol (Isoprenalin, Isuprel, Aleudrin, Novodrin, Isopropyl
noradrenalin)

Tac dung uvu tién trén B receptor (B1 va f2). Lam tang

nhip tim, tdng strc co bép cla co tim va cung lugng tim, gay gidn mach, ha huyét
ap, lam gidn khi quan nhanh va manh (gdp 10 lan adrenalin), déng thoi [am gidm
ti€t dich niém mac nén cat con hen rat tot.

Dung trong céac trweang hop nhip tim chdm thuong xuyén, nghé&n nhi that hoan to
an, loan nhip do nhéi méau co tim: truyén tinh mach 0,5mg trong 250 -

500 ml dung dich glucose 5%. Tac dung tang dudong huyét kém adrenalin vi con
truc ti€p kich thich té€ bao tuy tiét insulin.

Trong hen phé& quan va tran khi phé mac man tinh, dat dwdi lvdi vién 10 mg, 2 - 3
lan/ ngay. Khéng uéng vi bi chuyén héa nhanh.

6ng Novodrin 1 mL= 0,5 mg isoprenalin clohydrat

Vién 10- 20 mg isoprenalin sulfat

Phun dich 1 phan nghin

2.3.2. Dobutamin (Dobutrex)

Cong thirc gan gidbng dopamin: tac dung u u tién trén B1 receptor. Tac dung phirc
tap do dobutamin raxemic cé 2 déng phan; déng phan ( -

) dobutamin cé tdc dung cwong al manh, gay

tang huyét dp; trong khi déng phan (+) dobutamin lai cé tdc dung déi lap hdy

al. Ca hai déng phan déu cé tac dung cuwdng

B, nhung déng phan (+) 10 Idn manh hon déng phan ( -). Tac dung

cta dobutamin raxemic 1a téng hop cla ca hai déng phan.

Trén tim, do dobutamin lam tang co bép manh va it lam tang nhip, vi vay khong |
am tang nhu

cau s dung oxy cla co tim. Tac dung kém isopr oterenol. [t tdc dung trén mach n



hung lam gidn mach vanh. Tac dung lgi niéu chi yéu la do tang lwu luong tim.

Chi dinh: suy tim cap sau md tim, nhdi mau co tim

Vi thoi gian ban thai chi khodng 2 phut nén chi dung bang dudng truyén cham
tinh mach.

Ché& pham: Dobutamin hydroclorid (Dobutrex) lo 20 mL chira 250 mg dobutamin.
Khi dung, hoa

lodng trong 50 mL dung dich dextrose 5%, truyén tinh mach vdi liéu 2,5 -

10 pg/ kg/ phut. Néu nhip tim tdng nhanh, gidam toc d6 truyén.

2.3.3. Thuéc cworng wu tién (chon loc)

rece ptor 82La thudc thwdng dugc dung dé diéu tri cat con hen. Tuy nhién, liéu ca
o cling van kich thich ca p1,

lam t3ng nhip tim. Vi vy hudng nghién cru t&i van |a tim cach thay déi cau triac d
€ c6 cac thubc tac dung ngay cang chon loc trén B1 hon va cé

sinh kh & dung cao hon. Béng thoi dung thubéc dudi

dang khi dung dé tranh hap thu nhiéu thudc vao duwdng toan than, dé gay tac dun
g phu (tim dap nhanh, run tay)

Cac thubc cwong B2

dung duwdi dang khi dung, ngoai tdc dung lam gidn phé& quan con cd thé e

ché gidi phong

leucotrien va histamin khéi dudng bao & phdi (xem thém bai "Thudc diéu chinh
réi loan hé hap")

Chéng chi dinh: bénh mach vanh, loan nhip tim, cao huyét ap nang, dai thdo duo
ng, cwong giap.

Dung kéo dai lién tuc, tdc dung cé thé giam dan do sé lwong recept or B2

& mang té bao sau xinap giam ("down regulation")

2.3.3.1. Terbutalin

Do c6 vong resorcinol trong cdu tric nén khong bi COMT metyl hda. Sau khi dung,
tac dung kéo dai duoc 3- 6 gio.

2.3.3.2. Albuterol (Salbutamol - Ventolin)

Tinh chat dwoec ly va chi di nh diéu trj nhu terbutalin. Dung dudng udng hoac khi
dung. Sau khi dung, tac dung tdi da vao phut th& 15 va duy tri duoc 3 - 4 gio.

- Vién gidi phéng chdm (Volmax): 4 - 8 mg x 2 lan/ ngay

- Khi dung dinh liéu (Ventolin): 100 pg/ nhat bop x 2 nhat/ 1an x 3-



4lan/ ngay cach nhau 4

tiéng.

2.3.2.3. Ritodrin

Dung lam gidn tr cung, chdng dé non (xem bai " Thudc tac dung trén t&r cung"). H
ap thu nhanh qua dudng udng nhung sinh kha dung chi duoc 30%.
Thai trir qua nudc tiéu 90% dudi dang lién

hop. Tiém tinh mach, 50% thai trir dwdi dang nguyén chat.

2.4. Thudc cwdng giao cam gian tiép

2.4.1. Ephedrin (ephedrinum)

Doc, bang B

Ephedrin la alcaloid ctia cdy ma hoang (Ephedra equisetina va Ephedra vulgaris).
Hién nay d3 tong hop duoc. Trong y hoc, dung loai ta tuyén va raxemic.

La thuSc vira cé tac dung gian tiép lam gidi phdng catecholamin ra khéi noi du trir
, vra cé tac dung truc tiép trén receptor.

Trén tim mach, so v&i noradrenalin, tac dung chdm va yéu hon 100 lan, nhung ké
o dai hon téi 10

lan. LAm tang huyét dp do co mach va kich th ich tryc tiép trén tim. Dung nhiéu I3
n lién nhau, tac dung ting ap sé gidm dan (hién twong quen thuéc nhanh:
tAChyphylaxis)

Thudng dung chdng ha huyét 4p va dé kich thich hé hap trong khi gy té tuy séng
, trong nhiém doc rwgu, morphin, barbiturat.

Kich thich trung tdm h6 hap & hanh n3o va lam gian phé quan nén dung dé cat co
n hen, tac dung tot trén tré em.

Trén than kinh trung wong, vai liéu cao, kich thich lam mat nga, bén choén, run,
tang h6 hap.

Ephedrin dé dang hap thu theo moi duwdng. Virng bén véi MAO. C huyén héa & ga
n, khoang 40% thai trir nguyén chat qua nwdc tiéu.

Dung dudi thé mudi clohydrat hodc sulfat dé hoa tan. USng 10- 60 mg /

ngay. Liéu t6i da 24h 1a 150 mg

Tiém duwdi da, bap thit hodc tinh mach 10 - 20 mg/ ngay

Nhd niém mac (mat, mii) dung dich 0, 5- 3%

6ng 1 mL=0,01g ephedrin clohydrat

Vién 0,01g ephedrin clohydrat



Pseudoephedrin |a ddng phan 13p thé cla ephedrin, it gdy tim nhanh, tang huyét
ap va kich thich

than kinh trung wong hon ephedrin. Thuwong dwoc dung trong cdc ché pham nhé
m{i chdng xung huyét niém mac.

2.4.2. Amphetamin

La thuSc téng hop phenylisopropanolamin. Tac dung dugc ly theo kiéu ephedrin,
gian tiép lam gidi phdng noradrenalin (va cd thé con cd dopamin va serotonin) ra
khéi noi du trir. Khac ephedrin 13 thdm vao than kinh trung wong nhan h, tic dung
kich thich manh tam trang va sv

nhanh nhen do tdc dong 1én vd n3o va hé lién vdng hoat hda (vi vdy, duwoc xép vao
loai doping, cAm dung trong thi dau thé thao). Con cd tac dung gdy chdn an, dung
dé chéng béo phi.

Mot s& dan xuat clla amphetamin ( methamphetamin, dimethoxyamphetamin...)
kich thich than trung wong rat manh, gay loan than, déu xép vao chat ma tuy.
2.4.3. Phenylpropanolamin

It tdc dung trung wong hon.

O ngoai bién, tac dung co mach thudng duoc dung dé chéng ngat

miii, 1a thudc phéi hop trong v ién thuéc chéng cdm cum (Atussin, Decolgen). Tuy
nhién, gan day thay nhiéu tac dung phu trén tim mach nén cé xu huéng khong
dung nira.

THUOC HUY HE ADRENERGIC

La nhitng thubc lam mat tac dung cta adrenalin va noradrenalin. Cac thubc nay
thuong duoc dung diéu

tri chirng tang huyét ap, bénh Raynaud, loan nhip tim, hdi chirng cuong tuyén gia
p

(tim nhip nhanh, 16i mat, gidn dong tl, ting hd hap; chinh la nhitng dau hiéu cudn
g giao cam). Cac thudc duwoc chia thanh hai nhéom:

- Thuébc huy giao cdm

(sympatholytic): 13 nhit ng thuéc phong toa noron adrenergic trudce xinap,

lam giam giai phong catecholamin, khéng cé tac dung trén receptor sau xinap, khi



cat cac day

hau hach giao cdm thi thudc mat tac dung. Do thiéu chat dan truyén than kinh ndi
sinh, tinh cdm thu cla cac recept or sau xinap v&i catecholamin ngoai lai s tang
[én.

Thuéc huy adrenalin (adrenolytic) 13 nhirng thudc phong toa ngay chinh céc recep
tor adrenergic

sau xinap, cho nén khi cat dit cac soi hau hach giao cam, tac dung clia thudc khon
g thay d6i. Catecholamin ca ndi sinh ngoai lai déu bi mat tac dung.

1.1.Thudc huy giao cdm

Cac thudc cé thé cé tac dung & nhirng khau sau:

1.1.1. Uc ché téng hop catecholamin

Thudc hay dwgc dung la o methyl dopa (Aldomet) phong téa dopa decarboxylase,
lam dopa khong chuyén thanh dopamin va 5 - hydroxytryptophan khéng chuyén
thanh 5 - hydroxytryptamin (5 HT -

serotonin). Do d6 s6 lwgng catecholamin va serotonin & ca ngoai bién

va than kinh trung wong déu gidm. Mat khac con ngan can kha nang gan catechola
min vao cac

hat lvu trir.

Ngoai ra, trong c o thé a methyldopa con cé thé chuyén thanh

a methyl noradrenalin, tdc dung nhu mot chat trung gian héa hoc gia chiém cho
cta noradrenalin (xem bai "Thuéc chira tang huyét ap")

Tac dung phu: mo mang, &c ché tdm than, chdng mat, nhirc dau, khd miéng, phu.
Khong dung khi cé réi loan tudn hoan ndo va mach vanh, cac trang thai tram cam,
r6i loan gan, than.

Liéu lvong: udng vién 250 mg. C6 thé dung tdi 8 vién/ ngay. Ché pham: Dopegyt
vién 0,25 g a methyl dopa.

Carbidopa va bemerazid, (rc ché dopa decarboxylase & ngo ai bién. Pugc dung
phdi hop vdi | - dopa dé diéu tri bénh Parkinson.

1.1.2. Lam giam duv trit catecholamin trong cdc hat

* Reserpin:

Lam giai phdng twr tir catecholamin tir cac hat luu trit ra ngoai bao twong

dé MAO phd huy, do dé luvgng catecholamin gidm & ca trén than



kinh trung wong (gay an than), cd & ngoai bién (Iam ha

huyét ap). Reserpin con can tré qua trinh gan catecholamin (ca ndi sinh 1an ngoai
sinh) vao cac hat luu trir.

* Guanetidin (Ismelin)

Chi€m chd noradrenalin trong cac hat lwu tri¥ va tré thanh chat trung gian héa
hoc gia. Khac

reserpin |a lGc dau guanetidin gdy tdng nhe huyét dp do lam gidi phdng nhanh nor
adrenalin ra

dang ty do, mat khac guanetidin khong thdm duoc vao than kinh trung wong nén
khéng cé tac dung an than.

Tac dung toi da xuat hién sau 2 - 3 ngay va mat di 6 - 10 ngay sau khi

ngirng thudc.

Khong dung cho ngudi bénh cé loét da day, suy mach vanh, suy than. Khong dung
cung vai clonidin.

Liéu lwgng: l4c dau udng 10 mg/ ngay, sau do tang dan tdi 50 - 75mg/ ngay

Ché& pham: vién 10 va 20 mg

1.1.3. Ngdn cdn gidi phdng catecholamin

Bretylium (Darentin)

Co ché chua that rd.

U'c ché giadi phéng catecholamin, nhung khéng anh huwdng dén tac dung cla
adrenalin va noradrenalin ngoai lai. C6 thé |a bretylium d3 lam cho mang cac hat |
uu trir gidm tinh thdm véiion Ca ++ ma lam cho catecholamin khéng duorc giai
phéng ra.

C6 tac dung gay té tai cho.

Vi cé nhiéu tac dung phu (nhw xung huyét niém mac mii, khé thd, ia 16ng, ha huy
&t 4p, nhuoc co) cho nén con it duoc st dung & 1dm sang.

1.1.4. Thay thé catecholamin bang cdc chdt trung gian hod hoc gié

Mot s& chat khéng cé tac dung duoc ly, nhung chi€m chd clia catecholamin va cil
ng duwoc giai

phong ra dudi xuc tac kich thich day giao cdm nhuw mét chat trung gian héa hoc, d
uwoc goi la chat trung gian hoa hoc gia:

- a methyldopa tao thanh a methyl noradrenalin

- Thuéc trc ché MAO: tyramin chuyén thanh octopamin



- Guanetidin

1.2. Thudc huy adrenalin
Cac thudc phong tda tac dung trén receptor twong d6i dac hiéu hon thudc kich th
ich, nghia la nhiéu thuéc kich thich cé tac dung ca trén hai loai receptor
a va B, con thudc phong tod thuong
chi tadc dung trén mot loai receptor ma thdi. Do dé thudc loai nay
dugc chia thanh hai nhém: thuéc huy a va thuéc huy B adrenergic.

1.2.1. Thuéc huy a- adrenergic
Vi phong toa cac receptor a nén lam giam tac dung tang huyét dp cua
nor adrenalin, lam dao nguoc tac dung tang ap ctia adrenalin. Khéng
trc ché tac dung gidn mach va tang nhip tim cda cac thudc cuong giao
cam vi déu la tac dung trén cac receptor B. Hién twong ddo nguoc tic dung tang
ap cua adrenalin duoc giai thich la cdc mao ma ch cd ca hai loai receptor
a va B, adrenalin tac
dung trén ca hai loai receptor dd, nhwng binh thuwong, tac dung
a chi€ém wu thé nén adrenalin lam tang huyét p. Khi dung thudc phong toa
a, adrenalin chi con gay duwogc tac dung kich thich trén
cac receptor B nén lam gian mach, ha huyét ap.

Nhdm thuéc nay duoc chi dinh trong cac con tang huyét dp, chan dodn u tuy thuw
ong than, diéu tri bénh Raynaud. Hién dang nghién cru thudc huy alA dé diéu tri
phi dai lanh tinh tuyén tién liét.

Nhuwoc diém chung 1a dé gay ha huy ét ap khi ding, nhip tim nhanh, xung huyét n
i@m mac mii, co déng tl, budn ndn, ndn va tiéu chay do tang nhu déng da day -
rudt. Cac thudc chi khac nhau vé cwdong do tiéu chay va thoi gian tac dung.
1.2.1.1.Nhdém haloalkylamin:

C6 phenoxybenzamin (dibenzylin) va diben amin.

Vé hda hoc, cé cong thirc gan gidng nhu mu tac nito (nitrogen mustard). Khivao ¢
o thé, amin
bac 3 dwoc chuyén thanh etylen amoni, chat nay gan chit vao céc receptor a
theo lién két cong hda tri (chd yéu la receptor
al), gy trc ché rat manh va kéo da i (tdi 24 gio cho mét lan dung
thudéc) theo kiéu (rc ché mot chiéu.

Liéu lwgng: phenoxybenzamin, vién nang 10 mg, uéng 2 - 10 vién/ ngay



1.2.1.2.D4n xudt imidazolin

Cé tolazolin (Priscol, Divascon) va phentolamin (Regitin)

Uc ché tranh chap vé&i noradrenalin & recepto r al va a2 nén tac dung yéu va
ngan hon phenoxybenzamin nhiéu.

Lidu lwgng: Priscol udng hodc tiém bap 25 - 50 mg/ ngay. Regitin udng 20 - 40
mg/ ngay

Con dung dé chan dodn u tuy thugng than: nghiém phdp duoc coi la dwong tinh
néu ngudi bénh

nghi ngoi, hoan toan yén tinh, tiém bap hodc tiém tinh mach 5 mg phentolamin, s
au vai phat [am huyét ap tdi da va tdi thiéu ha khoang 4 -

5 cmHg, duy tri duwoc 7 phat rdi tré lai huyét dp ban dau trong 10- 15 phut.
3.2.1.3. Prazosin (Minipress): chét dién hinh phong tod

al. Dung diéu tri tang huyét ap, udng 1 -

20 mg mot ngay. (xin xem bai "Thudc chira tdng huyét ap")

3.2.1.4. Alcaloid nhén indol:

Cac alcaloid cia ndm cwa ga (ergot de seigle; Secale cornutum; Claviceps purpure
a), duwogc chia thanh hai nhdm: loai huy giao cam va

lam co bdp t&r cung (g6m ergotamin, ergotoxin) va loai lam

co bép t&r cung don thudn (ergometrin).

Véi liéu thap, ergotamin c6 tdc dung cudng giao cdm nhe vi ngdn can thu hoi
noradrenalin &

ngon day giao cdm. Liéu cao, trai lai c6 tac dung phong tod recepto r a. Ngoaira c
on co tac dung

truc ti€p lam co co tron, nén cd thé lam co mach tdng huyét ap, hodc hoai tlr dau
chi va vach mii

trong trwong hop nhiém ddc man tinh do dn Ida mach &m mdc, lam co that rudt,
phé quan va t& cung.

Chi dinh: cat con migren, réi | oan thoi ky man kinh, chdy mau t& cung sau sé rau
DAan xuat hydro héa cla cac ergot (nhu dihydroergotamin, hydroergotoxin)

cé tac dung phong toa

a tang lén trong khi tac dung co co tron gidm xuéng. Ngoai tac dung phong toa re
ceptor a, tac

dung ha huyét dp c Ga ergotamin con dworc gidi thich a lam gidm trwong luc trung



tam van mach

va kich thich trung tdm pho giao cam. Do dé duwoc dung lam thubc gidn mach, ha
huyét ap: uéng 4- 6 mg/ ngay, hoic tiém dudi da 0,1 - 0,5 mg/ ngay. Chéng chi
dinh: cé thai, réi loan ma ch vanh

- Yohimbin: 13 alcaloid cha Corynantheyo himbe c6 nhiéu & Chau Phi. C3u tric
hda hoc gan giéng reserpin, tranh chap véi NA tai receptor

a2. D& vao than kinh trung wong. Tac dung y&u va ngén, nén it

duwoc dung trong diéu tri.

Trong |am sang con dunglam thudc cudng dwong, vi ngoai tac dung gidn mach co
n kich thich phan xa tuy.

Liéu lwgng: Yohimbin clorhydrat 5 - 15 mg/ ngay

1.2.2. Thuébc huy 8 adrenergic

Con goi la thudc "phong toa B" ("B blocking agent") cé tac dung &rc ché tranh chap
VO

isoproterenol & cac r eceptor. Chat dau tién duoc tim ra 1a dicloisoproterenol (Po
well va Slater,

1958). Puoc dung nhiéu trong 1dm sang.

1.2.2.1.Tac dung duoc ly: co 4 tdc dung duoc ly chinh véi murc db khdc nhau gitra
cdc thuéc:

* Khd nang huy giao cdm B: la tinh chat chung duy nhat cta tat ca cac thuéc huy B:
- Trén tim: lam giam nhip tim (20 -

30%), giam luc co bop cla co tim, giam lwu lwgng tim, giam

cong nang va gidm st dung oxy cla co tim, gidm toc d6 dan truyén cla té chirc nu
t. Chd yéu la

do huy B1.

- Trén khi quan: [am co, dé gay h en. Chui yéu la do huy B2, gy tac dung khong
mong mudn.

- Trén than: lam gidm tiét renin, ha huyét ap trén ngudi cé HA cao

- Trén chuyén hda: trc ché huy glycogen va huy lipid



+Tac dung lam &n dinh mang: giéng quinidin, lam giam tinh thdm cda mang té bao
vd i sy trao dGi ion nén cé tac dung chdng loan nhip tim.

+ C6 hoat tinh ndi tai kich thich receptor B: mot s& thuéc phong toa B khi gan

vao cac receptor dé

lai cé tac dung kich thich mot phan. Hiéu qua thuc té it quan trong, nhung cé thé
han ché tac dung lam gidam nhip tim, gidm co bdp co tim, gidm co khi quan cla
chinh né.

+ Tinh chon loc: nhiéu thudc phong toa

B d6i lap véi tat ca cac tdc dung cudng giao cdm cla B

(B1: tim va B2: mach, khi quan).

Nhung mét s6 thudc lai chi phong tod dwoc mot trong hai loai

receptor (B1hodc B2), vi thé phan biét thanh cac loai phong toa chon loc trén giao
cam B:

- Loai tac dung chon loc trén B1 hay loai chon loc trén tim ("cardioselectifs"”), nhw
practolol, acebutalol, atenolol. Thwong dung metoprolol (Lopressor) va

atenolol (T enormin)

Loi ich cha loai thudc nay la:

- Do rat kém tac dung trén B2 cla khi quan nén han ché duwoc tai bién co that khi
quan.

- Kém tac dung trén B2

cta thanh mach s& cé i cho diéu trj cao huyét dp (gidm co mach ngoai bién)

- Do rat kém tac dung trén B2 ctia thanh mach vanh nén khéng béc 16 tac dung
cuong a- adrenergic (tdc dung co mach vanh cdia CA tuan hoan trong mau).

Binh thuwong, do cé tac dung B thi tac dung cla a bi lu mo. Khi B bi phong toa thi
tac dung clia a sé duoc boc 16 ra.

Do khdng anh hudng dén cac receptor trong huy glycogen nén khéng lam ndng th
ém tinh trang ha duwong huyét.

- Loai ¢6 tac dung chon loc trén B2, dirng dau 13 Butoxamin, it cd y nghia trong |am
sang.

1.2.2.2. Chi dinh chinh

Con dau that nguc, ch y&u do lam giam st dung oxy cutia co tim . Trong nhdi mau



co tim, tiém tinh mach ngay ttr gi& dau s& lam gidm lan réng & nhéi mau va cai
thién duoc tién lvgng bénh.

- Loan nhip tim: nhip nhanh xoang, nhip nhanh trén that, tim cuwdng gidp, cuéng
doéng nhi do nhiém ddc digital.

- Tang huyét dp: do l1am

giam luu luvgng tim, gidm src cdn ngoai bién, gidm tiét renin va gidm giai

phdng noradrenalin (xin xem thém bai "Thuéc chita tang huyét dp")

M6t s6 chi dinh khac; cwong gidp, migren, glocom géc mé (do lam gidm sdn xuat
thuy dich), run tay khéng ré nguyén nhan.

1.2.2.3. Chéng chi dinh:

- Suy tim 13 ch&ng chi dinh chinh vi né &rc ché co ché bu trir cda tim.

- Bloc nhi- that vi thudc ¢ tac dung lam giam dan truyén ndi tai trong co tim.

- Hen phé quan. Loai cé tac dung chon loc trén receptor 1 dung cho nguoi

hen it ng uy hiém hon, nhung véi liéu cao, trong diéu tri tdng huyét ap thi cling bi
mat tinh chon loc.

Khdng dung cung véi insulin va cdc sulfamid ha duwdng huyét vi ¢6 thé gy ha dud
ng huyét dét ngot.

- C6 thai: khdng chdng chi dinh tuyét d6i, nhung da gap tré mai

dé bi chdm nhip tim, ha duwdng huyét, suy ho hap, thai chdm phat trién.

1.2.2.4. Cdc tdc dung khéng mong muén

Puoc chia lam hai loai:

* Loai tai bi€n 1 hdu qua cla su phong toa receptor B

- Tim: suy tim do |am yé&u co bdp cla co tim, chdm nhip tim, nhi that phan ly .
Mach: hdi chirng Raynaud, tim lanh d4u chi, di khap khiéng, (thwdng gdp véi prop
ranolol, do

bi phong tod thi a s& cudng). Cac thudc chon loc trén B1

va cé hoat tinh kich thich néi tai thi it tai bién nay hon

- Phéi: cac thudc cé tac dung huy B2 > B1
s& gay co khi quan, kho thd. Khéng dung cho nguoi hen.



Than kinh trung wong: mét moi, mat ngu, hay ngd mé, 3o anh, trdm cdm, thuwong
gap hon voi

cac thudc dé tan trong m& vi dé tham vao t& bao than kinh (propranolol, metoprol
ol), loai it tan trong m& (atenolol, nadolol) it tai bién hon.

Chuyén hod: lam ha dudng huyét (can than trong v&i ngudi bi dai thdo dudng), t

ang triglycerid trong mau.

* Loai tai bién khéng lién quan dén tdc dung phong toa B

- HOi chirng mat - da- tai: xuat hién riéng hoac phdi hop vdi

cac tén thuwong clia mat (viém giac

mac, viém clng mac), da (sdn nglra long ban tay, ban chan, day da), tai (diéc va vi

ém tai nang).

D3 gdp vadi practolol, diéu trj trong 1 - 2 ndm

Viém phuc mac xo cirng: dau cing bung phiic mac ¢6 nhitng mang day do t6 ch
c x0 . Sau khi ngtrng thudc hodc diéu tri bang corticoid s& khdi. Gap sau khi diéu
tri kéo dai trén 30 thang.

Trén thuc nghiém, d3 gdp ung thu tuyén e, ung thu vid, lymphosarcom. Do d6 ca
n theo ddi trén nguoi khi dung liéu cao kéo dai.
1.2.2.5. Twong tdc thuéc

Cac thudc gay cam (rng cdc enzym chuyén hda & gan nhu phenytoin, rifampin, ph
enobarbital, hit thudc 13, sé lam tang chuyén hda, giam tac dung cla thuéc huy B.
- Ca4c mudi nhém, cholestyramin lam giam hap thu

- Cac thudc huy B c6 tac dung hiép déng vai thudce chen kénh calci,

cac thuéc ha huyét ap

- Indomethacin va cac thuéc chdng viém phi steroid lam gidm

tac dung ha huyét 4p cda cac thudc huy B.

1.2.2.6. Phdn logi



Khong co rdc dung “chon loc Co rdc dung "chon loc trén tim"
frén fim"'

Khang e Propranolol »otalo Esmolol

Co cuwomg noi | Alprenole Findolo Acebutolol
Oxprencle Metoprolo

Practolol

Su phan loai nay gidp cho chon thuéc trong diéu tri. Thi du bénh nhan cé r &i loan
co that phé

quan thi nén dung loai c6 tac dung "chon loc trén tim"; bénh nhan cé nhijp tim cha
m thi dung loai

"co cwong noi tai B"

1.2.2.7. M6t s6 thubc chinh

* Propranolol (Inderal, Avlocardyl)

La isopropyl aminonaphtyl oxypropranolol. Cé tac dung phong t oa nhu nhau trén
ca B1 va B2, khdong cé hoat tinh néi tai kich thich.

Tdc dung:

- Trén tim:lam gidm tan so, giam lwc co bdp, gidm luu lwgng tim t&i 30%.

U'c ché tim Ia do tac

dung riéng cta propranolol ngén can calci nhap vao té bao co tim, giam néng dé c
al ci trong tui lwdi ndi bao.

- Trén mach vanh: lam giam lvu lvgng 10 - 30%

do rc ché gidn mach. Lam gidm tiéu thu oxy cla co tim.

- Trén huyét dp: Iam ha huyét 4p rd sau 48 gid dung thudc. Huyét ap t6i thiéu
gidm nhiéu.

- Ngoai ra con cé tac dung chéng loan n hip tim, gy té (do tdc dung 6n

dinh mang) va an than

Chi dinh:

Tang huyét ap, loan nhip tim, nhip nhanh xoang, cuéng déng nhi, nhip nhanh trén
that, bénh cwdng gidp, suy mach vanh. Udng liéu hang ngay 120 - 160 mg

Vién 40 va 160 mg



- DUng trong cap ctru

loan nhip tim do nhiém ddc digital hay do thong tim, do dat 8ng ndi khi quan.
Tiém tinh mach 5 - 10 mg. Ong 5 mg

Chéng chi dinh:

ngoai chéng chi dinh chung, propranolol khéng dugc dung cho ngudi cé thai
hoic loét da day dang tién trién.

Thudc dugc dé dang h ap thu qua duwdng tiéu hda do tan nhiéu trong m&. Gan vao
protein huyét twong téi 90- 95%, dam do toi da trong mau dat

duoc sau khi udng tir 1 - 2 gi®. Chuyén héa thanh hydroxy- 4-

propranolol va acid naphtoxyl acetic rat nhanh tai gan nén chi khoang 25% liéu
uéng vao duoc vong tudn hoan, t/2: 3 - 5 gio.

Vién 40 mg. U8ng trung binh 2 - 4 vién / ngay, chia lam nhiéu lan

Ong 1 mL= 1 mg. DUng cdp clru, tiém tinh mach rat cham, tir 1 - 5 mg/ ngay

* Pindolol (Visken);

Cé tdc dung cwdng ndi tai B va khéng anh hudng dén v 4n chuyén cla ion Ca ++
nén lam tang lyc

co bdp va tan sé cda tim. Thuwdng dung trong cac truong hop cé loan nhip chdm v
@i liéu uéng 5 - 30 mg/ ngay. Tan vira trong m&, sinh khd dung 75% vat/2=3-4
gio.

* Oxprenolol (Trasicor):

Dung diéu tri cao huyét ap, ¢ on dau that nguc, loan nhip tim. Udng 160 - 240 mg/
ngay.

* Atenolol (Tenormin): Tac dung chon loc trén B1-

rat tan trong nwdc nén it thdm vao than kinh

trung wong, sinh kha dung 50%, t/2 = 5 - 8 gi®. U6ng 50- 100 mg/ ngay.

* Metoprolol (Lopressor). Co tac d ung chon loc trén tim ( B1) nén d& gay con hen
phé quan ( B2). Uéng 50- 150 mg/ ngay. Hap thu nhanh qua dudong udng, sinh
kha dung 40% va t/2 = 3 - 4 gio.



BAI9.  THUOC TAC DUNG TREN HE HE
CHOLINERGIC

THUOC KiCH THICH HE MUSCARINIC

1.1. Acetylcholin

1.1.1. Chuyén hoéa

Trong co thé, acetylch olin (ACh) duoc téng hop tir cholin coenzym A véi sy xuc ta
c ctia cholin - acetyltransferase.

Acetylcholin 1a mét base manh, tao thanh cac mudi rat dé tan trong nuéc

H;
CH, - CO - O - CH, - CH., - th;{

~ H;
OH

Sau khi téng hop, acetylc holin dwoc luu trit trong cdc nang cé duwong kinh khoang
300 - 600 A0 &

ngon day cholinergic dudi thé phirc hop khdng cé hoat tinh. Duwdi anh hwdng cua
xung déng than kinh va cda ion Ca ++, acetylcholin dworc gidi phdng ra dang tu

do, dong vai tro mét chat trung gian

héa hoc, tac dung lén céc receptor cholinergic @ mang sau xinap, réi bj thuy phan
mat hoat tinh

rat nhanh duwdi tadc dung cla cholinesterase (ChE) dé thanh cholin (lai tham gia
téng hop acetylcholin) va acid acetic.

Chol.acetyliransferase a.acetic

Cholin + Acetvl CoA ChE
A ACh % cholin

v

Co hai loai
cholinesterase:



Acetylcholinesterase hay cholinesterase that (cholinesterase dac hiéu), khu tra &

cdc noron va ban van ddng co van dé lam mat tdc dung cua acetylch olin trén

cac receptor.

Butyryl cholinesterase, hay cholinesterse gia (cholinesterase khéng dac hiéu, thay
nhiéu trong huyét twong, gan, té bao than kinh dém (nevroglia).

Tac dung sinh ly khéng quan trong, chua hoan toan biét rd. Khi

bi phong toa, khéng gay nhirng bién ddi chirc phan quan trong.

Qua trinh tong hop acetylcholin cé thé bj trc ché bdi hemicholin. Ddc té cua vi khu
an botulinus trc ché gidi phdng acetylcholin ra dang ty do.

Tan cung
Ihan kinh

Heceplor

IFUdc sinap
Pac 1

Botulinum P L | . ¥

Acelylcholineslerase ch==="" .
g O - - iy _’_.f" _\'j .""'.E'-.'I.-':lt
% i | o N ey —=

5au sinap

Hinh 5.1. Chuyén van clGa ACh tai tdn cung day phd giao cam
Cholin dwoc nhép vao déu tén cting déy phé giao cém bang chét van chuyén phu t



huéc Na + (A).

Sau khi dugc téng hop, ACh duoc lwu giif trong cdc nang clting vdi peptid (P) va AT
P nho chét

van chuyén thi hai (B). Dudi tdc déng cla Ca 2+, ACh bj d@y ra khéi nang duw triv
vao khe xinap.

1.1.2. Tdc dung sinh ly

Acetylcholin 13 chat dan truyén than kinh c¢é & nhiéu noi trong co thé, cho nén téc
dung rat phtrc tap:

Véi liéu thap (10 pg/ kg tiém tinh mach chd), chd yéu 1a tdc dung trén hdu hach p
hé giao cam (hé muscarinic):

. Lam cham nhijp ti m, gidn mach, ha huyét ap

. Tang nhu dong rudt

. Co that ph& quan, gdy con hen

. Co that dong tir

. Tang tiét dich, nuwdc bot va mo hoi

Atropin [am mat hoan toan nhirng tac dung nay.

V@i lidu cao (Img/ kg trén chd) va trén suc vat d3 dugc tiém trwdc bang at ropin s
ulfat dé phong toa tac dung trén hé M, acetylcholin gdy tac dung giéng nicotin:
kich thich

cac hach thuc vat, tuy thuong than (hé N), [am tang nhip tim, co mach, tang huyét
ap va kich thich hd hap qua phan xa xoang canh.

Vi cé amin bac 4 nén acetyl cholin khong qua dugc hang rao mau -

ndo dé vao than kinh trung wong. Trong

phong thi nghiém, mudén nghién ctru tdc dung trung wong, phai tiém acetylcholin
truc ti€p vao ndo, nhung cling bi cholinesterase ¢ rat nhiéu trong than kinh trung
uong pha huy

nhanh. Acetylcholin [a mot chat dan truyén than kinh quan trong trong hé théng t
han kinh trung

wong, duoc téng hop va chuyén héa ngay tai chd, cé vai tro kich thich cac yéu t6 ¢
am thu (nhw

cac receptor nhan cam hda hoc), tang phan xa tay, lam giai phdng cac hormo n cu



a tuyé&n yén, tac dung trén vung dudi d6i [am ha than nhiét, dap truc tiép vao vo

nao gay co giat...

1.1.3. Cdc receptor cua hé cholinergic

Receptor Chat chn Chat doi Té chire (mé) PBap ong | Co che phan
van khing tur
Nicotinic Phenyltrimet | o Tam vin dong Ehircue tai | Mo kénh
muscle (Nm) | hyl mbocurarin thin Kinh - co tim vin carion tai
(M- covin) Ammoeninm déng. coco | receptor Nm
- Hach thure vit Ehir cue so1 | Mo Kénh
Nicotinic Dimethylphe | Trimethapha ) nL1 ; » =
noron (o) nyl piperazin | n Tut ih h T1 e camon rm\
— uy thuomg thin 1t receptor Nn
(hach tk) (DMPP) + TR e
catecholam
Trung womg TK in
Chura xac
dinh
B thue » T~ T
Hiu hach phé | Oxotremorin | Atropin Hach thipe vit B cyc Kich thich
oian cam M Trung wong TH chdm phospholipas
S Pirenzepin Chura xde | e C dé tao IP,
dinh va DAG,
ting Ca™
|'EII1E_‘(:.1D'.I.’}
M. Atropin T_'T ) ) .
' Soang nh Chim Kk Hoat lioa
(M) AF, DX cure tr phat | kénh K*
Mt nhi thit Giam din Lk ché
truyen adenylcyclas
Tim thit & (tac :||-|-_g
Giam e | trén protein
co bop Gi)
M, Atropin Co trom Co that Hoat hoa
; kénh K*
Hexahydro Tuvén tist tang tist
siladifenidol U she
adenylcyclas
& (tic dung
trén protzin
Gij

1.1.4. Ap dung Iém sang

Vi acetylcholin bi pha huy rat nhanh trong co thé nén it dwoc dung trong IAm sang
. Chi dung dé& lam gidn mach trong bénh Ray - nd (Raynaud- tim tai dau chi)

hodc cac biéu hién hoai tir.

Tac dung gian mach cta ACh chi xay ra khi ndi mé mach con nguyén ven. Theo Fur
chgott va cs (1984), ACh va céc thuéc cwong hé M [am gidi phong yéu t6 gian
mach ctia ndi mdé mach (endothelium- derived relaxing factor - EDRF) ma ban chat



| & nitric oxyd nén gay gidn mach. Né&u néi mé mach bj tén thuwong, ACh khong gay
duoc gian mach.

Tiém dudi da hodc tiém bap 0,05 - 0,1 g, mbi ngay 2 - 3 [an

Ong 1 mL=0,1 g acetylcholin clorid

1.2. Cac este cholin khac

Né&u thay thé& nhédm acetyl bang nhém carbamat th i bao vé dwoc thudc khdi tac
dung cla

cholinesterase, do d6 kéo dai duoc thoi gian tdc dung cda thudc. Cac thubéec déu ¢
6 amin bac 4 nén khé thdm dwoc vao than kinh trung wong.

1.2.1. Betanechol (Urecholin) - Dén xudt téng hop

Tac dung chon loc trén 6ng tiéu héa va

tiét niéu. Dung diéu tri chwdng bung, day hoi va bi ddi sau khi mé.

v 0 CH,
H:'rl" ol v O=—H HN=C=0 = (" — CH, — N* CH
F. L e \:.- L, I __ =l 1y
CH, N
4 C}'h
Acid carbamic Betanechol

Chéng chi dinh: hen, loét da day - ta trang. Uéng 5- 30 mg. Vién 5- 10- 25- 50 mg
Tiém dudida: 2,5 - 5 mg, 3- 4 lan mét ngay.

1.2.2. CarbAChol

Dung chita bénh tang nhan ap, nhod dung dich 0,5 -1%

Con dung lam chdm nhip tim trong cac con nhip nhanh kich phat, réi loan tuan ho
an ngoai bién

(viém ddng mach, bénh Raynaul), tdo bén, chudng bung, bi déi sau mé. Uéng 0,5-
2,0 mg/ ngay. Tiém duwdi da 0,5 - 1 mg/ ngay.

1.3. Muscarin

Cé nhiéu trong mot sé ndm déc lo ai Amanita muscaria, A.pantherina

Tac dung dién hinh trén hé théng hau hach pho giao cam, vi vay duoc goi la hé m
uscarinic. Manh hon acetylcholin 5 - 6 [an va khéng bi cholinesterase pha huy.



- Khéng dung chita bénh. Nhung cé thé gap ngd déc muscarin do an

phai ndm déc: déng tir co,

sUi bot mép, md hoi 1énh lang, khé thé do khi dao co that, nén oe, ia chay, dai da
m, tim dap cham, huyét ap ha...

Diéu tri: atropin liéu cao. C4 thé tiém tinh mach tirng liéu 1 mg atropin sulfat.
1.4. Pilocarpin

Doc, bang A

La alcaloid cla |a cay Pilocarpus jaborandi, P.microphylus -

Rutaceae, moc nhiéu & Nam MY. D3

tong hop duwoc. Kich thich manh hau hach phé giao cdm, tac dung lau hon acetylc
holin; lam tiét

nhiéu nwdc bot, mé héi va tdng nhu déng ruét. Khac véi muscarin 13 ¢6 cd tac dun
g kich thich

hach, lam giai phong adrenalin tir tuy thuong than, nén trén déng vat da duoc tié
m trwdc bang

atropin, pilocarpin s& lam tang huyét ap. Trong cong thirc, chi cd amin bdc3 nén t
ham dwoc vao than kinh trung wong, liéu nhe kich thich, liéu cao &rc ché.

Liéu trung binh 0,01 - 0,02¢g

Thudng chi dung nhé mat dung dich dau pilocarpin base 0,5 -

1% hoac dung dich nudc pilocarpin nitrat hoac clohydrat 1 -

2% dé chita tdng nhan 4dp hodc ddi lap véi tdc dung gidn déng tlr cla atropin.

THUOC POI KHANG HE MUSCARINIC

2.1. Atropin

Doc, bang A.

Atropin va déng loai la alcaloid cla 13 cay Belladon (Atropa belladona),

ca doc dugc (Datura stramonium), thién tién t&r (Hyoscyamus niger)...

2.1.1. Tac dung

Atropin va déng loai la nhirng chat d6i khang tranh chap véi acetylcholin &

r eceptor clia hé

muscarinic (ai luwc > 0; hiéu luc ndi tai = 0). Chi vd&i liéu rat cao va tiém vao dong m



ach thi mé&i thay tac dung d6i khang nay trén hach va & ban van déng co van.

Vi vay, cac tac dung thuong thay la:

Trén mat, |lam gidin dong t& va mat kha nd ng diéu tiét, do dé chi nhin dwoc xa. D
o lam co mi

gian ra nén cac dng théng dich nhan cau bi ép lai, lam tdng nhan ap. Vi vay, khdng
dugc dung atropin cho nhirng nguoi tang nhan ap.

- Lam nglrng tiét nwdc bot long, gidm tiét mod hdi, dich vi, dich rudt

- LAm né& khi dao, nhat 1a khi né d3 bi co that vi cwdng pho giao cam.

It c6 tac dung trén khi dao

binh thuérng. Kém theo la [am gidm tiét dich va kich thich trung tdm hd

hap, cho nén atropin thudng duwoc dung dé cat con hen.

- [t tdc dung trén nhu ddng rudt binh thwdng, nhwng lam gidm khi rudt tang nhu
dong va co that.

Tac dung cla atropin trén tim thi phirc tap: liéu thap do kich thich trung tdm day
X & hanh ndo

nén lam tim dap cham; liéu cao hon, (rc ché cac receptor muscarinic cGa tim, lai 1a
m tim dap nhanh. Tim thé khéng chiu su chi phéi cia phé giao cdm nén atropin
khong cé anh hudng.

Atropin it anh hudng dén huyét ap vi nhiéu hé mach khéng c6 day phoé giao cam.
Chi lam gian

mach da, nhat la méi trudng ndng, vi thuéc khéng lam tié€t mo héi dugc, nén mac
h cang gian ra dé chdng vdi xu huwdng tang nhiét.

Liéu déc, tdc ddng 1én ndo gy tinh trang kich thich, thao cudng, 3o giac, s6t, cudi
cung la hén mé va chét do liét hanh n3o.

Diéu tri nhiém ddc bang thudc khang cholinesterase (physostignin) tiém tinh mac
h cach 2 gio 1 Ian va chéng triéu chirng kich thich than kinh trung wong bang
benzodiazepin.

2.1.2. Chuyén héa

Dé hap thu qua dwdng tiéu hda va dudng tiém dudi da. Cé thé hap thu qua niém



mac khi dung thudc tai chd, cho nén & tré cé thé gip tai bién ngay ca khi nhé mat.
Khoang 50% thudc bi thai

trir nguyén chat qua nudc tiéu.

2.1.3. Ap dung Iém sang

- Nhé mat dung dich atropin sulfat 0,5 - 1% lam gidn d6ng t{r t6i da sau 25 phut,
dung soi ddy mat

hodc diéu tri viem md&ng mat, viém gidc mac. Phai vai ngay sau dong tl mai trd lai
binh thuwong.

Cé6 thé dung eserin salicylat (dung dich 0,2%) hay pilocarpin hydrat hodc nitrat (du
ng dich 1%) dé rat ngan tac dung cla atropin.

- Tac dung lam gian co tron duoc dung dé cat con hen, con dau tdi mat, con dau
than, dau da day.

- Tiém trude khi gdy mé dé tranh tiét nhiéu dom dai, tranh nglrng tim do phan xa
cla day phé vi.

- R&i loan dan truyén nhu tic nhi that (Stockes -

Adams) hodc tim nhip chdm do anh hudng cha day X.

- Diéu tri ngd déc ndm loai muscarin va ngd doc cac thudc phong toa
cholinesterase . Chéng chi dinh: bénh tdng nhan ap, bi dai do phi dai tuyén tién
liét.

2.1.4. Ché phdm va liéu lwgng

Dung dudi dang base hoac sulfat. Tiém tinh mach 0,1 - 0,2 mg; tiém dwé&i da 0,25 -
0,50 mg (liéu tdi da 1 1an: 1 mg; 24gid: 2 mg); ubng 1 - 2 mg (liéu téi da 1 1an: 2
mg; 24 gid: 4 mg).

Atropin sulfat 6ng 1 mL = 0,25 mg; vién 0,25 mg

Atropin sulfat 6ng 1 mL = 1 mg (Ddc bang A),

chi dung diéu tri ngd déc cac chat phong toa cholinesterase.

2.2. Homatropin bromhydrat (homatropini hydrobromidum)

Doc, bang A

Téng hop. Lam gidn dong t& thoi gian ngdn hon atropin (trung binh 1 gi®). Dung s
oi day mat, dung dich 0,5- 1%.

2.3. Scopolamin (scopolaminum; hyoscinum)

Doc, bang A

- La alcaloid cuia cay Scopolia carniolica.



Tac dung gan gidng atropin. Thoi gian tac dung ngdn hon. Trén tha n kinh trung v
ong, atropin

kich thich con scopolamin thi &rc ché cho nén dugc dung chita bénh Parkinson, ca
c con co giat

cta bénh liét rung, ph6i hop véi thudc khang histamin dé chéng non khi say tau,
say song.

Uéng hodc tiém duéi da 0,25 - 0,5 mg

Liéu t8i da moi [an 0,5mg; 24 gid: 1,5mg

Vién Aeron c6 scopolamin camphonat 0,1mg va hyoscyamin camphonat 0,4mg; d
ung chéng say séng, say tau: uéng 1 vién 30 phut trwdce lic khdi hanh.

2.4. Thuéc ban tdng hop mang amoni bac 4: Ipratropium

Do gan thém nhém isopropyl vao ngu yén tlr N cla atropin, ipratropium mang
amoni bac 4, khong

hap thu dwoc qua duwong uéng va khéng vao dwoc than kinh trung wong. Thuwong
dung dudi dang

khi dung dé diéu tri bénh phdi tac ngh&n man tinh va dé cat con hen. Chi 1% hap t
hu vao mau va

khodng 90% liéu khi dung dwgc nudt vao duwdng tiéu hda va thai trir theo phan. Ta
c dung t6i da sau 30- 90 phut va t/2 > 4 gio.

Ché& pham: Ipratropium bromid (Atrovent, Berodual) dang khi dung dinh liéu, 20
ug/ nhat bép x 200 liéu.

Ngudi lédn moi [an bép 2 nhat, mdi ngay 3 - 4 lan.

THUOC KiCH THiCH HE NICOTINIC

Cac thubc nay it dwgc dung trong diéu tri, nhung lai quan trong vé mat duoc ly vi
duoc dung dé

nghién cru cic thudc tdc dung trén hach. Hién nay cac thudc kich thich hach dwoc
chia thanh hai nhém: nhdm dau gém nicotin va cac thudc tuong tu, tac dung kich
thich trén céc receptor nicotinic cGa hach, bi hexametoni (tc ch&; nhém sau gém
muscarin, pilocarpin, oxotremorin,

thuéc phong toa cholinesterase... tdc dung kich thich trén cac receptor muscarinic



(hé M 1) cha hach, khéng bi hexametoni, ma bi atropin trc ché.
Serotonin, histamin va cac da peptid kich thich hach cé

thé 1a trén céc receptor dac hiéu riéng. Trong phan nay chi néi tdi cac chat
thudc loai nicotin.

3.1. Nicotin (a- pyridyl- metyl pyrrolidin)

Doc, bang A

Cé trong thudc 13, thudc lao duwdi hinh thire acid hitu co (0,5 -

8,0%). Khi hut thudc, nicotin dwoc gidi phdng ra dudi dang base

ty do. Trung binh, hit 1 diéu thudc 13, hdp thu khoang 1 - 3 mg nicotin. Liéu chét

khoang 60mg. Trén hach thuc vat, liéu nhe (0,02-
1,0mg/ kg chd, tiém tinh mach) kich thich; liéu cao (10 - 30
mg/ kg trén chd) lam liét hach do gay bién cuc va sau d6 la tranh chap vadi
acetylcholin.

Tac dung:

Trén tim mach, gy tac dung ba pha: ha huyét dp tam thoi, tang huyét 4p manh r
6i cudi cung la ha huyét ap kéo dai.

- Trén hd hap, kich thich lam ting bién d6 va tan so
- Gidn dong ttr, tang tiét dich, tang nhu dong rudt

Nguyén nhan cla nhitng tac dung dé la do:

Lic dau nicotin kich thich hach phé giao cdm va trung tdm (rc ché tim & hanh n3o
nén lam tim dap chdm, ha huyét ap.

Nhung ngay sau dd, nicotin kich thich hach giao cam, trung tdm van mach va cac
co tron, lam tim dap nhanh, tdng huyét 4p, gidn dong tl&r va tdng nhu déng rudt.
Dong thoi kich thich tuy
thuong than (coi nhu hach giao cdm khéng 16) | am tiét adrenalin, qua cac recepto
r nhan cdm héa hoc & xoang canh kich thich phan xa [én trung tdm hé hap.

- Cudi cung la giai doan liét sau khi bi kich thich qué mdc nén lam ha huyét
ap kéo dai.

Nicotin khéng dung trong diéu tri, chi dung trong cdc phong thi nghiém



hodc dé giét sau bo.

Nicotin gdy nghién, nhwng khi cai thudc thi khéng gy bién chirng nhu cai thuéc
phién. HUt thudc 13 c¢6 hai dén tim, mach, niém mac dudng hé hap vi khéi thuéce
co oxyd carbon (gay

carboxyhemoglobin trong mau nguoi nghién), cé ¢ ac base nito, cac acid bay hoi,
cac phenol... la

nhi*ng chat kich thich manh niém mac. Ngoai ra con cé hac in (cé hoat chat 1a 3,4
- benzpyren, cé thé 1a mot trong nhirng nguyén nhan gy ung thu phai).

3.2. Cac thudc khac

- Lobelin:

La alcaloid cla |4 cay lobelia inflata.

Tac dung kém nicotin rat nhiéu. Hdu nhu khéng con dwoc dung trong 1am sang
nira.

- Tetramethylamoni (TMA) va dimethyl - phenyl- piperazin (DMPP)

Tac dung gidng nicotin, kich thich ca hach giao cdm va pho giao cam nén tac dung
phirc tap,khéng dwgc dung trong diéu tri. Hay duwoc dung trong thuc nghiém. DM
PP con kich thich thugng than tiét nhiéu adrenalin.

THUOC PHONG BE HE NICOTINIC

Puaorc chia lam 2 loai: loai phong bé & hach thuc vat, anh hudng dén hoat ddng cl
a co tron, va loai phong bé trén ban van déng cla co van.

4.1. Loai phong bé hé nicotinic ciia hach

Con goi la thudc liét hach, vi lam ngédn can lubng xung tac than kinh tir sgi tién hac
h t&i s@i hdu hach. Co ché chung |a tranh chap vdi acetylcholin tai receptor &
mang sau cla xinap cta hach.

Nhu ta d3 biét, cac hach than kinh thuc vat cling cé ca hai loai receptor cholinergi
claNvaM1.

Khi néi t&i cac thudc liét hach la cé nghia chi bao ham cac thuéc trc ché trén recep
tor N cua hach

ma thoi.

Tuy céc co quan thuong nhan sy chi phéi cta ca hai hé giao



cam va phé giao cam, song bao gi®

cling cé mot hé chiém wu thé. Vi vay, tac dung cla cac thudc liét hach trén co qua
n thudc vao

tinh wu thé dy cda tirng hé (xem bang dudi):

Cor gquian Hé thdn kinh chiém | Tdc dung cua thudc liét hach
i the

Péng mach nho Giao cam Giin mach, ha huyét dp

Tinh mach Giao cam Gidn: f tré tdn hodn , giam cung lirgng

T Pho 2140 cam Dap nhanh

Bong nr Pho giao cim Giar

Ruét Phé gian cim Giam trurong e va nhu déng, tio bén
Bi tidu tidr
Caa - b Ano

Bang quang Pho giao cam ' t. kho mién

Tuyén mirde bot Pho giao cam

Trong |dm sang, cac thudc liét hach thuong duwoc dung dé lam ha huyét dp trong ¢
ac con tang

huyét dp, ha huyét dp diéu khién trong mo xé, va déi khi dé diéu tri phlu phdi cap,
do chung cé nhitng dac diém sau:

- Cuong dd (rc ché giao cdm gdy gidn mach ti 1é véi liéu dung

- Tac dung mat di nhanh sau khi ngirng thudc, do d6 dé kiém tra dwoc hiéu luc
cta thudc

Cac receptor adrenergic ngoai bién van dap ng dwoc binh thudng nén cho phép
dé dang diéu tri khi cé tai bién

Nhirng tai bién va tac dung phu thuwong gap la:

- Do phong bé hach giao cam, nén:

. Dé gay ha huyét ap khi dirng (phai dé ngudi bénh nam 10 - 15 phut sau khi tiém)
Diéu tri tai bi€n bang adrenalin va ephedrin.

. R8i loan tuan hoan mach ndo, mach vanh.

. Gidm tiét niéu .

- Do phong bé hach pho giao cdm nén:

. Giam tiét dich, gidm nhu déng rudt, lam khé miéng va tdo bén.

. Gidn doéng tt, chi nhin duoc xa.

. Bi dai do giam trwong luc bang quang.

Cac thudc cii (tetra ethyl amoni -



TEA va hexametoni) d&u mang amoni bac 4, khé h &p thu. Hién

con 2 thudc dwogce st dung.

4.1.1. Trimethaphan (Arfonad)

Phong bé& hach trong thai gian rat ngan. Truyén tinh mach dung dich 1 mg trong 1
mL, huyét ap

ha nhanh. Khi ngirng truyén, 5 phut sau huyét dp d3 tré vé binh thuong

Dung gay ha huyét 4p diéu khién trong phau thuat hoac diéu tri phu phéi cap.
Ong 10 mL cé 500 mg Arfonad, khi dung pha thanh 500 mL trong dung dich man d
ang trwong dé cé 1 mg trong 1 mL.

4.1.2. Mecamylamin (Inversin)

Mang N hda tri 2, cho nén dé hap thu qua duwdng tiéu hda, cd thé udng dworc. Ta ¢
dung kéo dai 4 - 12 gio. Dung lau tac dung sé gidm dan

Udng mai lan 2,5 mg, moi ngay 2 lan. Tang dan cho t&i khi dat dwoc hiéu qua didu
tri, c6 thé uéng t&i 30 mg mdi ngay. Vién 2,5 mg va 10 mg

Liéu cao c6 thé kich thich than kinh trung wong va phong toa ban van dong co
van.

4.2. Loai phong bé hé nicotinic chia co’ van

Cura va cac ché pham

Doc, bang B

4.2.1. Tac dung

Cura tac dung uu tién trén hé nicotinic clia cac co xwong (co van), lam ngan can lu
oéng xung tac

than kinh t&i co & ban van déng (Claude Bernard, 1856 ) nén lam gidn co. Khi kich
thich truc tiép,

co van dap irng dwoc. Dudi tac dung clia cura, cac co khdng bi liét cuing mot luc,
ma lan lvot 13

cdc co mi (gdy sup mi), co mat, co c6, co chi trén, chi dudi, co bung, cac co lién su
on va cudi

cung la co hoanh, Ia m bénh nhan ngirng h6 hap va chét. Vi tac dung ngan nén né
u dwoce hé hadp nhan tao, chirc phan céc co s& duoc hdi phuc theo tha tw

nguoc lai.

Ngoai ra, cura cling cé tac dung (rc ché truc ti€p |én trung tdm hé hdp & hanh ndo
va lam gidn mach ha huyét 4p hodc co that khi quan do giai phéng histamin



Hau hét déu mang amin bac 4 nén rat kho tham vao than kinh trung wong, khéng
hap thu qua thanh ruét.

4.2.2. Cdc logi cura va co’ ché tdc dung. Theo co ché tac dung, chia lam hai loai:
4.2.2.1. Logi tranh chép vdi acetylc holin & bdn van déng , lam cho ban van déng k
héng khtr cuc

duoc, goi la loai cura chéng khir cuc (antidépolarisant), hodc loai giéng cura (curar
imimetic) hay pakicura (Bovet). Giai ddc bang

cac thubc phong tod cholinesterase (physostigmin, prostigmin

tiém tinh mach tirng 0,5 mg, khéng vuot qué 3 mg. C6 thé tiém thém atropin 1 m
g dé ngan can

tadc dung cwdng hé muscarinic clia thudc).

Loai nay cé tac dung hiép dong véi thuéc mé, thuéc ngd loai barbiturat, thuéc an
than loai benzodiazepin - d- Tubocurarin: la alcalo id ay tw

cac cdy loai Chondodendron tementosum va Strychnos ma thé dan Nam

MY d3 dung dé tadm tén doc. Tac dung kéo dai vai gid. Khdng dung trong |am sang
Galamin (flaxedil): tdng hop. C6 thém tac dung gidng atropin nén lam tim dap cha
m, khdng lam gidi phdng histamin va kém déc hon d - tubocurarin 10- 20

lan. Tac dung phat trién cham trén

cdc nhédm co khac nhau, thoi gian lam gidn co bung dén liét co hoanh kha dai nén
gidi han an toan rong hon.

Ché& pham: Remiolan éng 5 mL = 0,1g galamin triethyl iodid. Liéu 0,5 mg/ kg
Pancuronium (Pavulon): la steroid mang 2 amoni bac 4. Tac dung kh&i phat sau 4
- 6 phut va kéo dai 120-

180 phut. Uu diém chinh Ia it tdc dung trén tudn hoan va khéng lam giadi phéng
histamin.

- Pipecuronium (Arduan): khéi phat tac dung sau 2 - 4 phut va kéo dai 80 - 100
phut. Lo chira b6t pha tiém 4 mg + 2 mL dung mai. Tiém tinh mach 0,06 - 0,08 mg/
kg

4.2.2.2. Logi tdc déng nhuw acetylcholin, lam ban vén déng khtr cwrec qud manh,
(depolarisant) goi

la loai giéng acetylcholin, (acetylcholinomimetic) ho ac leptocura (Bovet).



Cac thuéc phong bé

cholinesterase lam tdng ddc tinh. Khdng c6 thudc giai doc, tuy d -

tubocurarin cé tac dung déi khang. Trudc khi lam liét co, gay gidt co trong vai
giay.

-Decametoni bromid: gay giat co va dau co, cé thé gy tai bién ngirng

thd kéo dai nén cdé xu huwdng dung succinylcholin thay thé.

Succinylcholin: 1a thudc duy nhat cia nhdm cura khir cwec dugc dung & lam sang. C
6 cau truc hda hoc nhu 2 phan tlr ACh gan vao nhau:

Succinylcholin

Kh&i phat tac dung sau 1 - 1,5 phat va kéo da i chi khoang 6-

8 phut, do bj cholinesterase trong huyét twong thuy phan. Succinylcholin day K +
tlr trong t& bao ra nén cd thé lam tang K + mdu 30- 50%, gy loan nhip tim.

Ché& pham: Myo- relaxin éng 0,25g succinylcholin bromid. Tiém tinh mach tir 1
mg/ kg.

4.2.3. Chi dinh va liéu lwgng

- LAm mém co trong phau thuat, trong chinh hinh, d3t 6ng noi khi quan.

- Trong tai miii hong, dung soi thuc quan, gap di vat...

- Chéng co giat co trong chodng dién, uén van, ngd ddc strychnin.

Khi dung phai dat 6ng

néi khi quan. Khdng hap thu qua niém mac tiéu hda nén phai tiém tinh

mach. Liéu lwvgng tuy theo tirng trudng hop, cé thé tiém 1 1an hodc truyén nho
giot vao tinh mach. Liéu mém co dau tién thuong la:

d- Tubocurarin 15 mg Methyl d- tubocurarin 5 mg Galamin (flaxedyl) 20- 100 mg
Decametoni 4 mg Succinylcholin diiodua 30- 60 mg

Chu y: mét s6 thuéc khi dung cung vai cura loai curarimimetic (d - tubocurarin)
c6 thé cé tac dung hiép dong, lam tang tac dung liét co cla cura, nén can giam
lieu:

- Cac thudc mé nhu ether, halothan, cyclopropan.

- Cac khang sinh nhuw neomycin, streptomycin, polimycin B, kanamycin.

- Quinin, quinidin



THUOC KHANG CHOLINESTERASE

Cholinesterase 1a enzym thuy phan lam mat tac dung cla acetylcholin. Mét phan t
(r acetylcholin s& gan vao hai vi

tri hoat ddng clia enzym; vi tri anion (anionic site) s& gan vdi cation N + clia
acetylcholin, con vi tri gan este (esteratic site) gdm modt nhédm base va mot nhém
acid proton ( -G- H) tao nén mot lién két hai hoa tri véi nguyén tlr C ciia nhém
carboxyl cla este:
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Sau d6, phdii gdin vdi vi tri anion & duge tich thanh cholin, cdn'phén ghn véi vi i este
5& phn img rdt nhaih vGi nude dé thAnh acid acetic. enym duoc hoat déng tror lai,

Ciic |huﬁ:_ khing cholinesterase 1am mat hoat tinh clia enzym, nén IAm vilng bén
acetylcholin ndi sinh, ghy cic triéu chimg cuémg he cholinergic ngoal bign vi trung
wong. Qi thuSe duge chia thinh hai logi: losi G che cé héi phyc (duge ding lrong
didu tri) vit loai de che khong hdi phye hode it khé hi phuc (ddng lim thudc digt con
tring hode ehat dée i ailiy.

5.1, Loai e ché ¢6 bii phue

Céc thude loai ndy k€l hop véi cholinesieruse hodc chi & mot vj tri anion (nhut
adrq‘:h:rmurﬁn tetracthylamoni) hodc ¢d & hai vi ui tdc dung cla enzym (nhu
physostigmin, prostigmin), nlumg khéng tao thinh phic hop bén, cu6i cdng vin bj
thuy phan vi enzym duge hoat hoa tri lai. Phén lén déu chia nhém earbamat
(-OCONR'R"). Vi Ja thc dyng gidn tép lam vimg bén acetylcholin nén khong cé tie
dung trén nhimg co quan, bé phin di cit bé thin kinh

ﬁa;imil la thuéc digt sdu nhém carbamat, dimng trong ndng nghiép va trong vuim nhi
vi It o,

* Tl
o
H’ M N
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CHy; CH,

Physostigmin
5.1.1. Physostigmin (physotigminum; eserin)
Doc, bang A

La alcaloid cla hat cay Physostigma venenosum. Vi ¢cé amin bac 3, nén dé hap thu

va thdm duwoc ca vao than kinh trung vong
Dung chita ting nhan ap (nhd mat dung dich eserin sulfat hodc salicylat 0,25 -



0,5%) , hodc kich thich nhu dong rudt (tiém dwdi da, 6ng 0,1% - 1 mL, mdi ngay
1-36ng).

Khi ngd déc, dung atropin liéu cao.

5.1.2. Prostigmin (neostigmin, pros erin)

Doc, bang A

Vi mang amin bac 4 nén khac physostigmin la cé ai luc

manh hon véi cholinesterase, va khéng thdm duoc vao

than kinh trung wong. Tac dung nhanh, it tadc dung trén mat, tim va huyét ap.
Ngoai tdc dung phong toa cholinesterase, prostigmin con kich thich truc ti€p co
van, tac dung nay khéng bi atropin d6i khang.

Ap dung:

Prostigmin

Chi dinh tét trong bénh nhuoc co bam sinh (myasthenia gravis) vi thiéu hut acetyl
cholin & ban van dong co van. Con duoc dung trong cac truong hop teo co, liét
co.

- Liét rudt, bi dai sau khi md

- Nhd mat chita tang nhan ap

- Chira ngd ddc cura loai tranh chip vdi acetylcholin

Liéu lvgng, ché pham:

- Tiém dudi da mdi ngay 0,5 - 2,0 mg

- Udng moi ngay 30 -90 mg vi thudc khé thaAm qua da day va dé bj pha huy

6ng 1 mL=0,5 mg prostigmin methyl sulfat

5.1.3. Edrophonium clorid (Tensilon)

Chat téng hop

Tac dung manh trén ban van déng co van, la thudc gidi déc cura loai tranh chap
v&i acetylcholin. Tac dung ngdn hon prostigmin.

Trong bénh nhuwoc co, tiém tinh mach 2 - 5 mg; giai doc cura:

5-20 mg

6ng 1 mL = 10 mg edrophonium clorid. Tensilon

5.2. Loai (rc ché& khéng héi phuc hodc rat khé héi phuc

5.2.1. Cdc hop chét cda phospho hitu co: cic chat nay két hop

vdi cholinesterase chi & vj tri gan este. Enzym bi phosphoryl héa rat virng



bén, khé duoc thuy phan dé hoi phuc tré lai, doi héi co thé phai téng hop lai
cholinesterase mai. Vi vay lam tich luy nhiéu acetylcholin & toan bé hé
cholinergic tir vai ngay tdi hang thang.

U'c ch& manh c3 cholinesterase that ciing nhuv gid. Trong |am sang,

ddanh gia tinh trang nhiém ddc bang dinh lwgng cholinesterase gia trong huyét
tuong.

Cac chat trc ché cholinesterase loai phospho hitu co cé cdng thirc chung la:

Trong dé X cé thé 1a halogen, cyanid (CN), thiocyanat, alkoxy, thiol,
pyrophosphat...

Chi cé DFP (di- isopropyl- fluo-

phosphat) dugc dung nhd mat chita bénh ting nhan 4p (dung dich 0,01-

0,05%). Cac dan xuat khac dwoc dung lam thudc trir sdu (TEPP, parathion,...), hod
c st dung lam hoi déc chién tranh (tabun, sarin, soman...).

5.2.2. DGu hiéu nhiém déc cép: cac dau hiéu nhiém doc cap

phan anh sy tran ngép acetylcholin

& toan bé hé cholinergic.

D4u hiéu kich thich hé M: co déng tir, sung huyét gidc mac, chay nwdc miii, nudc
bot, dich khi

quan, co khi quan, nén, dau bung, tiéu chay, tim dap cham, ha huyét ap.

- D3u hiéu kich thich hé N: mét mai, giat co, cirng co, liét va nguy hiém hon

ca la liét hé hap.

DAau hiéu kich thich than kinh trung wong: 14 1an, mat dong tac, mat phan xa, nhi
p thé Cheyne - Stokes, co giat toan than, hdn mé, liét hé hap, ha huyét

ap do trung tdm hanh tuy bj trc ché.

Nguyén nhan dan tdi tlr vong 1a do suy h6 hap va

tim mach do ca 3 co ché kich thich hé M, N va trung wong.

5.2.3. Diéu tri nhiém déc

5.2.3.1. Thubc huy hé M: atropin sulfat liéu rdt cao. Tiém tinh mach liéu 1 -

2 mg, cach 5- 10

phat mét 1an cho dén khi hét triéu chirng kich thich hé M, hodc bat dau cé dau hié



u nhiém doc atropin (gidn dong t&). Ngay dau cd thé tiém tdi 200 mg.

5.2.3.2. Dung thuéc hoa t héa cholinesterase : mot s6 chat wa nhan (nucleophylic
agents) nhu hydroxylamin (NH 20H), acid hydroxamic (R - CO- NHOH) va oxim (R -
CH = NOH) ¢c6 kha

nang giai phong duwgc enzym bi phospho hitu co phong tdéa va hoat hda tré lai. Ch
at thuwong dung

la pralidoxim (2-

PAM) tac dung |én ChE phosphoryl hda, tao oximphosphonat bj thai trir va giai
phdng cholinesterase.

Pralidoxim (2- PAM): lo 1g kém &ng nudc 20 mL. Méi dau, tiém tinh mach 1 -

2g, sau do truyén nho giot tinh mach moi gi® 0,5g.

5.2.3.3. Diéu trj hé tro

Thay quén do, rlra cac vung da cé tiép xuc vdi chat doc, rira da day néu ngd doc d
o duwong uodng.

Ho hap ho tro, thé oxy. Chdng co giat bang diazepam (5 - 10 mg tiém tinh mach)
hodc natri thiopental (2,5% tiém tinh mach).

BAI10. PAICWONG HE THAN KINH THUC VAT

Hé than kinh thuc vat (con goi |a hé than kinh tu ddng) chuyén diéu khién cac
hoat ddng ngoai y mudn, cé vai tro diéu hoa chirc phan cha nhiéu co quan, hé
théng dé cho gidi han séng cla co thé

gitt duoc sy 6n dinh trong moi trwdng sdng ludn ludn thay déi.

Hé théng than kinh thuc vat hinh thanh tir nhirng trung tdm trong n3o va tuy
song, xuat phat nhirng sgi than kinh téi cac tang, mach mau va co nhan. Trudc khi
tdi co quan thu nhén, cac sgi nay déu dirng &@ mot xinap tai hach, vi vay cé soi
trudc hach (hay tién hach) va sgi sau hach (hay hdu hach). Khac véi nhirng bé
phan do hé than kinh trung wong diéu khién, cac co quan do hé than kinh thuc
vat chi phoi van cé thé hoat dong tw dong khi cat dit nhirng soi than kinh dén
chung.

Hé théng than kinh thuc vat duoc chia thanh 2 hé giao cdm va phd giao cdm khac



nhau vé ca gidi phau va chitc phan sinh ly.

1. PHAN LOAI THEO GIAI PHAU

1.1. Diém xuat phat

- Hé giao cdm xuat phat tlr nhitrng t&€ bao than kinh & sirng bén cla tuy séng tir
d6t séng nguc thir nhat dén dot séng that lung thir 3 (T1- L3).

- Hé phé giao cdm xudt phat tir ndo gilta, hanh n3o va tuy cling. & n3o gitra va
hanh n3o, céc sgi pho giao cam di cung vai cac day than kinh trung wong: day Il
vao mat; day VIl vao cac tuyén nudc bot; day IX vao co mi, cac tuyén tiét nudc
mat, nw &c bot, tuyén tiét niém mac miii, miéng, hau; day X vao cac tang trong
nguc va 6 bung. O tuy cling, xuat phét tir cac dét séng cling thi 2 dén thi 4 (S2-
S4) dé chi phdi cac co quan trong hé chau.

1.2. Hach

- Hé giao cam c6 3 nhdm hach:

. Chudi hach canh cot séng n am hai bén cot séng

. Nhdm hach trudce cdt séng, gdm hach tang, hach mac treo va hach ha vi, déu
nam trong & bung.

. Nhém hach tan cung gdm nhirng hach nam canh truc trang va bang quang.

- Hé phd giao cdm: cac hach nam ngay canh hodc ngay trong thanh co quan.

1.3. So'i than kinh

- Hé giao cAm: mét soi tién hach thudng ti€p ndi véi khoang 20 soi hau hach cho
nén khi kich thich giao cdm, anh hudng thuong lan rong.

- Hé phé giao cdm: mét soi tién hach thudong chi ti€p ndi véi mot soi hdu hach,
cho nén xung tac than kinh thwdong khu tri hon so véi xung tac giao cdm. Tuy
nhién, d6i vdi day X thi & dam réi AuerbACh va dam rdi Meissner (duoc coi la
hach) thi mét sgi tién hach tiép ndi véi khoadng 8000

soi hau hach.

Vi hach nam ngay canh co quan, cho nén cac soi hau hach phé giao cdm rat ngan.
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Hinh 4.1. Cau tao giai phau cla hé than kinh thyc vat
2. CHU'C PHAN SINH LY
2.1. Chirc phan sinh ly

Chtrc phan sinh ly ca hai hé giao cam va pho giao cam trén cac co quan ndi chung
la d6i khang nhau (bdng 4.1)



Bang 4.1: Dadp &rng cla co quan vdi hé than kinh thyc vat

Cof guan Kich thich giao cdm Kich thich pho giao cam
Loai receptor | Bdp img Fhap ing
Mt
Cof nan hoa a, Co (gian dong nr) ++
Co co dong 1o Co (co donge or ) +++
Tim
Nt nhi- thit | B (B, Tang tin 36 ++ Giam tin s6— ngimg tim
Tam nhi B.(B.) Tang bién 40 ++ Giim bién db ++
Mao déng mach
Mach vanh o, O, B Co +; giin ++ Giin +
Co vin a, Ps Co ++; giin ++ Giin +
Da, nigmomae | ., . Co +++ Giin
Nio - Co nhe Giin
L,
Tang ' 3 Co +++; Gidn + -
Thin % Py Co +++; gldn + -
oy, 0, B, B
Tinh mach . By Co ++; giin ++ -
Phé quan B, Giin + Co ++
Ruot
Nhu déng o, o, b Giam + Ting +++
Co thit o, Co+ Giin +
Bau tiét o e ché Ting +++
Thin
Tiét renin o, B, Giim +; ting ++ -
Tir cung a,, B, Chira: co (a,); gidn (B,) | Thay déi theo chu Ky
Khéng chira: gian (.} kinh...
Co quan  sinh | o, Phong tinh +++ Cirong +++
duc nam
Bang quang
Co bang quang | 2, Gian + Co +++
Cotron L. Co++ Giin ++
Gan o, B, Huy glycogen va tin tao | -
glucoie +++
Tuy
Acini o Gidm 1t + Ting tift ++
T& bao p e Giam tiét +++ -
B, ting tiét ++ -
TE bao mé o, B1 (B.) Huy lipid +++ -

.Ghi chu: - Cac receptor clia hé pho giao cam déu la cac loai receptor M

- Mrc d6 ddp &ng tir thip (+) dén cao (+++)
2.2. Xinap va chét dan truyén than kinh

Khi ta kich thich cac day than kinh (trung vong va thyc vat) thi & dau muat cda céc
day do sé tiét

ra nhitng chat hda hoc lam trung gian cho su dan truyén gitta cac day tién hach
v&i hau hach, hodc gitra day than kinh véi cac co quan thu nhan. Chat héa hoc lam
trung gian cho sy dan truyén dé goi Ia chat dan truyén than kinh.

Hé théng than kinh cla ngudi cd hang chuc ty noron. Sy théng tin gitta cadc noron
d6 cling dwa vao cac chat dan truyén than kinh. Cac thudc anh huwdng dén chirc



phan than kinh thudng 1a thong qua cac chat dan truyén than kinh dé.

Chat dan truyén than kinh & hach giao cam, phé giao cdm va hau hach pho giao
cam déu la acetylcholin, con & hau hach giao cdm la noradrenalin, adrenalin va
dopamin (goi chung la catecholamin). Cac chat dan truyén than kinh tac ddng dén
mang sau xinap lam thay déi tinh thdm cla mang védi ion Na +, K+ hodc Cl- do d6
gay ra hién tuong bién cuc (khir cwec hodc wu cwe héa). lon Ca++ déng vai trd quan
trong trong su gidi phdng chat dan truyén than kinh.

2.3. Cdc chét dan truyén khdc

Trong nhi*ng ndm gan day, nhiéu nghién ctru d3 cho thay rang phan |&n cac noron
trung wong va ngoai bién cé chira 2 hodc nhiéu chat dan truyén, cé thé duoc giai
phéng ra cung mét lic & xinap

khi day than kinh bj kich thich. Nhu vy, & hé than kinh thyc vat, ngoai
acetylcholin (ACh) va noradrenalin (NA), con cé nhirng chat dan truyén than kinh
(neurotransmitters) khac cung duoc giai phdng va cé thé cé vai tro nhu chat clng
dan truyén (cotransmitters), chat diéu bién than kinh (neuromodulators) hodc
chinh né ciling 1a chat dan truyén (transmitters).

Ngudi ta da tim thay trong tuy thwong than, trong cac soi than kinh, trong hach
than kinh thuc vat hodc trong cdc ciu trdc do hé than kinh thye vat chi phdi moét
loat cac peptid sau: e nkephalin, chat P, somatostatin, hormon giai phdng
gonadotropin, cholecystokinin, vasoactive intestinal peptide (VIP), neuropeptid Y
(NPY)... Vai trdo dan truyén cla ATP, VIP va NPY trong hé than kinh thuc vat dwdng
nhuw d3 duoc coi la nhitng chat diéu bién t ac dung cdia NA va ACh. Nhu vy, bén
canh hé than kinh thyc

vat vé&i sy dan truyén bang ACh va NA con ton tai mot hé théng dan truyén khac
duwoc goi la dan truyén khong adrenergic, khong cholinergic [Nonadrenergic, non
cholinergic (NANC) transmission].

Burnstock (1969, 1986) d3 thay cé cac sgi than kinh purinergic chi phdi co tron
duong tiéu hda, dwdng sinh duc- tiét niéu va mot sé mach mau. Adenosin, ATP 13
chat dan truyén, cac receptor gdbm receptor adenosin (A hodc P 1) va receptor ATP
(P 2). Cac dudi typ rec eptor déu hoat ddng théng qua protein G, con receptor P
2x lai thong qua kénh ion (Fredholm va cs, 1994). Methylxantin (cafein,
theophylin) la chat (rc ché céc receptor nay.

Nitric oxyd cling 13 mot chat dan truyén ctia hé NANC cé tac dung lam gidn mach,



gian phé& quan. Nitric oxyd c6 & ndi md thanh mach, khi duoc gidi phdng sé hoat
héa guanylyl cyclase, lam tang téng hop GMPyv, gy gidn co tron thanh mach.
Cac chat dan truyén than kinh dugc téng hop ngay tai t€ bao than kinh, sau dé
duwoc lwu trir dwdi thé phirc hop trong cac hat ddc biét nam & ngon day than kinh
dé tranh bi phd huy. Duwdi tdc dung cda nhirng ludng xung tac than kinh, tir cac
hat dy trir d6, chat dan truyén than kinh dugc gidi phéng ra dudi dang tuw do, cd
hoat tinh dé tac dong tdi cic receptor. Sau d 6 ching dwoc thu hoi lai vao chinh
cac ngon day than kinh vira gidi phéng ra, hodc bi pha huy rat nhanh bé&i cac
enzym dac biét. Acetylcholin bj cholinesterase thuy phan, con noradrenalin va
adrenalin thi bj oxy hda va khir amin bdi catechol - oxy- methyl- transferase
(COMT) va mono - amin- oxydase (MAO).

Ddc biét:

- D4y giao cam di tdi tuy thuwong than khéng qua mot hach nao ca. O tuy thuong
than, day nay tiét ra acetylcholin d€é kich thich tuyén tiét ra adrenelin. Vi vay,
thugng than dugc coi nhu moét

hach giao cam khong 16.

- Cac ngon day hau hach giao cdm chi phdi tuyén mé héi dang |8 phai tiét
noradrenalin, nhung lai tiét ra acetylcholin.

- Cac day than kinh van dong di dén cac co xwong (thudc hé than kinh trung vong)
cling gidi phdong ra acetylcholin.

- Trong nado, cac xung tac gitra cac noron cling nho acetylcholin. Ngoai ra con cé
nhirng chat trung gian hda hoc khac nhu serotonin, catecholamin, acid - gama-
amino- butyic (GABA)...

2.4. Hé théng thdn kinh thuc vét trong néo

Khdng thé tach roi hoat dong cla hé than kinh tr ung wong véi hé than kinh thyc
vat. Gitra 2 hé ludn ludn cé méi lién quan chat ch@ vdi nhau dé dam bao tinh
théng nhat cta co thé. Nhitng méi lién quan dé d3 va dang dwoc tim thiy & vung
dudi d6i, hé vién (systema limbicus), hdi hai ma (hyppocampus), l1a nhitn g noi c6
cac trung tdm diéu hoa than nhiét, chuyén héa nudc, dudng, méd,

diéu hoa huyét ap, ndi tiét, hanh vi...

Trong hé than kinh trung wong cling d3 thay cac chat dan truyén than kinh va cac
receptor nhu cda hé théng than kinh thuc vat ngoai bién.

3. PHAN LOAI THEO DU'QC LY



Nhirng thudc cé tac dung giéng nhu tac dung kich thich giao cdm dwoc goi la
thudc cwdng giao cdm (sympathicomimetic), con nhirng thudc cé tac dung gidng
nhu kich thich phé giao cam duoc

goi 1a thubc cudng phé giao cam (para - sympathicomimetic ).

Thuéc nao cé tac dung kim hdm tac dung cta giao cdm hay phd giao cdm thi goi 1a
huy giao cam (sympathicolytic) hay huy pho giao cam (parasympathicolytic).

Nhw chidng ta d3 thay, hoat déng cta than kinh 13 nho & nhitng chat trung gian
hoéa hoc, cho nén cach phan loai va goi tén theo giai phau va sinh ly khong nai 1én
duwoc day dd va chinh xac tac dung cta thudc. Vi vy, mét cach hop ly hon c3,
dirng vé phuong dién duoc ly, ta chia hé than kinh thuc vat thanh 2 hé: hé phan
&rng vai acetylcholin, goi 1a hé cholinergic (g6m céc hach giao cam, phé giao cdm;
hau hach pho giao cdm; bdn van déng co van; mot sé vung trén than kinh trung
wong) va hé phan &ng vdi adrenalin, goi la hé adrenergic (chi gdm hiu hach giao
cam)

Phan loai cac thudc tac dung trén hé théng than ki nh thyc vat

Cac thubc tac dung trén hé than kinh thyc vat cling mang tinh déc hiéu, tac dung
chon loc trén céc receptor riéng ddi vai chung.

Cac receptor cta hé cholinergic con duoc chia lam 2 loai:

- Loai nhan cac day hau hach (vi du tim, cac co tron va tu yén ngoai tiét) con bi
kich thich b&i muscarin va bi ngirng hdm bdi atropin, nén dugc goi la hé cam thu
v&i muscarin (hay hé M).

- Loai nhan day tién hach con bi kich thich b&i nicotin, nén con dwgc goi la hé cdm
thu vdi nicotin (hay hé N), hé nay phirc tap, bao gdm cac hach giao cdm va pho
giao cam, tuy thuong than, xoang déong mach canh (bi ngirng ham bdi
hexametoni), va ban van déng co van thudc hé than kinh trung wong (bi ngirng
ham béi d - tubocurarin).

Cling trén nhirng co s& twong tw, cac receptor cla hé ad renergic dugc chia lam 2
loai: alpha ( a) va beta (B).

Céc thudc kich thich c6 thé tac ddong theo nhitng co ché:

. Tang cudng téng hop chat dan truyén than kinh

. Phong toa enzym phan huy chat dan truyén than kinh

. Ng&n can thu hoi chat dan truyén than kin h vé ngon day than kinh.

. Kich thich truc tiép cac receptor



Din truyén xinap & than kinh

ngoal bién
Trung gian acetylcholin Trung gian noradrenalin
tclmlu‘lerglc] (adrenergic)
He nA’smnmci M) Hé mct)me (N)
I

v v v
Hiu hach phe  Hach thue vit Covin Hau hach giao cam
glao cam |

RcceploL a Rece}c—r f

Cic thudc i ché co thé 1a:
- Ngin can tong hop chit din truvén than kinh
- Ngin can giai phong chit din truvén than kinh

- Phong toa tai receptor.

BAI11. THUOC CH(*A PARKINSON

Ddc diém: Parkinson | mét bénh do hdu qua cda nhitng thuong tdn thoai hod
mot sé nhan xdm & nén ndo kiém tra cdc hoat ddng ban tu ddng va ty déng. Sy
thuong tén cha nhirng nhan nay sé truc tiép hay gian tiép dnh hudng dén hé van
dong va gay nhirng triéu chirng ngoai bo thap nhu:

Mat cdc ddng tac can cé sy tham gia cia y mudn.

- Gidi phéng cac dong tac tur dong hodc bat thuwdng, gy run.

- Tang trvwong lwc co, gy tu thé cirng nhac.

Cdc triéu chirng trén cling c6 thé xay ra ngd doc modt sd thubce [carbondioxyd, hop
chat mangan, alkaloid cla cdy ba gac (reserpin), clopromazin, haloperidol), goi la
hoi chirng parkinson

1.Cac thudc cwvuwong hé dopaminergicl.1.Levodopa (I-dopa, dihydroxyphenyl
alamin, DOPA).



Vi dopamin khéng qua dwuoc hang rao mau-n3o nén trong diéu tri phai dung chat
tién than cta néd la L-dopa, c6é kha ndng thAm duwoc vao than kinh trung wwong,
tai d6, L-dopa bi khir carboxyl dé thanh dopamin

* Tdc dung duworc ly:

- Tac dung chéng parkinson:

- Trén tuyén ndi tiét: Levodopa kich thich ha khiu n3o tiét yéu t6 trc ché bai tiét
prolactin

- Trén hé tim mach: vdi liéu diéu tri, levodopa lam tang nhe nhip tim

* Dwoc déng hoc:

Levodopa dwoc hap thu chd yéu & rudt non bang qua trinh van chuyén tich cuec.
No6ng do t6i da dat duwoc trong méu sau 0,5 dén 2 gid. Thoi gian ban thai tir 1 dén
3 gio.

Do anh hudng clia dopadecarboxylase cé mat & niém mac rudt va mau, mot
lwong 1&n levodopa duuoc hap thu sé chuyén thanh dopamin.* Tdc dung khéng
mong muén:

Do phan I&n levodopa khéng qua duoc hang rao mau ndo nén luvong dopa va ca
noradrenalin & ngoai bién tang cao, 1a nguyén nhan gy ra céc tai bién. CS thé gap
trén 90% nguudi dung thudc:

Réi loan tiéu héa: ndn, chan &n, giam can

Dong tac bat thudong xuat hién & miéng — luwdi — mat, cac chi, c6, gdy. ngudi nhiéu
tudi it gap hon

R&i loan tam than: trdm cdm, 10 1an, hoang tudng

Réi loan tim mach: thuong gap tut huyét ap khi dirng; sau d6 loan nhip, suy mach
vanh, suy tim.

* dp dung ldm sang: thudc va liéu dung

+ Levodopa (Dopar, Larodopa) vién 100 — 250 hodc 500 mg

Chi dinh nghiém ngat, theo ddi tai bénh vién uéng liéu tang dan, chia nhiéu lan
trong ngay va uéng sau bira an.

Liéu trung binh téi wu tir 3,0 -3,5 g.

Cha y: trong khi dang dung L — dopa:

- Khéng nén dung cac thudc &rc ché monoamin — oxydase (IMAO) vi cé thé gay céc
con tang huyét ap

- Liu cao vitamin B6 (trén 5 mg) s& lam gidm tdc dung L — dopa vi ¢4 thé |lam ting



qua trinh khtr carboxyl ctia L — dopa & ngoai bién.

- Khi udng thudc, nén an it protein dé dam bao hiéu lwc thubc (vi ¢d carrier
chung).

+ Phéi hop levodopa va thudc phong toa dopa decarboxylase

P& gidm su khir carboxyl clia levodopa & ngoai bién, lam tang lvwong levodopa
nhap vao ndo, ta dung phéi hop levodopa véi thudc phong toa dopa
decarboxylase ngoai bién:

- Modopar: vién nang chira 0,6g levodopa va 0,015g bensarrazid, thudc phong toa
dopa decarboxylase (ty & 4/1)

- Sinemet: vién nén 100 va 250mg trong do c6 levodopa va alpha methyl
dopahyrazin hay carbidopa véi ty [é 10/1.

Lidu lvwong do d6 cé thé gidm xudng chi con 0,4 — 2,0g levodopa moi ngay. Moi
tac dung phu cling giam di ro rét.

+ Amantadin (mantadix, Symadin) nang 100 mg / [an x 2 Ian /ngay.

+ Bromocriptin.

+ Pergolid (Permax) vién 0,05mg, 0,25 mg va 1 mg.

+ Selegilin (Eldepryl) vién 5 mg.

2. Cac thudc huy phé giao cam trung wong

Mot s6 triéu chirng ca parkinson nhu run, tang tiét nwdc bot 1a thé hién sy
cudng hé phé giao cdm. Vivay, tir 1au, cdc thudc huy hé phd giao cdm hap thu
qua dudng tiéu hod va thAm nhap vao duwoc hé TKTU da duoc dung diéu tri.
Nhuwng tir khi cé levodopa, céc thudc nay chi dugc dung véi céc thé khédi dau cia
parkinson, hodc phdi hgp vai levodopa, dac biét khi chirng run chiém wu thé.
Nhuwoc diém: cha nhdm thudc nay 1a tic dung khang cholinergic ngoai bién: gidn

doéng tlr, khd miéng, tdo bon. Vi vay khong dung duoc cho ngudi cd tdng nhan ap,
phi dai tuyén tién liét. Chi cé cdc phan tlr thudc manh amin bac 3 13 duoc hap thu
va thAm dwoc vao TKTU'.

2.1.Logi thién nhién

- Hyoscyamin: 0,1 - 0,5mg

- Atropin sulphat: 0,3 m - 0,6mg

- Scopolamin: 0,25 - 1,0mg

2.2.Loai téng hop

- Trihexyphenydin (Artan, parkinan)



Tac dung huy phd giao cdm, chdng parkinson kém atropin, nhwng it déc. Vién 2mg
va 5mg. U6ng 6 12mg / ngay, chia lam nhiéu lan,

- Dietazin (Diparcol)

La dan xuat clia phenothiazin, cé tac dung liét hach, huy phé giao cdm, huy giao
cam, khang histamin va chéng co that. Ngoai ra con cé thém tac dung ha nhiét,
giam dau va an than nhe. Tac dung rat tot d6i vdi chirng run cla bénh.

Tac dung khéng mong mudn: chdng mat, mo mang, té tay chan, tdo bon.

Lidu lwong: udng mai ngay 0,05g; ting dan t&i 0,5 -1,0g.

- Cdc thuéc khdc

- Procyclindin (Kemadrin): 5,0 - 20mg / ngay.

- Orphenadrin (Disipal): 150 - 400mg / ngay.

- Benztropin (Cogentin): 1,0 - 6,0mg / ngay.

BAI12. THUOC AN THAN THU YEU

Danh phap :

- Anxiolytics,

- Sédatifs,

- Minor tranquillisers...

1. DAl CUONG :

1.1. Dic diém tac dung chung :

+ C6 tac dung an diu, lam giam canh giac, lam cham cac hoat dong van dong va
lam diu sw bén chén.

+ Cé tac dung an than gidi lo: lam gidm cdc phan &ng xdc cdm thai qua va giam
cdng thang tam than.

+ Chi c6 tdc dung gay ngd khi mat ngti cé lién quan dén sy lo du, bon chon.

+ C6 thé co tac dung gdy mé & liéu cao ( mdt s6 Benzodiazepin - BZD).

+ Chéng co giat.



+ Gian co do tac dung trung wong ( xem bai Thuéc gidn co')

+ [t 4nh hudng dén hé TKTV va khong gay hoi chirng ngoai bé thap nhu nhém
thuéc an than cha yéu.

1.2. Phan loai :

+ Dan xuét BZD

+ Meprobamat

+ Cac thudc an than khang histamin...

+ Cac dan xuat khac : buspiron, etifoxin...

2. DAN XUAT BENZODIAZEPIN :

2.1. Dwoc dong hoc :

+ B3n chat base yéu. Hap thu t6t qua dng tiéu hod, dat Cmax. sau khi uéng 1/2 - 8
h

+ Gan vao protein huyét twong : 70% ( alprazolam ) — 99 % (diazepam). Qua dugc
hang rao rau thai, sita me.

+ Chuyén hod chu yéu & gan.

+ Thai trir ch yéu qua than. Khéng cé chu ky gan - rudt.

Cmax. = maximum concentration

2.2. Tac dung dworcly :

2.2.1. Trén thédn kinh trung wong :

+ An than, gidi lo, chdng hung han.

+ Lam dé ngl ( udng vé dém gay mdt giac ngl nhe nhang, dé chiu, it tac dung phu
)

+ Chéng co giat, chéng dong kinh ( dong kinh con bé, déng kinh lién tuc : can tiém
IV ). Riéng flurazepamgay co giat @ meo.

+ Gian co.

+1 s6 BZD c6 tac dung gdy mé : diazepam, lorazepam, midazolam...

+ Ngoai ra con lam suy yéu ky &rc mdi ( tri nhé ngan han ), tré ngai ky e cii ( tri
nhd& dai han ).

