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LO1 GIOT THIEU

Thuwc hién mot s6 diéu cla Luat Gido duc, BO Gido duc & Pao tao va BO Y
té da ban hanh chwong trinh khung dao tao Béc sT da khoa. Bo Y té t0 chirc bién
soan tai liéu day - hoc cac moén co s&, chuyén mon va co ban chuyén nganh theo
chrong trinh trén nham tirng bwdc xay dung bd sach chuin trong cong tac dao
tao nhan lyc y té.

Sach Duoc ly hoc - tap 2 duoc bién soan dua trén chuong trinh gi4do duc cta
Truong Pai hoc Dwgc Ha Noi trén co s& chwong trinh khung déd dwgc phé duyét.
Sach duwoc cac nha gido giau kinh nghiém va tam huyét véi cong tdc dao tao bién
soan theo phwong cham: Kién thic co ban, hé théng, ndi dung chinh xac, khoa
hoc; cap nhat céc tién bd khoa hoc, k§ thuat hién dai va thuc tién Viét Nam.

Sach Dugc ly hoc - tap 2 da dwoc Hoi dong chuyén mon thdm dinh sach va
tai liéu day - hoc chuyén nganh bac si da khoa clia B6 Y té tham dinh vao nam
2006, la tai liéu day - hoc dat chuan chuyén mén cta Nganh Y té trong giai
doan 2006 - 2010. Trong qua trinh s dung sach phai dugc chinh ly, bd sung va
céap nhat.

B0 Y té xin chan thanh cam on cac nha gi4o, cac chuyén gia cia Bd mon
Duoc lyc, Truong Pai hoc Dugc Ha No6i dd danh nhiéu cbng stc hoan thanh
cubn sach nay; cam on PGS. TS. Nguyén Trong Thong va PGS. TS. Mai Phrong
Mai da doc, phan bién dé cudn sach dugc hoan chinh kip thoi phuc vu cho cong
tac dao tao nhan lyc y té.

Lan dau xuét ban, ching t6i mong nhan dugc y kién dong gép cta dong
nghiép, cac ban sinh vién va cac doc gia dé lan xudat ban sau dwoc hoan thién hon.

VU KHOA HOC VA BAO TAO

BO Y TE
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LO1 NOI PAU

Dé dap &ng muc tiéu dao tao cua nganh, mo6t nhiém vu quan trong cla
nguoi dwoc st hién nay 1a phai biét huéng dan st dung thuéc hiéu qua, an toan
va hdp ly. Duoc ly hoc la mén hoc nghién clru nhirng tvong tac cuta thudc véi co
thé, da gop phan quan trong gitp sinh vién dugc thwc hién dwgc nhiém vu trén
v&i muc tiéu ctia mon hoc la:

Cung cdp nhitng kién thirc co ban, cap nhat vé dwgc ly nhu: duoc ddng hoc,
tdc dung va co ché tac dung, tdc dung khong mong mudn va ap dung diéu tri
cla thudc.

Giao trinh “Dugc ly hoc” do tap thé can bd- Bo mon Duwoc lvc Truong dai
hoc Dugc Ha Ndi bién soan chu yéu dung lam tai liéu hoc tap cho sinh vién dwoc
nam th¢ ba, thi tv. Ngoai ra, TIOcling cd thé 1a tai liéu tham khao cho céc doc
gid quan tdm. Sach duwoc chia thanh hai tdp twong duong voi hai hoc phan cla
mon hoc.

Tap 1g6m chd yéu phan duoc ly dai cvong va cé thém hai chvong: thudce
tdc dung trén hé than kinh thyc vat va thudc tac dung trén hé than kinh
trung wong.

Tap 2 gobm céac chwong: thudc tac dung trén cac co quan, nhém thuéc hoa
tri liu, ngd doc va giai doc thudc... Cac thudc duwgc trinh bay theo nhém vé cac
diém co ban cua dwgc dong hoc, tac dung, co ché tic dung, nhirng tac dung
khéng mong mu6n va ap dung diéu tri. Trong tirng nhédm, chdng tdi gi¢i thiéu
mot s6 thudc dai dién cling theo ndi dung trén.

Do buéc dau bién soan nén du d& co nhiéu cd gang, song chc chén khong
tranh khdi nhirng thi€u sét. Chlng tdi rdt mong nhan duoc su chi bao, gop y cla
cac dong nghiép va doc gia dé bo sung, stra ddi cho nhirng lan bién soan sau.

XIN TRAN TRONG CAM ON
CAC TAC GIA
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Chuwong 1

THUOC TAC DUNG TREN TIM MACH

THUOC PIEU TR| SUY TiM

1. BAI CUONG
1.1. Khai niém

Suy tim la trang thai bénh ly, trong d6 cung lvong tim khong da dé dap
trng nhu cau oxy cho co thé trong céc trang thai sinh hoat clia nguoi bénh.

1. 2. Cac loai suy tim
C6 nhiéu cach phan loai suy tim khac nhau dva vao:
Cung lvong tim

- Suy tim cung lugng thdp: hoat dong cla tim bi suy gidm nén mdc du nhu
cau chuyén hod cla co thé binh thwong, tim van khong dap (ng duoc, vi
du nhv suy tim do cac bénh cua co tim, van tim, nhip tim, suy tim do
tdng huyét ap...

- Suy tim cung lwgng cao: hoat dong cda tim cd thé binh thwong nhung do
nhu ciu chuyén hoa cla co thé tdng nén du co tang lvu lwvgng tim thi tim
cling khéng dap &ng dugc, vi du nhu suy tim do cudng tuyén giap, suy
tim do thiéu mau nang, thiéu vitamin Bj...
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Vi tri

- Suy tim trai: khi tim bén trai bj suy thi viéc bom mau t&r that trai vao
tuan hoan ngoai vi gidm, mau & lai tam that trai dan dén & nguoc trd lai
& tdm nhT trai va & 6 phdi, gay phu phdi. Nguyén nhan hay gdp nhét cla
suy tim trdi la do tdng huyét 4p ddong mach.

- Suy tim phai: khi tim bén phai bi suy, tam that phai khéng thé bom mau
vao phoi nén mau lwu lai & that phai va tro lai tinh mach ngoai vi gay
phu toan than. Nguyén nhan thwong gap cla suy tim phai la do bénh
tdm - phé man tinh.

- Suy tim toan bd: suy tim trai hodc phai rdi cling sé dan dén suy tim toan
bd néu khdng dwoc phat hién va chira tri kip thoi.

Tién trién
- Suy tim cdp tinh.
- Suy tim man tinh.

1.3. Co ché bénh sinh cla suy tim

M6t trong nhi*rng thong s6 biéu hién hoat dong cla tim la cung lvong tim.
Cung lwvgng tim phu thudc vao 4 yéu té la tién ganh, hau géanh, stc co bop va
tan s'cla tim:

Strc co bop co tim

A .
Tién ganh Cung luong tim Hau ganh

Tan so tim

- Khi hoat dong cla ti[n bi gidm, cung lwgng tim bi gidam theo, khi do6 co
thé sé phan (ng lai bang co ché bu trir nhu:

+ Tai tim: hé than kinh giao cam tai tim dwgc kich thich, gay téng strc co
boép co tim, tang tan sO tim, gidn tdm that, phi dai tam that nham lam
tang cung lugng tim.

+ C4c hé thong ngoai tim: tdng hoat tinh clia hé giao cdm ngoai bién, hé
Renin - Angiotensin -Aldosteron (RAA), tang gidi phong arginin
- vasopressin, dé od'duy tri cung luvong tim nay.

Khi cac co ché bu trir nay bi vuot qud, tim sé suy v6i nhiéu hau qua.

- Céc thudc diéu tri suy tim la nhitng thudc lam tdng cung luong tim bang
cach tac dong vao cac yéu té dnh hwdng t&i cung lvgng tim 6 trén. Cu thé:



Tang strc co bop co tim: cac ché pham cda digitalis.
Giam tién ganh va hau ganh: thudc gidn mach.
Giam ¢ muoi, & nwdc: thudc loi niéu.

+ o+ o+ 4+

Giam hau ganh va giam & muo6i, & nwoc: thuoc tc ché enzym chuyén
dang angiotesin (Angiotensin Converting Enzym - ACE).

2. THUOC PIEU TR] SUY TIM
2.1. Glycosid trg tim
2.1.1. Dac diém chung

Cac glycosid trg tim déu c6 ngudn gdc tir thuc vat: dwvong dia hoang, sirng
dé, hanh bién, thong thién, tric dao...

Cau trac cla céc glycosid trg tim gdm 2 phan chinh:

- Aglycon (genin): cé tdc dung chl yéu trén tim. T4t ca cac phan genin cla
glycosid tro tim giéng nhau & chd déu chtra nhan steroid (10, 13- dimethyl
cyclopentanoperhydrophenantren) mang vong lacton 5 canh hodc 6 canh
khéng bdo hoa. Phan khac nhau la & 6" lwgng nhéom - OH c6 mat trong
aglycon ctia moi glycosid trg tim. S& lugng nhdm - OH nay quyét dinh tinh
hoa tan trong lipid, do dé anh hwdng téi duge ddng hoc cla thudc.

- Phan duong (glucose, ramnose, galactose...): khéng c¢6 tac dung tryc tiép
trén tim.

2.1.2. Giycosid tro tim loai digitalis

Gom: digitoxin (digitalin), gitoxin, digoxin.

Ngubn goc

Cac glycosid trg tim trén duwgc chiét xuat tor cady Duong dia hoang
(Digitalis purpurea, D. lanata Ehrh., ho Scrophulariaceae) (Xem so do 1.1).

Dugc déng hoc

- Hap thu: cac glycosid c6 sy hdp thu khac nhau qua duong tiéu hoa tuy
thudc tinh tan trong lipid cta thudc: digitoxin tan nhiéu trong lipid (do
trong cau trdc phan genin chi ¢c6 1 nhom -OH ty do) nén héap thu tot qua
duong ubng (> 90%). Thudc duoc hdp thu ngay sau khi udng va kéo dai
sau 2 gio. Digoxin tan vlra phdi (do trong cau tric phan genin c6 2 nhém
-OH ty do) nén hap thu kém hon (khodng 60 - 75%).

- Phan bd: thudc gén vao protein huyét twong (Pht) tuy thudc vao mic dd
tan trong lipid cla cac glycosid tro tim. Digitoxin gan vao protein huyét
trong 90%; digoxin gan khoang 25 - 50%; song sw gan két nay khong bén
vitng, nén thubc dé giai phong ra dang tu do.



Lanatosid A
\V Vv
(1- glucose) (- 1 acetyl)
I 1
Acetyl Desacetyl
digitoxin lanatosid A

(Acylanid) -

Digitoxin

Digitoxigenin

Digitoxin

(Diiitalin)

Purpurea glucosid A

DIGITALIS LANATA
Lanatosid B

(-1 agetyl)

-
Desacetyl
lanatosid B

Gitoxin

Gitoxigenin

t

Gitoxin

Purpurea glucosid B

DIGITALIS PURPUREA

Lanatosid C

i i
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So d6 1.1. Nguon goc cac glycosid tro tim loai digitalis

Céac glycosid trg tim tap trung nhiéu trong cac mo: than, tim, gan, phdi
voi ndng dd cao hon trong méu. Trong co tim, ndng dd digitoxin cao gdp 3 -5
Ian so vGi trong mau, digoxin cé thé gdp t&i 25 l1an. Nong dd nay cang tang khi

K+mau giam va nguoc lai. Cac glycosid nay qua duwoc rau thai.