2.2.2. Tdc dung ngogi bién :

+ Gidn mach vanh khi tiém IV. Con gay gidm nhe HA, chéng loan nhip that.

+ C6 thé& gay gidam nhe ho hap khi tiém IV.



+ Liéu cao phong téa than kinh - co, gdy nhuwoc co.

2.3. Co’ ché tac dung :

BZD gan trén cac Rp ddc hiéu véi nd trén hé TKTW ( & vo ndo, vung ca ngua, thé
van, vung dudi doi, hanh n3o, dac biét |a & hé théng luwdi, hé vién va cd & tly sdng
). Cac Rp clia BZD cé lién quan chit ché& vé gidi phau va chirc phan véi Rp cla
GABA.

Cé 3 loai Rp GABA : Rp GABA-A, B va C. Trén cac BN suy nhuoc than kinh, khi
khéng cé BZD, cac Rp clia BZD bi mét protein ndi sinh chiém gitt, lam cho GABA(
g-amino butyric acid ) khong gan duoc vao Rp clia hé GABA-nergic, lam cho kénh
ClOcta neuron khép lai BN mat ngd.

Khi c6 mat BZD, do BZD c6 ai luc v&i Rp manh hon protein ndi sinh, nén BZD sé
day protein ndi sinh va chiém lai duwoc Rp, do d6 GABA md&i gan dugc vao Rp clia
né va lam ma& kénh CIO; CIO di tr bén ngoai vao bén trong té bao gy hién tugng
wu cuc hda - re ché TKTW.

BZD lam 4 ai lwc chia Rp GABA v¢&i GABA va lam 4 lwgng GABA trong ndo. BZD
con lam {, hoat lyc cla cac neuron noradrenalin & liém den trén hé adrenergic
trung wong va lam { téc dé tai tao cta NA.

2.4. Tac dung khéng mong muédn :

+ Liéu cao ( liéu gdy ngl ) : gdy gidm tri nhé, ué o0ai, déng tac thiéu chinh xac, I
lan, miéng kho, dang, nhip thd cham, giam truong luc co...

+ Doi khi gdy tac dung nguoc vé tdm than : hung hdng, kich ddng, 4c méng, lo
lang, nhip tim nhanh, vd mo hoi, sdng khodi, that diéu, o gidc, chdng mat, suy
nhuoc, mudn tuy tir...

+ Giam ham muén tinh duc, dau khép, mét méi...

+ C6 thé gy quen thudc, nghién thudc, hoi chirng cai thudc ( khi cat thudc dot
ngdt & ngudi nghién thuéc ).

2.5. Chi dinh I1am sang :

+ CAc trang thoi lo 1ang, cing thang ( & bénh nhan suy nhuoc than kinh, lo 1ang
trudc mo, kich thich sau mé...) : alprazolam, clordiazepoxid, diazepam,
oxazepam...

+ Cdc trang thoi co giat ( do thudc, san giat, s6t cao & tré em ), dong kinh con bé
lién tuc : clorazepam, diazepam, lorazepam...

+ Cdc chirng mat ngu, truwdc khi gdy mé : flunitrazepam, diazepam, nitrazepam,



triazolam.

+ Coc chirng dau, co cirng co do co that ( trong ting huyét ap, nhdi mau co tim...):
diazepam, tetrazepam...

2.6. Chdng chi dinh :

+ Suy hd hap, nhugc co.

+ Suy gan, suy than, suy nhugc toan than.

+ Phu ni¥ c6 thai hodc cho con bu, tré em < 6 thang tudi ( (rc ché hé hap ) ( hoac
tré em < 16 tudi : d6i v&i nordazepam)

+ Tang nhan 4p (glaucoma ), truy tim mach ( d6i véi flunitrazepam )

+ Thén trong : |am viéc trén cao, li xe, dirng mdy chuyén dong...

2.7. Nguyén tac chung khi st dung cac BZD :

+ Liu lvong thuéc phu thudc tirng cé thé, khdng cé liéu chung cho moi ngudi.
+ Phan chia liéu trong ngay cho phu hop.

+ Dung thudc gidi han tirng dot (1 tuan - 3 thang) dé tranh 1é thudc thudc.

+ Tranh phéi hgp vdi cac thudce e ché TKTW khdc.

Bang 2a : Cac ché pham BZD hay dung
Bang 2b : Cac ché pham BZD hay dung
Bang 2c : Cac ché pham BZD hay dung
Bang 2d : Cac ché pham BZD hay dung
Bang 2e : Cac ché pham BZD hay dung

2.9. Mét sd dan chat BZD khac :

+ Bromazepam ( BD : lexomil, lexotan, liketam..)

+ Clobazam ( BD : frisin, urbanol, urbanyl...)

+ Cloxazolam ( TK: cloxazolazepam )( BD: betavel, elum, enadel, lubalix )
+ Clotiazepam ( BD : rise, rize, veratran...);

+ Medazepam ( BD : ansilan, benson, diepin, metonas, raporan... )

+ Flurazepam ( apo-flurazepam, fluzepam...)

+ Lormetazepam ( loramet, minias... );

+ Midazolam ( hypnovel, versed... ).

+ Medazepam...



+ Nordazepam ( TK : desmethyldiazepam ), ( BD : nordax, praxadium, vegesan ).
+ Oxazolam ( BD : convertal, hializan, quiadon, serenal...)

+ Pinazepam ( BD : domar, duna...)

+ Prazepam ( BD : demetrin, reapam...)

3. MEPROBAMAT :

3.1. Tén khac : meprotanum, procalmadiol

3.2. Biét dwoc : andaxin, arcoban, bamo, equanil, palpipax, pax, protran...

3.3. Pac diém tac dung :

Tac dung & gilra barbbiurat va BZD. Cac chi dinh, chdng chi dinh, tac dung khong
mong muén : nhu BZD. Nay it dung.

4. THUOC AN THAN KHANG HISTAMIN :

4.1. bai dién :

Hydroxyzin.

4.1.1. Biét duorc:

atarax, durax, lenopax, masmoran, vistaril...
4.1.2. Tac dung duocly -

- An than.

- Gian co trung vong

- Gian phé quan

- Giam dau

- Chéng rdi loan nhip tim.

4.2. Cac thudc khac : cac thubc khang histamin thé hé |

PHUONG PHAP KE PON

( Dwa theo Quy ché ké don thudc va ban thudc theo don, ban hanh kém theo
Quyét dinh s& 1847/2003/QP-BYT ngay 28/5/2003 )



1. DAI CUONG :

1.1. Khai niém vé don thudc :

Don thudc la mot van ban chuyén mén mang tinh chat phap ly cia ngudi thay
thuéc, quy dinh ché d6 diéu tri, an udng, sinh hoat cho ngudi bénh va quy dinh
ché& d6 pha ché, cap phat, ban thudc cho can bd duoc.

1.2. Nhém thudc phai ké do'n va ban theo don :

+ Thudc gay nghién.

+ Thudc hudng tdm than, tién chat dung lam thuébc.

+ Thudc doc bang A, B.

+ Thudc khang sinh.

+ Thuéc ndi tiét ( trir thudc tranh thai)

+ Thudc tim mach.

+ Dich truyén.

1.3. Yéu ciau ciia mdt don thudc :

+ Can phai ghi day dd tat ca cdc muc trong don. Don thudc phai dugc viét bang
but muc hodc but bi, khdng dworc viét bang but chi.

+ Can phai viét rd rang, dé doc, dé hiéu. Khong dugc viét tat hodc viét cong thirc
hda hoc trong don.

+ Pon viét sai phai viét lai don khéc, khong duogc tay xéa hodc viét dé [én.

+ Don thudc phai duoc in san phan tha tuc hanh chinh trong don trén gidy tét dé
bao dam rd rang, mach lac.

2. THANH PHAN BO'N THUOC :

2.1. Tha tuc hanh chinh :

2.1.1. Tén va dja chi cta co s& y té, bénh vién quan ly don thuéc ( kém theo sé
dién thoai néu cé ) :

2.1.2. Mdu s6, sé thi tw ctia don thuéc :

2.1.3. Ho va tén bénh nhén, tuédi, gidi tinh :

Bénh nhi < 24 thang tudi : can phai ghi rd s6 thang tudi va phai ghi thém tén bé (
hoac me ) sau tén bénh nhan.

2.1.4. Dia chi ngwo'i bénh :

+ Thanh phd : s6 nha, dudng phé, tén thanh phé.



+ Nong thon : thén ( xom ), x&, huyén, tinh.

2.1.5. Chén dodn :

+Chan doan xac dinh: xo gan khoang clra giai doan mat bu.

+ Chan doan so bd : theo ddi loét hanh ta trang.

+ Ghi triéu chirng, héi chirng chinh : s6t cao chua rd nguyén nhan...

+ V@i nhitng bénh c6 anh hudng 1&n tédi tam ly cia bénh nhan va nhirng nguoi
xung quanh thi ghi cac ky hiéu ctia bénh :

Vidu : Ung thu: K ( cancer ); Giang mai: siphylis, e ( ep-si-lon ); Lao : tbg, j...
2.1.6. Ngay thdng ké don :2.1.7. Ho va tén, chi¥ ky cua nguwdi thay thudc :

2.2. Phan chuyén mén :

2.2.1. Tén thuéc :

* Phai ghi tén thuéc theo danh phap quéc té ( INN, DCI ) véi thubc c6 mét thanh
phan hodc tén biét duoc dang lwu hanh trén thj treong néu thube cd nhiéu thanh
phan. Khéng dugc viét tat, viét cdng thirc hda hoc.

+ Thudc c6 mot thanh phan : amoxicilin, cimetidin, omeprazol...

+ Tén biét dwgc néu thudc cé nhiéu thanh phan : becozym, homtamin,
thalamonal...

* Moi tén thudc phai ghi vao mot dong, chi cai dau tién viét in hoa.

* Néu trong don thudc cé nhiéu loai thudc thi can ghi theo thi ty :

- Vi thuéc chinh cé tac dung chira bénh.

- Thudc lam téng tac dung cha thudc chinh.

- Thudc diéu tri triéu chirng ( néu cd ).

- Thudc b6i dudng toan than.

2.2.2. Ham lwong thuéc :

* Ham luvong thudc : 1a lvgng thudc nguyén chat cé trong mot don vi thanh pham.
Trong don thudc, ham lvong thudc duoc ghi ngay bén canh tén thudc trén cung
mot dong.

*Vidu:

- Gentamicin 80 mg

- Atropin 0,25 mg.

- Penicilin G 1.000.000 1U

2.2.3. Liéu lwong thuédc ( téng liéu ) :

* La lwgng thubc dung trong ca dot diéu tri.



*Vidu:

- Amoxicilin 0,50 g - 50 vién.

- Vitamin C 0,10 g “ 100 vién.

2.2.4. Cdch diing thuéc :

+ Pudng dung : udng hay tiém, thut hdu mén, bdi, dat hau mén...

+ Liu lwong thuéc cho mét [an dung va sé [an dung trong ngay.

* Cha y khi ké don thudc hwdng tdm than, tién chat dung lam thudc thi phai viét
thém s6 0 & phia trwdc néu sé lwgng thubce chi cé mot con s6.

VD: Diazepam 5 mg " 05 vién

+ Nhi¥ng chi din dic biét : ngdm dudi ludi; nubt, khdng dwoc nhai vién thudc;
udng luc no; udng trwdc khi di ngu; tiém bap sau; tiém tinh mach cham; thir phan
rng truwdce khi tiém ...

2.2.5. L&i déin cda thdy thuéc :

*Vidu : ké don cho bénh nhan thap tim én dinh.

Aspirin pH8 0,50 g “ 50 vién.

Udng mbi lan 2 vién, ngay 3 Ian, sau bira &n.

Ldi ddn : P& nghi mién lao dong ddng nang mot thang.

3. MOT SO QUY PINH KHI KE PON :

3.1.Ponvi:

3.1.1. Trong lwong :

* Hay dung : gam. Vi du : 0,5 gam viét 1a 0,5 g hoic 0,50.

* Pon vi nhé qua : miligam ( mg ), microgam ( mcg, mg)

* Cha y : khéng viét dang phan s ( 1/4 mg ) ma viét 0,25 mg.

3.1.2. Thé tich : mililit (ml ).

* Vi du : siro nutroplex " 120 ml.

* Néu sb lwvong nhiéu : thia ca-phé hoic thia canh ( nay it dung)

- 1 thia ca-phé » 5 ml;

- 1 thia canh » 15 ml.

* Né&u thé tich qua nho thi dung giot ( ghi bang chir s6 La M3 hoic ghi bang chir
).

3.2. Trong trudng ho'p dac biét, can phai ké don liéu cao hon liéu binh thuéng,
thay thudc phai viét lieu lwgng thudc bang chir ( chir cai dau tién viét in hoa),
kém theo chir "Téi cho liéu nay" va ky tén bén canh.



+ Vi du : ké don cho mot bénh nhan bi nhiém doc Wofatox :

Atropin 1 mg ~ Ndm muoi dng

( Toi cho liéu nay )

( Ky tén)

Tiém tinh mach Hai 8ng, sau d6 ct 10 ph tiém nhac lai Mat 6ng cho tdi khi c6
biéu hién gidn déng tlr, khé miéng.

* Chu y : khi stra chita don thay thuéc cling phai ky tén xdc nhan bén canh
3.3. Khi ké don cho bénh nhan cap clru, thay thudc phai ghi thém chir "Cép curu"
va ngay, gio cap clru vao goc trén bén trai cia don thubc roéi ky tén bén canh.
Cédp ctru 21h00 ngay 10/2/2005

Bac si

( Ky tén)

3.4. Thoi gian dung thudc :

- Khéng duwoc ké don so lugng thudc dung qua muei ( 10 ) ngay d6i véi thubc
hudng tdm than.

4. PHU LUC :

4.1. Phu luc 1 ( Ban hanh kém theo Quyét dinh s6 1847/2003/QP-BYT ngay
28/5/2003 ) :

* Hwé'ng dan phu luc 1:

+K/thwdc : 1/2 trang gidy A4 ngang.

+ Gidy trang, chit in den.

+ Muc bac si kham bénh : ky tén, ghi rd hoc vi, ho tén, dong dadu don vi kham
bénh.

+ Don duwoc sir dung dé ké don thudc thudng, thudc ddc bang A, B va thudc
huwéng tdm than, tién chat dung lam thudc.

PHU'O'NG PHAP KE DPO'N THUOC POC VA THUOC GAY NGHIEN

1. Pon thudc phai ghi theo mau quy dinh :

+ Thuéc doc A, B :dung mau MS : 17D/BV-01

(phuluc1).

+ Thudc gy nghiénphai duoc ké don riéng ( phu luc 2 : MS : 20D/BV-01 ), m6t
don 2 ban dé nguwdi bénh gilr 01 ban, noi ban thudc lwu 01 ban, co s& khdm chira



bénh lvu phan géc cha don.

+ Pon thudc duwoc dédng thanh quyén, moi to déu cé ghi sd thir ty.

2. N6i dung dorn can tuin theo céc quy dinh sau :

+ V@i cac thudc doc badng A va thudc gy nghién thi liéu lwong thudc phai viét
bang chi¥ va chir cai dau tién phai viét in hoa.

+ Liéu lwvong thudc ddc bang B phai viét thém sé 0 & phia trwé'c néu sé lwong
thudc chi c6 mét con sé.

+ Thé&i gian dung thudc :

- Khdng duwoc ké don thudc doc A, B qua murei ( 10 ) ngay.

- Cac thudc gay nghién khéng dwoc ké don qua bay ( 07 ) ngay. Riéng morphin
hydroclorid dang 6ng 10 mg/1 ml khéng qua ndm ( 05 ) ngay cho bé&nh nhan ung
thu str dung liéu 2 30 mg/24h.

CAC DANG THUGC

HAY DUNG

TRONG LAM SANG

1- PHUONG PHAP KE DO'N CAC DANG THUGC UONG :

1.1. Dang thuéc léng :

1.1.1. Dung dich ( solutiones ) :

Vi du hydrosol polyvitamin, camphosol, nikethamid ... Cht y s6 giot phai ghi bang
chit s6 La M3 ( XX giot)( hodc ghi bang chit ) khdng dugc ghi bing chit s& A Rap.
1.1.2. Poxio ( potio ):

+ Vi du : poxio c6n qué :

- Con qué : 4 ml.

- C6n 900 : 20 ml.

-Sird don : 20 ml.

- Nuéc cat vira da : 100 ml.

Hoa con qué vdi con, thém sird, khudy déu. Thém nudc vira dd 100 ml. Trén déu,
déng chai, dan nhan "poxio cén qué ".

1.1.3. Siro ( sirup ):

Vi du siro nutroplex lo 60 - 120 ml, siro ventolin ( salbutamol sulfat ) 40 mg/100
ml...

1.1.4. Hén dich ( huyén dich - suspensiones ).

Vi du hon dich teldan ( terfenadin ), lo 720 mg/120 ml.



1.2. Dang thudc ran :

1.2.1. Thuébc bét ( pulveres ) :

Vidu : don sé 12, géi 100 g;

glucose, goi 100 g...

1.2.2. Thuéc nang ( capsule ) :

* Dya theo ban chat vé nang, ngudi ta phan biét 2 loai :

+ Nang tinh bot ( vién nhén ) : diéu ché bang tinh bot. Ngay nay it dung do dé hut
am, nang to kho nuét, chira duoc it thudc.

+ Nang gelatin : vo nang dugc diéu ché bang gelatin dwoc dung. Tuy theo thé chat
vo nang ma chia lam hai loai :

- Nang mém : Vi du homtamin, pharmagel ...

- Nang cirng ( vién nhdéng ) : Vi du nang doxycyclin ...

1.2.3. Vién nén ( tablet ) :

+ Vién ngam, vién dat dudi ludi : vién nitroglycerin, vién bac ha...

+ Vién pha thanh dung dich :

+ Vién sui bot : Vi du vién supradyn, berocca...

+ Vién pha thanh hon dich :

+ Vién nén phu khoa : klion-D ( 100 mg metronidazol + 100 mg miconazol nitrat )
+ Vién tac dung kéo dai ( ky hiéu LA, LP, SR, CR ) : profenid LP 200 mg, voltaren LP
100 mg...

* P& phat huy day dd tdc dung cta vién nén, nén uéng thudc cach xa bira an (
khoang 1 gi¢ trudc bira an hodc 2 gid sau khi dn, trir nhirng thudc kich &rng da day
) v&i mot cdc nuwdce ( khoang 200 ml ). Béi véi ngudi ¢d tudi va tré em, nén dung
vién pha thanh dung dich, vién pha hén dich, vién sui bot...

2- PHUONG PHAP KE DON CAC DANG THUGOC TIEM, THUOC NHO MAT, THUOC
DUNG NGOAI, THUOC PAT :

2.1. Thuéc tiém :

Vi du : spartein, morphin, gentamicin, terneurin H 5.000, tilcotil...

* Tuy theo liéu dung, chia 2 loai :

+ Loai dugc tiém vdi liéu lvong nhd (1-2-5-10-20 ml ) dé diéu tri hodc chan
doan. Vi du : strychnin 1 mg, morphin 10 mg ...

+ Loai dwoc tiém vdi lieu lwgng I&n ( 500 - 1.000 - 2.000 ml ) dé tai lap thang bang



kiém toan, thang bang dién giai hodc dé cung cap ndng luvgng cho co thé. Loai nay
con goi la dung dich tiém truyén.

Vi du : moriamin 500 ml,

dextrose 5 %/500 ml...

* Chu y khi ké don :

o \Vidul:

Penicilin G 1.000.000 IU “ 20 lo.

Pha 1 lo Penicilin v&i 5 ml nuéc cat, tiém bap thit; ngay tiém 2 Ian, cach nhau 8
gio. Trude khi tiém lan dau, thir phan &ng ndi bi.

eVidu2:

Chlorpromazin 25 mg * 05 &ng.

Tiém bap thit 01 6ng/ngay.

Tiém xong nam tai givdng 30 phut.

2.2. Thudc dung cho mat :

* Gom thuéc nhé matd dang 1dng ( dung dich, hon dich ) dung theo giot va thuéc
tra matd dang mém hay ran ( thuéc bot, thudc me ).

* Ngoai dang thudc nhé mat qui wdc, ngay nay con cé cac mang nhin khoa, cac hé
diéu trj.

Vd : hé ocusert chira pilocarpin gidi phong déu dan DC lién tuc 7 ngay lién ( dé
diéu trj Glaucoma ).

* Cach ké don :

Tobradex " 5 ml

Nhé vao mat | giot/lan, ngay 4 lan, cach nhau 4 - 6 gio.

2.3. Thudc dung ngoai :

* Thu6c dung ngoai gdbm nhiéu dang thudc khac nhau : thuéc bét, thudc [dng (
dung dich, hon dich, nhii twong ), thuéc me, kem bdi da... Phan nay chi trinh bay
thudc md.

Thudc m& la dang thuéc cé thé chat mém, dung bdi Ién da hay niém mac dé bao
vé da, chita bénh ngoai da hodc dwa thuéc thdm qua da vao cac co quan trong co

~

the.

* Cach ké don:
Profenid gel 2,5 %/60 g “ 1 tub.



Thoa nhe 2 [an/ngay trén vung da bj viém.

* Ngoai dang thuéc m& qui udc, ngay nay nguodi ta con dung hé diéu tri qua da
TTS ( transdermal therapeutic system ). Pay la dang thudc tac dung kéo dai trong
d6 DC hoa tan trong mot c6t polyme duwoc gidi phdng cd kiém sodt qua mét mang
ban tham.

Vd : TTS chra nitroglycerin, giai phéng DC kéo dai 5 - 10 ngay. TTS thuong dugc
dén & vung da mdng theo kiéu bing dinh. Chd y ddn bénh nhan chi 16t miéng
thuéc khi thudc d3 hét tac dung.

2.4. Thuéc dat :

* Thudc dat 1a nhirng dang thuéc c6 thé chat mém hodc clirng & nhiét d6 thuwong,
c6 hinh dang thich hop dé dat vao cac hdc ty nhién cda co thé ( hdu mén, &m
dao, niéu dao, 16 mii, 16 tai hodc cdiloro ...)

* Thubc dat thuong sir dung cho cac bénh nhan la tré nho, nguoi gia, bénh nhan
hén mé, nén nhiéu hodc khéng thé udng duoc ...

* Phan loai :

+ Thudc dan ( dé dat truc trang )

+ Thudc trirng ( dé dat 4m dao ). Ngoai ra con cé dang vién nén va nang mém dé
dat am dao.

+ Thudc but chi ( hinh 18i but chi mét dau vot nhon ) dung dé dat niéu dao, tlr
cung, 16 mii, 16 tai hodc cac 16 ro cla co thé.

* P& trdnh phién phirc cho bénh nhan, thudc thwdng duoc dat trudce khi di ngt (
budi trwa, budi téi ), vi vay khi ké don can ghi rd cach dung. Vi du : ké don cho BN
nhiém Trichomonas vaginalis

Klion-D “ 10 vién.

Budi téi trude khi di ngu, dat 1 vién d3 thdm wét vao 4m dao.

*Chuy:

- Phai diéu trj ca 2 vo chong.

- Khéng udng ruou.

- Khéng giao hop trong thoi gian dung thudc.



BAI13. THUOCNGU VA RU’'QU

1. PAI CUONG

Giac ngu 1a nhu ciu rat can thiét cho co thé. O nhitng dong vat bac cao, dé cho
qud trinh séng ¢o

thé dién ra binh thwdng phai cé su luan phién cla hai trang thai thirc va ngu.

Do rc ché than kinh trung wong, thudc ngt tao mot gidc ngl gan giac ngl sinh ly.
Khi dung liéu thap, thuéc gy tdc dung an than, vdi liéu cao c6 thé gdy mé. Thuéc
c6 thé gay ngd ddc va ché t

khi dung & liéu rat cao.

DE chdng mat ngd, 1am gidm trang thai cang thang than kinh... trwdc day thuong
dung barbiturat

va mot s6 thudc ngl khac nhu dan xuat piperidindion, carbamat, ruou,
paraldehyd, dan xuat

benzodiazepin. Ngay nay, hay dung thuéc an t han- gdy ngu loai benzodiazepin vi
it gdy quen thudc va it tac dung khéng mong mudn.

2. BARBITURAT

Cac barbiturat déu la thuéc déc bang B, hién nay it dung.

2.1. Cau tric

Acid barbituric (2, 4, 6 - trioxohexahydropyrimidin) duwoc tao thanh tir acid
malonic v a ure.

Uré acid malonic acid barbituric

Vi [a acid manh, dé bj phan ly nén acid barbituric chua khuéch tan duoc qua mang
sinh hoc va chua cé tac dung. Khi thay H & C 5 bang cac gbc R 1 va R2, dugc cac
barbiturat (la acid yéu, it phan ly) cé tac dung &rc ché than kinh trung uwong.

2.2. Lién quan giira cau trac va tac dung

Khi thay d6i ciu tric, sé anh hudng dén dd ion hda va kha nang tan trong lipid
cla thudc, do d6 mirc dd khuéch tan cda thudc vao ndo va di luc cta thudc déi vai
lipid clia co thé cling bi hay

ddi, nén cudng dé tac dung cling thay déi.

Tac dung s& rat yéu khi chi thay thé mét H & C 5.

N&u thay hai H & C 5 bang cac chudi R 1 va R2 s& tang tac dung gay ngu.



Tac dung trc ché than kinh trung wong s& manh hon khi R 1 va R2 1a chudi nhanh
hodc goc carbua hydro vong hodc chua no.

Khi mdt H & C5 duoc thay bang mot géc phenyl, sé duoc phenobarbital cé tac
dung chdng co giat.

Thay O & C2 bang S, dwoc thiobarbiturat (thiopental) gdy mé nhanh va ngén.

Khi thay H & N1 hodc N3 bang goc methyl ta cé barbiturat (rc ché than kinh trung
wong manh va ngan (hexobarbital).

2.3. Tac dung duoc ly

2.3.1. Trén thén kinh

Barbiturat (rc ché than kinh trung wong. Tuy vao liéu dung, cich dung, tuy trang
thai nguwdi bénh va tuy loai barbiturat ma duwoc tdc dung an than, gdy ngd hoac
gay me.

Barbiturat tao ra gidc ngl gan giéng giac ngu sinh ly, lam cho gidc ngl dén nhanh,
giam lwong toan thé clta giac ngd nghich thudng (pha ngt nhanh, dién n3o dé co
séng nhanh, ngd rat say nhung cé hién tuong van déng nhan cdu nhanh nén pha
nay con duwgc goi la pha ngli c6 van dong nhan cau nhanh), giam ty |é cda gidc ngl
nghich thuéng so vai gidc ngd sinh ly.

Vi liéu gdy mé, barbiturat trc ché tdy séng, lam gidm phan xa da synap va cd thé
lam gidm &p luc dich ndo tuy khi dung & liéu cao.

Barbiturat (vi du phenobarbital) con chéng duoc co giat, chéng dong kinh, do lam
gidm tinh bi kich thich cta vo n3o. Barbiturat déi 1ap v&i con co giat do strychnin,
picrotoxin, cardiazol, déc t6 uén van...

Co ché tac dung:

Gitra hanh n3o va ct ndo sinh tu cé hé ludi cda n3o gitta gdbm phan trudc (phan di
|én) hoat hdéa va phan sau (phan di xudng) cé tinh &rc ché. Barbiturat tac dong
bang cach (rc ché chirc phan cla hé ludi ma vai tro 1a dan dat, chon loc nhitng
théng tin tir ngoai bién vao vo n3o. Thubc cé thé ngan can xung tac than kinh qua
cac truc hé ludi - vo ndo, ngoai bién - d6i ndo- vé ndo, hé lvdi - ca ngua, vé ndo-
d6i ndo...

Barbiturat tac dung gian ti€p thong qua GABA, lam tdng thoi lwvgng mad kénh Cl -,
Vi liéu cao, barbiturat tdc dung truc ti€p trén kénh Cl -, gidp mé kénh, Cl - tién ao
at vao trong té bao than kinh, gdy wu cuc hda. Picrotoxin déi lap vdi barbiturat &
kénh Cl -, &rc ché& van chuyén Cl -, gdy co giat.



Barbiturat cé kha nang ting cudng hodc bat chudc tac dung Urc ché synap cla
GABA, tuy nhién tinh chon loc kém cac benzodiazepin.

2.3.2. Trén hé théng hé hép

Do (rc ché truc ti€p trung tdm hd hap & hanh ndo nén barbiturat lam gidm bién d6
va tan s6 cac nhip thd. Liéu cao, thudc huy hoai trung tdm hé hap, lam gi am dép
&rng vai CO 2, c6 thé gay nhip

thd Cheyne- Stockes.

Ho, hat hoi, nac va co that thanh quan Ia nhitng dau hiéu cé thé gdp, khi dung
barbiturat gdy mé. Cac barbiturat lam giam s dung oxy & ndo trong lic gdy mé
(do trc ché hoat ddng ctia neuron).

2.3.3. Trén hé théng tuén hodn

Véi lidu gdy ngl barbiturat it anh huwdng dén tudn hoan. Liéu gdy mé, thuéc lam
giam luvu lvgng tim va ha huyét ap. Barbiturat (rc ché tim & liéu doc.

2.4. Doc tinh

Trong bai nay ching téi chi dé cdp dén déc tinh cha phenobarbital, mét b
arbiturat con dwgc dung nhiéu trén lam sang.

2.4.1. Tdc dung khéng mong muén

Khi dung phenobarbital, ti |& ngudi gép cac phan &ng cd hai chiém khoang 1%.

- Toan than: bubdn ngu

- Mau: ¢6 hdng cau khdng 16 trong méu ngoai vi.

- Than kinh: rung giat nhan cau, mat diéu hoa ddng tac, bi kich thich, lo sg, It 1an
(hay gap & ngudi bénh cao tudi).

- Da: ndi man do di rng (hay gap & ngudi bénh tré tudi). Hiém gap hdi chirng dau
khép, réi loan chuyén hda porphyrin do phenobarbital.

2.4.2. Ngé déc cap

Ngd doc cap pheno barbital phan Ién do ngudi bénh udng thudc véi muc dich tu
tlr. V&i liéu gdp 5- 10 Ian liu ngd, thubc cé thé gy nguy hiém dén tinh mang. T
vong thudng xay ra khi néng d6 phenobarbital trong mau cao hon 80 microgam /
ml.

2.4.2.1. Triéu chirng nhiém déc

- Ngudi bénh bubn ngd, mat dan phan xa. Néu ngd ddc nang cd thé mat hét phan
xa gan xuong, ké ca phan xa gidc mac.

- Dong tlr gidn, nhung van con phan xa vaéi anh sang (chi mat néu ngudi bénh ngat



th& do tut lwdi hodc suy hd hap).

- Gidn mach da va cé thé ha t han nhiét (vi thuéc lam gidm chuyén hda chung nén
gay giam sinh nhiét).

- Réi loan ho hap, nhip thd chdm va ndng, giam luu lwgng hé hap, gidm thong khi
phé nang.

- R&i loan tuan hoan: giam huyét ap, truy tim mach. Cuéi cung, ngudi bénh bi hon
mé va chét do liét hd hap, phu ndo, suy than cap.

2.4.2.2. X tri

XU tri cAp ciru phu thudc vao mic dd ndng khi bénh nhan vao vién: loai bd chat
ddc trude hay héi stre trude.

- Ddm bao théng khi: d&t 6ng ndi khi quan, hat dom, hé hdp nhan tao, mé khi
quan néu cé phu thiét hau, thanh mon.

- Han ché ngd doc:

. Rlra da day bang dung dich NaCl 0,9% hodc KMnO 4 0,1%, ngay ca khi da ngd doc
tlr 1au vi khi ngd ddc barbiturat, nhu déng da day bi giam nén thudc & lai lau trong
da day.

Lay dich rira da day & lan dau dé xét nghiém doc c hat.

. UBng than hoat dé ting dao thai thudc va rdt ngan thdi gian hdn mé hodc thudc
tay sorbitol 1 -2

g/ke.

- Tang dao thai:

. Gay bai niéu cudng birc: truyén dung dich man dang trwong hodc dung dich
glucose 5% (4 - 6 lit/ ngay)

Dung thudc lgi niéu thadm tha u (truyén tinh mach cham dung dich manitol 100 g/
lit) dé& tang thai barbiturat.

. Base hod huyét twong: truyén tinh mach dung dich base natribicarbonat 0,14%
(0,5 -1 lit)

. Loc ngoai than: |1a bién phép thai trir chat doc rat cé hiéu qua nhung khdng phai
& t uyén nao ciing cd thé lam duoc, gid thanh cao.

. Khi bénh nhan ngd ddc ndng, néng do barbiturat trong mau cao nén chay than
nhan tao (phai dam bao huyét ap bang truyén dich, dopamin hay noradrenalin).

. O nhitng bénh nhan cé tut huyét 4p, suy vanh hodc suy t im, loc mang bung s& cé
hiéu qua hon than nhan tao.



- Dam bdo tuan hoan.

. H6i phuc nudc dién giai, thang bang acid base.

. Néu truy mach: chéng séc, truyén noradrenalin, plasma, mau.

- Chéng boi nhiém, chu y téi cong tac hd Iy va chdm séc dic biét trong t rudong
hop bénh nhan bi hon mé.

2.4.3. Ngé déc man tinh

Ngd ddc man tinh barbiturat thudng gap & cac bénh nhan lam dung thuéc dan
dén nghién thudc. Biéu hién cla ngd déc gdm cac triéu chirng: co giat, hoang loan
tinh than, mé sang...

2.5. Twong tac thudc

- Barbiturat gdy cdm &rng manh microsom gan, do d6 s& lam giam tac dung cutia
nhirng thudc duwoc chuyén héa qua microsom gan khi dung phdi hop, vi du nhu
dung phenobarbital cing véi sulfamid chdng déi thdo duwdng, thudc chéng thu
thai, estrogen, griseofulvin, cort ison, corticoid téng hop, diphenylhydantoin, dan
xuat cumarin, aminazin, diazepam, doxycyclin, lidocain, vitamin D, digitalin...

- C6 mét sb thudc cé thé lam thay d6i tac dung cda barbiturat nhu ruqu ethylic,
reserpin, aminazin, haloperidol, thuéc chéng dda i thdo dudng, thudc trc ché
microsom gan (cimetidin, cloramphenicol...) |am tang gidc ngu barbiturat.

3. DAN XUAT BENZODIAZEPIN

Puoc téng hop tir 1956, ngay nay duwoc dung nhiéu hon barbiturat vi it déc, it
twong tac véi thudc khac. Benzodiazepin cé tac dung an than, giai lo, lam dé ngQ,
gian co va chéng co giat. Thudng dung dé chira mat ngl hodc kho di vao gidc ngt
do wu tuv lo I3ng (xem bai"Thuéc binh than").

4. RUQU

4.1. Reou ethylic (ethanol)

4.1.1. Tac dung

- Than kinh trung wong: rwgu e ché than kinh trun g vong. Tac dung clia rugu
trén than kinh trung wong phu thudc vao néng dé rugu trong mau: & ndong do
thap ruou cé tdc dung an than, lam gidm lo du, & néng d6 cao hon ruou gay roi
loan tdm than, mat diéu hoa, khéng ty chi duoc hanh

ddng va cé thé bji hdon mé, &rc ché hé hap, nguy hiém dén tinh mang khi néng d6
rwou trong mau qua cao.

Co ché tac dung: Trudc day ngudi ta cho rang tac dung e ché than kinh trung



uwong la do ruwqu lam tan ra |&p lipid cda mang, nén anh hudng dén hoat dong cua
cac kénh ion va cac prote in tdc dong trén cac kénh.

Nhi*ng nghién ctru gan day cho thay rueou lam tang kha ndng gan clia GABA trén
receptor GABAA. Ruwgu con tdc dong trén receptor NMDA glutamat (N - methyl-
D- aspartat), trc ché khd ndng mé kénh Ca ++ cla glutamat.

- Tai chd: khi b6i ngo ai da ruqu cé tac dung sat khuan, t6t nhat 1a ruwou 70 0.
Rugu 900 lam d6ng protein & da, lam hep cac 16 tiét md hdi, do d6é rwou khong
tham sau vao trong da duoc.

- Tim mach: rwgu nhe it anh hudng dén tim mach. Dung rwgu manh trong thoi
gian dai cé thé gay gian co tim, phi dai tAm that va xo hda.

- Tiéu héa: rwou nhe (dudi 10 0) Iam tang tiét dich vi, dich vi cé nhiéu acid va it
pepsin, tang nhu déng rudt, tdng khd nang hap thu thic an & niém mac ruét. Vi
vay, dung rou nhe cé diéu do s& lam tang thé trong.

Nguoc lai, rugu 20 0 e ché sy bai tiét dich vi. Rwou manh (40 0) gay viém niém
mac da day (do anh hwédng t&i I1&p chat nhay & da day), nén, co that ving ha vi,
lam gidm su hap thu cia mét s6 thudc qua rudt.

- Co tron: do trc ché trung tdm van mach nén ruou gay g idn mach. Tac dung gian
mach cla rwgu con do kha ndng lam gian co tron cla acetaldehyd (chat chuyén
hda cla rugu). Do dé, nguwoi ngd

ddc rugu dé bj ha than nhiét va khi gdp lanh dé bi chét cong. Ruwou con lam gidn
co tlr cung.

4.1.2. Dwg’c déng hoc

Rugu hap thu nhanh qua dwong tiéu hoa. Sau khi udng 30 phut, requ dat nong
dd toi da trong mau. Thire an lam gidm hap thu rwou.

Sau khi hap thu, regu dugc phan phdi nhanh vao céc té chire va dich cla co thé
(qua duwoc rau thai). Ndng d6 rugu trong t6 chire tvong dwong v ¢i ndng d6 trong
mau.

Trén 90% ruou duwoc oxy hda & gan, phan con lai duoc thai trir nguyén ven qua
phdi va than. C6 2 con duwdng dé chuyén hda rugu thanh acetaldehyd.

- Chuyén héa qua alcool dehydrogenase (ADH): (1a con duwdng chinh). ADH la mot
enzym chira k&m, cé nhiéu & gan. Nguoi ta con tim thady ADH & n3o va da day.
ADH chuyén ruou thanh acetaldehyd véi sy tham gia cia NAD + (nicotinamid
adenin dinucleotid).



- Chuyén héa qua hé microsomal ethanol oxidizing system (MEQOS) khi néng do
rwou trong mau trén 100 mg/ dL (22 mmol/ L), rvou dwgc chuyén hda qua hé
MEOS. O nhitng ngudi nghién ruou, hoat tinh cla cac enzym ting 1én, 1am ting
chuyén héa cuta chinh rugu va mét sé thudc dwoc chuyén hda qua hé nay nhu
phenobarbital, meprobamat, carbamazepin, diphenylhydantoin. ..

4.1.3. Ung dung cua ruo'u

- Ngoai da: dung dé sat khuan

- Gidm dau: cé thé tiém ruou vao day than kinh bj viém dé giam dau.

4.1.4. Ngé déc man

o nhitng ngudi dung ruou lau dai, mét sé co quan nhu gan, than kinh, da day, tim
mach... s& bj tén thuong.

- Gan dé bj viém, nhiém m& gan, xo gan. Phu nit dé nhay cam véi doc tinh cla
rwou hon nam gidi.

- Rwou lam tang su bai tiét dich vi, dich tuy, anh huédng téi |&p chat nhay & niém
mac dan téi viém da day.

Ngudi nghién rwou hay bij tiéu chay (rwgu gy thuong tén rud t non), chan an, gay
yéu va thiéu mau.

- Viém day than kinh, réi loan tdm than, co giat, gidm kha nang lam viéc tri 6c, mé
sang... thuong gap & ngudi nghién rwgu nang.

- U6ng regu manh va kéo dai, co tim dé bj tén thwong va xo hda. 5% ngudi
nghién ruou bj tang huyét ap.

- Rwou ¢é anh hudng téi hé thdng mién dich (thay d6i sw hda trng dong bach cau,
s6 lwgng té bao limpho T, hoat tinh cia NK (natural killer cell) do d6 ngudi nghién
rwou dé mac cac bénh nhiém khuan nhu viém phéi, lao...

Kha nang bi ung thu mi éng, thwc quan, thanh quan va gan & ngudi nghién reou
thuwong cao hon nguwoi binh thuong.

4.1.5. Diéu tri ngé déc

4.1.5.1. Ngé déc cap

- Rlra da day néu bénh nhan mdi bi ngd doc

- Pam b3o théng khi dé tranh suy hd hap

- Giai quyét tinh trang ha dwdng mdu, tan g ceton mau bang truyén glucose.

- Bénh nhan ndn nhiéu, cé thé dung thém kali (néu chirc phan than binh thuwdng)
- Vitamin B1 va mot s6 vitamin khac nhu acid folic, vitamin B 6 c6 thé |am giam



bdt cac thuwong

tdn than kinh do ruou gay ra.

4.1.5.2. Ngé doéc man tinh

Dung disulfiram dé chita nghién ruou

Disulfiram (tetraethylthiuram) (rc ché aldehyd dehydrogenase, lam tdng néng dé
acetaldehyd

(g4p 5 dén 10 lan) nén gdy doc.

Sau khi udng, khoang 80% disulfiram dwoc hap thu nhanh qua dudong tiéu hoa
nhung ndng dd thudc trong méu thap vi disulfiram bi chuyén hda thanh
diethyldithiocarbamate (chat chuyén hda con tac dung).

Liéu thuwong dung: 250 mg/ ngay (t6i da 500 mg/ ngay) trong 1 - 2 tuan, sau dé
chuyén sang liéu duy tri 125 mg/ ngay (tuy thudc vao mirc dd nhay cdm cha b énh
nhan).

Sau khi dung disulfiram 1 gi®o, nguwdi nghién uéng ruou sé bi dd birng méat, nhirc
dau dir d6i, budn ndn, nén, va mo6 hoi, tut huyét dp va bdi roi. Cac dau hiéu nay co
thé kéo dai tir 30 phut dén vai gid, sau dé bénh nhan ngd thiép di.

Mt s6 thudc nhu metronidazol, cephalosporin, sulfamid chéng dai thdo duong,
khi phdi hop véi rwou ethylic cling gdy nhirng phdn &ng nhu & disulfiram.

Cac nghién ctru gan day cho thay cé thé phdi hop Naltrexon (chat déi khang trén
receptor opioid) vdi disulfiram dé chita nghié n ruwou. Sy phéi hop nay sé lam
gidm duoc doc tinh cta thubc déi vdi

gan. Naltrexon duoc dung 50 mg/ 1an/ ngay.

4.1.6. Twong tdc thuéc

- Cac thudc an than, thudc ngl, chéng co giat, thudc &rc ché tdm than, thudc gidam
dau loai opioid lam tang tac dung cla ruo u trén than kinh trung wong.

- Rwgu lam tang tac dung phu trén duwong tiéu hda nhu viém, loét, chady mau cla
cac thudc chdng viém phi steroid (aspirin...), udng rwou cung vadi paracetamol lam
tang nguy co viém gan.

- Khi uéng kéo dai, rugu gdy cdm rng mot s6 enzym chuyén hda thuéc &
microsom gan, lam tang chuyén hda va gidm hiéu qua diéu tri cia mét sé thudc:
sulfamid ha duwdng huyét, thubc chéng

dong mau loai cumarin, meprobamat, diphenylhydantoin, carbamazepin...

- Do tac dung gidn mach ngoai vi cla ruou, néu udng déng thoi vadi cac thudc



chéng tang huyét

ap, c6 thé cd nguy co gy tut huyét dp dot ngdt qua mirc can thiét.

- Cac thudc ha duwdng huyét nhdm biguanid cé thé gay ting acid lactic mau néu
uéng nhiéu ruqu trong thoi gian diéu tri.

4.2. Methanol (rwgu met hylic)

Loai rugu nay dung trong cong nghiép, khdng dung trong y té vi déc. Trong co
thé, dudi sy xuc tac cla alcool dehydrogenase, methanol dugc oxy hda thanh
formaldehyd rat doc (gdy dau dau, budn ndn, nén, da lanh, hemoglobin niéu va cé
thé dan dén mu né u khong duoc diéu tri kip thoi).

CH30OH - H2CO - HCOO- - CO2+ H20

4.3. Ethylen glycol (CH 20HCH20H)

Puoc sir dung nhiéu trong cdng nghiép, trong may diéu khi ctia xe 6 t6... Khéng
dung trong y té. Khi ngd déc, ethylenglycol cé thé gay acid chuyén hda va suy than
(do l1ang dong cdc tinh thé oxalat & 6ng than).

BAl 14. THUOCTE

1. TINH CHAT CHUNG CUA THUOC TE

1.1. Pinh nghia

Thudc té lam mat cdm giac (dau, nhiét dd) clla mot vung co thé, tai chd dung
thuéc, trong khi chirc phan van dong khéng bi anh huéng.

Carl Koller (1884) dung dung dich cocain dé gay té giac mac, m& dau thoi ky cla
cac thudc té. Ngay nay, vi tinh chat déc va gay nghién cda thudc, cocain d3 dan
dan bj bd. Véi viéc tim ra procain (novocaine), Einhorn (1904) d3 m& dau thoi ky
thi hai, rat quan trong vi dung tiém dé gay té.

1.2. Pac diém cha thudc té tot

Nhiéu thubc co tac dung gay té, nhwng mot thudc té tét can dat duoc cac tiéu
chuan sau:

- Ng&n can hoan toan va dic hiéu sy dan truyén cam gidc.

- Sau tac dung cla thudc, chirc phan than kinh duoc héi phuc hoan toan.

- Thoi gian khai té ngan, thoi gian tac dung thich hop (thudng 1a khoang 60 phut).



- Khong doc, khong kich thich mé va khong gay di rng.

- Tan trong nudc, vitng bén dudi dang dung dich, khi&r khudn xong van con hoat
tinh.

1.3. Lién quan giira cau trac va tac dung

Cac thudc té déu cd cau trac gan gidng nhau, twong ty lidocain, gém ba phan
chinh: cwc wa m&, cuc wa nwdc va chudi trung gian:
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- Cuc va m& 1a nhan thom, cé dnh huwdng dén sy khuéch tan va hiéu lyc cla tac
dung gay té. Tinh wa m& lam tdng ai lwc cda thudc vdi receptor nén lam tang
cuong d6 té; dong thoi lam chdm thuy phan cla cac esterase nén lam kéo dai thoi
gian té. Tuy nhién, ddc tinh cha thudc lai tang.

- Cyc va nudc la nhdm amin bac 3 (— N ) hodc bac 2 (— NH =) quy dinh tinh tan
trong nwdc va su ion hda clia thudc. Nhdm amin 1a chat nhan H + theo phan &ng:
R—NH2 + H20 - R—NH3 + OH

- Chubi trung gian: c6 4 -6 nguyén tl (dai 6 -9nm) anh huwdng dén doc tinh cla
thudc, chuyén hda va thoi gian tac dung cla thubc. Ngoai gidi han d6, tac dung sé
kém dan. Trong chudi nay cé thé

co:

. Nhém mang duwdng néi ester (—COO—, nhu procain) bi thuy phadn nhanh & gan va
mau do cac esterase, nén cé thoi gian tac dung ngan.

. Nhém mang duwong ndi amid (—NH—-CO—-, nhu lidocain), khé bi thuy phan, tac
dung dai.

1.4. Co ché tac dung

Cac thudc té téng hop lam giam tinh thAm clia mang t& bao véi Na + do gan vao
receptor clia kénh Na+ & mat trong clia mang, khac véi cdc doc té thién nhién nhw
tétrodotoxin gan & mat ngoai clia kénh. Nhw vay, thudc té cé tac dung lam “6n



dinh mang”, ngén can Na + di vao té bao, lam té bao khéng kh{r cuc duoc.

Ngoai ra, thudc té con lam gidm tan s6 phdng xung tac clia cic sgi cam giac.

Hau hét cic thudc té déu co pKa 1a 8,0 - 9,0, vi vay, & pH cua dich co thé d éu
phan 1&n & dang cation, 13 dang cé hoat tinh gan vao duoc receptor, nhung lai
khong qua dugc mang té bao nén khéng cé tac dung, vi receptor cla thuéc té
nam & mat trong mang té bao.

Qua trinh thAm nhap qua mang t& bao dé tdi dwoc receptor dién bién nhu so do:

T Kinh Ne' Ngodi 16 bao
L‘)—! Dang base Iy do, qua duge mang 1€ bao
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Hinh 7.1. Qua trinh tham nhap cla thudc té qua mang té bao dé gin vao receptor
Thudc té it c6 hiéu qud @ md nhiém khuan vi & d6 pH thap nén chi cé ty 1é rat
thap thudc té qua dwgc mang.

Mudn lam té nhanh thi can tdng néng d6 cta thuéc. Nhwng khi d6 s& cé hai cho
md va dé dan t&i nhiém doc toan than, cho né n trong thuc hanh, can chon nong
do toi vu.

1.5. Tac dung duoc ly

1.5.1. Tdc dung tai ché:

Thudc té tac dung trén tat ca cac soi than kinh trung wong (cdm gidc, van déng) va
than kinh thuc vat, [an luot tir soi bé dén soi to tuy theo néng dé cla thudc. Th
tw mat cdm giac la dau, lanh, ndng, xic gidc ndng, roi dén xuc gidc sau. Khi hét
thuéc, tac dung hoi phuc theo chiéu nguoc lai.

Tuy theo muc dich 1dm sang ma st dung cac duong dua thuéc khac nhau:

- Gay té bé mat: bdi hodc tham thudc tai cho (0,4 -4%).

- Gay té tham nhiém = tiém dudi da dé thudc ngdm dugc vao tan cung than kinh
(dung dich 0,1 - 1%).



- Gay té dan truyén: tiém thudc vao canh dwdng dan truyén cta than kinh (gay té
than than kinh, phong tda hach, gy té ngoai mang cing, gay té tuy séng (xem so
d o).

xmg Gay 14 ngoi mang cimg
Mang l:n:T:g
Mang nhén
Gay 1& wy sfng

T [ ([«——— Gaytébémat
Géy té din truyén Da

Gay té tiém ngdm

So dé cdc cich gay 8

1.5.2. Tac dung toan thédn

Chi xuat hién khi thuéc té thdm duoc vao vong tuan hoan véi ndng dé hiéu dung:
- Tac dung (rc ché than kinh trung wong xuat hién s&m nhat vdi trung tdm (rc ché
nén gay cac dau hiéu kich thich: bdn chdn, lo au, run co, con co g iat (diéu tri bang
diazepam), mat dinh hudng.

- Uc ché dan truyén than kinh - co gdy nhuoc co, liét hd hap.

- Lam gidn co tron do tac dung liét hach va tac dung truc ti€p trén co tron.

- Trén tim - mach: do tac dung lam “6n dinh mang”, thudc té lam giam tin h kich
thich, gidm dan truyén va giam luc co bdp clia co tim. Co thé gay loan nhip, tham
chi rung tam that.

Trén mach, hau hét gay gian mach, ha huyét ap (trir cocain).

- Trén mau: liéu cao (trén 10 mg/ kg) prilocain tich tu chat chuyén hda O - toluidin
gay oxy hda, bién Hb thanh metHb.

1.6. Tdc dung khéng mong muén va déc tinh

1.6.1. Loai tac dung do thuéc ngdm vao vong tuan hoan vai ndng do cao, gy
nhirng biéu hién than kinh (budn ndn, nén, mat dinh hwdng, déng tac giat rung,



liet h6 hap), hoac tim mach (réi loan dan truyén, bloc nhi that...).

1.6.2. Logi tdc dung ddc hiéu, lién quan dén ki thuat gay té: ha huyét dp, ngirng
hé hdp do gay té tuy séng, ton thwong than kinh do kim tiém dam phai hodc do
thudc chén ép.

1.6.3. Logi phdn trng qud mén hay dj trng phu th uéc vao tirng cd thé. Thudng
gap v&i cac dan xuat co thay thé & vj tri para clia nhan thom (ester clia acid para
aminobenzoic), loai duwdng ndi ester (procain). Rat it gdp vdi loai cé dudng ndi
amid (lidocain).

1.7. Dwgrc déng hoc

Cac thudc té déu la base yéu, it tan trong nwdc, nhung khi két hop véi acid (nhu
HCI) s& cho cdc mudi rat tan va hoan toan 6n dinh (dung dich cé pH acid).

Khdng thAm qua da lanh. Cac thudc té téng hop khé thAm qua niém mac. Gidng
héa va thai trir phu thudc chd yéu vao cu tric. Cac thub c té cé chirc amid (nhu
lidocain) hodc chirc ether (—0-), (nhu quinisocain) chi bj chuyén hod rat it & gan
b&i cyt P 450, phan 1&n thai trir nguyén chat qua than. Téc d6 chuyén hod tir
nhanh dén chadm |a prilocain >etidocain>lidocain>mepivacain>bupivacain. o]
nguwdi binh thudng, t/2 cda lidocain 1a 1,8 gi®; & ngudi suy gan nang cé thé tai
>6gi0y. Cac thubc té co chirc ester (procain) bi thuy phan béi cac esterase cla c3
gan va huyét tuong, nén gidng hod va mat tac dung nhanh, t/2 véi procain chi
khoang 1 phut.

Loai ester bi chuyén hoda thanh para amino benzoic acid (PABA) nén dé gay di ng.
Con loai amid khéng bi chuyén thanh PABA nén rat hiém gay di &ng.

1.8. Twong tdc thudc

- D& khac phuc tac dung gay gidn mach cla thudc té (trir cocain gay co mach),
thuong phoi hop véi adrenalin, nhat 1a khi gay té tham nhiém. Adrenalin lam co
mach, co tac dung ngan can su

ngam thudc té vao tuan hoan chung va kéo dai duoc thoi gian gy té.

- C4c thudc |am tang tac dung cla thudc té: cac thudc gidm dau loai morphin, cac
thu6c an than kinh (clopromazin).

- Cac thudc dé |am ting ddc tinh cla thudc té: quinidin, thuéc phong toa B
adrenergic (Iam réi loan dan truyén co tim).

- Thudc té hiép déng vai tac dung cta cura. Sulfamid d6i khang 2 chiéu vai cac
thudc té dan xuat tir acid para amino b enzoic (nhu procain).



1.9. Ap dung lém sang

1.9.1. Chi dinh

- Gay té bé mat: Viém miéng, viém hong, chuan bj néi soi, str dung trong nhan
khoa.

- Gay té dan truyén: Mot s6 chirng dau, phau thuat chi trén, trong san phu khoa
(gay té ngoai mang cirng).

- Cac chi dinh khéc: Loan nhip tim (xem bai thudc chira loan nhip tim).

1.9.2. Chéng chi dinh

- RGi loan dan truyén co tim

- C6 dj irng (tim nhdm thuéc khéc).

1.9.3. Than trong khi dung thuéc

- Dung dung téng liéu va chon ding ndng d6 t6i wu. Khong dung thudc qud lo 3ng
va khdng vuot quéa 1% néu tiém tuy séng.

- Tiém dung vung can gay té. Khéng tiém vao mach hodc truc tiép vao than kinh.
- Nglrng ngay thuéc néu cé bat ky mét biéu hién bat thwong nao.

2. CAC LOAI THUOC TE THUONG DUNG

2.1. Cocain

Bang A-nghién. Vi vdy nga y cang it dung.

La thudc té duy nhat cé ngudn gdc thue vat (1a ciy Erythroxylon coca) cé nhiéu &
Nam My.

2.1.1. Tac dung

- G4y té: tham qua duoc niém mac, dung trong tai miii hong (dung dich 10 -20%)
hodc khoa mat (dung dich 1-2%).

- Trén than kinh trung von g: gay kich thich, sdng khodi, 3o giac, gidm mét mai (dé
gay nghién). Liéu cao gy run chi va co giat.

- Trén than kinh thyc vat: cuong giao cadm gidn tiép do ngadn can tai thu hoi
noradrenalin & ngon day giao cam, lam tim ddp nhanh, co mach, tidng huyét ap.
2.1.2. Boc tinh

- Cap: co mach manh (tim tai, hoi hop, lo so, dé bi ngat), kich thich than kinh trung
uwong (3o giac, co giat).

- Man: dé gay quen thudc va nghién, mit nhot nhat, dong tl gidn, hoai tlr vach
mui.

2.2. Procain (novocaine)



Bang B. Téng hop (190 5)

- La thudc té mang dudng ndi este, tan trong nuéec.

- Tac dung gay té kém cocain 4 lan, it d6c hon 3 1an.

- Khéng tham qua niém mac, khdng lam co mach, nguoc lai, do cé tdc dung phong
tda hach lai lam gidn mach, ha huyét 4p. Khi gy té nén phdi hop véi a drenalin dé
lam co mach, tang thoi

gian gay té.

- Dung lam thud8c gay té dan truyén, dung dich 1% -2% khéng quéa 3mg/kg can
nang.

- Ddc tinh: dj &ng, co giat roi e ché than kinh trung wong.

- Hién c6 nhiéu thudc tét hon nén ngay cang it dung.

2.3. Lidocain (xylocain): Téng ho'p (1948). Hién diing rét réng ri.

- La thudc té mang duong néi amid, tan trong nwdec.

- La thudc gay té bé mat va gy té dan truyén tét. Tac dung manh hon procain 3
lan, nhwng déc hon hai lan.

- Tac dung nhanh va kéo dai do bi chuyén héa c ham. Hai chat chuyén hda trung
gian 1a monoethylglycin xylidid va glycin xylidid van con tac dung gay té. Vi khdng
gy co mach nén néu dung cung vdi adrenalin, thoi gian tac dung s& 1au ma doc
tinh lai giam.

- Doc tinh:

+ Trén than kinh trung wong: lo du, vat v3, budn nén, nhirc dau, run, co giat va
tram cdm, &rc ché than kinh trung wong.

+ Trén hd hap: thd nhanh, réi khé thd, ngirng hd hap.

+ Trén tim mach: tim dap nhanh, tdng huyét ap, tiép theo la cac dau hiéu &rc ché:
tim dap chadm, ha huyét dp, do tdc dung (rc ché trung wong.

2.4. Bupivacain (Marcain)

La nhédm thudc té cé dudrng ndi amid nhu lidocain. Dung tir 1963.

- Pac diém giy té: thoi gian khdi té cham, tac dung gy té lau, cwdng d6 manh
gap 16 1an procain, néng dd cao phong téa con dong kinh van déng.

- Dung dé gy té tirng vung, gdy té than than kinh, dam rdi than kinh va gay té tuy
séng. Dung dich gay té tly séng cé ty trong 1,020 & 37 0 (6ng 4ml = 20mg
bupivacain clohydrat): tiém tuy séng 3ml & tu thé ngbi, tac dung té va mém co (co



bung, co chi duwdi kéo dai 2-2,5 gi®).

- Dé tan trong m&, gan vao protein huyét tuwong 95%, hoan toan chuyén hda & gan
do Cyt.P 450 va

thai trir qua théan.

- Péc tinh: déc tinh trén tim manh hon lidocain: gay loan nhip that nang va (c ché
co tim, do bupivacain gdn manh vao kénh Na + cla co tim va (rc ché ca trén trung
tam van mach.

- Gay té tirng vung, tuy thudc muc dich, tuy thudc tudi ciia ngudi bénh, dung dung
dich 0,25 - 0,50% (c6 thé kém theo adrenalin dé gay co mach), tiém tir vai ml t&i
20 ml. Tong liéu cho 1 1an gy té khéng vuot q ud 150mg.

2.5. Ethyl clorid (Kéléne) C2H5CI

La dung dich khéng mau, séi & nhiét d6 12 0C. Cé tac dung gdy mé nhung trc ché
manh hé hap, tuan hoan nén khéng dung. Do béc hoi & nhiét dd thap, nén cé tac
dung lam lanh rat nhanh ving

da dwoc phun thudc, gy tac dung té manh, nhwng rat ngan.

- Chi dinh: trich 4p xe, mun nhot, chan thuong thé thao.

- Thuéc dung trong lo thay tinh, c6 van kim loai, dé tién st dung khi phun vao noi
can gay té.

BAI15. THUOC AN THAN KINH VA THUOC
BINH THAN

1. THUOC AN THAN KINH (thudc an thian chi yé&u)

Cdac thudc loai nay cé 3 dic diém co ban :

- Gay trang thai tho o, [anh dam, cai thién dugc cac triéu chirng cla bénh tam
than phan liét.

- C6 thém tac dung (rc ché than kinh thyc vat, gdy ha huyét ap, gidm than nhiét.
- C6 thé gay ra hoi chirng ngoai b thap (héi chirng Parkinson).

Khac véi thubc ngd, cac thudc loai nay du dung vdi liéu cao cling khong gay ngd,



chi cé tac dung gdy mo mang, 1am dé ng.

1.1. Dan xuat phenothiazin va thioxanthen: clopromazin Clorpromazin (Largactil,
plegomazin, Aminazin): thu6c déc bang B. Bot trang xam, rat tan tro ng nwdc,
ruou, cloroform.

Pugc tim ra tir ndm 1952 trong khi nghién ctru cac thudc khang histamin tdng
hop dan xuat clia vong phenothiazin. La thuéc mé dau cho linh virc dugc ly tdm
than.

1.1.1. Tac dung dwoc ly

1.1.1.1. Trén hé than kinh trung wong

- Clopromazin gay trang thai dac biét th o vé tdm than van déng: thuéc khéng cé
tac dung gay ngd, trir vai liéu gan doc, nhung nd 1am gidm cac hoat déng van
déng va cac sy ban tam, vu tv

ma van gilt dwoc twong ddi cac hoat dong vé tri tué va sy canh giac. Liéu rat ca o
cling khéng gay hon mé.

Ngudi dung thubc té ra khéng quan tdm dén moi trudrng xung quanh, khéng biéu
|6 xtic cam, trong khi phan xa tuy va phan xa khong diéu kién véi kich thich dau
van gitr duoc.

- Thudc lam gidm duoc 3o gidc, thao cubng, vat va.

Do d6, thubc cd tac dung vdi bénh tdm than phan liét.

- Cloprozamin gay hoi chirng ngoai bé thap, gidng bénh Parkinson biéu hién bang
dbéng tac cirng do, tang truvong luc.

- Ha than nhiét do rc ché trung tdm diéu nhiét & ha khau n3o.

- Chéng ndn do trc ché trung tdm ndn & san n3o that 4.

- Uc ché trung tam truong lwc giao cdm diéu hoa van mach.

- Trén van dong, liéu cao gay trang thai gilt nguyén thé (catalepsia).

1.1.1.2. Trén hé théng thén kinh thuc vat

Vira c6 tac dung huy pho giao cam vira co tac dung phong toa receptor al
adrenergic ngoai bién. Tac dung huy phé giao cdm thé hién bang nhin m& (d6ng
tlr gidn), tdo bon, gidam tiét dich vi,

giam tiét nwdc bot, md hdi. Tac dung nay rat it xdy ra vdi cac dan xuat cé nhan
piperazin.

Tac dung huy al - adrenergic twong déi cd y ngh Ta, c6 thé phong tda tac dung
tdng ap cla noradrenalin. Vi loai piperazin cé tac dung an tdm than vai liéu thap



nén tac dung huy giao cam rat yéu.

1.1.1.3. Trén hé ndi tiét

- Lam tang tiét prolactin, gy chdy sira va chirng vi to & dan éng.

- Lam gidm tiét F SH va LH, c6 thé gay trc ché phdng no3n va mat kinh.

1.1.1.4. C6 tdc dung khdng histamin H 1, nhung yéu.

1.1.2. Twong tdc thuéc

- Clopromazin lam tang tac dung cGa thudc ngt, thuéc mé, thudc té, thudc gidm
dau loai morphin, thuéc ha huyét dp (nhat la guaneth idin, thudc (rc ché enzym
chuyén angiotensin), ruou.

- Clopromazin déi khdng tac dung véi cac thudc kich thich than kinh tdm than, dac
biét v&i amphetamin va cdc chat gay o giac.

- Giira cac thuéc an than kinh, khdng cé tdc dung hiép déng tang mirc, nhung vé
mat diéu tri cac triéu chirng clia bénh tdm than, cé thé dung phéi hop trong thoi
gian ngan.

1.1.3. Co’ ché'tdc dung

Sinh ly hoc ctia hoat ddng than kinh trung wong va sinh bénh hoc cha réi loan tdm
than (bénh tdm than phan liét) con chua duoc biét rd. Tuy nh ién, nguwdi ta nhan
thay rang su can bang gitta hé dopaminergic trung wong va hé serotoninergic
trung wong cé vai tro quyét dinh dén cac triéu chirng cdia bénh tdm than phan
liét.

Hé dopaminergic (DA) trung wong

Cac thubc cwong hé DA (amphetamin, cocain, DOPA) déu lam tang triéu chirng
bénh.

Cac thubc huy hé DA, dic biét la cac receptor thudéc nhém D 2 (gom D2, D3, D4)
nhu thuéc an than kinh déu lam gidm céc biéu hién cta bénh tdm than.

Hé serotoninergic (5HT) trung uvong

Cé tdi 15 loai receptor SHT, nhitng véi bénh tdm than thi receptor SHT 2 (dac biét
|a 5 HT 2A) cé vai trd quan trong hon ca. Trong ndo, nhan téng hop SHT nhiéu
nhat (cé thé 1a duy nhat) |a cdc nhan Raphe (Raphe nuclei). Cac nhan nay kiém
soat sy tdng hop DA & cd than té bao va sy gidi phdng DA & trwd ¢ xinap cla cac
noron hé DA. Nhin chung, 5HT trc ché gidi phdng DA.

Gia thuyé&t sinh hda vé bénh tdm than phan liét cho rang cac triéu chirng duong
tinh (hoang twdng, ao giac, kich dong, da nghi, y twdng tw cao) la do tang hoat hé



DA & hé vién va mat co ché d iéu hoa nguoc trung wong. Con cac triéu chirc 4m
tinh (cdm xdc cun mon, quan hé kém, vd cam, tu duy triru twong khé khan) la do
réi loan chirc phan vung tran trudc, giam hoat hé DA n3o gitta - vo ndo do tang
hoat hé 5HT 2.

Céc thubc an than kinh cé dién (clorpr omazin, haloperidol) (rc ch€ manh D 2 hon
S5HT nhiéu nén tac dung trén triéu chirng duong tinh manh, it tac dung trén triéu
trirng am tinh, mat khac, gay tac

dung phu ngoai boé thap.

Cac thuéc an than méi (dugc nghién ciru nhiéu tir thap ky 80 cta thé ky 20 tré | ai
day) déu cd cd hai tdc dung phong téa D 2 va 5HT2A va &c ché 5HT2A manh hon
D2 (risperidon) do d6 cai thién dwgc ca triéu chirng 4m tinh va it gay triéu chirng
ngoai bd thap, con vdi triéu chirng dwong tinh thi tac dung nhu thudc cé dién.
Hién cé olanzapin, risperidon...

1.1.4. Dwoc dong hoc

- Hap thu t6t qua duong tiéu hod. Néng dd cao hon 400mg/ml mau thuwong la
doc.

- Thu8c rat wa m&, gan nhiéu vao protein huyét tuwong, tap trung & ndo va té chirc
m&, qua nhau thai dé dang. Thoi gian ban thai 20 -40gid. Hiéu lyc sinh hoc cla
litu mét [an thuwdng ton tai it

nhat 13 24gi® nén chi can dung liéu 1 [an mai ngay.

- Chuyén hoa chi yéu & gan qua qua trinh oxy hod, tao cac chat chuyén hoa hoan
toan mat hodc chi con mét phan hoat tinh.

- Thai trir: chd yéu qua nudc tiéu (dang tan trong nudc, khdng ¢ hoat tinh), phan
khdc qua mat (cd chu ky gan- ruét) va ra phan. Thuéc ton tai lau trong co thé, sau
khi nglrng thuéc 6 -12 thang van con tim thay vét trong chat thai.

1.1.5. Tdc dung khéng mong muén

1.1.5.1. Logi thuong gdp, li én quan dén tinh chat duoc ly cua thudc:

- RGi loan tam ly: chdng mét mai, suy nghi cham chap, trang thai tram cam, 14 1an
(nhat 1a ngudi cé tudi).

- Tut huyét ap khi diérng va nhip tim nhanh, nhat |a khi tiém.

- Khé miéng, nudt kho, bi dai, réi loan diéu ti &t thij luwc, con tdng nhan ap cap, tédo
bén... 1a nhirng diu hiéu huy pho giao cam.

- RGi loan diéu tiét va sinh duc: &c ché phéng noan, vo kinh, chay sita, gidm tinh



duc, tang can.

- H6i chirng ngoai bé thap: thay d6i tuy thudc vao thoi gian diéu tri, vao liédu
lwong, vao thudc phdi hop, vao tudi, gidi...

1.1.5.2. Logi khéng phu thudc vao tdc dung duoc ly.

- Gidm bach cau.

- Vang da tdc mat, xuat hién giira tuan th&r 2 dén th 4. Gidm dan khi ngirng
thudc. C6 thé do phu

né cac dwong dan mat do phan &ng qua man vi khéng phu thudc vao liéu.

- Phan &ng ngoai da: di trng, man cam va&i anh ndng, dong sac to trong tién phong
clla mét.

- Loan nhip tim: nhip nhanh xoang (diéu tri bang propranolol), nhi that phan ly.

- HOi chirng s6t cao &c tinh: sbt cao, da tai nhot, md hdi nh & nhai, trang thai sdc.
Phai lam hoi strc cAp ctru: giltr thang bang nudc va dién giai.

- Tai bién chét d6t ngdt, thuwong xuat hién sau khi tiém. Chua rd nguyén nhan.Co
thé lién quan dé&n huyét khai, viém tac mach.

1.1.6. Ap dung lém sang

Do c6 nhiéu tac dung da dang, clopromazin dwgc dung & nhiéu khoa:

- Khoa tdm than: loan than kinh, tdm than phéan |ap, thao cuéng, hoang tuédng, do
giac.

- Khoa san: san giat (chd y thudc qua duoc rau thai)

- Khoa gay mé: tién mé, gdy mé ha thé nhiét, ha huyét ap.

- Khoa ndi: chén g ndn, chéng dau, an than, chdng rung tim.

- Khoa da liéu: chéng ngtra.

- U6ng 10- 25 mg/ Ian x 2- 4 [an/ ngay. Tiém bap 25 - 50 mg/ Ian x 2- 3 [an/ ngay.
1.2. Dan xuat butyrophenon: Haloperidol

Haloperidol (Haldol) la tiéu biéu cho nhém an than kinh da nin g (polyvalent
neuroleptics) hay an than kinh “chéng triéu chirng duong tinh”
(“antiproductive”), chéng thao cuéng.

Vé cau tric hod hoc, haloperidol gan gidng vadi acid gamma -amin- butyric (GABA)
la chat trung gian hod hoc cla cac qua trinh trc ché trong than kinh trung vong.
Tac dung an tdm than manh Ia

do rc ché receptor dopaminergic trung wong va ciing vi vy tac dung khéng mong
mudn, hdi chirng Parkinson ciling rd.



1.2.1. Chi dinh

- Cac trang thai thao cubng, hoang tuwdng

- Cac trang thai hoang loan tdm than cdp va man, tdm than phéan lap, paranoid
(hoang tudng cé hé théng).

- Chéng ndn. Nén do dung thudc chéng ung thu, sau chiéu xa.

1.2.2. Cén thén trong

- Khéng dung chung véi thudc cudng hé dopaminergic (levodopa) vi cac receptor
clia hé dopaminergic d3 bj halope ridol phong tdéa. Né&u khi dang diéu tri bang
haloperidol ma c6 diu hiéu ngoai bé thap thi dung thuéc huy phé giao cdm trung
uong.

- Dung cung vdi thudc ha huyét ap cd thé gay tut huyét ap khi dirng.

- Than trong v&i ngudi 1di xe, dirng may, vi ltc dau diéu t rj cd thé gay ngl ga.
1.2.3. Tdc dung khéng mong muén

Giéng nhu vai clopromazin, hay gap ngl ga, héi chirng ngoai bo thap, rdi loan noi
tiét.

1.2.4. Liéu lwong

Ong 5mg/ml x 1-4 8ng/ngay. Tiém bip; Vién 5mg x 1 -8 vién/ngay.

1.3. Dan xuat benzamid: Sulpirid (Dogmatil)

1.3.1. Tac dung

Sulpirid |4 dai dién cho nhém benzamid, 1a thudc an tdm than ¢ tdc dung luéng
cuc (bipolar):

- Liéu £ 600mg co tac dung giai trc ché chéng triéu chirng am tinh, kich thich
receptor sau xinap cla hé dopaminergic trung wong.

- Liéu > 600mg co tac dung chéng triéu chirng duong tinh (antiproductive), chong
hoang tudng vi thudc kich thich receptor truwdc xinap cta hé dopaminergic, lam
giam giai phdng dopamin.

Vi vay, liéu thap 13 cudng va liéu cao |a huy hé dopaminergic (trén cac receptor D4
trung uvong).

1.3.2. Chi dinh

- Liéu thap (dwdi 600mg): tinh trang mat nghi lwc, loan than.

- Liéu cao (liéu trén 600mg): cac rdi loan tdm than cap tinh: tdm than phan lap,
thao cuéng, 3o giac.

1.3.3. Tdc dung khéng mong muén



- R&i loan ndi tiét va chuy én hda: ting tiét sita, tang can.

- Than kinh:

+ Loan van dong: veo c6, cirng ham, xoay mat (oculogyre).

+ HOi chirng ngoai bé thap.

+ Ngu ga.

- Tim mach: tut huyét dp khi dirng.

1.3.4. Ché phém va liéu lwgng

Dogmatil vién 200mg, éng 2ml = 100mg

- Chéng suy sup, triéu chirng 4m tinh: 1 -3 vién/ngay.

- Chéng triéu chirng duong tinh: 4 -8 vién/ngay.

- Trong loan than cap va man tinh, tiém bap 200 - 800mg mot ngay, trong 2 tuan
lién.

1.4. Nhom benzisoxasol: Risperidon

Dic diém tac dung:

DOi khang vdi 5 HT 2 & vung tran trwdc clia vo ndo nén cé hiéu qua diéu trj cac
triéu chirng am tinh cta tdm than phan lap. Dong thoi co tac dung doi khang D 2 &
vung n3o gilta - hé vién nén co hiéu qua diéu trj cac triéu chirng dwong tinh.
Risperidon gan vao 5HT 2A khodng 20 Ian manh hon vao D2.

Vi lidu diéu trj (4 -6 mg/ngay) rat it gay triéu chirng ngoai bo thap.

2. THUOC BINH THAN (thudc an than thi yéu)

Cé nhiéu tén goi: minor tranquillizers, anxiolytics, sedatives... hodc thudc an than
th& yéu, thudc binh than.

Nhém thudc quan trong han g dau la benzodiazepin.

Dic diém chung |3 &rc ché dic biét trén hé théng lwdi hoat hda d6i thi hé vién va
cac noron két hgp cda tuy séng. Do dé:

- C6 tac dung an dju (sedative), lam gidam canh gidc, lam cham cac hoat déng van
dong va lam diu su bén chon.

- Cé tac dung an than giai lo (anxiolytic effects): lam gidm céc phan &ng xtic cdm
thai qua va gidm cing thang tam than.

- Chi ¢6 tac dung gay ngl khi mat ngd cé lién quan dén sy lo u, bon chén.

- [t anh hwdng dén hé than kinh thyc vat nhu nhédm thudc an than chd yéu (loai
clopromazin).

- Chéng co giat.



- Gidn co lam giam truong lyc co do tac dung trung wong.

Benzodiazepin (BZD): |a thuéc dai dién cho nhdm nay va rat thuong dung.

2.1. Tac dung duoc ly

2.1.1. Trén thdn kinh trung wong ¢6 4 tdc dung chinh

- An than, giai lo, giam hung han.

- Lam dé ngU: gidm thoi gian tiém tang va ting thoi gian gidc ngl nghich thudng.
Khac vai barbiturat 13 phan 1&n BZD khéng c6 tac dung gdy mé khi dung liéu cao.
- Chéng co giat: clonazepam, nitrazepam, lorazepam, diazepam: do ti nh cam thu
khac nhau cla cac vung, cac ciu tric than kinh va sy cdm thu khac nhau cda cac
lodi v&i cac dan xudt ma tac dung cé khac nhau: cé dan xuat con lam ting van
déng & chudt nhat, chudt cong, khi. Riéng flurazepam lai gdy co giat, nhwng chi
trén meo.

- Lam gidn co van. Ngoai ra con:

. Lam suy yéu ky trc cii (retrograde amnesia) va lam tr& ngai ky &rc mai
(anterograde amnesia).

. Gay mé: mot so it BZD c6 tac dung gdy mé nhu diazepam, midazolam (tiém tinh
mach)

. Liéu cao, trc ché trung tdm hd hap va van mach.

2.1.2. Tdac dung ngogi bién

- Gian mach vanh khi tiém tinh mach

- Vdi liéu cao, phong tda than kinh - co.

2.2. Co ché tac dung

BZD gan trén cac receptor dac hiéu vai né trén than kinh trung wong. Binh
thuong, khi khdng c6 BZD, cac receptor cta BZD bi mé t protein ndi sinh chiém
gitt, lam cho GABA (trung gian hda hoc cé tac dung Grc ché trén than kinh trung
wong) khdng gan vao duoc receptor clia hé GABA - ergic, lam cho kénh Cl —cla
noron khép lai. Khi cé mat BZD, do cé &i lwc manh hon protein ndi sinh, BZD day
protein ndi sinh va chiém lai receptor, do dé GABA mdi gan dugc vao receptor
cta né va lam ma kénh Cl -, Cl- di tr ngoai vao trong té bao gy hién twgng uu
cuwc hda (hinh 12.1).

Cac receptor clia BZD ¢ lién quan vé gidi phau va chirc phan véi receptor clia GA
B
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Hinh 12.1: Co ché tac dung clia Benzodiazepin (BZD)

Céc receptor cta BZD cé nhiéu trén than kinh trung wong: vd ndo, viing ca ngua,
thé van, ha khau ndo, hanh ndo, nhung dac biét 1a & hé théng ludi, hé vien va ca &
tuy séng.

BZD tac dung gidn tiép | a lam tang hiéu qua cia GABA, ting tan sé m& kénh Cl-
2.3. Cac tac dung khéng mong mudn

Khi néng d6 trong mau cao hon lidu an than, dat tdi liéu gay ngd, cd thé gap: ué
0ai, dong tac khong chinh xac, 1 1an, miéng kho dang, gidm tri nhé.

Ddc tinh trén than kinh tdng theo tudi.

Vé tam than, doi khi gdy tac dung ngwoc: 4c mdng, bdn chon, lo 13ng, nhip tim
nhanh, vd mo héi, sang khoai, 3o gidc, hoang twdng, mudn tu t&r. Quen thubc ¢
thé la do co ché tdng chuyén hda hodc diéu hoa giam sé lwong cac receptor cla
BZD trong nao.

it gdy phu thudc va lam dung thudc, nhung sau mot dot dung BZD kéo dai, c6 thé
gay mat ngl tré lai, lo 1ang, bon chdn hodc co giat. Mac dau vay BZD van la mét
thudc an than twong d6i an toan va dang cé xu hudng thay thé dan thudc ngd loai
b arbiturat. Thudc cé t/2 cang ngan (triazolam t/2 = 3 gi®), cang dé gy nghién.
2.4. Dwoc dong hoc

H&p thu hau nhu hoan toan qua tiéu hda, dat néng do t6i da trong mau sau 30
phut dén 8 gid. Gan vao protein huyét twong tir 70% (alprazolam) dén 99%
(diazepam) . Néng d6 trong dich ndo tuy gan tuong duong néng dé dang tu do
trong mau. Thudc qua dwgc rau thai va sira.

Puoc chuyén hoda bdi nhiéu hé enzym trong gan, thanh cac chat chuyén hod van
con tac dung rodi lai bi chuyén hod tiép, nhwng téc dd chdm hon cho nén ta c dung
it lién quan dén thoi gian bén

thai. Thi du flurazepam cé t/2 trong huyét twong la 2 -3gi®, nhwng chat chuyén
hod con tac dung la N-desalkyl flurazepam con tén tai trén 50 gid. Dya theo t/2,
cac Bzd duoc chia lam 4 loai:



- Loai tac dung cwc ngan, t/ 2 <3 gi& cd midazolam,triazolam.

- Loai tac dung ngan, t/2 tir 3 -6 gi® ¢, zolpidem (non -benzodiazepin) va
zopiclon.

- Loai tac dung trung binh, t/2 tlr 6 -24 gi¢ c6 estazolam va temazepam.

- Loai tac dung dai, t/2 >24 gi¢ co flurazepam, quazepam, diazepam.

2.5. Ap dung

2.5.1. An thdn : liéu trung binh 24gio:

Diazepam (Valium): 0,005 -0,01g. Udng

2.5.2. Chéng co gidt

Diazepam (Valium): 0,010 -0,020g. Tiém bap, tinh mach

Clorazepam (Tranxene): 0,010 -0,020g. U6ng

2.5.3. Gdy ngd, tién mé

Triazolam (Halcion): 0,125 -0,250g. Udng: Mat ngd dau gidc. Udng

Midazolam (Versed): 0,025 - 0,050. Tiém bap, tinh mach - tién mé.

2.5.4. Gidin co, giam dau do co thdt: thap khép, réi loan tiéu hoa

Diazepam (Valium): 0,010 -0,020g. USng, tiém bap, tiém tinh mach. Tetrazepam
(Myolastan): 0,050-0,150g. Udng, tiém bap, tiém tinh mach.

* Nguyén tac chung khi dung thudc:

- Lidu lwgng tuy thudc tirng ngudi.

- Chia liéu trong ngay cho phu hop.

- DUng gidi han tirng thoi gian ngan (1tuan -3 thang) dé tranh phu thudc vao
thudc.

- Tranh dung cung vdi cac thudc e ché than kinh trung vong, rwou, thudc ngd,
khang histamin.

2.6. Chéng chi dinh

- Suy hé hap, nhuoc co: do tac dung trc ché than kinh va gian co.

- Suy gan: do thuéc chuyén hod tao cdc chat cé tdc dung kéo dai, c6 thé ting déc
tinh hoac gay

dbc cho gan da bi suy.

- Nhitng ngudi 14i 6 t6, lam viéc trén cao, dirng may chuyén déng.

2.7. Nhém thuéc mgi

Do BZD con mdt sé tac dung phu nén dang nghién clru mot nhdm thuéc an than
ma@i khong tac dung qua hé GABA: buspirone, zolpidem (nhém imidazopiridin).



Buspiron

Pai dién cho mdt nhédm thudc an than mai:

- Pac diém duoc ly:

. Ldm mat lo 4u nhung khéng gy an diu, ngld ga hodc mét tri nha.

. Khdng déi khang hodc hiép déng vai cac thudc an than hodc barbiturat khac.

. Dung liéu cao cling khdng gay (rc ché than kinh trung wong rd.

. Tdc dung manh trén cac triéu chirng tam ly nhuw lo au, kém tap trung tu tudng.
Con diazepam lai

c6 tac dung lam gidn co va chéng mat ngu tét hon.

. Nhuoc diém: khéi phat tdc dung cham, kém téc dung trén con hoang so.

- Co ché tac dung

La chat déng van vdi receptor 5 - HT 1A cé nhiéu & hé vién, hoi hai m3, n3o gitta,
d6i thi, hanh - cadu n3o, thé van, ha khau ndo va ti€éu n3o. Co ché con dang nghién
clru, nhung khéng tac dung trén kénh Cl- qua GABA nhu BZD.

- Tac dung khdng mong muén:

Chdéng mat, mat ngd, buén nén, nhirc dau, dau nguec, U tai, lo du. Can diéu chinh
liéu. Vi la thuéc mdi, can theo ddi thém.

-Pong hoc

H&p thu nhanh qua duwdng uéng nhung cé chuyén hda qua gan lan thir nhat do
hydroxy héa va mat alkyl, tuy nhién lai tao ra nhiéu chat ch uyén héa con hoat
tinh vao dugc than kinh trung vong, cé chat cé tac dung phong tda ca receptor
a2. Thoi gian ban thai la 2 - 4 gio. Liéu lwgng: vién 5 - 10 mg (Buspar), dung tir liéu
thap, 3 lan/ ngay.

BAI16. THUOC AN THAN CHU YEU

1. DAICUONG:

1.1. Dic diém co’ ban :
- Gay trang thai th o 1anh dam, ngudi dung thudc khéng phan &ng véi bén ngoai,
cai thién duoc cac triéu chirng cta bénh tdm than phan liét.



C6 thém tac dung rc ché than kinh thuc vat, gdy ha huyét ap, gidm than nhiét.
- C6 thé gay ra hdi chirng ngoai bé thap ( hdi chirng Parkinson )

- Khac véi thudc ngl, cac thudc an than du dung liéu cao ciing khéng gay ngu,
chi ¢ tac dung lam mo’ mang, dé ngu.

1.2. Phan loai :g6m c6 :

+ Cac dan xuat phenothiazin va thioxanthen

+ Cac dan xuat butyrophenon : haloperidol, droperidol...

+ Cac dan xuat dj vong khac :

- Dan xuat benzamid : sulpirid ( dogmatil ), amisulprid.

- Dan xuat dibenzodiazepin : olanzapin.

- Dan xuat benzisoxazol : risperidol...

2.1. Lién quan giira cau trac hod hoc va tac dung dwoc ly

2.2. Chlorpromazin HCI :

2.2.1. Tén khac : aminazin.2.2.2. Biét dworc : chloractil, largactil, plegomazyn,
propaphenin, protran...

2.2.3. Dwg’c dong hoc :

+ Hap thu t6t qua dudng tiéu hod va rat tét khi tiém IM (tdng 4 - 10 [an ).

+ Thudc rat wa m, gan nhiéu vao protein huyét twong, tap trung & ndo va mod
m&. Qua dwoc nhau thai dé dang. t1/2 =20—-40 h ( chi can dung 1 1an/24 h).
+ Chuyén hod chii yéu & gan ( oxy hod, glucuro-hgp, khir methyl )

+ Thai chd y&u qua nudc tiéu, ¢ chu ky gan-rudt, thai 1 phan qua phan.
2.2.4. Tac dung dwocly :

a- Trén hé théng TKTW :

+ Gay trang thai dac biét tho o vé tdm than van dong ( gidm cac hoat ddng van
ddng, giam sy ban tdm, wu tu, khdong biéu 16 xic cdm - béd mat aminazin), tuy
nhién

tuy nhién cac hoat déng vé tri tué va sy canh giac van dwoc duy tri gan binh
thudng. Thubc khdng cé tac dung gay ngt ( trir vai liéu gan déc ). Liéu rat cao
cling khong gay hon mé.

+ Gidm thao cudng, do giac, vat va ( dung diéu tri tdm than phan liét ).

+ Gay hoi chirng ngoai bd thap.

+ Ha than nhiét do trc ché trung tdm diéu nhiét & vung dudi doi.

+ Chéng ndn : &rc ché& vung nhan cdm hda hoc & san ndo that 4.



+ Giam truong lyc e do e ché trung tdm truong luc e diéu hoa van mach.

+ Trén van dong, liéu cao gay trang thai gilt nguyén thé ( catalepsia ).

b- Trén hé théng TKTV :

+ Huy phé e : gdy nhin mo ( do gidn déng t&r ), giam tiét dich vi, nwdc bot, mé héi,
tao bon...

+ Huy al - adrenergic ngoai bién : phong tod tdc dung gay tang huyét dp cla
noradrenalin. Tdc dung nay & nhdm cé nhan piperazin rat yéu do liéu an than
thap.

c- Trén hé néi tiét :

+ Tang tiét prolactin : gdy chay sita, chirng vi to & nam.

+ Giam tiétFSH va LH, c6 thé gay trc ché phdng noan, mat kinh, gidam ham muén
tinh duc.

2.2.6. Tdc dung khéng mong muén : a- Logi thwong gdp, lién quan dén tdc dung
dworc ly caa thuéc :

+ R6i loan tam ly : chdng mét méi, suy nghi cham chap, tram cadm, 10 1an ( nhat 13
& nguoi gia ).

+ Tut huyét ap thé dirng, nhip tim nhanh ( nhat 1a khi tiém ).

+ Dau hiéu huy phé e : khé miéng, khé nuét, réi loan diéu tiét thj luwc, con tang
nhan dp cap, bi dai, tdo bon...

+ R&i loan ndi tiét va sinh duc : &rc ché phéng noan, vo kinh, chay sita, gidm ham
muén tinh duc, tang can.

+ Hdi chirng ngoai bé thap : thay déi phu thudc vao loai thudc, liéu luvong, thoi
gian diéu tri, thuéc phdi hop, tudi, gidi...

b- Loai khéng lién quan dén tdc dung dworc ly cua thudc :

+ Giam bach cau.

+ Vang da tac mat ( cé thé do phu né cac dwdng dan mat do phan &rng qua man ).
+ Phan &rng ngoai da : dj ‘ng, man cam vdi anh sang, dong sac td trong tién
phong clia mét.

+ Réi loan nhijp tim : nhip xoang nhanh, nhi that phan ly...

+ Hoi chirng s6t cao ac tinh : s6t cao, da tai nhot, mod hdi nhé nhai, trang thai
shock ( can cap clru : gil thing bang nudc va dién giai )

+ Dot tlr, thudng xay ra sau khi tiém ( ¢ 1& do huyét khéi gay tac mach)

2.2.7. Chi dinh Iém sang :



+ Khoa tdm than : cic chirng loan than kinh ( cdp hodc tién trién ), tdm than phan
liét, thao cubng, hoang tudng, 3o giac...

+ Khoa san : san giat ( chd y thudc qua duoc rau thai ).

+ Khoa gy mé : tién mé, gdy mé kiéu ha than nhiét, ha HA.

+ Khoa ndi : cac chirng lo 1ang, cac chirng ndn, dau, rdi loan nhip tim.

+ Khoa da liéu : cac chirng ngtra ( it dung ).

2.2.8. Chéng chi dinh :

+ Ngb doc cap do rwgu, thudc ngl barbiturat...

+ Suy gan, suy than, glaucoma géc déng, & nudc tiu do réi loan niéu quan - tién
liét tuyén.

3. D/XUAT BUTYROPHENON:

3.1. Haloperidol : 13 tiéu biéu cho nhédm an than kinh da nang ( neuroleptiques
polyvalents ) hay thu6c an than kinh “chéng triéu chirng dwong tinh” (
antiproductive ), chéng thao cuéng.

3.1.1. Tén khac : aloperidolo.3.1.2. Biét dwoc : aloperidin, haldol, haloperidin,
halopidol, peridol...

3.1.3. Dwoc dong hoc :

+ Hap thu dé qua 6ng tiéu hda, dat Cmax. sau 4 -6 h.

+ C6 tinh kiém, rat tan trong lipid. Gan vao protein huyét twong 90%;

+ Chuyén hod chu yéu & gan ( kh(r alkyl - oxy hod)

+ Thai trlir qua than va mat; t1/2 = 24h. Khong cé chu ky gan - rudt.

3.1.4. Tdc dung dworc ly :Gan vao receptor D2 khodng 16 [an manh hon gan vao
S5HT2.

+ U'c ch& manh trang thai kich thich tam than van dong, thao cudng.

+ U'c ch€ manh hoang tudng, lam mat 3o gidc nhanh.

+ An than, chéng lo u, chdng nén, diéu hoa céc réi loan TKTV ( liéu thap)

+ Khéng c6 hodc rat it tac dung huy e, huy phé e va gay ngu, rat it tac dung trén
tim mach ( do khéng gan vao receptor al va H1).

+ U'c ché cac phan xa tu nhién va phan xa cé diéu kién clia dong vat thi nghiém



giong nhu chlorpromazin

3.1.5. Co’ ché' tdc dung :

Haloperidol c6 céng thirc hda hoc gan giéng vadi cdng thirc cdia GABA ( la chat
TGHH cla cac qua trinh &rc ché trong TKTW ). Thudc rc ché receptor
dopaminergic trung vong nén cé tac dung an than kinh manh, déng thoi tac dung
khéng mong muén ( h/c Parkinson ) cling rd.

3.1.6. Tdc dung khéng mong muén : nhu v&i clorpromazin. Hay gap :

+ Ngl ga ( than trong v&i nguoi lai xe, dirng may, lam viéc trén cao )

+ HOi chirng ngoai bd thap, réi loan ndi tiét, khé van ddng mém, ludi, ham...
3.1.7. Chi dinh :

+ C4c trang thai thao cubng, hoang twdng

+ Cac trang thai loan tdm than cip va man, tdm than phan liét, hoang twdng cé hé
thong ( paranoid ) .

+ Cac chirng ndn ( do dung thudc chéng ung thu, chiéu xa ). Tién mé.

+ Liéu thap : céc roi loan chirc ndng & duwong tiéu hoa, tim mach, hd hap.