- Chuyén hoéa: thudc dwoc chuyén hoéa thanh nhirng chéat it hodc khong co
hoat tinh. Digitoxin chuyén hoa hoan toan & gan; digoxin 5 - 10%. Con
dwong chuyén hoa chinh la thiy phan mat dan phan dwong va giai phéng
genin, hydroxyl hoa & microsom gan, lién hop véi acid glucuronic va

sulfuric.

- Thai trir: theo 2 duong chinh:

+ Qua than: cac glycosid nay duoc loc qua cau than, tdi 6ng than
digitoxin dwoc tai hdp thu mot phan. Digoxin thdi trir gan hoan toan.

Su thai trir cla glycosid khdng phu thudc vao pH nudc tiéu.

+ Qua mat: khi qua rudt, digitoxin va digoxin déu duoc tai hap thu theo

chu ky ruét - gan.



+ Suy gan, suy than gay tich luy thudc, lam tdng doc tinh cla thudc.

+ Nhin téng quéat vé dugc dong hoc cia glycosid loai digitalis thdy réng

day la nhirng thudc cd tich luy trong co thé do:

+ Tac dung kéo dai vi lién két tvong ddi bén nhirng mo ma thudic co &i

lwc cao nhu thén, tim, gan, ph6i.

+ Thudc c6 chu ky rudt - gan nén cé sw tai hap thu thudc.

+ NOng do cac chat dién giai: Ca+ mau cao, K+ mau ha lam thudc gén

nhiéu vao co tim hon.

P& han ché tich luy thubc, nén ding ngat quing (diéu tri tng dot),
muon chuyén déi thuéc khac phai nghi it nhéat tir 3 - 5 ngay.

Hon nita, cac glycosid trg tim la nhi*tng thudc doc bang A, c6 chi 5" diéu
tri thdp nén dung liéu nho, theo duong ubng. Ngay nay, trong diéu tri nguoi ta
thuong bat dau bang liéu thap (twong dwong voi lieu duy tri) dé han ché doc
tinh cda thudc. Nong dd glycosid trong huyét twong 1,8 - 20.g/lit dwgc coi la
ndng do co hiéu lyc diéu tri. Néu qua co6 thé gay ngd doc (xem bang 1.1).

Bang 1.1. Mot s6 thdong s6 dwoc dong hoc cua digitoxin va digoxin

Digitoxin Digoxin
So - OH gén vao genin 1 2
Mtrc do tan trong lipid +++ +
Héap thu qua dwong tiéu hoa > 90% 60 - 75%
Gan vao protein huyét tvong 90% 50%
Nong dé dinh trong huyét twong 1-2h 90 phut
Chuyén hoa 6 gan > 90% 10%
Tai hdp thu & rudt ++ +
Tai hdp thu & than ++ +
Thai trir qua nwéc tiéu 70% 85%
Thai trir qua phan 30% 15%
Tilé mat hoat tinh trong ngay 7% 18-20%
Thoi gian tac dung 2-3 ngay 12 - 24h
Thoi gian ban thai 110h 36 - 48h
LUU lai trong co thé 2 -4 tuan 1tuan

Tac dung va co ché

- Trén tim: day la tdc dung chi yéu. Céac glycosid trg tim lam tim dap
manh, cham va déu. Cu thé: thuc lam tdm thu manh va ngén, tam
trvong dai ra, nhip tim cham lai nén tim dwgc nghi nhiéu hon, cung
lvgng tim tdng va nhu cau oxy cla co tim giam, do dé cai thién dwogc tinh
trang suy tim. Thu6c tdc dung trén tim theo co ché sau:



Gan v6i Na+- K+ATPase va (rc ché enzym nay, vi vay lam gidm hoic
mat nang lvgng cung cdp cho “ bom Na+- K+ hoat dong dé khi cuc
mang té bao. Khi Na+ K+ATPase bi (rc ché, ndng d6 Na+trong té bao
tang (do khong duoc trao déi véi K4, diéu nay anh hudng tdi su trao
d6i Na+- Ca+sau moi hiéu dién thé hoat déng. Cu thé khi néng do
Na+ting trong té bao sé can tré Ca+ra ngoai té bao, do vay ndng do
Ca+trong té bao tdng sé lam tang strc co bop cla co tim, lam tim dap
manh (xem hinh 1.1).

Cac trung khu & cung dong mach chd va xoang dong mach canh ciing
chiu anh hudng clla Na+ K+ATPase. Khi enzym nay bi (¢ ché thi tai
do6 sé tang cac xung dong gidm A&p vé trung tdm phd giao cdm va lam
giam trvong lwc giao cdm, dong thoi gidm dan truyén nhi that (do e
ché dong Ca+6 nGt nhT - thdt), két qua lam cham nhip tim.

Digitalis

Hinh 1.1. Tac dung cta glycosid tro tim trén ludng ion cla té bao cd tim

Ngay nay mot $3'tac gid xép glycosid trg tim vao nhém V trong bang
phan loai cac thudc chira loan nhip tim, vi thudc cé tdc dung lam “6n
dinh mang” theo co ché: hoat hoa dong K+tam nh7, gay hién twgng wu
phan cuc, rat ngan dién thé hoat dong & tam nhT va tang thoi gian tro
nGt nht - thdt nén lam nhip tim cham va déu lai.
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Cac tac dung khac:

+ Trén than: thudc tc ché Na+ K+ATPase & mang té bao ding than, tang
thai mudi, nwéc gay loi niéu va do thudc lam tdng cung lvgng tim nén
mau qua than tdng, tadng stc loc cau than cling gay loi niéu.