3.1.8. Chéng chi dinh :

Tram cdm, bénh Parkinson, suy gan, xo cirng rai rac, bénh tim mach nang, phu nit
c6 thai,

3.1.9. Twong tdc thuéc :

+ Khéng dung chung véi thubc cuwdng dopaminergic ( levodopa ) vi haloperidol
phong toa cac receptor clia hé nay, gay hoi chirng ngoai bé thap ( diéu trj bang
thuéc hdy phé e trung wong : artan, lepticur... ).

+ Lam tang tac dung cta thudc ngu, gdy ha than nhiét.

+ Dung cung lithi cé thé gay 1u 1an, tang lithi niéu

+ Dung vd&i thudc ha 4p : tut huyét dp thé dirng.

3.2. Mot s6 dan xuat khac cda haloperidol :3.2.1. Trifluperidol :

3.2.2. Droperidol :

3.2.3. Mopiperon

4. Dan xuat benzamid :

4.1. Sulpirid :4.1.1. Biét dwo'c: abilit, dogmatil, dolmatil, sulpiren, synedil,
vipral...
4.1.2. Dwoc déng hoc :



+ Hap thu t6t qua duong tiéu hod, dat Cmax. sau khi udng 4 - 5h.

+ Gan vdi protein huyét twong 40%

+ Khuyéch tan nhanh vao cdc mé gan than, tuyén yén, qua nhau thai, sita

+ Chuyén héa chi yéu & gan. Khéng cé chu ky gan - rudt.

+ Thai trir ch( yéu qua than (90% dudi dang con hoat tinh)

4.1.3. Tdc dung dwocly :

Sulpirid 13 thuéc an than cé tac dung ludng cuc ( bipolar ) :

+ Liéu £ 600 mg/24hco tac dung gidi trc ché, kich thich receptor sau sinap clia hé
dopaminergic trung uvong ( tdc dung cwong hé dopaminergic trén cac receptor D4
trung wong)

+ Liéu > 600 mg/24h cé tac dung chdng triéu chirng dwong tinh, chéng hoang
tuwdng do thudc kich thich receptor truwdc sinap ciia hé dopaminergic, lam giam
giai phdng dopamin ( tac dung hiy hé dopaminergic trén cac receptor D4 trung
vong ).

4.1.4. Tdc dung khéng mong muén :

+ R&i loan ndi tiét, chuyén hod: giam ham mudn tinh duc ( bat luvc hodc 13nh cdm ),
vo kinh, tang tiét sira, nir hda tuyén vui ( & nam ), tdng can.

+ Than kinh :

- Loan van dong : veo ¢d, cirng ham, xoay mat.

- HOi chirng ngoai bé thap

- Ngu ga

+ Tim mach : tut huyét ap thé dirng...

4.1.5. Chi dinh :

+ Liéu thap (£ 600mg/24h ) : tinh trang mat nghi luc, loan than, loét da day - ta
trang, viém loét dai trang.

+ Liéu cao ( > 600mg/24h ) : cic rbi loan tAm than cap tinh nhu tdm than phéan
liét, thao cudng, 3o giac...

4.1.7. Ché phdm va liéu lvong:

+ Ché& pham : vién 50 - 200 mg, nang tru 50 mg; dung dich uéng 5 mg/ml; 8ng IM
100 mg/2 ml

+ Liéu luong :

- Chéng suy sup, triéu chirng 4m tinh : 200 - 600 mg/24h.

- Chéng triéu chirng duong tinh: 800 - 1.600 mg/24h



- Loan than cdp va man tinh : tiém IM 200 - 800 mg/24h x 2 tuan lién.

- Viém loét da day, dai trang man tinh : uéng 150 mg/24h x 4 - 6 tuan.

4.2. Amisulprid :

4.2.1. Biét dworc : solian.4.2.1. Tdc dung, tdc dung phu, chi dinh, chéng chi dinh:
tuong ty sulpirid.

4.1.6. Chéng chi dinh :

+ U tuy thuwgng than ( gay con tang HA kich phat)

+ Bénh nhan déng kinh ( gdy con déng kinh do giam ngudng sinh dong kinh ).

+ Phu nir c6 thai ( gy quai thai ), cho con bu ( thuéc qua sita ), ngudi cd tudi, tré
so sinh ( dé nhay cam ), suy than ndng, man cam vd&i thudc...

+ Phéi hop vdi ruou, levodopa, cac thude trc ché TKTW ( gdy tut HA )

1. Olanzapin :

1.1. Biét dworc : zyprexa...1.2. Chi dinh : tdm than phéan liét va cic thé loan than
khac...1.3. Chong chi dinh : glaucoma géc déng, man cam véi thudc...1.4. Tac
dung khéng mong muén: tuong tuw nhu chlorpromazin song mirc d6 va ty 1é thap
hon...

1.5. Ché pham va liéu lwong:

+Vién nén2,5-5-7,5-10mg ( vi 7 vién ).

+ Liéu dung :

- Liéu khé'i dau : uéng 10 mg/24 h ( khéng phu thudc &n uéng ), sau d6 thay déi
liéu tuy theo su ddp &rng cda BN.

Duy tri: 5-20 mg/24 h.

- T6i da: 20 mg/24 h.

- Ngudi gia > 65 tudi, suy gan, suy than: liéu kh&i dau 5 mg/24 h.

2. Zuclopenthixol :

2.1. Tén khac : chlopenthixol.2.2. Biét dwoc : clopixol-acuphase, clopixol, clopixol-
depot...2.3. Chi dinh : tdm than phan liét, réi loan lwdng cuc, cac chirng loan tAm
than nhat [a trang thai kich dong...

3. Risperidon : thudc dan xuat benzisoxazol.

3.1. Biét dworc : risperdal.

3.2. Chi dinh : tdm than phan liét va cic thé loan than khéc...



3.3. Chéng chi dinh : man cam véi thudc...

3.4. Tac dung khédng mong muén: twong ty nhu olanzapin.

3.4. Ché pham va liéu lvong :

+Vién nén ( HCl) 10 - 25 - 40 mg; 6ng tiém ( acetat ) 50 mg/ml (1 -2 ml); éng
tiém ( decanoat ) 200 mg/ml ( 10 ml ).

+ Liéu dung : uéng liéu khdi dau 20 - 30 mg/24 h ( chialam 2 - 3 [an ), sau tdng dan
cho téi khi dat hiéu qua diéu tri. Liéu t6i da 150 mg/24h. Duy tri 20 - 75 mg/24h.

- Tiém IM : dang acetat : 50 - 100 mg, c6 thé nhac lai 3 - 4 ngay. Liéu tdi da 400
mg/24h. Dang decanoat : tiém IM sidu 100 mg, sau d6 cach 1 - 4 tuan tiém nhac lai
100 - 200 mg. Liéu t6i da : 600 mg/tuan.

BAI17. THUOC CH(*rA PONG KINH

1. DAl CUONG

Thudc chira déng kinh la nhitng thudc cé kha nang loai trir hodc lam gidm tan so,
murc d6 tram trong cia cdc con déng kinh, hodc céc triéu chirng tdm than kem
theo bénh déng kinh, ma khéng gay ngd. Thudc mé va thudc ngu cling cé tac dung
chéng co giat, nhung tac dung nay chi xuat hién sau khi nguwdi bénh d3 nga.
Thudc chéng déng kinh cling khéng cuing nghia v&i thuéc chéng co giat.

1.1. Phan loai con dong kinh

Cac con ddng kinh luén xuat phat tir vo ndo va dwoc phan loai thanh:

- Con dong kinh cuc bd: bat dau tir 1 6 trén vd ndo va tuy theo vung chirc phan
ma thé hién ra triéu chirng. Thi dy, vi tri tén thuong & viing vd n3 o van dong, sé
cd triéu chirng giat rung & phan

co thé do vung vé ndo ay kiém tra. Trong loai nay con phéan ra:

. Con cuc bd don gidn, bénh nhan van con y thire kéo dai khoang 30 -60 giay.

. Con cuc bé phirc hop, cé kém theo mat y thirc, kéo dai khodng 30 gidy d én 2
phut.

- Con déng kinh toan thé: ngay tir dau d3 lan rdng toan bd 2 ban ciu dai ndo. C6
thé gap:



. Khéng cé con co giat: bat chot mat y thirc khoang 30 gidy trong lic dang lam viéc
(d6éng kinh con nho - petit mal).

. Con giat rung co: co that bat ngd, nga n (khoang 30 giay) cé thé gidi han & mét
chi, modt vung, hodc toan thé.

. Con co clrng - giat rung toan co thé (déng kinh con 1&n - grand mal).

1.2. Phan loai thudc diéu tri theo con

o
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1.3. Cach tac dung cha thudc chira ddng kinh

Cac thudc chira déng kinh c6 thé tac déng theo mot trong ba co ché sau:

- Lam tang dan truyén (¢ ché clia hé GABA - ergic

- Lam gidm dan truyén kich thich, thudng 1a hé glutamatergic.

- Lam thay d6i sw dan truyén ion qua mang noron do tac dong trén kénh Na + phu
thudc dién thé, hodc kénh Ca++ typ T.

Vi co ché bénh sinh clia dong kinh chura dwgc hoan toan biét ré cho nén cac thudc
chira dong kinh chi &rc ché duoc céc triéu chirng cdia bénh ch khéng du phong va
diéu tri dwoc bénh. Thudc phai dwoc si dung lau dai, dé cé nhiéu tac dung khdng
mong muén. Do d6 can duoc g idm sat nghiém ngat.

2. CAC THUOC CHiNH

Sau day chi trinh bay nhirng thudc cé trong danh muc thuéc thiét yéu Viét Nam
lan th 5 (2005)

2.1. Dan xuat hydantoin: Diphenylhydantoin (Phenytoin, Dilantin)
Diphenylhydantoin la mét trong nhitng thuéc cé tac dung t 6t chita moi thé déng
kinh, trir déng kinh thé khdng cé con co giat.

2.1.1. Tdc dung va co’ ché

Phenytoin cé tac dung chéng con déng kinh nhung khéng gay trc ché toan bd hé
than kinh trung wong. Liéu ddc con gay kich thich. Tdc dung trén con co giat déng
kinh cling giéng phenobarbital, nhung khéng gay an than va ngu.



Phenytoin cé tdc dung 6n dinh mang té bao than kinh va co tim, 1am gidam luéng
Na + trong hiéu thé hoat dong trong khir cwc do cac chat héa hoc (&rc ché kénh Na
+ cam &ng vdi dién thé).

2.1.2. Dwo’c dong hoc

Phenytoin 13 acid yéu, cé pKa = 8,3 tan trong nudc kém.

H&p thu qua dudng tiéu héa chdm va d6i khi khéng hoan toan. Néng dé téi da
trong mau khi udng 1a tir 3 - 12 gid. Gan vao protein huyét twong 90%. Nong do
trong than kinh trung wong tuvong duong néng dé trong huyét twong. Phan 1én
chuyén héa & gan va thai trir qua than duédi dang lién hop, chi 5% duéi dang
khong chuyén hoa. Thoi gian ban thai tir 6 -24 gio.

2.1.3. Tdc dung khéng mong muén

- Da va niém mac: viém lgi qua sdn, man da, lupus ban dé.

- M&u: thi€éu mau héng cau to do thiéu acid folic (do thudc phong tda su hap thu
acid folic tai rudt), giam bach cau...

- Tiéu hda: ndn, con dau bung cap.

- Than kinh-tdm than: lién quan dén néng do thudc trong mau:

< 20 pg/ml cé tac dung diéu tri.

=30 pg/ml lam rung giat nhan cau.

= 40 pg/ml gdy mat phéi hgp dong tac.

> 40 pg/ml gay roi loan tdm than.

- Xwong: coi xwong hodc mém xuong, cé thé 1a do réi loan chuyén hda vitamin D,
nhat Ia khi phoi hop véi phenobarbital.

2.1.4. Twong tdc thuéc

Cloramphenicol, dicumaro |, isoniazid, cimetidin cé thé lam tidng néng d6 cua
phenytoin trong huyét twong do 1am gidam chuyén héa. Trai lai, carbamazepin lam
tang chuyén hda nén lam giam néng d6 phenytoin trong huyét tuwong.

Salicylat, tolbutamid, sulfisoxazol tranh chap véi phenytoi n & vi tri gan vao
protein huyét twong.

2.1.5. Ap dung diéu tri

Phenytoin (Dihydan, Dilantin): vién nén 30 -100mg; dng tiém 50mg/ml. Liéu dau
3-5mg/kg (300mg/ngay). Theo d&i néng dd thudc trong mau, khi dat duoc néng
dd co6 tac dung, nghi 1 tudn. Liéu cao 30 O0mg/ngay thi khoang cach giira cac dot
diéu tri la 2 tudn. C6 thé dung liéu 1 lan/ngay.



Phenytoin tiém tinh mach khong vuot qua 50mg/phut, pha loang trong NaCl 0,9%
vi thuéc cé pH

base, kich thich. Khong tiém bap, gay tén thwong té chirc.

2.2. Phenobarbital (Gardenal, Luminal)

Phenobarbital thudéc nhém barbiturat (xem bai “thuéc ng”), 1a thuéc dau tién
dung diéu tri déng kinh (1912). Khac véi barbiturat khdc, phenobarbital cé téc
dung chdng cac con co giat cla déng kinh ngay ca vdi nhirng liéu chua gay an
than hodc ngd. Thudc gidi han dwoc su lan truyén cta con co gidt va nang duoc
ngudng kich thich gay co giat.

Phenobarbital va ca pentobarbital tac dung trén receptor GABA -A lam tang qua
trinh &rc ché. Ngoai ra con chen kénh Ca ++ trwdc xinap nén lam gidm giai ph 6ng
cac chat dan truyén than kinh,

dac biét la glutamat nén lam gidm manh cac qua trinh kich thich trén than kinh
trung wong.

Vi it ddc va gid ré nén tuong d6i duoc dung réng rai, nhung cé nhuoc diém la gay
an than, ngt ga va cé xu hudng lam réi loan hanh vi clia tré em nén can than
trong.

Liéu lvong: uéng 0,1 - 0,3 g/ngay (1 - 5 mg/kg). Khéng ngirng thudc dét ngdt dé
tranh trang thai dong kinh lién tuc.

2.3. Dan xuat Iminostilben: Carbamazepin

2.3.1. Tdc dung va co ché

Tuy trén ddng vat thuc nghiém va ngudi, carbamazepin cé nhiéu diém gidng nhw
phenytoin, nhung:

- Tac dung chéng con co giat gdy ra bdi pentylentretazol lai manh hon.

- Cé tdc dung diéu tri b&nh nhan bj hung tram cam, ké ca nhirng truong hop
lithium khong con tac dung.

- Cé tac dung chdng bai nié u do lam gidm néng dd ADH huyét tuong.

Cac co ché nay déu chua rd. Cac dan xuat iminostilben ciing &c ché kénh Na + nhu
phenytoin.

2.3.2. Duvgc dong hoc

Carbamazepin duwoc hdp thu chdm qua duong tiéu héa, nong d6 téi da trong mau
dat dwoc sau 4 -8 gidy va gitt dwoc tdi 24 gid. Gan vao protein huyét twong 75% va
phan phéi vao moi md. Néng do



trong dich ndo tuy twong duong véi dang tu do trong huyét twong.

Bi chuyén héa & gan, cho 10 - 11 epoxid van con hoat tinh. Duéi 3% thai qua than
dudi dang khéng d6i. Thi gian ban thai tlr 10 dén 20 gid. Dung cung vdi
phenobarbital hodc phenytoin, thoi gian ban thai giam con 9 -10 gio.

2.3.3. Tac dung khéng mong muén

- Thudng gap: ngd ga, chdng mat, nhin 16a, mat ddng tac, budn ndn, nén.

- Ngoai ra, ¢4 thé gdp: réi loan tao mdu, t 6n thuong ndng ngoai da, viém gan
mat, suy than cap, suy tim. Vi vy, trong qua trinh diéu tri can kiém tra cic chirc
phan trén.

- Phan &rng dj trng.

2.3.4. Ap dung 1am sang

- Chi dinh:

. Con déng kinh thé tam than van déng.

. Con co giat cirng hoac giat run g cuc bo hoac toan than.

. Tac dung gidm dau dac hiéu trong viém day than kinh tam thoa.

- Ché pham:

Carbamazepin (Tegretol) vién nén 100 -200mg.

Liéu dau 200mg x2 lan/ngay. Tang dan liéu t&i 600 -1200mg. Tré em 20 -30mg/kg.
Nén chia lidu hang ngay lam 3 — 4 |an dé gilr dwgc ndng do hang dinh trong mau.
2.4. Acid valproic

2.4.1. Tac dung duoc ly va co ché

- Tac dung trén moi loai dong kinh.

- Rat it tac dung an than va tac dung phu.

- Cac gia thiét hién nay déu cho rang valproat trc ché& kénh Na + nhay cdm véi dié
n thé (MacDonald, 1988) va lam tang tich luy GABA (L trscher, 1985). Nhirng tac
dung dé giéng vadi

tac dung cua phenytoin va carbamazepin. Ngoai ra con lam giam dong Ca ++ qua
kénbh.

2.4.2. Duvgc dong hoc

H&p thu nhanh va hoan toan qua tiéu hda. Néng do toi da tr ong huyét tvong dat
duwoc sau 1 -4 gid. Gan vao protein huyét twong 90%. Nong do trong dich n3o tuy
tuwong duwong trong huyét twong. Hau nhu hoan toan bj chuyén hda & gan, trong
d6 cd mét chat chuyén héa 2 -propyl-2-pentanoic



acid van con hoat tinh nhw chat me. Thoi gian ban thai 1a 15 gio.

2.4.3. Tac dung khéng mong muén

- Khodng 16% cé cac triéu chirng chan &n, buén nén, nén, dau vung thuwong vi.

- Khi dung lidu cao 7 -30 mg/kg c6 thé gap viém gan cap, viém tuy, an than, run,
héi, giam prothrombin.

2.4.4. Ap dung 1am sang

- Chi dinh: ddng kinh céc loai, dac biét 13 thé khéng cé con co giat.

- Ché& pham:

Acid valproic (Depakin): vién boc dwdng 250mg; sird 5ml ¢ 250mg hoat chat. Liéu
dau 15mg/kg, tang dan hang tudn 5 - 10mg/kg cho t&i 60mg/kg. Nong dé diéu tri
trong mau ttr 30 dén

100pg/ml.

3. NHO'NG VAN BE TRONG SU’ DUNG THUGC

3.1. Nguyén tac dung thuéc

- Chi dung thuéc khi d3 cé chin doan Idm sang chac chan.

- L4c dau chi dung mot thubec.

- Cho liéu tir thap tang dan, thich &ng véi cac con.

- Khéng ngirng thudc dot ngot.

- Phai d3m bdo cho bénh nhan uéng déu hang ngay, khéng quén.

- Cam udéng ruou trong qua trinh dung thudc.

- Ch&r doi dd thoi han dé danh gid hiéu qua cha diéu tri:

. Vai ngay vadi ethosuximid, benzodiazepin

. Hai ba tuan vd&i phenobarbital, phenytoin

. Vai tuan vai valproic acid.

- Hiéu rd céc tac dung phu, tac dung khéng mong mudn cla tirng thudc dé theo
dai kip thoi.

- Né&u cé thé, kiém tra ndng dd cta thudc trong mau khi can.

3.2. Piéu tri ddng kinh va thai nghén

Ty & thai nhi c6 di dang hodc tlr vong & ngudi me cé dong kinh duoc diéu trj cao
hon ngudi binh thuwdng 2 - 3 [an. Cac con ddng kinh cling thwdng tang 1én khi cé
thai, c6 thé do néng dé thudc trong huyét twong gidm.

Khi cé thai van khdng duoc ngirng thudc, tuy nhién, tuy theo tirng trudng hop, cé
thé gidm liéu, nhat |3 trong 3 thang dau.



Tré mai dé & nhirng ngudi me diéu tri bang phenobarbital, primidon hoac
phenytoin ¢ thé gap tai bién chdy mdau do thiéu vitamin K, cadn b6 sung du phong
trwdc bang vitamin K.

BAI18. THUOC CHONG LAO - THUOC PIEU TRI
PHONG

1. THUOC CHONG LAO

Lao 1a bénh nhiém khuan phé bién do tryc khudn lao gay nén va cé thé chita khoi
hoan toan.

Trwe khuan lao gay bénh lao phéi va céc co quan khéc 13 loai vi khudn khdng con,
khéng acid, séng trong mdi trwdng wa khi, phat trién chdm (chu ky pha n chia
khoang 20 gio).

Mang té bao cla truc khuan lao duwoc cau tao bdi 3 I&p: phospholipid trong cung,
polysACharid lién két v&i peptidoglycan. Cac peptidoglycan dwoc gan véi
arabingolactose va acid mycolic & |&p gitta. Acid mycolic lién két v&i cac lipid p
hire tap nhuw myosid, peptidoglycolipid, phenolglycolipid & ngoai cung.

Do day, mdng va su chira nhiéu hay it lipid cha mang té bao anh huwdng rd rét dén
suw khuyéch tan cla cac thudc chdng lao vao trong té bao va sirc dé khang cda vi
khuan vé&i cac tdc nhan hoda hoc

va ly hoc tir bén ngoai.

Trong co thé, vi khuan lao cé thé tén tai dwdi 4 dang quan thé & nhirng ving tén
thuong khdc nhau. Cac quan thé nay chiju sy tadc dong clia thuéc chéng lao murc
do6 rat khac nhau.

- Quéan thé trong hang lao con goi la quan thé A. Trong hang lao cé pH trung tinh,
lwong oxy doi dao, vi khuan nam ngoai té bao va phat trién nhanh, manh nén sd
lwong vi khudn nhiéu, dé xuat hién dot bién khang thudc. Quan thé nay bj tiéu
diét nhanh ba&i rifampicin, INH va streptomycin.

- Quan thé trong dai thy ¢ bao con goi la quan thé B. Trong dai thuc bao pH acid,
s6 lwong vi khuan it va phat trién chdm nhwng c6 kha ndng séng sét cao nén todn



tai dai dang gay nguy co tai phat bénh lao. Pyrazinamid cé tac dung tot nhat vai
quan thé nay. Rifampicin cd tac dung, | NH rat it tdc dung con streptomycin khong
c6 tac dung véi loai quan thé nay.

- Quin thé ndm & trong 8 b3 dau goi 1a quan thé C. O b3 dau 1a ving rat it oxy, co
pH trung tinh, vi khudn chuyén hda tirng dot ngdn nén phat trién rat cham, chi cé
rifampicin cé t 4c dung véi quan thé vi khuan nay.

- Quan thé& nam trong cac tén thuong xo, voi hda goi 1a quan thé D. S6 lvgng vi
khuan lao khdng 1&n khdng phat trién duoc goi la trie khuan “ngd”. Cac thudc
chéng lao khéng c6 tac dung trén

quan thé vi khuan nay.

Muc tiéu quan trong trong diéu tri lao la dung cac thudc dé tiéu diét tat ca cac
quan thé, dac biét |a quan thé B, C. Ngoai ra, tuy theo thé bénh cé thé dung mot
s& phuong phap diéu trj thich hop nhu phau thuat, cat loc, bé bdt hodc choc hut
V.V...

Hién nay thudc chéng lao dwgc chia thanh 2 nhém:

Nhém I: La cac thudc chéng lao chinh thuwdng dung, cé chi s diéu tri cao, it tac
dung khéng mong muén : isoniazid (INH, Rimifon), rifampicin, ethambutol,
streptomycin va pyrazinamid.

Nhdm 1I: La nhitng thudc it dung hon, d ung thay thé khi vi khudn lao khing thudc,
cé pham vi diéu trj hep, cé nhiéu tac dung khéng mong mudn: ethionamid, para -
aminosalicylic (PAS), cycloserin, amikacin, kanamycin, capreomycin, thiacetazon,
fluorquinolon va azithromycin, clarythromycin.

1.1. Cac thudc chéng lao thuong dung

1.1.1. Isoniazid (Rimifon, INH, H)

La dan xuat cla acid isonicotinic, vira cé tac dung kim khuan, vira cé tac dung diét
khuan. Néng dé (rc ché t6i thiéu ddi véi trwe khuan lao 0,025 - 0,05 mcg/ml. Khi
néng dé cao trén

500mcg/ml, thudc cd tac dung trc ché sy phat trién cla cac vi khuan khac. Thudc
c6 tac dung trén vi khuidn dang nhan 1&n ca trong va ngoai té bao, ké ca trong moi
trudng nubi cay.

1.1.1.1. Co ché'tdc dung:

Mdc du isoniazid d3 dwoc sir dung diéu tri lao vai thap ky va dén nay van duoc coi
|a thudc s6 mot trong diéu tri tat cd cic thé lao nhung co ché tac dung cla thudc



van con chua duoc gidi thich

day da. Theo Takayama va cdng su (1975), acid mycolic 1a mét thanh phan quan
trong trong cau tric mang cla truc khuan lao. Giai doan dau cha qua trinh tong
hop mycolic 13 sy kéo dai mach cla acid nh& desaturase. V&i néng do rat thap cda
INH, enzym nay bi (rc ché Iam ngédn can su kéo dai mach cda acid mycolic dan dan
giam s6 lugng lipid cda mang vi khuan, vi khuan khéng phat trién duoc.

Ngoai ra, mot s& tac gid con cho rang, INH tao chelat vdi Cu 2+ va rc ché canh
tranh v&i nicotinamid va pyridoxin 1am r&i loan chuyén héa cda truc khuan lao.
1.1.1.2. Dwoc déng hoc

Thuéc dugc hap thu nhanh qua dudng tiéu hda. Sau khi uéng 1 -2 gio, néng dd
thuéc trong mdau dat t&i 3-5mcg/ml. Thirc dn va céc thudc chira nhém lam gidm
hap thu thubc.

Isoniazid khuéch tan nhanh vao cac té bao va céc dich mang phdi, dich c6 truéng
va nudc n3o tuy, chat ba dau, nudc bot, da, co. Nong d6 thubc trong dich ndo tuy
tw ong dwong véi ndbng do

trong mau.

Thudc duoc chuyén hda & gan nhd phan &ng acetyl hda, thuy phan va lién hop
vadi glycin. Sy acetyl hda cla isoniazid thong qua acetyltransferase c6 tinh di
truyén.

O ngudi cé hoat tinh enzym manh, thoi gian ban thai clia thuéc khoang 1 gio,
nhwng & ngudi cé hoat tinh enzym yéu thdi gian ban thai cla thuéc khodng 3 gio.
Thubc duogc thai trir chd yéu qua than. Sau dung thudc 24 gio, thudc thai trur
khodng 75 - 95% dudi dang da chuyén hda. Gan day, mot sd tac gia cho rang dang
acet yl hda clia INH dugc khir acetyl trong co thé tao thanh dang con hoat tinh.
1.1.1.3. Tdc dung khéng mong muén

- Di rng thuéc, budn ndn, ndn, chédng mat, tdo bdén, khd miéng, thodi hod bach
cau hat, thiéu mau.

- Viém day than kinh ngoai vi chiém 10 - 20%, dac biét hay gdp & bénh nhan dung
lieu cao, kéo dai, nghién ruou, suy dinh duwdng va ting glucose mau. Vitamin B6
c6 thé lam han ché tac dung khdng mong muén nay cla isoniazid.

- Viém day than kinh thj giac.

- Vang da, viém gan va hoai tlr t& bao gan thudng hay g ap & ngudi trén 50 tudi va
nhirng ngudi cé hoat tinh acetyltransferase yéu. Co ché gdy tdn thuwong gan cla



isoniazid dén nay van chuwa duoc giai thich day dd. Co gia thuyét cho rang,
acetylhydrazin chat chuyén hda cla isoniazid bi chuyén hda qua cytocrom - P450
sinh ra géc tu do gay tén thuong té bao gan.

Mét sé thubc gy cam (rng cytocrom - P450 nhu phenobarbital, rifamycin gay
tang tén thwong gan cta INH.

- Isoniazid trc ché sy hydroxyl hda cla phenytoin, cé thé gy ngd déc phenytoin
khi diéu tri phéi hop thudc.

1.1.1.4. Ap dung diéu tri

- Rimifon: vién nén 50 - 100 - 300 mg; Ong tiém 2ml chira 50mg hodc 100mg/ml;
Siro 10

mg/ml.

- Phéi hop vdi cac thuée chéng lao khdc dé diéu tri tat cd cdc thé lao. Ngudi 1én
dung 5mg/kg thé trong, tré em 10 -20mg/kg thé trong, t i da 300mg/24 gio.

- Thuéc ¢6 thé dung dy phong cho nhirng ngudi cé test tuberculin duong tinh
hodc & bénh nhan sau diéu trj tdn cdng bang cac thudc chéng lao. Ngudi Ién dung
300mg/ 24 gio, tré em 10mg/kg

thé trong, t6i da 300mg/24 gid kéo dai 3 - 6 thang. Khi diéu tri, can dung kém
vitamin B 6 10- 50mg /24 gi& dé giam bdt tac dung khéng mong mudn cda INH.
1.1.2. Rifampicin (RMP,R)

Rifamycin la tir chi cd mét ho khang sinh cé cau tric gidng nhau duoc chiét xuat
tlr Streptomyces mediterranei. Rifampicin la khan g sinh ban téng hop tur
rifamycin B cé tdc dung diét khuan ca trong va ngoai té bao, chuyén hda va thai
trir chdm so vai cac chat cung nhém.

1.1.2.1. Tdc dung

Thudc khéng chi cé tac dung diét truc khuan lao, phong, ma con diét ca cac vi
khuan gram am, E-coli, truc khudn ma xanh , Haemophilus influenzae , Nesseria
meningitis .

Rifampicin diét vi khuan c3 trong va ngoai té€ bao. Trong méi trudng acid, tac dung
cta thudc manh gap 5 lan.

1.1.2.2. Co ché'tdc dung

Rifampicin gin vao chudi B clia ARN - polymerase phu th udc ADN cla vi khuan
lam ngan can sy tao thanh chudi ban dau trong qud trinh téng hop clia ARN.
Thubc khdng &rc ché ARN - polymerase cla ngudi va dong vat & liéu diéu tri. Khi



dung liéu cao gap nhiéu lan liéu diéu trj, thudc cé thé gdy (rc ché ARN -
polymerase & ty thé t& bao dong vat.

1.1.2.3. Dwgc déng hoc

Thudc duoc hap thu tét qua dudng tiéu hda. Sau khi uéng 2 - 4 gid, dat dworc
ndng do tdi da trong mau. Acid amino salicylic lam chdm hép thu thudc.

Trong mau, thuéc gan vao protein huyét twong khoang 75 - 80%. Dudng thai trir
chl yéu cda thudc 13 qua gan va than. Ngoai ra, thudc con thai trir qua nwdce bot,
dom, nudc mat, lam cho cac dich nay c6 mau d6 da cam. Thoi gian ban thai cla
thuéc khoang 1,5 - 5 gio. Khi chirc ndng gan gidm, thai gian ban thai cta th udc
kéo dai. Nguoc lai, do tw gdy cdm (rng hé enzym oxy hda thudc & gan, sau diéu trj
khoang 14 ngay thoi gian ban thai cla thudc bj rdt ngan lai. Thudc ¢ chu ky & gan
- ruot.

Rifampicin [am tang chuyén héa mét s thudc théng qua tdc dung gdy cdm &ng
cytoc rom - P450 nhu: thudc tranh thai, phong tda B- adrenergic, chen kénh calci,
diazepam, quinidin, digitoxin, prednisolon, sulfonylurea, mét s6 thuéc chéng déng
mau...

1.1.2.4. Tdc dung khéng mong muén:

Thudc it ¢ tadc dung khdng mong mudn, song ¢ thé gap & mot s6 ngudi:

- Phat ban 0,8%; buén nén, nén (1,5%); S6t (0,5%); réi loan su tao mau.

- Vang da, viém gan rat hay gip & ngudi cd tién sir bénh gan, nghién rwgu va cao
tudi. Tac khéng mong mudn nay ting 1&n khi dung phdi hop vdi isoniazid.

1.1.2.5. Ap dung diéu tri

- Ché& pham Rifampicin (Rifampin, Rimactan, Rifadin) vién nang hodc vién nén 150
- 300 mg, siro 100mg/Ml, dung dich tiém truyén 300 - 600 mg/lo.

- Phéi hop véi cac thude chdng lao khdc dé diéu tri cac thé lao, khéng dung don
ddc rifampicin trong diéu tri lao. Ngoai ra thuéc con dwgc chi dinh trong mot sé
bénh nhiém khuan do cac vi khudn con nhay cam gay nén.

- Litu dung cho ngudi 1dn 1 [an trong 1 ngay 10 - 20mg/kg thé trong, tdi da
600mg/24 gio.

-Khéng dung thudc & ngudi gidm chirc ndng gan v a khi diéu tri can theo dadi chirc
nang gan thudng xuyén.

1.1.3. Ethambutol (EMB, E)

1.1.3.1. Tdc dung



La thudc téng hop, tan manh trong nudc va virng bén & nhiét dé cao, cd tac dung
kim khuan lao manh nhat khi dang ky nhan |1&n, khong cé tac dung trén cac vi
khuan khac.

1.1.3.2. Co' ché'tdc dung:

Theo Takayama va cong sw (1979), ethambutol cé tac dung kim khuén la do trc
ché su nhap acid mycolic vao thanh té& bao truc khuan lao, lam réi loan sy tao
mang trwc khun lao. Ngoai ra, mét

s tac gia con cho rang ethamb utol gay réi loan sw téng hop acid nhan thdng qua
trc ché canh tranh véi cac polyamin va tao chelat v&i Zn 2+ va Cu2+.

1.1.3.3. Duwgc dong hoc:

Thuéc dugc hap thu tét qua duong tiéu hda, sau khi uéng 2 - 4 gid, dat duoc
nodng dé téi da trong mau. Trong co thé, thubc tap trung cao & trong cac md chira
nhiéu Zn 2+, Cu2+, dac biét |a than, phdi, nwdc bot, than kinh thij giac, gan, tuy
V.V... Sau 24 gi®d, mot nlra lvong thudc udng vao dwgc thai ra ngoai qua than, 15%
dudi dang chuyén hda.

1.1.3.4. Tdc dung khéng mong mu én:

Khi diéu trj lao bang ethambutol cé thé gdp mot s6 tac dung khéng mong mudn
nhu: réi loan tiéu hda, dau dau, dau bung, dau khép, phat ban, s6t, viém day than
kinh ngoai vi, nhwng ndng nhat la viém day than kinh thi gidc gy rdi loan nhan
bi€t mau sdc. Cat nghia cho tén thuong thi gidc, ¢ tac gid cho rang day than kinh
thi gidc chira nhiéu Zn 2+, ethambutol tao chelat véi Z 2+gay viém.

1.1.3.5. Ap dung diéu tri:

Ethambutol vién nén 100 dén 400mg dwoc phdi hop vdi cac thube chéng lao dé
diéu tri cac thé lao, ngudi I&n udng liéu khéi dau 25mg/kg/ngay trong 2 thang sau
do gidm liéu xubéng

15mg/kg/ngay. Tré em uéng 15mg/kg/ngay. Khéng dung cho ngudi cé thai, cho
con by, tré em dudi 5 tudi va ngudi cd viém than kinh thj gidc va giam thi luc.
1.1.4. Streptomycin (SM, S).

La khdng sinh thudc nhdm aminoglycosid c6 tac dung diét khuan lao manh dac
biét vi khuan trong hang lao va mot s6 vi khudn Gram (+) va Gram ( -). Néng do
10mcg/ml cé tic dung diét truc khuan lao.

Pugc phdi hop vai cac thudc chdng lao khac dé diéu tri lao. Tiém bap hang ngay
hodc cach ngay liéu 15mg/kg thé trong, t6i da khdng vuot qud 1g/ngay. DG vai



ngudi cao tudi, liéu dung 500 - 750mg/ngay.

Duwgc ddng hoc, co ché tac dung, tac dung khéng mong muén va chéng chi dinh
cta thuéc xin doc bai “khdng s inh nhém aminoglycosid”.

1.1.5. Pyrazinamid(Z, PZA)

1.1.5.1. Tac dung:

La thuSc cé ngudn gdc téng hop, it tan trong nudc, tdc dung manh trong moi
trudng acid cé tac dung kim khuan lao cé ciu tric twong tu nhu nicotinamid.
Thudc diét tric khuén lao trong da i thue bao ¢é pH acid va té bao don nhan vai
néng dé 12,5mcg/ml, dac biét khi vi khudn dang nhan 1én.

Co ché: chua biét du ciu tric gan giéng acid nicotinic va INH.

1.1.5.2. Dugc dong hoc:

Thudc hap thu nhanh qua duéng tiéu hod. Udng sau hai gio dat dwoc n 6ng d6 toi
da trong mau va khuéch tdn nhanh vao mé dich co thé. Thuéc di qua hang rao
mau n3o tét nén co hiéu qua diéu tri cao trong lao mang ndo. Thoi gian ban thai
cta thudc khoang 10 dén 16 gio.

1.1.5.3. Tac dung khéng mong muén:

Thudc cé thé gdy mét sb tac dung khéng mong mudn nhu: dau bung, chan an,
budn ndn, ndn, s6t, nhirc dau, dau khép. Pac biét lwu y, thubc cd thé gay ton
thuong té€ bao gan, vang da & 15% s6 bénh nhan. Do vay, khi diéu tri can kiém tra
chirc ndng gan trwdc va trong diéu tri. Néu c6 da u hiéu gidm chirc ndng gan phai
ngng thuéc. Do canh tranh vdi acid uric & hé van chuyén tich cuc tai 6ng than,
pyrazinamid cé thé gay tdng acid uric mau.

Pyrazinamid lam giam tac dung ha acid uric cGia probenecid, aspirin, vitamin C va
lam tang tac dung ha glucose mau cta cac thudc nhém sulfonylure.

1.1.5.4. Ap dung diéu tri:

Vién nén 500mg.

Pyrazinamid thudng phdi hop védi cac thudc chdng lao khac dé diéu tri lao trong 6
thang d4u, sau dé thay bang thuéc khac. Liéu trung binh ngudilén 1,5 -2,0 g/ngay
va tré em 35mg/kg/ngay.

1.2. Cac thudc chdng lao khac

1.2.1. Ethionamid

- La thudc vira kim khuan vira diét khuan (do trc ché téng hop acid mycolic). Udng
hap thu tir tir qua dudng tiéu hda, sau 3 gio dat ndng do tdi da trong mau va thai



trir ch yéu qua than duédi dang d3 chuyén hda.

- Thuéc dugce chi dinh khi vi khuan lao khdng vé&i cac thuéc nhdm I. Ngoai ra,
ethionamid con duoc dung phéi hop véi dapson, rifampin dé diéu tri phong vdi
litu 10mg/kg thé trong.

- M6t s6 tac dung khdng mong mudn cé thé gdp nhu: chén an, bud n ndn, ndn, di
l6ng, rdi loan than kinh trung wong (dau dau, co giat, mat nga), viém day than
kinh ngoai vi. Ethionamid c6 thé

gay roi loan chirc ndng gan, can phai theo d&i chirc nang gan trwdc va trong khi
diéu tri.

- Thudc dwoce dung vai liéu ting dan. Khé i dau 500mg cach 5 ngay ting 125mg
dén khi dat 15 - 20mg/kg thé trong va khdng vuot qua 1gam/24gid.

1.2.2. Acid paraaminosalicylic (PAS)

La thudc kim khuan lao ¢6 co ché tac dung giéng sulfonamid, nhung khéng cé téc
dung trén céc vi khuan khéc. Liéu dung: 200- 300mg/kg/ngay, t6i da 14 -
16g/ngay. PAS c6 thé gay ia léng,

nén, dau bung. D& han ché tac dung khdng mong muén, can udng vao lic no.
1.2.3. Mét sé khdng sinh khdc cé tdc dung chéng lao

- Kanamycin va amikacin c6 ndng do vé (rc ché tdi thiéu vdi truc k huan lao 10 pg/
ml. Liéu diéu tri lao 1g/ 24 gio.

- Capreomycin la 1 peptid vong ¢ tac dung chéng lao véi liéu 15 - 30 mg/ kg/ 24
gio.

- Ofloxacin va ciprofloxacin 1 2 khdng sinh nhdm fluorquinolon c6 néng dd trong
td chirc phéi cao hon trong huyét twong ¢ 6 ndng dé (rc ché t6i thiéu trén truc
khuan lao rat thap tir 0,25 - 3 pg/

ml. Trong diéu tri lao ciprofloxacin udng 1,5g chia 2 lan/ngay; ofloxacin uéng 600 -
800 mg/ ngay.

- Azithromycin va clarythromycin la 2 macrolid ma&i cling c6 tac dung trén truc
khuan la o duoc chi dinh khi truc khuan lao khdng céc thudc chéng lao chinh.

- Cycloserin dugc chi dinh diéu tri lao véi liéu 15 - 200 mg/ kg/ ngay. Chi tiét xin
xem bai “Thudc khang sinh”.

1.2.4. Thiacetazon (Amithiozon)

La thudc kim khuan. C6 hoat tinh chéng lao v ¢i néng d6 (rc ché t6i thiéu (MIC) 13
1 pg/ml. Trong |am sang c6 thé phdi hop vdi INH dé diéu trj lao. Liéu dung hang



ngay 150mg.

1.2.5. Clofazimin

Thudc duoc dung cho nhitng bénh nhan cé trwec khuan lao da khing thudc vdi liéu
dung 200mg/24 gi®. (Chi tiét xin doc bai "thudc diéu tri phong").

1.3. Sy khang thudc cha vi khuan lao

Ti 1& vi khuan lao khang thu6c ngay cang tang, nguyén nhan chu yéu la do dung
thu6c khdng dung phac d6 phdi hop, liéu lvgng va thai gian dung thudc hodc chat
lwong thubc kém.

Su khang thuéc c6 thé xép thanh 3 loai:

- Khang thudc tién phat: la sy khdng thuéc xay ra & bénh nhan chwa dwoc dung
thu6c chéng lao [an nao. Nguyén nhan |13 do vi khuan lao khang thudc lan truyén
tr bénh nhan khac sang.

- Khang thudc mac phai hay con goi la khang t hudc thi phat |a su khang thudc
sau khi dung cac thudc chéng lao it nhat mot thang. Nguyén nhan do dung thudc
khong dung liéu lvgng va phdoi

hop thubc khéng ding gdy nén sy chon loc vi khuan khang thuéc.

- Pa khang thudc |a hién twong vi khuan lao khdng lai it nhat 2 loai thudc chéng
lao trong d6 c6 khang rifampicin va INH va khdng cluing véi cac thuéc chdng lao
khac.

Dé dbi phd véi s khang thudc cha vi khuan lao, ngdn nglra suw chon loc tao ra
ching khang thudc va sy lan truyén cac ching khang thuéc trong cong déng, can
phai 4p dung ding nguyén tac diéu

tri lao.

1.4. Nguyén tac dung thudc chéng lao va mat s6 phac do diéu tri lao

1.4.1. Nguyén tdc ding thuéc chéng lao

- P& gidm ty |é khang thudc va rat ngan thoi gian diéu tri, cac thudc chong lao
ludn dung cuing mot ldc (vao thoi gian nhat dinh trong ngay) it nhat 3 loai thudc
trong 24 gi& va cé thé phéi hop

4-5 thudc trong giai doan tan céng 2 - 3 thang d3u, sau d6 chuyén sang didu tri
duy tri.

- Can phai cay vi khuan va lam khang sinh d6 dé chon khang sinh thich hop.

- Phé&i hop thudc theo tinh ndng tac dung nham nang cao hiéu qua diéu trj va giam
tac dung khéng mong mudn. Thudng phdi hop thudc vira diét khudn trong té bao



va ngoai té bao clng vdi thudc diét khuan thé dang phat trién va thé “0 bénh”.

- Diéu trj lién tuc, khdng ngdt quang, it nhat 6 thang va cé thé kéo dai 9 - 12 thang.
- Tri liéu ngan ngay cé kiém sodat truc tiép (DOTS =directly observed treatment
short course).

- Liéu phap du phong bang INH trong 6 thang cho nhitng ngudi tiép xtc vdi bénh
nhan cé k ha ndng bj lao, nhung chua ¢ dau hiéu nhiém khuan va ngudi cé test
tuberculin rong trén 10mm va ngudi trudce kia bi lao nhung hién nay & thé khong
hoat dong va hién dang dung thudc &rc ché mién dich.

- Thuwdng xuyén theo ddi tdc dung khdng mong muén cua thube.

- Trong trudng hop true khuan lao khang véi cac thudc chdng lao chinh thudng
dung hodc cé tac dung khdng mong muén ma bénh nhan khéng thé chap nhan
duwoc thi lwa chon cac thubc chéng

lao khac.

1.4.2. Mét s6 phdc do diéu tri lao hién nay & Viét Nam

Dua trén phac d6 diéu tri lao clia t6 chirc Y t&€ Thé gidi, chuong trinh chéng lao
Qudc gia d3 dé

xuat mot sé phac d6 ap dung cho diéu tri lao hién nay & Viét nam.

1.4.2.1. Ngudi bénh chua chita lao bao gio:

2SRHZ / 6HE

- Diéu trj tan cdng 2 thang lién tuc dung 4 | oai thudc S (SM); H (INH); R (RMP); Z
(PZA) hang ngay.

- Diéu tri duy tri hang ngay lién tuc trong 6 thang v&i 2 thubc la H va E (EMB).
1.4.2.2. Ngudi bénh cé lao tai phat hodc that bai diéu tri:

2SHRZE/1HRZE/5H 3 R3 E3 *

- Diéu tri tdn cdng hang ngay lién tuc trong hai thang v&i 5 loai thuéc SHRZE, mét
thang ti€p theo dung hang ngay 4 loai thuéc HRZE.

- Sau d6 diéu tri duy tri 3 loai thuéc H, R, E mdt tudn dung ba Ian cdch quing trong
5 thang lién tuc.

* H: Isoniazid Z: pyrazinamid S: Streptomycin

R: Rifampicin E: Ethambutol

S8 & trwdc chir cai chi thoi gian diéu tri tinh bang thang; chit s6 dudi & sau chi cai
chi s6 ngay dung thudc trong 1 tuan, néu khéng cé cac chir s6 nay thi dung thudc
hang ngay.



2.THUOC PIEU TRl PHONG

Bé&nh phong |a b&nh nhiém khuan Myc obacterium leprae. N&u duoc diéu tri sém
va dung, bénh phong cé thé khai, khéng dé lai di chirng. Hién nay, ba thudc chu
yéu diéu tri phong |a: dapson, rifampicin va clofazimin.

2.1. Dapson (DDS)

La dan xuat 4-4 diamino diphenyl sulfon ciu tric gan gidng pa ra-aminobenzoic
acid c6 tac dung kim truc khuan phong. Mac du, d3 dugc tong hop tir nhitng ndm
1940, nhung dén nay DDS van

duwoc coi la thudc quan trong nhat trong diéu tri phong.

2.1.1. Dwoc déng hoc

Thuéc dugc hap thu gan hoan toan qua 6ng tiéu héa. UGng 1 00mg, sau 24 gid
dat dwoc ndng d6 trong mau gip 50 - 100 lan ndng do e ché tdi thiéu. Trong
mau, thudc gan vao protein huyét twong khodng 50% va khuéch tan nhanh vao
cac t6 chirc: da, co, gan, than va dich ndo tuy.

Dapson dugc chuyén hda & gan nh& phan rng acetyl héa tao thanh monoacetyl -
DDS khdng cé tac dung kim khuan. Sy chuyén hda ca DDS mang tinh di truyén.
Than va mat la duwdng thai trir chd yéu cha thudc. Do cé chu ky gan - rudt, nén
thudc ton tai rat lau trong co thé, thoi gian ban thai cta thudc khoang 28 gio.
2.1.2. Tdc dung va co’ ché tdc dung

Dapson chi cé tac dung kim khuan phong, khong diét khuan. Co ché tic dung
giong sulfonamid.

Co ché chi tiét xin doc bai “Thuéc khang sinh”, phan “sulfamid”.

2.1.3. Tdc dung khéng mong muén

Dung Dapson cé thé ga p mot s6 tac dung khéng mong muédn sau:

- Bubn nén, nén, dau dau, phat ban & da.

- RGi loan tdm than, viém day than kinh ngoai vi.

- Thi€u mau, tan mau, dic biét hay gap & ngudi cé thiéu hut G 6PD.

- Methemoglobin

- H6i chirng “sulfon” hay “Jarish - Herxheimer”. HOi chirng nay thudng xuat hién
sau khi dung thuéc 5-6 tuan. Biéu hién: s6t, vang da, hoai tlr gan, viém da, met -
Hb va thi€u mau.Day la hdi chirng rat nang, can phai ngirng thuéc ngay va hdi strc
tich cyc tranh t&r vong.

2.1.4. Ap dung diéu tri



Do ti 1& tric khudn phong khang thuéc ngay cang cao, nén tlr ndm 1982 & Viét
Nam khéng dung riéng dapson dé diéu tri ma thuwdng phdi hop vai clofazimin
hoac rifampin.

Thudc dang vién nén 25mg, 100mg udng khéi dau liéu thap 50mg/24 gi®. Néu
bénh tién trién khong t6t, tang lidu [&n 100 mg/24 gi® va duy tri it nhat trong 2
ndm. Trong diéu tri can theo ddi cdng thirc mau thudng xuyén. & nhitng bénh
nhan cd dj irng vai thudc, suy gidm chirc ndng gan, thiéu hut G6PD hodc met-
hemoglobinreductase, chéng chi dinh dung thuéc.

2.2. Rifampicin

La khdng sinh khéng chi diét khuan lao va cac vi khuan Gram (+), Gram ( -) khdc,
ma con cd kha nang diét truc khuan phong manh. So véi dapson, thudc khuéch
tan vao mo than kinh kém nén khéng lam giam duwoc triéu chirng tén thuwong than
kinh do truc kh udn phong gay nén.

Thubc duoc phéi hop vadi cac thudce diéu tri phong khac vai liéu 600mg/24 gio.
Chi tiét vé rifampicin xin doc bai “Thuéc khang sinh” va bai “Thudc chéng lao”.
2.3. Clofazimin (Lampren)

Thudc cé tac dung kim khuan phong va mot sé vi khuan g ay viém loét da
(Mycobacterium ulcerans) va gdy nén viém phé qudn man tinh (Mycobacterium
avium). Ngoai ra, clofazimin con

c6 tac dung chdng viém va ngan chan sy phat trién cta cic nét san trong bénh
phong.

Theo Morrison va Marley (1976), clofazimin ¢ tac dung kim khuan 13 do thuéc
gan vao AND cla tryc khuan [am &c ché sy nhan déi ciia ADN.

Uéng hap thu nhanh va tich Iy ldu trong cdc mé. Than la duong thai trir chd yéu
cla thubc. Ngoai ra, thudc con duwoc thai qua mo hoi.

Trong qua trinh dung thudéc, c6 thé g p mot sé tac dung khédng mong mudn nhu:
mat mau da, viém rudt, tdng bach cau wa acid.

Vién 100mg - phéi hop v&i dapson va rifampin diéu tri mot s6 thé phong véi liéu
50mg/24 gid hodc 100-300mg/24 gid/tuan. Khi diéu tri, can theo d&i chirc ndng
gan va than.

2.4. Cac thudc diéu tri phong khac

2.4.1. Sulfoxon

Thudc ¢6 cau tric twong tu nhu dapson, nhung hap thu khéng hoan toan qua



duwong tiéu hda va thai trir chd yéu qua mat va qua phan.

Co ché tac dung va tdc dung khdng mong muén cua thuéc giéng dapson. Thudc cd
thé dung thay dapson dé diéu trj phong vd&i liéu 330mg/24 gio.

2.4.2. Thalidomid

La thuSc an than, nhung cé tac dung diéu tri phong, dac biét thé phong cd. Liéu
dung 100 - 300mg/24 gi®. Do gay qudi thai, ddc biét giai doan 24 - 36 tuan dau
cta ky thai nghén, nén thuéc it duwoc dung.

2.4.3. Ethionamid

Cé tdc dung vira kim khuan vira diét khuan lao va phong cé thé thay thé
clofazimin trong nhirng trudng hop khang clofazimin. Liéu dung hang ngay 250 -
375mg.

Chi tiét xin doc thém bai “Thudc chéng lao”.

2.5. Nguyén tac va mot s6 phac d6 diéu tri phong hién nay

Nham tang hiéu qua diéu tri, rdt ngan thoi gian dung thudc va han ché sy khang
thudc cla truc khuan phong tir 1982, T6 chirc Y t& Thé gidi khuyén cdo mot s6
nguyén tac diéu tri phong nhu sau:

- Pa hda trj liéu, kh 6ng dung mot loai thudc dé diéu tri phong va thuwdng dung 3
thuéc dapson, rifampicin va clofazimin.

- Phéi hop hoa tri liéu véi vat ly liéu phap va thé duc liéu phap dé tranh tan phé.
- Udng thudc dung liéu lvong, dang phac d6, dd thoi gian va dinh ky theo ddi tac
dung trén |am sang, xét nghiém vi khuan va tac dung khéng mong mudn.

- Thoi gian diéu tri kéo dai tuy thudc vao mirc dd nhiém truc khuan.

2.5.1. Phac d6 diéu tri nhdm c6 nhiéu truc khuan



Dapson | Rifampicin Clofazimin Thai gian diéu i | Theo doi
100mg tv | 600mg mo1 | 300mg mo1 thing it nhit 2 nim hoic cho | Sau 1-2-6
uéng moi |thing udng 1 |udng 1 1incé gidm | dn kiu xét nghiém thing
ngay lin co g1im sit + 30mg hang ngay | fim truc khuin im tinh | (trong 5

it tir uéng nim)
Phic dé diéu tri nhém it vi khudn
Dapson Rifampicin Thoi gian diéu Theo doi
tri

100mg twudng | 600mg mol thing uéng 1 6 thing Sau 1-2-4-6 thing

h&nmhy lin co El.in'l sit {trong 3 ndm}

Phdc dé diéu tri nhém bénh nhiéu vi khudn @ tré em

BAI 109.

Rifampicin Clofazimin Dapson Thai gian
Cin hing thang | Hing thang | Hang tuin, |  tw uéng diéu tri
ndng tré | co kiém tra | 6 giam sat | hang ngay | hang ngay
(uong) (udng) t udng
<20kg | 150mg 100mg 100mg 25mg It nhit
(hang tuin) 2 nim hode
21-30kg 300mg 150-200mg 150mg 25-50mg dén ki
(hing tuin)
31-50kg 450mg 200-300mg 50mg 50-75mg | xétnghiém
(hang tuin) im tinh
4. Phic dé diéu tri nhém bénh it vi khuan o tré em
Can ning tré | Rifampicin hing thang 6 | Dapson hang ngiy tu | Thei gian diéu
giam sat (uong) uong tri
< 20ks 150 mg 25mg
21 —30ke 300mg 25 — 50 mg 6 thing
31 —30kg 430 mg 30— 70 mg

THUOC DIEU TRI NGO POC



Ngo ddc thudc thwdng [a do nham 1an (cta thay thudc, clia ngudi bénh) hoidc do
6y (tw

tlr, dau ddc). Nhitng truong hop nham 1an thudng khéng ndng 1am, vi duo
c chan dodn dung va sdm nén x ly kip thai. Con nhitn g trudng hop cd y thi
thudng rat ndng vi nan nhan che gidu tén thuéc d3 dung, liéu thuéc nhiém ddc lai
qua |&n va lic dua dén diéu tri thudrng d3 muén, cho nén chan doan khé khan, xtr
tri nhiéu khi phai mo mam.

Chi c6 rat it thubc co triéu chirng ngd ddc ddc hiéu va cach diéu tri dac hiéu. Vi
vay, cac x{r tri ngd doc thudc ndi chung la loai trir nhanh chdng chat déc ra khéi
co thé, trung hoa phan thuéc da duoc hap thu va diéu tri cac triéu chirng nham
hoi sirc cho nan nhan.

1. LOAI TRU CHAT DOCRA KHOI CO THE

1.1. Qua duong tiéu hoda

- Gay non: Apomorphin hién khdong dung vi nhiéu tac dung phu

- Ipeca: Dung dudi dang siro tir 15 - 20 ml, pha lodng trong 250 ml nudc. Néu sau
15 phut khéng nén, cé thé dirng lai. Thwang dung cho tré em trén 1 tudi.

Trong trudng hop khong ¢ thubce, nan nhan con tinh, cé thé ngody hong hoac
dung mun thét cho uéng.

- Rira da day bang nuwdc 4m hoac thudc tim (KMnO 4) dung dich mdt phan nghin
(1: 1000

)cho dén khi nuwéc rira tréd thanh trong.

Véi cac thubc hap thu nhanh nhu aspirin, cloroquin, meprobamat, bar bituric,
colchicin, thudc chéng rung tim, rira da day va gay non chi cé tac dung trong 6 gi®
dau, khi chat trung déc con & da day. Péi vdi loai benzodiazepin, thudc chéng
rung tim, hodc nhiém

ddc hon hop, hodc nhitng chat khéng rd, ¢ thé rira trong vong 24 g io.

Dung than trong khi nan nhan d3 hon mé vi dé dwa nham 8ng cao su vao khi
quan, hodc chat nén quay ngugc dudng vé phé. Tuyét d6i tranh rira da day cho
nhirng ngudi bi tring

ddc cac chat an mon nhu acid manh, base, vi 6ng cao su cd thé lam rach thuc
quan.

Sau rira da day, cho than hoat, vi cé nhiéu vu diém: Hoan toan khéng déc, ngan
can duogc chu ky gan- rudt déi véi cac thubc thai theo dwdng mat, do dé tang thai



theo phan.

Liéu 50- 100g. M6t trdm gam than hoat cé thé hap phu duoc 4 g thudc chdng
tram cdm loai tricyclic. Thuong cho 30- 40 g, cach 4 gio 1 [an.

1.2. Qua dwong hé hap

Ngd ddc cac thudc thai qua dudng hé hap nhu céc thudc mé bay hoi, rwgu, khi
d6t, xdng, aceton..., can lam ting hé hap bang cac thudc kich thich nhu cardiazol
(tiém tinh mach éng 5 ml, dung dich 10%), lobelin (tiém tinh mach éng 1 ml, dung
dich 1%), hodc hé hap nhén tao.

1.3. Qua duong tiét niéu

1.3.1. Thuong dung céc thudc i niéu tham thau

Nhu manitol (10%; 25%), glucose wu truong (10%; 30%), dung dich Ringer. Phai
chac chan rang chirc phan than con tét. Khong dwoc dung khi cé suy than, suy
tim, phu phéi cap, huyét ap cao, truy tim mach nang.

Khi dung cac thudc lgi niéu nay thi cac khang sinh cling bi tang thai, cho nén can
phai nang liéu cao hon.

1.3.2. Kiém hod nudc tiéu

Trong trudng hop ngd doc cac acid n he (barbituric, salicylat, dan xuat pyrazolol).
Thuongdung hai thi:

- Natri bicarbonat (NaHCO 3): Dung dich 14%0, truyén nho giot tinh mach 2 - 3 lit
mot ngay. Nhung cé nhuoc diém la dwa thém Na + vao co thé, vi vay khi chire
phan than khong

duwoc tot, dé gay t ai bién phu nio.

- T.H.A.M. (trihydroxymetylaminmetan), truyén tinh mach 300 - 500 ml.

HO- H,C HO- H,C

HO- H;C‘7 C—NH,+H— " HO- H;C> C + NH;

HO- H,C HO- H,C
T.H.A.M. (trihydroxymetylaminmetan)
THAM cé wu diém |a khong mang Na + va dé tham vao dugc trong té bao.
1.3.3. Acid héa nudc tiéu
DE lam tang thai cac base hitu co nhu cloroquin, dan xuat quinolein, imipramin,
mecamylamin, dan xuat acridin, nicotin, procain, quinin, phenothiazin.
Cac thudc lam acid hda nudc tiéu thudng dung |a amoni alorid uéng 3,0 - 6,0g



hoac acid phosphoric 15- 100 giot mo6t ngay.

Acid héa kho thye hién hon kiém hda va co thé chiu dwng tinh trang toan kém
hon trang thai nhiém kiém, cho nén ciing dé gay nguy hiém.

2. TRUNG HOA CHAT POcC

Thudong dung cac chat twong ky dé ngan can hap thu chat doc, lam mat hoat tinh
hodc d6i khang véi tdc dung cla chat déc.

2.1. Cac chat twong ki héa hoc tai da day

D& ngan can hap thu chat doc, thwong dung rira da day bang cac dung dich:

- Tanin 1- 2%: 100- 200 ml (cé thé thay thé& bang nwéc ché dic), cé tac dung lam
két tia mét so alcaloid va kim loai nhu strychnin, calcaloid cia cdy quinquina,
apomorphin, cocain, mudi km, coban, déng, thuy ngan, chi...

- Sira, 16ng trang trirng (6 qua cho 1 lit nwdc) ngan can hap thu cdc mudi thay
ngan, phenol.

- Than hoat (nhii dich 2%), hodc bt gao r ang chay, kaolin c6 tac dung hap phu
cac chat

ddc nhu HgClI2 (sublimé), strycnin, morphin... Than hoat con hdp phu manh ca cac
chat mang dién tich duong cling nhw &m, cho nén cé thé dung duoc trong hau hét
cac trwdng hop nhiém doc dudng tiéu hoa.

2.2. Cac chat twong ky hda hoc dung duéng toan than

- Tao methemoglobin (bang natri nitrit 3% - 10ml) khi bi ngd déc acid cyanhydric
(thudng gdp trong ngd ddc san). Acid cyanhydric rat ¢ ai luc vdi cytocrom
oxydase (co Fe +++) la

cac enzym hd hap ctia md. Khi bi ngd déc, ca c enzym nay bi &rc ché. Nhuwng acid
cyanhydric lai cé i lwc manh hon véi Fe +++ ca methemoglobin, nén khi gay
dugc methemoglobin, acid cyanhydric sé hgp v&i methemoglobin tao thanh
cyanomethemoglobin va giai phdng cytochrom - oxydase.

- Dung B.A.L. khi bi ng 6 d6c cac kim loai nang nhu Hg, As, Pb.

- Dung EDTA hodc mudi Na va calci cda acid nay khi bi ngd déc cicion hda tri 2:
Chi, sit, mangan, crdm, dong va digitalis (d& thai trir calci).

2.3. St dung cac thudc déi khdng duwoc ly dac hiéu

Dung naloxon tiém tinh mach khi bi ngd déc morphin va cac opiat khac; dung
vitamin K liéu cao khi ngdé ddc dicumarol; truyén tinh mach dung dich glucose khi
bi ngd doc insulin... Phwong phap nay dung diéu tri c6 hiéu qua nhanh va tét,



nhwng chi cé rat it thudc cé tac dung déi khang d woc ly ddc hiéu, cho nén phéan
|&n phai diéu trj theo triéu chirng.

3. PIEU TRI TRIEU CHUNG VA HOI SU'C CHO NGU'OI BENH

3.1. Ap dung d6i khang sinh ly

Dung thudc kich thich than kinh khi ngd déc cac thuéc trc ché (dung bemegrid,
amphetamin khi ngd déc barbiturat), dung thuéc lam mém co khi ngd doc céc
thudc co giat (dung cura khi ngd ddc strrynin)..., hodc nguoc lai, dung barbiturat
khi ngd doc amphetamin, long nao, cardiazol.

Phuwong phap nay khong t6t 1am vi thudc d6i khang ciing phai dung vdi liéu cao,
thuong la

litu déc, cho nén cd hai déi vdi nan nhan.

3.2. Héi strc cho ngudi bénh

- Tro tim, gilt huyét ap, chdng truy tim mach: Dung cac thudc trg tim thong
thuwong, noradrenalin 1- 4 mg hoa trong 500 - 1000ml dung dich glucose dang
truong, truyén nho giot tinh mach. C6 thé dung D.0.C dung dich ddu 1 - 5 mg tiém
bap.

- Tro hd hdp: Cac thudc kich thich hé hap (cardiazol, cafein), hé hdp nhéan tao, thé
OXY.

- Thdm phan phic mac hodc than nhan tao: Chi dung trong trudng hop nhiém doc
nang, than d3 suy, cdc phuong phap diéu trj thdng th wong khdng mang lai két
qua, hodc cac trudng hop chdng chi dinh dung cac thudc lgi niéu tham thau.
Thudng gap ngd doc kim

loai ndng, sulfonamid liéu cao, barbiturat liéu cao.

- Thay mau duoc chi dinh trong cac trwong hop:

. Nhiém ddc phospho trang: Phai [a m truwdc 8 giy méi ¢ kha ndng ciru dwgc nan
nhan.

. Nhiém ddc vdi lieu chét: Cac thudc chdng s6t rét, chat doc té bao, isoniazid, dan
xuat salicylat (nhat 1a véi tré em).

. Cac chat lam tan mdu: Saponin, sulfon...

. Cac chat gdy methemoglobin: Phenacetin, anilin, nitrit, cloroquin... Cé thé diéu
tri bang xanh methylen 8ng 1% - 10 ml hoa trong 500 ml dung dich glucose dang
truwong truyén nhé giot tinh mach; hoac tiém tinh mach vitamin C 4,0 - 6,0g trong
24 gio. Khi khong cé



két qua thi thay mau.

Can phai sém va khéi lwvgng mau thay thé phai cé dd nhiéu (it nhat 1a 7 lit). Néu
hém sau mau con chira nhiéu hemoglobin hoa tan thi cé thé phai truyén lai.

3.3. Cong tac cham séc ngu i bénh

- Ché& d6 dinh dud@ng: Cho &n cac thudc dn nhe, dé tiéu, du calo, hodc truyén hau
mén né u

c6 tén thuong thuc quan (nhiém doc acid). Can cho thém nhiéu vitamin, dic biét
la

vitamin B, C; cho thém insulin khi phai truyén nhiéu dudng (ose):

- Cac khang sinh dé phong nhiém khuan thi phat.

- Lam t6t cdng tac ho ly: HAt dom, rai, vé sinh chdng loét ...

3.4. Bang ké mot sé thubce trung déc thwong gdp va cach diéu tri

Trong bang nay chi ké mot s6 thudc thuong gdy doc va cac thubce ¢ tac dung diéu
tri dac hiéu. Ngoai nhirng thudc diéu tri nay can phoi hop thém cac thubc va
phuong phap hdi sinh téng hgp tuy the o tinh trang tring doc.

Nhirng thu6c khong ké trong bang nay, khi tring déc phan nhiéu la chi diéu tri
triéu chirng két hop véi hoi strc.



Thuéc ngé doc | Thude giai décchinh |  Trinh bay _ Lieu | va cach di
Aspirin  (Nhom | - Na bicarbonat Dung dich 12.5%¢ | - Truyén nho giot t/m 1.5- 3,0z mét ngay,
salicylat) néu oo toan huyét.

- Vitamin K Ong 1ml =0.05g - Tiém t/m hodc tiém bip 4 éng/ ngay

- Cic dung dich b
nudc Na, K=, glucose

- Bl nuwde, Na®, K7, glucose my theo tinh
trang bénh.

Barbiturat - Natri bicarbonat - Dung dich 12.5%0 | Truyén nho giot finh mach 1,5- 3,0 lit /
- Cic thudc va phwong ngiy
phép héi sinh téng hop.
Benzodiazepin | Flumazenil (Anexate) | OngSml=05mg | Tiém t/m liéu ddu 0.3 mg néu chia tinh,
sau méi phiit fiém nhic lai liéu 16i da 1a 2
I'I!E.
Clorequin - Adrenalin 6,;,! Iml= | mg - Tiém t/m 0,25 mcg/ kg/ phiit.
Mivaquin - Diazepam 6ng Iml= 10 mg - Truyén t/m 2mg/ kg tong 30 phiit, sau
(Amino 4 dél- 2 mg/ kg/ ngay trong 45 gid...
quinolein)
Curare loai | - Prostigmin vi cdc loai 6.;3 0.5 mg Tiém t/m timg liéu 0,5 mg, khéng vurgr qud
tranh chip véi | phong tod 3.0 mg (c6 thé tiém e Img atropin dé
acetylcholin cholinesterase ngin can tic dung cha prostigmin mén hé
M)
Ca doéc duge | - Pilocarpin 6'355'-'"“-1! - Tiém duéd da 10 mg mér lin cho i khi
(belladon)  wva o6 murdc bot
cdc ché phim | - Tanin 1- 2% - Uéng 100 ml
co atropin -
Chi EDTA calei 6.,! 10ml =0,5g - 1,0g hoa wong 300 ml dung dich glucose
ding trwong truyén nhé giot tinh mach.
Chit sinh Xanh methylen 6'33 1% = 10 ml - Pha 1 &ng wong 500 ml dung dich
methemoglobin glucose ding truomg truyén nhé giot finh
mach
Vitamin C ﬂ:s 0,1g - Tiém t/m 4,0- 6,0g/ 24 gi&
Thuie ngd dée | Thude giai dée chink Trinh bay Liéu lwong va cich dung
Chit phong téa | Contrathion (P.A.M) Lo 200 mg - Truyén tm dung dich cé 400 mg
cholinesterase contrathion hoéa trong 25 ml NaCL 9%o
méi phiit 1 ml
Atropin Ong 1| mg - Tiém t/m timg mg.
Digitalin EDTA natri 6.:.3 10ml=02g - 3,0g hba wong 250 ml dung dich glucose
ding truomg truyén tinh mach trong 30
i
KCl l-an:}rEn nho giot tinh mach 20- 40 mEqg/
gily
T&ns lifu 120 mEq.
Isoniazid  va | - Vitamin B, Ong 2ml = 0,058 - Titm bip hodc t/m méi ngay 50- 500 mg.
IMAO Cé thé 1éi vii gam.
- Diazepam 6"'!2'“]' 10 mg - Titm chim t/m 1. 2 éng nfu cé co gilt
Khing filic Acid folic Ong | ml=2,5g - Tiém bap 3- 6 mg mot ngay
Khing Vitamin K, Ong | ml = 0.5g - Tiém tinh mach hoic tiém bip 4- 6 6ng
protrombin mét ngay.
Kim loai ning | BAL Ong 2 ml=200mg | - 2- 3 mg/kg cho mot lin tiém bap. Ngay
(As, Au, Hg) thit nhit vd 2, cich 4 gid titm mot 1in;
ngay thir 3, cich 6 gitr; nhimg ngay sau, 2
14n trong | ngiy.
Morphin va cdc | - Naloxon 0.4 mg - Tiém bap 0.4- 0,6 mg
opiat khic - Maltrexon
- Tanin Dung dich 1-2% | - Uéng 100ml
- Thuéc tim Dung dich 1 %o - Rira da diy
Muscarin (ndm | Atropin Ongl/4 mg hoic 1 | - Tiém dudi da hodc finh mach timg liéu
déc) mg 0.5- 1,0 mg
Phong toa P | - Awopin Ong | mg - Tiém finh mach 1- 2 éng
adrenergic - Glucagon 2 1 mg - Tiém bap hoac tinh mach 1 - 2 éng 48 duy
tri co bop tim
Phospho - Thudc tim Dung dich 1 %o - Rira da day



4. MOT SO THUOC DAC HIEU DUNG TRONG NHIEM BOC

4.1. Dimercaprol

Trong chién tranh thé gidi th hai, & Anh d3 nghién ctru cdc chat chéng lai chat
ddc hda hoc chira hoi asen, da tim ra dimercaprol. Do dé dimercaprol con goi la
British- anti-

Lewisite (viét tat 1a B.A.L).

4.1.1. Cau tric héa hoc va ly hda tinh

Dimercaprol la 2, 3 - dimercaptopropanol:

La chat 1&dng sdnh, khéng mau, mui kho chiu, tan trong dau thuc vét, trong rwgu
va cac chat hoa tan hitu co khac.

4.1.2. Tac dung va co ché

Dimercaprol ngan nglra doc tinh ctia nhi*ng phirc hop thiol - kim loai, bang cach
phan ing

vdi kim loai d€ hinh thanh phic hop dimercaprol - kim loai, déng thoi gidi phéng
hé

enzym c6 thiol; nhu trong ngd déc asen, dimercaprol tac dung v&i asen theo cach

sau:
S-Pr HS-CH,
R-As”” S- CH,
Nsopr HS-CH 5 R-As 2
S-CH + 2Pr-SH
HO -CH,
HO - CH, Enym chiia SH
BAL
Dang két hop chat asen Phiic hop dimercaprol va hop chit
voi enzym chita « SH asen tan trong nudc, thai

theo nudc tiéu

Kha nang tao chelat cla dimercaprol thay déi tuy tirng kim loai, manh nhat véi
thuy ngdn, mudi vang va nilra kim loai nhu asen.

Ngoai tac dung Ién hé enzym chira nhédm - SH, dimercaprol con tac dung truc ti€p
lén cac enzym duoc hoat hda bdi cac ion kim loai nhu: Catalase, anhydrase
carbonic, peroxydase.

4.1.3. Tac dung phu cta dimercaprol

- Nhirc dau, budn nén, ndn, dau bung



- Tang huyét ap, tim dap nhanh.

- Bong tam th&i cac niém mac, viém két mac, chay nwdc miii, tang tiét nudc bot.
- Dau co va vlung sau xuong ¢

- Khé chiu & diém tiém, d6i khi ap xe.

- & tré em, s6t, giam bach cau, doi khi co giat

- Uc ché chirc nang cla tuyén gidp trong trwdng ho p dung kéo dai.

- Thi€u mdau tan mau trong trudng hop thiéu G 6PD.

4.1.4. Chi dinh, liéu lvong

Dung trong diéu tri ngd déc asen, thuy ngan, mudi vang. N6 cling cd gia tri nhu
mot chat

b6 trg cho CaNa 2 EDTA trong ngd ddc chi va cho penicilamin trong bénh Wilson.
it hiéu

lwc trong nhiém doc bismuth, tali, d6ng, crém va nicken.

- Tim tinh cdm thu cda ngudi bénh: Lan tiém dau tién 50 mg.

- Ngb doc cap: cach 4 gio tiém 4 mg/ kg cho 48 gio dau, réi 3 mg/ kg 2 [an mot
ngay trong 8 ngay (liéu t6i da 5 mg/ kg/ ngay).

- Ngb ddc man: cach 4 gio tiém 2,5 mg/ kg cho 48 gi®r dau, réi 2,5 mg/ kg 1 1an
mot ngay trong 10- 15 ngay.

- Tiém bap sau, moi lan tiém, chuyén cho tiém; dung bom tiém bang thuy tinh.

- Kiem hda nudc tiéu trong thoi gian diéu tri (dé bao vé than ddi véi tdc dung ddc
cla nhirng kim loai duoc giai phong).

4.2. EDTA calci dinatri va EDTA dinatri

4.2.1. EDTA dinatri (Na 2 EDTA)

4.2.1.1. Tac dung

Tac nhan chelat khong cé calci, khi vao co thé tao phirc dé dang véi calci. Thai qua
than duwdi dang chelat cla calci: 72% thai qua nwdc tiéu trong 2 4 gid.

4.2.1.2. Chi dinh: Dung diéu tri nhirng trwdng hop qua tai calci:

- Da: Bénh cirng bi, hdi chirng Thibierge - Weissenbach.

- Mau: Tang calci - mau.

4.2.1.3. Chéng chi dinh: Suy than ndng

4.2.1.4. Cach dung va liéu luvgng:

Ong tiém 10 ml, dung dich dé tiém 5%.

Chi dung trong nhitng t rwong hop cap, 1 - 2 6ng tiém duoc hoa lodng trong dung



dich huyét thanh mén hay ngot dang truwong, truyén nho giot tinh mach rat cham
trong ngay

(dé tranh hiém hoa bénh tetani). Mot dot diéu trj trong 5 ngay va gitta nhirng
ngay do phai

duoc theo d&i, c6 thoi gian nghi 7 ngay. Vién boc duong: 0,25g

Dung cho diéu tri ngoai trd va liéu duy tri tr 6 - 8 vién boc dwdng/ ngay.

Lidu dung: 5 ngay/ tuan |é.

4.2.2. EDTA calci dinatri

4.2.2.1. Tac dung

EDTA la ethylendiamin tetra acetic acid. Thuwong dung muéi dinatra (Na 2EDTA,
dinatri edetat) dé lam tan nwdc, c6 kha nang “gap” (chelate) calci. Nhwng Na
2EDTA gay tetani

do ha calci mau, nén khi ngd doc kim loai hda tri 2 hodc 3 (chi, dong, sat, coban,
cadimi, chat phdng xa) thi dung dinatri calci edetat (CaNa 2EDTA) sé tao thanh
nhitng ph& ¢ bén, mat toan bé hoat tinh ion va déc tinh cda noé va khéng bi tai
bién ha calci mau: dwoc thai

qua than: trong 24 gi®, 72% thuéc dugc tim thay dudi dang chelat trong nwdc
ti€u, thoi

gian ntra thai trir & huyét trong la 40 phiat. Khdng khuéch tédn qua dich na o- tay.
4.2.2.2. Chidinh

- Ngo doc chi

- Ngo doc kim loai ndng: Crém (eczéma clia ximang), sat (chirng nhiém
hemosiderin), coban, déng, chat phdng xa...

4.2.2.3. Chéng chi dinh

Suy than nang

4.2.2.4. Tac dung phu

- Déc tinh véi than: Thuong ton 8ng than, al bumin- niéu, gidm niéu, suy than
(théng thuong cé héi phuc).

- Budn ndn, di 1&dng, chudt rut co, sot, dau co.

- Kéo dai thoi gian prothrombin.

- Diéu tri kéo dai c6 thé gdy mat magnesi (nglrng diéu tri va dung mdt mudi
magnesi).

- Viém tinh mach huyét khéi t rong truong hop dung nhirng dung dich qua cé dac.



4.2.2.5. Cach dung va liéu luvong

Ong tiém 10 ml, c6 0,50g.

- Pudng tinh mach: 15 - 25 mg/ kg co thé, truyén nhé giot tihh mach trong 250 -
500 ml dung dich huyét thanh ngot dang trwong trong 1 - 2 gi®, 2 [an/ ngay; liéu
t6i da 50 mg/ kg/ ngay; chu ky diéu tri trong 5 ngay lién, vdi khodng céch téi thiéu
2 ngay gilta nhirng chu

ky diéu tri. Kiém tra nudc tiéu hang ngay va ngirng diéu tri trong trudng hop bat
thuong.

- Pudng tiém bap (dung dich 20%): Bwoc chi dinh tr ong bénh n3o do ngd ddc chi,
vdi tang ap luc cha dich n3o tuy; 4 - 6 gio tiém 12,5 mg/ kg (tdi da 50 mg/ kg/
ngay). Dung dich dugc hoa thém vai procain 1% dé tiém.

4.3. Penicilamin

Penicilamin (D - béta, béta- dimethylcystein) la chat thuy phan cda penicilin, ¢6
thé tong hop.

Tao chelat véi kim loai nang, hop vdi nhirng chat nay thanh nhirng phic hoa tan
va dugc thai qua nudc tiéu. Trong cystein niéu, penicilamin hgp thanh véi cystein
mot phirc hgp hoa tan.

H&p thu tét qua dwdng tiéu hda; thoi gian nlra thai trir 1a 2 - 3 gid, thai qua nuéc
tiéu dudi dang disulfid.

4.3.1. Chi dinh va liéu lwvong

- Bénh Wilson: 500 mg/ ngay vé&i 25 mg/ pyridoxin; diéu tri can dugc theo dudi
suot doi.

- Ngd db6c chi va thuy ngan: 500 mg - 1,5g/ ngay trong 1 - 2 thang. Tré em 30 - 40
mg/ kg can nang.

- Cystein- niéu man (d€ phong bénh sé&i): 250 mg/ ngay, liéu duoc tang dan tai
500 mg, 4

lan/ ngay tuy theo sy chiu thudc.

- Viém nhiéu khép man tién trién: Thang dau 300 mg/ ngay; thang th hai, th
ba: 600

mg/ ngay, néu sau 3 thang diéu tri khdng thay co két qua thi ngirng thudc.

- Udng thudc luc déi, 2 gior trudec hodc 3 gid sau khi an.

4.3.2. Chéng chi dinh

- C6 thai, bénh mau, bénh than, chirng nhuwoc co



- Di trng vai penicilin.

4.3.3. Tac dung phu

- Di (rng, protein niéu, mat vj gidc, khiru giac.

- Viém nhiéu day than kinh

-Vang da & mat

- Uc ché tuy xwong: Thiéu mau, gidm bach cau, tiéu cau.

4.4. Pralidoxim (2- PAM)

Xin xem bai “Thuéc tac dung trén hé cholinergic”, phan diéu tri ngd déc hop chat
phospho hitu co.

BAI20. THUOC KHANG VIRUS

(NHOM KHANG VIRUS SAO CHEP NGU'QC)

Virus gdbm c6 loai 1 hodc 2 chudi ADN hodc ARN duoc boc trong mdt vo protein
goi la capsid. Mot s6 virus cé ca vo lipoprotein, va gidng nhu capsid, vo nay cé thé
chira cac protein khang nguyén. Virus b at budc phai séng ky sinh trong t€ bao vat
ch, sy sao chép cla ching phu thuéc chl yéu vao cac qud trinh tdng hop cla té
bao vat chd.

- Loai ADN virus nhu poxvirus (gdy bénh ddu mua), herpesvirus (gay thuy dau,
herpes, zona), adenovirus (viém két mac, vié m hong), hepa AND virus (viém gan
B) va papillomavirus (h6t com). Sau khi thAm nhap duoc vao nhan té bao vat chu,
ADN virus dugc sao ma s&m vao ARN mbéi ARNm polymerase cla té& bao vat chq,
ARN m duwoc dich m3 theo céch thdng thwdng cla té bao vat chi dé than h cac
protein dac hiéu cda virus. Riéng virus dadu mua, do cé ARN polymerase riéng nén



c6 thé sao chép ngay trong bao tuong cla té bao vat chd.

- Loai ARN virus gém rubellavirus (gdy bénh sé&i Dirc [German measles], rubeon),
rhabdovirus (bénh dai), picoARNvir us (bénh bai liét, viém mang ndo, cam lanh),
arenavirus (viém mang n3o, sot Lassa), arbovirus (s6t vang), orthomyxovirus
(cim), paramyxovirus (s&i, quai bi).

V@i ARN virus, viéc sao chép trong té bao vat chd sé dua vao hodc la cic enzym
trong virion (hat virus) dé téng hop ARN m cho né, hodc la ARN virus duoc dung
nhu chinh ARN m cdia né. ARNmduoc dich ma thanh céc protein virus, ké ca ARN
polymerase, enzym chi phdi sy tdng hop nhiéu ARNm virus.

Mot nhom ARN virus trong loai nay la retrovirus cé chira enzym re verse
transcriptase (enzym sao ma nguoc), tao ADN tir ARN virus. Sau d6, ban sao ADN
tich hop vao genom (b6 gen) cla

vat chd (luc d6 duoc coi nhu provirus) va dwgc sao ma thanh ca ARN genom va
ARN m dé dich m3 thanh cac protein virus (HIV).

Trong nhiéu bénh nhiém virus, dinh diém cla sy sao chép cla virus la vao ngay
trudc ldc triéu chirng 1am sang xudt hién. Vi vay, hiéu qua diéu tri ldm sang t6i wu
|a phai bat dau diéu tri sém. Cac thudc khang virus can phai: ngan can sy xam
nhap cda virus vao té bao va phai c6 hoat tinh vdi virus trong té bao, nghia la phai
c6 tinh dac hiéu.

Dwa vao cac budc trong qua trinh sao chép, nhan déi clia virus ma nghién clru cac
thudc khang virus, theo bang 15.1

Thudc khang virus sao chép nguwoc (Antiretroviral agents): thuéc chéng HI V.
HIV (human immunodeficiency virus) la virus sao chép ngugc. ARN tan cdng vao
cac té bao lympho CD4, dai thuc bao va té bao than kinh sgi nhanh (dendritic
cells). Nghién ctru vong doi

cta HIV trong té bao chinh la tim muc tiéu tdc ddng cha thudc.

Bang 15.1: Cac giai doan sao chép cula virus va muc tiéu tdc ddong cda thudc chéng
virus



Giar doan sao chép Cuic nhom thusc

- Bim dinh vi xam nhip

Bam dinh - Biy rcceptor hoa tan, khing receptor khang

Xam nhap the iic ché protein két hop.

- Chen kénh ion, chit lam wviing bén mang

- Thio ve
140 Vo capsid

Gial phong genom cia virus .
Lkt ché cic enzyvm cia virus: ADN polymerase,

- Sao md cua genom virus ARMN polymerase, reverse transcriptase,
helicase, prnimase hodc INtCErase,

- Interferon, antisense ohgonucleotid nbozym.
- Dich ma ctia protein virus - Ciac chit e ché protein difu hoa

Cac protein digu hba (sdm))

Céc protein ciu tnic (muén) | - Cac chat e ché protease

- Thav déi sau dich m3 - Interferon, cdc chit tic ché protein tip hop

- Tip hop cic thanh phin cia | Chat dc ché neuramumdase, khang thé khing

WAT1OT WITLS.

- Theodat khoi t& bao vat chn

Hinh 15.1. Qud trinh phat trién cta HIV trong té bao vat chl

1) Virus gan vao cac receptor CD 42) Hda mang va thoat vo cla virus

3) Sao chép nguoc tlir ARN > ADN 4) Tich hgp ctia ADN virus vao ADN vat chu
5) Sao ma mudn hay sy tdng hop protein cla virus

6) Lap rap hay t6 hop lai cla virus va ndy choi; j: ARN virus;

j. ARN va enzym reverse transcriptase.

Qua hinh trén, vé ly thuyét, cé thé nghién ctru cac thudc tadc dong vao céc khau
sau:

- Ng&n can virus gan vao cac receptor té bao (1)

- Ngan can su hoa mang va thoat vé cda virus (2)

- Kim ham sy sao chép nguoc tir ARN (3)

- Ngan can su tich hgp cdia ADN virus vao ADN cla té bao vat chd (4).

- Ngan can su sao ma mudn hay sy tdng hop protein cla virus (5)

- Kim ham sy |3p rap hay sy t6 hop lai cla virus va s nay choi (6).

O mdi giai doan trén déu cé nhirn g co ché déc hiéu va nhirng enzym déc hiéu
riéng cho HIV, va nhu vay cd thé tim ra cac thudc rc ché thich hop cho tirng giai



doan. Tuy nhién, do nhiéu khoé khan, cac nghién clru hién nay phan |&n tap trung
vao cdc loai thudc trc ché enzym sao chép nguoc (reverse transcriptase- RT),
protease va integrase.

RT la enzym cé tac dung chuyén mach don ARN cda HIV thanh mach kép ADN (giai
doan 3 trén so d6) trudc khi xam nhap vao nhiém sac thé cla té bao vat chd.
Thudc &c ché RT ¢4 2 loai:

- Thudc e ché nucleosid revers e transcriptase (NRTI): tac dung rat sém & giai
doan sao chép clia HIV, ngdn can nhiém khuan cap tinh cla té bao, rat it tac dung
trén t& bao d3 nhiém HIV. Cac thudc nay déu |a “tién thudc”, cé ciu tric tuong tu
nhw mét thanh phan ciu tao cia ADN nhung phai dwoc enzym & bao tuwong cla
té& bao vat chd phosphoryl hdéa maéi trd nén cé hoat tinh 1a nhdm thudc quan trong
nhat trong céng thirc phéi hop thuéc dé diéu trj HIV.

- Thudc rc ché non - nucleosid reverse transcriptase (NNRTI): Thudc (rc ché enzym
sao chép nguoc khong phai nucleosid 1a thudc téng hop cé kha nang gén vao canh
vi tri tdc dong cla RT,

lam thay d6i hinh dédng cda vi tri nay nén enzym bi mat hoat tinh. Thuéc khong
can qua giai doan phosphoryl héa nhw NRTI va chi cé tac déng trén HIV - 1. Tat ca
déu chuyé n hda & gan qua Cyt. P450, gdy cdm &ng enzym nén lam tdng chuyén
héa clia chinh né (phai ting liéu khi dung kéo dai) va mét s6 thudc dung cung.
Integrase 1a enzym c6 tac dung gdm ADN cla provirus vao nhiém sac thé cla té
bao vat chd. Néu trc ché dwoc enzym n ay sé lam HIV khéng nhan |én dwoc trong
té bao ky sinh va sé bi tiéu diét. Hién con |a budc nghién clru & phong thi nghiém.
Céc protease la cdc enzym tham gia trong qua trinh tong hgp nhiéu protein cau
trdc cda 16i virus va cac enzym cht yéu, trong do6 ¢ ca RT va chinh ban thén
protease. U'c ché protease thi HIV chi a cac virion (hat virus) khdng trwdng thanh
va khodng gay bénh dugec. Vi vay, hudng nghién ciru nay rat hap dan.

Cac thudc nay phan 1dn con dang dugc nghién clru va danh gid trén 1am sang.
Duwdi day la mét s6 thudc dai dién, hién cé & Viét Nam.

1. THUGC U'C CHE NRT

1.1. Zidovudin (azidothymidin, AZT)

Zidovudin la chat tdng hop tuwong tu thymidin, lGc dau dé chdng ung thu (Horwitz
- 1964), sau thay c6 tac dung chéng virus (Ostertag, 1974) va dén 1985 thi Mitsuya
lan dau tién thay co tac dung &rc ché duwgc HIV -1 in vitro



1.1.1. Co ché'tdc dung

Sau khi nhap vao té& bao, zidovudin cling phai dwoc phosphoryl héa 3 [an dé thanh
zidovudin 5 - triphosphat mdi cé hoat tinh. Trong té bao, dang hoat tinh c6 t/2 = 3
gi®. Zidovudin 5 - triphosphat (rc ché tranh chap vdi deoxythymidin triphosphat
cha RT. Ngoai ra con tranh ch3p véi thymidin triphosphat dé tich hgp vao ADN
provirus, lam két thic sém chudi ADN, tao ra ADN provirus khdng hoan chinh. In
vitro, zidovudin chéng dwgc HIV - 1, HIV- 2 va céc virus hudng lympho T (T cell
lymphotropic viruses) ciia nguoi.

1.1.2. Dwoc déng hoc

H&p thu nhanh qua tiéu héa va phan bé vao moi mé, néng dd trong dich ndo tuy
bang 60% trong huyét tuong. Sinh kha dung khoang 65%; t/2 huyét twong la 1,1
gio, nhwng dang hoat tinh trong

té bao cb t/2 = 3 gid. Thai trir 90% qua than dudi dang chuyén héa va khéng
chuyén ho a.

1.1.3. Tdc dung khéng mong muén

- Ddc tinh chinh la thi€u mau thuwdng xay ra trong 4 tuan dau (7%), giam bach cau
(37%), gidm tiéu cau.

- Cac tac dung khéng mong mudn khéc [a nhirc dau, mat ngd, chdn &n, buén nén,
mét mai, dau co xay ra trong vai tuan dau. Dung thudc chira triéu chirng.

- Tac dung phu xuat hién chdm hon, sau 6 - 17 thang | tu sic t& & cdc méng, con
co giat, hdi chirng giéng viém nhiéu co.

- Cac thudc rc ché phan &ng glucuronyl transferase & gan (phan &rng gidng hoa
AZT) nhu acetaminophen, aspirin, in dometacin, probenecid sé& lam tdng tai bién
ddc tinh vé mau clia AZT nén can tranh dung chung.

1.1.4. Chi dinh va liéu lwong

Uéng 200 mg, cach 8 gidy/ Ian; hodc 100 mg x 5 lan/ ngay. Dung lién tuc. Co thé
phdi hop vai thudc e ché RT khac hodc thudc (rc ché protease.

Ché& phdm: AZT, Retrovir vién nang 100 mg; lo 200 mg/20 mL.

1.2. Didanosin (ddl)

Didanosin (2', 3' dideoxy inosin - ddl) la chat tuwong tu nucleosid purin, dugc
nghién ctru tir 1989

va dung diéu trj tlr cudi ndm 1991. Tac dung ca trén HIV - 1 va HIV- 2.

1.2.1. Co’ ché'tdc dung



Sau khi thdm nhap vao té bao, dudi tac dung cla enzym chuyén héa ndi bao,
didanosin dugc 3 [an phosphoryl hda dé thanh dang c6 hoat tinh Ia
dideoxyadenosin triphosphat (dd ATP), tranh chap v&i dATP (deoxyadenosin
triphosphat) (rc ch& RT cla virus, dong t hdi ngdn can kéo dai chudi ADN, ngdn can
téng hop ADN provirus.