+ Trén co tron: liéu cao tang co bop co tron da day, rudt nén co thé gay
non, di 1dng. Co that khi, phé quan, t&r cung (cé thé gay say thai).

+ Trén than kinh trung wong: kich thich trung tdm non & san ndo that IV.
Chidinh

Suy tim cung lvgng thép.

Loan nhip tim: rung nh7, cuéng dong nhf.

Tac dung khéng mong mudn

Thub6c cd thé gay rdi loan nhip tim: nhip tim cham thém, bléc xoang nht,
bléc nhT - thét, nang c6 thé gay xo&n dinh, rung thdt, ngirng tim. Bién
d6i trén dién tam do: PQ kéo dai, QT ngén lai, ST ha thdp va chéch, xuét
hién ngoai tam thu.

ROI loan tiéu hoa: budn non, ndn, tiéu chay.

C6 thé gdp: r6i loan thi giac, réi loan, than kinh trung wong (&0 giac, 1an,
mat dinh huéng).

Chéng chi dinh
Nhip tim cham duwdi 70 lan/phut.

RG6i loan nhip that: nhip nhanh thét, rung that; bléc nhT - that do 2, 3;
ngoai tdm thu that.

Viém co tim cdp do bach hau, thvong han...

Than trong trong treong hop Ca+mau cao, K+mau thép.

Twong tac thube

Cac thudc lam tdng tac dung va tang doc tinh cuia digitoxin va digoxin:

+ CA4c thudic lam tdng ndng do digitoxin va digoxin trong huyét twong:

Do lam giadm do thanh thai: verapamil, diltiazem, amiodaron, dac biét la

quinidin.

Do kim ham cytocrom P40tai gan nhu: erythromycin, tetracyclin.

+ Cac thu6c lam gidm K+mau: thudc loi niéu gidam K+mau, glucocorticoid,
insulin...

+ Cé&c thu6c lam tang loan nhip tim: thu6c kich thich @- adrenergic,
succinylcholin.



- Céc thudc lam giam hdp thu digitoxin va digoxin: cholestyramin,
neomycin, kaolin - pectin, antacid, sulfasalazin...

Chépham va liéu dlng
Ché pham:
- Digitoxin: vién nén 0,05; 0,1; 0,15; 0,2mg. 6ng 0,Img/mL.

- Digoxin (Lanoxin): vién nén 0,125; 0,25; 0,5mg. Vién nang 0,05; 0,1;
0,2mg. Con thudc 0,05mg/mL; 6ng ImL cha 0,1; 0,25; 0,5mg.

- Digitalin: vién nén 0,Img, con thuéc 1/1000: 1 giot ch*ta Img digitalin.
Liéu dung:
Liéu t&n cong: digitoxin 1,5 - 2|*g/kg/ngay. Digoxin 3 - Olig/kg/ngay.
Liéu duy tri: 0,125 - 0,375mg/ngay.

2.1.3. Cacglycosid trg tim loai strophantus
Gom G. strophantin (uabain) va K. strophantin.
Ngudn goéc
G. strophantin (uabain) dwoc chiét tir hat cay Strophantus gratus.

K. strophantin duoc chiét tlr hat cy Strophantus kombe, hoApocynaceae
(Xem so do 1.2).

Strophantus
G. Strophantosid K. Strophantosid
(1) 2)
G. strophantin K. strophantin
hay uabain
|
G. strophantidin K. strophantidin

hay uabaigenin

So dd 1.2. Ngudn géc cac glycosid trg tim loai strophantus
Dugc dong hoc

Do trong phan genin cla cac glycosid trg tim nay ¢ 5 nhém -OH nén
thudéc hau nhu khong tan trong lipid, khong hdp thu qua dudng tiéu hoa.
Trong mau khong lién két véi protein huyét twong va khdng cé chu ky rudt -
gan nén khéng tich ldy. Thubic xuat hién tac dung nhanh 5-10 phat sau tiém
tinh mach. Tac dung manh nhéat khoang 1 gi¢ sau tiém. Khong chuyén hoéa 6



gan. Thai trir nhanh qua than dwéi dang con hoat tinh va khong tai hap thu,
thoi gian ban thai khoéng 6 gio.
Tac dung

- Lam tim co bop manh va déu theo co ché tvong ty glycosid trg tim loai
digitalis. Thudc it tac dung trén dan truyén ndi tai co tim nén co thé
dung khi nhip tim cham.

- Thudc con c6 tac dung lgi niéu.
Chi dinh

- Thay thé cac glycosid trg tim loai digitalis khi bénh nhan khéng chiu
thu6c hodc kém hiéu qua.

- Céap clru suy tim cép vi tac dung nhanh.
Tac dung khéng mong mudn
Non, tiéu chay, rung that.
Chépham va liéu dlng
Uabain 6ng 0,25mg/mL, tiém tinh mach 1 -4 Ong/ngay.
K. Strophantin dung dich 0,05% tiém tinh mach. T6i da 0,5mg/lan,
Img/24h.

2.2. Thuéc lam tang co bdp co tim do tang AMPV

2.2.1. Tac dung chung

Céac thudc lam ting bién dd co bop co tim va rat ngén thoi gian co bop
nén cé tdc dung tot trong diéu tri sbc, nhung khong cai thién duoc tinh trang
suy tim nhuv glycosid trg tim vi glycosid tro tim cling lam tang bién dé co bop
co tim, nhwng toc do co bop tdng vira phai, thoi gian co bép kéo dai do vay cai
thién dugc tinh trang suy tim.