1.2.2. Dwoc dong hoc

Didanosin bj phd huy nhanh & méi trudng acid, vi vdy moi ché pham uéng déu
chira chat trung hoa pH cuda dich vi. Can udng luc déi. Udng sau bira an, lam gidm
hap thu t&i 50%. Néng do dinh huyét twong cha liéu udng 300 mg la 1 pg/ mL.
No6ng d6 trong dich n3o tuy bang 20% ndng d6 huyét twong. Thoi gian ban thai la
0,6 - 1,5 gi®, nhwng t/2 trong té bao clia ddATP 1a 8 - 24 gi® nén chi cdn udng 2
lan/ ngay. Thai trir qua than.

1.2.3. Tdc dung khén g mong muén

- Viém tuy va viém than kinh ngoai bién thuwong gap nhat, lién quan dén liéu dung,
nhat la khi liéu > 12,5 mg/ kg. Ty |&é thwong gap la 6 - 28%.

- Tiéu chay: 17%, gan 2% la trudng hop nang

- Cac r6i loan khac: khoang 2% gébm buén nén, nén, sét, rét run, nhirc dau, dau co,
dai acid uric...

- M6t s6 réi loan sinh hda - huyét hoc gidm bach cau, gidm tiéu cau, thiéu mau,
tadng transaminase. Khéng lién quan dén liéu diéu tri.

1.2.4. Chi dinh, liéu lwong

Dung cho tré em trén 6 thang tudi va ngudi 1&n bi nhiém HIV k hdng dung nap vdi
AZT hodc dung AZT > 4 thang nhung bénh it thuyén giam.

Nguoi lén: 200 mg x 2 [an/ ngay. Giam liéu néu nhe can. Tré em, dya theo dién
tich co thé:

0,8-1,2m2: 75 mg x 2 lan/ ngay

0,5- 0,7 m2 : 50 mg x 2 lan/ ngay

Phai uéng ltic déi, tr wéc bira dn 1 gio. Nhai nét vién thudc hodc hoa vao nwdce cho
that tan réi uéng ngay.

Didanosin (Videx) vién nén 25, 50, 100, 150 mg; b6t hoa tan dung cho tré em: 100,
200 mg.

2. THUOC U'C CHE NNRT

Nevirapin



2.1. Co ché tac dung: Nevirapin khuéch tan vao trong t& bao, gn vao RT, lam
thay d6i hinh ddng va bat hoat enzym. Tac déng manh trén HIV - 1, ké c3 cac
virion ngoai té bao.

2.2. Dugc dong hoc. Dé hap thu qua duwdng tiéu hda, thadm dugc qua rau thai va
sita. Nong do trong dich n3o tuy bang 45% ndng d6 huyét twong. Thoi gian ban
thai la 25 - 30 gi®. Chuyén hda & gan qua cytocrom P 450.

2.3. Tac dung khéng mong mudn: phat ban, s6t, nhirc dau ngdi ga va ting
transaminase.

2.4. Liéu lwong: Nevirapin (Viramune) vién 200 mg x 1- 2 vién/ ngay.

3. THUOC U'C CHE PROTEASE

3.1. Indinavir

U'c ché dic hiéu HI V- 1 protease

Dung két hop vai mot thudc e ché RT dé [am cham khang thudc. Udng 800 mg,
cach 8 giy uéng 1 lan; dé duoc hap thu tot, nén udng cach bira &n 2 gid. Vién 200,
400 mg.

Tac dung khdng mong muén: tang bilirubin mau, soi than (nén uéng nhiéu nudc),
budn ndn, tiéu chay, giam tiéu cau. Indinavir &rc ché manh cytochrom P 450 nén
c6 twong tac véi nhiéu thuéc chuyén hda qua cytochrom nay.

3.2. Ritonavir

U'c ché ddc hiéu HIV - 1 protease

Sinh kha dung 60 - 80%. Uéng liéu 600 mg x 12 gid/ |an.

Tac dung khdng mong mu 6n: réi loan tiéu hda, té bi, tdng transaminase, tang
triglycerid mau. Cling (rc ché manh cytochrom P 450 nhuv indinavir nén cé tuong
tac vai nhiéu thudc.

Ritonavir (Norvir): vién nang 100 mg, dung dich uéng 80 mg/mL.

Nguyén tic st dung thudc chéng HIV

Sau nhiéu nam theo ddi diéu tri, WHO da dua ra mét s6 khuyén cdo sau:

- Cac liéu phép diéu tri phai theo hudng dan toan qudc. Liéu phap hang dau cé thé
la: AZT + 3 TC + Nevirapin

AZT + 3 TC + Nelfinavir

AZT + 3 TC + Lopinavir/ indinavir/ Saquinavir

- S&r dung 2 thudc khéng con duogc coi la thich hop.



- Si tudn tha cé y nghia quan trong hon su lwa chon thudc.
- Phu ni*r mang thai va tré nhé ciing phai dugc diéu tri phdi hop thudc téi wu.

BAI21. THUOC KHANG SINH KHANG KHUAN



Vi khuan Bénh Thuoc dwge chon
Tha ahdr Thi hai Thi be
(Cau  khudn | Ap xe Oz acillin Cephalespori | Clindamyein
Gri+) Mhifrm  khuin | Nafeillin nl Erythromyezin
Tu cdu ving hoyét Vancomycin | Trnim+
Vigm ndi tim sulfamethoxaz ol
mac ' Ciprofl oxacin
Viém phii rifampin
Viém  xuong-
tuy
Lién cdu sinh | Viém hong Penicilin Cephalozponi | Erythromycin
il (nhém A) Vikm tai giita, | Amoziclin nl Clindamyein
xoang Vancomyain
Viém phéi
Nhifm  khuin
huyét
Streplococons Vitrm nbi tm | Peniclin G Ceplriazon Vancoryein
viridans mac Gentamycin | (III)
Nhifm  khudn
huoy#
Phé ciu Viém phéi Penicilin Cephalospori | Chloraraphenicol
Vitm khap Amoxicilin nl macrolid
Vikm xoang TMP- SMZ Clindamyecin
. Vikm tai
Can  khudn | Vitm ta Amox+ Cephalospori | Ciprofl oxacin
Gr(-) Vikm xoang clavalanat n II- 111 Tetracyelin
Moranella Vitm phéi Ampi+ Erythromyoin
catarrhalis sulbactam
TMP + SMZ
Meisceria Pen. G- | Ceft. Cefol. | Ciprofl oxacin
| meningitis Rifampin minosyclin
Truckhudn Viém hong Erythromyein | Clindamyein | Cephalosporrin |
Gr{+) Viem phéi Rifampin
Corynebacteriu | Viém thanh ph&
feil qﬂiﬂ
diphteriae
Corynebacteriu | Viém néi tim | Penicllin G + | Rifampicin +
rm Epecies, 41 | roac amineglycosi | penicilin G
khi Nhifm  khuin | d Ampicilin +
hoy#t Vancomycin | sullactam
Truc khudn |Nhifm  khuin | TMP- SMZ | Pen + frc ch€ | Astreonam
Gri-) tift ruén Ciproflezacin | penicilinase Hitrofurantoin
Escheria coli Ampi+ Aminoglycos | Doxyeycline

CUONG

1.1. Pinh nghia
Ky nguyén hién dai ctia hda tri liéu khang khudn duwogc bat dau tir viéc tim ra

sulfonamid (Domagk, 1936), "Thoi ky vang son" cla khang sinh bat dau tir khi san

1. DAl



xuat penicilin dé dung trong 1am sang (1941). Khi d6, "khang sinh duoc coi la
nhirng chat do vi sinh vat tiét ra (vi khuan, vi ndm), cé kha nd ng kim ham sy phat
trién cha vi sinh vat khac".

V@ sau, v3i sy phat trién cda khoa hoc, ngudi ta da

- C6 thé tdng hop, ban tong hop céc khang sinh tu nhién (cloramphenicol)

- Téng hop nhan tao cac chat cé tinh khang sinh: sulfamid, quinolon

- Chiét xuat tir vi sinh vat nhirng chat diét dwoc té bao ung thu (actinomycin)

Vi thé dinh nghta khang sinh d3 duoc thay d6i: "Khang sinh 13 nhitng chat do vi
sinh vat tiét ra hodc nhirng chat hda hoc ban téng hop, téng hop, vdi ndng do rat
thap, c6 kha nang dac hiéu kim ham sy phat trién hoac diét dwoc vi khuan"

1.2. Co ché tac dung cda khang sinh

So d6 dudi day chi rd vi tri va co ché tac dung chinh cla cdc khang sinh trén vi
khuan:
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1. Uc ché tao cau peptid ( Cloramphenicol)
2. Ngén can chuyén dong chuyén doan cla ribosom theo ARN m (Erythromycin)

3. Ngdn can su gan két ca ARN t vao phirc hgp ribosom ARN m (Tetracyclin)
4. Lam thay déi hinh dang 30S ma hda trén ARN m nén doc nham (Streptomycin)

Clneti pohvpatid

Hinh 14.3. Vi tri tdc dung ct a khang sinh (rc ché tdng hop protein

1.3. Phd khang khuan

Do khéng sinh cé tac dung theo co ché ddc hiéu nén moi khang sinh chi cé tac
dung trén mét sé ching vi khuan nhat dinh, goi la phd khang khuan cta khang
sinh

1.4. Tac dung trén vi khuan

Khang sinh (rc ché sy phat trién cda vi khuan, goi la khang sinh kim khuan ; khang
sinh huy hoai vinh vién dwoc vi khuan goi 1a khang sinh diét khuan . Tac dung kim
khuan va diét khuan thuwdng phu thudc vao néng dd

Nong d6 diét khuan téi thiéu (MBC)

TV 16

Nong d6 kim khuan tdi thiéu (MIC)

Khi ty 1& > 4, khang sinh c6 tac dung kim khuan. Khi ty 1& gan bang1, khang sinh
duoc xép vao loai diét khuan.

1.5. Phan loai

Cac khang sinh dwgc phan loai theo ciu tric hda hoc, tlr d6 ching cé chung moét



co ché ta c dung va phd khang khuan tuwong ty. Mat khic, trong cung mét ho
khang sinh, tinh chat duoc déng hoc

va su dung nap thudng khdc nhau, va dac diém vé phé khang khuan cling khong
hoan toan gidng nhau, vi vay cling cadn phan biét cac khang sinh trong cung mét
ho

Mot s6 ho (hodc nhdm) khang sinh chinh:

- Nhém B lactam (cdac penicilin va cac cephalosporin)

- Nhém aminosid hay aminoglycosid

- Nhém cloramphenicol

- Nhom tetracyclin

- Nhém macrolid va lincosamid

- Nhém quinolon

- Nhém 5- nitro- imidazol

- Nhém sulfonamid

2. CAC KHANG SINH CHIiNH

2.1. Nhém B lactam

Vé ciu tric déu co vong B lactam (H)

Vé co ché déu gan véi transpeptidase (hay PBP: Penicilin Binding Protein), enzym
xuc tac cho su néi peptidoglycan dé tao vach vi khuan. Vach vi khuan la bé phan
rat qua n trong dé dam bao su

ton tai va phat trién. Thanh phan dam bao cho tinh bén vitng co hoc ctia vach la
mang ludi peptidoglycan, gdm cac chudi glycan ndi chéo véi nhau bang chudi
peptid. Khoang 30 enzym

cta vi khudn tham gia téng hop peptidoglycan, trong d6 ¢ 6 transpeptidase (hay
PBP). Cac B lactam va khang sinh loai glycopeptid (nhw vancomycin) tao phirc bén
virng v&i transpeptidase,

(rc ché tao vach vi khuan, lam ly gidi hodc bién dang vi khuan. Vach vi khuin gram
(+) c6 mang luéi peptidoglycan day tir 50 - 100 phan tl, lai & ngay bé mat té bao
nén dé bj tan cong. Con & vi khuan gram (-) vach chi day 1 - 2 phan tl nhung lai
duwogc che phu & I&p ngoai cing mdt vo boc lipopolysaccharid nhu 1 hang rao
khéng thdm khang sinh, muén cé tac dung, khang sinh phai khuéch tan duwoc qua
&ng dan (pores) clla mang ngoai nhu amoxicilin, mot s6 cephalosporin.

Do véch té& bao clia déng vat da bao cé ciu tric khac vach vi khuan nén khong



chiu tdc déng cla 6 lactam (thuéc hdu nhu khdng déc). Tuy nhién vong 6 lactam
rat dé gay di ing.

Cac khang sinh B lactam duoc chia thanh 4 nhdm dua theo cdu tric hda hoc

- Cac penam: vong A cé 5 canh b3o hoa, gdm cac penicilin va cic chat phong téa
Cac B lactam.

- C4c cephem: vong A ¢6 6 canh khdng bdo hoa, gbm cac cephalosporin.

- C4c penem: vong A c6 5 ca nh khdng bdo hoa, gdbm cac imipenem, ertapenem.
- Cdc monobactam: khéng c6 vong A, 1a khang sinh cé thé téng hop nhu
aztreonam.
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khong bdo héa) Nhém khdng sinh méi,
hodn todn 16ng hgp: azireonam

Cilu trife co bin chia 4 nhém [ lactam (B: vdng [ lactam)

2.1.1. Cic penicilin ‘
Pugc Fleming tim ra ddu tién nam 1928, tir ndm Penicillium notatum hay 1
chrysogenum. Sau nghién cihu clia Florey. vi Chain duge ding vio diéu trj tr 1941, m
ra ky nguyén khing sinh véi penicilin G, C6 4 phom renicilin:




2.1.1.1. Penicilin G

La nhdm thudc tiéu biéu, dwoc tim ra dau tién.

* Ngubn géc va dac tinh ly hda

Trong san xuat céng nghiép, 1ay tir Penicillium notatum, 1 mL mdi trwdng nudi cay
cho 300 Ul; 1 don vi quéc té (Ul)= 0,6 ug Na benzylpenicilin hay 1.000.000 Ul =
0,6g. Penicilin G Ia dan g bot trang, vitng bén & nhiét d6 thwdng, nhung & dung
dich nuwdc, phai bao quan lanh va chi vitng bén & pH 6- 6,5, mat tdc dung nhanh &
pH<5va>7,5

* Phé khang khuan

- Cau khuan Gr (+); lién cau (nhat |a loai B tan huyét), phé& cau va tu cau khéng san
xud t penicilinase.

- Cau khuan Gr (-): 13u cdu, mang n3o cau

- Trwe khuan Gr (+) i khi (than, subtilis, bach cau) va yém khi (clostridium hoai
thu sinh hoi)

- Xodn khuan, dic biét 1a xoan khuan giang mai (treponema pallidum)

* Dugc dong hoc

- Hap thu: bi dich vi pha huy nén khdng udng dwoc. Tiém bap, ndng dd toi da dat
duoc sau 15 - 30 phut, nhwng gidm nhanh (can tiém 4h/ 1an). Tiém bap 500.000
Ul, pic huyét thanh 10 Ul/ mL.

- Phan phéi: gan vao protein huyét twong 40 - 60%. Khé tham vao xuong va ndo.
Khi mang ndo viém, ndong d6 trong dich ndo tuy bang 1/ 10 huyét tuwong. Trén
nguoi binh thuwong, t/2 1a khoang 30 - 60 phut.

- Thai trir: ch yéu qua than dwdi dang khong hoat tinh 60 - 70%, phan con lai van
con hoat tinh. Trong gi® dau, 60 - 90% thai trir qua nudc tiéu, trong d6 90% qua
bai xuit & 6ng than (mdt s6 acid hitu co nhu probenecid (rc ché qua trinh nay,
lam cham thai trir penicilin)

* POc tinh

Penicilin rat it doc, nhung so véi thudc khéc, ty & gdy di rng kha cao (1 - 10%), tir
phan &rng rat nhe dén tl&r vong do cho dng phan vé. C6 di irng chéo véi moi B
lactam va cephalosporin.

* Ché& pham, liéu luvgng

- Penicilin G lo bot, pha ra dung ngay. Liéu lwgng tuy theo tinh trang nhiém khuan,
tr 1 triéu dén 50 triéu U1/ 24h chia 4 [an, tiém bap hoic truyén tinh mach (pH



dich t ruyén 6- 7). Tré em trung binh cho 100.000 Ul/ kg/ 24 h

- Penicilin ¢6 phd G, tac dung kéo dai: két hop véi cdc mudi it tan va chdm hap thu
sé kéo dai duoc tac dung cua penicilin G:

. Bipenicilin (natri benzylpenicilinat + procain benzylpenicilinat): mdi n gay tiém 1
lan, khdng dung cho tré em.

. Extencilin (benzathin penicilin): tiém b3p 1 Ian, tdc dung kéo dai 3 - 4 tuan. Dung
diéu trj lau, giang mai va dy phong thap khép cap tai nhiém - lo 600.000,
1.000.000 va 2.400.000 Ul

- Penicilin ¢6 phd G, udng duoc

Penicilin V (Oracilin, Ospen): khéng bi dich vi pha hdy, hap thu & ta trang, nhung
phai dung liéu gap ddi penicilin G méi dat dwoc néng dd huyét thanh twong tu.
Cach 6h/ Ian.

2.1.1.2. Penicilin khdng penicilinase: Methicilin

La penicilin ban tong hop

Phé khang khuan va thi gian tdc dung twong ty penicilin G, nhung cwdng dé tac
dung thi y&u hon. Tiém bap hodc tinh mach 2 - 8 g/ 24h chia lam 4 [an. Khéng
uéng duoc

Mt s6 thudc khac virng bén véi dich vi, uéng duoc: oxacilin (Bristopen), cloxacilin
(Orbenin):

uéng 2- 8g mét ngay chia lam 4 [an

Chi dinh t6t trong nhiém tu ciu san xuat penicilinase (tu cau vang) Cé thé gap
viém than k&, (rc ché tly xwong & liéu cao

2.1.1.3. Penicilin c6 phé réng

Ampicilin, amoxicilin

La penicilin bdn téng hop, amino - benzyl penicilin cé mét sé dac diém:

- Trén cac khuan Gr (+) tadc dung nhu penicilin G, nhung cé thém tic dung trén
mot s6 khudn gram (-): E. coli, salmonella, Shigella, proteus, hemophilus
influenzae

- Bi penicilinase pha huy

- Khéng bj dich vi phd hay, uéng duoc nhwng hap thu khdng hoan toan (khoang
40%). Hién c6 nhiéu thudc trong nhdm nay cé ty 1é hip thu qua dudng uéng cao
(nhu amoxicilin t&¢i 90%) nén nhiéu nudc da khong con dung ampicilin nira

- Lieu lvgng: Amoxicilin (clamoxyl, Oramox)



Uéng: 2- 4 g/ ngay. Tré em 50 mg/ kg/ ngay. Chia 4 lan

- Chi dinh chinh: viém mang ndo mu, thuong han, nhiém khuan duwdng mat, tiét
niéu, nhiém khuan so sinh.

2.1.1.4. Cdc penicilin khdng truc khudn md xanh: Carboxypenicilin va
ureidopenicilin.

La nhém khéang sinh quan trong duoc dung diéu tri cdc nhiém khudn nang do truc
khuan gram ( -) nhu tric khudn md xanh, Proteus, Enterobacter, vi khuan khang
penicilin va ampicilin. Thwong [ nhiém khuan mac phai tai bénh vién, nhiém
khuan sau bdng, nhiém khuan tiét niéu, viém phéi.

Cac khang sinh nay déu |a ban téng hop va van bi penicilinase pha huy.

- Carbenicilin, ticarcilin: udng 2 - 20g/ ngay.

- Ureidopenicilin:

. Mezlocilin: 5- 15g/ ngay. Tiém bap, truyén tinh mach.

. Piperacilin: 4- 18g/ ngay. Tiém bap, truyén tinh mach.

2.1.2. Cac cephalos porin

Puoc chiét xuat tir ndm cephalosporin hodc ban téng hop, déu |a dan xuat cla
acid amino - 7- cephalosporanic, c6 mang vong B lactam. Tuy theo tac dung khang
khuan, chia thanh 4 "thé hé"

2.1.2.1. Cephalosporin thé hé 1:

Cé ph6 khang khuan gan véi metici lin va penicilin A. Tdc dung t6t trén cau khuan
va trwe khudn gram (+), khang duoc penicilinase cta tu cau.

Cé tac dung trén mét sd true khuan gram ( -), trong d6 cé céc trwec khuan duong
rudt nhu Salmonella, Shigella.

Bi cephalosporinase ( B lactamase) pha h uy.

Chi dinh chinh: s6¢c nhiém khuan, nhiém khuan huyét do tu cau, nhiém khuan
khang penicilin.

Cac ché& phdm dung theo dudng tiém (bap hodc tinh mach) cé: cefalotin (Kezlin),
cefazolin

(Kefzol), liéu 2- 8g/ ngay

Theo dudong udng cé cefalexin (Keforal), cefaclor (Alfatil), liéu 2g/ngay.

Dé khac phuc 2 nhuoc diém: it tadc dung trén vi khuan gram ( -) va van con bj
cephalosporinase pha, cac thé hé cephalosporin tiép theo d3 va dang duoc
nghién cru san xuét.



2.1.2.2. Cephalosporin thé hé 2:

Hoat tinh khang khuan tr én gram (-) d3 tang, nhwng con kém thé hé 3. Khang
duoc cephalosporinase. Sy dung nap thudc ciling tét hon.

Ché& pham tiém: cefamandole (Kefandol), cefuroxim (Curoxim) liéu 3 - 6 g/ ngay.
Ché& pham udng: cefuroxim acetyl (Zinnat) 250 mg x 2 lan/ ngay.

2.1.2.3. Cephalosporin thé hé 3

Tac dung trén ciu khuan gram (+) kém thé hé 1, nhung tac dung trén cac khuan
gram ( -), nhat |3 trwc khuan duwdng rudt, ké ca ching tiét B lactamase thi manh
hon nhiéu.

Cho téi nay, cidc thudc nhdm nay hau hét déu 1a dang tiém:

Cefotaxim (Claforan), ceftizoxim (Cefizox), ceftriaxon (Rocephin), liéu tir 1 dén
6g/ngay, chia 3 -

4 1an tiém.

2.1.2.4. Cephalosporin thé hé 4.

Phé khang khuan rdong va vitng bén vdi B lactamase hon thé hé 3, dic biét dung
chi dinh trong nhiém truyc khuan gram ( -) hiéu khi d3 khang vdi thé hé 3.

Ché& pham: cefepim, tiém t/ m 2g x 2 Ian/ ngay.

2.1.3. Cdc chédt wc ché 8 lactamase (céu tric Penam)

La nhi*ng chat cé tac dung khang sinh yéu, nhwng gan khong hoéi phuc véi B
lactamase va co ai

lwe vdi B lactam, cho nén khi phdi hop véi khdng sinh nhém B lactam s& [am virng
bén va tdng cwdng hoat tinh khang khuan cda khang sinh nay. Hién cd cac ché

pham sau:
Chat (-) P lactamase Khang sinh phoi hop Biet duoc

Acid elavulime Amoxicilin - Augmentin: vién nén 250, 500
mg, lo 500 mg, 1g tiém tinh mach
- Timentin

Ticarcilin

Sulbactam Ampicilin Unasvn: vién nén 220 mg
ong tiem 300- 1000 mg

Tazobactam Piperacilin Zosvn

2.1.4. Cac penem



Imipenem

Thudc nhém carbapenem, trong cdng thirc vong A thay S bang C.

Ph& khang khuan rat rong , gdm cdc khuan ai khi va ky khi: lién cau, tu ciu (ké ca
chlng tiét penicilinase), cau khuan rudt (enterococci), pseudomonas.

Puoc dung trong nhiém khuan sinh duc - tiét niéu, duong hd hap duwdi, mé mém,
xwong - khép, nhiém khuan bénh vién.

Khéng hap thu qua dudng udng. Chi tiém tinh mach liéu 1 - 2g/ ngay.

Ertapenem

Ph6 khang khuan nhu imipenem, nhwng manh hon trén gram ( -). Tiém bap hodc
truyén tinh mach 1g/ ngay.

2.1.5. Monobactam Aztreonam

Kém tdc dung trén khudn gram (+) va ky khi. Trdi lai, tdc dung manh trén khuan
gram ( -), tvong

tu cephalosporin thé hé 3 hodc aminoglycosid. Khang B lactamase.

Khdng tac dung theo dudng udng. Dung nap tét, cd thé dung cho bénh nhan di
rng vai penicilin hoac cephalosporin.

Tiém bap 1- 4 g/ ngay. Trudng hop nang, tiém tinh mach 2g, cach 6 - 8 gid/ lan.
2.1.6. Thudc khéc cling &rc ché tong hop vach vi khuan: Vancomycin

Khang sinh cé ngudn géc tir Streptococcus orientalis.

Co ché tac dung : &rc ché transglycosylase nén ngan cdn kéo dai va tao ludi
peptidoglycan. Vi khuan khéng tao d woc vach nén bj ly gidi. Vancomycin la khang
sinh diét khuan.

Tac dung: chi diét khudn gram (+): phan |&n cic tu cdu gay bénh, ké ca tu cau tiét
B lactamase va khang methicilin. Hiép déng v&i gentamycin va streptomycin trén
enterococcus.

Pong hoc: duoc hap thu rat it qua duwdng tiéu hda nén chi duoc dung diéu tri
viém rudt két gid mac cung véi tetracyclin, clindamycin. Tiém truyén tinh mach,
gan vdi protein huyét tuwong khodng 55%, tham vao dich ndo tuy 7 - 30% néu ¢
viém mang ndo, trén 90% thai qua loc cau than (khi cé viém than phai giam liéu).
Thoi gian ban thai khoang 6 h.

Chi dinh chinh : viem mang trong tim do tu cdu khang methicilin, cho bénh nhéan
c6 di rng penicilin. Liéu lvong 1g x 2 [an/ ngay.

Tac dung khong mong muén: chi khodng 10% va nhe. Thudng gap la kich &rng



viém tinh mach tai cho tiém truyén, rét run, sét, doc véi day VIII. Nong dd truyén
nén gitr tr 5 - 15 pg/ mL (dudi 60

ug/ mL) thi tranh duoc tac dung phu.

Ché& pham: Vancomycin (Vancocin, Vancoled): lo bét déng khdé dé pha dich tiém
truyén 500 mg va 1,0g.

2.2. Nhém aminosid hay aminoglycosid

Péu |ay tr ndm, ciu tric héa hoc déu mang dudng (ose) va cé chirc amin nén ¢é
tén aminosid. Mét sd 1a ban tong hop.

C6 4 dac tinh chung cho ca nhém:

- Hau nhu khéng hap thu qua dudng tiéu hda vi cé P M cao.

- Cung mot co ché tac dung

- Ph6 khang khuan réng. Dung chd yéu dé chéng khuan hiéu khi gram ( -).

- Doc tinh chon loc vai day than kinh VIII va vdi than (tang creatinin mau, protein -
niéu. Thwong phuc hoi)

Thudc tiéu biéu trong nhdm nay 13 streptomycin. Ngoai ra con: Neomycin,
kanamycin, amikacin, gentamycin, tobramycin.

2.2.1. Streptomycin

2.2.1.1. Ngubn géc va ddc tinh

L4y t& ndm streptomyces griseus (1944). Thwdng dung dwdi dang mudi dé tan,
virng bén & nhiét d6 dudi 250C va pH = 3- 7.

2.2.1.2. Co ché tdc dung va phé khdng khuén

Sau khi nhap vao vi khuan, streptomycin gan vao tiéu phan 30 s clia ribosom, lam
vi khuan doc sai m3 thong tin ARN m, téng hop protein bj gidn doan. Cé tdc dung
diét khuan trén cac vi khuan phan chia nhanh, & ngoai té bao hon la trén vi khuan
phan chia chdm. pH t8i wu 13 7,8 (cho nén can alcali (kiem) héa nudc tiéu néu diéu
tri nhiém khuan tiét niéu)

Phé khang khuan réng, gém:

- Khuan gram (+): tu ciu, phé cau, lién cau (cé tac dung hiép ddng vdi khdng sinh
nhom B lactam)

- Khuan gram (-): Salmonella, Shigella, Haemophilus, Brucella.

- Xoan khuan giang mai

- La khang sinh hang dau chéng truc khuan lao (BK)

Vi khuan khang streptomycin: khuan ky khi, triec khudn mid xanh va mot s6 ndm



bénh.

2.2.1.3. Duoc déng hoc

- Hap thu: udng, bi thai t rir hoan toan theo phan. Tiém bap, hap thu chdm hon
penicilin, nhung gitr dwoc 1au hon nén chi can tiém mbi ngay 1 lan. Gan vao
protein huyét twong 30 - 40%.

- Phan phdi: do tan nhiéu trong nuéc va bi ion héa & pH huyét tuong,
streptomycin khé tham ra ngoai mach. Gan nhiéu hon vao than, co, phdi, gan.
Nong dd trong mau thai nhi bang 1/2 néng

d6 huyét twong. it tham vao trong té& bao (khong diét dwoc BK trong dai thuc bao
nhu isoniazid). Khong qua duoc hang rao mau nao.

- Thai trir: khodng 85 - 90% liéu tiém bi th i trir qua loc cau than trong 24h.
2.2.1.4. Boc tinh

- Day VIII rat dé bj tén thwong, nhat 1a khi diéu tri kéo dai va cé suy than. Boc tinh
& doan tién dinh thudng nhe va ngirng thudc sé khdi, con doc & doan ¢ tai cé thé
gay diéc vinh vién ké ca ngirng thudc. Dihydrostreptomycin cé ty |& ddc cho 6c¢ tai
cao hon nén khong con dugc dung nira.

- POc véi than va phan rng qua man it gap. Co thé thay viém da do tiép xtc & y ta
(ngudi tiém thudc).

- C6 tdc dung mém co kiéu cura nén cé thé giy ngirng hé hap do liét co hd hap vi
dung streptomycin sau phau thuat cé gay mé.

Khong dung cho ngu¢i nhuoc co va phu nit co thai.

2.2.1.5. Cach dung:

Do ddc tinh nén chi gi¢i han gianh cho cac nhiém khuan sau:

- Lao: phdi hop véi 1 hodc 2 khang sinh khac (xem bai " thuéc chéng lao")

- M6t s6 nhiém khuan tiét niéu, dich hach, brucellose: phéi hgp véi tetracyclin

- Nhiém khuan huyét ndng do lién cau: phéi hop véi penicilin G.

Lo sulfat streptomycin 1g. Liéu thong thuwdng tiém bap 1g/ ngay. Trong diéu tri
lao, téng liéu khéng qud 80- 100g.

2.2.2. Cac aminosid khac

- Kanamycin:

Tac dung, dugc dong hoc va doc tinh twong tu nhu streptomycin. Thwong dung
phéi hop (thuéc hang 2) trong diéu trj lao. Liéu 1g/ ngay (xem bai" thudc chéng
lao")



- Gentamycin:

Phé khang khuan rat rong. La thudc dwoce chon lya cho nhiém khuan bénh vién do
Enterococcus va Pseudomonas aeruginosa. Dung phdi hop véi penicilin trong sot
gidm bach cau va nhiém trwc khudn gram (-) nhu viém ndi tdm mac, nhiém khuan
huyét, viém tai ngoai 4c tinh.

Gentamycin sulfat déng trong 6n g 160, 80, 40 va 10 mg. Liéu hang ngay la3-5
mg/ kg, chia2-3

lan/ ngay, tiém bap.

- Amikacin:

La thudc cd phd khang khuan réng nhat trong nhém va khang duwoc cac enzym
lam mat hoat aminoglycosid nén cé vai trd dac biét trong nhiém khudn bénh vién
gram ( -) da khang vd&i gentamycin va tobramycin.

Lidu lwong mot ngay 15 mg/ kg tiém bap hoac tinh mach 1 [an, hodc chia lam 2
lan. Ong 500 mg.

- Neomycin:

Thudng dung dudi dang thudc bdi dé diéu tri nhiém khun da - niém mac trong
bong, vét thuwong, vét loét va cac bénh ngoai da bdi nhiém. Dung neomycin don
ddc hodc phdi hop véi polymyxin,

bacitracin, khang sinh khac hoac corticoid.

2.3. Cloramphenicol va dan xuat

2.3.1. Ngudn géc va tinh chét ly héa

Phan 1ap tir ndm Streptomyces venezualae (1947) va ngay sau d6 da t éng hop
duwoc . La bot trang, rat dang, it tan trong nudc, vitng bén & nhiét dd thwong va
pH tlr 2 - 9, vi thé& cé thé udng duoc.

2.3.2. Co’ ché tdc dung va phé khdng khuén

Cloramphenicol cé tac dung kim khuan, gan vao tiéu phan 50s cla ribosom nén
ngan can ARN m gan vao ribosom, déng thdi (rc ché transferase nén acid amin
dwoc ma hda khdng gan dugc vao polypeptid.

Cloramphenicol ciing trc ché téng hop protein cla ty thé & t& bao ddng vat cé vu
(vi ribosom cda ty thé cling 1a loai 70s nhu vi khuan), hdng cau ddng vat cé vu dac
biét nhay cam va&i cloramphenicol.

Phé khang khuan rat rong: phan I&n cac vi khuan Gram (+) va Gram ( -), xoan
khuan, tac dung dac hiéu trén thuong han va phé thuwong han.



2.3.3. Dwo’c déng hoc

- Hap thu: sau khi uéng, néng do tdi da trong mau dat dwgc sau 2 gio, t/ 2 tir 1,5 -
3 gi®, khoang 60% gan vao protein huyét tuong.

- Phan phdi: thdm dé dang vao cac mo, nhat |a cac hach mac treo, ndng do dat
duoc cao hon trong mdu (rat tot cho diéu tri thuwong han). Thdm tét vao dich n3o
tuy nhat 1a khi mang n3 o bj viém, cé thé bang ndng do6 trong mau. Qua dugc rau
thai.

- Chuyén héa: phan I&n bi mat hoat tinh do qua trinh glycuro - hop & gan hoéc
qua trinh khtr.

- Thai trir: ch yéu qua than, 90% duwdi dang chuyén héa.

2.3.4. Boc tinh

Hai déc tinh rat nguy hiém:

- Suy tay:

. Loai phu thudc vao liéu: khi liéu cao qua 25 pg/ mL cé thé thay sau 5 - 7 ngay
xuat hién thi€u mau nang, giam manh héng cau ludi, bach cau, héng cau non. Liéu
uéng 0,5g s& cé pic huyét thanh 6- 10 pg/ mL

. Loai khong phu thudc lidu, thudng do ddc &ng: gidm huyét cau toan thé do suy
tuy thuwe su, ty 1 t&r vong tir 50- 80% va tan xuat mac tir 1: 150.000 dén 1: 6.000
- Hoi chirng xdm (grey baby syndrome) gap & nhii nhi sau khi dung liéu cao theo
duong tiém: nén, dau bung, tim tai, mat nwdc, ngudi mém nhii n, truy tim mach
va chét. D6 1a do gan chua trwdng thanh, thudc khdng dwoc khir ddc bang qua
trinh glycuro - hgp va than khéng thai trir kip cloramphenicol.

- Ngoai ra, & bénh nhan thwong han nang, dung ngay liéu cao cloramphenicol, vi
khuan chét gidi phdng qud nhiéu ndi déc td ¢ thé gdy truy tim mach va tlr vong.
Vivay, duy nhat trong tredng hop thwong han nang phai dung tir liéu thap.
2.3.5. Twong tdc thuéc

Cloramphenicol rc ché cac enzym chuyén hda thuéc & gan nén kéo dai t/2 va lam
tang ndng dé huyét twong cta phenytoin, tolbutamid, warfarin...

2.3.6. Ché phdm va cdch diing

Vi c6 ddc tinh ndng nén phai can nhac trudc khi dung cloramphenicol. Chi dung
cloramphenicol khi khdng c6 thudc tac dung twong duwong, kém ddc hon thay thé.
- Thuong han va nhiém salmonel la toan than truéc day 1a chi dinh tét cla
cloramphenicol. Nay khdng dung nita va duoc thay bang cephalosporin thé hé 3



(ceftriaxon) hoac fluoroquinolon.

- Viém mang n3o do tryc khudn gram ( -) (H. influenzae) 1a chi dinh t6t vi
cloramphenicol dé thdm qua mang ndo. Cling c6 thé thay bang cephalosporin thé
hé 3.

- Bénh do xodn khuan Rickettsia: Tetracyclin la chi dinh t8t nhat. Nhwng khi
tetracyclin cé chéng chi dinh thi thay bang cloramphenicol.

Liéu lwgng: udng tlr 25 - 50 mg/ kg/ 24h. Chia lam 4 - 6 [an. Khéng dung cho nguoi
suy gan nang.

- Thiophenicol (thiamphenicol): ché pham téng hop, nhdm NO 2 trong
cloramphenicol duwgc thay bang CH3 - SO2 - . Ddc tinh it hon, dé dung nap, nhwng
tac dung cling kém hon, vi vay liéu dung

gap 2 1an cloramphenicol. Khdng dung cho ngudi suy thadn nang.

2.4. Nhom tetracyclin

2.4.1. Nguén géc va tinh chét ly héa

Déu |1a khang sinh c6 4 vong 6 canh, 13y tir Streptomyces aureofaciens
(clotetracyclin, 1947), hodc ban tong hop. La bét vang, it tan trong nudec, tan
trong base hoac acid.

2.4.2. Co’ ché tdc dung va phé khdng khuén

Céc tetracyclin déu la khang sinh kim khuan, cé phd khang khuan rong nhat trong
cac khang sinh hién cd. Cac tetracyclin déu c6 phé twong tu, trir minocyclin: mét
s6 ching da khang véi tetracyclin khac cé thé van con nhay cam véi minocyclin.
Tac dung kim khuan 13 do gén trén tiéu phan 30s cla ribosom vi khuan, ngan can
RNA t chuyén acid amin vao vi tri A trén phirc hgp ARNm - riboxom dé tao chudi
polypeptid. Tac dung trén:

. Cau khuan gram (+) va gram ( -): nhuwng kém penicilin

. Truc khuan gram (+) ai khi va y&m khi

. Truc khudn gram ( -), nhwng proteus va trwc khuan md xanh rat it nhay cdm

. Xoan khuan (kém penicilin), rickettsia, amip, trichomonas...

2.4.3. Chi dinh

Do phé khang khuan rdng, tetracyclin dwoc dung bira bii, dé g y khang thudc. Vi
vay chi nén dung cho cac bénh gay ra do vi khuan trong té& bao vi tetracyclin rat dé
tham vao dai thuc bao.

- Nhiém rickettsia



- Nhiém mycoplasma pneumoniae

- Nhiém chlamidia: bénh Nicolas - Favre, viém phdi, phé quan, viém xoang,
psittacos is, bénh mat hot.

- Bénh lay truyén qua duong tinh duc

- Nhiém tryc khuan: brucella, tularemia, bénh t3, ly, E.coli.

- Trirng cd: do tac dung trén vi khuan propionibacteria khu trd trong nang tuyén
b3 va chuyén hda lipid thanh acid béo tu do gay kich &rng vi ém. Dung liéu thap
250 x 2lan/ ngay.

2.4.4. Duwoc déng hoc

- Cac tetracyclin khac nhau vé tinh chat duwoc déng hoc, cac dan xuat méi cé dac
diém hap thu tét hon, thai trir chdm hon va do d6 cé thé giam duwoc liéu dung
hodc uéng it [an hon.

- Hap thu qua tiéu héa 60 - 70%. Dé tao phirc vdi sat, calci, magnesi va casein
trong thirc an va gidm hap thu. Nong d6 toi da trong mau dat dwoc sau 2 - 4 gio.
- Phan phdi: gan vao protein huyét twong tir 30% (oxytetracyclin) d&n 50%
(tetracyclin) hodc trén 90% (doxycyclin). Tham duwoc vao dich ndo tuy, rau thai,
stra nhung it. Dac biét 13 thAm duoc vao trong té bao nén cé tac dung tét trong
diéu tri cdc bénh do brucella. Gdn manh vao hé ludi ndi md clia gan, lach, xuwong,
rang. Nong dd & rudt cao gap 5 - 10 1an néng d6 trong mau.

- Thai trir: qua gan (cé chu ky gan - rudt) va than, phan I&n dudi dang con hoat
tinh. Thoi gian ban thai 1a tir 8h (tetracyclin) dén 20h (doxycyclin)

Bang 14.1. Cac tetracyclin thuong dung

Ten thudc Hap thu theo Po thanh thai t'2 Phan loai tic
duong vong cna than (mlL./ dyng
(e ) phait)

Chlortetracyelh 30 35 6- Eh Tae dung
I 60- 70 90 ) ngan
Oxytetracyehin 65 )
Tetracvelin
Demeclocyechn - 35 1 2h Tac dung
Methacyclin - 31 - Trung binh
Doxyeyclhin 90- 100 16 16- 15h Tac dung da
Minocyelin 5 10 -

2.4.5. boc tinh



- R&i loan tiéu hoda: budén nén, ndn, tiéu chdy, do thudc kich rng niém mac, nhwng
thudng |a do loan khuén

- Vang rang tré em: tetracyclin Iang dong vao rang trong thoi ky dau cda sy voi
hda (trong tlr cung néu ngudi me dung thudc s au 5 thang cé thai hodc tré em
duwdi 8 tudi)

- Ddc véi gan than: khi dung liéu cao, nhat 1a trén ngudi ¢ suy gan, than, phu nit
c6 thai c6 thé gdp vang da gay thoai héa m&, uré mau cao dan dén ti vong.

- Cac rdi loan it gap hon: di (rng, xuat huyét gidam tiéu cau, tang ap luvc ndi so & tré
dang by, nhirc dau, phu gai mat...

Vi vay, phai than trong theo ddi khi s&t dung va tranh dung:

. Cho phu nir c6 mang

. Cho tré em dudi 8 tudi

2.4.6. Ché phd@m, cdch ding

DU sao, tetracyclin van |a khang sinh cé phé rong, it ga y di irng, it ddc, ddc biét 1a
tham dwoc vao trong t& bao nén dwoc danh cho diéu tri bénh do brucella, nhiém
khuan dutorng mat, mii - hong, phéi.

Mot s& dan xuat chinh:

- Tetracyclin: uéng 1- 2 g/ ngay, chia 3 - 4 1an. Vién 250- 500 mg; dich treo 125
mg/ 5mL

- Clotetracyclin (Aureomycin): udng, titmt/m1-2g.

- Oxytetracyclin (Terramycin): uéng 1 - 2 g; tiém bap, t/m 200 mg - 1g.

- Minocyclin (Mynocin): udng 100 mg x 2 lan; tiém bap hodc t/m 100 mg. Vién 50 -
100 mg; dich treo 50 mg/ 5 mL

- Doxycyclin (Vibramycin): uéng liéu duy nhat 100 - 200 mg. Vién 50- 100 mg; dich
treo 25 -50 mg/ mL

2.5. Nhdm macrolid va lincosamid

Hai nhédm nay tuy céng thirc khdc nhau nhung cé nhiéu diém chung vé co ché tic
dung, phd khang khuan va dac diém s dung |am sang.

2.5.1. Nguén géc v a tinh chét

Nhém macrolid phan I&n déu 13y tir streptomyces, cong thirc rat cong kénh, dai
dién la erythromycin (1952), ngoai ra con clarithromycin va azithromycin.

Cac lincosamid ciing 18y tur streptomyces, cdng thirc don gian hon nhiéu, dai dién
la lincomycin (1962), clindamycin.



Hai nhdm nay cé dac tinh:

- Tac dung trén cac ching d3 khang penicilin va tetracyclin, dac biét la
staphylococus.

- Gitra chung cé khang chéo do co ché tuong tu

- Thai trir ch yéu qua dudng mét

- [t d6c va dung nap tét

2.5.2. Co’ ché'td ¢ dungva phé khdng khudn

Gan vao tiéu phan 50s cla ribosom vi khuan, can tré tao chudi da peptid (ngdn
can chuyén vj cia ARNt) cha vi khuan.

Phé tac dung twong tu penicilin G: cAu khuan va rickettsia. Hoan toan khoéng tac
dung trén tryc khudn dudng rudt va pseudomonas.

Tac dung kim khuan manh, cé tdc dung diét khuan, nhwng yéu.

2.5.3. Dwo'c dong hoc

Bi dich vi pha huy mot phan, néu dung dang bao ché thich hop, cé thé uéng duoc
tot. Nong do toi da dat dugc trong mau sau 1 - 4h va gilt khéng qua 6 tiéng nén
phai uéng 4 [an mdi ngay. Gan vao

protein huyét twong khodng 70% (lincomycin) dén 90% (erythromycin), t/2 tir 1h
30 dén 3 h.

Tham manh vao cdc mé, dac biét Ia phéi, gan, lach, xwong, tuyén tién liét. Nong
do trong dai thue bao va bach cdu da nhan gap 10 - 25 [an trong huyét twong do
c6 van chuyén tich cyc. Rat it thAm qua mang n3o.

Thai trir ch yéu qua mat dudi dang con hoat tinh (néng d6 trong mat gap 5 lan
trong huyét twong).

2.5.4. Chi dinh

La thudc dwoc chon Iwa chi dinh cho nhiém corynebacteria (bach hau, nh iém
nam corynebacterium minutissimum - erythrasma); nhiém clamidia duwong ho
hap, sinh duc, mat, viém phéi mac phai & cdng dong; thay thé penicilin cho bénh
nhan bi di ’ng v&i penicilin khi nhiém tu cau, lién cau hodc phé cau; dv phong
viém ndi tdm mac trong phau thuat rang miéng cho nhitrng bénh nhan cé bénh
van tim.

2.5.5. Boc tinh

N6i chung it d6c va dung nap tot chi gap cac réi loan tiéu héa nhe (budn ndn, ndn,
tiéu chay) va di irng ngoai da.



Tuy nhién, lincomycin va clindamycin cé thé gay viém rudt két mac gia, déi khi
nang, dan dén t& vong; erythromycin va Tri Acetyl Oleandomycin (TAO) c6 thé gay
viém da (* mat, vang da.

2.5.6. Ché phdm, cdch ding

2.5.6.1. Nhdm macrolid

- Erythromycin (Erythromycin, Erythrocin): uéng 1 - 2g/ ngay, chia lam 4 lan

- Spiramycin (Rovamycin): uéng 1 - 3g/ ngay, truyén chdm t/m 1,5 triéu Ul x3 [an/
ngay

- Azithromycin: thdm rat nhiéu vao mé (trir dich ndo tuy), dat néng dé cao hon
huyét tuwong tdi 10- 100 lan, sau d6é duoc gidi phong ra tir tir nén t/2 khoang 3
ngay. Vi thé cho phép dung | iéu 1 1an/ ngay va thoi gian diéu tri ngan. Thi du véi
viém phdi cong déng, ngay dau cho 500 mg udng 1 1an; 3 ngay sau udng 250 mg/
lan/ ngay chi dung trong 4 ngay.

Vién nang 250 mg

2.5.6.2. Nhdm lincosamid

- Lincomycin (Lincocin): udng 2g/ ngay. Chia lam 4 lan. Vién nang 500 mg. tiém
bap, t/m: 0,6 - 1,8g/ ngay

- Clindamycin (Dalacin): uéng 0,6 - 1,2g/ ngay, chia lam 4 [an (0,15 - 0,3g/ lan)
Khang sinh 2 nhdm nay thudng dung cho nhiém cau khuan gram (+), nhat 1a trong
tai mii hong, viém phdi, nhiém khuan duwdng hé hap.

Nhém lincosamid do thdm manh duoc vao xwong nén con duoc chi dinh tét cho
cac viém xuwong tay.

2.6. Nhom Quinolon

2.6.1. Ngudn géc va tinh chét ly héa

La khéng sinh hoan toan téng hop. Loai kinh dién cé aci d nalidixic (1963) a tiéu
biéu. Loai mdi,

do gan thém fluor vao vi tri 6, goi 1a 6 - fluoroquinolon (pefloxacin 1985) cé phd
khang khuan réng hon, udng dugc. Tat cd déu |13 cic acid yéu, can trdnh dnh sang
2.6.2. Co’ ché tdc dung va phé khdng khuén

Cac quinolon déu (rc ch& ADN gyrase, |a enzym m& vong xoan ADN, gitp cho sy
sao chép va phién m3, vi vy ngan can sy tong hop ADN cla vi khuan. Ngoai ra
con tac dung ca trén ARN mnén (rc ché téng hop protein vi khuan. Cac quinolon
déu la thudc diét khuan.



Acid nalidixic (con goi |a quinolon thé hé 1) chi trc ché ADN gyrase nén chi cé tac
dung diét khuan gram (-) dwdng tiét niéu va duong tiéu hda. Khéng tic dung trén
truec khuan md xanh (Pseudomonas aeruginosa).

Cac fluoroquinolon cé tac dung Ién 2 enzym dich |la ADN gyr ase va topoisomerase
IV cla vi khuan (Drlica, 1997) nén phé khang khuan réng hon, hoat tinh khang
khuan cling manh hon tir

10- 30 lan. Céc fluoroquinolon thé hé dau, con goi la quinolon thé hé 2
(pefloxacin, norfloxacin, ofloxacin, ciprofloxacin... 1987 - 1997) c6 khac nhau
tuwong doi vé tdc ddng trén gyrase va topoisomerase IV: trén vi khuan gram ( -),
hiéu luc khdng gyrase manh hon; con trén vi khuan gram (+), lai cé hiéu lyc khing
topoisomerrase IV manh hon. Cac fluoroquinolon thé hé méi con

goi la quinolon t hé hé 3 (levofloxacin, trovafloxacin, tir 1999) cé tac ddng can
bang trén ca 2 enzym vi vdy phd khang mé& réng trén gram (+), nhat 1a cac nhiém
khuan duong hé hap, va vi khuan khé khang thuéc hon vi phai dot bién 2 an trén
2 enzym dich.

Phé khang khuan cla fluoroquinolon gém: E.coli, Salmonella, Shigella,
Enterobacter, Neisseria, P.aeruginosa, Enterococci, phé cau, tu cau (ké ca loai
khang methicilin). Cac vi khuan trong té bao ciing bi trc ché vdi néng d6
fluoroquinolon huyét twong nhu chlamidia, mycoplasma, brucella,
mycobacterium...

2.6.3.Dworc dong hoc

Acid nalidixic d& hap thu qua tiéu hda va thai trir nhanh qua than, vi vay duoc
dung lam khang sinh dudng tiét niéu, nhung phan I&n bi chuyén hod & gan, chi
1/4 qua than dudi dang con hoat tinh.

Cac fluorquinolon cé sinh kha dung cao, t&i 90% (pefloxacin), hoac trén 95%
(gatifloxacin va nhiéu thudc khac), it gdn vao protein huyét twong (10% vdi
ofloxacin, 30% vé&i pefloxacin). Rat

dé thadm vao mo va vao trong té& bao, ké ca dich n3o tuy. Bj chuyén hod & gan chi
mod t phan. Pefloxacin bj chuyén héa thanh norfloxacin van con hoat tinh va chinh
né bi thai trir qua than 70%. Thoi gian ban thai tir 4h (Ciprofloxacin) dén 12h
(pefloxacin). Néng dd thudc trong tuyén tién liét, than, dai thuc bao, bach ciu hat
cao hon trong hu yét twong.

2.6.4. Chi dinh



- Nhiém khuan duwdng tiét niéu va viém tuyén tién liét, acid nalixilic, norfloxacin,
ciprofloxacin, ofloxacin, tac dung giéng nhau, twong tw nhu trimethoprim -
sulfamethoxazol

- Bénh lay theo dwong tinh duc:

.Bénh l4u: uéng liéu du y nhat ofloxacin hoac ciprofloxacin

. Nhuyén ha cam: 3 ngay ciprofloxacin

. Cac viém nhiém vung chau héng: ofloxacin phéi hop véi khang sinh chéng vi
khuan ky khi (clindamycin, metronidazol)

- Nhiém khuan duong tiéu hoa: do E. coli, S.typhi, viem phic mac trén bénh nhan
phai lam thdm phan nhiéu lan.

- Viém duong hod hap trén va dudi, viem phéi mac phai tai cong dong, viém xoang:
cac fluoroquinolon mé&i nhu levofloxacin, trovafloxacin, gatifloxacin.

- Nhiém khuan xuong - khép va mé mém: thuong do truc khuan gra m (-) va tu
cau vang, lieu lwvgng phai cao hon cho nhiém khuan tiét niéu (500 - 750 mg x 2
lan/ ngay) va thuong phai kéo dai (7- 14 ngay, c6 khi phai tdi 4 - 6 tuan)

2.6.5. Doc tinh

Khodng 10%, tir nhe dén nang: budén nén, nén, tiéu chdy, di irng ngoai da, tdng ap
lic ndi so (chdng mat, nhirc d4u, 10 1an, co giat, ao giac). Trén tré nhod, cé acid
chuyén hda, dau va sung khép, dau co.

Thuwe nghiém trén stc vat con non thdy mé sun bj huy hoai cho nén khéng dung
cho tré em dudi

18 tudi, phu ni* c6 mang va dang nudi con bu. Khdng dung cho ngudi thi€u G 6PD.
2.6.6. Ché phd@m va cdch diing

2.6.6.1. Logi quinolon kinh dién , acid nalidixic (Negram): nhiém khuan tiét niéu do
truc khuan gram (-), trir pseudomonas aeruginosa. Udng 2g/ ngay, chia 2 |an.
Pudng tiém t/m chi dwoc dung trong bénh vién khi that can thiét.

2.6.6.2. Logi fluorquinolon: dung cho cac nhiém khuan bénh vién do cac ching da
khang khang sinh nhu viém phdi, nhiém khuan huyét, viém mang ndo, mang tim,
nhiém khuan xuong can diéu

tri kéo dai.

Mot s6 ché pham dang dung :

Pefloxacin (Peflacin) : uéng 800 mg/ 24h chia 2 lan Norfloxacin (Noroxin): uéng
800 mg/ 24h chia 2 Ian Ofloxacin (Oflocet) : udng 400 - 800 mg/ 24h chia 2 lan



Ciprofloxacin (Ciflox) : uéng 0,5 - 1,5g/ 24 h chia 2 lan Levofloxacin (Levaquin):
uéng 500 mg

Gatifloxacin (Tequin): udng liéu duy nhat 400 mg/ 24h

Hién nay fluoroquinolon 13 thudc khang sinh duoc dung rong rai vi:

- Phé réng

- Hap thu qua tiéu hda tét, dat ndng d6 huyét twong gan vdi truyén tinh mach.

- Phan phdi réng, cd cdc mé ngoai mach

- t/2 dai, khéng can dung nhiéu lan

- D& dung nén c6 thé diéu trj ngoai tru

- Ré hon so véi diéu tri bang khang sinh tiém truyén khac.

- Twong dé6i it tac dung khéng mong mudn

Vi vay d3 sinh ra lam dung thudc. Nén tranh dung cho cac nhiém khudn théng
thudng. H 3y gianh cho cac nhiém khuan nang, khé tri nhu: Pseudomonas
aeruginosa, tu cau vang khang methicilin,

E. coli va khuan gram ( -) khdng trimethoprim - sulfamethoxazol.

2.7. Nhém 5- nitro- imidazol

2.7.1. Ngudn géc va tinh chét

La dan xuat téng hop, it tan tro ng nwdc, khdng ion hda & pH sinh ly, khuéch tan
nhanh qua mang sinh hoc. Lic dau (1960) dung chéng don bao (trichomonas,
amip) (xem bai "thuéc chira amip"),

sau d6 (1970) thay c6 tac dung khang khuan ky khi.

2.7.2. Co’ ché tdc dung va phé khdng khuén

Nitroimidazol cé ddc tinh chon loc trén céc vi khuan ky khi va ca céc té bao trong
tinh trang thi€u oxy. Trong céc vi khudn nay, nhédm nitro clia thuéc bi khir béi cac
protein van chuyén electron dac biét cta vi khuan, tao ra cdc sdn pham déc, diét
duoc vi khuan, 1a m thay d6i ciu tric cda ADN.

Phé khang khuan: moi cau khuan ky khi, triec khuan ky khi gram ( -), trwc khuan ky,
khi gram (+) tao dwoc bao tir. Loai truc khuan ky khi gram (+) khéng tao duoc bao
t&r thwong khdng duoc thudc (propionibacterium).

2.7.3. Duwo’c déng hoc
Hap thu nhanh qua tiéu hda, it gdn vao protein huyét twong, thdm dwoc vao moi
mo, ké ca mang ndo, t/2 tlr 9h (metronidazol) dén 14h (ornidazol). Thai trir qua



nudc tiéu phan I&n dudi dang con hoat tinh, ldam nwdc tiu cé thé bj xam mau.
2.7.4. Béc tinh

Budn nén, san da, réi loan than kinh, gidm bach cau, ha huyét ap.

2.7.5. Ché phdm, cdch diing

Thudng dwoc dung trong viem mang trong tim, apxe ndo, dy phong nhiém khuan
sau phau thuat vung bung- hé chau...

Cé tac dung hiép déng vdi khang sinh nhém B lactam va aminosid.

Metronidazol (Flagyl), ornidazol (Tiberal): uéng 1,5g hodc 30 - 40 mg/ kg/ 24h.
(Xin xem thém bai "thudc chéng amip")

2.8. Sulfamid

Nam 1935 Domagk d3 phat hién ra tinh khang khuan cda mot phdm nhudm 1a
sulfamidochrysoidin (Prontosil), tir d6 m& r a ky nguyén cutia cac thuéc chéng
nhiém khuan trudc khi cé penicilin.

2.8.1. Nguén géc va tinh chét

Sulfamid déu 13 cac chat téng hop, dan xuat cla Sulfanilamid do thay thé nhém -
NH2 hodc nhém - SO2NH2. La bt trang, rat it tan trong nwdc, dé tan hon tron g
huyét thanh va mat.

2.8.2. Co’ ché tdc dung va phé khdng khuén

PABA (para amino benzoic acid) la ngudn nguyén liéu can thiét cho vi khuan téng
hop acid folic dé phat trién. Do cé ciu tric hda hoc gan giéng véi PABA nén
sulfamid d3 tranh chap véi PABA

ngan can qud trinh téng hop acid folic cda vi khuan.

SONH, COCH
—
S
N NH
- Sulfanilamid PABA

Ngoai ra, sulfamid con rc ché dihydrofolat synthetase, mét enzym tham gia tong
hop acid folic (xem so 6 muc 2.9). Vi vay sulfamid 1a chat kim khuan. Té bao
ddng vat cd vu va vi khudn nao



c6 thé sir dung truc tiép acid folic tir moi trudng thi déu khéng chiu anh huédng
cUa sulfamid.

Vé mat ly thuyét, phé khang khuan cuta sulfamid rat réng, gém hau hét cic cau
khuan, trwc khuan gram (+) va (-). Nhung hién nay, ty |& khang thudc va khang
chéo giira céc sulfamid dang rat cao nén da han ché viéc sir dung sulfamid rat
nhiéu. Vi khudn khang thudc bang cach tang téng hop PABA hodc giam tinh tham
v&i sulfamid.

2.8.3. Dug'c déng hoc

- Cac sulfamid dugc hap thu nhanh qua da day va rudt (trir loai sulfaguanidin), 70
- 80% lieu udng vao dugc mau, gan vai protein huyét tuong 40 - 80%, ndong do ti
da dat duoc sau 2 - 4h.

- T mau, sulfamid khuéch tan rat dé dang vao cac mé, vao dich ndo tuy (bang 1/2
hodc twong duong vdi ndéng dd trong mau), qua rau thai, gay doc.

- C4c qud trinh ch uyén hda chd yéu & gan cda sulfamid gom:

. Acetyl hda, tir 10 - 50% tuy loai. Cac sdn pham acetyl hoa rat it tan, dé gay tai
bién khi thai trir qua than. Cac sulfamid md&i co ty |é acetyl hda thap (6 -16%) va
san pham acetyl hda lai dé tan.

. Hop véi acid glucu ronic (sulfadimethoxin), rat dé tan

. Oxy hoa

Thai trir: chd yéu qua than (loc qua cau than va bai xuat qua 6ng than). Dan xuat
acetyl hoda (25 - 60% trong nwdc tiéu) khéng tan, tao tinh thé cé thé gy dai mau
hodc vo niéu. Vi vay, can uéng

nhiéu nwdc (1g/ 0,5 lit).

* Phéan loai sulfamid : Vi tdc dung cla sulfamid déu giéng nhau, viéc diéu tri dwa
vao duoc déng hoc cua thudc cho nén ngudi ta chia cac sulfamid lam 4 loai:

- Loai hap thu nhanh, thai trir nhanh: néng dé tdi da trong mau sau uéng la 2 - 4h.
t/2=6-8h, thai trir 95% trong 24h. Gém sulfadiazin, sulfisoxazol (Gantrisin),
sulfamethoxazol (Gantazol). Dung diéu tri nhiém khuan theo dw&ng mau.

- Loai hap thu rat it: dung chira viém rudt, viém loét dai trang. Gém sufaguanidin
(Ganidan), salazosulfapyridin (Salazopyrin).

- Loai thai trir chdm: duy tri dugc néng d6 diéu tri trong mau lau, t/2 cé thé tdi 7 -
9 ngay nén chi can uéng 1 1an ngay. Hién dung sulfadoxin (Fanasil), phéi hop vai
pyrimethamin trong Fansidar dé dy phong va diéu trj sét rét khang cloroquin .



- Loai d€ dung tai cho: it hodc khé tan trong nwdc. Dung diéu tri cac vét thuong tai
chd (mat, vét bdng) duwdi dang dung dich hodc kem. Cé sulfacetamid, silver
sulfadiazin, mafenid.

2.8.4. Boc tinh

- Tiéu hda: budn nén, ndn, tiéu chay.

- Than: do sulfamid it tan va cac dan xuat acetyl héa két tla trong 6ng than gay
con dau bung than, dai mdu, vo niéu (diéu tri, dw phong bang udng nhiéu nudc va
base héa nudec tiéu). Viém 8ng k& than do di &ng.

- Ngoai da: cac biéu hién dij rng tir nhe dén rat nang nhu hdi chirn g Stevens-
Johnson, hoi chirng

Lyell. Thuwong gap v&i loai sulfamid cham.

- M&u: thi€u mau tan mau (do thiéu G 6PD), gidm bach cau, gidam tiéu cau, mat
bach cau hat, suy tdy.

- Gan: tranh chap véi bilirubin dé gén vao protein huyét twong, dé gy vang da,
doc. Khong dung cho phu nit ¢ thai va tré em mai dé.

Khong dung cho nguoi suy gan, suy than, thiéu G 6PD, dia tang dj &rng.

2.8.5. Ché phd@m cdch ding

Do c6 nhiéu ddc tinh va da c6 khang sinh thay thé, sulfamid ngay cang it dung mét
minh. Thuwdng phéi hop sulfameth oxazol véi trimethoprim (xin xem phéan sau).
Hién con duoc chi dinh trong cac truong hop sau:

- Viém dudng tiét niéu:

. Sulfadiazin: vién nén 0,5g

. Sulfamethoxazol (Gantanol): vién nén 0,5g

Ngay dau uéng 2g x 4 lan; nhirng ngay sau 1g x 4 lan. Udng tlr 5 - 10 ngay

- Nhiém khuan tiéu héa:

. Sulfaguanidin (Ganidan): vién nén 0,5g uéng 3 - 4g/ ngay

. Sulfasalazin (Azalin): vién nén 0,5g uéng 3 - 4 g/ ngay

- DUng béi tai cho:

. Bac sulfadiazin (Silvaden): 10mg/ g kem boi

2.9. Phdi hop sulfamid va trimethoprim

2.9.1. Co’ ché tdc dung va phé khdng khuén

So d6 dudi day cho thay vi tri tdc dung cla sulfamid va trimethoprim trong qua
trinh téng hop acid folic. Hai thudc (rc ché tranh chap véi 2 enzym cla vi khuan &



2 khau cda qud trinh tdng hop nén cd tac dung hiép déng manh hon 20- 100 [an
so v@i dung sulfamid mot minh.
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Hinh 14.5. Vi tri tdc dung cta sulfamid va trimethoprim trong qua trinh tdng hop

acid folic

Trimethoprim la mét chat hda hoc téng hop cé tac dung (e ché dihydrofolat
reductase cda vi khuan 50.000- 100.000 l&n manh hon trén ngudi, va trc ché trén
enzym cla ky sinh trung sét rét

2000 [An manh hon nguoi.

Phd khang khuan rong va ching khang lai it hon so vdi sulfamid. C6 tac dung diét
khuan trén mot s6 ching. Khéng tac dung trén Pseudomonas, S.perfringens, xodn
khuan.

2.9.2. Dwg’c dong hoc

Ty 1é ly tuwdng cho hiép déng tac dung cia nong dé thudc trong mau cla
sulfamethoxazol (SMZ2):

trimethoprim (TMP) |a 20: 1. Vi TMP h&p thu nhanh hon SMZ (pic huyét thanh la 2
va 4h) va t/ 2= 10h, cho nén néu ty |&é SMZ: TMP trong vién thuéc la 5: 1 (800 mg
sulfameth oxazol + 160 mg

trimethoprim), sau khi uéng, néng dé trong mau sé dat duogc ty [é 20: 1(40 pg/ mL
huyét twong sulfamethoxazol va 2 pg/ mL trimethoprim).

Ca 2 thudc dwoc hap thu qua dudng uéng, phan phéi tot vao cdc md (dich ndo
tuy, mat, tuyén tién liét). Thai trir cht yéu qua nuwdc tiéu vdi ndng d6 con hoat
tinh.



2.9.3. Béc tinh va chéng chi dinh

Thudc phdi hop nay cé tat ca cac déc tinh cda sulfamid. Ngoai ra, trén nhirng
ngudi thiéu folat, TMP c6 thé gay thi€u mau nguyén hong cau khong 16, ty & bj
ban cling cao hon.

Khéng dung cho phu nit cé thai va tré em mdi dé (nhat 1a dé non)

2.9.4. Ché phdm va cdch ding

Thudc két hop duwoc chi dinh chinh trong nhiém khuan tiét niéu, tai - mii- hong,
duwong hod hap, dwdng tiéu hda (thuong han, ta), bénh hoa lidu (clamydia)

- Phéi hgp trimethoprim + sulfamethoxazol:

. Vién Bactrim, Cotrimoxazol, gdm trimethoprim (80 hodc 160 mg) va
sulfamethoxazol (400 hodc 800 mg). Liéu thuong dung |a 4 - 6 vién (loai 80 mg
TMP + 400 mg SMZ), udng trong 10 ngay

. Dich treo: trong 5 mL c6 400 mg TMP + 200 mg SMZ. Dung cho tré em.

. Dich tiém truyén: TMP 80 mg + SMZ 400 mg trong 6ng 5 mL. Hoa trong 125 mL
dextrose 5%

truyén tinh mach trong 60 - 90 phut.

3. MOT SO VAN DE VE SU DUNG KHANG SINH

3.1. Nguyén tac dung khang sinh

1. Chi dung khang sinh cho nhiém khuan. Khong dung cho nhiém virus (cé loai
riéng). DUng cang sém cang tét.

2. Chi dinh theo phé tac dung. Néu nhiém khuan d3 xac dinh, dung khang sinh
phd hep.

3. Dung du liéu dé dat dugc néng dd da va 6n dinh. Khéng dung liéu tang dan.

4. Dung d0 thoi gian: trén co thé nhiém khuan, vi khuan & nhiéu giai doan khac
nhau vai khang sinh. Néu sau 2 ngay dung khang sinh, s6t khéng giam, can thay
hoac phdi hop khang sinh. Khi diéu trj da hét s6t, van can cho thém khang sinh 2 -
3 ngay nira.

N6i chung, cac nhiém khuan cap, cho khang sinh 5 - 7 ngay. Cac nhiém khuan dic
biét, dung 1au hon, nhu: viém ndi tdm mac Osler, nhiém khuan tiét niéu (viéem bé
than): 2 - 4 tuan; viém tuyé&n nhiép ho: 2 thang; nhiém khuan khép hang: 3 -6
thang; nhiém lao: 9 thang...

5. Chon thudc theo duoc dong hoc (hap thu, phan phdi, chuyén hda, thai trir) phu
thudc vao noi nhiém khuan va tinh trang bénh nhan.



6. Can phoi hop vdi bién phap diéu tri khac: khi nhiém khudn cé 6 md, hoai t&r mo,
vat la (s&i) thi cho khang sinh phai kém theo thong md, phau thuat.

3.2. Nhirng nguyén nhan that bai trong viéc dung khang sinh

1. Chon khang sinh khéng dung phé tac dung

2. Khang sinh khéng dat dwoc t&i nguwdng tac dung tai 6 nhiém khuan, do liéu
lwong khong hop ly, do duoc dong hoc khéng thich hop, do tuwong tac thuéc lam
giam tac dung cla

khang sinh

3. Do vi khuan d3 khang thuéc. Can thay khang sinh khac hodc phdi hop khang
sinh.

3.3. Vi khuan khang khang sinh

3.3.1. Khdng tw nhién: vi khuan da cé tinh khang tir trudce khi ti€p xidc vdi khang
sinh, nhu san xuat B lactamase, cau truc cta thanh vi khuan khéng thdm vai
khang sinh.

3.3.2. Khdng mdc phdi: vi khuan dang nhay cdm véi khang sinh, sau mot thoi gian
ti€p xuc, tré thanh khéng nhay cdm nira, do:

* Dot bién hodc khang qua nhiém sac thé.

Moi vi khuan déu cé "protein dich" dé gan vdi kh dng sinh cu thé tai ribosom, DNA
gyrase, RNA

polymerase... Do dot bién, cac "protein dich" da thay d6i, khong gan khang sinh
nira.

*Khang qua plasmid: cé nhiéu dang. Thuong la sdn xut cac enzym lam b4t hoat
khéng sinh, hodc gidm &i lwc cia khang sinh vai " protein dich", hodc thay doi
dudng chuyén héa.

Vi khuan khang khdng sinh cé thé phat trién su khang chéo véi khang sinh trong
cung ho. Qua plasmid cé thé khang nhiéu loai khang sinh mot Iic. Nguwdi lan dau
néu nhiém vi khuan d3 khang khang sinh, mdc dau chv a dung khang sinh bao gi®
da co khang khang sinh ngay.

Loai khang mac phai thudng 1a do dung khang sinh khdng ding liéu hodc lam
dung thuéc, dang gdy mét trd ngai rat I&n cho viéc diéu tri.

3.4. Phéi hop khang sinh

3.4.1. Chi dinh phéi hop khdng sinh

1. Nhiém 2 hoac nhiéu vi khuadn mot ltic



2. Nhiém khudn nang ma nguyén nhan chua rd

3. S&r dung tac dung hiép ddng lam ting hoat tinh khang sinh trong mot s6 nhiém
khuan dic biét:

. Viém ndi tam mac: penicilin + streptomycin

. Trimethoprim + sulfamethoxazol

. Khang sinh B lactam + chat (rc ché lactamase

4. Phong nglra xuat hién vi khuan khang khéang sinh.

Chi phdi hop khang sinh cho mot sé it cac truorng hop nhiém khuan trong bénh
vién nhu cau khuan rudt, mét so truc khuan gram ( -) (trwe khuan ma xanh, tryc
khuan mot loai Serratia, Enterobacter, Citrobacter ).

3.4.2. Nhwoe diém cta phéi ho'p khdng sinh

Khi thay thudc khéng hiéu ré va phdi hop khéng dung sé:

. Dé gay khang do su chon Iya clia vi khuan

. Tang ddc tinh cGa khang sinh

. Hiép dong doi khang

. Gid thanh diéu tri c ao

N&i chung, nén han ché& phdi hop vi d3 cé khang sinh phd rong

3.4.3. Mét s6 nhiém khudn thwong gdip va cdch chon khdng sinh.

Bang gidi thiéu mot s cach lua chon khang sinh.

Bang 14.2.Lya chon khang sinh trong diéu tri nhiém khuan



Vikhuan Bénh Thuoe dwoe chon
| Thi nhdi Thi kai Thi be
Cau  khudn | Ap xe Oz acillin Cephalosperi | Clindamycin
Gri+) Mhifm  khodn | Nafellin nl Erythromyecin
Tu ciun ving huyét Vancomycin | Trim+
Vigm ndl tim tulfametheoxaz ol
mae ' Ciprofl oxacin
Viém phéi rifampin
Viém  xwong-
tuy
Lién cdu sinh | Viém hong Penicilin Cephalosponn | Erythromyecin
ol (nhém A) Vitm tai gitra, | Amoxicilin nl Clindamycin
xoang Vancomycin
Viém phéi
Nhiém  khudn
huyét
Streptococons Vitm néi tim | Penialin G Ceptriaxon Vancomyein
viridane mas Gentamycin | (III)
Nhifm  khudn
huy#
Phé clu Vitm phéi Penialin Cephalesponn | Chloramphenicol
Vigm khop Amoxicilin nl macrolid
Vikm xoang TMP- SMZ Clindamyein
- Vitm tai
Cau  khudn | Vitm ta Amox+ Cephalospoeri | Ciprefl oxacin
Gr(-) Vitm xoang clavulanat n II- III Tetracyelin
Moraxella Vitgm phéi Ampi+ Erythromycin
catarrhalis sulbactam
TMP + SMZ
Meisceria Pen. G- | Ceft. Cefot. | Ciprofloxacin
| meningitis Rifampin minocyclin
Truckhuin Viém hong Erythromyecin | Clindamycin | Cephalosporrin |
Grit) Vitm phéi Rifampin
Corynebacteriu | Vidm thanh ph&
m quin
diphteriae
Corynebacteriu | Vigm n8i tim | Penialin G + | Rifampicin +
m species, &1 | mac amineglycesi | penmicilin G
khi Nhifm  khodn | d Ampicilin +
hoyét Vancomycin | sullactam
Triuc khudn |Nhifm  khuin | TMP- SMZ | Pen + e chf | Aztreonam
Gri-) ti€t nién Ciprofloxacin | penicilinase Mitrefurantoein
Escheria coli Ampi+ Aminoglycos | Doxyeycline




BAI 22. THUOC SAT KHUAN - TAY UE

1. PAI CUONG

1.1. Binh nghia

- Thudc sat khuan , thudc khir trung (antiseptics) 1a thudc cé tac dung (e ché sy
phat trién cha vi khuan cd in vitro va in vivo khi bdi trén bé mat cia md sdng
(living tissue) trong nhitng diéu kién thich hop.

- Thudc tay ué, chat tay ué (disinfectants) Ia thudc ¢ tac dung diét khuan trén
dung cy,

dd dac, méi trwong.

1.2. Dac diém

- Khdc vai khang sinh hodc cac héa trj liéu dung dudng toan than, cac thudc nay it
hoac khong cé doc tinh dac hiéu.

- Tac dung khang khuan phu thudc nhiéu vao ndng do, nhiét do va thoi gian tiép
xuc: ndng dé rat thap co thé kich thich sy phat trién cha vi khudn, néng dé c ao
hon cé thé (rc ché va néng dé rat cao co thé diét khuan.

- P& lam v6 khuan, cé thé dung cac phuong phéap khac:

+ Nhiét do

+ Dung dich khéng chju nhiét, cé thé loc qua mang cé 16 d = 0,22 micron, hodc
chiéu tia cuc tim cé buwdc sdng 254nm véi liéu khoang 20 0.000 microwatt -
sec/cm2, hodc chiéu

tia 6, hoac “tiét trung” lanh (cho qua khi ethylen oxyd hoac ngdm trong dung dich
glutaraldelhyd, rugu formaldehyd)

1.3. Cac thudc sat khuan ly tuéng can dat duoc céc tiéu chuan sau

- Tac dung & nong d6 loang

- Khdng ddc véi mo hodc lam hdng dung cu

-On dinh

- Khéng lam mat mau hodc khdng nhuém mau

- Khéng mui

- Tac dung nhanh ngay ca khi c6 mat protein la, dich di viém

-Ré

Hién chua cd chat nao dat duoc!



1.4. Phan loai theo co ché tac dung

- Oxy hoda: H202, phirc hop cé clo, KMnO4

- Alkyl hod: Ethylenoxyd, Formaldehyd, Glutaraldehyd

- Lam bién chat protein: cdn, phirc hop phenol, iod, kim loai nang

- Chat dién hoat: cac phirc hgp amino bac 4

- lon hoa cation: chat nhuém

- Chat gy tén thwong mang: clorhexidin

1.5. Nguyén tac dung thudc sat khuan

1.5.1. 0 da lanh

- Rlra sach chat nhon

- Béi thudc sat khuan

1.5.2. Trén vét thuong

- Do pH & chd can bdi. Xac dinh vi khuan (néu can)

- Lam sach vét thuong

- Rlra bang nuwéc diét khuan

- B6i thudc tuy theo pH vét thwong

2. CAC THUOC SAT KHUAN THONG THU'ONG

2.1.Con

Thudng dung con ethylic (C 2H50H) va isopropyl (isopropanol) [CH 3CH(OH)CH3]
60 -

70%. Tac dung gidm khi d6 cén <60% va >90%.

Co ché: gay bién chat protein

Tac dung: diét khuan, ndm bénh, siéu vi. Khdng tac dung trén bao t.

DUng riéng hodc phdi hop véi tac nhan diét khudn khac. O ndng dé thap con cé
thé dugc sir dung nhu cac co chat cho mét sd vi khuan, nhung & ndng do cao cac
phan &ng khir

hydro sé bj (rc ché.

2.2. Nhom halogen

2.2.1. lod

- Co ché: lod lam két tda protein va oxy hda cac enzim chd yéu theo nhiéu co ché:
phan &ng vdi cdc nhdm NH, SH, phenol, cac carbon cla cac acid béo khéng bao
hoa, lam ngdn can tao mang vi khuan.

- lod ¢4 tac dung diét khuan nhanh trén nhiéu vi khuan, virus va ndm bénh. Dung



dich 1:

20.000 c6 tac dung diét khuan trong 1 phut, diét bao tlr trong 15 phut va tuong
dai it ddc vai mo.

- Ché& pham va cach dung:

lod dwoc dung nhu thuéc sat khuin va tay ué.

+ Con iod: ¢ iod 2% + kali iodid 2,4% (d€ lam iod dé tan) + con 44 -50%. Nhugc
diém la hoi kich &ng da, s6t va nhuém mau da.

+ Povidon - iod, 1a “chat dan iod” (iodophore), ché tao bang cach tao phtrc iod vdi
polyvinyl pyrolidon. lod sé& dugc giai phdng tir tir. Hién dwoc dung nhiéu vi virng
bén hon coén iod & nhiét dd mdi trudng, it kich 'ng mé, it an mon ki m loai. Tuy
nhién gia thanh dat. V&i vét thuong mé, do doc véi nguyén bao soi (fibroblast)
nén cé thé lam cham lanh.

Ché& pham:

- Betadin

- Povidin

2.2.2.Clo

- Tac dung va co ché: clo nguyén t6 phan rng véi nudc tao thanh acid hypocloro
(HOCI).

Co ché diét khuan con chua rd.

+ C6 thé HOCI giadi phéng oxy mdi sinh ra dé oxy hda cac thanh phan chd yéu cua
nguyén sinh chat:

2HOCI =H20 + CI2 + Ou

+ Hodc, Cl két hop vdi protein cia mang té bao dé tao thanh phirc hop N - Clo lam
gian doan chuyén hda mang té bao.

+ Hodc, oxy hda nhém - yH clia mét sé enzym lam b3t hoat khong héi phuc.

Tac dung & pH trung tinh hodc acid nhe (t6i wu 1a 5) & néng d6 0,25 ppm (phéan
triéu) Clo cd tac dung diét khuan trén nhiéu ching, trir vi khuan lao cd strc dé
khdng 500 Ian manh hon.

Clo khéng con dugc dung nhw mét thubce sat khuan vi cé tac dung kich rng va bi
mat hoat tinh bi cac chat hitu co do ching dé két hop véi cac chat hitu co. Tuy
nhién, né con dugc dung nhiéu lam thudc tay ué va khir trung nudce vi ré.

- Cac ché pham:

. Cloramin: 1a cac dan xuat Cl — N cla sulfonamid, din xuat guanidin, phirc hop N



di vong, chira 25 - 29% Clo. Tac dung kéo dai, it kich irng mé, nhung yéu.

Thudng dung Cloramin T (Na -p-toluen sulfon cloramid), dung dich 1 -2% dé rira
vét thuong.

. Halazon (acid p -dicloro sulfamidobenzoic): vién 4mg dd sat khun cho 1 lit nuwdc,
uéng dugc sau 30 phut.

3. CAC CHAT OXY HOA

Thuwong dung peroxyd hydro (H 202, nwdc oxy gia), thudc tim (KMnO 4). Do cé tac
dung oxy hda, tao géc ty do, nén cac thudc nay lam tén hai mang vi khuan, ADN
va mot s6 thanh phan chd yéu khac cla té bao.

Nuwdc oxy gia 3 - 6% cé tac dung diét khuan va virus, ndng dod cao hon (10 - 25%)
diét dwoc bao tlr. Khi ti€p xic véi mod sé gidi phdng oxy phan tlr. Khdng thdm vao
mo nén chi dung dé stic miéng va rlra cac vét thuong, c 4c bd phan gia. Catalase
lam bat hoat thuéc.

Nudc oxy gia ddc vdi nguyén bao soi nén co thé lam cham lién seo vét thuong.
Khéng dwgc dung H202 dudi ap luc dé rira cac vét thuong sdu co rach nét vi ¢
thé tao hoi & dudi

da.

- Thuéc tim: v&i ndng dd 1:10.000, cé tac dung diét nhiéu loai vi khuan trong 1
gi®. Nong do cao hon dé kich (rng da. Thudng dung rlra cac vét thwong ngoai da
co ri nudec.

4. CAC KIM LOAI NANG

Moi kim loai nang déu cé tac dung diét khuan. Thuwong dung la Hg, Ag.

4.1. Thuy ngan

- Tac dung va co ché: ion Hg++ lam két tla protein va (rc ché cac enzym mang goc
SH. Vi vay cdc vi khuan bi trc ché bdi Hg, c6 thé hoat déng trd lai khi ti€p xic vai
cac phirc hop

c6 nhédm SH. Thuy ngan hitu co cé tac dung kim khuan va yéu hon cén, kém doc
hon Hg vo co.

- Ché& pham: Thudc d6 (mercurochrom) dung dich 2%, chi dung bdi ngoai da.
Khéng nén bdi dién rong & vung da mat da. Khdng dugc udng, cé thé gy déc cho
ong than. DuUng than trong & tré so sinh.

4.2. Bac

- Tac dung va co ché: Bac ion két tla protein va ngan can cac hoat déng chuyén



héa co ban cla té& bao vi khuan. Cac dung dich muéi bac v6 co cé tdc dung sat
khuan.

- Cac ché pham:

. Bac nitrat dung dich 1% dung nhé mat cho tré méi dé, chéng duwoc bénh lau cau
gay viém mat. Hién dang thay thé& bang pomat khang sinh.

. Bac - Sulfadiazin 1% dwdi dang kem bdi chita bong, lam giai phong tir tir ca bac
va sulfadiazin, cé tdc dung diét khuan tét va lam gidm dau. Boi dién rong va kéo
dai, doi khi

c6 thé gay gidam bach cau.

. Cac ché& pham bac dudi dang keo (collargol, protargol, arg yrol) c¢é tac dung kim
khuan tét, it gdy thuwong tén cho mé. Ché pham chira 20% bac dung sat khuén
niém mac. Thudc

bi huy bdi dnh sang nén phai dé trong lo mau.

Moi ché pham bac dung lau gay chirng nhiém bac (argyrism).

5. XA PHONG

Xa phong la chat dién hoat | oai anion, thwdng la cdc mudi Na hodc K ciia mot sé
acid béo. Vi NaOH va KOH la cac base manh trong khi phan 1&n acid béo lai la cac
acid yéu,

Vi vay cac xa phong khi tan trong nuwdc déu |a cac base manh (pH 8.0 - 10.0), dé
kich &ng da (pH cdia da=5,5 - 6,5). Mét s6 xa phong dwoc sdn xult véi pH = 7.
Cac xa phong loai bo trén bé mat da cdc chat ban, cac chat xuat tiét, biéu mo troc
vay va moi vi khudn chira trong d6. D& lam tang tac dung sat khuan clha xa phong,
mot sé chat diét khuan da duwoc cho thém vao nhu hexaclorophan, phenol,
carbanilid, 1a nhirng chat sé trinh bay & dudi.

6. CAC HQP CHAT CHU'A PHENOL

Phenol duoc Lister dung dau tién tlr ndm 1867 dé tiét khuan. Do lam bién chat
protein va

kich &rng da nén ddc, chi dung dé tay ué. Ngay nay dung cac chat thay t hé.

6.1. Hexaclorophen

La chat kim khuin manh.

Xa phong va chat tay ué chira 3% hexaclorophen cé tac dung kim khuan manh va
lau bén vi gilt lai & 16p sirng cla da. Nhwng dung nhiéu [an cé thé bi nhiém doc,
nhat la & tré nho.



6.2. Carbanilid va Salicylanilid

Hién dung thay thé hexaclorophen trong “xa phong sat khuan”.

Dung thudng xuyén xa phong nay ¢ thé lam gidm mui cda co thé do ngén ngira
dugc si phan huy cta vi khuan véi cac chat hitu co cho trong mé héi.

Cac loai xa phong nay cé thé gy di 'ng hodc man cdm véi anh sang.

6.3. Clohexidin

La dan xuat cla biguanid, cé tac dung lam phda vé mang bao tuong cta vi khuan,
dac biét 13 chdng gram (+). Dung trong “xa phong sat khuan”, nwdc sic miéng.
Dung dich 4% dung rira vét thuwong. Thubc cé thé dugc gilt lai 1du & da n én tac
dung kim khuan kéo dai.

BAI23. THUOC CHONG AMIP - TRICHOMONAS

1. THUGC CHONG AMIP

Amip ky sinh & ngudi cd nhiéu loai, nhung chi cd Entamoeba histolytica la loai duy
nhat thuc su gy bénh cho ngudi. Amip cé thé gay bénh & rudt (ly amip, viém dai
trang man tinh do amip) hodc & cdc md khac (dp xe gan, amip & phdi, ndo, da...)
Ngudi nhiém E. histolytica 1a do &n phai bao nang. Bao nang nhiém vao ngudi qua
dudng tiéu hda bang nhiéu cach: thirc 3n, nuédc udng hodc do rudi, gian van
chuyén mam bénh ... Cic bénh do amip chl yéu la diéu tri ndi khoa, néu diéu tri
khong triét d€ , bénh dé tré thanh man tinh. Thé bao nang (thé kén) 1a thé bo vé
va phat tan amip nén rat nguy hiém vi dé lan truyén bénh (bao nang dwoc thaira
theo phan va cé thé séng nhiéu ngay trong nudc). Amip & thé bao nang khi gdp
diéu kién thuan lgi s& chuyén s ang thé hoat dong

1.1. Thudc diét amip & md

Céac thubc nay rat cé hiéu qua d6i vdi cic thé an héng cau cda amip.

1.1.1. Emetin hydroclorid

La alcaloid cta cay Ipeca.



Vi c6 nhiéu ddc tinh nén hién nay rat it dung

1.1.2. Dehydroemetin (Dametin, Mebadin)

La dan xuat téng hop cl a emetin, cé tac dung duoc ly twong tw nhwng it doc hon
emetin.

1.1.2.1.Tac dung

Thudc cé tac dung diét amip & trong cdc md, it cé tac dung trén amip & rudbt.
Dehydroemetin cé tac dung diét amip truc tiép do can tré sy chuyén dich phan ti
ARN théng tin doc theo rib osom nén &rc ché khong phuc héi sy téng hop protein
clia amip.

1.1.2.2.Dugc dong hoc

Thuéc hap thu kém qua dudng tiéu hda. Sau khi tiém bap dehydroemetin duoc
phan bd vao nhiéu mé, tich luy & gan, phéi, lach va than.

Dehydroemetin thai trir qua nuéc tiéu nhanh hon em etin nén it tich luy hon va
do do it doc hon emetin.

1.1.2.3.Tac dung khdng mong muén

Tac dung khdng mong mudn cla thudc cling twong tw nhu khi dung emetin nhung
nhe va it gap hon.

- Cac phan &ng tai cho: tai vung tiém thuong bj dau, dé tao thanh ap xe vo trung.
C6 thé

gap ban kiéu eczema.

- Tac dung trén than kinh co: thuong gap mét mai va dau co, dic biét & chan tay
va c6. Cac triéu chirng nay phu thudc vao lidu dung va la ddu hiéu béo trwdc déc
tinh trén tim.

- Tac dung trén tim: ha huyét 4p, dau vung trudc tim, n hip tim nhanh va loan nhip
la nhirng biéu hién thudng gap khi bi tén thuwong tim. Nhirng thay d6i trén dién
tim (séng T

det hodc ddo nguoc, kéo dai khoang Q - T) |a cdc dau hiéu dén sém hon.

- Tac dung trén hé tiéu hda: budn nén, ndn, dau bung, tiéu chay Con cé thé gap
cac triéu chirng: ngtra, run, di cam.

1.1.2.4.Ap dung diéu trj

Chi dinh

- Ly amip nang

- Ap xe gan do amip



Chi nén dung dehydroemetin khi khéng cé cac thudc khac an toan hon hodc bj
chéng chi dinh

Chéng chi dinh

Phu nit cé thai khdng dwoc dung dehydroemeti n vi thudc déc véi thai nhi.

Hét sirc than trong khi dung thudc & bénh nhan cé bénh tim, than, than kinh co,
thé trang chung qua yéu hodc tré em. Khi dung dehydroemetin, ngudi bénh phai
ludn ludn dugc thay thudc theo ddi. Phai ngirng luyén tap cing thang tro ng 4- 5
tuan sau khi diéu tri.

Liéu lwong

- Nguoi l6n: 1 mg/ kg/ ngay, khéng dung qua 60 mg/ ngay. Can giam liéu & ngudi
cao tudi va ngudi bi bénh ndng (cé thé gidm tdi 50%). Dot diéu tri 4 - 6 ngay.

- Tré em: 1mg/ kg/ ngay, khéng dung qua 5 ngay.

Thudc nén dung qua dudng tiém bap sau, khdng tiém tinh mach vi dé gay doc cho
tim, khéng dung dwdng udng vi kich (rng gdy ndn. Cac dot diéu tri phai cach nhau
it nhat 6 tuan.

Trong diéu tri ly do amip, dung thém tetracyclin d& gidm nguy co bdi nhiém. Khi
diéu trj ap xe gan do amip phai uéng thém cloroquin déng thoi hodc ngay sau dé.
Sau diéu trj tat

ca cac bénh nhan nén udng thém diloxanid dé loai trir amip con séng sot & két
trang, dé phong tai phat.

1.1.3. Metronidazol (Elyzol, Flagyl, Klion, Trichazol)

La mot dan xuat 5 - nitro- imidazol, cé phé hoat tinh rong, it tan trong nuwdc,
khéng ion héa & pH sinh ly, khuéch tan rat nhanh qua mang sinh hoc.

1.1.3.1.Tac dung

Metronidazol cé hiéu qua cao trong diéu tri nhiém amip ngoai rudt (dp xe gan,
amip & n3o, phéi- lach) va amip & thanh ru 6t. ThuSc cé tac dung diét amip thé
hoat dong nhung it

anh huwdng dén thé kén.

Thudc con duwgce dung dé diéu trj trichomonas dwdng niéu - sinh duc, bénh do
Giardia lamblia va cac vi khuan ky khi bat budc.

Co ché tac dung: trong cac vi khuan ky khi va ddng vat nguyén sinh (don bao),
nhédm 5 - nitro cda thudc bi khir thanh céc chat trung gian ddc vai té bao. Cac chat
nay lién két vdi



cau truc xoan cla phan t&r DNA, lam v& cac s¢i DNA va cudi cung lam té bao chét.
Qua trinh khir nhdm 5 - nitro cta thuéc cé s tham gia " tich cyc" cta ferredoxin -
mot protein xuc tac cé nhiéu trong cac vi khuan va don bao nhay cam vdi thuée.
Mot s6 nghién clru cho thay, cdc ching khang metronidazol ¢é chira it ferredoxin.
1.1.3.2.Duwoc dong hoc

Metronidazol hdp thu nhanh va hoan toan qua 6ng tiéu hda. Sau khi udng 1 -3
gi®, thudc dat ndng do tdi da trong mau (6 - 40 pg/ mL). Metronidazol gan rat it
vao protein huyét twong (10- 20%) va cd thé tich phan phdi lén (Vd = 0,6- 0,8 lit/
kg) nén thudc khuéch tén t6t vao cdc mé va dich co thé, cé néng dd cao tro ng
nudc bot, dich no tuy, sita me...

Thoi gian ban thaila 7,5 gio. Trén 90% liéu udng duwoc thai trir qua than trong 24
gi®, ch( yéu la cac chat chuyén héa hydroxy (30 - 40%) va dang acid (10 - 22%).
10%

metronidazol thai nguyén ven qua nudec tiéu, 14% qua pha n.

1.1.3.3.Tac dung khdng mong muén

Phan &rng cé hai thwong phu thuéc vao liéu dung. Véi liéu diéu tri don bao, cac
tac dung khéng mong muén clia thuéc thuong nhe, cé phuc héiva gép 4 - 5%
bénh nhan duoc diéu tri.

Hay gap cac rdi loan & duwdng tiéu hda: budén nén, ¢ hdn an, khdé miéng, ludi cé vi
kim loai, dau vung thuong vi va céc triéu chirng trén hé than kinh trung wong: dau
dau, chdng méat, buén ngd.

Cé thé gap tiéu chdy, viém miéng, phong rdp da, phat ban, ngtra, di cdm.

Khi dung liéu cao, kéo dai, thudc cd thé gay c on dong kinh, réi loan tam than,
viém da day than kinh ngoai bién, viém tuy.

Nudc tiéu cd mau nau xam do chat chuyén héa cla thudc

1.1.3.4. Ap dung diéu tri

Chi dinh

- Ly amip cap & rudt

- Ap xe gan do amip, amip trong cac mé

- Nhiém trichomonas vaginalis : can diéu tri cho ca vg va chong.

- Bénh do Giardia Lamblia

- Nhiém khuan ky, khi; viém mang trong tim, nhiém khuan toan than, ap xe nio,
viém mang ndo cé ma, viém loét |gi cap, viém quanh than rang...



Chéng chi dinh

Khong nén dung Metronidazol cho phu nit cé thai (ddc biét trong 3 thang dau),
phu nit cho con by, ngudi cé tien sir qua man vdi thudc.

Can than trong khi dung thu6c & bénh nhan cé tién st réi loan thé tang mau,
bénh & hé théng than kinh trung wong. Phai gidm liéu & ngudi bi suy gan nang.
Liéu luvgng

Metronidazol cé thé uéng dudi dang vién nén (250 mg, 500 mg) hodc dung dich
treo metronidazol benzoat. Trudng hop bénh nhan khdng uéng duoc, cé thé
truyén tinh mach

(dung dich 5 mg/ mL), téc d6 truyén 5 mL/ phut.

- Diéu tri ly a mip cap: c¢6 thé dung don ddc hodc t6t hon nén phéi hop véi
iodoquinol hodc vai diloxanid furoat. Liéu thuwdng dung cho ngudi 16n 1a 750 mg,
ngay uéng 3 Ian trong 5- 10 ngay, udng sau bira an.

- Ap xe gan do amip: ngudi I&n uéng 500 - 750 mg/ Ian, ngay 3 lan trong 5 - 10
ngay.

DG vai tré em liéu thuong dung la 30 - 40 mg/ kg/ 24 gid, chia lam 3 |an, udng
lién 5 — 10 ngay.

- Bénh do Giardia:

. Ngudi l&n: udng 250 mg, ngay 3 |an, trong 5 - 7 ngay hodc uéng 1 [an 2g/ ngay,
trong 3 ngay.

. Tré em: udng 15 mg/ kg/ ngay, chia lam 3 lan, trong 5- 10 ngay.

Tinidazol (Fasigyne): vién nén 500 mg. La dan xuat thé ctia imidazol (C
8H13N304). Tac dung va co ché tac dung tuong tw metronidazol, chi khac nhau
vé duwoc déng hoc: hap thu nhanh va hoan toan qua duong tiéu hda, néng do toi
da trong mdau dat dugc sau 2gio, t/2 = 12- 14 gi®, gan vao protein huyét twong 8 -
12%, thdm vao moi md, thai trir cht yéu qua than, phan nhé qua phan (ty 1é 5: 1).
Lidu lwvong: lidu duy nhat 2g. Hodc diéu tri cdc nhiém khuan ky khi dung ngay dau
2g; ngay sau 1g (hodc 500 mg x 2 1an) trong 5- 6 ngay.

1.1.3.5.Tuwong tac thudc

Metronidazol lam tang tdc dung chéng déng mau cta cac thudc khang vitamin K,
c6 thé gay chdy mau néu dung déng thdi metronidazol vdi warfarin.
Phenobarbital va cdc thuéc gdy cdm &ng microsom gan lam tdng chuyén hda
metronidazol nén metronidazol thai trir nhanh hon.



Metronidazol cé tac dung kiéu disulfiram (cai rigu)vi vay, khéng nén uéng rugu
trong thdi gian dung thuéc dé tranh tac dung doc trén than kinh: dau dau, buén
nodn, noén, chdng mat, réi loan tam than, 14 1an...

1.2. Thudc diét amip trong ldng rudt (diét amip do tiép xtic)

Thuéc tap trung & trong long rudt va cé tdc dung vdi thé minuta (s6ng hoai sinh
trong long rudt) va bao nang (thé kén).

1.2.1. Diloxanid (Furamid)

Diloxanid Furoat | dan xuat dicloro acetamid cé tac dun g chd yéu véi amip trong
[ong rudt.

1.2.1.1.Tac dung

Thudc cé tac dung diét truc ti€p amip trong long rudt nén duwoc dung dé diéu tri
cac bénh amip & rudt.

Diloxanid cé hiéu lyc cao d6i véi bao nang amip. Khéng cé tac dung déi véi amip &
trong céc t6 chirc.

Co ché tac dung clia thudc chua dwgce sang to. Diloxanid cé ciu tric gan giéng
cloramphenicol (d@u la din xuat dicloro acetamid) nén thudc cé thé rc ché sy
tdng hop protein cla vi sinh vat.

1.2.1.2.Dugc dong hoc

Nhirng nghién ctru trén déng vat cho thay diloxanid hap thu rat chdm nén néng
dd thudc & trong rudt kha cao. Tai rudt thudc (Diloxanid furoat) bi thuy phan
thanh diloxanid va acid furoic. Lwgng thudc d3 hap thu dwgc thai trir trén 50%
qua than duwdi dang glucuronid trong 6 gio dau tién. Dudi 10% liéu dung thai trir
qua ph an.

1.2.1.3.Tac dung khéng mong muén

Thubc dung nap tot ngay ca khi dung liéu cao. Diloxanid it gdy cac phan &ng cé hai
nghiém trong.

Hay gap cac réi loan trén duong tiéu hda: chudng bung (87%), chan an (3%), non
(6%), tiéu chay (2%), co cirng bung (2%).

It gdp cac triéu chirng trén hé than kinh trung wong: nhirc dau, ngl lim, chdng
mat, hoa mat, nhin déi, dj cam...

1.2.1.4.Ap dung diéu trj

Chi dinh

Diloxanid dugc lwa chon dé diéu tri amip thé bao nang (khdng ¢ triéu chirng 1am



sang & nhitng vung khong cé dich bénh lwu hanh).

Thudc con duwgc phdi hop vdi metronidazol dé diét amip thé hoat dong & trong
[ong rudt.

Chéng chi dinh

Khéng nén dung thudc cho phu nit cé thai (3 thang dau) va tré em dudi 2 tudi.
Liéu luvgng

Diloxanid chi dung theo dudng uéng

- Diéu tri cho ngudi bénh man g kén amip khéng triéu chirng:

. Nguwoi I&n: moi [an uéng 500 mg, ngay udng 3 I1an trong 10 ngay. Néu can, diéu
tri cd thé kéo dai dén 20 ngay.

. Tré em: 20 mg/ kg/ ngay, chia lam 3 [an, uéng lién 10 ngay.

- Piéu trj ly amip cap: can diéu tri bang metronidaz ol truwdc, sau d6 ti€p theo bang
diloxanid furoat liéu nhu trén.

1.2.2. lodoquinol (Yodoxin, Moebequin)

1.2.2.1.Tac dung

lodoquinol (diiodohydroxyquin) 1a mot dan xuat halogen ctia hydroxyquinolein cé
tac dung diét amip & trong long rudt nhung khéng dnh hwdng dén amip & th anh
rudt va trong cac to chirc.

Co ché tac dung cta thuéc chuwa duoc rd rang.

1.2.2.2.Dugc dong hoc

Thudc hap thu rat kém qua duong tiéu hda (90% thudc khéng duoc hap thu).
Phan thudc vao duoc vong tudn hoan cé thai gian ban thai khodng 11 - 14 gid va
thai trir qua nu &c tiéu dwdi dang glucuronid.

1.2.2.3.Tac dung khéng mong muén

Khi dung liéu cao va kéo dai, iodoquinol cé thé gdy nhirng phan &ng cé hai trén hé
than kinh trung wong. Thuéc dé gay phan &ng cé hai & tré em hon & ngudi 1én.
V&i liéu diéu tri, iodoquinol cé thé gdy m 6t s6 tac dung khdng mong mudn nhe va
thodng qua nhu: budn ndn, nén, tiéu chady (thudng hét sau vai ngay), chan an,
viém da day, kho chiu vung bung, dau dau, ban do, ngtra...

1.2.2.4.Ap dung diéu trj

Chi dinh

Phoi hop dé diéu tri cac tredng hop nhiém amip & rudt (t hé nhe va trung binh)
Chéng chi dinh



Khong nén dung thudc cho nhirng ngudi cd bénh tuyén giap, di &rng véi iod, phu
ni¥ cé thai, tré em duwdi 2 tudi.

Liéu lwong

Uéng 650 mg/ 1an, ngay 3 lan, trong 10 - 20 ngay. Nén udng thuéc sau bira an.

2. THUOC DIET TRICHOMONAS

Trichomonas ky sinh & ngu¢i ¢ 3 loai:

Trichomonas hominis (Trichomonas intestinalis) Trichomonas bucalis
(Trichomonas tenax) Trichomonas vaginalis Trichomonas vaginalis ky sinh chd yéu
& 4m dao, trong nudc tiét Am dao, & cac nép nhdn clda da & bd phan s inh duc
ngudi. Khi ky sinh & &m dao, Trichomonas chuyén pH tir acid sang base, nén tao
diéu kién cho vi khuan trong 4m dao sinh san, gy viém 4m dao cap va man tinh.
Thu6c diét T.vaginalis gdm c6 cac dan xuat cla 5 - nitroimidazol nhu metronidazol
(Flagyl), tinidazol (Fasigyn), ornidazol (Tibéral, Secnidazol, Flagentyl), nimorazol...
(xin xem bai khang sinh)

Trong diéu tri bénh do Trichomonas can ddm bao cac nguyén tic sau:

- V& sinh bd phéan sinh duc thwdng xuyén la rat can thiét vi tang cwdng vé sinh sé
giam murc do viém nhiém ctia bd phan sinh duc

- Diéu tri cho ca vo va chéng (vi day |a mdt bénh 13y truyén tir vo sang chéng va
nguoc lai) - Trong thoi gian dang diéu tri khéng duoc giao hop dé bénh khoi
truyén tlr vo sang chéng hodc nguoc lai.

- Phai phdi hop dié t Trichomonas vdi diét vi khuan va ndm men (Candida
albicans) vi thuéc khong diét trieec khuan D trderlein (13 vat chd binh thuéng va can
clia am dao), khong

tac déng vai candida albicans. Vi vay, nén dung kém acid boric trong diéu tri
Trichomonas dé chéng su p hat trién ca ndm men va phdi hop vdi khang sinh
diét vi khuan.

Liéu lwong: udng 1 lieu duy nhat 2 g hodc dung 7 ngay, mbi ngay 3 [an, mdi lan
250 mg.

BAI 24. THUOC CHONG GIUN SAN



1. PAICUONG

Lad mdt nwdc & vung nhiét ddi, khi hdu ndng &m nén Viét nam cd ti 1& nhiém giun
san kha cao. O nudc ta, bénh do giun thuwong tram trong hon do san. Céc loai giun
cé ti 1& nhiém cao & Viét nam la giun diia, giun tdc, giun kim, giun méc (md) v a
giun chi.

Bénh san thudng do san |a va san day gay ra. Cac loai san |a gay bénh cho nguoi la
san |a gan nho, san & phdi va san 14 rudt. O nudc ta bénh san day bo thudong gip
hon san day lon.

Thuéc chdng giun san cé nhiéu loai, dwoc sap xép dwa theo hinh thé chung cla ky
sinh trung. Da s8 thudc déu hiéu qua cao, it tac dung khong mong mudn va dé sl
dung.

2. THUOC CHONG GIUN

2.1. Mebendazol (Fugacar, Vermox, Mebutar, Nemasole)

La dan xuat benzimidazol, it tan trong nuéc va dung méi hitu co. Khéng hat 4m,
on dinh & khéng khi.

2.1.1. Tacdung

Thudc c6 hiéu qua cao trén cac giai doan trudng thanh va du trung cda giun diia,
giun kim, giun téc, giun mdc, giun moé. Mebendazol con diét dugc trirng cla giun
ddia va giun tdc. Vdi liéu cao, thubc ¢ tdc dung d6i vdi nang san.

Co ché tac dung clia mebendazol giéng nhw cac dan xuat benzimidazol khac:
thudc lién két vdi cac tiéu quan cla ky sinh trung, (rc ché sy trung hop tiéu quan
thanh céc vi tiéu quan (1a thanh phan thiét yéu cho su hoat ddng binh thwdng cua
té bao ky sinh trung), do dé lam gidm héap thu glucose, can du trit glycogen, giam
ATP (nguén cung cap nang luvgng cho ky sinh trung). Cudi cung ky sinh trung bi bat
dong va chét.

2.1.2. Duvgc déng hoc

Thudc it hap thu qua éng tiéu hda, sinh kha dung qua duong udng dudi 20%. Su
hap thu s& tdng |én khi uéng mebendazol cung véi thirc &n c6 chat béo. Sau khi
uéng 4 giv, thudc

dat duwoc ndng do t6i da trong mau. Khoang 95% thudc gan véi protein huyét
tuong.

Chuyén héa chi yéu & gan thanh cac chat hydroxy va amino hda mat hoat tinh.
Thai trir qua phan, chi mdt lwvgng nho (5 - 10%) thai qua nudc tiéu.



2.1.3. Tac dung khéng mong muén

Thuéc dung nap toét, it tdc dung phu. Doi khi gép réi loan tiéu héa (dau bung, tiéu
chay), dau dau nhe.

Dung liéu cao dé diéu trj nang san, thudc cd thé gy (rc ché tuy xwong, rung téc,
Vvié m gan, viém than, s6t va viém da trdc vay. Vi vay, khi dung liéu cao, phai theo
déi déu dan ndng do transaminase trong huyét thanh, bach ciu va tiéu cau.
2.1.4. Ap dung diéu tri

2.1.4.1.Chi dinh

Diéu tri nhiém mot hodc nhiéu loai giun nhw giun diia, giun kim, giun tdc, g iun
mac, giun mo...

Khi khéng cé albendazol, cé thé dung mebendazol trong bénh nang san.
2.1.4.2.Chéng chi dinh

Khong dung mebendazol cho nhitng ngudi man cdm véi thudc, phu nit cé thai, tré
em dudi 2 tudi, suy gan.

2.1.4.3.Lidu lugng

Ngudi Ién va tré em trén 2 tudi dung li éu nhu nhau

- Nhiém giun diia, giun téc, giun mdc, giun md: uéng moi lan 100 mg, ngay 2 lan
trong 3 ngay lién, hodc cd thé dung liéu duy nhat 500 mg.

- Nhiém giun kim: liéu duy nhat 100 mg, udng nhac lai sau 2 tuan vi giun kim rat
dé bi tai nhiém.

- Bénh nang san: udng 40 mg/ kg/ ngay, trong 1 - 6 thang

2.1.5. Twong tac thubc

- Cimetidin rc ché chuyén héa mebendazol, cé thé lam tang ndng d6 mebendazol
trong huyét twong.

- DUng déng thoi vai phenytoin hodc carbamazepin sé lam giam néong d6
mebendazol trong mau.

2.2. Albendazol (Albenza, Eskazole, Zeben, Zentel)

Albendazol 1a mot dan xuat benzimidazol carbamat, ciu truc hda hoc cé nhiéu lién
quan v&i mebendazol.

2.2.1. Tac dung

Thudc ¢6 tac dung tét vadi nhiéu loai giun nhu giun diia, giun kim, giun tdc, giun
mac, giun ma, giun lwo n, giun xodn va san day. Albendazol cé tac dung trén ca
giai doan trudng thanh va giai doan du trung cta céc loai giun san ky sinh trong



ong tiéu hda, diét duoc trirng giun diia va giun toc.

Co ché tac dung twong tu nhu mebendazol.

2.2.2. Dwgc dong hoc

Sau khi udng, albendazol dugc hap thu rat kém (5%). Vi chuyén héa Ian d4u tai
gan rat nhanh nén khéng thay albendazol hodc chi thdy & dang vét trong huyét
twong. Albendazol sulfoxid (chat chuyén héa van con hoat tinh cla albendazol)
gan 70% vd&i protein huyét twong, qua dwoc hang rao mau nio va cé ndng dd
trong dich n3o tuy bang 1/3 ndng do6 trong huyét twong. Thai trir phan I&n qua
than, mot lvong nhd qua mét. Thoi gian ban thai khoang 9 gio.

2.2.3. Tac dung khéng mong muén

Khi diéu trj trong thoi gian ngan (1 - 3 ngay) khodng 6 % bénh nhan gdp mot vai
tadc dung khéng mong mudn nhe, thodng qua nhu: dau bung, tiéu chay, chdng
mat, mét, mat ngd.

Dung liéu cao, kéo dai dé diéu tri bénh nang san hodc bénh du trung san lon cé
ton thwong ndo, tac dung cd hai thudng gép nhiéu va nang hon; dau dau, rdi loan
tiéu hda (ndn, budn ndn, dau bung), rung tdc, ban dé, ngira, gidm bach cau...
2.2.4. Ap dung diéu tri

2.2.4.1.Chi dinh

- Nhiém mot hodc nhiéu loai giun nhw giun diia, giun kim, giun téc, giun méc, giun
mo, giun luon.

- Diéu tri bénh nang san va bénh 4u trung san lon cé tén thuong n3o.
2.2.4.2.Chéng chi dinh

Phu nit cé thai, tré em dudi 2 tudi, nguwdi ¢ bénh gan nang

2.2.4.3.Liéu lvong

Ngudi l&n va tré em trén 2 tudi dung liéu nhu nhau. Khéng can phai nhin déi hodc
dung thudc tay.

- Nhiém giun diia, giun kim, giun téc, g iun méc: udng liéu duy nhat 400 mg. Giun
kim thuwong hay bj tai nhiém, cé thé dung nhac lai sau 2 - 4 tuan.

- Nhiém giun luon, san day; moi ngay udng 400 mg, trong 3 ngay

- B&nh nang san: dung 4 dot, moi dot 28 ngay, mbi ngay 10 - 15 mg/ kg chia lam 3
lan. Cac dot cach nhau 14 ngay. Tuy nhién thoi gian diéu tri con tuy thudc vao tinh
trang bénh

va su dung nap cta nguoi bénh.



- Nhiém 4u trung san lon cé tén thwong ndo: moi ngay 15 mg/ kg chia lam 3 Ian,
trong 28 ngay.

2.2.5. Twong tac thuéc

Dexamethason, cimetidin, p raziquantel lam tang ndng d6 albendazol sulfoxid
trong mau khi dung phéi hop

3. THUOC CHONG SAN

3.1. Niclosamid (cestocid, Yomesan, tredemine, niclocide)

La dan xuat salicylanilid cé clor, bot mau vang nhat, khong mui, khéng vi, khdng
tan trong nuwéc.

3.1.1. Tac dung

Thudc ¢6 hiéu lyc cao d6i vdi san bo, san lon, san ca (Diphyllobothrium latum),
san day rudt (Hymenolepis nana) khéng cé tac dung trén au trung san lon.
Thudc cé tac dung tai chd, khi ti€p xtc vdi thudc, dau va than san bj "giét" ngay vi
niclosamid (rc ché sy o xy hda. Thuéc con anh hudng dén chuyén hdéa nang luvong
cla san

do trc ché sy san sinh ra adenosin triphosphat (ATP) & ty lap thé. Niclosamid cling
trc ché sy thu nhap glucose clia san. San khéng bam dwoc vao rudt, bj téng ra
ngoai theo phan thanh cac doan nhd.

3.1.2. Duvgc déng hoc

Thudc hau nhu khong hap thu qua éng tiéu hda. ThAm vao than san qua ton
thuwong ma niclosamid tao & vd san, san bj diét ngay tai rudt cGia vat chd.

3.1.3. Tac dung khéng mong muén

Thudc dung nap tét, it gay tdc dung khéng mong mudn. Cé thé gdp cac réi loan
nhe & duong tiéu hda nhu budén nén, ndn, dau bung, tiéu chdy. Cac triéu chirng:
dau dau, hoa mat, ban dé va ngtra hiém gap hon va cé thé do giai phdng cac
khang nguyén tlr ky sinh trung bj phan huy.

3.1.4. Ap dung diéu tri

3.1.4.1.Chi dinh

Niclosamid duoc dung khi bi n hiém san bo, san cd va san lon (nén dung
praziquantel khi bi nhiém &u trung san Ign)

Dung diéu tri sdn day rudt khi khéng cé praziquantel

3.1.4.2.Chéng chi dinh

Trudng hop nhiém san bod, san cd, san lgn: uéng liéu duy nhat vao sau bita dn



sang, nén nhai ky vién thué c.

-Nguoilon: 2,0g

-Tréem 11-34kg:1,0g

-Tréem>34kg:1,5¢g

-Tréem<11kg:0,5¢g

Trudng hop nhiém san day rudt (Hymenolepis nana): dung trong 7 ngay lién tiép
- Ngudi lén: moi ngdy 2g uéng 1 lan.

-Tré em 11- 34 kg: ngay dau udng 1 g, 6 ngay sau modi ngay 0,5 g udng 1 Ian

-Tré em > 34 kg: ngay dau uéng 1,5g, 6 ngay sau moi ngay 1g, udng 1 an

Khi bi tdo bdn, can lam sach rudt trudce khi diéu tri. Sau khi dung thuéc, néu mudn
tdng san ra nhanh hon va nguyén con, nén dung thudc tdy mud i cé tdc dung
manh nhuv

magnesisulfat (uéng 2 - 4 gi® sau khi dung niclosamid)

3.1.5. Twong tac thubc

Ruwgu lam tang kha nang hap thu clta niclosamid qua ong tiéu hda, gay doc. Vi vay,
khong

duwoc dung rwgu trong khi diéu tri.

3.2. Praziquantel (Biltricid, Cysticid, Dronci t, Cesol)

La dan xuat isoquinolein - pyrazin téng hop, cé phé tac dung rong, thudng duoc
lwa chon dé diéu tri cdc bénh san 13, san day.

3.2.1. Tac dung

Thudc ¢o hiéu qua cao doi vdi giai doan trudng thanh va du trung clia sdn mang,
cac loai san 13 (san 1a gan nhd, san 14 phdi, san 13 rudt) va san day (san cd, san chd,
san meo, san

bo, san lgn)

Praziquantel khong diét dugc tring san, khong phong duoc bénh nang san.

Co ché tic dung: thudc lam tdng tinh thdm cia mang té bao sén vdi ion calci, lam
san co clrng va cudi cu ng lam liét co cda san.

Khi ti€p xuc vai praziquantel, vo san xuat hién cdc mun nuwdc, sau d6 v& tung ra va
phan huy. Cudi cung san bj chét va bj téng ra ngoai.

3.2.2. Dwgc dong hoc

Thuéc dugc hap thu nhanh khi uéng (ngay ca khi uéng trong bita an), trén 80%
liu d ung duwoc hap thu. Sau khi uéng 1- 3 gi®, thuéc dat néng do tdi da trong



mau.

Gan vdi protein huyét twong khoang 80%. Nong do thudc trong dich ndo tuy bang
15 - 20% nong do trong huyét twong. Thoi gian ban thaila 1 - 1,5 gio. Thai trir chd
yéu qua nudc tiéu, dudi dang d3 chuyén héa (60 - 80%).

3.2.3. Tac dung khéng mong muén

Cac phan rng cé hai thudng nhe, xay ra mot vai gio sau uéng thudc va cé thé kéo
dai téi 1 ngay, hay gap: dau dau, chdng mat, chodng vang, buén nén, nén, dau
bung, ngra, mé

day, sot nhe, dau co - khdp, tdng nhe enzym gan.

Cac dau hiéu s6t nhe, nglra, phat ban déi khi di cung véi tang bach cau wa acid ¢
thé do gidi phdng protein ngoai lai tir san chét.

Céac phan &ng ¢ hai thuong gdp & nhirng bénh nhan nhiém san ndng, mdc do va
tan suat cha phan rng cd h ai tang theo liéu lvgng thudc dung.

3.2.4. Ap dung diéu tri

3.2.4.1.Chi dinh

- Nhiém céc loai sdn mang gay bénh & ngudi, bénh san 1a gan nhd, san 1a phdi, san
I3 rudt, san day lgn, san day bo.

- Bénh do au trung san lon (bénh gao sdn) & n3o

3.2.4.2.Chéng chi dinh

- Bénh gao san trong mat, bénh gao san tuy séng

- Nén than trong khi dung praziquantel & ngudi bi suy gan (phai giam liéu), phu nir
c6 thai, phu ni* cho con bu (nglrng cho bu trong nhirng ngay diéu tri va 72 gid sau
diéu tri vi thuéc qua dworc sita me)

Khdng duoc 14i xe, diéu khién may mdc... trong khi dung thudc vi praziquantel gy
chdéng mat, choang vang.

3.2.4.3. Liéu luong

- Nhiém san mang: liéu thwdng dung cho ngudi I&n va tré em trén 4 tudi la 60 mg/
kg, chia lam 3 lan, cdch nhau 4 - 6 gi® trong ngay.

- Nhiém san |& gan nh 6, san 14 phdi, san 14 rudt: uéng 75 mg/ kg, chia lam 3 Ian,
trong 1 - 2 ngay.

- Nhiém san day lon, san day bo, san day ché... dung liéu duy nhat 10 mg/ kg cho
ca nguoildn va tré em.

D4 vai bénh du trung san lon & ndo: uéng 50 mg/ kg/ ngay, chia lam 3 l[an, trong



14 dén 15 ngay (cé thé dén 21 ngay d6i vai mot s6 ngudi bénh).

Praziquantel thuong uéng ngay sau bira an, nuét nguyén vién thuéc, khdong duoc
nhai (thudc cd vi khé chiu, cé thé gy buén nén)

Cé6 thé dung phéi hop praziquantel véi dexamethason (6 - 24 mg/ ngay) hodc
prednisolon (30- 60 mg/ ngay) dé giam tac dung phu trén than kinh trung vong &
nhi*rng ngudi bénh mac du trung sén lgn & nio.

3.2.5. Twong tac thudc

Carbamazepin, phenytoin va corticoid lam gidm dang ké ndng do praziquantel
trong huyét twong trong khi cimetidin cé tac dung nguoc lai.

3.3. Metrifonat (Bilarcil)

La mdt phire hop phospho hitu co, dugc dung trong diéu tri tir 1960, tac dung
chl yéu vdi cac loai sén mang gay ton thuong & bang quang.

3.3.1. Tacdung

Thudc ¢6 tac dung diét san mang gay bénh & bang quang ca giai doan trudng
thanh va au trung, khong cé hiéu lwc d6i véi trirng san 1a do d6 tring van ton tai
trong nuwdc ti€u mot vai thang sau khi san trudng thanh da bj diét.

Co ché tac dung cla thudc chua hoan toan biét rd, cé thé do metrifonat (rc ché
enzym cholinesterase, lam liét tam thoi san trudng thanh. Cudi cung san bj day tir
dam r6i mach bang quang dén cac tiéu dong mach cla phdi, mac lai & d6 va chét.
3.3.2. Duvgc déng hoc

Thuéc hap thu nhanh qua duéng tiéu hda, néng d6 téi da trong mau dat duoc sau
khi uéng 1- 2 gi®. Thoi gian ban thai khoang 1,5 gi¢. Metrifonat va dichlorvos
(chat chuyén hda con hoat tinh cla metrifonat) duwoc phan phéi vao nhiéu td chirc
va thai trir hoan toan qua nudc tiéu trong vong 24 - 48 gio.

3.3.3. Tac dung khéng mong muén

Metrifonat c6 thé gy ra cd c triéu chirng cudng hé cholinergic nhe: budn nén,
non, dau bung, tiéu chay, co that phé& quan, dau dau, hoa mat, chéng mat, vd mo
hoi... Cac dau hiéu nay cé thé bat dau 30 phut sau khi udng thudc va kéo dai tdi
12 gio.

3.3.4. Ap dung diéu tri

3.3.4.1.Chi dinh

- Nhiém san mang gay tén thuong & bang quang. Thudc cé gia thanh ré nén cé thé
ap dung réng rai cho cdng déng trong chuwong trinh diéu tri san mang bang quang.



- Phong bénh cho tré em & nhirng viing cé ty 1& nhiém bénh cao.

3.3.4.2.Chéng chi dinh

Phu nit c6 thai khong dwoc dung m etrifonat.

Sau giai doan ti€p xuc vdi chat diét con trung loai phospho hitu co hodc céc thudc
trc ché cholinesterase khéng nén dung metrifonat

Trong 48 gi® sau khi uéng metrifonat khdng dwoc dung céc thudc gian co.
3.3.4.3.Liéu lvong

M®i lan udng 7,5 - 10 mg/ kg, nga y 3 Ian, trong 14 ngay.

3.3.5. Twong tac thubc

Metrifonat hiép déng vdi tdc dung gidn co cha succinylcholin

3.4. Triclabendazol (Egaten)

La dan xuat benzimidazol, tén héa hoc 1a 6 - chloro- 5- (2, 3- dichlorophenoxy) - 2-
methylthiobenzimidazol.

3.4.1. Tacdung

Triclabendazol c6 hiéu lyc cao vdi san 1a gan 1&én (Fasciola) va sén |4 phéi
(paragonimus).

Thudc duoc dua vao danh muc thudc thiét yéu dé diéu trj sdn |14 gan |&n tir 1997.
Co ché tac dung: thudc gan cé chon loc vai cac tiéu quan cdia san |4, ngan can su
trung hop tiéu quan thanh cac vi tiéu quan, lam giam héap thu glucose va can dy
trir glycogen cua san.

3.4.2. Duvgc dong hoc

Thuéc dugc hap thu nhanh qua duong tiéu hda. Sy hap thu sé tang |én khi udng
triclabendazol sau bira dn. Thai trir cht yéu qua phén (90%), mot phan qua nudc
ti€u (10%). Thoi gian ban thai khoang 11 gio.

3.4.3. Tac dung khéng mong muén

Thudc cé thé gdy mét sb tac dung khéng mong mudn nhe va thodng qua: dau
bung vuing ha swdn phai, va mé héi, chdng mat, nhirc dau, sét nhe, ho, buén nén,
nén, ndi ma n, nglra.

3.4.4. Ap dung diéu tri

3.4.4.1. Chidinh

Triclabendazol dugc chi dinh trong nhiém san |4 gan 1én cap va man tinh.

3.4.4.2. Chéng chi dinh

Phu ni* cé thai, phu ni* dang cho con bu, bénh nhan qua man véi thudc; ngudi



dang van hanh may mac, tau xe.
3.4.4.3. Liéu luong
Ngudi ldn dung liéu duy nhat 10 mg/ kg, udng sau khi an no.

BAI 25. THUOC KHANG NAM

Thanh cong cla khang sinh chéng vi khuan va virus da dan dén sy ting dang ké ty
|& nhiém ndm. Nhiém nam thuwong dwoc chia lam 2 loai, nhiém nam toan than va
nhiém ndm ngoai da, niém mac. Cac thuéc chéng ndm vi thé ciing dugc chia lam
2 loai, toan than va tai chd. Nhuwng thuc ra thudc toan than cling cé tac dung tai
chd va nguoc lai.

1. THUOC CHONG NAM TOAN THAN

1.1. Amphotericin B

1.1.1. Bdc diém: Amphotericin dwgc tim ra tir ndm 1956 (Gold) [a mdt trong sé
200 chat thudc ho khang sinh polyen macrolid, khéng tan trong nwdc, vi vay thudc
tiém dung dudi dang dich

treo.

1.1.2. Tdc dung va co’ ché

Tac dung trén cac loai Candida albicans va Cryptococcus neoformans, Blastomyces
dermatitidis, Histoplasma capsulatum, Coccidioides immitis, Aspergillus.
Amphotericin B gan vao ergosterol clia vach t& bao ndm, tao nén cac ng dan lam
ro ri cac ion va cac phan tlr nhod tir trong t&€ bao ndm ra ngoai, gay chét té bao.
Sterol cta vach t& bao ndm |a ergosterol, con sterol chinh cla véach vi kh uan va té
bao ngudi lai la cholesterol, vi vAy amphotericin B khdong cé tac dung diét khuan
va khéng doc v&i nguai.

1.1.3. Dwoc dong hoc

Khéng hap thu qua dudng uéng. Gan vao protein huyét tuong tdi 95%, chu yéu
vao B-lipoprotein. Chi dung duong truyén tinh mach, thdm nhiéu vao cac mé gan,
lach phéi, than. Nong do trong dich bao khép bang khoang 2/3 néng d6 huyét
twong, nhung chi 2 -3% vao duoc dich ndo tuy. Thoi gian ban thai khoang 15
ngay. Thai trir chdm qua than trong vai ngay.



1.1.4. Boc tinh

- Ddc tinh lién quan dén viéc truyén thudc: run, sét, nén, nhirc dau, ha huyét ap.
Can giam t6c dd truyén hodc giam liu. Co thé lam test bang tiém 1mg vao tinh
mach. DUng thudc ha sét, khang histamin hodc corticoid trudc khi truyén.

- Doc tinh muon:

T6n thwong 6ng tha n, tdng uré-huyét (80%), toan huyét, ting thai K +, Mg++.
Truyén dung dich NaCl 0,9% c6 thé lam gidm ddc tinh cho than.

Ngoai ra cé thé thay bat thudng test chirc phan gan, thiéu mau do giam san xuat
erythropoietin clia than.

1.1.5. Ché phém va liéu lwong

- Amphoterincin B (Fungizon) tiém, truyén tinh mach. Lo 50 mg bt ddng khd dé
pha thanh dich treo trong glucose 5%, truyén 0,5 -0,6mg/kg trong 4gio.

- Vién nén 100 mg. Ngadm (ndm miéng) hodc udng (ndm rudt) 1 - 4 vién/ ngay.

- Kem béi 3%.

1.2. Flucytosin

1.2.1. Béc diém

Flucytosin (5-FC) duoc tim ra ndm 1957 trong khi nghién ctru cdc thudc chéng ung
thu (gan gidng 5-FU). Flucytosin dé tan trong nuéc, phd khang ndm hep hon
amphotericin B va khéng co

tadc dung chéng ung thu.

1.2.2. Tdc dung va co’ ché

Chi cé tac dung trén Cryptococcus neoformans va vai loai candida. Vi cé tac dung
hiép déng vdi thudc chéng ndm khéac nén thudorng duoc dung phéi hop dé tranh
khang thuéc.

Flucytosin dugc nhap vao té bao ndm nh& enzym cytosin permease. Trong té bao,
5 -FC duwgc chuyén thanh 5 -FU (5 fluorouracil), sau d6 thanh 5 fluorodeoxyuridin
monophosphat (F -dUMP)

trc ché& téng hop DNA, va thanh fluorouridin tri phosphat (FUTP) trc ché téng hop
RNA. Té bao ngudi va té bao déng vat c6 vu khéng chuyén dugc 5 -FC thanh 5-FU,
vi thé 5-FC ¢6 tadc dung chon loc trén nam.

1.2.3. Dwoc dong hoc

Hap thu dé dang qua dudng tiéu hda (>90%), dat pic huyét twong sau 1 -2gid, it
gan vao protein huyét twong, tham dé vao cac dich trong co thé, vao dich ndo tuy



vdi ndng d6 bang 65 -90% ndng d6 huyét twong. Thai qua than 80% duwdi dang
khéng chuyén hod. Thoi gian ban thai la 3 -6gi®, & ngudi suy than, c6 thé kéo dai
t&i 200 gior.

1.2.4. boc tinh

C6 kha ndng 1a vi khuan rudt d3 chuyén hoa flucytosin thanh hop chat doc, gay e
ché tuy xwong, dan dén thi€u mau, gidm bach cau, gidm tiéu cau, réi loan chirc
nang gan (5%) réi loan tiéu hod

(ndn, tiéu chay).

1.2.5. Ché phém

Ancobon: viém nang 250 -500mg. Uéng 100-150mg/kg/ngay chia lam 4lan. Dung
phdi hop véi amphotericin B (0,3mg/kg/ngay) dé chita ndm Candida.

Khong dung dang tiém .

1.3. Nhom azol: Imidazol va Triazol

1.3.1. Béc diém

Imidazol va triazol déu thudc nhém azol chéng ndm, ¢ cling co ché va cung phé
tac dung. Triazol dung dudng toan than chadm bj chuyén hod va it tac dung trén
téng hop sterol clia ngudi hon 1a imidazol. Vi vay, cac dan xuat méi déu phan Ién
la tir triazol ch& khdng phai tir imidazol.

Viéc tim ra azol (1980) la mét buéce tién quan trong trong nghién ciru thudc chéng
nam.

1.3.2. Tdc dung va co’ ché X = C: Imidazol: ketoconazol, miconazol, clotrrimazol

X = N: Triazol; itraconazol, fluconazolPhd tac dung réng, gbm: cac loai Candida,
Cryptococcus neoformans, Blastomyces dermatitidis, cdc bénh ndm da.

Céac azol trc ch& enzym cytochrom P 450 cia ndm nén lam giam téng hop
ergosterol ca vach té bao ndm, kim hdm sy 1&n 1&n va phat trién cha ndm.
1.3.3. Dworc dong hoc, déc tinh va ap dung

Ba thuéc thudong dung ciia nhém azol la:

1.3.3.1. Ketoconazol (Nizoral)

- U6ng dé hap thu, nhung can moi trwdng acid (néu dung cling khang H 2 s& lam
giam hap thu manh). Gan vao protein huyét twong 84%, vao hong cau 15%, con
1% & dang tu do. Thoi gian ban thai tang theo liéu, uéng 800mg thi t/2 = 7 -8gio.
Vao dich n3o tuy bang 1% liéu dung.

- Ddc tinh: Kém fluconazol va itraconazol la &rc ché ca cytocrom P450 cla déng vat



c6 vU nén dan dén 2 hau qua:

. Lam can tr& sinh téng hop hormon thwong than, sinh duc, & dan éng gay chirng
vU to, giam tinh duc; & phu nit gy loan kinh nguyét, vo sinh.

. Ldm tdng doc tinh cta thudc két hop cling chuyén hod qua P450.

Ngoai ra con gap budn nén, chan dn (20%), di irng (4%) tang transferase (5 -10%).
Vi thé khéng dung liéu cao.

- Chi dinhva liéu dung: Vién 200mg, kem bdi 2%.

Candida 4m dao: uéng 400mg/ngay x 5 ngay

Candida thuc qudn: uéng 400mg/ngay x 10-14 ngay Histoplasmosis,
blastomycosis: 400mg/ngay x 6-12 thang. Khong dung khi cé thai va dang nudi
con bang sita me.

1.3.3.2. Itraconazol (Sporanox, Sporal)

Phé rdng, it d6c hon ketoconazol vi chi trc ché cytochro m P450 dac hiéu ciia nam.
- Hap thu qua duwong uéng khoang 30%, hap thu t6i da ngay sau khi dn. Pic huyét
twong sau 3 -4 gi®, t/2 khoang 1 -1,5 ngay. Gan vao protein huyét twong tdi
99,8%. Gan vao cac mo sirng (da, méng) véi ndng dd cao hon huyét twong 41an va
gilt rat 1au tir vai tuan dén vai thdng sau ngirng diéu tri. Néng d6 trong mé mém
(ph6i, than, gan, lach) cling cao hon huyét twong 2 -3 lan.

- Chi dinh va liéu luvong:

Vién nang 100mg, udng ngay sau bira an.

. Candida 4m dao: Udng 1 ngay duy nhat 400mg chia 2 1a n, hodc 200mg/ngay x3
ngay.

. Ndm da, lang ben: uéng 200mg/ngay x 7 ngay.

. Candida miéng: 100mg/ngay x 15 ngay.

. Ndm mdng: udng 2 dot cach nhau 3 tuan. Mbi dot 7 ngay. Moi ngay udng 400mg
chia 2 lan.

1.3.3.3. Fluconazol (Flunaz, Diflucan, Triflucan)

C6 gan thém 2 nguyén tl Fluo.

- Udng hap thu hoan toan, khdng chiu anh huwdng cta thirc an hay acid dich vi. Rat
tan trong nudc nén cd thé tiém tinh mach. Nong dé trong huyét twong cda dudng
udng gan bang dudng tiém tinh mach. Gan vao protein huyét twong 11 -12%, t/2
= 25 gi®y, khodng 90% thai qua than duwdi dang khéng d6i. ThAm vao moi dich cua
co thé, ndng do trong dich n3o tuy dat 50 - 90% ndng d6 huyét twong.



- ThuBc dé dung nap. Cé thé gdp phan &ng di ¢ng.

- Chi dinh va cach dung:

Vién nang 50, 100, 150 mg. Li éu 100 - 400mg/ngay. Lo 200 - 400 ml, chuwa
2mg/ml.

Candida niém mac (miéng, &m dao), ndm da, ndm mdng, ndm Cryptococcosis
(mang n3o, phéi, da), nhiém nam trong AIDS (lam ting sinh kha dung cua
Zidovudin khoang 20% vi lam gidm chuyén hda Zidovudin).

Thoi gian diéu tri tuy tirng loai ndm, twong tu itraconazol. Khong dung cho phu nit
co thai hoac dang cho con bu.

Khdng dung cho tré dudi 16 tudi vi la thuéc mdi, chwa dd sé liéu theo ddi.

1.4. Griseofulvin

1.4.1. Bdc diém

Khang sinh 13y tir ndm Penicillium griseof ulvum, khéng tan trong nudc, virng bén
vOi nhiét.

1.4.2. Tdc dung va co’ ché

Tac dung trén ndm da, bi€u bi, téc, méng: Microsporum, Epidermophyton va
Trichophyton. Khong cé tac dung trén vi khuan.

Griseofulvin gan vao protein tiéu quan, lam gay thoi phan bao nén kim ham su
phat trién cda nam.

1.4.3. Duwo’c dong hoc

H&p thu qua tiéu hda thay déi theo dang thudc va thirc an.

Ché& pham siéu vi tinh thé (ultramicrocristalline preparation) cé sinh khd dung gap
rudi loai bot vi tinh thé. Thirc n cd m& sé dé hap thu vi thudc khdng tan trong
nudc. Pat pic sau 4 gio va t/2 = 24 gid. Thudc tich luy trong té bao tién than cla
keratin lam no khang lai sy xdm nhép ctia ndm, do dé tdéc, méng mdi moc sé
khoéng bi bénh.

1.4.4. Bboc tinh

Thuong nhe: nhirc dau (15%), viém than kinh, ng G ga, khéng lam dugc viéc khéo
léo, mét moi, nhin ma&, rdi loan tiéu hoa...

1.4.5. Ché phdm, liéu diing

Griseofulvin (Fulvicin, Grisactin) vién nang 125 -250 mg; vién nén 250 -500mg.
Liéu tré em 10mg/kg; ngudilén 0,5-1,0 g.

Thoi gian diéu tri it nhat |a 1 t hdng cho bénh ndm tdéc va 6 -9 thang cho bénh ndm



mong.

2. THUOC CHONG NAM TAI CHO

2.1. Nystatin

Nystatin 1a khang sinh macrolid, twong tw amphotericin B cd vé ciu tric va co ché
tac dung, nhwng ddc hon nén chi dé dung ngoai vi khdng hap thu qua da hodc 4m
dao.

Tac dung diéu tri cac loai ndm Candida & niém mang va ké da.

Nystatin (Mycostatin, Nilstrat), dang pomat, kem bdi, thuéc bdt, dang phun, chira
100.000 don vi/g. Bbi 2 - 3 lan/ngay x 7 ngay.

2.2. Clotrimazol va miconazol

Thudc nhédm azol dung ngoai. Boi ngoai da chi hdp thu 0,5%; bdi 4m dao, hap thu
3-10%.

Dang thuéc: Kem 1%, thuéc rira, dung dich (Lotrimin, Mycelex), vién nén dat am
dao 100 - 500

mg, thudc phun 2%. Ndm da: béi 2 [an/ngay.

Nam am dao: dat vién 500mg/ngay; kem 5g/ngay, dung trong 7 - 14 ngay. Nam
miéng: vién ngdm 10mg x 5 lan/ngay.

BAI 26. THUOC PIEU TRI SOT RET

1. DAl CUONG

Bénh sét rét da duwoc Hypocrate md td cach day hon 2000 ndm, |3 bénh truyén
nhiém, do plasmodium gay ra, plasmodium |a mot loai ky sinh trung khong nhitng
gy bénh cho ngudi ma cho cd sutc vat. Bon loai ky sinh trung sét rét gdy bénh cho
nguai la: P. falciparum, P.vivax, P.malariae va P.ovale.

O Viét nam, s6t rét do P.falciparum chiém khoang 70 - 80%, do P.vivax 20 - 30%,
P.malariae 1- 2% con P.ovale hau nhu khdng cd. Dich s 6t rét do P.falciparum
thuwong xay

ra dot ngot, dién bién ndng, tlr vong cao nhung thdi gian ton tai cda dich ngan.
Ngudi co thé nhiém bénh sét rét theo 3 phuong thirc:

- Do mubi truyén: Day la phuong thirc nhiém chd yéu va quan trong nhat.



- Do truyén mau.

- Truyén qua rau thai.

Viéc diéu tri s6t rét hién nay con gdp nhiéu kho khan vi ky sinh trung sét rét (dac
biét |1a P.falciparum) d3 khang lai nhiéu thudc chéng sét rét. Hon nita, Viét nam c6
khodng 35 triéu ngudi séng trong vung s6t rét lvu hanh (trong d6 cé 15 triéu
ngudi séng trong vung sot rét lwvu hanh ndng), nén mudén diéu tri sét rét cé hiéu
qua phai triét dé tuan thd phac do

diéu trj cha chuong trinh phong chéng s6t rét quéc gia.

2. CHU KY SINH HOC CUA KY SINH TRUNG SOT RET

2.1. Chu ky phét trién trong co thé ng wdi (chu ky sinh san vé tinh)

2.1.1. Giai doan & gan

Khi mubi d&t ngudi, thoa trung (& trong tuyén nudc bot mudi) chui qua mach
mau dé lwu théng trong mau. Sau 30 phut, thoa trung vao gan dé phat trién trong
té bao gan thanh thé phan liét (10 - 14 ngay), sau dé p ha v& té bao gan va giai
phdng ra cac manh trung. Giai doan nay goi la giai doan tién héng cau.

Vi P.falciparum, tat cad manh trung déu vao mau va phat trién & dé. Con P.vivax
va P.ovale, ngoai sy phat trién tirc thi clia cdc thoa trung dé thanh thé phan li ét,
con co sv

phat trién muén hon ciia mét sb thoa trung khac. Nhirng thoa trung nay khéng
phat trién ngay thanh thé phan liét ma tao thanh cac thé ngl. Cac thé ngl phat
trién tirng dot thanh phan liét, vd ra va giai phdng nhirtng manh trung vao mau
gay nén nhit ng con tai phat xa (thé ngoai héng cau).

2.1.2. Giai doan & mau

Cac manh trung tlr gan xdm nhap vao hdng cau, lGc dau Ia thé tv dudng rdi phat
trién thanh phan liét non, phan liét gia. Thé phan liét gia sé phd v& hdng cau giai
phéng ra nhirng manh trung. Lic nay twong &ng vdi con sot xay ra trén 1am sang.
Hau hét cdc manh trung nay quay tré lai ky sinh trong cdc héng cadu mai, con mot
s6 biét hda thanh nhirng thé hiru gidi, d6 la nhitng giao bao dwc va giao bao cii.
2.2. Chu ky phat trién trong co thé mudi (chu ky sinh san h ttu tinh)

Giao bao duc va cai dugc mudi hat vao da day s& phat trién thanh nhitng giao ti
dwc va cdi, qua sinh san hitu tinh sinh ra thoa trung. Cac thoa trung dén tap trung
trong tuyén nuwdc bot clia mudi 13 ti€p tuc truyén bénh cho ngudi khac.

Chu ky ctia ky sinh trung sét rét va vi tri tac dung cla cac thudc diéu trj sot rét
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3. CAC THUOC PIEU TRI SOT RET THU'ONG DUNG

3.1. Thudc diét thé vo tinh trong hdng cau

3.1.1. Cloroquin (Aralen, Avloclor, Malarivon, Nivaquin)

La thudc téng hop, dan xuat clia 4 amino quinolein

3.1.1.1.Tdc dung

Cloroquin c6 hiéu luc cao ddi véi thé vo tinh trong hdng cau cda ca 4 loai ky sinh
trung sét rét, tac dung vira phai vdi giao bao cta P.vivax, P.malariae va P.ovale.



Khoéng anh hudng téi giao bao cla P.falciparum.

Co ché tac dung: D& ton tai, ky sinh trung sét rét "nudt" hemoglobin cta héng cau
vat cht vao khdng bao thirc 3n. O d6, hemoglobin dwoc chuyén thanh heme
(ferriprotoporphyrin IX) 1a sdn pham trung gian cé déc tinh gay ly gidi mang. Heme
duwoc chuyén thanh sac t& hemozoin it d6c hon nhd enzym polymerase. Cloroquin
(rc ché polymerase, lam tich |ty heme, gay ddc vdi ky sinh trung sot rét, lam ly giai
ky sinh trung.

Thudc tép trung trong khéng bao thirc &n cda ky sinh trung sot rét, lam tang pH &
dé va anh hudng dén qua trinh gidng héa hemoglobin, lam gidm cac amino acid
can thiét cho sy ton tai cta ky sinh trung.

Cloroquin con cé thé gan vao chudi xoan kép DNA (rc ch& DNA va RNA
polymerase, can trd suw tong hop nucleoprotein cta ky sinh trung sot rét.
3.1.1.2.Duwgc déng hoc

Cloroquin hap thu nhanh va gan nhu hoan toan & duong tiéu hda, sinh kha dung
khoang 90%. Sau khi uéng 3 gio, thudc dat duoc néng dé todi da trong mau, 50 -
65% thudc gan

vdi protein huyét twong. Khu &ch tdn nhanh vao cac té chire. Thudc tap trung
nhiéu & hdng cau, gan, than, lach va phdi. O hdong cau nhidm ky sinh trung sot rét,
néng do thudc cao

gap 25 lan héng cau binh thuong.

Chuyén héa chdm & gan, cho desethylcloroquin van diét dwoc plasmodium. Thai
trir chdm, khoang 50 - 60% qua nudc tiéu. Thai gian ban thai 3 - 5 ngay, ¢d khi téi
12 - 14 ngay.

3.1.1.3.Tac dung khéng mong mudn

Véi liéu diéu tri, thubc thuong dung nap tot, it gap cac tac dung khéng mong
muén: dau dau, chéng mat, budn nén, nén, dau bung, ia chay, rdi loan thi giéc,
phat ban, ngtra (dac biét & lwng). USng thudc khi no cé thé lam gidm céc tac dung
nay.

Khi dung liéu cao va kéo dai thudc c6 thé gdy tan mau (& ngudi thiéu G 6PD), giam
thinh lwc, nham 1an, co giat, nhin m&, bénh gidc mac, rung téc, bién déi sic té clia
tdc, da xam nau den, ha huyét ap.

3.1.1.4.Ap dung diéu tri

Chi dinh:



- Cloroquin dugc dung trong diéu tri va phong bénh sét rét

- Thudng dung trong sot rét thé nhe va trung binh (& nhitng vung va ky sinh trung
con nhay cdm véi thudc) khdng dung khi sét rét nang hodc cé bién chirng.

Diéu tri dy phong cho nhitng ngudi di vao vung cd sét rét lwu hanh.

- Thu6c con duoc dung dé diét amip & gan, trong viém da khép dang thap, lupus
ban do.

Chéng chi dinh:

- Chéng chi dinh: bénh vay nén, rdi loan chu yén héa porphyrin, tién sir dong kinh
va bénh tdm than, phu nit cé thai.

- Than trong: can kham mat trwdc khi dung thudc dai ngay va theo ddi trong suot
qud trinh diéu tri.

Chu y t&i nhitng ngudi cé bénh vé gan, than, cd bat thuwdng vé thinh gidc va thi
giac, nghién rwou, réi loan vé mau va than kinh, thiéu hut G 6PD.

Liéu luvong:

Chuwong trinh phong chéng sot rét Viét nam dung vién cloroquin phosphat 250 mg
= 150

mg cloroquin base

- Diéu trj s6t rét: udng cloroquin phosphat 3 ngay

Ngay dau: 10 mg cloroquin base/ kg, chia 2 [an

Ngay th 2, 3: 5 mg cloroquin base/ kg

- Diéu tri du phong; 5 mg cloroquin base/ kg/ tuan cho cd ngudi Idn va tré em.
3.1.1.5. Twong tac thudc

- Cac thudc khdng acid hodc kaolin c6 thé lam gidm hap thu cloroquin, vi vay chi
uéng cloroquin sau khi dung thudc nay 4 gio

- Cimetidin lam giam chuyén héa va thai trir, tdng thé tich phan bd cda Cloroquin
- DUng cloroquin két hgp vai proguanil |am tang tai bién loét miéng.

- Cloroquin lam gidm kha nang hap thu ampicilin

3.1.2. Quinin

La alcaloid chinh cla cdy Quinquina, d3 duoc dung diéu tri sét rét hon 300 ndm
(tr 1630)

3.1.2.1.Tdc dung

Quinin cé tdc dung nhanh, hiéu lyc cao d6i vdi thé vé tinh trong héng ciu cta cd 4
loai ky sinh trung sét rét. Thudc diét dwgc giao bao cla P.vivax va P.malariae



nhwng it hiéu lyc

doi vai giao bao cha P.falciparum.

Co ché tac dung cta quinin tuong tw nhu cloroquin. Ngoai tac dung diét ky sinh
trung sot rét, quinin con cé mét sd tac dung khac.

- Kich &ng tai cho: khi udng thudc kich &ng da day, gy budn nén, nén. Tiém duwdi
da rat

dau, c6 thé gay ap xe vo khuan, vi vay nén tiém bap sau.

- Tim mach: liéu cao quinin gay gian mach, &rc ché co tim, ha huyét ap (khi tiém
tinh mach nhanh).

- Co tron: lam tang co bdp t&r cung déu ddn trong nhirng thang cudi cda thoi ky cé
thai, it tdc dung trén tlr cung binh thwong hodc mdi cé thai.

3.1.2.2.Dwgc dong hoc

Thuéc dugc hap thu nhanh va hoan toan qua rudt, sau khi uéng 1 - 3 gi¢ thuéc
dat dwgc nong d6 t6i da trong mau, ndng do trong huyét turong thuong gap 5 lan
trong hong cau. Gan véi protein huyét twong khodng 80%, qua dugc rau thai va
stta, 7% vao dich n3o tdy.

80% thudc duwgc chuyén hda qua gan va thai trir phan 1&n qua than. Thoi gian ban
thai 7 -

12 gi&y trén ngudi binh thuong va 8 - 21 gid & ngudi bi s6t rét.

3.1.2.3.Tac dung khéng mong mudn

- Hoi chirng quinin; thuwdng g ap khi ndng dé thudc trong mau trén 7 - 10 pg/ mL
vdi cac biéu hién: dau dau, nén, chéng mat, U tai, réi loan thj gidc. Phai ngirng
thudc khi céc triéu chirng tién trién ndng hon.

- Ddc véi mdu: thudc cé thé gdy tan mau (hay gap & ngudi thiéu enzym G 6PD).
Giam bach cau, gidm prothrombin, mat bach cau hat... 1a nhirng ddu hiéu it gap
hon.

- Ha dudng huyét c6 thé gdp khi dung quinin vdi liéu diéu tri.

- Déc tinh nghiém trong (do qua liéu hodc dung lau dai): s6t, phan (rng da (ngira,
phat ban...), r8i loan tiéu héa, diéc, giam thi lyc (nhin mo, réi loan mau sac, nhin
déi...), tdc dung giéng quinidin.

- Khi dung liéu cao quinin c6 thé gay xay thai, di tat bam sinh & thai nhi.

- Trong mdt vai tredng hop, khi tiém tinh mach quinin cé thé gay viém tinh mach
huyét khoi.



3.1.2.4.Ap dung di8u tri

Chi dinh:

- Diéu trj s6t rét nang do P.falciparum va sét rét ac tinh, hay dung & nhirng viing
ma P.falciparum khang cloroquin. Ung quinin sulfat két hop vdi cac thudc chéng
s6t rét khdc nhu tetracyclin (hodc doxycyclin), fancidar, mefloqui n hoac
artemisinin.

- Quinin con dugc chi dinh cho phu nit ¢ thai (thay thé cloroquin khi bi khang
thudc). Vi hiéu luc kém hon cloroquin nén quinin khéng dung dé diéu tri do't cap
do P.vivax, P.malariae va P.ovale; khdng dung khi P.falciparum con nhay cam v &i
cloroquin.

- Phong bénh: vi ¢4 nhiéu ddc tinh nén quinin it dwoc dung dé phong bénh. Tuy
nhién & nhirng vung P.falciparum khang cloroquin, khi khéng cé mefloquin va
doxycyclin, cé thé phong bénh bang quinin.

Chéng chi dinh, than trong:

- Chéng chi dinh: ngudi nhay cdm vai thudc, tién st cé bénh vé tai, mat, tim
mach. Khéng dung quinin phéi hop véi mefloquin & bénh nhan thi€u G 6PD.

- Than trong: bénh nhan suy than phai giam liéu thuéc

Liéu lvong:

- Diu tri sét rét do P.falciparum khang cloroquin (thé nhe va trung binh): uéng
quinin sulfat 30 mg/ kg/ nay, chia 3 [an. Mét dot diéu tri 7 ngay.

- Diéu trj sot rét ndng va sot rét ac tinh: tiém bap hodc truyén tinh mach quinin
hydroclorid.

Tiém bap: 30 mg/ kg/ ngay, trong 7 ngay

Truyén tinh mach: quinin hydroclo rid 10 mg/ kg moi 8 gi® (v&i 10 mL/ kg dich
truyén) Theo d&i dén khi bénh nhan tinh, chuyén sang tiém bap hodc udng cho du
lieu diéu tri.

3.1.2.5.Twong tac thudc

- C4c thudc khang acid chira nhdm 1am chdm hap thu quinin

- Quinin |am tang ndng do digoxin trong mau d o gidm d6 thanh thai cda thudc.

- Lam tang tac dung cla warfarin va cdc thudc chdng dong mau khac khi dung
phéi hop.

- Cimetidin Iam chdm thai trir quinin, acid héa nuéc tiéu lam tang thai quinin.
3.1.3. Fansidar



La thu6c phdi hop gitra sulfadoxin 500 mg va pyrimet hamin 25 mg.

3.1.3.1.Tdc dung

Sulfadoxin thudc nhédm sulfamid thai trir rat cham. Thudc ¢ tac dung diét thé vo
tinh trong héng cau cuda P.falciparum, tac dung chi yéu vai P.vivax, khong anh
hudng tdi giao bao va giai doan & gan cua P.falciparum va P.vivax.

Pyrimethamin 13 dan xuat cla diaminopyrimidin, cé tac dung cham d&i vdi thé vo
tinh trong hdng cau cla bdn loai ky sinh trung sét rét. ThuSc con e ché céc thé
hitu tinh phat trién trong co thé mudi nén cé tac dung ngan chan su lan truyén
s6t rét trong cdng déng.

Sulfadoxin va pyrimethamin &rc ché 2 enzym cua 2 giai doan khac nhau trong qua
trinh téng hop acid folic cda ky sinh trung. Vi vay, khi phéi hop hai thuéc nay sé cé
tac dung hiép déng tang mirc, lam rc ché su téng hop acid folic, nén ky sinh trung
khong téng hop dwoc DNA va RNA.

Dihydrofolat Dihydrofolat DNA
sypthetase reductase /
«—(-)sulfadoxin  |&———-) pyrimethamin
Y
PABA + dihydropteridin » Acid » Acid ¥Tong hop
dihydrofolic tetrahydrofolic ~ cac purin

\RI\}-\
3.1.3.2.Dwgc dong hoc
Fansidar hap thu t8t qua dudng tiéu hda, sau khi udng 2 - 8 gi¢r thuéc dat duoc
néng do toi
da trong mau, khoang 90% gan véi protein huyét tuwong. Thai trir chl yéu qua
nuwdc tiéu. Thoi gian ban thai l1a 170 gid d6i vai sulfadoxin va 80 - 110 gid ddi vdi
pyrimethamin.
3.1.3.3.Tac dung khéng mong mudn
Khi dung Fansidar cé thé bi di &rng vdi sulfamid (ngtra, mé day...), réi loan vé mau
(tan mau, giam bach cau hat), réi loan tiéu hoa, réi loan chir ¢ ndng than.
Dung Fansidar d& phong bénh (dai ngay) cé thé gay phan &rng da nghiém trong:
héng ban, hdi chirng Stevens - Johnson, hoai t& biéu bi...
3.1.3.4.Ap dung diéu tri
Chi dinh:



- Diéu trj s6t rét do P.falciparum khang cloroquin, thuwdng phéi hop vadi quinin (vi
tac dung cutia fansidar cham)

- Du phong cho nhitng ngudi di vao vung sot rét lwu hanh nang trong thoi gian
dai. Chéng chi dinh, than trong

- Chéng chi dinh: di (rng vai thubc, ngudi bi bénh méu, bénh gan, than nang, phu
nit ¢ thai.

- Than trong: phu nit cho con by, tré em dudi 2 thang tudi, nguwdi thiéu enzym G
6PD, co

dia dj &rng, hen phé quan.

Liéu lvong:

Diéu trj s6t rét: udng 25 mg sulfadoxin + 1,25 mg pyrimethamin/ kg

Dy phong sot rét: ngudi Ién: udng 1 vién/ tuan hodc 3 vién/ thang
3.1.3.5.Twong tac thudc

Sulfadoxin lam tang tac dung cta warfarin va thiopenton, lam giam hép thu
digoxin qua 6ng tiéu hoa.

3.1.4. Mefloquin (Eloquin, Lariam, Mephaquin)

La thudc tdng hop, dan xuat cla 4 - quinolin methanol. Cau tric héa hoc cé lién
quan nhiéu vdi quinin.

3.1.4.1. Tac dung

Mefloquin cé tdc dung manh ddi véi thé vo tinh trong hdng cau cda P.falciparum
va P.vivax nhung khong diét dwoc giao bao cta P.falciparum hodc thé trong gan
cua P. vivax.

Mefloquin cé hiéu qua trén cac ky sinh trung da khang v&i cac thudc sét rét khac
nhu cloroquin, proguanil, pyrimethamin... Tuy nhién, & viing Ddng Nam A ciing d3
cé chang P.falciparum khang mefloquin.

Hién nay con c6 nhiéu gia thuyét khic nhau vé co ché tac dung cla mefloquin. Tac
dung khang ky sinh trung sét rét lién quan nhiéu t&i khd nang trc ché enzym
polymerase cla thudc.

3.1.4.2. Duvgc dong hoc

Mefloquin duwoc hap thu tét qua dudrng udng. Nong do tdi da trong huyét tuong
(0,2 - 1,4 ug/ mL) dat duwoc khoang 2 - 12 gid sau khi uéng mefloquin vai liéu duy
nhat 250 mg. Gan manh véi protein huyét twon g (98%). Thudc tap trung nhiéu
trong héng cau, phdi, gan, lympho bao va than kinh trung wong.



Thudc duoc chuyén hda & gan, chat chuyén hda chinh la acid quinolin carboxylic
khéng con hoat tinh. Thai trir ch( yéu qua phan, cé thé cé chu ky gan - rudt. Thoi
gian ban thai

khodng 21 ngay (tir 13 dén 33 ngay).

3.1.4.3. Tac dung khéng mong muén

Mcrc d6 va tan sudt clda cac phan (rng cé hai lién quan nhiéu vdi liéu dung. Tac
dung khdng mong muén phé bién nhat |a chdng mat (20%) va budn nén (15%).

- O lidu phong bénh ta ¢ dung c6 hai thudng nhe va thoang qua, bao gdm réi loan
tiéu hda (budn ndn, ndn, dau bung, tiéu chay), dau dau, chdng mat, ngoai tdm
thu. it gdp cac trieu chirng than kinh tdm than (co giat, ngt ga, loan tam than),
tadng bach cau, tdng amino - transferase.

- Khi dung liéu cao (> 1000 mg) khodng 1% bénh nhan thay budn nén, nén, dau
d4au, chdng mat, U tai, réi loan thi gidc, loan tdm than cap... it gdp: nglra, phat ban,
rung téc, dau co.

3.1.4.4. Ap dung diéu tri

Chi dinh:

Diéu trj va du phong sét rét do P.falci parum khang cloroquin va da khang thuéc
Chéng chi dinh, than trong

- Chéng chi dinh: Mefloquin khéng st dung cho nhitrng ngudi cé tién sir bénh tam
than, déng kinh, loan nhip tim, nguwdi nhay cdm véi mefloquin hodc cac thudc cé
ciu trdc twong tu nhu cloroquin, quinin, quinidin,

Tré em dudi 3 thang tudi, ngwdi suy gan hodc suy than ndng khéng duoc dung
mefloquin

- Than trong: can than khi dung cho ngudi ldi xe, vadn hanh may mdc vi nguy co
gy chong mat, rdi loan than kinh - tdm than cd thé xay ra trong khi diéu t rj va 2-
3 tuan sau

khi ngirng thudc.

Trong dy phong sét rét bang mefloquin, néu xuat hién cac réi loan nhu lo au,
tram cam, kich ddng hodc U 13n phai ngirng thudc vi day |a tién triéu cla nhitng
tac dung phu nghiém trong hon.

Khdng nén dung cho tré em dudi 15 kg hodc dwdi 2 tudi, phu nit cé thai trong 3
thang dau.

Khdng dung mefloquin lau quéd 1 ndm. Né&u dung lau, phai dinh ky kiém tra chirc



ndng gan va mat (thudc cé thé |am giam chirc ndng gan va gay tén thwong mét)
Liéu lvong:

- Diéu trj s6t rét: ngudi Idn va tré em; 15 mg/ kg, chia lam 2 lan, cdch nhau 6 - 8
gio. Lieu dung t6i da & ngudi Ién 1a 1000 mg

Phong bénh

Ngudi Ién: udng 1 vien mefloquin 250 mg/ tuan, vao mot ngay c6 dinh, bat dau
dung tir trude khi di vao vung cé sot rét va kéo dai 4 tudn sau khi ra kho i vung sét
rét lvu hanh.

D3&i v&i ngwdi di vao vung sot rét nang trong thdi gian ngan: tuan dau udng 1 vién
250 mg moi ngay, udng lién 3 ngay. Sau dé moi tuan uéng 1 vién

Tré em: uéng tuy theo tudi.

3.1.4.5. Twong tac thudc

- Phai hét strc than trong khi du ng mefloquin cho ngudi bénh dang dung cac
thuéc chen beta, chen kénh calci, digitalis hodc cac thudc chéng tram cdm (c6 thé
xay ra twong tac bat lgi)

- Dung mefloquin cung v&i valproic acid lam gidm ndéng d6 valproat trong huyét
thanh.

- Phéi hgp mefloquin vai quinin s& lam tang déc tinh trén than kinh (gay co git)
va tim mach

Mefloquin cé thé dung cho nguwdi sau khi tiém quinin nhuwng phai cach 12 gi¢ sau
lieu cudi cung cda quinin dé tranh doc tinh.

3.1.5. Artemisinin va cac dan xuét

Artemisinin dwgc phan lap tir c &y Thanh hao hoa vang Artemisia annua L. ho
Asteraceae. Artemisinin it tan trong nuwdc, chi dung dudong uéng hodc dat truc
trang. Cac dan xuat nhu artesunat tan duoc trong nwdc, cé thé uéng hodc tiém
(bp, tinh mach), artemether va arteether tan trong dau, ¢ hi dung tiém bap.
3.1.5.1.Tac dung

Artemisinin va cac dan xuat cé hiéu qua cao trong diéu trj st rét. Thudc cé tac
dung diét thé vé tinh trong héng cau cla ca 4 loai ky sinh trung s6t rét, ké c3
P.falciparum khang cloroquin.

Thuéc khdng cé tac dung trén giai doan & gan, trén thoa trung va giao bao cla
plasmodium.

Artemisinin |3 mot sesquiterpen lacton cé cau ndi endoperoxid, cdu ndi nay rat



quan trong d6i vdi tdc dung chéng sét rét cia thudc.

Hién nay, ngwdi ta chwa hoan toan hiéu rd vé co ché tac dung cta thudc. Thubc
tap trung chon loc vao cac t& bao nhiém ky sinh trung va phan &ng véi hemozoin
trong ky sinh trung. Phan &ng ndy tao ra nhiéu géc tu do hitu co ddc cé thé pha
huy mang cua ky sinh trung.

Mot s6 cdng trinh nghién ctru cho thay bénh nhan dung artemisini n cé thai gian
cat st va thoi gian sach ky sinh trung trong mau nhanh hon dung cloroquin,,
quinin hodc mefloquin. Song ty |é tai phat cao.

Artemisinin, artemether va arteether cé tac dung manh hon artemisinin.
3.1.5.2.Dwgc dong hoc

Artemisinin hap thu nhanh sau khi udng, dat néng dé cao sau 1 gi®, phan bd vao
nhiéu td chirc: gan, n3o, phdi, mau, than, co, tim, lach.

Artemisinin gdn 64% vao protein huyét twong, dihydroartemisinin 43%,
artemether 76%

va artesunat 59%. Chuyén hda chd yéu qua gan, cho 4 chat chuyén ho a:
deoxyartemisinin va crystal- 7 khong con hoat tinh.

80% lidu dung dugc thai qua phan va nwdc tiéu trong vong 24. Thoi gian ban thai
khoang 4 gio.

3.1.5.3.Tac dung khéng mong mudn

Artemisinin va cac dan xuat |a nhitng thudc cé doc tinh thap, si dung twong ddi
an toan. Cac tac dung khéng mong mudn thudng nhe va thodng qua nhu réi loan
tiéu hda (budn nén, ndn, dau bung, tiéu chay), nhirc dau, chdng méit, hoa mat,
dac biét la sau khi udng.

Mot vai ngudi dung artesunat, artemether cé thé bj (rc ché nhe & tim, cham nhip
tim. Sau

dat truc trang, artemisinin cé thé kich thich gay dau rat, dau bung va tiéu chay.
Trén suc vat, thudc gay (rc ché tuy xwong va déc véi than kinh trung vong.
3.1.5.4.Ap dung diéu tri

Chi dinh

- La thudc s6t rét duoc dung nhiéu & Viét nam, thudng dung dié u trj s6t rét thé
nhe va trung binh do ca 4 loai plasmodium.

- Diéu trj s6t rét nang do P.falciparum da khang thu6c hodc sot rét ac tinh. Thubc
dac biét hiéu qua trong sot rét thé n3o.



Chéng chi dinh:

Khéng cé chéng chi dinh tuyét d&i cho artemisinin va ca c dan xuat. Tuy vay,
khéng nén dung cho phu nit cé thai 3 thang dau trir khi bj s6t rét thé ndo hoac s6t
rét c6 bién chirng & vung ma P.falciparum da khang nhiéu thudc.

Liéu lwong:

Artemisinin: ngay dau uéng 20 mg/ kg

ngay thir 2 dén ngay thir 5: moi ngay 10 mg/ kg

Artesunat: ngay dau uéng 4 mg/ kg

ngay th 2 d&n ngay th& 5 : moi ngay 2 mg/ kg

3.1.5.5.Twong tac thudc

- Artemisinin hiép déng tac dung v&i mefloquin hodc tetracyclin trong diéu trj sot
rét.

- Su phdi hop gitra artemisinin v&i cloroquin va pyrimethamin c6 tac dung doi
khang.

3.1.6. Halofantrin (Halfan)

Thudc téng hop, dan xuat phenanthrenmethanol.

3.1.6.1. Tac dung

Halofantrin c6 hiéu luwc d6i vai thé vo tinh trong hdng cau cla P.falciparum. Thudc
khong co tac dung trén giai doan & gan, thé t hoa trung va giao bao cuda ky sinh
trung sét rét

Co ché tac dung cla halofantrin con chua rd, c6 thé thudc tic ddng nhw
cloroquin, quinin trén ferriprotoporphyrin IX va gay tén hai mang ky sinh trung.
3.1.6.2. Dwgc dong hoc

Hap thu kém qua duong tiéu hda, t huéc dat dwgc ndbng do t6i da trong mau sau
khi uéng 6 gio. M& trong thirc an lam tang hap thu cta thudc

Chat chuyén héa chinh 1a N - debutyl- halofantrin van cé tac dung diét ky sinh
trung sot rét. Thai trir cht yéu qua phan. Thai gian ban thai tir 10 - 90 gio.
3.1.6.3. Tac dung khéng mong mudn

Halofantrin it ddc, thinh thoang bénh nhan cé thé bi budn nén, nén, dau bung,
tiéu chay, nglra, ban do. Tiéu chay thuwdong xay ra & ngay thit 2, th 3 sau dung
thudc va lién quan téi liéu dung.

Anh hudng ctia thudc trén tim p hu thudc vao litu: & lidu didu tri, cd thé kéo dai
khodng QT va PR, khi dung liéu cao halofantrin c6 thé gay loan nhip that.



3.1.6.4. Ap dung diéu tri

Chi dinh: Diéu trj sét rét do P.falciparum khang cloroquin va da khang thuéc.
Chéng chi dinh, than trong : halofantrin khéng dwoc dung cho phu nit ¢é thai, phu
nt¥ cho con bu, ngudi cé tién si bénh tim mach, nguwdi da dung mefloquin trudc
dd 2 - 5 tuan.

Khéng phéi hgp halofantrin véi nhitng thuéc cé déc tinh trén tim mach. Khéng st
dung halofantrin dé phong bénh sét rét.

Liéu lwong: vién nén 250 mg

Nguoi 1én va tré em > 40 kg: udng 24 mg/ kg/ ngay, chia lam 3 lan, cach nhau 6
gio.

3.1.6.5. Twong tac thudc

Ph&i hop halofantrin véi mefloquin , cloroquin, quinin, thudc chéng tram cdm loai
3 vong, dan xuat phenothiazi n, thudéc chéng loan nhip tim (aminodaron, quinidin,
procainamid), Cisaprid, khdng histamin (astemizole, terfenadin), thuéc lgi tiéu, sé&
lam tang doc tinh trén tim.

3.2. Thubc diét giao bao: primaquin

La thudc tdng hop, dan xuat 8 amino - quinolein

3.2.1. Tac dung

Thudc cd tac dung tot doi vai thé ngoai hdng cau ban dau & gan cla P.falciparum
va cdc thé ngoai hong cdu mudn (thé ngl, thé phan liét) cda P.vivax va P.ovale, do
do tranh duoc

tai phat. Primaquin diét duoc giao bao cla ca 4 loai plasmodium trong mau nguoi
bénh nén cé tac dung chong lay lan.

Co ché tidc dung clia primaquin chwa rd rang. Cé thé cac chat trung gian cua
primaquin (quinolin- quinin) tdc déng nhu nhirng chat oxy hda, gdy tan mau va
methemoglobin.

3.2.2. Dugc déng hoc

Primaquin hdp thu nhanh, sau khi udng 1-2 gi¢ thuéc dat néng do tdi da trong
mau, phan phdi dé vao céc t6 chirc. Chuyén héa hoan toan & gan. Thai trir nhanh
qua nudc tiéu sau

24 gid. Thoi gian ban thai 3 - 8 gid. Carboxyprimaquin (chat chuyén hda chinh cla
primaquin) cé nong dé trong huyét twong cao hon nhiéu so véi chat me vi duwogc
tich Ity va thai trir chdm (thoi gian ban thai 22 - 30 gio).



3.2.3. Tac dung khéng mong muén

Véi liéu diéu trj thudc dung nap tot, tuy vy bénh nhan cé thé bj dau bung, kho
chiju vung thwong vi, dau dau néu uéng primaquin lic d éi. Véi liéu cao hon cé thé
gay buén ndn va nén.

Hi€m gap cdc triéu chirng nang nhu tang huyét ap, loan nhip tim, mat bach cau
hat.

Pac tinh thuwdng gap d6i vai primaquin |a (e ché tuy xwong, gy thiéu mau tan
mau (hay gap & ngudi thiéu G 6PD) va methemoglobi n (hay xay ra & ngudi thiéu
NADH bam sinh)

3.2.4. Ap dung diéu tri

Chi dinh: diéu tri sot rét do P.vivax va P.ovale, thwdng dung phdi hop vdi cac
thudc diét thé vo tinh trong hdng cau

- Diéu tri cho cong dong dé cat duwong lan truyén cla ky sinh trung sét rét, da ¢
biét P.falciparum khang cloroquin. Chéng chi dinh:

Khong dung primaquin cho nguoi cé bénh & tuy xwong, bénh gan, tién st cé giam
bach cau hat, methemoglobin, phu nit cé thai, tré em duwdi 3 tudi.

Trong qua trinh diéu tri, phai ngirng thuéc ngay khi c6 cdc dau hiéu tan mau hodc
methemoglobin.

Liéu lvong:

Uéng 0,5 mg primaquin base/ kg/ ngay

Diéu tri sot rét do P.vivax va P.ovale: uéng 5 ngay lién dé tranh tai phat. Diét giao
bao cla P.falciparum: uéng 1 ngay

3.2.5. Twong tac thubc

Primaquin lam tdng thoi gian ban t hai cta antipyrin khi dung phéi hop.

4. KY SINH TRUNG KHANG THUOC

Ky sinh trung st rét khang thudc la van dé hét strc nghiém trong. Trong nhirng
thap ky gan day cé su gia tdng nhanh chdéng va su lan réng ky sinh trung
P.falciparum khéng lai cac thudc sot ré t hién cd, chd yéu la sir dung cho phong
bénh, tir diéu tri khéng ddng phac d6, hodc dung khong du liéu...

4.1. Dinh nghia

Theo WHO, khdng thudc 1a “ khd nang mot ching ky sinh trung cd thé séng sét va
phat trién mac du bénh nhan d3 duoc diéu trj va hdp thu mot lwvgng thudc, hodc
chinh xac trong mau bénh nhan da cé ndong do thuéc ma trwdc day van ngan can



va diét duoc ky sinh trung sé rét d6 ”. Su khang nhw vay cé thé 1a twong déi (voi
lieu lwvgng cao hon ma vat chd dung nap duoc van diét dwoc ky sinh trung) hodc
khang hoan toan (véi liéu lvgng toi da ma vat chd dung nap duoc nhung khong
tac dong vao ky sinh trung). Khang thudc sot rét cé thé dworc chia lam hai nhém:
- Dé khang ty nhién: Ky sinh trung d3 c6 tinh khang tir trudce khi tiép xuic voi
thudc, do gen cua ky sinh trung bién dj tu nhién, tinh khang thudc duoc di truyén
qua trung gian nhiém sac thé. Ky sinh trung cé thé khang chéo nhuw P.falciparum
khéng cloroquin cling ¢ thé khing v&i amodiaquin.

- P& khang mac phai: Ky sinh tring nhay cdm vai thudc, sau mot the i gian tiép
xuc, tré thanh khéng nhay cdm nita, do d6t bién & nhiém sac thé, tiép nhan gen
dé khdng tir bén ngoai qua plasmid hodc transposon (gen nhay) ca ky sinh trung.
4.2. Co ché khang thudc

Cho dén nay chuwa cé mét giai thich hoan toan sang td vé co ché khang thuéc cua
ky sinh trung sét rét, cé mot sé gia thuyét nhu sau:

4.2.1. Ky sinh trung khang cloroquin

- Do FPIX cé ai lwc yéu vadi cloroquin, nén cloroquin khéng tao duoc phire “FPIX -
cloroquin”, vi vy thudc khdng hiy duoc mang va diét ky sinh trung.

- & chdng ky sinh trung khang cloroquin “protein gin heme” (hemin -binding-
protein), tdng s6 lwgng va ai luc vadi FPIX, protein nay s& canh tranh vdi cloroquin
dé tao phtrc vai FPIX, lam mat tdc dung cua cloroquin.

- P.falciparum cé thé c6 2 gen ma hda chat v 4n chuyén da khang thuéc MDR
(multi drug resistant) I3 Pfmdr 1 va Pfmdr 2, gen nay lam tang su van chuyén P -
glycoprotein qua mdrc trén mang va gay tang thai trir cloroquin. Pfmdr 1 cé trong
chiing ky sinh trung khang véi mefloquin, halofantrin nhung khéng tan g trong
chiing ky sinh trung khang cloroquin.

4.2.2. Ky sinh trung khang fansidar

Gidng nhu co ché vi khudn khang bactrim.

- Ky sinh trung tang téng hop PABA, tdng san xuat dihydrosynthetase.

- Gidm tinh tham vd&i sulfonamid va pyrimethamin.

5. NGUYEN TAC D IEU TR| SOT RET

- Diéu tri sém: diéu tri cang s&m cang t6t, ngay sau khi cac triéu chirng bénh xuat
hién (tré em trong vong 12 gi®, ngudi |&dn trong vong 24 gio).

- Diéu tri dung thudc, dd liéu, da thoi gian (theo dung phac d6). Phai dam bao



bénh nhan uéng duoc va udng du liéu thubc can thiét.
- Theo ddi chat ché két qua diéu tri dé c6 bién phap x& ly kip thoi va thich hop.

BAI27. THUOC HA SOT - GIAM PAU - CHONG
VIEM
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Cac
thudc trong nhdm nay rat khac nhau vé cau truc hda hoc, gdm cac dan xuat cla
salicylat, pyrazolon, anilin, indol va mot sé thuéc khac. Tat cd cac thudc, & mirc d6
khac nhau, déu cé tac dung ha sot, giam dau, va - trir dan xuat anilin - con cé tac
dung chéng viém , chéng thap khép, chéng déng von tiéu cau. Vi vay con duogc goi
chung 1a thuéc chdng viém khéng (mang nhan) steroid (CVKS) dé phan biét vdi cac
glucocorticoid, mang nhan sterol, duoc goi la thudc chéng viém steroid.

1. TAC DUNG CHINH VA CO CHE
Co ché chung cla thudc CVKS: trc ché sinh tdng hop prostagladin



Vane 1971 cho rang co ché tac dung chinh cla cac thudc CVKS 13 (rc ché enzym
cyclooxygenase, lam giam tdng hop cac prostaglandin 13 nhirng chat trung gian
hda hoc cé vai trd quan trong trong viéc lam tang v a kéo dai dap &rng viém & mod
sau tén thuong.

Khi ton thuong, mang té bao giai phong phospholipid mang. Dudi tac dung cla
phospholipase A 2(la enzym bj corticoid (rc ché), chat nay chuyén thanh acid
arAChidonic. Sau do, mot mat, dudi

tac dung cla lipooxygenas e (LOX), acid arAChidonic cho cac leucotrien cé tac
dung co khi quan; mat khac, dudi tac dung cla cyclooxygenase, acid arAChidonic
cho PGE 2 (gay viém, dau), prostacyclin (PGI2) va thromboxan A 2 (TXA2) tdc dong
dén sy ldng dong tiéu cau. Cac CVKS (rc ché COX nén trc ché dwoc cac phan tng
viém (so d6)
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Hinh 10.1: Vi tri tdc dung cda CVKS va corticoid trong téng hop PG

Tuy nhién, co ché trén chua giai thich dwgc day dd nhirtng nhan xét [am sang
trong qua trinh s&r dung CVKS, nhu:

- Hiéu quad va tinh an toan cla cac thu 6c CVKS khéng giéng nhau.

- Hiéu qud (e ché téng hop PG va TX cla cac thudc rat thay déi. Nhiéu thudc (e
ch& manh téng hop PG hon TX va nguoc lai. Aspirin (rc ché manh va khéng héi
phuc su két tu ti€éu cau vdi lidu thap, nhung phai liéu rat cao mdi cé tac du ng
chéng viém.

T muoi ndm gan day, cac nghién ctru da cho thay cé 2 loai COX, dwoc goi [a COX



- 1 va COX- 2 cé chirc phan khac nhau va cac thudc chéng viém tac dung véi mirc
do khac nhau trén COX - 1

va COX-2 (so d6 )

- COX-1: hay PGG/ H synthetase - 1 c6 tac dung duy tri cac hoat dong sinh ly binh
thudng cla té bao |a mét "enzym cdu tao" . Enzym cé mat & hau hét cdc mo,
than, da day, ndi mac mach, tiéu cau, t&r cung, tinh hoan ... Tham gia trong qua
trinh san xuat cic PG c6 tédc dung bdo vé, do d6 con goi la "enzym gilr nha"
("house keeping enzyme") :

. Thromboxan A2 cua tiéu cau

. Prostacyclin (PGI2) trong n6i mac mach, niém mac da day

. Prostaglandin E 2 tai da day bao vé niém mac

. Prostaglandin E 2 tai than, dam bao chirc phan sinh ly.

- COX- 2: hay PGG/ H synthetase 2 cé chirc phan thic day qud trinh viém. Thay &
hau hét cac mod vai ndng do rat thap, & cac té bao tham gia vao phan &ng viém
(bach cadu 1 nhan, dai thuc bao, bao hoat dich khép, té bao sun). Trong cadc mé
viém, néng dd COX - 2 cd thé tang cao tdi 8 0 1an do céc kich thich viém gy cdm
(rng va hoat hda manh COX - 2. Vi vy COX- 2 con duoc goi la "enzym cam &ng"



Kich thich | Kich thich

sinh 1y gdy viém
\ Giii phéng acid /
arAChidonie
mang té bao
CVES (-} (=) CVKS
\ cQ
(enzym cav (3ol d dyng
Cae tac chong viem
dyng phy l
v
TXA, PGI, PGE, Cac PG (bach
(tiéu cu)  (nd1 mac (thin) cau 1 nhan dai
ni¢m mac thue bao, t€ bao
da day sun)
' i
Clure phan bao ve té bao Thie day
va "gir nha" yua trinh viem

Hinh 10.2: Vai tro sinh ly ctia COX - 1 va COX- 2

Ngoai tdc dung trc ché tong hop PG, cdc CVKS con cd thé cd nhiéu co ché khac.
Cac CVKS la cac phan t&r wa m&, dé tham nhap vao mang té& bao hodc mang ti thé,
nhat |a vao cic bach ciu da nhan, nén da:

. Uc ché tiét cac enzym cla céc thé tiéu bao

. Uc ché san xuéat cac goc tu do.

. Uc ché 13ng dong va két dinh cac bach cau da nhan trung tinh.

. Uc ché cac chirc phan mang cla dai thuc bao nhu trc ché NADPH, oxydase,
phospholipasse C, protein G va sw van chuyén clia cac anion qua mang.

1.1. Tac dung chdng viém

Cac CVKS cd tac dung trén hau hét cac loai viéem khdng ké dén nguyén nhéan, theo
cac co ché sau:

- Uc ché sinh téng hop prostaglandin (PG) do (¢ ché cé hoi phuc cyclooxygenase
(COX), lam giam PG E2 va Fla |a nhi*ng trung gian hda hoc ciia phan &rng viém
(Vane va cs. 1971).



- Lam virtng bén mang lysosom (thé tiéu bao): & 6 viém, trong qua trinh thuc bao,
cac dai thuc bao lam giadi phdng cac e nzym cla lysosom (hydrolase, aldolase,
phosphatase acid, colagenase, elastase...), lam tang thém qua trinh viém. Do lam
virng bén mang lysosom, cac CVKS lam ngén can gidi phéng cac enzym phan giai,
trc ché qua trinh viém.

- Ngoai ra c6 thé con cé thém mét sé co ché khic nhu ddi khang vdi cac chat
trung gian hod hoc ctia viém do tranh chap véi co chat clia enzym, trc ché di
chuyén bach cau, rc ch& phan rng khang nguyén- khang thé.

Tuy cac CVKS déu cé tac dung gidm dau - chéng viém, song lai khac nhau giira ty 1é
| iBu chéng viém/ liéu gidm dau. Ty |& ay I&n hon hodc bang 2 véi hau hét cac
CVKS, ké c3 aspirin (ngha la liéu c6 tac dung chéng viém can phai gdp doi liéu ¢
tac dung gidam dau) nhwng lai chi gan bang 1 vé&i indometacin, phenylbutazon va
piroxicam.

1.2. Tac dung giam dau

Chi c6 tac dung vdi cac chirng dau nhe, khu trd. Tac dung tot vdi cac chirng dau do
viém (dau khdp, viém co, viém day than kinh, dau rdng, dau sau mé). Khac véi
morphin, cidc thudc nay khdng cé tac dung vai dau ndi tang, khéng gay ngl, khéng
ga y khoan khodi va khong gay nghién. Theo Moncada va Vane (1978), do lam
giam toéng hop PG F 2o nén cac CVKS lam gidm

tinh cdm thu cda cdc ngon day cdm gidc véi cdc chat gy dau clia phan (rng viém
nhu bradykinin, histamin, serotinin.

D3i vdi mét sb chirng dau s au md, CVKS cd thé cd tac dung giam dau manh hon
ca morphin vi mé d3 gay ra viém.

Trong dau do chén ép co hoc hodc tac dung truc ti€p cha cac tdc nhan hda hoc, ké
ca tiém truc tiép prostaglandin, cac CVKS c6 tdc dung gidam dau kém hon, cang
chirng t6 co ché quan trong

cta gidm dau do CVKS 13 do rc ché téng hop PG. Ngoai ra c6 thé con nhitng co
ché khac.

1.3. Tac dung ha sot

Véi lieu diéu tri, CVKS chilam ha nhiét trén nhirng ngudi sot do bat ky nguyén
nhan gi, khdng cé tac dung trén ngudi thuwdng. Khi vi khudn , ddc t8, ndm... (goi
chung la cac chat gy s6t ngoai lai) xdm nhap vao co thé sé kich thich bach ciu san
xuat cac chat gay sot ndi tai (cac cytokin, interferon, TNF a...). Chat nay hoat hoa



prostaglandin synthetase, lam tang téng hop PG (dac biét

la PG E1, E2) tlr acid arAChidonic cta vung dudi d6i, gy sot do lam tdng qua trinh
tao nhiét (rung co, tdng ho hap, tdng chuyén hda) va gidm qua trinh mat nhiét (co
mach da). Thuéc CVKS

do (rc ché prostaglandin synthetase, lam giam téng hop PG, c6 tac dung ha s6td o
lam tdng qua trinh thai nhiét (gidn mach ngoai bién, ra mé héi), 1ap lai thing bf?mg
cho trung tdm diéu nhiét & vung dudi d6i. Cac CVKS khdng rc ché duworc sét do
tiém truc tiép PG vao vung dudi déi. Vi khéng cé tac dung dén nguyén nhan gay
s6t nén thuéc ha sét chi c6 tac dung chira triéu chirng,

sau khi thudc bj thai trir, s6t sé tré lai.
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Hinh 10.3. Co ché gdy sot va tac dung cla thudc ha s6t

1.4. Tac dung chdng ngwng két tiéu cau

Trong mang tiéu cau cd chira nhiéu thromboxan synthetase la enzym chuyén
endoperoxyd clia PG G2/ H2 thanh thromboxan A 2 (chi toén tai 1 phut) cé tac
dung lam déng vén tiéu cdu. Nhwng ndi mac mach cling rat giau prostacyclin
synthetase, |a enzym tong hop PG | 2 c6 tic dung déi 1ap véi thromboxan A 2. Vi
vay tiéu ciu chay trong mach binh thuwdng khéng bi ddng vén. Khi ndi mach bj tén
thuong, PGI2 giam; mat khac, khi tiéu cau ti€p xuc vai thanh mach bi ton thuwong,
ngoai viéc giai phdng ra thromboxan A 2 con phdng ra cac "gia tuc" lam dinh cac
tiéu cau véi nhau va véi thanh mach, dan téi hién twong ngwng két tiu cau. Cac
CVKS (rc ché thr omboxan synthetase, lam gidm téng hop thromboxan A 2 cla
ti€u cau nén co tac dung chéng ngung két tiéu cau (hinh 3.4)

Tiéu cidu khéng c6 khd nang téng hop protein nén khéng tai tao duoc



cyclooxyganase. Vi thé, mot liéu nho cla aspirin (40 - 100 mg/ ngay) d3 cé thé e
ché& khéng héi phuc cyclooxyganase
sudt cudc séng cla tiéu cau (8 - 11 ngay)
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Hinh 10.4. Co ché (rc ch& déng vén tiéu cau

2. CAC DAN XUAT

Phan loai hda hoc cic thuéc CVKS

Loai trc ché COX khéng chon | oc

Nhdém acid salicylic

. Aspirin

Nhém pirazolon

. Phenylbutazon

Nhém indol

. Indometacin, sulindac

. Etodolac (riéng thudc nay lai trc ché chon loc COX - 2)
Nhdém acid enolic

. Oxicam (piroxicam, meloxicam)

Nhdém acid propionic

. Ibuprofen, naproxen, ketoprofen, fenoprofen
Nhém dan xuat acid phenylacetic

. Diclofenac

Nhém dan xuat acid heteroarylacetic

. Tolmetin, ketorolac

Loai trc ché chon loc COX - 2



Nhém furanon c6 nhdm thé diaryl

. Rofecoxib

Nhém pyrazol c6 nhdm thé diaryl

. Celecoxib

Nhom acid indol acetic

. Etodolac

Nhém sulfonanilid

. Nimesulid

2.1. D3n xuat acid salicylic

2.1.1. Acid salicylic (acidum salicylicum):

Tinh thé hinh kim, khéng mau, n he, dng dnh, khdng mui, vi chua va hoi ngot, khé
tan trong nuwdc. Do kich *ng manh niém mac nén khéng dung dé uéng. Dung
ngoai da, dung dich 10% dé chira chai chan, hét com, ndm da...