2.2.2. Cochétac dung chung

Céc thudc nay lam tdng AMPVG mang té bao co tim, do vay hoat hoa
proteinkinase phu thudéc AMPV khi cac proteinkinase dugc hoat hoa, no sé
gilp cho qué trinh phosphoryl hoa kénh Ca+ manh hon dan t6i tdng Ca+vao
trong té bao lam tang co bdp co tim.



ATP Isoprenalin

Adenylcyclase +7(+) Cuong p DZEZT:n:Tn
(AC)
Xanthin
Phosphodiesterase “) Amiodaron
Milrinon
Enoximon

Tang co bop
co'tim
So d6 1.3. Co ché tac dung chung cla cac thu6c lam tang AMPYV.
Theo so db trén cac thubc lam ting AMPVbang céch:

- Hoat hoa enzym adenylcyclase (AC) dé tang tdng hop AMPV Cac thu6c
cwong 13- adrenergic, nhv isoprenalin, dobutamin, dopamin.

- rc ché phosphodiesterase- enzym giang hoda AMP\ xanthin, amrinon..
2.2.3. Cac thudc cuong p - adrenergic
2.2.3.1. Isoproterenol (d,l- J3[3, 4 dihydroxyphenyl] - a- isopropylaminoethanol)
Tac dung
Thu6c kich thich khéng chon lgc trén p- adrenergic.

- Cuong adrenergic: lam tim dap nhanh, manh, ting tinh dan truyén
va tinh chiu kich thich, lvu lwgng tim tdng, huyét ap t6i da tdng, tang
nhu cau oxy.

- Cuong p2- adrenergic: gian mach, giam stc can ngoai bién nén gidm hau
ganh, do vay huyét ap téi thiéu giam, gidn phé quan.

Do lvu lwgng cda tim tdng va gidn mach nén cac vung tang chiu anh
hwéng cla soc dwgc twdi mau, nén dugc dung diéu tri tét trong suy tim do soc.

- Lam tang glucose mau, .tang hay lipid, do d6 sinh nang lugng.
Chi dinh

- Suy tim do séc.

- S06c c6 ha huyét ap.

- Ngung tim: két hgp véi xoa bop tim ngoai 16ng nguwc; may kich thich tao
nhip tim.

- BIl6c nh1 that, hen phé quan.
Tac dung khéng mong muén
Ha huyét ap, loan nhip tim, nhdi mau co tim.



Chong chi dinh

Khong dung cling thuéc mé nhu fluothan, cyclopropan dé han ché tang
doc tinh trén tim, mach va huyét ap.

Chépham va liéu dung
- lsuprel (isoprenalin hydroclorid): éng 0,2mg/ImL.
- Aleudrin (isoprenalin sulfat): 6ng 0,2mg/ImL.
Truyén tinh mach 2 -6 0ng trong 250 - 500ml glucose 5%. Ngirng tim:
tiém 2 dng vao tim.
2.2.3.2. Dobutamin
Tac dung
Chon loc trén pj- adrenergic.

- Trén tim: tdng co bop co tim, tdng Ivu lwgng tim, tAng nhip tim vira phai,
do vay lam tang it nhu cau st dung oxy cla co tim.

- Mach: lam giam nhe sc can ngoai vi va gidn hé dong mach phdi nén
gidm hau ganh.
Chi dinh

- Suy tim cép va man tinh.

Dung tirng dot dobutamin 2 -4 ngay. Néu dung kéo dai phai theo doi
chdt ché cac tdc dung khong mong mudn, khéng nén vwot qua lieu 10
lig/kg/phat.

- Soc tim (sau mo tim véi tuan hoan ngoai co thé).
Tac dung khéng mong mudn

Di ng, nhirc dau, kho tho, budn non, dau nguwc, hdi hop, cd thé cd nhip
tim nhanh, ngoai tdm thu that, huyét ap tang...

Chéng chi dinh

Man cam véi thudc.

Than trong trong rung nhf, cudng nht.
Chépham va liéu dung

Dobutrex, lo 250mg/20mL; éng bdt dong khd 250mg, pha trong dung dich
glucose 5% hodc NaCl 0,9% truyén tinh mach 2-10 fxg/kg/phat, tuy tinh
trang bénh. Khong pha thu6c trong dung dich kiém.

2.2.3.3. Dopamin

Téac dung

Do chuyén héa va thai trlr nhanh nén thudic chi dung theo dwong truyén
tinh mach. Tac dung cla thudc tuy thudc vao liéu:



Liéu thdp 1-3 |[lg/kg/phat: kich thich receptor dopamin trén than lam
tang lvu lwgng than gay lgi niéu (do gidn mach than va mach mac treo).

Liéu 2 -5 ~lg/kg/phat kich thich pj- adrenergic cla tim gay céc tac dung
twong tv nhu tac dung clia dobutamin. \Y;

Liéu 5-10 Ing/kg/phat: kich thich receptor a- adrenergic ngoai bién gay
co mach, lam tang strc can ngoai bién va tang ap luc phdi lam tdng cung
lwvong tim.

Chi dinh

Suy tim kem ha huyét ap.

Tac dung khéng mong mudén

Liéu cao lam nhip tim nhanh nhigu, budn nén, ndn, dau that nguc.
Choéng chidinh

Nhip nhanh thét, ngoai tam thu thét,

u té bao wa crom.

Chépham va liéu dung

Ong 40mg/5mL, pha trong dung dich glucose 5% hodac NaCl 0,9%. Khéng

pha thudc trong dung dich kiém. Truyén tinh mach 5- 10fig/kg/phdt.

2.2.4. Cac thudc phong tod phosphodiesterase

bao.

GOm: amrinon, milrinon, enoximon.
Dugc ddong hoc

Lién k&t voi protein huyét tvong: amrinon 10 - 22%, milrinon 70%,
enoximon 85%.

Thoi gian ban thai: amrinon khoang 3,6 gi®, enoximon 4,2 - 6,2 gi0.
Thai trir chl yéu qua than, mot phan dudi dang chuyén hoa.

Tac dung

Téang co bdp co tim, tang cung lwvgng tim.

Gidn mach dan dén giam tién ganh va hau ganh.

Cochéchung

Céac thudc thudc nhém Gc ché enzym phosphodiesterase F Il mang té
Enzym nay tham gia giang héa AMP vong. Khi enzym bi trc ché thi lvgng

AMP vong tang Ién trong té bao lam tang lvong Ca+-trong bao twong, tang stc
co bop co tim (so do 1.3).

Céc thudc méi nay wu diém hon thubc co dién (nhém xanthin) la: khong

kich thich than kinh trung wong.



Chidinh
- Suy tim cép.
- Diéu tri dot ngén ngay & bénh nhan suy tim man.
Tac dung khéng mong mudn
- RGi loan nhip nhT hay that.
- Co6 thé tén thuong gan.
- SOt, nhirc dau, réi loan tiéu hoa, giam vi giac va khiru giac.
- Giam tiéu cau (néu dung kéo dai).
Chong chi dinh
Man cam véi thudc.
Suy than nang.
Céac bénh gay hep khit van tim.
Chéphdam va liéu dung
Amrinon ynocor), 6ng I0Omg. Truyén tinh mach 5- 10|ig/kg/pht.
Milrinon (Corotrope) 6ng 10mg. Truyén tinh mach 0,37 - 0,75lj.g/kg/phut.
Enoximon (Perfane) 6ng 100mg. Truyén tinh mach 5 - 20[ig/kg/phut.
Céac thudc trén chi pha voi NaCl 0,9%, khéng pha v6i glucose va cac
thudic khac. Khéong dé lanh dé tranh két tua.

2.3. Cac thu6c diéu tri suy tim khac

2.3.1. Cac thuoc loi niéu

GOm: céac thudc lgi niéu quai, lgi niéu thiazid va lgi niéu git kali, c6 tac
dung lam giam & mudi va nwéc. (Chi tiét vé cac thudc nay dwoc trinh bay &
Chuong 2. Thu6c lgi niéu).

2.3.2. Cac thubc gian mach truc tiép

Gom hydralazin, natrinitroprussiat lam gidm hau ganh, nitroglycerin
gidm tién ganh. (Chi tiét vé cac thubc nay duogc trinh bay & bai Thubc chéng
con dau that nguc).

2.3.3. Cac thudc trc chémen chuyén va chen receptorATiclia angwtenem 11

C6 tac dung lam gidm ca tién ganh va h&u ganh, gidm sy phi dai co tim
nén dugc dung diéu tri suy tim man tinh. (Chi tiét vé cac thuéc nay dwgc trinh
bay & bai Thu6c diéu tri tang huyét ap).



234.Cac thudc chen p - adrenergic

Nhirng ndm gan day, dd dung mot s6' thudc chen p - adrenergic nhu:
metoprolol, atenolol, bisoprolol, carvedilol dé diéu tri suy tim. Cac thudc nay cai
thién dugc tinh trang suy tim man khi dung liéu thdp phoi hop véi cac thudce
kinh dién khac, nhu lgi ti€u, glycosid loai digitalis, thudc (rc ché men chuyén.

Céac thudc trg tim trén lam cho tim hoat dong t6t hon, tdng cung lvgng
tim, giup cho co tim da bi suy yéu co bop dé dang hon. Vi vay, thuong duoc
dung dé diéu tri suy tim. (Chi tiét cla cac thuéc nay xem thém bai Thudc loi
niéu va Thu6c diéu tri tang huyét ap).



THUOC DBIEU TR| R6! LOAN NHJP TIM

MUC TIEU
L Trinh bi

mong mudn,

1. BAI CUONG

1.1. Khéai niém
Thuoc diéu tri roi loan nhip tim la nhitng thudc c6 tac dung diéu hoa
nhip tim khi nhip tim bi réi loan (chéch khéi nhip tim binh thuong).

1.2. Sinh ly hoat dong tim

1.2.1. Dién théhoat déng cla tim

Hoat dong tim bao gom sy thanh lap xung dong va dan truyén xung
dong. Thuc hién dugc hai chirc ndng nay la do hé théng nat ty dong 6 tim c6
kha nang phat ra cac xung dong theo chu ky do c6 khit cuc ty phat trong thoi
ky tdm treong. Nut xoang (ndt dan nhip) khi cyc tam trvong nhanh hon cac
phan khac cla co tim. Khi sy khit cuc dat téi ngudng thi xung dong bat dau
Xudt hién va dwoc dan truyén téi nat nhi - that réi t¢i bd Hiss va mang Iudi
Purkinje, lam co boép co tim. Nhuv vay, mudn co bép co tim phai c¢é khir cuc va
tai cuc - két qua cla sv trao doi ion Na+ K+ Ca+qua mang té bao co tim.

« ('trang thai nghi: dién thé bén trong mang té bao co tim khoang - 90mV
do sv chénh léch néng d6 cla Na+ K+ Ca+ Ngoai mang té bao nhiéu

Na+ (5 - 10 lan), Ca+ (100 - 1000 lan) so vOi bén trong mang; nguoc lai

bén trong mang té bao nhiéu K+(30 lan) hon ngoai mang té bao.

» Dién thé hoat dong & co tim gdm 5 giai doan

- Pha 0 (khtr cuc nhanh): kénh Na+mé ra, Na+06 at di vao trong té€ bao lam
dién thé trong mang chuyén tir &m sang duong, toc do va bién do duong
di 1én pha 0 quyét dinh tinh dan truy&n xung doéng.