2.1.2. Acid acetylsalicylic (aspirin):

K&t tinh hinh kim trdng, hoi chu a, khé tan trong nudc, dé tan hon trong rugu va
cac dung dich base. La san pham acetyl hdéa cua acid salicylic gidm tinh kich &rng
nén udng duoc.

2.1.2.1. Bdc diém tdc dung:

- Tac dung ha sot va gidm dau trong vong 1 - 4 gid vai liéu 500 mg/lan. Khdng gy
ha than nhiét.

- Tac dung chéng viém: chi cé tac dung khi dung liéu cao, trén 3g/ngay. Liéu thap
chu yéu la ha sot va giam dau.

- Tac dung thai trir acid uric: liéu thap (1 -2g/ngay) lam gidm thai trir acid uric qua
nuwdc tiéu do lam giam bai xuat chat nay & 6ng luon xa. Liéu cao (2 -5g/ngay) lam
dai nhiéu urat do (rc ché tai hap thu acid uric & 6ng lwgn gan.

- Tac dung trén tiéu cau va dong mau:

Aspirin vdi liéu thap (40 -325mg/ngay) da (rc ché manh cyclooxygenase cla tiéu
cau, lam gidm téng hop thromboxan A 2 (chat [am déng vén tiéu cau) nén lam
giam déng von tiéu ciu. Liéu cao hon, rc ché cyclooxygenase cla thanh mach,
lam gidm téng hop PG | 2 (prostacyclin) 1a chat chdng két dinh va lang dong tiéu
cau, gay tac dung nguoc lai. Nhung tac dung trén ti€u cdu manh

hon nhiéu.

Liéu cao aspirin cling lam gidm tdng hop prothrombin, cé thé |a do d6i khang vdi



vitamin K. Vi vay, aspirin c6 tdc dung chéng déng mau.

- Tac dung trén 6ng tiéu hoa:

Niém mac da day - rudt san xuat ra PG, dac biét 1a PG E 2, cé tac dung lam tang
tao chat nhay va cd thé 1a ca kich thich phan bao dé thay thé cac té bao bj pha
huy. Nhu vay, vai tro cla PGE |a dé

bao vé niém mac dwong tiéu hda. Aspirin va cac thubc chéng viém phi steroid noi
chung, v&i mirc d6 khac nhau, &rc ché cyclooxygenase, lam gidm PG, tao diéu kién
cho HCl va pepsin cla dich vi

gay tén thuong cho niém mac sau khi “hang rao” bao vé bj suy yéu. Vi vay, khdng
duwoc dung thudc cho nhirng ngudi cd tién sir loét da day va phai uéng thudc sau
bira an.

2.1.2.2. Duoc déng hoc

O pH cla da day, cac dan xust salicylic it bi ion hda cho nén dé khuéch tan qua
mang, duoc hip thu twong déi nhanh vao mau réi bi thuy phan thanh acid
salicylic, khodng 50 - 80% gan vdi protein huyét twong, bi chuyén héa & gan, thoi
gian ban thai khoang 6 gi®d. Thai trir qua nudc tiéu 50% trong 24 gid dudi dang tu
do, glycuro - hop, acid salicylic va acid gentisic. Néu pH cla nwdc tiéu base, thai
trir salicylic tang.

2.1.2.3. Doc tinh:

- Mac dau cac dan xuat salicylic déu it ddc, dé udng, nhung dung lau cé thé gay
“hoi chirng salicyle” (“salicylisme”): budn nén, U tai, diéc, nhirc dau, 14 1an.

- Pac rng: phu, mé day, man, phu Quincke, hen.

- Xuat huyét da day thé an (c6 hdong cau trong phan) hodc thé ndng (loét, nén ra
mau).

- Nhiém ddc vdi liéu trén 10g. Do aspirin kich thich trung tdm hé hap, lam thé
nhanh va sau (nén

gay nhiém alcali ho hap), sau d6 vi 4p luc riéng phan cla CO 2 gidm, mo giai
phéng nhiéu acid lactic, dwa dén hau qua nhiém acid do chuyén héa (hay gip &
tré em vi co ché diéu hda chua 6n

dinh).

Liéu chét doi vai ngudi [én khodng 20g.

2.1.2.4. Liéu luong va ché phdm:

- Udng 1-6g/ngay, chia lam nhiéu lan. Dung dé ha sét, giam dau va chéng viém



(thdp khdp cép, thap khép man, viém da khép, viém than kinh...)

Vién nén aspirin 0,5g (biét duwgc: Acesal, Aspro, Polopyrin).

- Lysin acetyl salicylat (Aspégic): |a dang mudi hoda tan, moi lo twong duong véi
0,5g aspirin. Tiém tinh mach hodc tiém bap 1 -4 lo/ngay.

- Aspirin pH8: vién nén chira 0,5 g aspirin, dwoc bao bang chat khang véi dich vij,
nhung tan trong dich ruét, & doan 2 cla ta t rang, tir d6 thudc duoc hap thu vao
mau va bi thuy phan thanh acid

salicylic. N6ng d6 t6i da trong mau dat duoc sau 7 gio, thoi gian ban thai dai hon
aspirin binh thuong, do dé gidm duoc s6 [an udng thudc trong ngay, rat tién loi
cho céc truérng hop diéu tri kéo dai.

2.1.3. Methyl salicylat

Dung dich khéng mau, mui hic lau, chi dung xoa bdp gidm dau tai chd. Ngam qua
da cho nén khi xoa bdp, thady metyl salicylat trong nuéc tiéu.

2.2. Dan xuat pyrazolon

Hién chi con dung mot cach han ché& phenylbutazon. Cac dan xuat khac nhw
phenazon (antipyrin), aminophenazon (pyramidon), metamizol (analgin), khong
con dung nita vi cé nhiéu

ddc tinh véi mau (gidm bach cau, suy tuy), vdi than (dai albumin, viém &ng than
cap, vO niéu).

Chi dung phenylbutazon cho viém cing khdp va viém da khdp man tinh tién trién
khi cac thudc CVKS khac khdng con tdc dung va phai theo di chat ché céc tac
dung khéng mong muén cua thudc.

Liéu lvgng va ché pham:

Ngay dau uéng 200mg chia lam 2 lan uéng trong hodc sau bira an, tang dan liéu
tdi 600 mg /ngay. Tuy theo tinh trang bénh va sirc chiu dwng cla nguoi bénh, cé
thé gilr liéu do trong 4 - 5 ngay,

sau d6 giam xudng liéu duy tri 100 - 200 mg. N6i chung, mét dot thudc khdng qua
15 ngay, sau do6 nghi 4 - 5 ngay md&i dung.

Phenylbutazon vién 50 va 100 mg. Oxyphenbutazon (Tandery) vién 100 mg.
Chungta sé bo thuéc nay trong twong lai gan

2.3. Dan xuat indol:

2.3.1. Indometacin
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Indometacin

2.3.1.1. Bdc diém tdc dung

- Tac dung gidm viém manh hon phenylbutazon 20 - 80 [4n va manh hon
hydrocortioson 2 - 4 [an. Béi khang ré v&i PG. Tac dung ca trén giai doan dau va
giai doan mudn (man tinh) cta viém.

- Tac dung gidm dau lién quan mat thiét véi tdc dung chéng viém (liéu chéng
viém/liéu gidm dau = 1).

- C6 tic dung ha sét, nhung khong dung dé chita s6t don thuan vi ¢6 nhiéu doc
tinh va da c6 thudc ha sot khac thay thé (paracetamol, aspirin).

- Sinh kha dung gan bang 100%. Gan protein huyét tvong 99%, thadm dugc vao
dich 6 khdp (bang khodng 20% ndng do huyét tuong).

2.3.1.2. Béc tinh: Xdy ra cho khodng 20 -50% nguoi ding thuéc.

- C6 thé gdy chdng mét, nhirc dau (vi cdng thirc cda indomatacin tuvong tu nhw
serotonin), roi loan tiéu hoa, loét da day. Vi thé khéng dwoc dung cho ngudi cd
tién sir da day.

2.3.1.3. Chi dinh:

- Viém xuwong khép, hu khép, thap khép cot séng, viem nhi éu khép man tinh tién
trién, dau lwng, viém day than kinh...

- Ché& pham va liéu lvong:

Indometacin (Indocid; Indocin): vién nén hodc vién nang 25mg. Thudc dan 50 -
100mg. Mdi ngay udng 50 - 150 mg chia lam nhiéu lan.

2.3.2. Sulindac

Sulindac la tién chat ( prodrug): ban than né khéng cé hoat tinh, vao co thé duwogc
chuyé&n hoa thanh dan chat sulfat cé hoat tinh sinh hoc manh, rc ché
cyclooxygenase 500 lan manh hon sulindac. Vé cau tric héa hoc, sulindac la
indometacin d3 dugc thay methoxy bang fluor va thay Cl bang géc methylsulfinyl
(CH 350-).

- Trong thuc nghiém, tac dung dugc ly clia sulindac bang 1/2 indometacin; trong
thuc té€ 1dm sang, tdc dung chéng viém va gidm dau cula sulindac twong tu aspirin.



- Ty 1& va mirc d6 doc tinh kém indometacin.

- Ché pham: Arthro cin, Artribid, Clinoril vién 150 va 200 mg; moi ngay uéng 1 -2
vién, liéu toi da 400mg/ngay, la liéu twong duong véi 4g aspirin hodc 125 mg
indometacin.

2.3.3. Etodolac

La thudc cd tac dung trc ché& wu tién COX - 2, hap thu nhanh qua tiéu hda, 99% gan
vao prot ein huyét tuwong, cé chu ky gan - rudt. Thoi gian ban thai 1a 7 gio.

Liéu uéng 200- 400 mg

2.4. Dan xuat enolic acid: oxicam (piroxicam, meloxicam va tenoxicam)

La nhdm thu6c gidm viém mdi, cd nhiéu vu diém:

- Tac dung chéng viém manh vi ngoai tac dung (rc ¢ hé COX con trc ché
proteoglycanase va collagenase cia md sun, liéu diéu tri chi bang 1/6 so vdi cac
thu6c thé hé trudc. Tac dung giam

dau xuat hién nhanh, nira gi¢ sau khi uong.

- Thoi gian ban thai dai (2 -3 ngay) cho phép dung liéu duy nhat trong 24 gid. Ga n
vao protein huyét twong t&i 99%. Vi t/2 qua dai, dé cé nguy co tich luj thudc.

- [t tan trong m& so v&i cac CVKS khéc, cho nén dé tham vao t6 chire bao khép bi
viém, it thdm vao cdc md khac va vao than kinh, gidm duoc nhiéu tai bién.

- C4c tai bién thuwdng nhe va ty |& thap hon so vdi cac CVKS khéc, ngay ca khi dung
thuéc kéo dai téi 6 thang.

- Thuong chi dinh trong cac viém man vi tac dung dai.

- Ché& pham va liéu lvong:

+ Piroxicam (Feldene) 10 -40 mg/ngay. Vién nang 10 mg,20 mg;6ng tiém 20 mg/
ml

T 2002 do thay tai bién trén tiéu hda cao nén nhiéu nudc da bo.

+ Tenoxicam (Tilcotil) 20mg/ngay.Vién nén 20 mg, 6ng tiém 20 mg/ ml.

+ Meloxicam (Mobic). Vién nén 7,5 mg va 15 mg. Liéu binh thuwdng 7,5 mg/ ngay,
t&i da 15 mg/ ngay; t/2= 20 gi®. Luc dau, dua vao ké tqua th in vitro, meloxicam
duwoc coi nhu thudce &e ché chon loc COX - 2 (1999), nhung trén |Am sang, in vivo,
tac dung Urc ché COX - 2 chi manh hon COX- 1 ¢6 10 [an nén khdng con dugc xép
vao nhém thudc nay nira.

2.5. Dan xuat acid propionic

- Liéu thap cd tac dung giam dau; liéu cao hon, chéng viém.



- So véi aspirin, indometacin va pyrazolon cd it tdc dung phu hon, nhat la trén tiéu
hda, vi vay

duwoc dung nhiéu trong cac viém khép man .

- Ché& pham va liéu lvong:

Ibuprofen:

- Tac dung chéng viém va gidm dau tuon g ty aspirin, nhung tac dung phu trén
tiéu hoa thi thap hon nhiéu, dé dugc dung nap hon.

- DPuoc hdp thu nhanh qua duwdng tiéu hda, néng do toi da dat duoc trong huyét
tuwong sau 1 - 2 gi®. Thudc bi chuyén hda nhanh va thai trir qua than, thoi gian
ban thaila 1,8- 2 gio.

- Chi dinh chinh trong viém khép dang thap, viém cuong khép, diéu tri cadc chirng
dau nhe va vira (nhire dau, dau rang, dau do kinh nguyét).

- Tac dung khdng mong muén: ngoai cac tac dung khéng mong mudn chung cla
nhédm thudc CVKS, con thay nhin mo, gidm thi luc, thay d6i nhan cdm mau sac.
Can ngirng dung thudc va khdm chuyén khoa mat.

- Liéu lvgng va cach dung:

. Vién nén 100, 150, 200, 300 va 400 mg

. Vién nang 200 mg

. Pan tryc trang 500 mg

Viém khép: thudng dung 1,2 - 1,8g/ ngay, chia lam 4 [an. C 6 thé tang liéu nhung
khéng vuot qua 3,2g/ ngay. Sau 1 - 2 tudn can gidm xuéng liéu thap nhat co tac
dung (0,6 - 1,2g/ ngay).

Giam dau: udbng 400 mg/ lan, cach 4 - 6 gio/ lan.

Naproxen

Vién 250mg. U6ng 250mg x 2 1an/ngay. Thoi gian ban thai 1a 14 gio. Dé dung nap
nén thuong dugc dung nhu ibuprofen

2.6. Nhém dan xuat cha acid phenylacetic

Dai dién duy nhat I3 diclofenac (Voltaren)

- Tac dung (rc ché COX manh hon indometain, naproxen va nhiéu thuéc khéc.
Ngoai ra c6 thé con lam gidm néng d6 acid arAChidonic t v do trong bach ciu do
ngan can giai phéng hoac thu

hoi acid béo.

- Hap thu nhanh va hoan toan qua duong tiéu hda, nhwng chi 50% vao duoc tuan



hoan va bi chuyén héda trong qua trinh hap thu. T 1/2 = 1- 2 h, nhung tich lu§ &
dich bao kh&p nén tac dung van gilr duoc lau.

- Chi dinh trong viém khé&p man. Con dung gidm dau trong viém co, dau sau mé va
dau do kinh nguyét.

- Tac dung phu it, chi khoang 20%, c6 thé lam tang aminotransferase gan gap 3
lan, nhung héi phuc duoc.

- Ché& pham va liéu lwgng: vién 50 - 100 mg udng 100- 150 mg/ ngay.

2.7.Nhém dan xuat acid heteroarylacetic

- Tolmetin:

. Tac dung ch&ng viém, gidam dau va ha sot twong ty aspirin nhuwng dé dung nap
hon. Thudc dwogc gitt lai trong bao hoat dich téi 8 gio sau 1 liéu duy nhat.

. Tac dung phu: 25 - 40%.

. Tac dung chéng viém, giam dau & liéu 0,8 - 1,6g/ ngay, twong duong vdi aspirin 4
- 4,5g/ ngay hodc indometacin 100 - 150 mg/ ngay. Liéu t&i da la 2g/ ngay chia lam
3-41an.

- Ketorolac:

. La thudc cé tac dung gidm dau manh hon chéng viém. Khac opioid , tdc dung
gidm dau cha ketorolac khéng gdy quen thudc va dau hiéu cai thudc, khdng e ché
trung tdm ho hap. Cé tac dung chéng viém tai chd, dung nhd mét.

. La modt trong sé it thudc CVKS cd thé dung dudng tiém.

. Tac dung phu gap 2 lan placebo, thudng |a n g ga, chédng mat, nhirc dau, chadm
tiéu, ndn, dau chd tiém.

Thuwong dung cho gidam dau sau md, dau cap tinh.

Liéu udng 5- 30 mg/ ngay; tiém bap 30 - 60 mg/ ngay;

Tiém tinh mach 150 30 mg/ ngay, khong dung qua 5 ngay.

. Chi dinh dé giam dau ngan han, dudi 5 nga y nhv dau sau mé: tiém bap 30 - 60
mg; tiém tinh mach 15- 30 mg va udng 5 - 30 mg.

. Khdng dung cho dau trong san khoa. Khong dung cho dau nhe va dau man tinh.
2.8. Thudc CVKS loai trc ché chon loc COX - 2

Cdac thudc loai nay, cé nhirng dac diém sau:

- U ¢ ché chon loc trén COX -2 nén tac dung chéng viem manh, vi trc ché COX - 1
yéu nén cac tac dung phu vé tiéu héa, mau, than, con hen... gidm di rat rd rét, chi
contr 0,1 - 1%.



- Thoi gian ban thai dai, khoang 20 gio cho nén chi can udng mai ngay 1 lan.

- Hap thu dé dang qua dudng tiéu hoa, dé tham vao cac mé va dich bao khép nén
cé nbng do6 cao trong md viém, chi dinh tét cho viém xwong khép va viém khép
dang thap

Vi két tu tiéu cu phu thudc duy nhat vao COX - 1, nén céc thuéc nhém nay khdng
dung dé dy phong dugc nhd i mau co tim. Van can dung Aspirin.

Qua thuyc té& st dung, van thay cé tac dung phu do (rc ch& COX - 1 cho nén nhiéu
tac gia dé nghi khong dung tir tc ché " chon loc" ma nén thay bang tir trc ché " wu
tién" COX- 2 thi dung hon.

Rofecoxib (Vioxx)

U'c ché€ COX- 2 manh hon COX- 1 t&i 800 Ian. Puoc dung tir 1999. Qua nhiéu thi
nghiém 1am sang dung lién tuc trén 18 thang dé diéu tri polip dai trang, ung thu
tuyén tién liét, bénh Alzheimer, thay tai bién tim mach cta Vioxx cao hon placebo
nén thang 10/ 2004 Hang san xuat (Merck) d3 tu nguyén xin rat khoi thi trwong.
Celecoxib (Celebrex)

Thudc &c ché COX - 2 manh hon COX - 1 tir 100 dén 400 lan, duoc dung tir 1998.
- Hap thu qua tiéu hda, dat ndng d6 tdi da trong huyét twong sau 2 - 4 gidr. Gan
manh vé&i protein huyét twong. Phan 1&n bi chuyén hda & gan. Thoi gian ban thai
13 11 gio.

- Lidu thuorng dung 100 mg x 2 [an/ ngay. trong thap khép cd thé tang liéu tdi 200
mg x 2

lan/ ngay.

Etodolac: (xem 2.3.3)

Cac thudc tre ché chon loc COX - 2 d3 dwoc khang dinh 13 1am giam rd rét t ai bién
chdy mau tiéu hda, nhung sau 5 nam st dung da thay nguy co tim mach tang vi
thudc d3 gdy mat thiang bang gitra PGI2 va TXA2, lam giam manh PGl 2, yé&u t8 bao
vé ndi mac mach. Hién nay (2005) thudc van duoc giam sat chat ché khi dung kéo
dai.

2.9. Dan xuat para aminophenol : Acetaminophen, paracetamol

2.9.1 Bdc diém tdc dung

Paracetamol cé cudng d6 va thoi gian tac dung twong tu nhu aspirin vé giam dau
va ha sot. Khéng cé tac dung chdng viém nén nhiéu tac gid khéng xép vao nhdm
thudc CVKS. Thuyec ra, trén mé hinh thuyc nghiém, paracetamol van tac dung chdng



viém, nhung phai dung liéu cao hon lidu gidam dau, vi trong 6 viém cé néng dd cao
cac peroxid, lam mat tac dung (rc ché COX cla paracetamol (Marshall va céng sy
1987) va mat khéac, paracetamol khéng (rc ché su hoat hda bach cau trung tinh
nhu cdc CVKS khac (Abramson va cong sy, 1989).

Trong thwc hanh, paracetamol duwoc dung dé ha sét, giam dau. Chi dinh tét cho
nhirng ngudi khéng dung dugc aspirin (loét tiéu hda, réi loan déng mau).

2.9.2. Dwg’c dong hoc

H&p thu nhanh qua tiéu héa, sinh kha dung 1a 80 - 90%, t/2 = 2 gi®, hau nhu khong
gan vao protein huyét twong. Chuyén hda phan |&n & gan va mét phan nhé &
than, cho cac dan xuat glucuro va sulfo-hop, thai trir qua than.

2.9.3. Doc tinh

Véi lidu diéu trj thong thud ng, hdu nhu khdng cé tac dung phu, khdng gy tén
thuong dudng tiéu hda, khong gdy mat thang bang base -acid, khong gay réi loan
déng mau.

Tuy nhién, khi dung liéu cao (> 10g), sau thoi gian tiém tang 24 gi®, xuat hién hoai
tlr t&€ bao gan cd thé tién trién t &i chét sau 5 - 6 ngay. Nguyén nhan I3
paracetamol bi oxy héa & gan cho N - acetyl parabenzoquinon -imin. Binh thuwong,
chat chuyén hoéa nay bi khir d6c ngay bang lién hop vai glutathion clia gan. Nhung
khi dung liéu cao, N -acetyl parabenzoquinon -imin qua thira s& gan vao protein
clia t& bao gan va gay ra hoai tl t& bao. Biéu hién bang dau ha swdn phai, gan to,
vang da, hén mé gan (do tang amoniac), acid mau. V& sinh hda, AST, ALT, LDH déu
tang. Bénh nhan thudng chét sau 6 -7 ngay. Néu diéu tri sém bang N -acetyl-
cystein (NAC—, Mucomyst, Mucosol), la chat tién than cda glutathion, bénh nhan
c6 thé qua khdi. Sau 36 gid, gan da bj tén thuong, két qua s& kém. Sau ngd doc
dudi 10 gio, dung NAC ¢6 hiéu qua hon: uéng dung dich 5% - 140mg/kg, sau do,
cach tirng 4 gidy, ubng 70 mg/kg x 17 liéu. NAC cling c6 tac dung phu: ban dd, may
day, ndn, tiéu chay, nhung khéng can ngirng thudc.

2.9.4. Ché phdm va liéu lwgng

- Paracetamol (Efferalgan; Dafalgan): vién 0,5g; géi bot 0,08g; vién dan 80, 150,
300 mg.

. Nguoi lén: 0,5 -1,0g x 1-3 lan/ngay. Khéng duoc dung qua 4 g/ngay.

. Tré em 13-15 tudi: 0,5g x 1-3 lan/ngay.

. Tré em 7-13 tu6i: 0,25g x 1-3 lan/ngay.



- Propacetamol clohydrat (Pro - Dafalgan) (thé hé 1)

Vi paracetamol khé tan trong nwdc nén d3 tong hop tién chat cda paracetamol
tan duv gc trong nwdc, vao co thé dudi tdc dung cla esterase huyét twong sé giai
phdng paracetamol:

esterase

Propacetamol Diethylglycin + PARACETAMOL (2g) huyét tuong (1g)

Trinh bay: lo thudc bot + dung méi. Pha ngay trwdc khi dung, khon g dé qud 30
phut. Tiém bap siu hay tiém tinh mach cham trong vong 2 phut. C6 thé truyén
tinh mach trong vong 15 phut (pha trong 100 mL NaCl 0,9% hoac glucose 5%).
Liéu dung 1 -2g/ |an, cach 4 - 6 gio. Khéng dung qua 8g/ ngay. Khéng dung cho tré
em duv &i 15 tudi va ngudi suy than.

- Perfalgan (thé hé 2)

La paracetamol dwgc lam tan hoan toan trong nwdc (1g/ 100 mL). Perfalgan 1g cé
twong duong sinh hoc vdi propacetamol 2g va c6 tac dung giam dau twong duong
vdi diclofenac 75 mg tiém bap, hodc morphin 10 mg tiém bap.

- R4t nhiéu ché& pham khdc cé chira paracetamol két hop vdi cafein, ephedrin,
codein, phenylpropanolamin (PPA)...

3. NHO’NG VAN BE CHUNG

3.1. Duwoc dong hoc chung

- Moi CVKS dang dung déu la cic acid yéu, c6 pKa tir 2 dén 5.

- Hap thu dé qua tiéu hoéa d o it bj ion hda & da day.

- Gan rat manh vao protein huyét twong, ch yéu Ia albumin, cé thudc t&i 99,7%
(nhédm oxicam, diclofenac), do dé dé day cac thudc khac ra dang tw do, lam ting
ddc tinh cda thudc d6 (sulfamid

ha duong huyét, thudc khang vitamin K... ).

Cac thudc CVKS dé dang tham nhap vao cac md viém. Nong do thudc trong bao
hoat dich bang khoang 30- 80% ndng d6 huyét twong. Khi dung lau, s& vuot qua
néng dé huyét twong. Do d6 tac dung viém khép duoc duy tri.

- Bi gidng hda & gan (trir acid salicylic), thai qua than dudi dang con hoat tinh khi
dung véi liéu chdng viém va liéu déc.

- C4c thudc khdc nhau vé d6 thai trir, t 1/2 huyét twong thay déi tir 1 - 2 gioy
(aspirin, nhdm propionic) dén vai ngay (pyrazol, oxicam).

- Nhom salicylic dung cho dau nhe (réng) hodc cac viém cap. Cac CVKS ¢d t 1/2 dai



duwoc dung cho viém man véi liéu 1 1an/ ngay.

Dwa theo thoi gian ban thai cda thudc, cé thé chia cdc CVKS Iam 3 nhédm (bang
3.3):

- Cac thudc cé thoi gian ban thai ngan, dwdi 10 gid, can uéng 3 1an/ ngay, bénh
nhan kho tuan thd. Tuy nhién, cd lgi la khi ngirng thudc, tdc dung s& hét nhanh,
nhat |a khi xdy ra tdc dung khdng mong muén. An toan hon cho nguwdi cao tudi va
bénh nhan suy than.

- Cac thudc cé thoi gian ban thai dai, trén 30 gid, chi cdn dung 1 1an/ ngay, ngudi b
énh khong quén. Tuy nhién, dé gay tich luy thudc, nhat |a v&i ngudi ¢ tudi va suy
than, dé gay tai bién nang, khi nglrng thudc tac dung doc hai con kéo dai. Phai 7
[an t/2 thi thudc mai thai trir hét, nhu

vay, v&i piroxicam cé t/2 = 40 gio, phai cho 12 ngay .

- Cac thudc cé thoi gian ban thai trung gian: twong ddi dé dung va it tac dung phu
hon.

Bang 10.1: Phan loai thudc theo thoi gian ban thai (t/2)

Loai thudc Tén thuoc 2 (k) S50 ldn dang’ ngay
Aspirn 025 I-4
Diclofenac 1.1 2-4
Estoprofen 1.8 2-4

2 ngan Salicylat 20-15 I-4
Ibuprofen 2.1 3-4
Indomethacin 1.0 J-4
MNaproxen 14 2

t/2 trung binh Sulindac 14 2 B
Meloxicam 20 ]
Tenidap 20- 30
Pinoxicam 40- 45

t/2 daa Tenoxicam o0- 735
Fhenylbutazon oF

3.2. Cic tac dung khdng mong mudn

Thuong lién quan dén tic dung e ché téng hop PG.

- Loét da day - rudt: niém mac da day rudt san xuat PG, dac biét la PG E 2 cé tac
dung lam tdng chat nhay va cd thé 1a ca kich thich phan bao dé thudng xuyén thay
thé cac t& bao niém mac bi pha huy. Thuéc CVKS rc ché téng hop PG, tao diéu
kién cho HCI cda dich vj gdy tén thuong cho niém mac sau khi “hang rao” bao vé
bi suy yéu.

- Lam kéo dai thoi gian chdy mau do (rc ché ngung két tiéu cau.

- Vé&i than, PG cé vai trd quan trong trong tuan hoan than. Uc ché téng hop PG
gay hoai t&r gan va sau la viém than k& man, gidm chirc phan cau than, dé dan dén



tang huyét ap.

- V@i phu nit c6 thai:

+ Trong 3 thang dau, CVKS dé gay quai thai

+ Trong 3 thang cudi, CVKS dé gay cac réi loan & phdi, lién quan dén viéc déng 6ng
dong mach cliia bao thai trong tl&r cung. Mat khac, do lam giam PG E va F, CVKS ¢6
thé kéo dai thoi gian mang thai, lam chdm chuyén da vi PG E, PG F Iam tang co
gop tlr cung, trudc khi dé vai gio,

sy tdng hop cac PG nay tang rat manh.

- Moi CVKS déu cé kha nang gay con hen gia (pseudo asthma) va ty |é nhirng
ngudi hen khéng chiu thudc |a cao vi cé thé 1a CVKS e ché cyclooxygenase nén
lam t3ng cdc chat chuyén hda theo dudng lipooxygenase (tang leucotrien).

3.3. Twong tac thudc

Khéng dung CVKS vai:

- Thuéc chdng dong mau, nhat |3 vai loai khang vitamin K.

- Thuéc lgi niéu va ha huyét dp, vi CVKS trc ché tong hop ca cdc PG gay gian mach.
- Lithium: CVKS lam giam thai trtr lithi qua than, gay tich Iuy.

- CVKS lam tang tac dung cla phenytoin va sulfamid ha dudng huyét d o day
ching ra khoi protein huyét twong, lam tang néng do thudc ty do trong mau.

3.4. Chi dinh

3.4.1. Giam dau va ha sét théng thwérng: aspirin, paracetamol

Gidm dau sau mé: cho thuéc trudc khi rach dao, loai cé t/2 trung binh hodc dai.
3.4.2. Cdc bénh théd p cép va man

- Vity lé doc tinh tiéu hda/hiéu qua chéng viém giéng nhau cho moi loai CVKS, cho
nén tiéu chuan chon thudc can dua trén:

+ Dap rng cla tirng nguwdi bénh

+ Sy thuan tién trong st dung

+ Tac dung nhanh.

- Thi du:

+ Viém da khdp dang thap: dan x uat propionic, diclofenac (Voltaren).

+ Viém khé&p man clia nguoi tré: aspirin

+ Viém cirng khép: indometacin

+ Thodi héa khdp: loai c6 tac dung gidm dau véi liéu thap va khi tang liéu sé dat
duwoc tac dung chéng viém: aspirin, dan xuat propionic. Hodc mot thu 8¢ giam dau



don thudn paracetamol.

3.4.3. Cdc chi dinh khdc

Cdac thudc (e ché chon loc COX - 2 dang dugc thir dung dé du phong va diéu tri
bénh Alzheimer, polip dai trang, ung thw rudt két - true trang, tuyén tién liét. Tuy
nhién, do phai dung dai ( > 18 thang), d3 thay nguy co tim mach tang.

3.5. Nguyeén tac chung khi sir dung CVKS

- Viéc chon thu6c tuy thudc vao ca thé. C6 ngudi chiu dwng duoc thude nay
nhwng khéng chiu dwng duoc thude khac.

- UBng trong hodc sau bira &n dé tranh kich &rng da day.

- Khéng chi dinh cho bénh nhan cd tién sir loét da day. Trong truong hop that can
thiét, phai dung cung véi cc chat bdo vé niém mac da day. Song, nhirng tai bién
tiéu hda khéng phai chi do tac dung kich thich truc tiép cda thudc I1én niém mac
ma con do tac dung chung cda th udc.

CVKS géy loét da day do (rc ché tong hop PG E 2, PG 12 & niém mac da day. Cac
PG nay co vai

tro (rc ché bai tiét HCI, va kich thich bai ti€t dich nhay clung bicarbonat & da day, vi
thé co tac dung bao vé niém mac da day. Hién d3 tong hop duoc mét loai t wvong
tu PG E1 la Misoprostol (Cytotec), tirc 15 - deoxy- 16 hydroxy- 16 metyl- PG E1 cé
tadc dung chéng loét da day tuong ty thudc khang H2. Pac biét dwgc dung trong
nhi*ng ngwdi phai diéu tri kéo dai bang CVKS.

Tac dung phu: tiéu chay (30%), dau quan bung, x ay thai. Liéu lwgng: Vién 200 ug x
4 1an/ ngay.

Pang nghién clru téng hop thudc twong tu PGE 2 (Arboprostol, Enprostil,
Trimoprostil).

- Chi dinh than trong d6i v&i bénh nhan viém than, suy gan, cé co dia di &rng, cao
huyét ap.

- Khi diéu tri kéo dai, can kié m tra cé dinh ky (2 tudn mét lan) céng thirc mdu,
chirc phan than.

- N&u dung liéu cao dé tan cdng, chi nén kéo dai 5 - 7 ngay.

Nhanh chdéng tim dwoc liéu thip nhat cé tac dung diéu tri dé tranh duoc tai bién.
- Cha y khi dung phéi hop thuéc:

+ Khéng dung phd i hop vdi cdc CVKS véi nhau vi lam tang déc tinh cda nhau.

+ Khéng dung CVKS cung vai thudc chéng déng mau loai khang vitamin K



(dicumarol, warfarin), sulfamid ha dwong huyét, diphenylhydantoin, vi CVKS sé&
day cac thuéc nay ra khoi

noi du tri¥ (protein huyé t tuong), lam ting doc. Néu van can phdi hop thi giam
liéu cac thuéc do.

+ C4c CVKS c6 thé 1am gidm tac dung mot s6 thubc do lam téng gidng hda hodc déi
khang tai noi tac dung, nhu meprobamat, androgen, lgi niéu furosemid.

BAI28. THUOC CHONG VIEM STEROID

1. DAl CUONG :

1.1. Khai niém chung :

Corticoid la hormon vo6 thuwong than, xuat phat tir chit adrenal cortex. Do trong
cong thirc cau tao cd nhan steroid nén con duoc goi la glucocorticoid (GC)( tén
chung cho cac hormon cuia vo thugng than ).

2.1. Nguén goc:

+ Thién nhién : phan |3p tlr tuyén vé thuong than cac dong vat 1on.

+ Tong ho'p hodc ban tdng hop : tir acid desoxycholic mat, tir thwe vat ( tir
sarmentogenin clia ciy Strophantus, tir botogemis clia cdy Dioscorea mexicana).
Moi GC dang dung trong diéu tri déu la dan xuat cla cortisol.

2.2. Dvogcdong hoc:

2.2.1. Hép thu :

+ Hap thu t6t qua duong tiéu hod hodc duong tiém (F=86-90 % ), sau 1 - 2 h dat
Cmax. trong mau. Cha yéu dung duong udng, dac biét diéu tri cdc bénh man tinh.
+ Thudc hap thu kém qua da, qua két mac, mang hoat dich. Dang nhii dich cé thé
tiém IM va cé tac dung kéo dai. Dang ester tan trong nwdc, dung dé tiém IM hoac
tiém IV.

2.2.2. Phén phéi :Sau khi hap thu, hon 90 % cortisol trong huyét twong duwoc gan
thuan nghich vdi protein la CBG ( corticosteroid - binding globuline ) hay
transcortin ( 1 a2-globulin do gan sdn xuat ). Saudd, dugc phan phdi déu dén cac



t6& chirc va gay tac dung sinh hoc. Mirc d6 gén vai protein huyét tuong cla cac GC
rat khac nhau.

2.2.3. Chuyén hod :

Chu yéu & gan bang phan &ng lién hop va phan &ng hydroxy hoa ( khir dworng noi
4-5 va khir ceton & vi tri 3 ). 2.2.4. Thdi trir :

Thai trir cht yéu qua than duéi dang glucuro-ho'p va sulfo-hgp. t1/2 cla thudc
khdc nhau tuy loai corticoid ( =90 — 300 ph ) Khodng 15 % dwoc bai xuat & dang
chwa chuyén hoa.

* Logi tdc dung trung binh (12 - 36 h )cho uéng cach nhét.

- Prednisolon hay hydrocortancyl: manh hon hydrocortison 3 - 5 [an.

- Prednison hay cortancyl. Vao gan bj chuyén héa thanh prednisolon md&i c6 hoat
tinh nén tac dung kém prednisolon khoang 20 %.

- Metylprednisolon : tac dung manh hon hydrocortison 5 [an.

- Triamcinolon.

+ Loai tac dung trung binh : prednison, prednisolon, triamcinolon acetonid,
hydrocortison valerat, flucinolon acetonid.

+ Loai tdc dung manh va rat manh : betamethason dipropionat, flucinolon
acetonid, diflorason diacetat, halobetasol propionat.

+ Tang phan hay protid trong co’ thé ( thanh glucose ) > nhiéu mé bij anh huéng
: md lién két kém bén virng ( vach ran da ), md lympho bi teo ( tuyén (c, lach,
hach lympho ), thwa xwong do Iam teo cac tham mé lién két, noi lang dong cac
chat vo co dé tao nén khung xwong ( = xwong dai dé giy, d6t séng bj lun, hoai
tlr vd khuan cé xwong dui ).

c- Trén chuyén héa lipid -

+ GC (rc ché tdng hop acid béo cé chudi carbon dai.

+ Lam tang phan huy lipid tir cac t6 chirc m&, lam tdng gidi phdng glycerol va acid
béo vao mau.

+ Pong thoi cadc GC cd tac dung phan bé lai lipid trong co thé, lam m& dong nhiéu
& mat ( mat tron nhu mat trdng ), & ¢6 va ntra than trén ( nhu dang Cushing ),
trong khi cac chi va nira than dudi thi teo lai.

d- Trén chuyén héa nworc, dién gidi : tac dung theo kiéu aldosterol nhwng kém
hon rat nhiéu.

+ Na+ : lam tang tai hap thu Na+ va nudc tai 6ng than, dé gay phu va ting huyét



ap.

+ K+ : [am ting thai trir K+ (va H+), dé gay nhiém base mau giam K+ ( ca nhiém
base mau giam CI™).

+ Ca2+ : lam gidm héap thu Ca2+ & rudt ( do déi khang véi vitamin D ), tang thai trir
Ca2+ qua than - gidm Ca2+/mdu, dé dan t&i cwdng tuyén can gidp trang phan
trng dé kéo Ca2+ tlr xwong ra, cang lam xuwong bi thua, 1am tré em cham I6n.

+ Nwédc : nudc thuong di theo cac ion. Khi cé phu do cudng aldosteron ( vi du xo
gan ) thi GC gay dai nhiéu do GC d6i khang vdi aldosteron tai than.

2.5.2. Trén cdc mé, co’ quan :

a- Trén thén kinh trung wong:

+ LUc dau gay kich thich, lac quan, sang khodi ( c6 |& do cdi thién nhanh tinh trang
bénh Iy ).

+ V@ sau lam bt rirt, bon chén, lo du, khé ngl ( cé thé do rdi loan trao d6i ion
Na+, K+ trong dich ndo tuy ). Gay thém an ( do tac dung trén hypothalamus ).

b- Trén mdu va qua trinh déng mau : Lam tang nhanh qua trinh dong mau, tang
s6 lwong hdng cau, bach cau, ti€u cau...Tuy vay, lai lam gidm sé lwong té bao
lympho do huy cac co quan lympho.

c- Trén éng tiéu héa : GC vira cé tac dung gidn tiép, vira ¢ tadc dung truc ti€p lam
tang tiét dich vi, HCl va pepsin, lam gidm san xuat chat nhay, gidam tong hop PGE1,
PGE2. Vi vay GC cd thé gay viém, loét da day - hanh t4 trang.

d- GC trc ché cdu tao nguyén bao so'i, trc ché cdc mé hat, lam cham lién seo cac
vét thuong.

e- Trén hé néi tiét : GC c6 tac dung trc ché hé HPA ( Hypothalamic — pituilary -
adrenocortical system ) theo co ché feedback, lam gidm hoat dong cla tuyén yén,
tuyén gidp, tuyén thuong than...

2.6. Tacdung duocly:

C6 3 tac dung duoc ly chinh : chéng viém, chéng dj (tng, (rc ché mién dich. Tuy
nhién, cac tdc dung duoc ly chi dat duoc khi lwvong GC trong mau cao hon néng
dd sinh ly va khi dé lai xuat hién céc tdc dung khéng mong mudn.

2.6.1. Tdc dung chéng viém :

a- Ddc diém tdc dung :

+ GC la thudc chéng viém manh nhat va thuong duoc dung nhat trong nhiéu bénh
viém cdp va man tinh.



+ GC ¢6 tac dung trén nhiéu giai doan khac nhau cGa qud trinh viém, khéng phu
thudc nguyén nhan ( co hoc, hda hoc, nhiém khuan, bire xa...), vi vay ngdn can
duoc cac biéu hién 1am sang cha viém.

b- Co ché tdc dung :

+ O giai doan s&m cua viém : GC (rc ché cac yéu t6 hda ¢rng ddng va cac cytokin
thic day viém nhu IL-1, IL-6, IL-8, TNFa, do d6 lam giam ludng dai thuc bao va
bach ciu hat kéo dén 6 viém. Hon nita, GC con lam gidm tiét cac chat van mach
nhu serotonin, histamin va do d6 d6i khang vdi su tdng tinh thdm thanh mach.
IL-1 : interleukin-1

TNFa : tumor necrosis factor a

Cac GC rc ché phospholipase A2, lam giam tdng hop acid arachidonic, vi vay tc
ché cac PG va LT do d6 cé tac dung chéng viém, chdng co that khi ph& quan. Tac
dung nay la gian ti€p vi GC lam tdng san xuat lipocortin, |3 protein cé mat trong té
bao, cé tac dung trc ché phospholipase A2. Khi phospholipase A2 bij rc ché,
phospholipid khéng chuyén dwgc thanh acid arachidonic ( Hinh 2).

GC rc ché duoc ca 2 con duong lipooxygenase va cyclooxygenase ( COX ), lam
gidm téng hop ca 2 loai PG va LT. Vi thé GC c6 tac dung troi hon han thudc CVPS.
Thudc CVPS chi trc ché COX, chi lam gidm téng hop PG chi khdng e ché dworc cac
LT. Vi vdy, GC manh hon han thudc CVPS khi dung diéu tri cac bénh Iy vé viém.

* Giai doan dang viém :GC (rc ché manh nitric oxyd ( NO ) synthetase, lam giam
san xuat goc ty do NOetrong dai thuc bao. Thudc con e ché sdn xuat cac
protease trung tinh nhu elastase collagenase... ( c6 thé do (rc ché giai phdng cac
enzym thuy phan nay ti lysosom ).

GC con lam gidm hoat déng thuc bao cta cac dai thye bao, bach cdu da nhan,
gidm san xuat cac cytokin. GC cling lam giam san xuat va gidm hoat tinh cta cac
chat TGHH cuda viém.

HPETE
HydroPeroxyEicosa
TetraEnoic acid

2.6.2. Tdc dung chéng dj tng :
GC phong toa su gidi phdng cac chat TGHH cla phan &ng di &rng bang cach trc ché
phospholipase C. Nhu vay, IgE gan trén dudng bao nhung khong hoat héa dwoc



nhirng t&€ bao d4. GC la nhirng chat chéng di irtng manh. Ngoai ra GC con (rc ché
tadc dung ctachat phan (rng chadm cltia shock phan vé ( slow reacting substance of
anaphylaxis) gian tiép théng qua trc ché LT.

2.6.3. Tdc dung trc ché mién djch :

GC tac dung chl yéu rc ché trén mién dich té& bao, it anh hwdng trén mién dich
thé dich, rc ché céc cytokin ( IL-1, IL-2)

- Thuéc tre ché tang sinh cac té bao lympho T do lam gidm san xuat IL-1 ( tir dai
thuwcbao )vall-2 (twr T4)

- Thudc rc ché hoat tinh gy déc cta té bao clia lympho T ( T8) va céc té bao diét
tu nhién ( natural killer - NK ) do lam gidm san xuat IL-2 va interferon gama.

- Thuéc trc ché san xuat TNFa va interferon, lam suy giam hoat tinh diét khuan,
gy doc té bao va nhan dang khang nguyén cla dai thuc bao.

Mot s6 tac dung nay dong thoi la tac dung chdng viém. Do rc ché tdng sinh, GC ¢6
tac dung tét trong diéu tri bénh bach cau lympho cap, bénh Hodgkin... ¢ lgi la
ngan can sy phan &ng qua muc cla co thé trwedc mot yéu té ngoai lai ( stress,
nhiém khuan, phau thuét... ) dé€ bao vé co thé, song né lam gidm stirc dé khang cla
co thé, lam cho co thé dé bj nhiém khuan, nhiém nam, virus va lan rong cac nhiém
khuan d3 co tir trudc.

2.7. Ddc tinh ( tdc dung khéng mong mudn chia GC ) :

2.7.1. Béc tinh do ding liéu cao hodc diing lién tuc kéo dai :

a- Ré6i loan nwéc va dién gidi

Nhiém kiém, ha K+/mau, phu do giir Na+ nén giit nwdrc, ting huyét ap. Can kiém
tra dinh ky, cho bénh nhan an ché dd an gidm mudi, bé sung thém K+. Nén chon
cac ché pham khéng giit Na+ nhiéu nhu triamcinolon, betamethason...

b- Nhiém khuén :

Vi GC c6 tac dung trc ch& mién dich nén lam gidm sirc dé khang cla co thé, lam
tang nguy co nhiém khuan hodc [am boc 16 mot bénh lao tiém tang. Chi dung GC
khi biét chdc chan bénh nhan khéng cé nhiém khuan, hodc néu can thi dung phdi
hop v&i thubc khang sinh, khdng ndm thich hop.

c- Viém loét dwong tiéu hoa

GC cé thé gdy chdy mau, |am thing 6 loét hién c6 hodc seo loét cii ( c6 thé gy
loét mé&i ? ). Chi dung GC cho céc bénh nhan khdng c6 tién sir hodc khong bi loét
dudng tiéu hoa.



d- Nhwo'e co’ va teo co’ :

Thuwdng xay ra véi cac co gan gdc chi. Dac biét trén nhirtng bénh nhan cao tudi,
bé&nh nhan hen hodc cé bénh phdi tac ngh&n man tinh, GC lam nhuwoc co hd hap
c6 thé 1am nang thém suy hé hap.

e- Thay déi hoat déng tém thén, tdc phong :

Cé6 thé gap tinh trang kich ddng, mat ngu, thay d6i tAm trang, sang khodi, cd thé
lam bdc 16 bénh tdm than tiém an.f- Buc thuy tinh thé :

g- Xép xwong :

G3p & moi Itra tudi khi dung GC liéu cao hoic kéo dai (30 - 50 % BN ), dé dan dén
gay xuwong ty phat do x8p xuong ( c6 xwong dui va codt séng ).h- Chdm 1én va
chdm phdt trién :

O tré em, du dung GC véi lidu thap cling cé thé d3n dén cham phat trién. C6 thé
do gidm tdng hop protid hodc do trc ché tuyén yén, lam giam tong ho'p GH (
growth hormone)...

2.7.2. Béc tinh do ngirng diéu tri :

Dang diéu tri bang GC dai ngay, khi nglrng thudc dot ngdt cé thé |am bénh bung
phéat tré lai. M6t tai bién ndng né khac 13 suy tuyén thwong than cdp do (rc ché
truc HPA.

Ngoai ra cé thé gap : sét, dau co, dau khdp, khd chiu va mdt héi chirng it gap la
gia u ndo ( pseudotumor cerebri) ( tdng ap luwc ndi so + phl gai mat ).

2.8. Chidinh :

C3n c vao tac dung cd thé sap x&p cdc chi dinh thanh 3 loai : 2.8.1. Chi dinh bat
buéc :thay thé khi cé thi€u hut hormon :

+ Suy thuwong than céap.

+ Suy thugng than man (bénh Addison)

+ Bénh gan : viém gan ty mién man tinh...

+ Bénh ac tinh : Hodgkin, bénh bach ciu cip & tré em, u lympho ac tinh, u lympho
non-Hodgkin, da u tuy...

+ Shock, dac biét shock phan vé.

+ Sau phau thuat ghép cac co quan : dé chéng thai ghép.

+ Ton thuong tuy song...

2.8.2. Chi djnh cén thiét:diéu tri cic bénh ma co ché bénh sinh lién quan dén
phan &ng mién dich, phan ng viém va phan &ng di ¢ng :



+ Bénh khép : viém xuong khép, viém khép dang thap.

+ Bénh thap tim.

+ Bénh than : hdi chirng than hw, bénh than th& phat sau lupus ban dé, viém cau
than tang sinh mang va xo cirng thanh 6.

+ Bénh di rng.

+ Bénh collagen : xo cirng bi da, viém da co, viém nat quanh déng mach, luput
ban do...

+ Hen phé quan.

+ Bénh mat.

+ Bénh ngoai da : viém da di (rng, vay nén...

+ Bénh mau : thi€u mau tan huyét ty mién, xuat huyét do giam tiéu cau...

+ Bénh dudng tiéu héa : viém rudt két man tinh cé loét, bénh Crohn ( chi dung
GC khi cac phuong phap diéu tri bdo toén khac nhu nghi ngoi, dinh duéng,
sulfasalazin d3 that bai ).

2.8.3. Chi dinh cén nhdc :

Loai nay gdm cac bénh cé nguyén nhan rd rét, nhwng cé kém theo phan &ng mién
dich, can than trong:

+ Viém gan, xo’ gan.

+ Lao phaoi.

+ Tran dich mang phdi, mang bung

+ Viém ruot, viém dai trang

+ Viém cau than.

2.9. Chéng chi dinh :

+ Loét da day, loét hanh ta trang tién trién.

+ Qud man cdm vdi thudc.

+ Cac nhiém khuan hodc nhiém ndm chwa duoc diéu tri bang KS dac hiéu.

+ Dai thdo duong.

+ Loang xwong.

+ Tdng huyét ap, phu

+ Viém gan virus A, B, non A non B...

2.10. Nguyén tac diéu trj :



+ Vi thudc 6 nhiéu tac dung khdng mong mudn cho nén dau tién can can nhac kj
gitta nguy co va loi ich khi dung thuéc cho tirng bénh nhan.

+ V@i bat cr bénh nhan nao va déi vdi tirng bénh nhan can phai xac dinh liéu thich
hop cé hiéu qua diéu tri bang dinh ky kiém tra danh gia tién trién cta bénh va tac
dung khédng mong muén cla thudc dé thay ddi lidu. Néu khéng phai la chdng chi
dinh thi mot lidu duy nhat du hoi cao hodc mot dot diéu tri ngan < 1 tuan thi
thuong la vo hai.

+ Khi thoi gian dung thudc kéo dai > 1 tuan thi cac tac dung khéng mong muén sé
tadng ca vé sb luong va cuong d6, tham chi cé nguy co tir vong.

+ Viéc nglirng thudc dot ngdt sau mot dot diéu tri dai thwdong dan dén nguy co suy
tuyén thuong than cap rat nguy hiém cho bénh nhan.

2.11. Nhirng diém can chu y khi dung thuéc :

+ Khi dung GC thién nhién ( cortisol, hydrocortison ) phai an nhat. Doi vdi cac
thu6c téng hop, dn nhat twong déi.

+ Luén cho mét liéu duy nhat vao lic 8h sang. Néu phai dung liéu cao thi 2/3 liéu
uéng vao budi sdng, 1/3 liéu con lai uéng vao buédi chiéu.

+ Tim liéu t6i thiéu cd tac dung.

+ Khi dung thudc kéo dai can kiém tra dinh ky glucose, K+/mau, nudc tiéu, X-
quang da day va cot song, tham do chirc phan truc HPA.

+ Dung thudc phéi hop : tdng liéu insulin d6i véi bénh nhan dai thdo duong; phoi
hop khang sinh néu cé nhiém khuan, nhiém nam.

+ Ché& d6 an : nhiéu protid, calci va kali; it mudi, dudng va lipid. Cé thé dung thém
vitamin D.

+ Phai tuyét déi vd khuan khi tiém GC vao 6 khép.

+ Sau mét dot dung GC kéo dai ( > 1 thadng ) hodc vdi liéu cao, khi nglirng thuéc dét
ngdt, bénh nhan cé thé dot tlr do suy tuyén thuong than cap. Phai tiém ACTH 50
mg/24 h 12 ngay.

2.12. Twong tac thudc :

+ Cac thudc lam tang chuyén hod GC : barbiturat, rifampicin, diazepam,
diphenylhydantoin.



+ Cac thudc lam gidm chuyén hod GC : cyclosporin, erythromycin, thuéc tranh
thai.
+ Cac thudc lam nang thém tai bién cda GC : cdc CVPS...

3. MOT SO CHE PHAM HAY DUNG :

3.1. Nhédm khong c6 delta :

+ Cortison ( BD : corton ).

+ Hydrocortison ( BD : acepolcort H, hydrocorton, microcort, polcort H, solu-
cortef, unicort...).

3.2. Nhdm c6 delta :

+ Delta cortison ( BD : cortancyl, decortin, encorton, prednison, urtilon...)

+ Deltahydrocortison ( BD : hydrocortancyl, prednisolon...).

+ Triamcinolon (TK: fluoxyprednisolon ) ( BD : adcortyl, kenacort, kenalog, volon...)
+ Dexamethason ( BD : decadron, dexon, deronil, dexadrol... )

+ Metylprednisolon ( BD : adlon, depoject, depo-medrol, depopred, D-med,
duralon, medrol oral, solu-medrol...).

4. MOT SO PHUO'NG PHAP SU DUNG GLUCOCORTICOID :

4.1. Liéu cao, dung nhiéu lan trong ngay :

Thudng dung khi cé biéu hién cta bénh ly viém nang ( viém mach hé théng, viém
khép mirc d6 nang, dot cap cla lupud ban dé hé théng...).

4.2, Liéu dung cao va dung mdt Ian vao budi sang :

Khi bénh ndng ( hiéu qua cao, khong trc ché truc HPA ). 4.3. Liéu cao, dot ngan.
4.4. Dung liéu nho, do't ngan < 10 ngay.

4.5. Liéu trung binh cach ngay : Thuwdng dung vao budi sdng, c&r mot ngay dung
thudc lai nghi mot ngay. (1am gidm tac dung phu ). C6 thé st dung cach nay khi
can dung GC kéo dai hodc khi gidm liéu thudc hodc chuan bj dirng thudc. Nén st
dung cac loai corticoid tac dung ngan va trung binh.

5. CACH SU’ DUNG CORTICOID TRONG PIEU TR| :

5.1. Cach ngiwrng corticoid :

Néu sir dung GC & liéu thap ( < 20 mg/24 h tinh theo liéu prednison ) trong thoi
gian ngan ( < 3 tuan ) thi viéc ngirng thudc dot ngdt it gay tai bién va cé thé ngirng
ngay khi thay da tac dung. Tuy vay néu dung liéu

cao thi viéc gidm liéu phai tir tir .



5.2. Diéu trj cdch ngay :

C&r mot ngay dung thudc lai nghi mot ngay ( gidam tac dung phu ). C6 thé s dung
cach nay khi can dung corticoid kéo dai tir vai tuan trd [én dé diéu tri cac bénh
nhu viém loét rudt két, ghép than, viém da man tinh, nhwoc co ndng, hen phé
quan... Nhitng bénh khéng nén diéu tri cdch ngay la viém khép dang thap, lupus
ban do.

Nén sl dung cac loai corticoid tadc dung ngan va trung binh vi né cho phép khbi
phuc lai hoat déng cta truc HPA vao ngay ngirng thuéc. Nhirng tdc dung phu kiéu
Cushing ( béo mat, béo phi, tang glucose huyét, bénh & co, bénh nhiém khuan,
chdm |1&n & tré em...) it gdp hon khi diéu trj theo kiéu nay.

* Cdch diéu tri cdch ngay :

Bat dau dot diéu tri thi dung thudc hang ngay - khi bénh d3 di vao 6n dinh thi
chuyén sang diéu trj cach ngay. Thoi gian diéu tri ban dau cang ngan cang tét, dé
tranh cho hé HPA bi (rc ché. Viéc quyét dinh khi nao ngirng ché do diéu tri hang
ngay dé chuyén sang diéu tri cach ngay tuy thudc dién bién cla bénh.

Chuan bj : trwdc hét phai gidm liéu tir tir cho tdi khi dat liéu 15 - 20 mg/24 h ( tinh
theo prednison ). Lidu nay dwoc uéng mot [an vao budi sang ( khoang 7-8 h sang ).
Né&u & mirc lieu nay ma bénh van 8n dinh, trang thai bénh nhan van t6t thi quyét
dinh cho chuyén sang ché dd diéu trji cich ngay.

Can nhé rang khong dugc cat ngay thudc & ngay dinh ngirng ma phai giam tur tir
lidu cGia ngay d6, mdi [an 10 - 20 % liéu dang dung cho t&i khi hét. Mbi Ian giam
can duy tri liéu do trong 3 ngay dé tham do phan rng cda bénh nhan. Néu trong
thoi gian d6 xuat hién triéu chirng thiéu ndng thwong than nhu mét mai, dau
khdp, budn ndn, ha huyét 4p... thi phai ting lidu tré lai, bang mirc lidu d3 cat
gidm; néu cdc triéu chirng trén van khong gidm thi cé thé phai quay lai mic lidu
ban dau.

Tuy nhién néu trong thoi gian nay ma bénh dang diéu tri tai phat trd lai thi tét
nhat nén dung thuéc dac hiéu dé diéu tri bénh d6 ( néu cé thé ) tét hon la ting
liéu corticoid.

6. Mot sé phac d6 chung vé chi dinh cua corticosteroid :
( LAy prednisolon lam chudn ).6.1. Liéu cao ( 80 - 1000 mg/24h ) :



6.1.1. Cho thoi gian dwéi mét tudn 1€ ( 7 ngay ) trong cdc bénh - trang thdi sau:
+ Viém ph6i khdong nhiém khuan
+ Loét thuc quan do hod chat 4n mon, bong

+ Bénh huyét thanh cap tinh

+ Phan &ng di &rng cap

+ Phu Quincke

+ Con hen phé quan

+ Cac trang thai shock.

+ Phan &ng thdi manh ghép cap trong ghép than.

6.1.2. Cho nhiéu tudn - nhiéu thdng trong cdc trwo'ng hop sau :

+ Bach cau cap

+ Viém da kiéu Herpes.

+ Bénh ban do da dang

+ Hoai sirng c6 hinh thanh nang nudc.

+ Con kich phét cta lupud ban d6 rai rac cach hoi dap &ng vai diéu tri, cé kém
theo than huv

+ Bénh thap khdp cdp giai doan sém

+ Viém khép dang thap

+ Xuat huyét do gidm tiéu cdu nguyén nhan do tang huy hoai tiéu cau

+ Viém gan cap

+ HOn mé gan

+Viém ndo sau nhiém khuan

+ Viém nado do lao

+ R&i loan y thirc, trang thai u dm

+ Con khiing hodng nhiém ddc gidp cap

+ Dai thao dudng khang vd&i insulin

+ Piéu trj &c ché mién dich trong cac bénh : cac bénh tu mién, ghép tang.
6.2. Liéu trung binh duy tri ( 20-60 mg/24h ) trong cdc nhém bénh sau :
6.2.1. Cdc bénh huyét hoc :

+ Thiéu mau ( khéng do bam sinh)



+ Thi€u mdau do tan mdau trong bénh ty mién
+ Chirng gidm tiéu cau ( s6 lvong)

+ Mat bach cau hat

+ Bé&nh bach cau ( man va cap)

6.2.2. Cac trang thdi dj wrng :

+ Hen phé quan

+ Viém mii di &'ng

+ Cac bénh ngira

+ Viém da di ing

+ Bénh huyét thanh.

6.2.3. Cdc bénh tw mién :

+ Lupud ban do6 hé théng

+Viém da co.

+ Viém khdp dang thap

+ Viém mach mau

+ Viém nut quanh déng mach.

+ Viém déng mach thai duong

6.2.4. Cac bénh dwong tiéu hoa :

+ Viém loét dai trang

+ Bénh gan : xo gan cd chudng, vang da do thudc, viém gan man tién trién...
6.2.5. Cac bénh thén :

+ Bénh than phdi hop trén mét bénh collagen.
+ Viém cau than cap thé kéo dai

+ Viém cau than man dot cap

+ Ho6i chirng than hu.

6.2.6. Cdc bénh co quan tuén hoan :

+ Viém co tim.

+ Viém mang ngoai tim.

+ Cac réi loan dan truyén.

6.2.7. Cdc bénh néi tiét :

+ Viém tuyén giap ban cap

+ Cac truong hop tré, ting keton khong 6n dinh ( dao dong )



+ Ha duwong mau ( do u tuy tuyén dao b-Langerhans )
6.2.8. Cdc bénh thén kinh :

+ Bénh xo clirng mach lan toa da dang

+ Viém ndo, viém n3o tuy

+ Viém da ré than kinh

+ Viém day than kinh sau nhan cau.

6.2.9. Bénh truyén nhiém : ( bén canh diéu tri khang sinh dic hiéu)
+ Lao cac dang, cac trvong hop dac biét sau :
- Lao phéi

- Lao sinh duc, tiét niéu.

- Lao xwong

- Lao mang nao

- Lao mang phéi.

6.2.10. Bénh nhiét doi :

+ Bénh hui

+ Giun chi

6.2.11. Mét s6 bénh hén hop khdc

+ Gian phé nang

+ Con Gout cap

+ Viém khép

+ Nhuoc co bam sinh

+ Sarcoidosis

+ Bénh Hodgkin

+ HOi chirng Stevens- Johnson.

BAI29. THUOC GIAM PAU GAY NGHIEN

1. PAICUONG :

1.1. Khai niém chung :

+ Pau : |a mét cdm gidc dac biét rat khé dinh nghia, thwdng lién quan dén sy ton
thuong thyc thé va lam tang su tién trién cda quad trinh bénh ly, gdy that bai trong



diéu tri.

+ HOi nghién ciru dau quéc té : “Dau |a mot cdm gidc hodc xic cdm khé chiu két
hop vdi tdn thwong mo hoc hién dién hodc tiém an, hodc dugc mé ta nhu ¢ tén
thuong” ( Merskey, 1986 ).

+ Pau la mot co ché bao vé co thé. Cam gidc dau xuat hién tai mot vi tri ndo doé khi
bj t6n thwong, tao nén mdt dap rng nham loai trir cac tac nhan gay dau.

+ Nguyén nhan gy dau |13 do cdc ngon day than kinh cam giac bi kich thich qua d6
b&i cac tdc nhan vat ly hay hoa hoc ( nhiét, co, dién, cac acid, base ). Duwdi anh
hwdng cta céc kich thich dau, trong co thé s& gidi phdng ra mot hodc nhiéu chat
gay dau: ...

- Histamin

- Chat P ( pain)

- Cac kinin huyét tuong ( bradykinin, kallidin )

+ Khdng c6 nghiém phap than kinh hodc sinh héa dé do lvong, lwong gia duwoc
dau. Nhu vay dau 18 mot cam gidc chi quan, phu thudc vao tirng cd thé.

+ Thudc gidm dau :

|a nhitng thuéc lam gidm cdm gidc dau nhung khéng 1am réi loan y thire, khéng
lam thay d&i cac cdm giac khac.

1.2. Phan loai thuéc giam dau :

+ Thudc gidm dau gay nghién : morphin, fentanyl, tramadol...

+ Thudc gidm dau phi steroid ( NSAIDs ) : aspirin, paracetamol, nimesulid...

+ Thuéc gidm dau hod tro : lam ting hiéu qua giam dau cla thudc loai morphin va
thuéc NSAIDs, hodc lam gidm nhe cac TDKMM cdia céc thudc trén. VD :

- Thudc mé : propofol, etomidat...

- Thudc té : procain, lidocain...

Thudc gidm dau tdm than : thudc chéng trdm cdm cau tric 3 vong ( amitryptilin,
imipramin...), thuéc chéng

co giat ( carbamazepin, phenytoin...), thuéc an than

( fluphenazin, haloperidol, dan xuat benzodiazepin...).

- Thuéc chéng dau nira dau:dihydroergotamin..

- Cac thudc chéng viém steroid ( SAIDs ) dexamethason, prednisolon...

- Thu8c chéng dau that nguc : nitroglycerin, isosorbid 5-mononitrat.

- Thudc khang histamin H1 : hydroxyzin...



Thudc gidm dau loai vitamin :

vitamin B1, B6, B12...

- ThuBc chéng co that co tron : alverin, drotaverin...

Trén dwdng dan truyén cdm gidc dau, tir cac receptor ngoai bién dén vé nio, cd
thé dung cac thudc tac dung vao céc khau khac nhau dé cat dirt dan truyén, lam
mat hodc gidm dau ( Hinh 1).

1.3. Cac co’ ché lam gidm dau

Cé nhiéu co ché gidm dau :

+ Lam giam nhan cam vdi kich thich dau : chwom lanh, chuom da, xoa bdp.

+ Lam giam dan truyén cam gidc dau : thudc té.

+ Lam gidm hodc d6i 1ap véi cac chat trung gian hod hoc clia dau : NSAIDs.

+ Tac dong lén cac receptor dac hiéu cta dau : cac opiat.

+ Kich thich giai phdng morphin ni sinh : chdm ctru.

1.4. Cac receptor cla opiat :

+1973 : xac dinh dwoc receptor ddc hiéu clia morphin. Nhitng receptor ndy nam
chd yéu & hé vién, vung dudi doi, d6i ndo, nhan dudi va thé keo Rolando & tuy
song. Dac biét & truc than kinh, & nhirng vuing dan truyén va tap hop cdm giac dau
thi receptor tap trung & do.

+ Vé mat diéu tri, mdi receptor dwoc coi nhu cé chirc phan riéng :

- Receptor muy ( m) : giam dau, gidam hd hap, co dong tl, thay di cam xuc, do
thi.

- Receptor kappa ( k) : gidm dau, xic cdm, an than.

- Receptor delta (d ) : gdn chon loc véi enkephalin va ciing c6 thé cé tham gia vao
tac dung giam dau cua opioid.

- Receptor sigma (g ) : con biét it lién quan dén diéu tri. Cé quan hé gian ti€p dén
nhan thirc va tdm than van déng.

+ C6 3 loai receptor da trd thanh kinh dién la m, d va k. Gan day ( 1998 — 2000 )
ma@i phat hién ra mot loai receptor méi do phat hién duoc cac peptid opioid mai
duoc goi la N/OFQ receptor. Do 2 nhém tac gia riéng biét tim ra, mdt nhdm goi
peptid méi la nociceptin ( N ), con nhdm kia goi la orphanin FQ ( OFQ)...

Moi loai receptor cé s phan bé gidi phiu riéng tai ndo, tly séng va mé ngoai
bién, vi vay d3 goi y cho viéc nghién clru chirc ndng cia ching. Cac nghién clru vé
duoc ly va hanh vi d3 dé xuat viéc phan loai nhd hon, vi du nhu véi céc receptor



m, d, k thi lai cd m1, m2, d1, d2, k1, k2, k3.
Tuy nhién nhitng nghién cru vé gen con chua thay rd, dang can dwoc khang dinh
thém.

Tac dung giam dau cla opioid la tac dung kich thich trén receptor m va k

Trong bai nay chi dé cip dén thubc gidm dau loai opiat ( hodc opioid ).

2. THUOC GIAM DAU GAY NGHIEN :

2.1. bai cwong :

2.1.1. Khai niém chung :

a- Danh phap :

+ Thudc gidm dau gay ngd

+ Thudc gidm dau gay nghién.

+ Thudc gidm dau trung wong.

+ Thudc gidm dau loai morphin.

Thudc gidm dau loai morphin hay con goi la thudc gidm dau gy ngd déu cé chung
mét dac tinh 1a gy nghién, vi vy déu dugc xép vao nhdm “Thudc gay nghién”,
khéng dugc ké don qua 7 ngay.

b- Phan loai :

Vé thut ngit, theo Howard va cs, can phan biét :

+ Cac opioid : bao gobm tat ca cac hop chat cé lién quan vé tac dung vdi opium.
Opium bat ngudn tir chir opos clia Hy Lap 1a nhwa qua thudc phién Opium poppy
—Papaver somniferum.

+ Cac opiat : 1a cac thudc dan xuat tir opium ( thudc phién ), bao gdm cac san
pham thién nhién nhw morphin, codein, thebain... va nhiéu chat ban téng hop
cung loai dan xuat tir cac chat trén.

+ Cac peptid opioid ndi sinh ( endogenous opioid peptides ) :

|a cac peptid tw nhién trong co thé, gan dwoc vao cac receptor opioid ( xem phan
trén ).

+ Endorphin duwgc dung déng nghia véi peptid opioid ndi sinh nhwng dé chi riéng
cho

b—endorphin.



2.1.2. Cac alcaloid cta thuéc phién :

Thu6c phién la nhya khd cta qua cay

Anh tuc ( Papaver somniferum — Papaveraceae ).

Tl gan 4.000 nam trudc CN d3 biét dén tac dung clia thudc phién. Thé ky thir XIX
da chiét dwoc mét alcaloid dau tién tir thudce phién co tac dung gay ng, 1ay tén
than ngt Hy Lap ( Morphee ) dé dat tén cho né |a morphin. Dau thé ky XX mdi tim
ra cdng thirc ctia morphin va téng hop ra morphin cling nhu cac chat giéng
morphin.

D3 chiét duoc 25 alcaloid tir thudc phién va chia lam hai nhom :

+ Nhan piperidin-phenantren : morphin 10%, codein 0,5 %, narcein, thebain,
narcotin... Co tac dung wu tién trén TKTW.

+ Nhan benzyl-isoquinolein papaverin. Papaverin khéng gay ngu, ma gay gian co
tron, chéng co that co tron ( mach vanh, tiéu déng mach, co tron khi, phé& quan,
rudt, duong mat, niéu quan...) .

2.2. Morphin:

2.2.1. Tinh chat :

Mudi morphin hydroclorid dé tan trong nuéc, chira

75 % morphin.

2.2.2. Lién quan giira ciu truc va tac dung duocly :

+ Nhém phenol & vi tri C3

+ Nhém ruou & vi tri Ce

2.2.3. Duvgc dong hoc :

+ Ban chat base yéu. Hap thu dé qua duwdng tiéu hda. Pat Cmax. sau khi udng 30 —
60 ph.

SKD = 25 % khi udng.

+ D& phan phdi vao cdc mé ( ndo, gan, than... ). Thudc qua dugc hang rao mau -
n3o, nhau thai. Gdn khodng 30 % v&i protein huyét tuong.

+ Chuyén hod : chl yéu Ia lién hop véi acid glucuronic & ca 2 vj tri gan —OH (3 va 6
), cho morphin-3-glucuronid ( khong cé tac dung ) va morphin-6-glucuronid ( cé
tadc dung manh gap 2 Ian morphin nhwng vao n3o rat it vi kho tan trong lipid ).
Thuéc ¢6 chu trinh gan - ruét.

+ Thai trir : chd yéu qua than (90 % ) dwdi dang morphin-3-glucuronid; Mét phan



nho thai qua méat, mo héi, nuwdc bot, qua sita me, qua da day. t1/2 cia morphin la
2 - 3 h, ciia morphin-6-glucuronid khoang 4 h.

2.2.4. Tacdung duocly :

2.2.4.1. Tac dung trén TKTW :

a- Tac dung giam dau :

* Pac diém :

+ L3 tdc dung quan trong nhat. Morphin c6 tac dung gidam dau manh, t&rc ché chon
loc va truc ti€p vai té bao TKTW, nhat |a vo ndo.

+ Morphin [am gidm nhitng con dau I&n, dau sdu, dau ndi tang. Thudc it tdc dung
v@i nhirng con dau nhé, dau néng. Liéu giam dau & ngudi : 10 mg/70 kg/24 h.

* Co ché tac dung :

Lién quan dén receptor cia morphin. Tac dung gidm dau clia morphin |a do thuéc
kich thich trén cac receptor m va k.

+ Khi morphin gan vao cac receptor, (rc ch& dan truyén cam giac dau, lam ting
ngudng dau, lam thay doi tinh chat cia cadm gidc dau, lam bién doi trang théi tdm
ly bénh nhan (lo s¢ dau, cho doi dau ).

+ Thudc ciling trc ché vung sau sinap cla cac neuron trung gian, [am mat tdc dung
gay dau cla chat P, lam thay d&i sy gdn va thu hoi ion Ca2+ vao ngon day than
kinh.

+ Morphin trc ché tat ca cac diém chét trén duong dan truyén cam gidc dau clia
hé TKTW nhu : tdy séng, hanh tdy, d6i thj va vé ndo ( vj tri tdc dung cia morphin
va cdc opioid chl y&u nam trong hé TKTW, khac véi NSAIDs nam & ngoai bién ).

+ O ngoai bién, ngoai viéc lam ting ngudng nhan cadm gidc dau, morphin con tc
ché trudce sinap, lam gidm giai phéng cac chat dan truyén than kinh ( do déng
kénh Ca2+).

+ Thudc ciling trc ché vung sau sinap cla cac neuron trung gian, |am mat tac dung
gay dau cla chat P ngoai lai khi tiém.

O vung sau sinap, cac opioid con lam m& kénh K+, 1am thay d6i tinh thdm cua
mang neuron ddi vdi K+, gy wu cuc hda, (e ché tinh chiu kich thich cda cua
neuron va két qua |a |am bién d6i phan |&n hé thdng dan truyén than kinh cla cac
hé cholinergic, adrenergic, serotoninergic va dopaminergic trén hé TKTW.

+ Do morphin cd tac dung gay ngl nén lam tang ngudng dau.



b- Gay sang khoai, giy ngu :

+ Vi lidu diéu tri, morphin gay cdm giadc lang lang dé chiju, thanh than, khoan
khodi, thuw gian nén dé dan tdi sang khoai, dé gay nghién.

Cac co quan nhu thinh gidc, xuc gidac duoc tang cuwdng, nghe tiéng ddng cam thay
dé chiu, nhin céi gi cling thdy mau hong dep.

+ Cam gidc lo au, cang thang, bon chdn so hai do dau gidm; morphin lam thay déi
tu thé, tang cuong tri twdng twong. Bénh nhan ludn & trang thai lac quan va mat
cam giac déi.

+ Morphin cé thé gy gidam hoat dong tinh than va gay ngu, b&nh nhan dan dan di
vao gidc ngu vdi nhiéu gidc mo dep.

Liéu cao (> 20 mg/24 h ) cd thé gdy mé va lam mat tri gidc. Nguoc lai & liu thap (
1-3 mg/24 h) c6 thé gdy hung phan, lam cho bénh nhan mat ng(, nén, tang
phan xa tay.

+ Chinh do khodi cdm ma bénh nhéan sé thich dung va sau nhiéu lan sé bj nghién.
c- Tac dung trén hé ho hap :

* P3c diém tac dung :

+ Morphin tdc dung trén Rp m2 va dnh huwdng truc ti€p dén trung tam ho hap.
Tac dung trén hé hé hap phu thudc rd rét vao liéu : lidu thdp (1 -3 mg/24 h)
thudc kich thich ho hap. O lidu diéu tri, morphin d3 gay tc ché hé hap.

Morphin tadc déng (rc ché tryc tiép 1én cac trung tdm hd hap. Téc dung cang rd
trén bénh nhan dang bi &rc ché hé hap, bi suy hd hap, dang hén mé hodc bi gy
meé.

+ O lidu cao (> 20 mg/24 h ), thudc &c ché manh trung tam hd hap ( kiéu the
bénh ly Cheyne — Stockes ). C6 khi gy liét hoan toan trung tdm ho hap.

+ O thai nhi, tré méi dé, tré con bd, trung tam hd hap rat nhay cdm véi morphin
va cac dan xuat cia morphin. Morphin qua dwgc hang rao nhau - thai, hang rao
mau - ndo, vi vy cdm chi dinh dung thudc cho phu nit cé thai (?), dang cho con bu
va tré em.

(vilam giam stc [dn, su trudng thanh, su thich nghi cla tré so sinh, do d6 tré
thudng bi dé non, suy dinh dudng. Mat khac, tré c6 thé bi réi loan vé hanh vi, mat
ngd, nén, di lédng... do thudc tadc ddng & truc dwdi do6i — tuyén yén, [am gidm tiét
hormon hwdng than )

+ Morphin con &rc ché trung tdm ho, lam gidm cac kich thich, gidm phan xa gay ho.



Tuy nhién tac dung nay khdng manh bang cac dan xuat nhu codein, pholcodein,
dextromethorphan...

+ Gay co that co tron khi ph& quan. Cac thudc phong téa b

( propranolol...) lam ting tac dung gay co that co tron phé& quan cia morphin.

* Coché:

+ Liéu cao morphin lam gidm d6 nhay cta trung tdm ho hdp véi ndng dd CO2
trong mau nén lam gidm c3 bién dd va tan s6 ho hap.

+ Do thiéu 02, dac biét thi€u 02 & ndo s& gay hoat hda céac receptor clia thanh
mach, lam gidn mach ndo, nham lam ting cudong lvgng mau Ién ndo. Tuy nhién
cac mach mau nao gian to lai gdy chen ép hanh nao ( hién twong “cdi chém” )
cang gay trc ché thém trung tdm hé hap.

d- T/dung trén vung dudi dd6iMorphin va cac opioid ndi chung lam mat thang bang
co ché diéu nhiét, lam cho than nhiét gidam nhe. Tuy nhién, khi dung liéu cao kéo
dai, thuéc ¢ thé gay tdng than nhiét.

e- Tac dung ndi tiét :

+ Morphin tac dung ngay tai vung dudi doi, (rc ché gidi phong GnRH (
Gonadotropin — releasing hormone : hormon giai phdng hormon huéng sinh duc)
va CRF ( Corticotropin — releasing factor : yéu t6 gidi phdng hormon huéng vd
thugng than ), do dé ...

do dé lam gidam tiét LH

( Luteinizing hormone ), FSH ( Follicle stimulating hormone ), ACTH

( Adrenocorticotropic hormone ), TSH ( Thyroid stimulating hormone ) va b-
endorphin.

+ Cac opioid kich thich Rp m, lam tang tiét hormon khang lgi niéu ADH ( Anti
diuretic hormone ), trong khi chat chti van cta Rp k lai [am gidm tiét ADH, gay loi
niéu.

f- Co déng tir :

Do kich thich cdc Rp m va k trén trung tdm day than kinh lll ( ddy van nhin ),
morphin va céc opioid cé tac dung gay co dong tlr. Khi ngd ddc morphin cap tinh,
déng t&r co rat manh, nhd nhu dau dinh ghim. Song khi cé ngat thé thi déng tir sé
gian ra.

g- Tac dung gdy budn ndn va non :

Do morphin kich thich tryc ti€p ving nhan cdm hda hoc (Trigger zone, area



postrema ) & vung san ndo that IV, gdy cam gidc budén nén va nén. Vdi liéu cao
thudc cd thé (e ché trung tam nén.

h- Phan xa tuy : tang phan xa.

2.2.4.2. Tac dung ngoai bién :

a- Tac dung trén tim mach :

+ O lidu diéu tri morphin it tac dung trén tim mach, dung duoc cho bénh nhan suy
tim

( nhdi mau co tim ). Tuy nhién cé thé gdy cham mach do kich thich day X va lam
tang giai phéng histamin.

+ Liéu cao gdy gidn mach vanh, ha huyét dp do rc ché trung tdm van mach & hanh
ndo va cling do tang giai phong histamin.

b- Tac dung trén co tron :

+ Co tron cla rudt : trén thanh rudt va dam raoi than kinh cé nhiéu receptor vdi
morphin ndi sinh. Morphin lam gidm nhu déng ruét, lam gidm tiét cac dich ngoai
tiét

( dich mat, tuy, dich rudt ) va ...

va lam tang hap thu nwdc, dién gidi qua thanh rudt, do dé gy tdo bdn, vi vay con
duwoc si dung trong diéu tri ia chdy. Morphin lam co céc co vong ( co Oddi, co
that moén vi, co that hdu mon ), gdy dau qudn bung, tdo bon.

+ Trén cac co tron khdac : lam tang trwong luc, tdng co bdp nén cé thé gay bi dai (
do co that co vong bang quang ), lam xuat hién con kho thd kiu hen trén nguoi
bi hen ( do co that co tron khi, phé quan)

+ Khi dung diéu trj gidam dau & duong tiéu hoa ( con dau quan gan, quan than...)
phai dung phéi hop vdi thudc gidn co tron

(atropin...).

c- Tc dung trén bai tiét

Morphin lam gidm tiét dich mat, tuy, da day, phé& quan, giam tiét niéu. Tuy nhién
lai lam tang ti€t mo hoi.

d- Tac dung trén chuyén hoa :

Morphin lam giam oxy hoad, giam du trit base, gay tich Ity acid trong mau. Vi vay
ngudi nghién mat bi phu, méi, méng tay va mdéng chan tham tim.

e- Tacdungtrénda:

Véi liéu diéu tri morphin gdy gidn mach da va ngira, gdy d6 da & mat, co va nlra



than trén. Mot phan cé thé do thudc lam téng gidi phdng histamin va cac thudc
khang H1-histamin khéng déi lap duoc hoan toan tac dung gidn mach cda
morphin trong khi naloxon déi lap duoc.

2.2.5. Chi dinh :

+ Cac chirng dau : nhirng con dau I&n dir ddi, cap tinh hodc dau khong dap ng
v&i cac thudc gidm dau khac nhu dau sau chan thuong, sau phau thuat, dau quin
gan, dau qudn than do sdi, K giai doan cudi

( dung morphin > 7 ngay ).

+ Shock : shock chdn thuong, sau dé, do thuéc...

+ Tién mé hodc phéi hop khi gdy mé.

+ Nhoi mau co tim cap.

+ Hen tim.

+ Phu phdi cdp thé nhe va vira.

+ Ho (it dung).

+Dilong (it dung ).

2.2.6. Chdng chi dinh :

+ Dau bung ngoai khoa cap khi chwa chan dodn xac dinh ré nguyén nhan.

+ Chan thuong so ndo hodc ting ap luc ndi so

( nguy co lam tang HA, tang 4p luc hop so, co giat ).

+ Hen phé quan.

+ Suy ho hap.

+ Suy gan nang.

+ Tré em dudi 5 tudi.

+ Phu nit c6 thai, dang cho con bu.

+ Phu phdi cap thé nang ( truy mach, nhip thd Cheyne—Stockes ).

+ Ngb doc ruou, thude ngd barbiturat, CO va céc thuéc trc ché hd hap khac.

* Than trong : khi dung cho ngudi cao tudi, mac bénh gan, than man tinh, thiéu
nang tuyén giap, suy tuyén thuong than, ..

* Than trong : ngudi ¢ réi loan tiét niéu — tién liét tuyén ( nguy co bi dai ), nhwoc
co, ngwdi dang 1ai xe, dirng may chuyén ddng, lam viéc trén cao...

2.2.7. TDKMM :

+T4o bon : gdp 100 % trwong hop, do gidm nhu dong, gidm bai tiét dich rudt

+ Budn ndn va ndn ngay tir liéu dau tién : gdp 30 — 60 % s6 bénh nhan. Dy phong :



haloperidol liéu thap

0,5-1 mg/24 h.

+ An than : 50 % truwong hop.

+ Cdc réi loan khac :

- Ngtra ( do lam tang giai phdng histamin ).

- Toat mo hoi.

R&i loan tdm than

(14 1an, 4c mong,

ao giac...).

- Bi dai...

- Yéu co.

- Co that tui mat,

co that khi quan...

2.2.8. Dboc tinh :

2.2.8.1. Doc tinh cap :

a- Triéu ching :

+ Liéu doc trén ngudi ca morphin :

> 0,06 g/lan.

+ Cac triéu chirng clia ngd déc morphin cap tinh xuat hién rat nhanh. Bat dau
bang mét giai doan kich thich ngan ( budn nén, ndn, nang dau, chdng mat, miéng
kh6, mach nhanh va manh );...

Tiép theo la giai doan &rc ché, bénh nhan ngl sdu dan, déng t& co nhd nhu dau
dinh ghim va khéng phan &ng véi anh sang. Nhip thd chdm (2 — 4 lan/ph ), roi
loan hd hap ( kiéu Cheyne — Stockes ), hén mé, da xanh tim, ha than nhiét, nhip
tim cham,

ha HA, gidam hodc mat phan xa, ngirng thé, gidn dong ti. ...

Bé&nh nhan cé thé tlr vong trong vai phut sau khi tiém hodc 1 — 4 h sau khi udng.
NEu hén mé kéo dai c6 thé chét vi viém phdi.

+ Hén mé, dong t&r co nhé nhu dau dinh ghim va suy giam hé héap 1a 3 triéu chirng
thudng gap cha ngd ddc cap tinh morphin.

b- X{ tri cdp clru :

+ Cap ctru phai dya vao tinh trang bénh nhan lic dwa vao bénh vién.

- Hoi strc hé hap : phai bdo dam thdng khi cho bénh nhan bang thé oxy, hé hap



nhan tao. Néu bénh nhan hdn mé phai cho théd may.

- H6i stre tim mach : truyén dich, duy tri 8n dinh huyét 4p.

- Diéu tri dac hiéu :naloxon éng 0,4 mg, tiém IV 1 6ng. Liéu ban dau cd thé téi 2
mg néu ngd ddc ndng. Sau 2 - 3 ph, néu bénh nhan khdng tinh thi cho nhac lai mét
lan 0,4 mg

(cothé tdi4dlidu). Vé sau ...

V@ sau dung naloxon qua dudng tiém IM. Téng liéu naloxon cd thé t&i 10 — 20
mg/24 h. Trong diéu tri ngd déc cap tinh morphin nén dung naloxon truyén IV lién
tuc dé dy phong suy ho hap trd lai vi naloxon cé t1/2 ngén.

- Diéu trj triéu chirng.

2.2.8.2. Ng6 d6c man tinh :

Do dung lau ngay, thiéu chi dinh cht ché va khéng duoc kiém soat.

a- Quen thuéc ( tolerance) :

+ Quen thuéc phu thudc vao liéu dung va sy dung lap lai. Khi dung morphin hoac
opioid |3p di lap lai nhiéu lan va&i liéu diéu tri, thi hiéu qua sé gidam dan, doi hoi
phai dung tang liéu mai gitt duwoc hiéu qua nhu ban dau. ...

Ngudi quen thudc cé thé dung liéu cao gap 10 - 20 Ian so vdi binh thudng. Hién
twong nay goi la quen thuéc. Néu dung liéu cao véi khodng cach ngan, quen thudc
s& xuat hién nhanh. D& lam gidm thiéu sy quen thuéc, phai dung liéu thap va
khodang cach gilra cac [an dung thudc dai hon.

Sy quen thudc thudng xay ra nhanh vai tac dung gidm dau, sang khodi va &rc ché
hé hap. V&i ngudi khéng quen thudc thi liéu 60 mg cé thé lam ngirng hé hap;
nhwng véi ngwdi quen thudc, lieu 2.000 mg dung trong khodng 2 — 3 h van chua
gy dau hiéu (rc ché hd hap cé y nghia. Mrc d6 quen thubc xay ra khdng gidng
nhau gilra cac triéu chirng.

Tac dung sang khodi va (rc ché hé hap sé trd lai vai ngay sau khi ngirng thuéc,
nhung tac dung gay nén thi phai vai thang sau. Téc dé xuat hién va mat di cling
nhu mdc dé quen thudc cé khac nhau gitra cac thudc trong nhdm opioid : ...
methadon lau quen va mc d6 quen cling thap hon so véi morphin. Cé hién
tuwong quen thuéc chéo gitra cac thudc opioid.

+ Co ché : tir khi tim ra morphin ndi sinh, ngudi ta da cat nghia dwoc hién twong
quen thuéc. Chat chd van ndi sinh cta receptor morphin la enkephalin bj gidng



héa qua nhanh, nén khéng gay quen thudc.

Enkephalin (va ca morphin ) kich thich receptor, (rc ché gidi phdng mét s chat
TGHH, rc ch& enzym adenylcyclase, lam gidm sdn xuit AMPc ( cyclic adenosin
monophosphate ) - chat truyén tin th& hai.

Khi dung thudc 13p di 13p lai, co thé phan &ng bang cach ting téng hop AMPc, dé
gidm can bang san xuat adenylcyclase, vi vay liéu morphin sau doi hoi phai cao
hon liéu trudc dé receptor dap (*‘ng manh nhu cii, dan dén hién twong quen
thuéc.

b- Nghién thubc :

+ Khi dung morphin ngoai sinh kéo dai s& dan t&i 2 hdu qua :

- Receptor giam dép &rng véi morphin.

- Co thé gidm san xuat morphin ndi sinh.

Sy thi€u hut morphin néi sinh lam cho ngudi dung phai |é thuéc vao morphin
ngoai lai, do la nghién thudc.

+ Triéu chirng : ngudi nghién morphin thudng cé biéu hién rdi loan vé tdm ly, hay
ndi diéu, ludi biéng, it chd y gitr vé sinh than thé. Bénh nhan hay bj tdo bén, co
déng tl&r, mat ngl, chan &n nén sut can, thiéu mdu, run chan tay, gia trwdc tudi...
Kha ndng dé khang kém, vi vay ho dé bi chét vi cac bénh truyén nhiém.

c- H6i chirng cai thudc :

* Triéu chirng : khi dung morphin dai ngay, co thé phan (rng bang cach ~ téng hop
morphin ndi sinh (endorphin). Ngu@i nghién luén luén “déi morphin”, khi thoi
thudc dot ngdt, morphin ndi sinh khéng du, cac receptor morphin dang trong tinh
trang chong lai sy tac déng thudng xuyén ciia morphin b roi vao trang thai “mat
thing bang”; ...

ty |8 GMPc/AMPc bi d3o nguoc, dan dén mot s6 rdi loan [am sang : va mo hdi,
chay nwdc mat, nwdc mii, nguwdi vat va, dau co, run ray, néi da ga, di cdm, mach
nhanh, tdng HA, tang than nhiét, dau quan bung, budén nén, ndn, ia long, 3o giac,
gidan déng t&r, mat nudc, sut can...

Ngoai ra con cd thé gdp mot s6 réi loan vé than kinh nhu : bdn chén, thao thir,
chan &n, ngdp vat, u sau... Cac biéu hién nay nang nhat |a 36 — 72 h sau khi dung
lieu thudc cubi cing va mat dan sau 2 — 5 tuan. Cac triéu chirng nay sé& mat ngay
sau khi dung morphin.

* Cai nghién morphin :



+ Ngudi nghién can duoc cach ly, két hop lao déng chan tay va tadm ly liéu phap,
dung mot s thudc. Trong thuc té, rat dé tai nghién du d3 cai duoc.

+ Dung thudc loai morphin : phvong phap c6 dién dé cai nghién morphin 1a dung
methadon, mét loai thuéc opioid cé tac dung kéo dai.

- Diéu tri tan cdng : liéu théng thuwong 10-40 mg/24 h, kéo dai 3 — 5 ngay, sau do
bat dau gidm lidu tirng dot, moi dot gidam 5 mg.

- Didu trj duy tri : kéo dai 9 — 12 thang, sau d6 gidm lidu dan réi nglrng han.

+ Khéng dung thuéc loai morphin

- Diéu trj triéu chirng : chéng bodn chdn, vat va bang cac thudc an than ( BZD,
haloperidol... ); chdng dau bang cac thudc gidm dau NSAIDs ( aspirin,
paracetamol...), chéng nén

( metoclopamid ), chéng ia long

(loperamid )...

- DUng clonidin : tai ving nhan luc ( hé vién, locus ceruleus ) cé nhiéu neuron cla
noradrenalin, cdc neuron nay binh thuong bi cac opiat tac dong trén cac receptor
m (rc ché. ...

Khi cai thuéc, cdc neuron noradrenalin dugc thodt (rc ché nén gy céc triéu chirng
cudng giao cam, vi thé sé rat hiéu qud néu dung clonidin, 1a thudc kich thich
receptor a2-drenergic trudc sinap, lam gidm tiét noradrenalin, (rc ché giao cdm.

- Ngoai ra cd thé dung cac thudc déi khang v&i morphin nhu naloxon, naltrexon...
2.2.9. Ché& pham va liéu lvong :

a- Ché& pham :

+ Morphin sulfat : vién nén 10 — 15 — 30 mg; dung dich uéng 10 — 20 — 100 mg/5
ml; vién LA 30 — 60 mg; thuéc dan 5— 10— 20 — 30 mg.

+ Morphin hydrochlorid : 6ng 10 mg.

b- Liéu lwong :

+ Pudng udng : thwdng dung dé gidm dau. Liéu dau tién ( ngudi I&n ) thuwong 1a
30 mg/lan x 2 lan/24h ( cdch nhau 12h ) d6i véi vién LA. ...

Cling ¢4 thé cho BN udng vién nén hodc dung dich 10 mg/lan x 6 1an/24 h ( cach 4
h/lan ). Khi chua dat hiéu qua giam dau, cé thé tang liéu dan.

Khong co gidi han trén cho morphin khi chwa cé TDKMM ( mo mang, buén nén,
tdo bén... ). Tdo bdn rat thuwdng gap, nén dung thém thuéc nhuén trang.



+ Duong tiém : khi dung duong uéng khéng cé hiéu qud hodc bénh nhan khéng
thé uéng dwoc thi dung cach truyén morphin lién tuc vao SC hodc IV.

Liéu truyén SC dau tién bang 1/2 liéu udng. Co thé thay bang tiém SC, cach 4
h/lan. Liéu truyén IV dau tién bang 1/3 liéu uéng. Khong nén dung duwdng IM cho
bénh nhan.

2.2.10. Twong tac thudc :

+ Cam phdi hgp morphin véi cac thude trc ché MAO ( MAO = monoaminooxydase
) vi 6 thé gy truy tim mach, tang than nhiét, hon mé va tl vong. Chi duoc dung
morphin sau khi d3 ngirng thuéc IMAO it nhat 15 ngay.

+ C4c chat vira chd van, vira d6i khang vai morphin nhu buprenorphin, nalbuphin,
pentazocin lam gidam tac dung gidm dau clia morphin ( do (rc ché canh tranh trén
receptor ).

+ Cac thudc chéng trdm cdm loai 3 vong, thudc khang H1-histamin loai co dién,
thudc ngd barbiturat, benzodiazepin, ruou, clonidin lam tang tac dung &rc ché hé
TKTW clia morphin.

2.3. Cac dan xuat ca morphin :

M6t s6 dan xuat ciia morphin nhu thebain, dionin, dicodid, dilaudid, eucodal,
heroin... c6 tac dung giam dau, gay sang khoai, gay nghién nhu morphin. Khéng cé
wu diém gi hon morphin. Ngudi nghién morphin cé thé dung nhitng dan xuat nay
dé thay thé& va nguoc lai.

2.4. Thudc phién toan phan:

+ Tac dung : giam dau, chira ia chay.

+ Cac ché pham : cao opi, bdt opi, bét dover, rwgu opi, rvgu paregoric, siro opi,
siro diacod, siro pectoral...

2.5. Thudc gidm dau giy nghién ban tong ho'p va téng hop :

Trong céng thirc cd gitt lai phan tinh tay, quyét dinh tdc dung duoc ly cia morphin
la:

- Nhan thom.

- Nhan piperidin.

- Nhan thom ndi véi chirc amin bac 3 bdi chudi 3 carbon.

Cac thudc giam dau gay nghién tdng hop ciling cé tdc dung gan giéng morphin (
giam dau, trc ché hd hap, gy ngl va gay nghién...). Khéng cé vu diém gi hon



morphin. Diéu tri ngd doc cap va man tinh nhw véi morphin. Cé hién twong quen
thuéc chéo.

2.5.1. Pethidin :

* Tén khac :petidina, meperidin.

* Biét dwoc : dolargan, dolosal, dolsin, dolantin, lidol...

2.5.2. Loperamid :

2.5 3. Methadon :

* Biét dwoc : dolophin, amidon, phenadon...

2.5.4. Fentanyl :

* Tén khac : fentanil, phentanyl citrat.

* Biét dwoc : actig, fentanest, leptanal, pentanyl, sublimaze...

2.5.5. Sufentanyl :

+ Tén khac : sufentanil.

+ Biét dwoc : sufenta...

Tac dung gidm dau manh hon morphin 5.000 lan.

2.5.6. Alfentanil :

+ Biét dwoc : alfenta...

2.5.7. Remifentanyl

2.5.8. Promedon

( hydroclorid ) :

2.5.9.Propoxyphen:

* Biét duoc : darvon...

2.5.10. Tramadol :

* Biét dwoc : topalgic, ultram...

2.5.11. Céc opioid cé tac dung hon hop : Vira hiép dong, vira ddi lap, hodc hiép
déng mét phan

( agonist — antagonist; partial agonist ). Cé nhiéu thuéc gan trén receptor m, tranh
chap véi morphin va céc opioid khac nhung khéng gay téc dung gi, dugc goi la
thuéc d6i lap tranh chép, vi du naloxon, cyclazocin...

Nguoc lai, mot s6 thudc sau khi tranh chap dwoc receptor con cé thé gay ra mot
s6 tac dung duoc ly, hodc trén receptor m, hodc trén cac receptor khac nhu
receptor d, k. Cac thudc dé duoc goi la thudc cé tac dung hdn hop hodc hiép dong



mét phan, vi du pentazocin, nalbuphin, buprenorphin...

2.6. Thudc déi khdng véi opiat : naloxon, nalorphin, pentazocin...

2.6.1. Khai niém chung :

+ Bang cach thay d6i cong thirc hda hoc clia morphin, dic biét & vi tri 17 mang
nhdm N-methyl, nhdm déc hiéu kich thich receptor m, s& dugc cic chat déi
khang.

+ C4c chat nay cd ai lwc manh véi cac receptor ciia morphin, tranh chap receptor
clia morphin nén cé tac dung d6i [ap véi morphin, cac dan chat ctia morphin cling
nhu cac thudc opioid téng hop khac.

Cac thuéc nay lam mat dwoc mét s6 tac dung do morphin gay ra, chi yéu la
nhirng diu hiéu &c ché nhu gidam dau, (c ché hd hap, an than, sdng khodi, ha
huyét ap, co déng tir ...

Ngoai ra ching con lam mat nhirng triéu chirng cai thuéc phién, do d6 duoc dung
dé cai nghién morphin va cac opioid néi chung ( trir heroin ). Thoi gian tac dung
néi chung ngan hon morphin.

+ Cha y : nalorphin khdng con duoc dung trong 1dm sang vi (rc ché hd hap, [am
chdm nhip tim, co déng ttr, sang khoai.

2.6.2. Chidinh :

+ Ngb dodc cap tinh morphin va céc opioid ndi chung.

+ Chan doan nghién morphin.

2.6.3. Cac thuéc :

a- Naloxon hydroclorid :

+ Biét dwoc : nalonee, nalon, narcan, narcanti, narcan neonatal...

b- Natrelxon :

+ Biét duoc:

depad, revia...

c- Levalorphan:

+ Biét dugc : lorphan...

d- Cyclazocin : tdc dung manh hon nalorphin 4 -5 [an.

e- Cyprenorphin : tdc dung manh hon nalorphin 35 lan.

3. MORPHIN NQI SINH :

Hai ndm sau khi tim ra receptor clia opiat, mot s6 cong trinh nghién ctru cho thay



receptor clia morphin con ¢ &i luc rat manh véi mot s6 peptid déc hiéu san cé
trong co thé déng vat, nhirng peptid nay gy ra nhirng tdc dung giéng morphin.
Cac morphin ndi sinh dugc chia thanh 3 ho :

+ Cac enkephalin ( Met-enkephalin va Leu-enkephalin ).

+ Cac endorphin.

+ Cac dynorphin.

M6i loai lai cé tién than khac nhau va phan b8 & nhitng vi tri khac nhau trén hé
TKTW.

BAI30. THUOC GIAM PAU LOAI MORPHIN

1. DAl CUONG

Dau la mot co ché bao vé co thé. Pau la do cdc ngon day than kinh cdm gidc bi
kich thich qua d6 b&i tac nhan vat ly hay hda hoc (nhiét, co, dién, cac acid hay
base...). Duéi anh hudng cla céc kich thich dau, co thé gidi phéng ra mot hodc
nhiéu chat gy dau nhu histamin, chat P, cac chat chuyén hda acid, cac kinin
huyét tuwong (brady kinin, kallidin...).

Thudc gidm dau duoc chia lam 3 loai:

- Thudc gidm dau loai morphin.

- Thudc gidm dau khdng phai loai morphin: paracetamol va thuéc chéng viém
khoéng steroid.

- Thu8c gidm dau ho tro: [ nhitng thudc cé tac dung lam ting hiéu qua gidam d au
hodc giam nhe

tadc dung khéng mong mudn cla cic thudc trén.

2. THUOC GIAM PAU LOAI MORPHIN

Thu6c gidm dau loai morphin cé chung mét dac tinh [a gy nghién, vi vay déu
thudc "bang A, gay nghién", khong ké don qua 7 ngay.

Nhém thudc nay bao gém:

- Opiat: 1a cac dan xuat cta thudc phién (opium), cé tinh chat giéng nhu morphin.
- Opioid: 1a cac chat téng hop, ban téng hop, cé tac dung gidng morphin hodc gan
duwoc vao cac receptor cia morphin.



Nhuwa khd cha qua cdy thudc phién cé chira khodng 25 alcaloid, trong dé morphin
chi€ém 10%, codein gan 0,5%, papaverin 0,8%...

Dwa vao ciu tric hda hoc, céc alcaloid cia thudc phién dwgc chia lam 2 loai:

- Nhan piperidin- phenanthren: morphin, codein..., tdc dung wu tién trén than
kinh trung vong.

- Nhan benzyl- isoquinolein: papaverin

Papaverin khdng gay ngl, tdc dung chi yéu la [dm gidin co tron (mach vanh, tiéu
ddng mach cua tim, phéi, ndo, sgi co tron cda phé quan, rudt, dwdng mat va niéu
quan).

2.1. Morphin

Trong l1am sang dung mudi morphin clohydrat dé tan trong nwdc, chira 75% mo
rphin.

2.1.1. Tac dung

Morphin cé tac dung chon loc vdi té bao than kinh trung wong, dac biét la vd n3o.
Mot s6 trung tdm bi rc ché (trung tdm dau, trung tdm ho hép, trung tdm ho),
trong khi cé trung tdm lai bj kich thich gy co déng tl, nén, chdm nhip tim . Tac
dung cla thudc thay ddi theo loai, gdy hung phan & méo, chudt nhat, loai nhai lai,
cd... nhung (e ché rd & ngudi, cho, thd, chudt lang.

2.1.1.1. Receptor cua morphin (va cdc opioid)

Receptor dac hiéu ciia morphin duwgc tim thay tir cudi 1973, cé 3 loai chinh va moi
loai lai c6 cac phan loai nhé. Gan day, mot receptor méi dwoc phat hién, cd tén la
N/ OFQ receptor. Cac receptor nay cd rat nhiéu & sirng sau tuy séng ctiia dong vat
cé xuong sdng, & nhiéu vung trong than kinh trung wong: Déi thi, chat xdm quanh
cau ndo, ndo gilta. Cac receptor clia morphin con tim thay & trong vung chi phéi
hanh vi (hanh nhan, h6i hai m3, nhan luc, vo ndo), vung diéu hoa hé than kinh
thue vat (hanh ndo) va chirc phan noi tiét (16i gitra). O ngoai bién, cac receptor c6
& tuy thwong than, tuyén ngoai tiét da day, dam rdi than kinh tang. Vé mat diéu
tri, moi receptor duoc coi nhw cé chirc phan riéng.

Tac dung cla céc receptor



Tic dung Loai receptor Tdc dung cua chat  Tic dung ciia chat
dong van doi khang

Giam dau

Trén tuy song Wy, Ky, 8, O Giam dau Khang

Tuy song Iy, Ky, 8 Giam dau Khong
Ho hap I, Giam Khong
Nhu dong ruét 1, K Giam Khong
Tam than « Tang hoat dong Khong

2.1.1.2. Tdc dung trén thén kinh trung wong

* Tac dung giam dau

Morphin la thudc gidm dau manh do lam tadng ngudng nhan cadm gidc dau, thudc
con lam giam cac dap &ng phan xa véi dau. Tac dung giam dau ctia morphin la do
thuéc kich thich trén receptor muy va kappa.

Morphin rc ché tat ca cac diém chét trén dudng dan truyén cdm giac dau cla hé
than kinh trung wong nhu tuy song, hanh tuy, d6i thi va vo ndo. Nhw vy, vi tri tac
dung clia morphin va cac opioid chll yéu nam trong hé than kinh trung wong. Khi
dung morphin, cac trung tam & vé n3o van hoat dong binh thudng, nhwng cdm
gidc dau d3 mat, chirng té tac dung gid m dau cta morphin 13 chon loc. Khac vadi
thudc ngd, khi tat ca cic trung tdm & vo ndo bj rc ché, bénh nhan mdi hét dau.
Tac dung gidm dau ctia morphin dugc tang cwdng khi dung cung thudc an than
kinh. Morphin lam ting tac dung clta thudc té.

* Gay ngu

Morphin lam gidm hoat déng tinh than va gay ngl. Vi liéu cao cd thé gdy mé va
lam mat tri giac.

* Gay sang khoai

Cung v&i tac dung gidm dau, morphin lam mat moi lo 1ang, bon chon, cing thang
do dau gay ra nén ngudi bénh cdm thay thanh than, thu gidn va dé dan t &i sang
khoai.

Morphin lam thay d6i tu thé, lam tang tri twdng twong, ngudi bénh ludn & trang
thai lac quan va mat cam giac déi.

* Trén hé hap

Morphin tac dung trén receptor p2 va anh huwdng truc ti€p dén trung tdm hé hap.
Morphin &c ché trung tdm hd hap & hanh tuy, lam trung tdm nay gidm nhay cdm



V@i CO 2 nén ca tan s6 va bién dd ho hap déu giam. Khi nhiém ddc, néu chi cho
thé O 2 & néng dd cao, cé thé gay ngirng tho.

O tré madi dé va tré con bu, trung tdm hd hap rat nhay cdm véi morphin va cac
dan xuat cia morphin. Morphin qua dugc hang rao rau thai, hang rao mau - nio.
Vi vy, cdm dung morphin va cic opioid cho ngudi cé thai hodc tré em.

Morphin con trc ché trung tdm ho nhuwng tac dung nay khéng manh bang codein,
pholcodin, dextromethorphan...

* Tac dung trén v ung dudi doi

Morphin lam mat thing bang co ché diéu nhiét lam than nhiét gidm nhe. Tuy
nhién, khi dung liéu cao kéo dai, thudc cé thé gy tang nhiét d6 co thé.

* Tac dung néi tiét

Morphin tadc ddng ngay tai vung dudi do6i, &rc ché gidi phéng GnRH (Go nadotrop
in- releasing hormone) va CRF (corticotropin - releasing factor) do dé lam giam LH,
FSH, ACTH, TSH va beta endorphin.

Cac opioid kich thich receptor muy, lam tang tiét ADH (hormon khang niéu), trong
khi chat chi van cha receptor kappa lai lam gidm tiét ADH, gay lgi niéu.

* Co dong tir

Do kich thich cdc receptor muy va kappa trén trung tdm than kinh 11l, morphin va
opioid cé tac dung gay co dong tlr. Khi ngd ddc morphin, déng tlr co rat manh, chi
con nhé nhu dau danh ghim.

* Tac dung gdy budén nén va nén

Morphin kich thich truc ti€p trung tdm ndn & san n3o that IV, gdy cdm gidc buon
nén va nén. Khi dung liéu cao thudc cd thé (rc ché trung tdm nay.

2.1.1.3. Tdc dung ngoagi bién

* Trén tim mach: & liéu diéu tri morphin it tdc dung trén tim mach. Liéu cao lam
ha huyét ap do

trc ché trung tdm van mach.

*Trén co tron:

- Co tron cla rudt: trén thanh ruét va ddm réi than kinh cdé nhiéu receptor vdi
morphin ndi sinh. Morphin lam gidm nhu déng ruét, lam giam tiét mat, dich tuy,
dich rudt va lam tang hap thu nudc, dién giai g ua thanh ruét, do doé gay tdo bon.
Lam co co vong (mdn vi, hau mén....) co that co oddi & chd ndi rudt ta - 6ng mat
chu



- Trén cac co tron khac: morphin lam tang trwong lwc, tdng co bép nén cé thé gy
bi dai (do co that co vong bang quang), lam xuat hién con hen trén ngudi cé tién
st bi hen (do co khi quan).

* Trén da: vdi lidu diéu tri morphin gy gidn mach da va nglra, mat, c6, nlra than
trén nguwoi bénh

bi do.

* Trén chuyén héa: lam gidm oxy hda, giam du trit base, gay tich luy acid trong
mau. Vi vay, nguoi nghién mat bi phu, mong tay va moi tham tim.

2.1.2. Lién quan giiva cdu truc va tdc dung

Hai nhém anh hudng nhiéu dén tac dung cia morphin la:

- Nhédm phenol & vi tri 3: tdc dung giam dau gay nghién s& giam di khi alkyl hda
nhém nay, vi du codein (methyl morphin). N gwoc lai, tdc dung cia morphin sé
duoc tang cwong néu nhém phenol & vi tri 3 bi hda ester, nhu acetyl morphin
(acetyl hoa).

Cong thuc:
fI:Hj
M
1-'!_!
oH
OH O H

- Nhédm ruQu & vij tri 6: tac dung giam dau va doc tinh sé tang 1én nhung thoi gian
tac dung lai gidm di khi nhém nay bj kh&r H d&€ cho nhédm ceton (hydro morphin)
hay bi hda ester, hda ether.

Tac dung gidm dau va gay nghién sé& tang manh khi cd 2 nhém phenol va rugu déu
bi acetyl hda, vi du heroin (diacetyl morphin).

2.1.3.Dwogrc déng hoc

2.1.3.1. Hép thu

Morphin dé hap thu qua dudng t iéu hda, chi y&u & ta trang, hap thu qua niém
mac truc trang song vi phai qua chuyén hda ban dau & gan nén sinh kha dung cla
morphin dung dudng udng thap hon duwdng tiém (chi khoang 25%). Morphin hap
thu nhanh sau khi tiém duéi da hodc tiém bdp va cé thé tham nhap tét vao tuy



séng sau khi tiém ngoai mang cirng hodc trong mang cirng (trong 6ng séng).
2.1.3.2. Phén phéi

Trong huyét tvong, khoang 1/3 morphin gan vdi protein. Morphin khéng & lau
trong cdc mo. Mac du vj tri tdc dung chd yéu cia morphin 1a & hé than kinh tr ung
uwong, nhung chi céd mot lwgng nho qua dugc hang rao mau - ndo vi morphin it
tan trong m& hon cac opioid khac, nhu codein, heroin va methadon.

2.1.3.3. Chuyén héa

Con dudng chinh chuyén héa morphin 1a lién hop véi acid glucuronic & vj tri gan
OH (3 va 6), cho morphin - 3- glucuronid khéng cé tac dung duoc ly va morphin -
6- glucuronid (chat chuyén héa chinh ctiia morphin) cé tac dung gidm dau manh
hon morphin. Khi dung lau, morphin - 6- glucuronid cling duoc tich [uy.

Thoi gian ban thai cha morphin khoang 2 - 3 gio; morphin - 6- glucuronic cd thoi
gian ban thai dai hon.

2.1.3.4. Thai trtr

Morphin thai trir dudi dang nguyén chat rat it. Trén 90% liéu dung duoc thai trir
qua than trong 24 gi¢ dau dudi dang morphin - 3- glucuronid. Morphin cé chu ky
gan - rudt, vi thé nhiéu ngay

sau van con thay chat chuyén hda trong phan va nudc tiéu.

2.1.4. Tdc dung khéng mong muén

Khi dung morphin cé thé gap mot s6 tac dung khdng mong muén:

* Thwdng gap: buén nén va ndn (khoang 20%), tdo bdn, trc ché than kinh, co déng
tl, bi dai...

* [t gdp: (rc ché& ho hap, nglra, todt mo hoi, 14 1an, &c mong, 3o giac, co that tui
mat, co that phé

quan...

Morphin tiém ngoai mang cing it gdy budn ndn, nén, co that dwdng mat hodc
dudng niéu hon khi dung qua cac duong khac.

2.1.5. Ap dung diéu tri

2.1.5.1. Chi dinh

- Gidm dau: dung trong nhirng con dau dit déi cap tinh hodc dau khéng dép rng
v&i cac thudc gidm dau khac (dau sau chan thwong, dau sau phau thuat, dau &
thoi ky cudi chia bénh, dau do ung thu...). P& gidm dau & nhirng bénh khdng chira
khoi dwoc (nhu ung thu thoi ky cudi), cé thé dung morphin qua 7 ngay.



- Phéi hop khi gdy mé va tién mé

2.1.5.2. Chéng chi dinh

- Tré em duwdi 30 thang tudi

- Triéu chirng dau bung cap khéng ré nguyén nhan

- Suy hé hap

- Suy gan nang

- Chan thwong n3o hodc tdng ap luc ndi so

- Hen phé& quan (morphin gay c o that co tron phé quan)

- Ngb ddc rugu cap

- Dang dung céc chat &rc ché monoaminoxidase

2.1.5.3. Than trong

Can chu y khi dung morphin & ngu®i cao tudi, suy gan, suy than, thiéu ning tuyén
giap, suy thuong than, ngudi cd réi loan tiét niéu - tién liét (nguy co bi da i), bénh
nhuoc co.

- Thuéc lam giam s tinh tdo, vi vay khong nén lai xe hodc van hanh may khi dung
morphin.

- Khéng nén dung morphin trong th&i ky mang thai va cho con bu.

2.1.6. Twong tdc thuéc

- Cam phéi hop véi thudc e ché monoaminoxidase vi ¢ thé gy truy tim mach,
tang than nhiét, hon mé va tl&r vong. Morphin chi dwgc dung sau khi d3 ngirng
thuéc MAOI it nhat 15 ngay.

- Cac chat vira chtdi van vira d6i khang morphin nhu buprenorphin, nalbuphin,
pentazocin lam gidam tac dung gidm dau cia morphin (do t&c ché canh tr anh trén
receptor)

- C4c thudc chéng tram cdm loai 3 vong, khang histamin H 1 loai c6 dién, cic
barbiturat, benzodiazepin, rwou, clonidin lam tang tac dung (rc ché than kinh
trung wong ctia morphin.

2.1.7. Boc tinh

2.1.7.1. Béc tinh cép

* Triéu chirng ngo doc:

Cdc biéu hién cta ngd doc cdp morphin xuat hién rat nhanh: ngudi bénh thay
nang dau, chdng mat, miéng khé, mach nhanh va manh, nén. Sau d6 ngt ngay
cang sau, déng t&r co nhé nhu dau danh ghim va khéng phan &ng véi anh sang.



Th& chdm (2 - 4 nhip/ phut), nhip thé Cheyne - Stokes, cé thé chét nhanh trong
vai phut sau tiém hodc 1 - 4 gid sau uéng trong trang thai ngirng thé, mat tim
xanh, than nhiét ha, déng t& gidn va truy mach.

Né&u hdn mé kéo dai cd thé chét vi viém phdi.

HO6n mé, déng tlr co nhd nhu dau danh ghim va suy gidm hé hip la 3 triéu chiing
thudng gap khi ngd déc cac opioid.

* XU tri

Cap clru bénh nhan ngd déc cdp morphin phai dwa vao tinh trang bénh nhan ldc
duoc dua vao bénh vién. Dau tién phai ddm bao théng khi cho bénh nhan bang
thé oxy, hd hap nhan tao... Truyén dich dé gitr vitng huyét ap, néu bénh nhan hon
mé phai cho thd may.

Giai doc bang naloxon (thuéc d8i khang véi morphin). Tiém tinh mach naloxon 1
mL = 0,4 mg cho cd nguwdi I&n va tré em, c6 thé cho liéu ban dau 2 mg néu ngd
ddc nang. Hai - ba phuat sau bénh nhan khong tinh, dung thém 0,4 mg (cé thé tdi 4
lidu), sau d6 dung naloxon qua dudng tiém bap. Téng liéu naloxon cé thé téi 10 -
20 mg/ 24 gio.

Trong x& tri ngd déc cdp morphin nén dung naloxon qua dudng truyén tinh mach
lién tuc d€ du phong suy hd hap t r& lai vi naloxon cé thoi gian ban thai ngan.
2.1.7.2. Boc tinh man

* Quen thudc

Quen thudc phu thudc vao lidu dung va sy dung 13p lai. Ngudi quen thudc cé thé
dung morphin vdi liéu gap 10- 20 lan liéu ban dau va cao hon nhiéu so v3i nguoi
binh thwdng T khi tim ra morphin ndi sinh, ngwdi ta da cat nghia dwoc hién
tuwong quen thuéc: chat chd van ndi sinh clia receptor morphinic la enkephalin bj
giang héa qua nhanh, nén khong gay quen thudc. Enkephalin (va cd morphin) kich
thich receptor, &rc ché gidi phdng mot sé chat trung gian hod hoc, trc ché
adenylcyclase, lam giam san xuidt AMP vong. Khi dung thudc 13p di l3p lai, co thé
phan &ng bang ting téng hop AMP vong, vi vay liéu morphin sau doi hdi phai cao
hon liéu trwdc dé receptor dap &rng manh nhu cii, d6 13 hién twong que n thudc.
* Nghién thuéc

Mot s6 tac gid cho rang khi dung morphin ngoai sinh [au s& dan t&i 2 hau qua:

- Receptor giam dap &ng v&i morphin

- Co thé gidm sdn xuat morphin ndi sinh



Sy thi€u hut morphin ndi sinh lam ngudi dung phai 1é thudc vao morphin ngoai
lai, d6 13 nghién thudc.

Ngudi nghién morphin thudng cé réi loan vé tam ly, ndi diéu, ludi biéng, it chiy
vé sinh than thé. Hay bi tdo bdn, co ddng tlr, mat ngt, chdn an nén sut can, thiéu
mau, run... Khd ning dé khang kém, vi vay ho dé bi chét vi cac bén h truyén
nhiém.

Ngudi nghién luén "ddi morphin", khi théi thuéc dét ngdt, morphin ndi sinh
khéng d0, cac receptor morphinic dang trong tinh trang chdng lai sy tac déng
thuwdng xuyén ctia morphin bi roi vao trang thai "mat thang bang" ; ti 16 GMPv/
AMPv bi da o nguoc, dan dén mot so rdi loan 1am sang: vat va, dau co, dau quan
bung, va mé héi, ndn, ia 1dng, chdy nwdc mii, run, sén gai oc, di cam, tang nhip
tim, tdng huyét ap, tdng than nhiét, gian déng t&r, mat nudc, sut can. Ngoai ra,
con gap mot s6 dau hiéu vé than kinh nhu: thao thirc, bdn chén, chan dn, ngap
vat, u sau. Cac biéu

hién nay nang nhat la 36 - 72 gio sau khi dung liéu thudc cudi cung va mat dan sau
2 -5 tuan.

* Cai nghién morphin

Ngudi nghién can duoc cach ly, két hop gitra lao déng chan tay véitam |y liéu
phdp va dung thudc. Trong thuc té, du d3 cai duwgc cling dé bi nghién lai.

- DuUng thuéc loai morphin

Phuong phdp cé dién dé cai nghién morphin la dung methadon, mot opioid cé tac
dung kéo dai. Methadon cé tac dung lam nhe con déi ma tdy, phong tdéa tac dung
gay khodi cdm cua cdc chat dang thubc phién do do6 lam céc triéu chirng cda hoi
chirng cai xay ra @ém dém hon, nhe nhang hon va khéng thoi thdc tim ma tay cép
bach & nguoi nghién.

Viéc diéu tri bang methadon duoc chia lam 2 giai doan:

Diéu tri tdn cong: liéu thudng dung tir 10 - 40 mg/ngay (khong qua 120 mg/ngay),
kéo dai 3 - 5 ngay, sau d6 bat dau giam liéu tirng dot, moi dot giam 5 mg.

Diéu trj duy tri: kéo dai tir 9 - 12 thang, sau d6 giam dan liéu réi ngirng han.

Hién nay, dang dung th{ levomethadyl aceta t (L - a - acetylmethadon) trong cai
nghién heroin vi thuéc ¢ thoi gian tac dung rat dai, 3 ngay mai can uéng 1 lan.

- Khéng dung thuéc loai morphin

. Diéu trj triéu chirng: chéng bdn chon, vat va bang benzodiazepin hay thudc an



than kinh. Chéng dau bang cac thudc gidm dau phi steroid (aspirin, paracetamol).
Dung loperamid (la opioid it tdc dung trén than kinh trung uvong) dé chéng tiéu
chady. Chéng nén, chéng mat ngd...

. Diéu tri bang clonidin: tai viing nhan luc (locus ceruleus) cé nhiéu noron cla
noradrena lin, cac noron nay binh thwdng bi cac opioid tac dong trén cac receptor
muy trc ché. Khi cai thudc, cdc noron noradrenalin duoc thoét (e ché, gy nén céc
triéu chirng cudng giao cadm, vi thé sé rat hiéu qua néu dung clonidin, thuéc
cudng a2 adrenergic trwdc s ynap, c6 tac dung lam gidm tiét noradrenalin.
Clonidin thudng dwoc dung 0,1 mg/ 1an, mdi ngay 2 1an (t6i da 0,4 mg/ngay),
trong 3- 4 tuan.

Ngoai ra cé thé dung cac thudc d6i khang véi morphin nhu naloxon, naltrexon.
2.2. D3n xuat cia morphin

Mot s& dan xuat cla morphin nhu thebain, dionin, dicodid, eucodal... cé tac dung
giam dau, gay sang khodi, gdy nghién nhu morphin. Ngudi nghién morphin cé thé
dung nhi*ng dan xuat nay dé thay thé. Dic biét cé heroin gy nghién manh hon
han nhirng dan xuat khac nén khong dung | am thuéc. Khdng cai heroin duoc.
2.3. Cac opioid thwong dung

2.3.1. Pethidin (meperidin, dolosal, dolargan)

2.3.1.1. Tdc dung

- Sau khi uéng 15 phut, pethidin d3 c6 tac dung gidam dau mac du khéng manh
bang morphin (kém 7- 101an). it gy non, khdng gy tdo bdn. Khong gidm ho,
pethidin cling gay an than, lam diu, &rc ché hé hap nhu morphin.

- Pethidin lam gidm huyét dp, nhat 13 & tu thé dirng, do lam gidm strc cdn ngoai vi
va lam giam hoat déng cuia hé giao cam.

Khi dung qua dudng tinh mach, pethidin lam tang lvu lwgng tim, lam tim dap
nhanh, do d6 cé thé nguy hiém cho ngudi bi bénh tim.

- & dwdong mat, thube 1am co thit co oddi, vi vay khi dau dudng mat phai dung
thém atropin.

2.3.1.2. Duoc déng hoc

Hap thu dé qua cac dudng dung. Sau khi udng, khodng 50% pethidin phai q ua
chuyén hda ban dau & gan. Thoi gian ban thai |3 3 gio.

Gan vdi protein huyét tvong khoang 60%

Pethidin it tan trong lipid, nén cé ai lwc v&i than kinh trung wong yéu hon



morphin.

2.3.1.3. Tdc dung khéng mong muén

Pethidin it d6¢c hon morphin

Thudong gép: Bubn ndn, ndn, khd miéng.

Hi€ém gap cdc tdc dung khéng mong mudn trén than kinh trung wong nhu buén
ngu, suy giam hd hap, ngat.

2.3.1.4. Ap dung diéu tri

- Chi dinh: gidm dau, tién mé

- Chéng chi dinh nhw morphin

- Lieu lvgng: udng hodc dat hau mén 0,05g m 6i [an, ngay dung 2 - 3 [an

Tiém bap 1 mL dung dich 1%, liéu t6i da: 0,05 g mbi lan, 0,15g trong 24 gid.
2.3.1.5. Twong tdc thubc

- Dung pethidin cung MAOI gay nguy hiém: (tc ché€ manh hé hdp, hdn mé, sét cao,
ha huyét ap,

co giat ....

- Clopromazin lam tdng tac dung &rc ché hd hap cta pethidin

- Scopolamin, barbiturat va rwgu lam tang déc tinh cla pethidin, do d6 phai giam
lieu pethidin khi dung déng thoi.

2.3.2. Methadon (dolophin, amidone, phenadon)

La thudc téng hop, tac dung chd yéu trén receptor muy

2.3.2.1.Tdc dung

Methadon c6 tac dung twong tw morphin nhung nhanh hon va kéo dai hon, it gay
tdo bon. Gay gidm dau manh hon pethidin. Dé gay budn nén va nén.
2.3.2.2.Dwgc déng hoc

Hap thu t&t qua duwdng tiéu hda, 90% gan véi protein huyét tuwong. Nhd cé nhédm
c eton va amin trong ciu tric nén methadon ¢4 lién két déng hda tri bén vai
protein n3o. Thubc cé thé tich luy néu dung lién tiép. Chuyén hda qua gan véi
phan rng N - khir methyl. Thai trir qua nuéc tiéu va

mat. Thoi gian ban thai khoang 15 - 40 gio.

2.3.2.3.Tdc dung khéng mong muén

Tac dung khong mong mudn va ddc tinh giong nhw morphin. Khi dung kéo dai,
methadon cé thé lam ra nhiéu mé hdi, tdng bach ciu lympho, tdng néng do
prolactin, albumin va globulin trong mau.



2.3.2.4.Ap dung diéu tri

Trén 1am sang, metha don dugc dung dé gidm dau va cai nghién morphin, heroin
Lidu lwong: udng mai lan 2,5 mg, ngay 2 - 3 1an, tuy thudc mirc d6 dau va phan
&rng cta bénh nhan.

2.3.3.Fentanyl (Submimaze, Fentanest, leptanal)

Thuéc tdng hop, tadc dung chd yéu trén receptor muy

2.3.3.1.Tdc dung

Fentanyl gidam dau manh gap 100 [an morphin, tdc dung nhanh (khodng 3 - 5 phat
sau khi tiém tinh mach) va kéo dai 1 - 2 gio.

2.3.3.2.Duoc ddéng hoc

Thudc chi dung tiém bap hoic tinh mach. 80% fentanyl gan véi protein huyét
tuwong; phan bé mdt phan trong dich ndo tuy, rau thai va sita.

Fentanyl bi chuyén hda & gan va mat hoat tinh. Thai trir qua nwdc tiéu
(khoang10% dudi dang chwa chuyén hda).

2.3.3.3.Tdc dung khéng mong muén

Khoang 45% truwong hop diéu tri véi fentanyl cé thé xuat hién tdc dung khong m
ong mudn.

- Toan than: chédng mat, ngl lo mo, 16 1an, 4o giac, ra mod hoi, dd birng mit, sang
khoai.

- Tiéu hda: budn ndn, ndn, tdo bén, co that tdi mat, khé miéng.

- Tudn hoan: chdm nhip tim, ha huyét dp thodng qua, danh tréng nguc, loan nhip .
- H6 hap: thd nhanh, suy hé hap, ngat thé

- Co xuwong: co cirng co bao gobm co 16ng nguec, gidt rung

- Mé&t: co dong tlr

2.3.3.4.Ap dung diéu tri

* Chi dinh

- Giam dau trong phau thuat.

- Phéi hop véi droperidol dé gidm dau, an than

- Phéi hop trong gay mé.

* Chéng chi dinh

- Cac trvdong hop dau nhe (cé thé dung cac thubc gidm dau khac nhw
acetaminophen)

- Nhuwoc co



- Than trong trong cac trudng hop: bénh phéi man tinh, chadn thwong so n3o va
tadng ap luc so ndo, bénh tim, tram cdm, phu nit cd thai.

Fentanyl dwoc chi dinh d6i v &i phu nit cho con bd, mac du thudc cé mat & trong
stta me nhung véi liéu diéu tri fentanyl khong dnh hudng dén tré dang bu.

* Liéu luvgng

- DUng cho tién mé: 50 - 100 pg, c6 thé tiém bap 30 - 60 phut trudc khi gy me.

- Giam dau trong phau thuat: 0,07 - 1,4 g/ kg thé trong, c6 thé nhac lai trong 1 -
2 gio néu can.

2.3.3.5.Twong tdc thuéc

- Cac thudc e ché than kinh trung wong nhu ruou, thuéc ngd, thudc mé,
phenothiazin... lam tang

tac dung giam dau cla fentanyl.

- Fentanyl lam gidm hap thu cia mét s6 thudc nhu metoclopamid, mexiletin... khi
dung phéi hop.

- Huyét ap gidam manh khi phéi hop fentanyl vai thudc (rc ché B- adrenergic va
thuéc chen kénh calci.

Sulfentanyl (Sufenta)

- Tac dung va chi dinh twong tu fentanyl. Manh hon fentanyl 10 Ian, cling gy
clng co.

- Gan vdi protein huyét twong trén 90%, thoi gian ban thai 2 - 3 gid.

- Thwong tiém tinh mach 8 pg/ kg

Alfentanil (Alfenta)

Tac dung nhanh va ngan hon sufentanyl nén con dung theo dwdng truyén tinh
mach. Thuwong dugc dung dé khdi mé va giam dau, phéi hop véi thudc mé loai
barbiturat, nitooxyd.

2.3.4.Propoxyphen

2.3.4.1.Tdc dung

Propoxyphen cé cong thirc gan gidng methadon, tac déng chl yéu trén receptor
muy. Tac dung gidm dau kém, chi bang 1/2 dén 2/3 codein: 90 - 120 mg
propoxyphen hydroclorid theo dudng udng, cé tac dung giam dau tuong tu 60 mg
codein hoac 60 mg aspirin.

2.3.4.2.Duwgc déng hoc

Sau khi udng 1 - 2 gi®, thudc dat dwgc ndng d6 t6i da trong mau. Chuyén hda chi



yéu qua gan, nhd phan &ng N - khir methyl. Th&i gian ban thai tir 6 - 12 gid. Chat
chuyén hda la norpropoxyphen cé thdi gian ban thai dai hon (khoang 30 gid).
2.3.4.3. Tdc dung khéng mong muén

Propoxyphen cé thé gay trc ché hé hap, co giat, hoang tudng, 3o giac, doc voi
tim... khi dung.

2.3.4.4. Ap dung diéu tri

Dung dé gidm dau nhe va trung binh. Propoxyphen thudng dugc phéi hop vdi
aspirin hoac acetaminophen.

2.3.5.Cdc opioid co tdc dung hén hop : vira hiép dong- vira ddi 1ap, hodc hiép
ddéng mot phan (Agonist- antagonist; partial agonist)

Cé nhiéu thudc gén trén receptor muy, tranh chap véi morphin va cac opioid khac
nhwng khéng gay tac dung gi, duoc goi la thudc d6i 1ap tranh chap, vi du naloxon,
cyclazocin... Ngugc lai, mét

s6 thudc sau khi tranh chap dugc receptor con cé thé gay ra mot s6 tac dung
duwoc ly, hodc trén receptor muy, hoac trén cac recept or khac nhu delta va kappa.
Cac thubc d6 duoc goi la thudc céd

tac dung hon hop hodc hiép ddng mdt phan, vi du: pentazocin, nalbuphin...
2.3.5.1. Pentazocin

Pentazocin |a mot dan xuat benzomorphan, cau tric cé nhiéu diém gidng
morphin.

* Tac dung

Thudc c6 tac dung doi khang tai receptor muy nhwng lai c6 tac dung hiép déng tai
receptor kappa 1, gy an than , gidam dau va t&rc ché h6 hap

Tac dung gidm dau nhu morphin nhwng khéng gay sang khodi. Khi dung liéu cao,
pentazocin lam tang huyét ap va nhip tim.

* Dugc dong hoc

Hap thu dé qua duwdng tiéu hda. Sau khi udng 1 - 3 gi®, thudc dat dwoc ndng d6
t&i da trong mau. Thoi gian ban thai khodng 4 - 5 gid. Vi phai qua chuyén hda lan
dau & gan nén chi 20% pentazocin vao dugc vong tuan hoan. Thudc qua duorc
hang rao rau thai.

* Tac dung khéng mong mudn

Pentazocin cd thé gay ra mot s6 tac dung khdng mong muén: an than, va mo hoi,
chédng mat, buén nén va nén... Thudc &c ché hé hap khi dung & liéu cao.



* Ap dung diéu tri

Thubc dugc chi dinh trong nhirng con dau ndng, man tinh h odc khi ngudi bénh
khéng dung dwogc cac thudc gidm dau khac.

Thuong dung dung dich pentazocin lactat chira 30 mg pentazocin base/ 1 mL.
Tiém tinh mach hodc dwdi da 30 mg madi [an, sau 4 gi®r cé thé tiém lai.

Hién nay ¢ nhitng ché phdm phdi hop gilta pentazocin véi aspirin hay
acetaminophen.

2.3.5.2. Buprenorphin

La thudc tdng hop, dan xuat cla thebain. Buprenorphin hiép dong 1 phan trén
receptor muy, cé tac dung gidm dau manh hon morphin tir 25 - 50 lan.

Hap thu dé qua cac duwdng dung: udng, dudi ludi, tiém bap... Gan vai protein
huyét twong khodng 96%, thoi gian ban thai 3 gio.

Puoc dung dé gidm dau trén 1am sang. Thudng tiém bdp hoic tinh mach 0,3 mg
moi [an, ngay dung 3- 4 lan.

2.4. Thudc doéi khang véi opioid

Thay ddi cong thirc héa hoc cha morphin, dac biét & vi tri 17 mang nhém N -
methyl, nhdm d3c hiéu kich thich receptor muy, s& dwoc cadc chat doi khang. Vi
du:

Morphin = nalorphin

Levorphanol - levallorphan

Oxymorphon = naloxon, naltrexon

Cac chat nay déi 1ap duoc cac tac dung do morphin gay ra, chl yéu la nhirng dau
hiéu (rc ché nhu gidm dau, trc ché hé hap, an than, sang khoai. Thoi gian tac dung
néi chung ngan hon morphin.

Nalorphin khéng dwgc dung trén 1dm sang vi rc ché hé hap, lam chdm nhip tim,
co dong tlr, sang khoai.

2.4.1. Naloxon (nalonee, narcan, nar canti)

2.4.1.1.Tdc dung

Khac véi levallorphan hodc nalorphin, naloxon it hoac khéng cé hoat tinh chi van.
O ngudi d3 dung lidu 1&n opioid, naloxon d6i khang phan 1én nhitng tac dung
khéng mong mudn cla opioid nhw &rc ché hd hap, an than, gay ngu...

Khi dung, naloxon cé thé gay ra hdi chirng thi€u thuéc sém & ngudi nghién opioid,
tuy vay dung liéu cao sé& ngdn chan duwoec triéu chirng suy hd hap trong héi chirng



nay.

2.4.1.2. Duoc déng hoc

Mé&c du duoc hap thu dé qua duwdng tiéu héa nhung naloxon bj chuyén héa & gan
trwdc khi vao vong tuan hoan nén liéu uéng phai I&n hon nhiéu so vdi liéu tiém.
Thudc cé tdc dung nhanh (1 - 2 phat sau khi tiém tinh mach) thoi gian tac dung
phu thudc vao liéu va dudng dung.

Sau khi tiém, naloxon phan b6 nhanh vao cdc mé va dich co thé. Thoi gian ban
thai la 60 — 90 phut.

2.4.1.3. Tdc dung khéng mong muén

- Tim mach: tdng huyét ap (cé khi giam huyét ap), nhip tim nhanh, loan nhijp that.
- Than kinh trung wong: mat ngq, kich thich, lo du

- Tiéu hda: budn ndn, ndn

- Nhin mo, ban do ngoai da.

2.4.1.4. Ap dung diéu tri

Naloxon dugc dung dé diéu tri ngd déc cap cac opiat va opioid, cai nghién opioid
Phai hét strc than trong khi dung naloxon cho ngudi cé bénh tim mach, phu nit cé
thai va cho con bu.

Lidu lvong; ngudi 1dn: 0,4 - 2 mg, tiém tinh mach, 2 -3 phat tiém nhac lai néu can.
Téng liéu 10 mg.

Vi thoi gian tac dung clia naloxon rat ngan (60 - 90 phut) nén can truyén lién tuc
naloxon khi bénh nhan ngd doc opium nang.

2.4.2. Naltrexon

D6i khang vai opioid manh hon naloxon, thuwdng dung dwdng udng. Nong do toi
da trong mau dat duoc sau 1- 2 gio. Thoi gian ban thai la 3 gio.

Naltrexon duoc chuyén hda thanh 6 - naltrexon (cé hoat tinh sinh hoc yéu hon
nhung thoi gian ban thai dai hon, khoang 13 gio).

Naltrexon duoc dung dé cai nghién opioid (udng 100 mg / ngay), cai nghién ruwou
(ph6i hop véi disulfiram).

2.5. Morphin néi sinh

Hai ndm sau khi tim ra receptor cla opiat, mot s6 cdng trinh nghién ctru cho thay
receptor cla morphin con ¢ &i luc rat manh véi mot s6 peptid dic hiéu san cé
trong co thé déng vat, nhirng peptid nay gy ra nhirng tdc dung giéng morphin.
Cac morphin ndi dwoc chia thanh 3 ho:



- Enkephalins (Met - enkephalin va leu - enkephalin)

- Endorphins

- Dynorphins

M6i loai cé tién than khac nhau va phan b8 & nhitng vi tri khac nhau trén than
kinh tru ng uvong.

Cac morphin ndi sinh hoat dong nhu mot chat dan truyén than kinh, hodc chat
diéu bién cla dan truyén hoic 1a hormon than kinh. Vi thé, ching tham gia vao
cac co ché gidm dau, cac cdm gidc thém muén (dn uéng, tinh duc), cdc qua trinh
cam xuc, tdm t han, tri nhd.

O tuy s6ng, morphin ndi sinh trc ché giai phéng chat P, 13 mot decapeptid (10 acid
amin) duwgc gidi phdéng tai ngon day cadm gidc & sirng sau tuy sdng. Chat P cé vai
tro kiém tra dwdng cdm gidc truyén vao va kich thich cdc noron van dong cda
sirng trudec dé gay phan xa tu vé.

Cac enkephalin 13 pentapeptid cé tac dung giam dau rat ngan vi bj gidng hoa
nhanh trong co thé nh& cdc enzym: dipeptidyl amino peptidase, aminopeptidase
va enkephalinase. Cac endorphin cé 4 loai, nhung chi cé beta endorphin cé t ac
dung gidm dau manh va lau (3 - 4 gi®) vi twong d6i

virng bén.

3. THUOC GIAM PAU KHONG PHAI LOAI MORPHIN : (xin xem bai thu8c ha s6t -
gidm dau- chéng viém).

4. THUOC GIAM PAU HO TRO'

Thudc gidm dau ho tro cé tac dung hiép dong, lam ting tac dung gidm dau clia cac
opioid va thudc gidm dau chong viém khong steroid. Cac thudc nay déc biét hiéu
qua déi véi dau do nguyén nhan than kinh.

4.1. Thudc chéng tram cam:

Tac dung gidm dau khéng phu thudc vao tac dung chéng tram cdm. Thuong dung
trong cac trwong hop dau ké o dai, cé lién quan dén bénh ly than kinh.

Nhém thudc cé tac dung tét nhat la thudc chdng tram cam loai ba vong (xin xem
thém bai thu6c chéng trdm cam).

4.2. Thudc chéng ddng kinh

Pé giam dau trong bénh than kinh do ddi thdo dudng, dau sau zona, dau day t
han kinh, du phong con dau nlra dau (migraine) cé thé dung céc thudc:
phenytoin, carbamazepin va valproat (xin xem thém bai thuéc chira ddong kinh).



5. NGUYEN TAC SU DUNG THUOC GIAM PAU

5.1. Chon thudc

Thudc gidm dau chi diéu trj triéu chirng, thubc cd thé che 1ap cic diu hiéu cua
bénh trong khi bénh van tién trién nén phai hét sitc can nhac khi st dung thudc
giam dau. Khi lywa chon thudc can chd y dén cuwdng do va ban chat cla dau. T6
chirc Y t& Thé gidi khuyén cdo nén udéng thudc theo bac thang giam dau:

- Bac 1 (dau nhe): dung thuéc gidm dau khéng phai opioid nhu paracetamol,
thuéc chéng viém khéng phai steroid.

- B4c 2 (dau vira): phéi hgp thudc loai opioid yéu (codein, oxycodon) vdi
paracetamol, thudc viém khdng steroid hodc thudc giam dau ho tro.

- Bac 3 (dau nang): dung thuéc gidm dau loai opioid manh : morphin,
hydromorphon, methadon... ph&i hop véi thudc chéng viém khéng steroid.

5.2. Puong dung thudc

Théng thudong nén dung dwdng udng. Tuy nhién, trong cac con dau nang, cap tinh
hodc sau phau thuat 1&n... phai dung ngay cac thuéc gidm dau manh loai opioid
qua duong tiém dé tranh s6c vadnh hudng xau cla dau dén tién trién cda bénh .

BAI31. THUOC PIEU TRI TANG HUYET AP

1. HUYET AP VA BENH TANG HUYET AP
1.1. Huyét ap



Huyet ap

Tu diéu hoa
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Vai tro cla than trong kiém tra thé tich tuan hoan:

Khi p lwe tuwdi mau cho than bi giam, sé cé su phan phdi lai mau trong than, kém
theo

lam giam &p lwc mao mach than va hoat tinh giao cdm (thdng qua receptor B) dan
dén san xuat renin tir d6 tang san xuat angiotensin, gay ra:

- Co mach

- Kich thich sdn xuat aldosteron lam gilr Na + va nudc

Tang huyét ap thwong dwoc chia thanh hai loai:

- Tang huyét ap th& phat: khi huyét dp ting chi la mot triéu chirng cda nhirng tén
thuvong & mét co quan nhu: than, ndi t iét, tim mach, ndo... Diéu tri nguyén nhén,
huyét 4p sé tré lai binh thuong.

- Tang huyét ap nguyén phat: khi nguyén nhan chua rd, luc d6 dwoc goi la bénh
tang huyét ap.

Co ché& bénh sinh cla tdng huyét dp rat phirc tap. Huyét ap phu thudc vao luu
lwgng cla tim va strc can ngoai vi. Hai yéu té nay lai phu thudc vao hang loat cac
yéu td khac, nhu hoat ddng clia hé than kinh trung wong va than kinh thyc vat,



cla vo va tuy thuwong than, ciia hormon chéng bai niéu (ADH), cta hé renin -
angiotensin - aldosteron, cda t inh trang co tim, tinh trang thanh mao mach, khéi
lwgng mau, thang bang mudi va thé dich v.v...

Mot yéu td quan trong trong tdng huyét dp 1a long cdc ddng mach nhé va mao
mach thu hep lai. Phan I&n khéng tim duoc nguyén nhan tién phat cda tang huyét
ap, vi vay phai dung thudc tac dong 1én tat cd cdc khau cla co ché diéu hoa huyét
ap dé lam gidn mach, gidm lvu lwong tim dan dén ha huyét ap (xem hinh). Tat ca
déu I3 thuéc chira triéu chirng va nhiéu thudc d3 dwoc trinh bay trong cac phan
cé lién quan (xem bang b).

Bang 24.1: Phan loai cic thubc ha huyét dp theo vi tri hodc co ché tac dung

1. Thudc lgi niéu: lam gidm thé tich tuan hoan:

- Nhém thiazid

- Thudc lgi niéu quai

2. Thudc huy giao cam:

- Tac dung trung wvong: methyldopa, clonidin

- Thudc liét hach: trimethaphan

- Thudc phong tod noron: guanethidin, reserpin

- Thudc chen &: propranolol, metoprolol

- Thudc huy a: prazosin, phenoxybenzamin

3. Thudc gidn mach truc tiép:

- Gian déng mach hydralazin, minoxidil, diazoxid

- Gian dong mach va tinh mach: nitroprussid

4. Thudc chen kénh calci :Nifedipin, felodipin, nicardipin, amlodipin.

5. Thudc trc ch& enzym chuyén angiotensin Captopril, enalapril, ramipril.

6. Thudc doi khang tai receptor angiotesin Il Losartan, Irbesartan

2. THUOC CHEN KENH CALCI

2.1. Khai niém vé kénh calci

Noéng dé Ca ngoai té€ bao 10.000 Ian hon trong té bao (10 -3 M so v&i 10-7 M) vi
khi nghi mang té bao hau nhu khéng tham véi Ca, dong thoi cé bom Ca clng véi
sy trao d6i Na + - Ca++ day Ca++ ra khéi té bao.

Ca vao té bao bang 3 duong (kénh):

2.1.1. Kénh hoat dong theo dién ap (voltage operated chanel -VOC hoac con goi la
POC: potential operated channel): hoat déng theo co ché “tat cd hodc khdng c6



gi” (hodc hoan toan m& hodc hoan toan khép kin) gay ra do su kh(r cwc mang (tur -
90mV Ién - 40mV). Thudc ho kénh loai ndy con cé ca kénh Na+, K+. Tuy vao suw dan
(conductance) va sy cam thu (sensitive) véi dién thé, kénh VOC con duoc chia
thanh 4 loai kénh:

- Kénh L (long acting): c6 nhiéu trong co tim va co tron thanh mach

- Kénh T (transient): cé trong cac tuyén tiét

- Kénh N (neuron): cé trong cdc noron

- Kénh P (purkinje): cé trong purkinje tiéu ndo va noron. Kénh T, N va P it cdm thu
v&i thudc chen kénh Ca.

2.1.2. Kénh hoat dong theo receptor (receptor operated channel -ROC): dap ing
v&i cac chat chd van.

2.1.3. Kénh do:

Trdi vdi 2 kénh trén, kénh nay luén dwgc md cho qua luéng Ca nho, nhung lién
tuc.

Ca té bao hodc vao luwdi bao tuwong va tir ludi bao twong ra, lam cho néng do Ca
trong bao twong tir 10-7 M (ndng d6 gidn co) tdng 1én 10 -5M (néng d6 co co), sé
két hop dwoc vdi calci protein (troponin/calmodulin -CaM) va gy ra nhiéu tac
dung sinh ly.

2.2. Vai tro sinh ly cia Ca trén tim mach

10°M Ca~ VOC
1
Y
Din truyen nhi that [ Ca™ 10°'M =10°M I
“'“—-
S Troponin Calmodulin
Tinh ty dong tim + l i # nhip bao/ xuit bao
Prot. Co bop Proteinkinase
‘ enzyme ;Irf_vl:'u phong TGHH

Co bop fim Ch.hoa co co tron thanh mach

Hinh 24.1: Vai tro ct a Ca++ sau khi qua kénh



Trén co tim, Ca++ gin vao troponin, lam mat tac dung trc ché cla troponin trén
chirc nang co bdp, do dé cdc soi actin cd thé twong tac vdi myosin, gay co co tim.
Trén co tron thanh mach, khi calci néi bao tang sé tao phirc véi calmodulin, phtrc
hop nay sé hoat hda cac protein-kinase (phosphoryl héa myosin kinase chudi
nhe), thic ddy sy tuong tac gilra actin va myosin, gay co co tron thanh mach
(Hinh 24.1)

Sau khi tadc dong, néng dd Ca 2+ ndi bao sé gidm do Ca 2+ dwgc bom lai vao tui
lwdi ndi bao hodc day ra khéi té bao do bom va do trao ddi vdi Na +.

Sy trao d6i Na+/Ca2+ cd thé thuc hién ca hai chiéu: Na + vao Ca2+ ra, hodc Na+ra
Ca2+ vao. Trong diéu kién sinh ly binh thwdng Na + vao va Ca2+ ra, nghia |3 sy
trao doi nay cd vai

tro chinh trong viéc gitt néng d6 Ca 2+ thip trong té bao. Khi cé & tré Na + trong
té bao (thi du digitalis phong tda bom Na +) thi hoat déng theo chiéu nguoc lai:
Ca 2+ vao té bao dé

trao doi vai Na+ di ra, gdy tdc dung tdng co bép tim.

Khac vdi kénh Na +, kénh calci chiu an h huwdng rat manh cta cac yéu td ngoai lai
(trung gian hda hoc, hormon) va cdc yéu té ndi tai (pH, ATP). Néi chung, cac kénh
Ca chi hoat

dong khi trudc dé cé phosphoryl hda. Sy phosphoryl hdéa phu thudc vao hoat tinh
cla adenylcyclase.

2.2. Cac thudc chen ké nh calci

Fleckenstein (1964) lan dau tién dua ra khai niém chen kénh calci khi mé ta tac
dung ctia verapamil trén té& bao co tim, 1a thuéc duwoc tdng hop phdng theo cong
thirc ciu tao clia papaverin. Cac thudc thudc nhdm nay gan dac hiéu trén kénh va
phong tdéa kénh, tuy ciu tridc hda hoc rat khac nhau.

2.2.1. Phan loai

Theo c4u truc hda hoc va dic diém diéu tri, cé 3 nhdm théng thuwong.

Sau d4 lai chia thanh thé hé: thé hé 1 1a thudc chen kénh Ca & mang té bao va
mang tui lwdi ndi bao; thé hé 2 tic dung nhu thé hé 1 nhwng chon loc trén té bao
co tron thanh mach hoac tim hon. Tac dung kéo dai.

Bang 24.2: Cac thuéc chen kénh calci



Nhom hoa hoc Tdac dung dic hienw | The he 1 Thé hé 2

Felodipin
Nicardipin

Dihvdropyridin Déng mach > tim | Nifedipin Nimodipin
Amlodipin

Benzothiazepin Dong mach =tim | Diltiazem Clentiazem

Phenyl alkyl amin Tim > Dong mach | Verapamil Gallopamid
Anipamil

Thudc cé tac dung trén ddng mach manh hon trén tim do lam gidn mach nhanh va
manh, dé gy ha huyét 4p nhanh, dan d&n phan xa lam tdn g nhip tim, khéng Igi,
nhat |a trén co tim d3 bi thi€u mau. Verapamil do cé tac dung rc ché trén tim
mach hon trén déng mach nén thuong dwgc chi dinh trong loan nhip tim (xin xem
thém bai “Thuéc chira loan nhjp tim”).

2.2.2. Dugc déng hoc

Cac thudc chen kén h calci tdc dung theo dudng udng va chiu su chuyén hda qua
gan lan th 1, vi vay ngudi ta da nghién cliru thay d6i cdc nhdm chirc trong cong
thirc cau tao, Iam cho thudc chdm bi chuyén hda, chdm bj thai trir hodc 6n dinh
hon, cé tinh chon loc hon.

Do dé da tao ra cac thudc thé hé 2, 3.

Bang 24.3: Dugc dong hoc mot sé thudc chen kénh calci



Thuéc Hap thu | Khei phat tic ti2 Phdn phéi
{uong) dung (gia)
Mifedipin 45-70% | - tm: < | phit 4 - Gin protein huyét tuong90%
- Ngim, uéng - Bi chuyén héa, thai qua thin
5- 20 phuit
Micardipin 35% udng: 20 phiit 2-4 | - Gan protemn huyét tuong 95%
- Bi chuyén héa, thai gqua gan
Felodipin 15- 20% uong: 2-5h 11-16 |- Gin protein huyét tueng >
09%
- Bi chuyén héa nhanh @ gan
MNimodipin 13% chura ¢é tia liéu 1-2 | - Bichuyén héa nhiéu
- Lim g1in mach nio manh
Nisoldipin | < 10% - 2-6 | - Bichuyén hoa nhieu
- Lam gidn mach vanh manh
Amlodipin | 65- 90% - 30-50 |- Gan protein huyét tuong
>90%
- Bi chuyén hoéa nhiéu
Bepnicl 60% Usng: 1 h 24-40 | - Gan protein huyét tueng >
99%
- Bi chuyén héa nhifu
Diltiazem 40-65% |- Twem tnh | 3-4 |- Gin proten huyét tuong
mach < 3 phit T0-80%
- Udng:>30 phiit - Bi chuyén héa. thii qua phin
Verapanul 20-35% (- Tim finh 6 - Gan protein huyét tuong 90%
mach: < 1 Sphiit - Tha qua thin 70%
- Uodng: 30 phit - Thai qua ruot 15%

2.2.3. Co ché tac dung

Cac thudc chen kénh Ca gan chd yéu vao kénh L, 1a kénh cé nhiéu & t€ bao co tim
va co tron thanh mach. Nifedipin va cac thuéc nhém dihydropyridin (DHP) gan
vao mot vj tri & mat trong kénh, trong khi verapamil va diltiazem gan vao tri tri
khac. Kénh L cé nhiéu duédi don vi a2, B, y va 8. DHP gén chl yéu vao o. Ngoai ra,
DHP cé thé con rc ché nucleotid phosphodiesterase vong nén lam tdng nucleotid
vong, gay gian co tron: thudc cling phong tda kénh hoat déng theo receptor,
nhung & mirc d6 kém hon.

Kénh T va N rat kém nhay cdm v&i thuéc nén noron va cac tuyén tiét it chiu anh
huwdng cla cac thudc nay.

2.2.4. Cac tac dung trén co quan

2.2.4.1. Trén co tron

Lam gian cac loai co tron: khi - ph& quan, tiéu hda, t & cung, nhung dic biét |3
thanh mach (mao dong mach nhay cam hon mao tinh mach).

2.2.4.2. Trén co tim

Hoat ddng cha tim phu thudc nhiéu vao dong Ca (xem dién sinh ly cta tim). Thudc



chen kénh Ca lam gidm tao xung tac, gidm dan truyén va gidm co bép co tim, vi
thé& [am gidm nhu ciu oxy trén bénh nhan cé co that mach vanh. Mirc d6 tac dung
gitta cac thudc cé khac nhau.

2.2.4.3. Mach ndo

Nimodipin cé ai luc cao véi mach ndo, vi vay duwoc dung cho bénh nhan cé tai bién
mach ndo (chay mau dwdi mang nhén gay co mach do chén ép; dot quy cé viém
tac mach).

Nhung con chua rd két qua diéu tri la do gidn mach ndo hay |a do lam gidm nhu
cau oxy clia horon.

2.2.5. Tac dung khéng mong mudn va déc tinh

- Tac dung nhe, khéng can ngirng diéu tri: con ndng birng, nhirc dau, chdng ma t
(do phan xa gidn mach, tdng nhip tim nén dung cung véi thuéc chen B giao cam),
buén ndn, tao.

- Tac dung nang hon, lién quan dén tac dung diéu tri do &rc ché qua manh kénh
Ca: tim dap chdm, ngh&n nhi that, suy tim xung huyét, ngirng tim. Hiém gap.
2.2.6. Ap dung 1am sang trong diéu tri THA

- Do lam gidm luc co bép co tim, gidm nhu cau oxy cda co tim, gidm trwong luc va
strc can mach ngoai bién nén cac thudc nay dugc dung dé diéu tri THA. Cho tdi
nay, cac thudc chen kénh calci duwoc coi la thudc diéu tri THA an toan va cd hiéu
qua. Verpamil, nifedipin, nicardipin va diltiazem déu c6 hiéu qua ha dp nhw nhau.
Tuy nhién, do cé su khac nhau vé hiéu qua huyét ddng hoc nén viéc chon lya diéu
tri cé khac nhau:

Nifedipin c6 tac dung chon loc nhat trén mach va tac dung &rc ché tim lai yéu nhat.
Phan xa giao cam haoi lam tang nhip tim va lam tang hiéu suat tim.

Verapamin cé tac dung trén tim manh nhat, lam gidm nhijp tim va gidm hiéu suat
tim. Diltiazem c6 tac dung trung gian

- Ngidn can co that mach vanh khu trd, co ché chi nh cla con dau that nguc

- Verapamil, diltiazem |am giam dan truyén nhi that, dugc chi dinh trong nhip tim
nhanh trén that do tai nhap (xin xem bai “Thuéc chéng loan nhip tim”).

2.2.7.Ché& pham

- Amlodipin: vién nén 2,5- 5- 10 mg

- Diltiazem: vién nén 30- 60- 90- 120 mg

Vién nang giai phéng cham: 60 - 90- 120- 180 mg



Thuéc tiém 5 mg/ mL

- Felodipin (Plendil): vién giai phéng cham 2,5 - 5- 10 mg

- Nifedipin (Adalat): vién nang 10- 20 mg

Vién giadi phéng cham 30 - 60- 90 mg

- Nimodipin (Nimotop): vién nang 30 mg

- Verapamil: vién nén 40- 80- 120 mg

Vién giai phdng cham 120 - 180- 200 mg

Thuéc tiém 5 mg/ 2mL

3. THUOC U'C CHE ENZYM CHUYEN ANGIOTENSIN (ECA)

Enzym chuyén angiotensin (ECA) hay bradykinase 1l 1a mot peptidase c6 tac dung:
- Chuyén angiotensin | (decapeptid khéng cé hoat tinh) thanh angiotensin Il
(octapepetid cé hoat tinh) 1a chat cé tac dung co mach va chdng thai trir Na + qua
than.

- Lam mat hoat tinh cta bradykinin, [a chat gy gidan mach va tang thai Na + qua
than.

Sau khi dwgc hinh thanh, angiotensin Il sé€ tac d ong trén cac receptor riéng, hién
duoc biét 1a AT1, AT2, AT3, AT4, trong d6 chi cd AT 1 |a dwoc biét rd nhat (so do).

Angiolensinogen Kininogen
|
Man- renin (+)
(tonin, | Renin — Thude
cathepsin) (fc ché Tang
=2 Angiotensin | ‘.\L..f Bradykinin .\"" Ing hop PG
(=)
Non- ECA ! (+) (+) gdy gidn mach
(chymase) | s —
beew>  Angiolensin Il Heptapeptid
/ \\\ (khang hoat tinh)
AT, AT, AT,..

Hinh 24.2: Tac dung ctia ECA va thu6c trc ché ECA

Cac receptor AT 1 ¢ nhiéu & mach mdu, ndo, tim, than, tuyén thuong than. Vai
tro sinhly :

co mach, tang gilr Na +, (rc ché tiét renin, tang gidi phéng aldosteron, kich thich
giao cam, tang co bdp co tim va phi dai that trai.

Cac receptor AT 2 cé nhiéu & tuyén thuwegng than, tim, ndo, co tlr cung, md bao



thai. Vai tro sinh ly: (rc ché sy tang trudng t € bao, biét hda té bao, stra chita mo,
kich hoat prostaglandin, bradykinin va NO & théan.

3.1. Co ché va dic diém tac dung

Céc thudc do (rc ché ECA nén lam angiotensin | khéng chuyén thanh angiotensin II
c6 hoat tinh va ngdn can gidng hda bradykin, két qua |3 1am gidn mach, tang thai
Na + va ha

huyét ap.

Trong diu tri tdng huyét dp, cac thudc nay cé cic dac diém sau:

- Lam gidm sirc can ngoai bién nhung khéng lam tdng nhip tim do (c ché truong
lwe giao cam va tang truong luc phé giao cam.

- Khong gdy tut huyét & p thé dirng, dung duoc cho moi Itra tudi.

- Tac dung ha huyét dp tir tir, ém diju, kéo dai.

- Lam gidm ca huyét ap tdm thu va tdm truong.

- Lam gidm thi€u mdau co tim do tang cung cdp mau cho mach vanh.

- Lam chdm day that trai, gidm hiu qua cua tang huyét ap.

- Trén than kinh trung wong: khong gay tram cam, khoéng gay réi loan giac ngl va
khoéng gay suy giam tinh duc.

3.2. Chi dinh

- Thudc cé tac dung diéu tri tét cho moi loai tdng huyét ap:

. Trén ngudi ¢ tudi, ha huyét dp khdng anh hudng dén tuan hoan ndo va kh éng
anh hudng dén phan xa ap luc.

. Trén ngudi c6 déi thdo duwdng: khéng anh hwdng dén chuyén hda glucid, lipid.
Mat khéc, insulin lam K+ vao té bao, gdy ha K + mdu; thuéc &rc ché ECA lam giam
aldosteron nén gilr lai K+.

. Trén nguoi co bénh than, do angiotens in Il giam, lam lwu lwgng mau qua than
tdng nén lam giam bai tiét

- Suy tim sung huyét sau nhéi mau co tim.

3.3. Tac dung khéng mong muédn

- Ha huyét 4p manh c6 thé xay ra khi dung liéu dau trén nhirng bénh nhan cé thé
tich mau thap do dang s dung thuéc g i niéu, ché do an gidm mudi hodc mat
nuwdc qua tiéu hoa.

- Suy than cdp nhat 1a trén bénh nhan cé hep mach than.

- Tang Kali mau khi cé suy than hoac dai thao duwong.



- Ho khan va phu mach la do bradykinin khéng bi gidng hda, prostaglandin tich luy
& phéi gay ho (nhiéu khi lam bénh nhan phai bd thudc).

Thudc Captopril Enalapril Perindopril | Benezepril | Lisinopril
Che thing 56
Sluh kha dyng % T0 40 70 17 23
Gan proteln huyét 3o 50 9. 15 93 3. 10
turonig
t/2 (hy ] 1l 9 1 12
Khol phat tac dyng 0,25 -4 1-1 0,5 1-1
ihi
Thid glan tac dyng 4-3 4 24 4 24
ihj
Liév ving 24h img) 75- 300 520 1-8 5-20 5-20

- Khdng dung cho phu nit cé thai & 3 - 6 thang

Enalapril, perindopril, benezepril déu la “tién thuéc”, vao co thé phai duoc gan
chuyén héa méi co tac dung.

3.4.2. Thudc rc ché tai receptor cla angiotensin Il

Do viéc chuyén an giotensin | thanh Il con cé sy tham gia ctia cdc enzym khéc (nhu
chymase) khdng chiu tac déng cla thudc (rc ché ECA nén su tao thanh angiotensin
Il van con. Mat khac, do thudc trc ché ECA ngdn can sy gidng hda cla bradykinin
nén bradykinin & phdi tdng, kich & ng gy con ho khan rat khé tri. Vi vay d3 kich
thich viéc nghién cru cac thubc e ché angiotensin Il ngay tai receptor cta no:
thudc &rc ché AT 1. Cac thubc nay con dang dwoc nghién cliru, danh gia trén cac
th{r nghiém |am sang. V& nguyén tac, do c6 tac dung ch on loc trén AT1 nén tranh
dwoc tac dung phu cta bradykinin (ho, phu mach).

Bang 24.4: Mot s6 dac diém dugc ddng hoc cla céc thudc (e ché AT 1

poc | Losartan Valsartan Irbesartan Telmlsartan
Cae thong 50
Allye gdn vo AT, + - +hes G
Sluh khd dyng 33 15 70 43
t/3 (k) 2i6-9)" 9 11- 15 24
Thal trir Thinvagan | Gan 7T0%: thin | Gan 50%, thin | Gan

0% 0%

Liép vong (mg' 24 by | 50- 100 50- 320 150- 300 40- 50




*t/2 cla loscartan 1a 2 gio, nhung cla chat chuyén hda con hoat tinh 13 6-9 gio.
4. CAC THUOC HA HUYET AP KHAC

4.1. Clonidin (2,6 diclorophenyl - amino - 2 imidazolin - catapres)

La thudc kich thich receptor a2 cla hé giao cam trung wong nén lam giam truong
lwc giao cam ngoai bién.

4.1.1. Tac dung

- Lam ha huyét 4p do:

. Lam giam coéng nang tim, giam nhip tim

. Lam gidm sirc cdn ngoai bién, nhat |13 khi trwong lyc giao cam tang.

. Lam giam sirc cdn mach than, duy tri dong mau t&i than.

. Nhu methyl dopa, clonidin rat it khi gdy tut huyét dp thé dirng.

- Cac tac dung khéng lién qu an dén ha huyét ap:

. An than (do huy giao cdm trung wvong?) khoang 50% truong hop.

. Khé miéng do co ché trung uvong: khoang 50% truong hop.

. Gidam dau do giam hoat tinh noron sirng sau tuy song.

Nhi*ng tac dung nay la do thudc gan vao receptor imidazolin cé trong than kinh
trung uong.

4.1.2. Dvgc dong hoc

Thudc tan nhiéu trong m&, vao than kinh trung wong nhanh. Udng hap thu tét,
sinh kha dung t&i 100%, dat dwoc pic huyét twong sau 1 -3gid, t/2 khodng 12gio.
Thai trir qua than 50% duwdi dang nguyén chat.

4.1.3. Chidinh

- Tang huyét ap

- Tién mé: do cé tac dung an than, gidm dau nén lam gidm duwoc lwvgng thuéc mé
va tang 6n dinh huyét déng.

- Cai nghién: ma tuy, ruou, thuéc 3.

4.1.4. Boc tinh

- Khé miéng, an than: la tdc dung trung wong, lién quan dén liéu dung.

- Ngirng thudc sau dung lau va lidu cao (>1mg/ngay) cé thé gap con ting huyét ap
kich phat do tang truwong lwc giao cdm: budn ndn, tim nhip nhanh, nhirc dau, va
mo hoi.

Can giam liéu dan va dung thudc thay thé. Diéu tri ndn ting huyét 4p nay bang
dung lai clonidin va dung cac thudc chen a, chen B giao cdm.



4.1.5. Ché& pham va liéu luvong

Clonidin (Catapres)

Vién nén:0,1-0,2-0,3mg

Uéng 0,2 -1,2 mg/ngay, chia lam 2 lan

Cao dan: Giai phéng 0,1 - 0,2 - 0,3mg/24gid. Co tac dung 7 ngay cho 1 1an dan. Co
thé c6 phan &ng tai chd dan.

4.2. Natri nitroprussid

La thudc gidn mach manh dung theo dudng tiém dé diéu tri cap clru con tang
huyét ap va suy tim nang. Lam gidn cd dong mach va tinh mach. Co ché: hoat hoa
guanyl cyclase do tac dung kich thich truc tiép hodc th 6ng qua gidi phdng NO,
dan dén lam tdng GMPv, gay gidn co tron.

Nitroprussid Ia mét phirc hgp cla sat, cdc nhém cyanid va phan nitroso. Ddc tinh
nang nhat lién quan dén sy tich lu§ cyanid; ngoai ra con gdp nhiém acid, loan
nhip, tut huyét dp. Hydroxocobalamin (vitamin B 12) kéthgp vai cyanid dé tao
cyanocobalamin khéng déc, do d6 dugc dung dé gidi doc nitroprussid.
Natrinitroprussid dwgc chi dinh trong con tang huyét ap, suy tim sung huyét (do
lam gidm c3 tién gédnh va hau ganh) va lam gidm nhu cau oxy cta co tim sau nhoi
mau co tim.

Trong ngoai khoa con dung lam ha huyét dp cé kiém tra khi gdy mé dé lam gidm
chay mau do phau thuat.

Nitroprussid (Nipride): lo 50mg. Khi dung pha trong dextrose 5% - 250 - 1000 ml,
truyén tinh mach 0,5 pg/kg/phut, cé thé tang téi 10 pg/kg/phut. Chai thudc phai
boc trong gidy mau, tranh anh sang. Kiém tra huyét ap thudng xuyén.

5. CHIEN THUAT BIEU TRI TANG HUYET AP vO CAN

Vi THA v6 cdn mang tinh chat rat da dang nén viéc diéu trj cling can “ca thé hoa”
dé vira cé hiéu qua, vira cé thé dung nap duoc.

5.1. Ai can duoc diéu tri

- Moi nguwoi khi cé HA 140 - 90 mmHg

- Khi c6 t8n thuong co quan dich hodc c6 dai thdo dudng, mac dau HA con & gidi
han trén (130-139/85-89 mmHg).

Muc tiéu diéu trj 1a dwa HA vé chuan < 140/99mmHg, nhung khéng don giadn, &
MY chi

27% bénh nhan THA dat duoc chi t iéu nay.



5.2. Cach diéu trj

5.2.1. Phuwong phap khéng dung thudc

- An gidm mudi, gidm rugu, gidm can (béo)...

- Thé duc déu, nhe nhang

5.2.2. Thuéc

Can cd thé hda, vi thé can diéu trj thi

- Lc dau dung lgi niéu, chen B, chen kénh calci va tham chi ca céc t huéc khac
(chen al &rc ché ECA).

Diéu d6 con tuy thudc vao bénh kém theo: thuéc trc ché ECA khi c6 ddi thdo
dudng; chen B khi cé bénh mach vanh; chen kénh Ca (loai dihydropyrindin) khi cé
THA tam thu riéng biét & ngudi cao tudi. Luc dau nén chon mdt loai thu &c.

- Khi mét thudc khdng cho két qua mong muén:

Khdng nén tang liéu vi s& ¢ tac dung phu: thudc lgi niéu (réi loan chuyén héa),
chen B (tdc dung trung wong, chdm nhip tim), chen kénh Ca (phu, danh trong
nguc, nhirc dau, ndng mat), chen al (ha HA thé ding ).

Thay thudc khac

Ph&i hop thudc cé co ché khic nhau

Mot thudc ha HA cd thé gay phan &rng bu trir, lam giam tac dung cta chinh né.
Dung thu6c phdi hgp dé ngan chan phan (ng bu trir. Thi du thudc loi niéu lam
thai Na, gy tang renin (dung thém thudc trc ché EC A); thuéc chen kénh Ca gay
tang nhip tim phan xa (dung chen B).

Hién cé vién thudc phéi hop san. Tién dung nhung khong hay vi khdng “ca thé
héa” duoc.

Trong nhirtng ndm gan day, viéc diéu tri THA d3 trd nén don gian hon trudce rat
nhiéu nhd cé nhiéu loai thud c hiéu qua. Van dé |a phai cd thé hda trong diéu tri
d€ moi bénh nhan cé thé tim duwgc cho minh mot thudc thich hop vira cé hiéu
qua, vira dung nap tét.

5.3. Tiéu chuan thuéc ha huyét ap ly twéng

- Cé tac dung ha huyét &p t6t

. Ha HA tlr tir, ém diu, kéo dai

. Gidm ca s6 t6i da va s6 tdi thiéu

. Gidm c3 & ngudi tré va ngudi cao tudi

. Lam mat dinh tdng huyét dp trong ngay



- Khéng lam mach nhanh do d6 khéng lam tang cdng co tim va tang nhu cau oxy.
- Khéng lam mach cham, tranh duoc ngh&n nhi - that

- Khéng lam gidm sirc co bdp clia co tim, nhat |3 that trai

- Dung duoc cho nhiéu d6i twong: suy than, tiéu duwdng, tang lipid méu

- Khi ngtrng thudc, khdng c6 nguy co "phan héi".

BAI32. THUOC HA GLUCOSE MAU

1. DAl CUONG

O co thé binh thuong, glucose mau dugc duy tri & ndng d6 hang dinh nhd sy can
bang gitra insulin va glucagon, hormon tang truéng, cortisol, thyroxin va
catecholamin. Khi cé

roi loan sy can bang cla hé thdng nay, dic biét |a gidm s6 luvgng, chat lwgng cling
nhu s nhay cdm cla cac té€ bao doi vdi insulin sé gay ra bénh tang glucose mau.
Dwa vao so lugng insulin va mirc d6 nhay cdm cla té bao vdi insulin, bé nh dai
thdo duong duoc chia thanh hai nhém:

- Nhém phu thudc insulin con goi la tang glucose mau typ |, thuwong gap & nguoi
gay, tré, dudi 40 tudi cé giam s6 lvong té bao B & tuyén tuy va néng dd insulin
mau rat thap. Diéu

tri dung insulin.

- Nhédm khoéng phu thudc insulin con goi la tang glucose mau typ II, thuong gap &
Nguoi

|&n tudi, khéng gidm sd luvgng nhwng ¢ gidm chirc ndng gay nén sy rdi loan bai
ti€t insulin cGa té bao B, néng dd insulin trong mau binh thuwdng hodc cao va co
hién twong khang insulin & cdc mé ngoai vi. Ngoai ra, con cé tang glucagon va
giam dap &ng cla té bao B vdi GLP1(glucagon like peptid 1)va véi GIP(glucose
dependent insulin tropic peptid ). Theo cdc thong ké, 80 -90% bénh nhan cd tang
glucose mau thudc typ Il. Thudc diéu trj chd yéu la cdc thudc chéng déi thdo
dudng tong hop dung duwdng udng.



2. CAC THUOC HA GLUCOSE MAU

Hién nay c6 2 cach phan loai thuéc ha glucose mau:

* Theo co ché tac dung, thudc ha glucose mau dugc chia thanh 5 nhém chinh:

- Insulin

- Thuéc kich thich bai tiét ins ulin: sulfonylure, nateglinid.

- Cac thudc lam ting nhay cdm cua té bao véi insulin: dan xuat biguanid, nhém
thiazolindindion.

- Thudc rc ché a - glucosidase.

- Cac thudc bat chudc incretin (GLP1, GIP) va thudc (rc ché DPP4(dipeptidyl
peptidase 4).

* Theo dudng dung va nguén gdc, cac thuéc ha glucose mau duogc chia thanh 2
nhom chinh:

- Insulin

- Thudc ha glucose mau dung dwong udng.

2.1. Insulin

Insulin la mot hormon géy ha duong huyét do tuyén tuy tiét ra. Ngay nay, dua vao
ciu truc, insulin c6 thé duoc b an téng hop tir insulin lon hodc nh k§ thuat tai té
hop gen thdng qua vi khuan hodc ndm. Dé danh gia tac dung va do tinh khiét,
insulin dwoc quy thanh don vi chudn quéc té. Mot don vi insulin (1 1U) |3 lwgng
insulin can dé 1am giam glucose mau & thé nang 2,5kg nhin ddi xudng con
45mg/100ml va gay co giat sau khi tiém 5 gi® va bang 40 pg insulin.

2.1.1. Tac dung va co ché tac dung

Tat ca té€ bao cla nguoi va ddng vat déu chira receptor dac hiéu cho insulin.
Receptor cla insulin 13 mot glycoprotein gém 2 don vi dudi o nam mét ngoai té
bao va hai don vi dudi

B nam mat trong t& bao. B&n don vi nay gan d6i xirng nhau bang cau disulfid.
Théng qua receptor nay, insulin gdn vao dudi don vi a gay kich thich tyrosinkinase
cta don vi dwdi B 1am hoat hda hé thdng van chuyé n glucose & mang té& bao (
glucose transporters = GLUT),

lam cho glucose di vao trong t& bao mdt cach dé dang, dac biét Ia té bao co, gan
va té bao m&. Hién nay nguwdi ta da phat hién ra 5 chat van chuyén glucose phan
b6 & nhirng té€ bao khac nhau. Tac dung | am ha glucose mau cla insulin xuat hién
nhanh chi trong vong vai phut sau khi tiém tinh mach va bi mat tac dung bdi



insulinase.

Co ché tac dung xin doc thém bai “Hormon”.

2.1.2. Tac dung khéng mong muén

Nhin chung, insulin rat it doc, nhwng cling c6 thé gép :

- Di &rng: C6 thé xuat hién sau khi tiém [an dau hodc sau nhiéu lan tiém insulin, ty
& di

&rng ndi chung thap.

- Ha glucose mau: Thuong gap khi tiém insulin qua liéu, gdy chdy mé héi, ha than
nhiét,

co giat, tham chi c6 thé hén mé.

- Phan &ng tai cho tiém : Ngtra, dau, cing (teo m& dudi da) hodc u m& vung tiém.
D& tranh tac dung phu nay, nén thay ddi vij tri tiém thudng xuyén.

- Tang duwong huyét héi ing (rebound): Gap & nhirng bénh nhan dung insulin liéu
cao sau khi nglrng thudc.

2.1.3. Ché pham

Dwa vao duwgc dong hoc va nhu cau diéu tri insulin dugc xép thanh 3 nhém ché
pham khac nhau:

2.1.3.1. Insulin tac dung nhanh:

+ Insulin hydroclorid: Thoi gian xuat hién tac dung sau khi tiém 1 gio va dat téi da
sau 3

gioy va kéo dai tdc dung khodng 6 gio. Thudc duoc st dung trong hdn mé do dai
thao duwdng, 1ml chira 20 -40 don vi, cé thé tiém bap, dudi da, tinh mach.

+ Nhii dich Insulin - kém: Chi tiém duéi da; sau khi tiém 1 gi& bat dau xuat hién
tac dung

va kéo dai khoang 14 gio.

2.1.3.2. Insulin tac dung trung binh:

- Insophan insulin: (NPH - Neutral Protamin Hagedorninsulin) dang nhii dich, la sy
phdi hop insulin, protamin va km trong méi trudng dém phosphat. Clr 100 don
vi insulin, cé thém 0,4mg protamin. Tiém dudi da, tdc dung xuat hién sau 2 gio va
kéo dai khoang 24 gio.

- Lente insulin: Dang nhii dich, tiém dudi da xuat hién tac dung sau 2 gi® va kéo
dai khoang 24 gio.

2.1.3.3. Insulin tac dung cham:



Insulin protamin k&m: Ché& phdm dang nhili dich, c& 100 don vi insulin c6 kém theo
0,2mg protamin. Thoi gian xuat hién tac dun g sau khi tiém dwdi da 4 -6 gio va kéo
dai t&i 37 gio.

Insulin k&m tac dung chadm (Ultralente insulin) tiém dudi da, thoi gian xuat hién
tac dung

va kéo dai tac dung gan giéng insulin protamin - kém.

2.1.4. Ap dung diéu tri

- T4t ca cac bénh nhan tdng glucose mau thudc typ | déu dwoc chi dinh dung
insulin. Ngoai ra, insulin con dugc chi dinh cho bénh nhan tang glucose mau typ 11,
sau khi da thay d6i ch& d6 an va dung cac thuéc chdng tang glucose mau téng hop
khéng co tac dung.

- Tang glucose mau sau cat bé tuy tang, & phu nit cé thai.

- Tang glucose mau cé ceton mau va niéu cao.

Trén co s& dinh lwvgng insulin trong mau clia ngudi binh thuong, ta thiy luvong
insulin bai

ti€t trung binh vao khoang 18 - 40 don vi/24 gid, mét nlra s6 d6 duoc goi la
insulin co s&, lvgng insulin con lai dwoc bai tiét theo bita dn. Vi vay, dé duy tri
lwong glucose mau én

dinh, insulin nén dung khoang 0,2 - 0,5 don vi cho 1 kilogam thé trong/24 gio.

Cho dén nay, duy nhat cé insulin I3 dung duéng tiém, con cac thudc ha glucose
mau khdc cé co ché tac dung khac nhau nhung dudng dung duy nhat [ ubng dé
diéu tri tdng glucose mau typ Il sau it nhat 3 thang d3 thay ddi ché do &n, tang
cuwdng tap luyén thé luc khdng cd két qud. Cac thudc nay khdng thay thé ché do
an giam glucid, giam nang luong va tang cudng hoat dong thé luc trong qua trinh
diéu tri. Dua vao co ché, cac thubéc chong tang glucose mau duong udng duoc
chia thanh:

- Thuéc kich thich bai tiét insulin

- Thuéc lam tdng nhay cam cla té bao dich vdi insulin

- Thuéc lam gidm hap thu glucose & ruét.

- Cac thudc bat chudc incretin(incretin mimetic) va thudc trc ché DPP4(dipeptidyl
peptidase 4 inhibitor).

2.2. Thuéc kich thich bai tiét insulin

2.2.1. Dan xuét Sulfonylure



T nhitng nam 1942, Janbon va cong su da phat hién duoc tac dung ha glucose m
au cta mot so sulfonamid & suc vat thi nghiém va bénh nhan diéu tri thuong han.
Nh& phét hién nay, carbutamid, mot sulfonamid duoc tdng hop cé tac dung ha
glucose mau, st dung trén 1am sang. Nhung do ¢ tac dung trc ché tuy xuong,
thu6c d3 bi 13ng quén. Son g nhu cau diéu tri bénh dai thdo dwdng ngay cang cao,
khoang 20 thu6c d3 dugc tdng hop va dua vao cudng d6 tac dung va dugc déng
hoc cac thu6c xép thanh hai thé hé 1 va ll.

- Thé hé | gbm: tolbutamid, acetohexamid, tolazamid, clopropamid.

- Thé hé II: tdc dung manh gip khodng 100 Ian va cé thoi gian tdc dung dai hon
thé hé |

nén chi can dung 1 lan trong mét ngay, gobm: glibenclamid, glipizid, gliclazid.

Bang 32.1: Tdm tat mot s& thdng s6 duoc dong hoc va lieu dung mdt s6 thudc
nhém sulfonylure

Cuong do | Nong docao | Thoi gian | Thoi gian Liéu trung binh
T.I'h;'frg' Thuoc tic dung nlhi mﬁng. ki .#M‘ e dii td-. {zam)i24 gig)
mau sau khi {gia) dung {gis) =
uong (gia)
Tolbutarmid | 3.5 5-6 612 0,5-2.0
{Orabet™)
Thé he | Acetohexamid 14 4.5 12.24 0,25.1,25
{Dyruelor)
Tolszarmd 2§ 7 12.24 010,75
(Tolimase)
Clopropamid 310 24 18-33 40-50 0.1-0.3
(Meldian,}
Glibenclamid 100-200 4.5 4.5 M 0.0025-0.02
Maninil,
Théhé 2 (Manmnil |
Glipiad { Glucotrol) 100-200 1-3 - 10-18 0.005-0,02

2.2.1.1. Co ché tac dung:

Dwa vao nhi*rng nghién ctru thuc nghiém trén tuyén tuy cé 1ap, ddo tuy c6 lap va
nudi cay

té& bao B, Pfeifer va cong sy (1981) da chirng minh rang, tac dung ha glucose mau
cla cac

dan xuat sulfonylure 13 do tac dung trén receptor bé mat K +ATPase cla té bao B
& dao Langerhans lam chen kénh K + nhay cam vdi ATP, gay giam K + di vao trong
t€ bao tao ra sy khl&r cuc mang dan dén mé kénh calci lam ting lvong calci tir



ngoai bao di vao trong té bao, kich thich gidi phdng insulin.

M6t s6 nghién ciru gan day chirng minh cac thudc nay con lam tang sé luong va
tang tinh nhay cadm receptor cuta insulin & bach cdu don nhéan to, té bao m&, héng
cau, do dé lam ting tac dung cla insulin. Theo Krall (1985), cac dan xuat
sulfonylure cé tac dung kich thich giai phdng ra somatostatin, chinh somatostatin
(rc ché gidi phdng glucagon, cho nén ciing gy ha glucose mau.

Ngoai ra, ngudi ta con thay thudc cd tac dung trc ché insulinase, trc ché sy két
hop insulin véi khang thé khang insulin va sy két gan vai prot ein huyét tuwong.
2.2.1.2. Dwgc dong hoc

Thuéc dugc hap thu nhanh qua dudng tiéu hda. Néng do t6i da trong mau dat
duwoc sau khi udng khodng 2 -4 gi®, gan vao protein huyét twong 92 -99% chi yéu
la albumin. G&n manh nhat | glibenclamid, gdn kém nhat |13 clopro pamid.

Thuéc dwoc chuyén hda chi yéu & gan. Tolbutamid chuyén hda nhé phan (rng oxy
héa théng qua hé enzym chuyén héa & microsom gan thanh mét sé chat chuyén
héa van con

tac dung nhu hydroxymethyl -tolbutamid, 4-hydroxymethyl-tolazamid.
Clopropamid khéng bi chuyén hda sé& thai trir qua than.

Than 13 duéng thai trir chd yéu cda cac thudc ha glucose mau dung duwdng udng.
Riéng glibenclamid thai cht yéu qua gan, vi vdy duoc chi dinh cho nhirng bénh
nhan tang glucose mau cé chirc ndng than suy yéu.

2.2.1.3. Chi dinh:

- T4t ca bénh nhan ting glucose mau typ II, khdng phu thudc insulin.

- Ngudi béo béu trén 40 tudi ¢ insulin mau dudi 40 don vi mét ngay.

2.2.1.4. Chéng chi dinh:

- Tang glucose mau typ |, phu thudc insulin

- Nguoi co thai, cho con bu, suy chirc nang gan, th an

- Tang glucose mau nang trong tinh trang tién hén mé hodc hon mé.

2.2.1.5. Tac dung khéng mong mudn:

- Ha glucose mau, di irng, rdi loan tiéu hda, budn ndn, ndn, vang da tac mat.

- Tan mdu, thodi hda bach cau hat.

- Phan &rng gidng disulfuram khi dung clo propamid cung ruou (gap khoang 1 -15%
bénh nhan).

- Ha natri mau hay gap vd&i clopropamid, do cé tac dung giong ADH (& 50% bénh



nhan).

2.2.1.6. Twong tac thudc:

Thudc thé hé | gan manh vao protein huyét gy nén canh tranh & vi tri gan véi
mot s6 thudc: dicoumarol, diphenylhydantoin, salicylat, phenylbutazon,
sulfonamid. Thé hé Il khdng cé twong tac kiéu nay.