- Pha 1 (tai cuc nhanh): kénh nhanh Na+déng lai, K+thoat ra ngoai, té
bao tai cwc nhanh.
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- Pha 2 (tai cuc cham hay con goi la pha binh nguyén): Ca+di vao trong té
bao qua kénh cham, trong khi K+van tiép tuc di ra, dién thé mang dugc
on dinh tam thoi - goi la giai doan binh nguyén.

- Pha 3 (tai cwc nhanh cu6i cung): Ca+ngirng vao trong té bao, K+tiép tuc
thoat ra ngoai nén dién thé trong mang am hén.

- Pha 1, pha 2, pha 3 con goi la thoi ky tro ¢6 hiéu lyc trong dién thé hoat
dong té bao. Thoi ky nay quyét dinh tinh kich thich & té bao co tim.

- Pha 4 (kh® cuc cham tam trwong): D€ phan bd"lai ion nhw cii bom Na+
duva Na+tlr trong ra ngoai mang té bao va K+tlr ngoai mang vao trong té
bao, té€ bao tré vé trang thai nghi. Trong pha 4 nay Na+di vao chdm dua
dién thé vé dién thé ngudng (tr - 60mV) dé md kénh Na+thi Na+lai 6 at
di vao va nhu thé la pha 0 lai xuat hién. D6 doc clia pha 4 quyét dinh
tinh ty dong té bao.

Dién thé hoat dong clia mot co tim dugc thé hién & hinh 1.2,

R

Q

Dién tam do binh thwdng

Hinh 1.2. Bién tdm dé binh thwong va mét dién thé hoat déong ciia mot co tim

1.2.2. Sy lan truyén xung dong dién tim

Céac xung dong cla hoat dong tim binh thuong bat dau tr nGt xoang. Su
lan truyén xung dong phu thudc vao hai yéu t6: d6 loén cta dong khir cuc
(thwong la Na#) va dwong ti€p ndi gilra cac té bao. Cac té bao co tim dai va
méng, ludn ludn cdp doéi voi nhau qua khe protein tiép ndi doc dac hiéu. Trai

—y = _ = _ 2, = _QP =



lai, cac khe ti€p n6i ngang lai thua hon nén cac xung dong lan truyén doc té
bao co tim nhanh hon lan truyén ngang 2 -3 lan va dap tat cac lan truyén
ngang. Sv dan truyén phu theo huéng hay dan truyén di huéng khong bi dap
tat co thé 1a yéu t6 sinh mot sé loan nhip.

MGi khi xung dong roi khoi nat xoang n6 sé lan truyén nhanh qua khap tam nhi
lam co tdm nhitao nén séng p trong dién tdm do (Electro Cardio Graphy - ECG).

Sw dan truy&n cham, rd, qua nat nhT thét, do tai d6 dong Ca+di vao (qua
kénh Ca+cham) nhé hon rat nhiéu so v6i dong Na+kh( cuc tai tim nh7, tam
that hodc hé dan truy&n dudi ndi tam mac. Sw cham tré dan truy&n nay lam
tdm nhT co bép, tdng mau xudng tdm thdat (phat huy t6éi wu hiéu sudt tim).

Khi xung dong xudt hién tlr nGt nhi - that thi hé dan truyén tai do co
dong Na+kh( cuc I6n hon rat nhiéu so véi dong Na+kh( cuc & cac noi khac cla
tim nén sy dan truyén xung dong nhanh hon lam co tam th&t mot cach phdi
hop. Xung dong lan truy&n tir ndi dén ngoai tm mac thé hién bang phirc bd
QRS, su tai cuc that thé hién bang séng T 6 dién tam dd (hinh 1.2).

Dién tdm d6 goém cac song:
- PP: nhip tim (tinh ty ddng cta nat xoang).
- PR: thoi gian dan truyén nh7 - thit.
- QRS: thoi gian dan truyén trong that.
- QT: d6 dai dién thé hoat dong tam that.
- T: su tai cuc that.

Hoat dong tim chiu anh hwéng cla than kinh thwc vat: d cac vi tri nhu
nGt xoang, co tdm nhT c6 nhiéu receptor pi va I adrenergic; nat nhi that, bo
Hiss va co tam that co nhiéu receptor Pj- adrenergic. Catecholamin lam tang
dd doc pha 4 trong dién thé hoat déng & té€ bao tv dong clia nGt xoang nén lam
tang nhip tim, ting tinh ty dong & cac vi tri dan nhip khac (nat nhi thét, bo
Hiss... ) cla tim va tdng luc co bép clia tam that, két qua la tim dap nhanh va
manh. Acetylcholin tac dong bang wu cuc hoa céc té bao dan nhip va lam giam
dd déc & pha 4 nén lam cham nhip tim.

1.3. Co ché gay rdi loan nhip tim
Khi co tim khong dap theo nhip binh thuong goi la ri loan nhip tim. C6
hai yéu t6 chinh sinh r6i loan nhip tim: r6i loan tao xung dong va r6i loan dan
truyén xung dong. Dai khi rdi loan do phdi hgp ca hai yéu to trén.
1.3.1. R&i loan tao xung dong
- ROi loan tinh ty dong & nat xoang va céac cau tric sat dudi nGt xoang gay
loan nhip chdm, nhip xoang nhanh, ngoai tdm thu, nhip déi, nhip ba...
Cac thubc hoic cac yéu t6, nhu nhiém doc cac glycosid trg tim loai

digitalis, catecholamin, atropin, thudc lgi niéu giam K+méau, thiéu mau tai chd
hay gay roi loan nhip tim kiéu nay.