Cloramphenicol, IMAO, probenecid lam tang tac dung ha glucose mau cla ca hai
thé hé |

va I, nhung corticoid, thudc tranh thai, diphenylhydantoin, rifamp icin, INH, cac
phenothiazin lai gy gidm tac dung ha glucose mau cda thudc.

Thuéc (e ché B-adrenergic dung cung vdi cac dan xuat sulfonylure gay nhip tim
nhanh, thay d6i huyé&t dong hoc va tang tac dung ha glucose mau vi vay tranh
dung phéi hop.

2.2.2 Loai khéng phai sulfonylure

2.2.2.1. Nateglinid:

La dan xuat clia D -phenylalanin cé tac dung kiém soat sy tang duong huyét sau
bira an,

do vay sé cdi thién tinh trang ting dwdng huyét sau khi &n & bénh nhan tang
glucose mau typ Il.

Trong co thé, nateglinid gan va o receptor dic hiéu (SUR 1) & té bao B cla tuy lam
chen kénh K+ nhdy cdm v&i ATP, gy kh(r cwc mang té bao lam ma kénh calci.
Calci kich thich gidi phéng insulin. Do thuéc cé dic diém gan nhanh va tach ra
nhanh khéi receptor dac hiéu nén kich thich bai ti€ t insulin nhanh, nén nhanh
chdng kiém sodt dudng huyét sau khi an. Nhung cling do thuéc tach ra khéi
receptor ddc hiéu nhanh lam rat ngan giai doan kich thich bai tiét insulin, [am
giam nguy co tang cao insulin trong mau nén tranh dugc tinh trang ha glucose
mau va su suy kiét té bao B cla tuy.

Thudc duoc hap thu tét qua duwdng tiéu hda, thirc an tang hap thu thudc. Sau
uéng liéu duy nhat 60mg, ndng do tdi da trong mau dat duoc sau 55 phat. Thudc
gan vao protein huyé&t véi ty 1& 99% va cé thoi gian ban thai 1,4 - 2 gid. Trong co
thé thudc bi chuyén hda qua Cyt-P450 (CyP3A4, CYP2C9) & gan va thai trir qua
mat va qua nudc tiéu.

Thudc c6 pham vi an toan réng, it ddc tinh. Nghién ctru trén 1dm sang véi liéu 60,
120,



180mg udng trudc bita n 20 phut, cé tdc dung kiém soa t dudng huyét sau an rd
rét. Thudc co thé dung riéng ré hoic két hop véi metformin dé kiém sodat sy ting
duong huyét sau dn & nguoi tang glucose mau typ Il

2.2.2.2.Repaglinid

Gidng nhu nateglinid, repaglinid cling cé tdc dung kiém soat dudng huyét nhanh
sau khi

an do vay cach dung giéng nhau vdi liéu khdi dau 500 mcg sau d6 diéu chinh liéu
phu thubc vao dap &rng ciia bénh nhan nhung khéng vuot qua 16 mg/ngay.
2.3.Thudc lam tdng nhay cdm cua té bao dich vdi insulin

2.3.1. Dan xuét cla biguanid

Cac dan xuat cta biguanid cé ciu tric hoan toan khac vdi dan xuat sulfonylure
goém:

phenformin (phenethylbiguanid) do gay acid lactic mau, nén d3 bi dinh chi luu
hanh trén

thi trwong, hién chi con metformin (dimethylbiguanid) .

Mac du cac thudce nay cé tac dung ha glucose mau rd rét & nhirng ngudi tang
glucose mau, nhung co ché tac dung con chua dugc rd. Mot s6 tac gia cho rang,
thuéc tac dung théng qua su tdng dung nap glucose, (rc ché sy tan tao glucose va
tang tong hop glycogen & gan do tdng hoat tinh glycogensynthetase va lam tang
tadc dung cta insulin & té bao ngoai vi. Ngoai ra, thudc con han ché hap thu
glucose & rudt. Thubc khdng tac dung truc ti€p trén té bao B clia ddo Langerhans,
va chi cé tac dung khi cé mat insulin néi sinh, nén thuéc duoc chi dinh & bénh
nhan tuy c on kha nang bai tiét insulin.

- Metformin (Glucophage): Hap thu kém qua dudng tiéu hda, khong gin vao
protein huyét twong, khong bi chuyén héa, thai trir chi yéu qua than. Thoi gian
ban thai khoang

1,3 - 4,5 gid, thoi gian tac dung khoang 6 -8 gid, liéu trun g binh 0,5-2,5g/24 gio,
toi da

3g/24 gio va dugc chia 1am 3 [an sau cdc bira an hang ngay.

+ Giéng nhu dan xuat sulfonylure, metfomin dwoc chi dinh dung riéng ré hodc két
hop véi cac thubc khac cho bénh nhan tang glucose mau typ Il sau khi diéu chinh
ché& d 6 an va tap luyén thé luc khong co hiéu qua. Metformin cé thé két hop vai
mot sé thudc khdc dé kich thich budng trirng trong diéu tri vo sinh. Khéng dung



thuéc & nguoi tang glucose mau cd ceton mau cao va cé ceton niéu, phu nit ¢
thai, cho con bu.

+ Thudc cd thé gay rdi loan tiéu hda, acid hda mau do tang acid lactic ddc biét &
bénh nhan c6 kém theo giam chirc nang gan, than.

2.3.2.Cac thudc thudc nhém thiazolidindion

La nhitng thudc cé ciu tric va co ché tac dung hoan toan khac véi dan xuat
sulfonylure

va biguanid. Cac thuéc nhdm nay I3 nhitng chat chd van va cé ai luc cao véi PPAR
v (peroxisome proliferator activated receptor y). Receptor nay & trong nhan té
bao chju trach nhiém diéu hoa mot s6 gen lién quan dén sy chuyén héa lipid va
glucose. Khi thudc gan vao receptor gay nén sy twong tac véi ADN ddc hiéu lam
hoat hda gidi ma gen, lam tdng nhdy cam cda té bao vdi insulin gitp tdng chuyén
hoa glucid va lipid. Trén thuc nghiém, ngudi ta thay cac thudc lam tang chuyén
hda glucose va tdng s lugng insulin receptor & mang té bao, tang tong hop
glycogen thong qua tang hoat tinh glycogensynthetase va tang st dung glucose &
Nngoai vi.

Cac thudc thudc dan xuat thiazolidindion cé thé dung riéng ré hodc phoi hop vai
metformin hodc céc thuéc trong nhdm sulfonylure nhwng khéng phéi hop vdi
insulin dé

diéu trj tdng glucose mau typ Il. Thudc khdng duwgc dung cho ngudi bi suy gan, suy
tim, phu nit cé thai, cho con bu.Trong qua trinh diéu tri cdn thudng xuyén theo
d&i chirc ndng gan. Hai thudc trong nhdm st dung nhiéu hién nay | a :

- Pioglitazon (Actos) vién 15,30,45 mg, udng 15 -45 mg/ngay.

- Rosiglitazon (Avandia) vién 4;8 mg, uéng 4 -8 mg/ngay.

2.4. Thu6c lam gidm hap thu glucose & rudt: acarbose (Glucobay 8):

Thuéc duogc chi dinh & bénh nhan tang glucose mau typ Il kém theo béo béu. Co
ché tac dung cta thudc khéng lién quan dén sy bai tiét insulin & té bao B cla tuy
ma théng qua su rc ché a- glucosidase & b& ban chai niém mac rudt non. Ngoai
ra, thudc con e ché, glucoamylase, maltase & ruét. Cudi cung, lam giam hap thu
glucose gay ha glucose mau.

Thudc cé thé gay réi loan tiéu hda nhu trwdng bung, tiéu chay va dau bung.

Khi diéu tri, can diéu chinh liéu cho phu hgp vai tirng bénh nhan, nhung nhin
chung liéu trung binh cho ngudi I&n 300mg trong 24 gio. Cac thudc khang acid,



cholestyrami n, mot

s6 chat hap phu manh va ché pham chira enzym tiéu hoda lam gidm tac dung cla
acarbose.

Khdng dung thudc & nhirng ngudi cé réi loan chirc nang hap thu, phu nit ¢é thai,
cho con

bu va tré em dudi 18 tudi.

2.5. Cac thudc bat chudc incretin (incretin mimeti ¢) va thudc tc ché
DPP4(dipeptidyl peptidase 4 inhibitor) .

Gan day nguoi ta tim ra 2 peptid hormon GLP1, GIP goi chung |3 incretin ¢4 nguén
goctai niém mac rudt, cé tac dung diéu hoa glucose mau sau khi an théng qua sy
kich thichbai tiét insulin va 1a m cham sy thao rong da day. Trén co s& phat hién
nay liraglutid vaexenatid hai chat gidng incretin (incretin mimetic) dang duoc thir
nghiém lam sang pha llva lll trén bénh nhan tang glucose mau typ Il.

GLP1 kich thich bai tiét insulin sau khi an rat man h, ngoai ra con trc ché bai tiét
glucagon, lam cham su thdo rong da day, kich thich sy sao chép gen glucokinase
va GLUT2 nhung lai mat tac dung nhanh do bi enzym dipeptidylpeptidase pha huy
nén cé thoi gian ban thai duwdi 2 phat. Vildagliptin, sitagliptin, s axagliptin la cac
chat (rc ché DPP4 |am kéo dai tdc dung clia GLP1 dang duwoc thir nghiém |am sang
pha Il trén bénh nhan tang glucose mau typ Il.

BAI33. THUOC PIEU TRI CON DAU THAT
NGU'C

Nguyén nhan cla con dau that nguwc |13 do co tim bij thi€u oxy dot ngdt vi mat
thdng bang gilta sy tang nhu ciu oxy clia co tim va sy cung cap khoéng dd oxy cua
mach vanh.

Co tim chi chiém 0,5% trong lvong co thé, nhung khi nghi ngoi cling luu gitt 5%
lwu lwgng tim. Co tim 1ay 80- 90% oxy clia dong mau qua co tim. Khi c6 gang, khi
xuc déng hodc dung catecholamin, tim phai lam viéc tdng, nhu cau oxy chi dwgc
thod man bang tang lwong mau cung cap cho tim.



Tl lau, d€ chdng con dau that nguc, van dung thudc 1am gidn m ach vanh. Tuy
nhién, nhiéu thudc ngoai tdc dung lam gidn mach vanh, lai déng thoi lam gidn
mach toan than, vi vy mot khéi lvgng mau dang & can cung cip cho tim thi lai
chay ra cac vung khac. Mat khac, ap luc tinh mach giam, doi héi tim phai lam viéc
nhié u hon, va vi vay lai cang tang st dung oxy cla tim. Khi mét phan mach vanh
bj tac, vung dudi chd tac bi thi€u mau, chuyén hoa 1am vao tinh trang ky khi, [am
tang tao thanh acid lactic, adenosin, kali la nhirng chat gy gidn mach manh tai
chd. N&u cho thudc gidn mach, sy cung cap mau sé ting |én & vung lanh, khong cé
lgi gi cho vung bj thi€u mau, trai lai, su twdi mau cho vung bi thi€u mau lai con bi
gidm di. Hién tuong nay dwoc goi la “Iay trdm cha mach vanh” (“vol coronarien”).
Trong con dau that ngwc ma n guyén nhan 13 do thi€u mau dot ngdt clia co tim thi
viéc can trwdc hét 1a [am gidm nhu cdu oxy cla co tim, va hon nita la loai trir tat
ca nhirng tdc ddng doi hdi tim phai lam viéc nhiéu [én va chuyén hod ting Ién.

Vi vay, cac thudc chdng con dau that nguc tot can dat duoc nhirng yéu ciu sau:

- Tang cung cap oxy, twdi mau cho co tim.

- Giam s dung oxy bang cach gidm cdng nang tim (tinh trang co bép cla co tim,
nhip tim).

- Lam gidm con dau. Tuy nhién can thay rang vi tri cla vung thi€u mau & co tim
khéng hoan toan cd lién quan dén sy cd mat hodc mirc dd cta cam gidc dau,
nghta la cd thé thi€u mau & co tim ma khéng cé dau.

Cac thudc diéu tri dwogc chia thanh hai loai:

- Loai chéng con: cac nitrat va nitrit

- Loai diéu trj cling c6 lam gidm céng nang tim va gidam st d ung oxy: thudc phong
tod recptor B adrenergic, thudc chen kénh calci (cé ca tac dung gidn mach)

1. LOAI CHONG CO'N: NITRAT VA NITRIT

Céac nitrat hitu co la cac este polyol clia acid nitric, con cac nitrit hiru co la cac este
cUa acid nito. Este nitrat (C—0-NO2) va este nitrit (C —O—NO) dwgc ddc trung boi
chudi C—O-N, trong khi cac hop chat nitro 1a C-NO2. Nhu vay, nitroglycerin 13
tén goi khdng dung cha glyceryl trinitrat va khéng phai la hop chat nitro, nhung
do dung quen va qud phé bién nén khdng slra duoc!

Cac thuéc nhédm nay hodc la dung dich bay hoi (amylnitrit), hodc la dung dich bay
hoi nhe (nitroglycerin), hodc |a thé ran (isosorbid dinitrat). T4t c4 cac hoat chat
trong nhdm nay déu giadi phdng nitric oxid (NO) tai mo dich & co tron thanh mach



Céac loai thuong dung & 1am sang la:

Tén chung va biét dirge Cau tric hoa hoe Lién Ivgng va duing
dung
Amy] nitrit H,C Hit: 0,158- 0,3 ml
)('HCH:CH:DND
H,
Nitroglyeerin Vien: 0,15- 0,16 mg,
(glyceryl trinitrat H,C—0—NO; ngim
Nitrostat,  Nitro- Phun: 0,14 mg/ nhat bop
bid HC—0—NO; Vién giai phong chim:
2,5-9mg
H2G—0—NO; Dan: 2,5- 15 mg/ ngdy
Isosorbid dinitrat H:? Vién ngam: 2,5- 10 mg
(Isorrdil, sorbitrat) Vién nhai: 5- 10 mg
G—0—NO; .
H| "0 | Vién ubng: 10- 40 mg
CH Vién giai phong chim:
0 O:N—O—C 40- 50 mg
) |
;:H:
Ervthrity] tetranitrat H,C-0 - NO, Vién ngam: 5- 10 mg
(cardilat) HC -0 - NO, Vién uong: 10 mg
HC -0-NO,

1.1. Tac dung dwoc ly va co ché

Nitrat lam gidn moi loai co tron do bat ky nguyén nhan gay tang trwong luc nao.
Khong tdc dung truc ti€p trén co ti m va co van.

Trén mach, nitrat lam gidn mach da va mat (gdy dé mat) lam gidn mach toan than.
Tinh mach gidm, lam gidm dong mau chdy vé tim (gidm tién ganh). Péng mach
gian, lam giam sirc can ngoai bién (gidam hau gdnh). Mac du nhip tim cé thé nhanh
mot chut do phan xa gidn mach, nhung thé tich tdm thu gidm, cdng nang tim gidm
nén van gidm st dung oxy cla co tim. Mat khdc, su phan bd mau cho co tim cling
thay d6i, cé lgi cho vuing dudi ndi tdm mac.

Trén co tron khac, nitrat lam gidn phé quan, dng tiéu hod, dudong mat, duong tiét
niéu sinh duc.

Co ché lam gidn co tron: Cac nitrit, nitrat va hgp chat nitroso gidi phdéng nitric
oxyd (NO) trong té bao co tron dudi tadc dung cta hé enzim chua hoan toan biét
rd. NO dworc gidi phdng ra s& hoat hda guanylyl cyclase va lam ta ng tong hop
GMPv, dan dén khlr phosphoryl chudi nhe clia myosin, gy gidn co tron (hinh
23.1). Myosin chudi nhe (myosin light chain) phosphoryl héa (Myosin — LC — PO4)



thi gay co co.

Nitrat T& bao né6i mac mach
\ © /
Guanylyl l _ Guanylyl
cyclase ‘cyclase hoat hoa

GTP = » GMPv
Myosin- LC- PO, M}-'o%in LC
Co co Gian co

Hinh 23.1: co ché gy gian co tron cla nitrat
Tac dung gidn co cua nitrat giéng tac dung cla yéu t6 gidn co cla té bao ndi md
(EDRF: Endothelium- derived relaxing factor). Té bao ndi mé mach mau tiét EDRF,
chinh né 1a NO hodc la tién chat ctia NO (nitrosothiol). EDRF tham tir ndi md mach
vao té bao co tron thanh mach va hoat héa guanylyl cyclase tai do.
Céc chat néi sinh gy gidn mach c6 thé ciling do théng qua co ché giai phdng EDRF
(hinh 23.2) nhu con duwdng chung cudi cung.

Dur trix can kiét
Nitroglycerin ————»  Nitra NitrTothiol
Nitroprussiat ————— Nitrat este ———-iNitriioxyd

GMPc

Histamin Bradykinin

ACh O O t}ATF'

T& bao ndi md

Guanylal cyclase

GMPc f Té& bao ¢ tron

Gidn co

Hinh 23.2. Tac dung gian co thong qua EDRF



Vung gidn mach phu thudc vao sinh kha dung va chuyén hod khac nhau cla thudc.
Nitroglycerin can cd cystein mdi chuyén thanh n itrosothiol. Vi vy, dung lau tac
dung s& gidam (quen thudc), can dung ngat quing dé hoi phuc cystein.
Nitroprussiat trong qud trinh chuyén héa khéng can cystein nén khdng cé hién
tuong quen thudc.

1.2. Dwoc dong hoc

C4c nitrat hitu co chiu anh hudng rat man h cla enzim gan glutathion - organic
nitrat reductase, thuéc bj khir nitrat tirng buwdc va mat hoat tinh.

Nitroglycerin dat dudi lu®i, dat ndng do toi da sau 4 phat, t/2 = 1 -3 phat. Chat
chuyén hoa dinitrat cé hoat tinh gian mach kém 10 Ian va t/2 khodng 40 p hut.
Isosorbid dinitrat dat duéi ludi cé pic huyét twong sau 6 phat va t/2 = 45 phut.
Cac chat chuyén hod ban dau la isosorbid - 2 - mononitrat va isosorbid - 5 -
mononitrat van con tac dung va cé t/2 1a tir 2 - 5 gio.

1.3. boc tinh

D4c tinh cdp tinh lién g uan dén tac dung gian mach: tut huyét ap thé ding, nhip
tim nhanh, dau nhéi dau. Cac ché& pham nitrat van cé thé dung cho ngudi cé ting
nhan ap, tuy nhién khong dung dugc cho nguwoi cé tang ap luc ndi so.

1.4. Cac ché pham va liéu lwong

Bang dudi day ghi ca c ché pham cua nitrat va nitrit dung trong diéu tri con dau
that ngurc.



Thuoe Lien lwgng Thai gian
tac dyng

Loagi téc dung ngan
Nitroglycerin, dat duréi lud 0,15-12mg 10- 30 phdt
[sosorbid dinitrat, dwdi ludi 25-5,0mg 10- 60 pht
Amy! nitrit, nglri 0,18-03 mL 3- 5 phit
Loai tdc dung dal
Nitrog lycerin, ung téc dung cham 6,5- 13 mg mdi 6- 8 gity 6- 8 it
Nitroglycerin, thudc mé 2% 25- 5mgmbid- & git 3.6 gity
Nitroglycerin, gidi phéng cham,ufng |2 mg mbi 4 gt 3- 610
Nitroglycerin, gidi phong cham qua da. | 10- 25 mg(l miéng cao)/24 gir [ 8- 10 gid
Isosorbid dinitrat, udng 10- 60 mg mbi4- 6 git 4- 6 gl
Isosorbid dinitrat, nha 5- 10 mg mdi 2- 4 gid 3gits
Tzosorbid dinitrat, ufng 20 mg mdi 12 giv 6- 10 gids

2. LOAI BIEU TRI CUNG €O

2.1. Thudc phong toa B adrenergic

Lam gidm cdng ndng tim do lam cham nhip tim. D&i khang véi tang nhip tim do
gang sirc. Lam tang thé tich tam that va kéo dai thoi ky tam thu. Tuy vay, tac dung
chinh van I3 tiét kiem st dung oxy cho co tim. Mt khac, thudc 1am ha huyét ap
trén nguoi tang huyét ap.

Khdng dung cho ngudi cd suy that trai, vi cd thé gay truy tim mach dét ngot.
Khdng nén ngirng thuéc dot ngdt va cé thé gay hién twong “bat lai” [am nhdi mau
co tim, dot tur.

- Ché& pham: cac thudc thudng dung |a timolol, me toprolol atenolol va
propranolol. Xin xem muc nay trong bai “thuéc tac dung trén hé than kinh thuc
vat”.

2.2. Thudc chen kénh calci

Trong hiéu thé hoat déng cda tim, Ca 2+ cé vai tro trong giai doan 2 (giai doan cao
nguyén) va dic biét 1a trong khir cwc cla nut dan nhip (pacemaker), nit xoang va
nut nhi that. Calci vao té bao theo kénh cham. Trong co tim, Ca 2+ gan vao
troponin, [am mat hiéu qua trc ché cla troponin trén bd co that, do dé actin va
myosin cé thé tuong tac vdi nhau dé gy ra co co tim. Vi thé, ca c thudc chen
kénh calci lam giam lwc co bdp cla co tim (xim xem thém muc nay trong bai



“Thudc chita tdng huyét ap”), lam cham nhip tim va gidm dan truyén nhi that.
2.2.1. Co ché tac dung chdng con dau that nguc

- Cac thudc chen kénh calci do lam gidm lyc co bdp cla co tim nén lam giam nhu
cau oxy cua co tim (co ché chinh).

- Trén thanh mach, céc thudc lam gidn mao dong mach, lam gidm sirc can ngoai
bién, giam huyét dp va gidm 4p luc trong tdm that, gidm nhu cau oxy.

- B8i khang véi co that mach vanh. Tac dung t6t trong diéu tri cac con dau that
ngwc chua 6n dinh. Tac dung phan phdi lai mau trong co tim, ¢ lgi cho vung dudi
néi mac, la vung rat nhay cdm véi thiéu mau.

2.2.2. Chidinh

- Dy phong cac con co that mach vanh

- Con dau that nguc do co that mach vanh (Prinzmetal) 13 chi dinh t&t nhat.

- Con dau that nguc do co that nguwe khdng 6n dinh: tac dung twong ty véi thudc
chen B.

C6 thé dung phdi hop vdi cac dan xuét nitro

2.2.3. Tac dung khéng mong mudn

Cac tac dung khéng mong mudn thuong lién quan dén tac dun g gidn mach nhu
nhirc dau, con bdc hod, tut huyét ap thé dirng, thiu. Nang hon 1a cidc dau hiéu trc
ché trén tim: tim nhip chdm, nhi that phan ly, suy tim sung huyét, ngirng tim.
2.2.4. Cac thuéc

Bang 23.1: So sanh tac dung trén tim cha mét s6 thudc

Tén thuée | Gian mach Uc ché co Ue ché tinh Uk ché sy
vanh bop tim ty dong (nut | dan troyén
xoang) nhi that
Nifedipin 5 1 1 0
Nicardipin J 0 1 0
MNimodipin J 1 1 0
Diltiazem 3
2 4
Verapamil 4
4 5

Ghi chid: Thang diém cho tir 0 (khdng tdc dung) dén 5 (tdc dung manh n hat).
Qua bang trén cho thay nifedipin va cac thuéc cing nhdm (xem “Thuéc chita tdng
huyét ap”) lam gidn mach vanh manh, it dnh hudng dén hoat déng cla co tim.



Verapamil (rc ché hoat ddng clia co tim manh nhat, dung t6t cho diéu tri loan nhip
tim.
Bang 23.2: Dugc dong hoc va liéu lvgng mot sé thude thuwong dung

Tén thudc Sinh kha Khaoi phdt tac | /2 (h) Lién huong (nuong)
ding (%) dung
Mifedipin 45-70 5- 20 phuit - 20- 40 mg, cich 8gid/ lin

(ngiam, uéng)

Nicardipin 35 20 phiit uéng 2-3 | 20- 40mg, cich Sgidy/ 1an
Amlodipin 63- 90 - 30- 50 | 5- 10 mg/ lan/ ngay
Diltiazem 40- 65 > 30 phit 3-4 30- 50 mg, cich 6gid/ lan
Werapamil 20- 35 30 phiit (uéng) B §0-160 mg, cach §gid/ lan

3. THUOC KHAC

Cac hudng nghién ctru thuéc mai dang phat trién va co n dang trong budce thir
nghiém:

- YEu t& phat trién ndi mac mach (VEGF: vascular endothelial growth factor) nham
phat trién cdc mach bang hé cho vung thiéu mau.

- Tremetazidin (Vastarel): duy tri chuyén hod ndng lwvgng & cac té bao bj thi€éu oxy
hodc thi€éu mau do trimetazidin ngdn ngira su giam sut mdc ATP trong té bao, vi
vdy dam bao duoc chirc phan cla cdc bom ion qua mang té bao, duy tri dwoc tinh
hang dinh ndi méi. Dung diéu tri dai ngay.

Vastarel vién nén 20mg. Mdi lan udng 1 vién vao bita n, moi ngay udng 2 -3 lan.

BAI34. THUOCPONG MAU VA TIEU FIBRIN

1. THUOC TAC DUNG LEN QUA TRINH PONG MAU
1.1. Co ché ddng mau
Pdng mau l1a mot qud trinh mau chuyén tir thé 1dng thanh th & dac do chuyén



fibrinogen thanh fibrin khéong hoa tan va cdc sgi fibrin nay bi trung hop tao thanh
mang lwdi giam
gitt cac thanh phan ciia mau lam mau déng lai.
Binh thwdng, trong mau va trong cdc md cd cac chat gy dong va chat chdng
déng, nhung cac chat gdy déng & dang tién chat, khdng cé hoat tinh. Khi mach
mau bj tén thuong s&
hoat hda céc yéu té ddng mau theo kiéu day truyén lam cho mau déng lai. Qua
trinh déng mau xay ra qua 3 giai doan :
- Giai doan tao thanh phttc hgp prothrombinase (1)
- Giai doan tao thanh thrombin (2)
- Giai doan tao thanh fibrin (3)

Promthrombinase (1)

Prothrombin L » Thrombin (2)

Fibrinogen ' » Fibrin (3)

va cuc mau dong

1.1.1.Giai doan tao thanh phtrc hgp prothrombinase

La qua trinh phirc tap va kéo dai nhat th 6ng qua hai co ché ndi sinh va ngoai sinh
tao ra phirc hgp prothrombinase.

* Co ché ngoai sinh:

Khi mach mau tén thuong, mdu tiép xdc véi vi tri tdn thwong. Mé & vi tri tdn
thuong gidi phdng ra yéu td 11l (thromboplastin md) va phospholipid. Yéu té I, IV
(calci) cung yéu

t6 VII, va phosphlipid mé hoat hda yéu t6 X. YEu t6 X hoat hda cung véi yéu V,
phospholipid mé va ion calci tao thanh phirc hop prothrombinase.

* Co ché ndi sinh :

Pong thoi khi mau ti€p xidc vdi vi tri tén thuwong s& lam hoat hda yéu td Xl va tiéu
cau lam gidi phong phospho lipid. Yéu t6 XIl hoat hda yéu td XI va yéu td XI hoat
hda yéu td IX. YEu td IX cung véi yéu té VIl hoat hda, phospho lipid tiéu ciu va Ca
+2 hoat hda yéu té X. Y&u té X, yéu té V, cung vdi phospho lipid tiéu ciu va Ca +2
tao nén phuirc hgp prothrombinase.



1.1.2. Giai doan tao thanh thrombin

Prothrombinase tao ra theo co ché ngoai sinh va ndi sinh cung vai ion calci xtc tac
cho phan &ng chuyén prothrombin thanh thrombin

1.1.3. Giai doan tao thanh fibrin va cuc mau dong

Dudi tac dung cta thrombin, fibrinogen dang hoa tan chuyén thanh fibrin khéng
hoa tan. Céc soi fibrin ndi lai v&i nhau va dudi tac dung cha yéu té Xlll hoat hda
tao ra mang ludi fibrin bén virng giam gilt cac thanh phan cia mau lam mau déng
lai.

1.2. Thudc lam déng mau

1.2.1. Thuéc lam déng mau toan than

1.2.1.1. VitaminK (K: Koagulation - d6ng mau)

+ C6 3 ngudn cung cip vitamin K :

- Vitamin K1 (phytonadion, phulloquinon) cé nguén goéc thuc vat.

- Vitamin K2 (menaquinon) do vi khuan gram am dudng rudt téng hop.

- Vitamin K3 (menadion) cé ngudn géc téng hop.

+ Vitamin K tan trong lipid, nhwng riéng vitamin K 3 & dang mudi natribisulfit hodc
mudi tetra natri tan trong nudc vao co thé bj chuyén héa thanh vitamin K 3.
*Vaitro sinh ly :

+ Vitamin K gitp cho gan téng hop céc yéu t6 déng mau nhu prothrombin (11), VII,
IX va

X.

- Co ché : Binh thuong, cac yéu té Il, VII, IX va X & dang tién chat. Khi cd mat
vitamin K

vdi vai tro cofactor can thiét cho enzym & microsom gan xuc tac chuyén céc tién
chat thanh cac chat cé ho at tinh bdi si chuyén acid glutamic gan acid amin cudi
cung cla cac tién chat thanh y - carboxyglutamyl. Chat nay cling cé mat trong
protein duoc bai tiét tlr cot bao va cé vai tro trong sy tao xwong.

* DAu hiéu cla sy thiéu hut :

Nhu cdu hang ngay khodng 1 pg/kg. Khi thi€u hut s& xuat hién bam mau dudi da,
chay mau duong tiéu hda, rang miéng, dai ra mau, chay mau trong so.

* Dugc dong hoc :

Vitamin K tan trong dau, khi hdp thu cdn cé mat cla acid méat. Loai tan trong dau
thdng qua hé bach huyét vao mau, con da ng tan trong nudc hap thu di truc tiép



vao mau.Vitamin K1 duoc hap thu nhd van chuyén tich cuc con K 2, K3 duoc hap
thu nho khuyéch tan thu déng.

Sau hap thu vitamin K 1 tap trung nhiéu & gan va bi chuyén hda nhanh thanh chat
c6 cuc thai ra ngoai theo phan va nudc tiéu.

*Poc tinh :

Mac du c6 pham vi diéu tri rong, nhung cé thé gap thiéu mdu tan mau va chét do
vang da tan mau & tré dudi 30 thang tuéi dung vitamin K 3.

Vitamin K3 con gdy kich &rng da, dudng hd hap, gay dai albumin, gdy ndn va cé thé
gay

tan mau & nguwdi thiéu G 6PD.

* Chi dinh va liéu dung :

Vitamin K cé thé udng hodc tiém bap, dwdi da hodc tiém tinh mach (dang tan
trong nudc)

v@i liéu 100 - 200mg/ngay cho nhirng bénh nhan :

- Thi€u vitamin K do nguyén nhan khac nhau.

- Chuan bi phau thuat (dé pho ng chdy mdau trong va sau phau thuat ). Nhitng
trudng hop nay phai dung thuéc trwdce 2 -3 ngay.

- Giam prothrombin mau

- Ngb doc dan xuat coumarin.

1.2.1.2. Calci clorid:

Ca+2 can dé hoat hoa cac yéu té VIII, IX va X dé chuyén prothrombin sang
thrombin .

Lidu trung binh: udng 2 - 4g mdi ngay, dung cach quang tirng thoi ky 3 - 4 ngay, roi
nghi. Tiém tinh mach cho nhirng trwvdng hop chdy mau: 20ml dung dich 5%. Thubc
tiém ra ngoai tinh mach sé gay loét. Tuyét ddi cam tiém bap thit.

1.2.1.3. Coagulen

La tinh chat mau toan phan, dic biét cé tinh chat cla tiéu cau. Dung trong ngoai
khoa & nguoi bénh wa chay mau va trong nhirng trang thai chay mau (ban chay
mau, di ngoai ra mau v.v...).

Udng 1-5 6ng mbi ngay (6ng 20ml).

Hemocoagulen: 6ng tiém 5ml. Trudng hop ndng, cé thé tiém tdi 4 6ng moi ngay.
1.2.1.4. Carbazochrom (Adrenoxyl):

Lam tang strc khang mao mach, gidm tinh thdm thanh mach, nén lam gidm thoi



gian chay mau. Tac dung sau khi tiém 6 -24 gi® (tiém bap 1,5 - 4,5 mg moi ngay
hodc udng 10 -30 mg mdi ngay).

Chita chdy mau do gidon mao mach hodc phong chay mau sau phau thuat tao hinh,
tai miii hong, cat bo tuyén tién liét.

1.2.1.5. Ethamsylat va dobesilat calci:

Lam tang sirc khdng mao mach, giam tinh thdm thanh mach. Dung phong chay
mau cap trong phau thuat tao hinh, tai miii h ong, cat bo tuyén tién liét, rong
kinh.

Mbi ngay tiém bap 250 -500mg hodc uéng 750 -1500mg.

1.2.1.6. Vitamin P (flavonoid, rutosid rutin va dan xuat):

Rutosid va dan xuat ngudn goc thuc vat cé hoat tinh vitamin P déu gidm tinh tham
thanh mach va lam ting stirc khang mao mach do &c ché sy ty oxy héa cla
adrenalin, va &rc ché COMT & gan, do d6 kéo dai tac dung cia hormon nay.. Hoat
tinh vitamin P biéu hién rd trén sy tong hgp mucopolysacharid va glycoprotein
clia mo lién két. USng 20 -40mg mdbi ngay, chita gion mao m ach va ting tinh dan
h6i mach mau, cé tac dung sau khi uéng 6

gio.

1.2.2. Thudéc lam ddéng mau tai chd

1.2.2.1. Enzym lam d6ng mau

* Thrombokinase (prothrombinase): la tinh chat cla phd tang ngudi va dong vat,
thuwong

|8y & ndo va phdi. Tinh chat nay chira th rombokinase va ca nhirng yéu t6 déng
mau khac. Tac dung khong chac chan bang thrombin. Dung khi chdy mau it, tai
chd, thudng xuyén (chdy mau cam, rdng miéng) va ca trong trudng hop chdy mau
nhiéu (phoi hop véi bang chat).

* Thrombin: Chuyén fibrinogen thanh fibrin don phan, rdi thanh fibrin polymer
khéng tan trong huyét tuong.

Chi dung tai chd, tuyét d6i khong tiém tinh mach (vi mau dang chay sé gay doéng
mau nguy hiém).

Uéng dé chira chdy méu da day.

1.2.2.2. Nhirng loai khac

- Cac keo cao phan tir gitp tang nhanh déng mau : Pectin, albumin v.v...

- Gelatin, fibrin dang x6p tang dién ti€p xuc, qua d6 hdy tiéu cau nhiéu hon, mau



doéng nhanh hon.

- Mudi kim loai ndng: Lam bién chat albumin, lam két tua fibrinogen va céc protein
khac

clla mau. Hay dung dung dich F eCI3 10% bdi tai ché hodc tdm bdng FeCl 3 dap |én
vét thuong.

- Thuéc lam san: Lam co mao mach nhéd, nén chéng déng. Thudng dung tanin,
mudi Al, Pb, Zn hodc KMnO 4 pha loang.

1.3. Thudc chéng déng mau

1.3.1. Thuéc dung & phong thi nghiém va ngoai co thé

- P& gidm v& tiéu cau, dng nghiém phai trang parafin, colodion, phim silicon. 6ng
nghiém bang pyrex lam mau ddng cham hon la khi dung loai binh thuong.

- Dung natri oxalat, natri fluorid dé ngan tac dong clGa Ca +2.

- Natri citrat tao phirc hop vai Ca +2; két hop véi fibrinogen va cac yéu té I, VII, IX,
X nén lam chdm déng mau. Mau du trir dé truyén cho ngudi bénh thwdng cé natri
citrat (3 -4,0 gam/0,5] mdu), vao co thé, ndng dd dé bi pha lodng, khdng cé tai
bién chay mau in vivo.

Né&u truyén nhiéu, can chd y dén déc tinh cda natri citrat.

- Chat cang cua (chelating agents) nhu dinatri tetracemat (mudi natri cdia acid
etylen diamin tetracetic, EDTA, Complexon lll, Sequestren) cé tac dung gap Ca +2.
1.3.2. Thuéc dung & 1dm sang

Trong thuc té hay dung ba loai :

- Uc ché sy téng hop cla cac yéu td dong mau & gan (yé&u té 11, VII, 1X, X): Loai nay
chi tac dung in vivo: dan xuat coumarin va indandion.

- Uc ché tac dung clia cac yéu td déng mau : Loai nay tac dung ca in vivo va in
vitro: heparin.

- Chéng két dinh tiéu cau: aspi rin, dipyridamol, ticlopidin, clopidogel.

1.3.2.1. Thuéc chéng ddng dudng udng : Dan xuat clia coumarin va indandion:

La thu6c téng hop, ddc bang B.

- Dan xuat 4 -hydroxycoumarin cé: warfarin, phenprocoumon, acenocoumarol,
dicoumarol, coumetarol, tromexan. - Dan xuat indadion cé : phenylindadion,
clophenindion.

* Co ché tac dung :

Do dan xuat coumarin va indandion cé ciu tric gan giéng vitamin K, nén rc ché



canh tranh enzym epoxid -reductase lam can tr& sy khir vitamin K -epoxid thanh
vitamin K can thiét cho sy carboxyl hda céc tién yéu t6 dong mau dudi sy xuc cla
carboxylase thanh cdc yéu t6 ddng mau I, VII, IX va X.Vi thé cic thuéc nhém nay
con dugc goi la thudc

khang vitamin K.

* Dugc dong hoc :

H&p thu nhanh qua dwdng tiéu hda, nhung xuat hién tac dung sau khi uéng 24-36
gi®. Cac thudc gén vao protein ty |& rat cao, tromexan 90%, warfarin 97%,
phenprocoumon 99%.

Nhiéu dan xuat clia coumarin chuyén hda qua hé enzym oxy héa & microsom gan
nhu :

dicoumarol, warfarin, tromexan...

Chat chuyén hda thai trir qua nudce tiéu va mét - nhiéu thudc cé chu ky gan rudt.
Thudc cé thé di qua rau thai, qua stta. Néng dd thudc trong rau thai va tré em bu
me cao c6 thé gdy xuat huyét cho thai nhi va tré bi me. Néu uéng thuéc vao 3
thang d4au thai ky cé thé gay cho tré so sinh moét sé dj thwdng & miii, mat, xwong.
*Poc tinh :

- Dung liéu cao, kéo dai gay réi loan thdm phan mao mach, xuat huyét, rat nguy
hiém & bénh nhan loét da day ta trang, chan thwong, cao huyét ap.

- Di (rng, rung tdc, viém gan, than, tang bach ciu wa acid, nhung lai gidm hodc mat
bach cau hat.

- Nudc tiéu dd mau da cam.

* Khi ph6i hgp dan xuat coumarin va indandion véi mot sé thudc cé thé xay ra
twong tac dan dén thay déi dwoc dong hoc hodc tac dung .

- Thuéc lam thay d6i duwoc dong hoc clia coumarin va indandion :

+ Giam hap thu coumarin qua éng tiéu hda:

Thudc lam tang pH da day, thudc nhudn trang, thuéc khang cholinergic, dau
parafin, than hoat, cholestyramin (tao phirc vé&i couramin).

+ Thu6c day coumarin ra khoi protein - huyét twong :

Clofibrat, phenylbutazon, sulfa mid, tolbutamid, salicylat, acid ethacrynic

+ Thudc trc ché chuyén hda coumarin & microsom gan:

Allopurinol, chloramphenicol, cimetidin, diazepam, metronidazol, phenylbutazon,
sulfinpyrazon, thuéc chéng tram cam loai ba vong.



+ Thudc cdm &ng enzym & micros om gan lam tang chuyén héa coumarin:
barbiturat, rifampicin

* Ap dung diéu trj :

- Chidinh :

+ Phong hodc chira bénh tic ngh&n mach nhu: viém tinh mach, tdc mach phéi,
nhodi mau co tim.

+ Diét chu6t : warfarin.

- Chéng chi dinh: Phu ni c6 thai, cho con bu; cao huyét dp, viém tuy cap; loét da
day - ta trang tién trién; tai bién mach mau ndo va tang chdy mau.

- Liéu lwvgng - cdch dung :

+ Tac dung chdng ddng phu thudc vao tirng cd thé.

+ Trong qua trinh diéu tri bang dan xuat coumarin hodc indandion phai giam | iéu
dan va can theo ddi thoi gian Quick, thoi gian Howell dé chinh liéu nham duy tri ty
|é prothrombin khoang 20% so vdi binh thuong. Sau khi dung 36 -48 gio lam xét
nghiém dé

danh gia tac dung, chon liéu duy tri phu hop. Giai doan diéu tri duy tri cr sau 2
tuan cho xét nghiém 1 lan.

+ Tac dung chéng déng cla thudc la gian tiép, lién quan dén su téng hop céc yéu
t6 dong mau & gan nén xuat hién tac dung chdm va chi tdc dung trong co thé,
khéng cé tac dung trong éng nghiém. Muén dat hiéu qua chéng déng can ph ai cé
thoi gian.

+ Can theo ddi nhirng triéu chirng chdy mau nho chirng t6 qud liéu : Chay mau
cam, chdy mau lgi, chdy mau tri, nwdc ti€u cd vét mau, tu mau & da v.v...

+ Khi qua liéu hodc ngd doc dan xuat coumarin hodc indandion dung vitamin K dé
diéu

tri.

+ Dya vao thdi gian xuat hién tac dung, cwdng dé tac dung cac thudc dé chon thoi
gian dung thudc phu hop. Hién nay c¢é 3 nhém chinh :

Liéu duy tri cac thuéc déi khang vitamin K duoc tap hop trong bang 30.1.

Bang 30.1: Liéu duy tri cGa cac d an xuat coumari n va indandion



Tén thuoc Biét duoc Thai gian ban Liéu duy tri
thai (gid) (mgingay)
Acenocumarol Sintrom, 24 1-8
Dicumarol 24-96 50-100
Phenindion Pindione 5-10 50-150
Ethylbiscoumacetat | Tromexan 1-2 450 - 600
Warfarin Coumadin 36 39

1.3.2.2. Heparin

Thudc ddc bang B, vira cd tac dung trong co thé va ngoai co thé.

* Ngubn goc:

Heparin lGc dau tim thdy ndm 1916 bé&i McLean va cé nhiéu & gan nén dat tén
heparin. Ngoai gan ra, heparin con dugc tim thdy & than, phdi, hach bach huyét,
niém mac ruot.

Hién nay heparin duwgc chiét xuat tir niém mac rudt lon hodc phéi trau, bd hodc
bén téng hop.

* Cau truc :

Heparin khéng phai don chat. La mét anion mucopolysacharid hodc
glycosaminoglycan. Trong cau tric cé nhém sulfat va carboxylic. Nhdm sulfat can
thié€t cho sy gan antithrombin v&i thrombin. Ty 1& lwvu huynh trong phan ti
heparin chiém 13,6%.

* Tinh chat :

+ La acid ndi sinh manh nhat, cé d6 ion hda manh, rat tan trong nwdc va tich dién
am & pH sinh ly.

+ Vitng bén & pH trén 6,5. Dun sbi trong 20 phut & nhiét dd 1200C van con tac
dung. Nhung udng bi phan hdy & duwong tiéu hda mat hoat tinh.

+ Trong lwvgng phan t& khac nhau dao dong tir 2 -20 kDa nhwng tac dung sinh hoc
giong nhau. Khi heparin c6 trong lvong phan tlr tir 2 -7 kDa goi |a heparin trong
lwong ph an tlr thap.

* Tac dung :

- Chéng déng mau.

- Chéng déng vén tiéu cau do kich thich tdng hop va bai tiét yéu t6 hoat hod
plasmin té chirc (t-PA).

- Ha lipoprotein mau dac biét |a triglycerid do giai phdng lipase gitip thuy phan
triglycerid thanh acid béo va g lycerol. Tac dung nay xuat hién & nhirng liéu thap



hon liéu

c6 tac dung chéng déng mau. Co hién tugng tang lipoprotein héi &ng (rebound)
khi ngirng

heparin.

- Téng tac dung cla cac yéu td phat trién nguyén bao soi cé tinh acid hodc base
(aFGF va

bFGF) lam tang su phan bao té bao néi md mao mach, té bao co tron, té bao
trung mo gay ra sy tan tao mach.

* Co ché chéng ddng mau :

- Binh thuwdng antithrombin 1l trong huyét twong phan &rng chdm chap vdi
thrombin va

cac yéu td dong mau IX, X, XI, XIl d3 hoat hda lam mat tac dung cta cac yéu td
nay. Khi

cd mat heparin, heparin tao phtrc véi antithrombin Ill. Phirc hgp heparin -
antithrombin 1ll thic ddy nhanh phan (ng giira antithrombin va thrombin;
antithrombin v&i cac yéu t6 I1X, X, Xl va XIl. Hau qua cac yéu té chéng don g d3 dat
hoat hda mat hiéu lwc nhanh, mat khd nang chuyén fibrinogen thanh fibrin.

- Nho tich dién &m do cé chira céc géc sulfat nén heparin da lam bién dang
thrombin va

prothrombin lam ching dé dang tao phirc v&i antithrombin.

* Dugc dong hoc

Uéng khdng hap thu va bi phan huy & duwong tiéu hda. Do vay, phai tiém dudi da,
tiém tinh mach, khéng tiém bap. Heparin bi heparinase pha huy va thai trir nhanh.
Sau khi tiém 1 gi®, 30-50% duwoc thai qua nudc tiéu. Khdng di qua rau thai.

Thoi gian ban thai phu thudc vao | iéu lvgng. Liu cao va & ngudi suy gan, than thi
thoi gian ban thai cda thudc dai.

* Tac dung khéng mong muén.

- Chdy mau, giam tiéu cau, triéu chirng nay thudng xuat hién sau khi tiém heparin
7 -14 ngay va héi phuc sau khi ngirng thudc.

- Di &rng, nhirc dau , ndn, gay ndt dau, hoai tir gan néu tiém duwdi da dai ngay.
Dung kéo dai vadi liéu trén 15000 don vi/ngay gay lodng xuong.

- Tang AST, ALT.

* Ap dung diéu trj :



- Chi dinh: phong, chdng huyét khéi. Tac dung tang khi dung két hop vai cac thudc
chéng déng vén tiéu cau nhu: aspirin, cac thudc chéng viém phi steroid khéc,
dipyridamol, ticlopidin v.v...va s& mat tac dung khi trdn 1an véi gentamicin,
colistin, cefaloridin do bj két tda.

- Chéng chi dinh:

+ Tang wa chay mdu; loét da day - ta trang tién trién; vét t huong.

+ Giam chlrc ndng gan, than; co thé suy nhwoc, viém ndi tdm mac, nhiém trung,
lao tién trién.

- Ché& pham va liéu dung :

+ Lo 5000 - 25000 don vi/ml

Mot don vi heparin la lwgng heparin ngdn can dugc sy déng dac 1ml huyét twong
da duoc lam mat calci b& i citrat.

+ Liéu dung tuy thudc vao tirng bénh nhan. Thong thuong truyén tinh mach 6000
don vi/trong 6 gio vdi tdc dd 1000 don vi/gio.

Hodc truyén tinh mach khéi dau 5000 - 10000 don vi, sau d6 cach 4 -6 gio truyén
5000 - 10000 don vi. Liéu ti€p theo phu t hudc vao thoi gian déng mau va thoi
gian Howell.

- Khi quad liéu phai ngirng haparin ngay va tiém tinh mach chdm protamin sulfat dé
trung hoa vdi téc d6 50 don vi/phut.

Protamin sulfat la protein kiém trong lvong phan ti thap, thai trir nhanh hon
heparin nhung cé kha nang phan ly phirc hop antithrombin 11l -heaprin va két hop
v&i heparin lam mat tac dung chéng déng.

Mot mg protamin sulfat trung hoa dugc 100 don vi heparin.

* Hién c6 heparin trong lvgng phan tlr thap, nhwng cé tac dung sinh hoc chi dinh,
chéng chi dinh va tai bién gan giong heparin nguén goc tw nhién. Tuy nhién, cé tac
dung déi

khdng yéu td X hoat hda manh va thoi gian tac dung dai hon heparin théong
thudng. Do vay, chi can tiém dudi da mot [an/ngay. M6t sé heparin trong lugng
phan t&r thap dang

duoc st dung tdm tat trong bang 30.2.

Bang 30.2: Ché& pham va liéu lvong mot s6 heparin trong lwong phan tl thap



Tén gdc Biét dugc | Ham lugng Liéu ding/ngay
Certoparin Alphaparin 3000 dan vif0,3ml 3000 ddn i
Dalteparin Fragmin 12500, 25000don v fml | 2500 don v
Enoxaparin Clexan 100ma/mi 20 mg(2000 don W)
Reviparin Clivarin 1432 don v/ 0,25ml 1432 don
Tinzaparin Innohep 10000 don vi /ml 3900 dan W

1.3.2.3. Heparinoid téng hop:

La polysacharid bi ester hda bdi acid sulfuric, cé cdng thit ¢ hda hoc gan giéng
heparin, co ché tac dung giéng heparin nhung tac dung chong déng yéu hon.

- Partiol tac dung kém heparin 7 lan.

- Trebuton tac dung yéu hon heparin 3 -4 lan.

1.3.2.4. Hirudin

La da peptid cé 65 acid amin, trong lvgng phan tir 7000 - 9000 dugc chira trong
tuy&n don bao & trong thyc quan cla dia, vat, cé tac dung chéng ddng mau do
ngan can tac dung cta thrombin théng qua su tao phirc vai thrombin lam cho
fibrinogen khong chuyén thanh fibrin.

Dung Hirudin trong chan doan xac dinh hoat tinh cda cic yéu t6 déng mau nhw
thrombin (Hirudin-toleranz-test; Hirudin test). Hién chua dwgc dung diéu tri vi s6
lwgng tach chiét con han ché.

Thrombin
(-)

&—————— Hirudin

Fibrinogen —— Fibrin

Trong twong lai nho k§ thuat gen cé thé san xuat dwoc hirudin dé sir dung trong
diéu tri, chéng huyét khai.

1.4. Thuéc chdng két dinh tiéu cau

Tiéu cau la nhirng t& bao khdong nhan, hinh dia, tich dién &m manh. Trén bé mat
mang tiéu ciu cé chira cac yéu té ddng mau |, V, VII. CS céc fibrinogen receptor



(Gp lIb/111a) va dac tinh két dinh va két tu nén khi thanh mach bj tén thuong cac
tiéu cau dinh vao noi bj ton thwong va dinh vao nhau thanh tirng 1&p tao ra nat
trang ti€u cau con goi 1a dinh cdAm mau Hayem. Trong qua trinh két dinh, tiéu cau
con giai phdng ra phospholip id gitp thic

day qud trinh tao ra phirc hgp prothrombinase.

Su két dinh tiéu cau |3 y&u t6 tao ra mang xo vita ddng manh va gy nén tac
mach.

Hién c6 mot s6 thubc chdng két dinh tiéu cdu duoc sir dung trong 1dm sang dé
phong va diéu tri huyét khéi nhu: thuéc chéng viém phi steroid (aspirin),
dipyridamol, ticlopidin, clopidogrel va thuéc &rc ché glycoprotein lib/Illa.

1.4.1. Aspirin (acid acetylsalicylic)

Ngoai tadc dung ha sét, gidm dau, chdng viém, aspirin con ¢ tdc dung chéng dong
von tiéu cau.

- Co ché : xin xem bai “Thu6c ha sot, giam dau, chéng viém”.

- DUng liéu thap duy nhat 10mg/kg can nang, cach quing 48 gio, aspirin trc ché
90% cyclooxygenase cla tiéu cau, rat it anh hwdng dén cyclooxygenase cla ndi
m6 mao mach nén anh hudng khdng dang ké su téng hop cd a prostacyclin | 2. Do
vay, tac dung chéng két dinh tiéu cau va kéo dai thoi gian chdy mdu & lidu nay la
t&i da. Dung liu cao aspirin khéng chi (rc ché COX & tiéu cau ma con trc ché COX &
ndi md mao mach nén hiéu qua chdng két dinh tiéu cau khéng cao.

- Ngoai (rc ch& COX & tiéu cau, aspirin con lam én dinh mang tiéu cau, han ché sy
giai phdng ADP va phospholipid nén giam sy két dinh tiéu cau va tang thoi gian
chay mau.

- Chi dinh: dung aspirin trong phong va diéu tri huyét khéi déng - tinh mach véi
lieu duy

tri 75 mg/ngay..

- Chéng chi dinh va tac dung khéng mong mudn (xin xem bai thuéc ha sot, giam
dau va chéng viém).

- Hét sirc than trong khi phdi hop aspirin véi thu6c chdng két dinh tiéu ciu khac
va thudc chdng ddng mau nhu heparin, dan xuat coumarin.

1.4.2. Dipyridamol (Persantone, Peridamol)

Vira c6 tadc dung gidn mach vanh, vira cé tac dung chéng déng von tiéu ciu do :

+ U'c ché sy nhap adenosin vao tiéu cau va trc ché adenosin desaminase lam ting



adenosin trong mau. Adenosin tac dong lén A 2-receptor lam giam sy dong von
tiéu cau.

+ U'c ché phosphodiesterase lam ting AMP v trong tiéu cau.

- Chi dinh: thudc duwgc phéi hop vai warfarin trong phong huyét khdi & bénh nhan
thay van tim nhan tao.

1.4.3. Ticlopidin (Ticlid)

- Do ticlopidin twong tac vadi glycoprtein 1lb/1ll a receptor cla fibrinogen lam ¢
ché sy gan fibrinogen vao tiéu cau hoat hda, ngin can su két dinh tiéu cau.

Ngoai ra, thudc con lam ting prostaglandin D 2 va E2 gép phan chéng déng von
tiéu cau va tang thoi gian chady mau.

- Thuéc dugc dung dé phong huyét k héi & bénh nhan bj bénh tén thuwong mach
ndo hodc mach vanh vdi liéu 500mg/ngay. Khéng dung thuéc cho tré em. Khi
dung cé thé gdp mot s6 tac dung khong mong mudn: chdy mau, budn ndn, ia
chay, gidm bach cau trung tinh.

1.4.4. Clopidogrel (Plavix)

- Thuéc ¢6 tac dung chéng déng von tiéu cau do:

+ U'c ché chon loc thy thé ADP cua tiéu cau.

+ Ngan can su hoat hda glycoprotein llb/Illa cta fibrinogen trén tiéu cau, lam giam
sy gan fibrinogen vao tiéu cau.

- Ubng lidu duy nhat 75mg/ngay dé phong déng von tiéu cau.

1.4.5. Cac chat rc ché glycoprotein llb/llla receptor:

Glycoprotein IIb/Illa cé vai trd lam ting sy gan cla fibrinogen vao receptor trén
tiéu cau. Mot s6 thudc gan vao glycoprotein Ilb/llla receptor ngdn can sy gan cua
fibrinogen vao tiéu ciu cé tic dun g chéng déng von tiéu cau.

+ Abcimab (Reopro): Ia mdt khdng thé don dong, khéi dau tiém cham tinh mach
250 mcg/kg, sau d6 truyén tinh mach 125 nanogam/kg/phut (t6i da 10mcg/phut).
+ Eptifibatid (Integrilin): 1a peptid tong hop, khdi dau tiém tinh mac h 180 mcg/kg,
sau d6 truyén tinh mach 2 mcg/kg/phut lién tuc trong 72 -96 gio.

+ Tirofiban (Aggrastat): khéi dau tiém cham tinh mach 400 nanogam/kg/phut
trong 30 phat, sau d6 truyén tinh mach 100 mcg/kg/phut trong it nhat 48 gio.

2. THUOC TIEU FIBRIN

Cuc mau déng cd thé tan trd lai nhd qua trinh tiéu fibrin. D6 1a qua trinh nguwoc
véi déng mau. Binh thuong, enzym plasmin xuc tac cho su tiéu fibrin trong mau &



thé khdng hoat tinh goi la plasminogen. Trong diéu kién nhat dinh, cac chat hoat
hda (kinase, act ivator) dwoc gidi phdng ra khoi té chirc, hoat hda plasminogen
tao thanh plasmin. Plasmin vira tao thanh giup fibrin tré thanh chat phan huy tan
duoc.

2.1. Urokinase ( Abbokinase)

La endopeptidase, gdbm 2 chudi da peptid chira 411 acid amin, trong lwgng phan
t&r 53000, dugc phan 1ap tir nwdc tiéu ngudi (URO = urine = nudc tiéu) hodc tir
nudi cay té bao phodi than nguoi.

Urokinase xutc tac cho phan (rng cat lién két peptid cla plasminogen (plasminogen
c6 791 acid amin) tao thanh lys -plasminogen va chuyén thanh plasmi n. Lysin cudi
cung cla plasmin 1a vij tri gan cé &i luc cao véi fibrin gitdp cho sy thuy phan fibrin.
UK bi chuyén hda & gan va cé thoi gian ban thai 15 -20 phdt. Thubc chi duoc tiém
tinh mach, khéi dau 1.000 - 4.500 don vi/kg thé trong, sau d6 duy tri 4.400 don
vi/gio. Thudc hdu nhu khdng cé tinh khang nguyén, khong bi trung hoa bdi khang
thé, nhung cd thé gay sot.

2.2. Streptokinase ( SK, Streptase)

GOm mot chudi dapeptid, phan tl lvgng 48000, duwoc phan lap tir lién cau tan
mau nhom A.

Streptokinase két hop v &i plasminogen theo ty 1& déng phan tlr (equimolar) tao
thanh phic hop SK-plasminogen. Phirc hop nay cat lién két arginin -valin & vij tri
560 cuia plasminogen chuyén thanh SK -plasmin ¢ hoat tinh tiéu fibrin.

Ngoai tiéu fibrin, streptokinase con xuc tac cho ph an &rng thuy phan
nucleoprotein thanh cac base purin ty do va pyrimidin nucleotid, do vay lam
lodng cac dich dong dac nhu ma.

Sau khi tiém tinh mach vdi liéu thap thoi gian ban thai khodng 18 phut, nhung khi
tiém liéu cao hodc liéu thap kéo dai thi thoi gia n ban thai dat 83 phut vi hét hién
tuong két hop khéng thé khang streptokinase do da bdo hoa. Thudc bi chuyén
hda va thai trir qua than.

- Trong qua trinh dung thuéc cé thé gdp mot sd tdc dung khéng mong mudn: chay
mau, di i’ng hay gap vao ngay th 8, nén s au khi dung thudc 8 ngay, can phai
chuyén sang dung thuéc khac.

- Liéu dung :

+ Khai dau tiém tinh mach 500.000 don vi trong 30 phut, sau d6 moi gid tiém



100.000 -

150.000 don vj va dung trong 24 - 48 gid lién. Trong nhdi mdau co tim cé thé
truyén tinh

mach1500000 don vi trong 60 phut.

+ C4 thé hoa tan 20.000 - 100.000 don vi vao 5 -20ml nuwéc mudi sinh ly dé tiém
thang vao tdi mu sau 6 - 24 gid hut ra.

2.3. Anitreplase (Aminase)

La phirc hop cla plasminogen ngudi tinh khiét va streptokinase cda vi khuan d3
duoc acetyl hod dé bao vé vj tri hoat déng cla enzym. Khi s& dung, nhdm acetyl
duwoc thuy phéan, gidi phdng phirc hop streptokinase - chat tién hoat hoa thanh
phtrc hop, hoat hod plasminogen thanh plasmin. Thuéc cé tac dung trén
plasminogen clia cuc mau déng man h hon plasminogen tu do nén lam tan cuc
huyét kh6i nhanh. Ngoai co ché trén thudc con lam giam yéu té V,VIIl va chat tc
ché tiéu fibrin 6-2-antiplasmin.

2.4. Chat hoat hoa plasminogen mé(t -PA, Alteplase)

La mot protease san pham cuda cda ky thuat tai tao ge n chira 527 acid amin ¢d tac
dung trén plasminogen gan véi fibrin manh gap vai trdm [an plasminogen tv do.
Khi lwgng fibrin thap tac dung chuyén plasminogen thanh plasmin thap. Thudc ¢
thoi gian ban thai ngan 5-10 phut. Trong nhdi mau co tim cap tiém tinh mach 15
mg sau dé truyén tinh mach 50 mg trong 30 phut va trong 60 phut tiép theo
truyén 35 mg (tdng liéu truyén trong 90 phut khéng vuot qua 100 mg).
2.5.Reteplase (r -PA, Retavase, Rapilysin)

La chat hoat hod plasminogen tdi t6 hop thudc thé hé thi 3, t 4c dung gidng
Alteplase nhwng cwdng do va thoi gian xuat hién tac dung nhanh hon. Thuéc
duwoc dung trong nhdi mau co tim cap khdi dau tiém chdm tinh mach 10 don vi
trong 2 phut sau dé cir 30 phut tiém thém 10 don vi.

2.6. Tenecteplase (Metalyse)

Thubc mdi cé tc dung tiéu fibrin va chi dinh nhu r eteplase, tiém tihh mach toan
bé liéu 500-600 mcg/kg nhuwng khdng vuot qud 50mg.

2.7. Chi dinh va chdng chi dinh cta cac thudc tiéu fibrin

* Chi dinh:

- Tac ngh&n ddng, tinh mach

- Nh6i mau co tim



- Viém md, dong mau mang phdi hodc & cac khép xwong hay cac hach dung
streptokinase tai cho.

- Bom vao 6ng dan lwu ma dé tranh tic (streptokinase).

* Chéng chi dinh:

Sau khi phiu thuat chwa qua 8 ngay; mdi dé hodc sy thai chwa qua 4 ngay; cao
huyét dp nghiém trong, qua trin h cdm mau bat thudng; co dia di &rng; mdi dung
streptokinase chuwa qua 6 thang; méi bi bénh do lién cau; co thai (thuéc khdng
qua rau thai, nhuwng dé phong bong rau s&m); chdy mau dwdng tiéu hda nang
trong vong 3 thang; tién sl tai bién mach mdau n3o; viém man g ngoai tim cap;
phau thudt dong mach chd; viém tuy cap; bénh gan nang.

2.8. Chat hoat héa plasminogen

La nhi*ng chat gitp gidi phdng chat hoat héa (kinase, activator) dé hoat hda
plasminogen hodc tang téng hop plasminogen va cudi cung lam cho fibrin trd th
anh chat phan hidy tan duoc. Thuong dung ethylestrenol, phenformin,
nicotinamid. Dung khi co thé khéng ty gidi phdong dwoc chat hoat héa, vi du khi &
mau tinh mach do tai bién huyét khéi tinh mach, hodc phong tai phat viém tinh
mach (dung ethylestrenol cung phenformin).

3. THUOC CHONG TIEU FIBRIN

Cé trang thai bénh Iam tiéu nhanh fibrin, gdy chdy mau tram trong, vi du khi nguoi
bi bénh tang plasmin trong mau.

Plasmin khdong nhirng lam tiéu fibrin, ma con két hop véi moét s6 yéu té ddng mau
va hdy hoai chidng, lam co ché déng mau cang rdi loan.

Nhirng phan t&r méi sinh do fibrin bi hay cling két hop lai véi fibrin dé cho phirc
hop khéng déng duoc nita. Nhirtng chat phan huy nay con lam cho tiéu cdu khéng
ngung két thanh cuc duoc. Két qua [am chdy mau tram trong.

Thudc lam gidm su tiéu fibrin s& cé tdc dung cdm mau. Hién cé mot sé thudce
chdng tiéu fibrin dang dwoc st dung trén 1am sang dé cam mau.

3.1. Aprotinin (Trasylol)

La thudc (e ché protease gom 58 acid amin, ¢ 3 cau ndi disulfur, phan t& lvong
6500, 1ay tr tuy&n man g tai, phéi, gan. Diéu ché dat tién, thoi gian ban thai
ngan:150 phut; chi tiém tinh mach hodc truyén tinh mach véi liéu lvgng tuy thudc
vao chi dinh. Phong chay mau khi phau thuat tim mé liéu 2000000 don vi, chay
mau do tang plasmin mau kh&i dau 500000-1000000 don vi.



Thudc tao phirc vdi plasmin dé cho phirc hgp méi “aprotinin -plasmin” khéng cé
hoat tinh plasmin. Aprotinin con (rc ché duwgc cac enzym huy protein khac nira,
nhu trypsin, chymotrypsin, kalikrein.

Aprotinin thai qua nwdc tiéu duwdi dang mat hoat tin h, nén khdng dung dé chéng
tiéu fibrin dwdng tiét niéu. Dung nhiéu lan cé thé gay nhitng phan &ng qua man &
nguoi co co dia di irng.

3.2. Thudc téng hop

3.2.1. Acid w- aminocaproic

Cé cau truc gidng lysine cé tac dung chéng tiéu fibrin nhd hai nhém amin va
carboxyl cdch nhau 0,7nm, (rc ché su hoat hda cta plasminogen, kim hdm khéng
cho plasmin tac dong |én fibrin, lam cho fibrin khong bi giang hda bdi plasmin
nira.

Thudc khdng e ché dugc cac chat hoat hda plasminogen (kinase, activator).
Thudc cé thé udng 24 gam chia lam 4 an trong ngay hodc tiém cham tinh mach 5 -
7,5g dé du phong hodc diéu tri chay mau.

3.2.2. Acid tranexamic (Cyclokapron )

La dong dang va cd tinh chat, tac dung gidng acid w- aminocaproic, cé thé tiém
tinh mach hodc uéng dé phong cha y mau sau mé tuyén tién liét, nhé rang &
ngudi bi hemophilia hodc qua liéu thudc tiéu cuc mau ddng hodc phu nit bj da
kinh véi liéu 2 - 4g/24 gi®, chialam 3 [an .

3.3. Ap dung diéu tri clia thudc chdng tiéu fibrin

- Chi dinh: Dung trong trang thai tiéu fibri n nguyén phat, tiéu fibrin cap, dw phong
chay mau sau phau thuat tao hinh, tai mii hong, cat bo tuyén tién liét v.v...

- Chéng chi dinh: Béc tinh cda Acid w- aminocaproic va acid tranexamic rat it, tuy
nhién can dung than trong khi suy thdn nang (cé thé g ay tich luy thudc), khi ¢
tién st hodc d3 cd biéu hién huyét khéi tac tinh mach hodc ddng mach.

BAI35. THUOC TROQ TIM

Thudc trg tim la nhitng thubc ¢ tdc dung lam tang luc co bép cia co tim, dung
trong cac trwong hop suy tim. Cac thuéc duoc chia lam 2 nhom:



- Thudc loai glycosid dugc chi dinh trong suy tim man.

- Thudc khéng phai glycosid dung trong suy tim cp tinh.

1. THUOC LOAI GLYCOSID ( GLYCOSID TRQ' TIM): DIGITALIS

Céc thudc loai nay déu cé 3 dac diém chung:

- T4t cd déu c6 ng ubn gdce tlr thue vat: cic loai Digitalis, Strophantus...

- C4u truc hod hoc gan giéng nhau: déu cé nhan steroid néi vdi vong lacton khong
bdo hoa & C17, goi |a aglycon hodc genin, cd tac dung chéng suy tim. Vi tri C 3 ndi
véi mét hodc nhiéu phan tlr duong( ose), khdng cé tac dung duoc ly nhung dnh
hudng dén duwoc déng hoc cda thudc.

- Hién chi con digoxin va digitoxin dwgc dung & |lam sang. Digitoxin khac digoxin la
khéng cé OH & C 12 vi thé it tan trong nuéc hon.

- Cac thudc tdc dung trén tim theo cung mot co ché.

1.1. Dwoc dong hoc

1.1.1. H4p thu

Digoxin

Glycosid khdng ion hoda, dugc khuéch tan thu dong qua éng tiéu hoa (da day, ta
trang, rudt non): thudc cang tan trong lipid, cang dé khuéch tan. Cac nhém —OH
cla genin |a nhitng cuc va nwdc, lam han ché dé tan trong lipid cha thudc:

- Digitoxin chi cd mdt nhém —OH ty do & C14, nén dé tan trong lipid, dwoc hap
thu hoan toan khi uéng.

- Uabain ¢4 5 nhédm OH tw do, khong hap thu qua duong tiéu hod, nén phai tiém
tinh mach. Hién khéng con dugc dung nira.

- Digoxin c6 2 nhdm —OH ty do, hap thu qua duong tiéu hda tét hon uabain,
nhwng khong hoan toan nhu digitoxin.

1.1.2. Phén phdi

Thudc cang dé tan trong lipid, cang dé gan vao protein huyét tuwong, song khong
virtng bén va dé dang dwoc gidi phdng ra dang tu do.

Glycosid g&n vao nhiéu té chirc, ddc biét |a tim, gan, phdi, than, vi nhitng co quan
nay dugc twdi mau nhiéu; vdi co tim, thudc gan vitng bén theo kiéu lién két cdng
hod tri. Kali - mau cao, glycosid it gdn vao tim va nguoc lai khi kali- mau giam,
glycosid gan nhiéu vao tim, dé gay doc. Digitalis cé thé qua dugc hang rao rau
thai.

1.1.3. Chuyén hod



Digitoxin chuy&n hod hoan toan & gan, digoxin 5%, con uabain khéng chuyén hoa.
Nhirng phan rng chuyén hod quan trong cla digitoxin va digoxin la:

- Thuy phan, mat dan phan dudng, dé cudi cung cho gennin

- Hydroxyl hoa genin & vi tri 5 -6 b&i micrésém gan

- Epime hod: chuyén -OH & vi tri 3 tlr béta sang alpha

- Lién hgp v@di cac acid glucuronic va sulfuric.

1.1.4. Thai tri

Digitoxin va digoxin thai trir qua than va qua gan, & nhirng noi d6, mot phan
thu6c dwoc tai hap thu, nén Iam tang tich by trong co thé. Uabain khdng bi
chuyén hod, thai trir qua than dwdi dang con hoat tinh.

1.2. Tac dung cua digitalis

1.2.1. Tac dung trén tim

Day 1a tac dung chi yéu: digitalis [am tdm thu ngdn va manh, tdm truong dai ra,
nhip tim chdm lai. Nh¢ d6, tim duoc nghi nhiéu hon, mau tir nhi vao that & thoi
ky tdm trwong duwoc nhiéu hon, cung lvgng tim tang va nhu cau oxy gidam. Do dé
bénh nhan d& kho thd va nhip ho hap trd lai binh thuwong. Digitalis con lam gidam
dan truyén ndi tai va tang tinh trg clia co tim nén néu tim bi loan nhip, thudc c6
thé lam déu nhip trd lai.

Co ché tac dung:

Cac glycosid tro tim déu (rc ché cdc ATPase mang, |a enzym cung cdp nang lvong
cho “bom Na+— K+” clla moi té bao. “Bom” nay cd vai trd quan trong trong khir
cwec mang té bao, do day 3 ion Na + ra dé trao d6i vdi 2 ion K + vao trong té bao.
Tac dung cla glycosid phu thudc vao tinh nhay cam cta ATPase cla tirng mo. Trén
nguoi, co tim nhay cdm nhat, vi vay: vai liéu diéu tri, glycosid cé tac dung truwdc
hét |a trén tim.

Khi ATPase bj trc ché, néng dd Na + trong té bao tang s& anh hudng dén mot hé
thong khac, hé thong trao ddi Na + - Ca++. Binh thudng, hé théng nay sau moi
hiéu thé hoat ddng s& day 1 ion Ca++ va nhap 4 ion Na + vao té bao. Dudi tac
dung cla glycosid, nébng d& Na + trong té& bao s& tang can trd sy trao d6i nay va
lam néng d6 Ca ++ trong té€ bao tang cao, gy tang luc co bop cla co tim, viion Ca
++ ¢4 vai tro hoat hda myosin — ATPase dé cung cap nang luong cho su co co (cic
sgi actin truot trén sgi myosin). (Hinh 22.1)
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Hinh 22.1. Tac dung cha digitalis trén cac luéng ion

(-) &rc ché

Sau co tim ATPase cla céc té bao nhan cdm ap luc cla cung ddng mach chd va
xoang ddéng mach cdnh cling rat nhay cam vdi glycosid. Khi ATPase bj (rc ché, tan
s6 phéng “xung tac gidm ap” hudéng tdm t dng, kich thich trung tdm phé giao cdm
va lam gidm truwong lyc giao cam s& lam tim dap cham lai va lam gidm dan truyén
nhi - that.

1.2.2. Cac tac dung khac

- Trén than: digitalis lam tang thai nwdc va mudi nén lam gidm phu do suy tim.
Co ché cla tac dung n ay la: mét mat, digitalis lam tang cung lvgng tim, nén nuwdc
qua cau than cling tang; mat khac, thubc &rc ché ATPase & mang té bao 6ng than
lam gidm tai hap thu natri va nuwdec.

- Trén co tron: vdi liéu ddc, ATPase cla “bom” Na + - K+ bj (rc ché&, néng d6 Ca ++
trong té& bao thanh rudt tdng lam tang co bdp co tron da day, rudt (ndn, di ldng),
co that khi quan va tlr cung (c6 thé gay xay thai).

- Trén m6 than kinh: digitalis kich thich truc ti€p trung tdm ndn & san n3o that 4
va do phan xa tlr xoang canh, quai dong mach cha.

1.3. Nhiém déc

Cac dau hiéu nhiém doc digitalis rat da dang. Khi diéu tri, can chd y phat hién cac
dau hiéu, triéu chirng sau:

- Tam than: mé sang, kho chju, mét mai, 14 1an, choang vang.

- Thj gidc: nhin m&, cé quang sang.



- Tiéu héa: chan an, buén n 6n, nén, dau bung.

- H6 hap: thd nhanh.

- Tim mach: nhip xoang cham, loan nhip ngoai tam thu nhi, that; rdi loan dan
truyén nhi - that; ngh&n nhi - that cac loai; rung that.

Digitalis la thudc bi tich luy trong co thé, pham vi nbng dd huyét twong cé tac
dung diéu trj lai hep, vi vdy trong |am sang, tuy dung liéu diéu trj van cé thé gip
nhiém ddc do nhiéu yéu td twong tac nhu: rdi loan dién giai (ha K + mau, ha Mg++
mau, tdng Ca++ mau); nhiém kiém chuyén hoa; suy gan, suy than lam giam
chuyén hda va thai trir th udc.

Trong gidm sat diéu tri, cdn do ndng dd cla thubc trong huyét twong dé hiéu
chinh liéu.

1.4. Ap dung 1am sang

- Chi dinh:

+ Gidn tam that.

+ Nhip nhanh va loan.

+ Suy tim do tén thuong van.

- Chéng chi dinh:

+ Nhip cham.

+ Nhip nhanh tdm that, rung th at.

+ Viém co tim cap (bach hau, thuong han...)

+ Nghén nhi that.

+ Khéng dung cung vdi céc thubc sau, c6 thé gay chét dét ngdt hodc tang déc cla
digitalis: calci (nhat |a khi tiém tinh mach), quinidin, thudc kich thich adrenergic,
reserpin.

1.5. Ché& pham va liéu luvong

- Digitoxin:

Noéng dé diéu tri trong huyét tuvong 1a 10 - 25 ng/ mL, ndng d6 déc la > 35 ng/ mL
Liéu diéu tri: 0,05 - 0,2 mg/ ngay. Ch& pham: vién nén 0,05 va 0,1 mg

- Digoxin:

Nong do diéu trj trong huyét twong 13 0,5 - 1,5 ng/ mL, néng d6 déc 1a 0,2ng/ mL.
Liéu diéu tri: 0,125 - 0,5 mg/ ngay

Ché& pham: vién nén 0,125 - 0,25- 0,5 mg &ng tiém 0,1 - 0,25 mg/ mL

1.6. Diéu tri ngd doc



Ngo doc do tich luy thudc hodc uéng qua liéu, vi digitalis gan rat chit vao co tim,
cho nén khi ngd ddc phai dung thudc (rc ché gan tiép tuc digitalis vao tim (kali),
thai trir calci la chat hiép déng tac dung vdi digitalis trén co tim (EDTA) va cac
thudc chita triéu chirng loan nhip tim (diphenylhydantoin, thuéc phong tod béta
wv...)

- KCl udng 20-80mEq/L/ngay; hodc 40 -60mEq/L chuyén tinh mach trong 2 -3gi¢
d4au. Truyén tinh mach thi dé kiém tra va khi can cé thé ngirng ngay. Tuyét doi
khong dung khi suy than.

- Diphenylhydantoin: lam tdng ngudng kich thich cta tim, déi khang véi tac dung
dién tim cuda digital. Tiém tinh mach 125-250mg trong 1-3phut. Tac dung nhanh va
gitt duoc 4-6 gid. Co thé truyén lidocain 2mg/ phut.

Né&u cd nhip cham, thém atropin 0,5 -1,0mg tiém tinh mach.

- EDTA (acid etylen diamino tetraacetic) cé tac dung “gap” calci ra khédi co thé.
Dung khi kali va diphenylhydantoin khdng cé chi dinh. Truyén tinh mach 3,0g pha
trong 200ml glucose 5%.

- Mién dich tri liéu khang digoxin (antidigoxin immuno therapy). Hién cé thudc gidi
ddc dac hiéu cho digoxin va digitoxin duwdi dang khang thé, 1a cac phan doan Fab
tinh khié t tir khdng huyét thanh khang digoxin (antidigoxin antisera) cda clru
(DIGIBIND). Pha trong dung dich nuédc mudi, truyén tinh mach trong 30 - 60 phdt.
Liéu lvgng tinh theo ndng d6 hodc tdng lwgng digoxin cd trong co thé.

Ché& pham: Digibind lo bot dong khd chira 38 mg Fab va 75 mg sorbitol. Mbi lo gan
duwoc khoang 0,5 mg digoxin hodc digitalin.

1.7. Strophanthus

Hat cay Strophanthus co glycosid la strophantin (genin la strophantidin). Trong
ldm sang, dwoc dung nhiéu la G. strophantin (tirc uabain) 1dy & Strophanthus
gratus, va K. strophantin |8y & Strophanthus kombe .

Tac dung cla strophantin xuat hién nhanh, 5 - 10 phut sau khi tiém tinh mach, tac
dung t6i da sau khodng 1 gi& va thai trir nhanh.

Thudc it tadc dung trén dan truyén noi tai co tim, cé thé dung khi nhip ch am. Chi
dinh trong suy tim la khi digitalin té ra khdng hiéu lwc, va trong cap clru (vi tac
dung nhanh). Nhuoc diém Ia tiém bap khdng cé tac dung va uéng thi bj thuy phan
nhanh.

M®i ngay tiém tinh mach 0,25 mg - 1 mg. vi thudc thai nhanh, nén cé thé tiém han



g ngay néu dung liéu 0,25 mg.

Strophantin ciing cé thé gdy nén, ia chay va rung tdm that (d6c bang A). Hién
dang dwoc thay thé bang cac thudc cudng 61 giao cam.

2. THUOC TRQ' TIM KHONG PHAI DIGITALIS: Thudc lam ting AMPv

Thudc loai nay dugc dung cho suy tim cap tinh va dot cap tinh cta suy tim man,
biéu hién bang con khé thé ning, phu ngoai bién hodc phu phéi. Viéc diéu tri
trudc tién la phai lam

giam ganh ndng cho tim bang thudc gidn mach, thudc lgi niéu (xin xem phan
tuong ng);

sau d4 la dung thuéc lam tan g strc co bop cla co tim. Cac thudc loai nay déu la
thudc tiém va bénh nhan thuwdng phai nam vién.

Thudc tadng co bdp tim loai digitalis, khéng dwoc dung trong shock vi cé nhiéu tac
dung phu, cang dé xay ra khi cé ting catecholamin noi sinh (stress), thiéu oxy,
acid huyét. Thuwong xay ra loan nhip.

Hién ua dung loai lam tdng AMPv & mang té bao co tim, tac dung lam md kénh
calci nén lam tang co bop tim:

Thudc kich thich adenylcyclase, enzym téng hop AMPv, va trc ché
phosphodiesterase, enzym gidng hod AMPv, déu c6 tac dung lam tdng AMPv (so
dd). Cac thubc nay lam tang bién d6 co bdp cda co tim, tdc d6 co bép nhanh va
thoi gian co ngan lai, cé tac dung t6t trong diéu tri suy tim cap, séc. Cac glycosid
tim cling lam tang bién d6 co bdp cla co tim, nhung tdc dd co bép chi tdng vira
phai va thoi g ian co bdp lai kéo dai (hinh 22.2), ¢6 tac dung cai thién duoc tinh
trang suy tim man

Tac dung qua trung gian AMPc Tac dung cua glycosid tim
Hinh 22.2. Chu ky co bép cta tim bi suy ()

va dudi anh huwdng cua thudc ( ---------- )

2.1. Cac thudc cudng B adrenergic



(Xin xem thém muc nay & bai “Thuéc tac dung trén hé adrenergic”)

2.1.1. Isoprenalin

- Tac dung duoc ly:

+ Cudng B1: tdc dung |én ca 4 tinh chat cda tim, lam tim dap manh, dap nhanh,
tang tinh dan truyén va tinh chiu kich thich. Do lam tim dap nhanh, lam ting nhu
cau oxy cua co

tim. Luu lwong tim tang, huyét ap tdi da tang.

+ Cwong B2: lam gidn khi quan, gidn mach (giam strc can ngoai bién, giam hau
ganh). Huyét 4p téi thiéu giam.

Lwu lwgng tim tang va gidn mach [a 2 tac dung quan trong lam cai thién duoc sy
twdi mau, dac biét 1a cho vung tang noi chiu anh hudng nhiéu cta shock.

Ngoai tac dung tim mach, isoprenalin con lam tang dudong huyét, ting huy lipid va
do dé sinh nang luvgng.

- Tac dung khdng mong muén va déc tinh:

+ Ha huyét ap, lo an nhip, dau vung trudc tim, nhdi mau co tim. Can theo doi
bang dién tim.

Khong dung cung thuéc mé nhu cyclopropan, fluothan, lam tang déc tinh vdi tim.
- Chi dinh chinh:

+ Shock c6 ha huyét ap, can tré mau tdi cac mach do co mach ngoai bién va thiéu
ndng tim, thé hién bang tang ap lwc tinh mach trung tam.

+ Ngirng tim, két hop vdi xoa bdp tim ngoai l6ng nguc.

- Ché& pham:

+ Isoprenalin clohydrat (Isuprel)

+ Isoprenalin sulfat (Aleudrine)

Ong 1ml = 0,2mg.

Truyén tinh mach 2 -6 6ng trong 250 - 500ml huyét thanh ngot dang truong,
khéng co base. Khi ngirng tim tiém 2 éng vao tim.

2.1.2. Dobutamin

Tac dung chon loc chi trén B1 receptor.

- Pac diém tac dung trén hé tim - mach:

+ Trén tim: [am tang co bdp co tim, dac biét |a vdi liéu lam tang bién d6 nhu
isoprenalin thi dobutamin chi lam tang nhip tim rat it, do d6 chi lam tdng it nhu
cau st dung oxy cla co tim, tuy da lam tang duoc luu lwgng cda tim.



+ Lam gidm nhe strc cdn ngoai vi va dp lvc mao mach phdi.

- Chi dinh:

+ Shock - tim, nhat 1a sau md tim véi tudn hoan ng oai co thé.

+ Cac suy tim nang, khéng bu trir, khéng dap &rng véi céc cach diéu trj khac.

- Ché& pham:

+ Dobutrex lo 20ml = 250mg

Pha trong dung dich glucose hodc mudi dang truong, khong cé base, truyén tinh
mach v&i toc d6 2- 15 mg/ kg/ phut, tuy tinh tran g bénh vi t/2 = 2 - 3phdt. Khi
xuat hién nhip tim nhanh va loan nhip, can giam liéu.

2.2. Dopamin

Dopamin |a chat tién than cda noradrenalin va 1a chat dan truyén than kinh cla hé
dopaminergic. Trén tim mach, tac dung phu thudc vao liéu (xin xem “Thuéc cudn
g hé adrenergic”). Tuy nhién, ngay ca véi liéu trung binh (2 - 5 ug/ kg/ phut- liéu
kich thich 61), dopamin d3 [am nhip tim nhanh nén dé gay thi€u mau co tim, nhat
[a trén bénh nhan

d3 c6 bénh mach vanh. Can can nhac khi chi dinh.

2.3. Cac thudc phong téa p hosphodiesterase

Nhdm thu6c mdi phong tda phosphodiesterase c¢6 wu diém hon nhom thudc cé
dién (nhdm xantin) la:

- Tac dung chd yéu trén isoenzym F typ Il cda phosphodiesterase cé nhiéu & mang
té bao co tim.

- Khéng kich thich than kinh trung uvong.

2.3.1. Dan xuét bipyridin: amrinon (Inocor) va milrinon (Primacor)

- Lam tang co bodp co tim, tang lwvu lvgng tim

- Lam gidn mach nén lam gidm tién gadnh va hiu ganh

- Tac dung phu: it. C6 thé gap sét, nhirc d4u, réi loan tiéu hod, giam vi gidc va
khiru gidc. Giam tiéu cau, ngirng thudc s& khoi, hi€ém gap véi milrinon

- Chi dung thuéc cho bénh nhan nam vién

- Cach dung:

+ Amrinon (Inocor) 6ng 20mL c6 100mg amrinon lactat pha trong dung dich mudi
dang trwong dung ngay trong ngay. Tiém tinh mach liéu tan cong 0,5 ug/kg, sau
do truyén vai

toc do 2-20 pg/kg/phut; t/2 = 2 -3gio.



+ Milrinon (Primacor) 5mg/mL. Ong tiém tinh mach. Khodng 10 I3n manh hon
amrinon. Liéu tdn cong 50 pg/kg tiém tinh mach, sau d6 truyén vai téc d6 0,25 -
1,0pug /kg/ phut;

t/2 = 30-60phut. Pang 13 thuéc dv gc lwa chon vi (rc ché dac hiéu PDE I

2.3.2. Dan xuat benzimidazol

La cac dan xuat trc ché PDE Ill dang dwoc nghién clru:

- Pimobendan: ngoai co ché& (rc ché& PDE Il con cé co ch& Iam man cam céc yéu td
co that clia co tim v&i Ca ++ ndi bao.

2.3.3. Vesnarinon : 1a quinolinon tac dung theo dudng udng lam tang luc co bép
tim mach va gidn mach theo nhiéu co ché: &rc ché PDE Ill, tdng nhap Ca ++, kéo dai
dién thé hoat déng, lam chdm nhip tim. Tuy nhién pham vi an toan hep, nhiéu
nwdc da khong dung nira.

2.4. Cac thudc khac

2.4.1. Spartein

Alcaloid chiét xuat tir hoa cay Kim twdc (Spartium junceum L.), thuwong dung
spartein sulfat. Lam tim dap manh déu, va cham lai.

Chi dinh:

- Pe doa truy tim mach do chan thuong nhiém doc.

- Danh tréng nguc, nhoi vung tim (khdng phai héi chirng déng mach vanh).

- Tro tim gilra hai dot dung digitalis hay strophanthus.

- C6 thé phéi hgp vdi morphin, scopolamin trong tién mé; spartein con trc ché bai
tiét catecholamin. Nén dung, néu gady mé bang cloroform.

- Thic dé: lam t& cung co bép manh va dé u.

Liéu lwvong: uéng hay tiém dudi da 0,05g/ lan, 1 -3 [an/ ngay.

2.4.2. Long nao

Lam nhip tim d4p manh, déu, kich thich hé hap, gy tiét mo héi va ha nhiét (rat
it). Chi dinh:

- Truy tim mach.

- Nhiém khuan, nhiém doc. Lieu lwong:

- Dung dich dau 10%: tiém dudi da 2- 5 mL.

- Long nado tan trong nudc (natri camphosulfonat): dung dich 10%. Tiém duwéida 1
—10 mL.

Hai thudc trén ngay cang it dung vi tac dung khéng manh.



2.4.3. Amino- 2- methyl- 6 heptaminol- 6

Lam tang cung lwgng ddng mach vanh, cung lvong tim, loi niéu, tang huyét ap. |t
doc. Thuong dung cung digitalis chita suy tim. Duwgc chi dinh trong truy tim mach,
bién chirng tim trong phau thuat, viém co tim cap, nhiém khuan, nhdi mau co tim.
Udng mbi ngay 0,3 - 0,5g.

Tiém bap, tinh mach: 0,05 - 0,1g (dung dich 5%).

BAI36. THUOC PIEU TRI TRUY TIM MACH VA
CHOANG

1.Dai cwong.

1.1 So sanh

1.2. Lién quan giira truy tim mach va shock (chodang)

Truy tim mach kéo dai dan dén chodng, choang thi chac chan s& Ia truy tim mach(
suy tudn hoan)

Choéng la néi dén réi loan vi tudn hoan

Huyét dp phu thudc:

-Tim

- Strc can ngoai vi

- Khéi lwvgng mau

- D6 nhoét

Co thé mat 30 % khéi lwong mdu sé dan tdi truy tim mach tut huyét ap, mach
nhanh. Vi vy phai diéu trj & giai doan shock con bu

* Nguyén nhén: mat mdu, chan thuwong, (dap nat céc t6 chirc).Shock phan vé, nhoi
mau co tim, nhiém doc, nhiém khuan huyét...

1.3.Co’ ché bénh sinh chinh.

* Tang strc dé khang ngoai bién, mao mach co lai

* Gidm sirc dé khang ngoai bién, gap trong shock phan vé (do ting tié€t histamin)
* Suy tim cdp, gap trong moi loai shock

* Réi loan déng mau: Déng mau rai rac trong long mach



1.4.Khuynh huéng hién nay trong diéu tri

- Khéng dung thuéc co mach thuan tuy, nhat Ia trong trudng hop shock co mach
- Chd yéu phai ting khdi lvgng mau lwu hanh bang lam day 1ong mach theo kha
nang lam viéc cda tim.

- Diéu chinh lam ting khéi lwvgng tuan hoan cda tim bang tang luu lwong tim.

2.Diéu chinh gidm thé tich cla tuan hoan

2.1.Truyén mau:

Khi mat mau nhiéu > 30% thi khdng gi thay thé dugc mau (nhuoc diém: nguén,
lay bénh...)

2.2.Truyén huyét twong:

Chi dinh trong moi loai shock

Nhuoc:

- Phdn &rng qué man

- Nhiém siéu vi trung

- Khong dung khi Protid mau cao

2.3.Cac chat thay thé mau: La nhitng chat c6 trong lvong phan tlr tvong duwong
vdi albumin huyét twong (> 40.000). Dung khi shock khéng phai do mat mau

* Gelatin 16ng: Dugc sdn xuat tir colagen cta xuwong, thuy phan dén khi protein cé
trong luong phan tlr giam dén khodng 35.000 (dang plasmion, plasmagel...)
Uu:

- Dé bao quan

- Khéng can xac dinh nhém mau

Nhuoc:

- Khéng gitt dwoc lau, (thai trlr 75 % sau 24 h)

- Con phan *rng khang nguyén

- C6 thé gay rdi loan ddng mau: gidm tiéu ciu, giam protrombin

-Phai hdm ndng trudce khi truyén vi gelatin bi déng khi gap lanh
Polyvinyl-Pyrrolidone (PVP): Ia chat téng hop, trong lwong phan tlr khoang
40.000.

* Dextran: la plyme tu nhién duwgc hinh thanh tir glucose dwdi anh hudng cta
men vi khuan tao thanh dextran



Uu:

-Dé bao quan

- Duy tri ndng huyét ap lau

- Lam dé dang tuan hoan cla hdng cau trong long mach

Nhuoc:

-it d6c nhwng qua man

- C6 thé gay rdi loan ddng mau (tao phure fibrrinogen, dextran, dé gén vao hong
cau, tiéu cau, lam tang qua tinh déng mau.

* Theo quan niém mdi: trong s6c khdng dung dung dich glucose vi rdi loan vi tuan
hoan dan tdi thiéu oxy, glucose ting chuyén hoa theo vong yém khi, tang axit
lactic, gay nhiém toan chuyén hoa.

3.Diéu chinh suy tim.

3.1.Tang lvu lwgng tim bang tang cudng co bdp clia chinh co tim

Tat ca cac glycogid tim (digoxin,ouabain) khong duoc dung trong séc, vi né tuong
tac véi cac catecholamin ndi sinh (stress), thi€u oxy, toan hyét, réi loan ion (Ca++
tadng, K+ gidm), turong tac vdi thudc cwong b... 13 nhirng van dé thuong di kém véi
séc.

Dung thudc tdng AMP vong & mang té bao co tim, tdc dung lam md kénh calci nén
lam tang co bép tim. Co ché chung :

3.1.1.Cdc thubc cudng b adrenergic: |soprenalin

*Td