- Theo Prinzmetal (1955), c6 thé con do nhitng 6 tv dong dan nhip bét
thuong phéng ra cadc xung dong véi toc do khac nhau nén gay r6i loan
nhip tim nhu: cudng déng nht, rung thé nht, rung that.

1.3.2.R6i loan dan truyén

- Hién twong tai nhap “re- entry”: do bi tic ngh&n mot chiéu dan truyén
clia mot hodc nhiéu vung co tim lam cho cac xung dong sau khi phat ra
lai tré lai diém xudt phat dé gay xung dong méi (hinh 1.3).

- Hién twgng nghén dan truyén hay “pldic nhT that”: do sy c6 mat cla t6
chirc tro truGe song kich thich nén dan truyén xung dong tir tam nht
xudng tam that bi tdc nghén mo6t phan hodc toan bo.

Binh thuong

Hinh 1.3. Hién tugng tai nhap

1.4. Co ché tdc dung chung cla thu6c

Thudc chi diéu trj triéu chtng, ngan ngira hodc cat con réi 1oan nhip tim
do bat ky nguyén nhéan nao bang cach:

- Lam gidm tinh ty dong cla tim.
- Hodc ting tinh ty dong (giam do déc cha pha 4), rat ngén thoi gian tro.
- Lam gidm tinh dan truyén: chéng lai hién tvong tai nhap, ¢c ché truc
ti€p trén co tim.
1.5. Phan loai cac thubc

1.5.1. Theo tadc dung diéu tri

- Thubc co tdc dung trén rdi loan nhip nhi: quinidin, amiodaron, thudc c
ché p - adrenergic, verapamil.

- Thudc c6 tac dung trén rdi loan nhip that: procainamid, lidocain, ajmalin...
- Thu6c cé tac dung trén rdi loan nhip cham: atropin.

1.5.2. Theo co chétac dung
Xem bang 1.2.



Bang 1.2. Bang phan loai ctia Arnsdorf va Wassertrom -1986

Tac dung
Nhém Thuéc
Trén pha 0 Dan truyén Tai cuc
1 Chen kénh
Na* (va ca
kénh K*):
la Lam gidam Lam cham Kéo dai - Quinidin, procainamid,
(++) {++) disopyramid
- Lidocain, mexiletin,
le Lam giam Lam cham ROt ngén phenytoin
) (0 dén +) - Eucainid, fle_caind,_ _
Ilc Lam giam Lam cham rd it anh hudng propafenon, indecainid
(+++) (+++ ++++4)
Il. Chen p- Lam gidm Lam cham Kéo dai - Propranolol, acebutolol,
adrenergic (++) (++) esmolol
Ill. &c ché Lam cham Kéo dai - Amiodaron, bretylium,
kénh K* ra +) sotalol
IV. Chen Lam cham Kéo dai - Verapamil, diltiazem
kénh Ca+ (++, ++++)

2. CAC THUOC PIEU TR| LOAN NHIP TIM

2.1. Cac thu6c nhém 1A
GOm: quinidin, procainamid, disopyramid,

2.1.1. Quinidin
La dong phan cla quinin, chiét tir vé cdy Canh kina - ho Rubiaceae.
Duwoc dong hoc

Héap thu tét qua duong udng (> 90%), sinh kha dung theo dudng ubng
khoang 80%; 30 phut sau udng xuét hién tac dung. Nong do t6i da trong huyét
twong sau 1-3 gi0. Gan vao protein huyét tvong khoang 80%. Thudc tap trung
nhiéu & gan, than, thuong than, tim va co van. Chuyén hod & gan thanh 2
- hydroxy quinidin. Thoi gian ban thdi tr 4 - 10 gio va kéo dai & nhitng ngudi
suy tim, gan, than. Thai trir qua nuwéc tiéu dudi dang da chuyén hoa (khoang
95%). Kiém hoa nuwéc tiéu lam giam thai trir thuéc nén kéo dai tac dung.

Tac dung va coché

- Tai tim: tac dung truc ti€p, manh trén té bao co tim.
Tang thoi gian tai cuc, gidm tinh kich thich, tang thoi gian tro.
Giam t6c do dan truyén.

Lam giam tinh ty dong do chd yéu lam cham kénh Na+



Liéu cao lam gidm co bép nén gidm cung luvgng tim, gidn mach ngoai bién
va ha huyét ap.

Da&i v6i loan nhip do “tdi nhap”: thuéc lam tang tinh tro, giam dan
truyén nén bién nghén mot nhanh thanh nghén hai nhanh va nhu vay lam
mat hién tugng “tai nhap”.

Co ché: thudc tc ché kénh Na+lam gidm lvong Na+di vao trong té bao ¢
pha 0 va ngan can K+ di ra & pha 3 clia hiéu thé hoat dong & té€ bao co tim. Mat
khac, thuéc tich dién duong nén ddy céac ion cung ddu khong cho vuwot qua
mang. Nhu vay quinidin c6 tdc dung lam vitng bén mang té bao. Liéu cao, (c
ché nhap Ca+vao co tim nén lam gidm co bép cla tim. Tac dung cla quinidin
c6 lién quan dén ndng do K+mau, khi K+mau gidam sé (c ché tac dung cla
quinidin, K+mau tang, hiép doéng tac dung voi thudc va co thé lam tang doc
tinh cla thudc.

- Céc tac dung khéc:

Trén tiéu hoa: kich thich tiéu hoa, tang nhu dong rudt.

Trén than kinh thuyc vat: khang muscarinic nén lam tang nhip xoang,
tang dan truyén nht - théat do d6 nhip tim nhanh nhwng ha huyét 4p do khéang
a - adrenergic gay gian mach.

Diét ky sinh triing sot rét.

Ha sOt, giam dau.

Co that co tron ti cung.

Gay té tai cho nhe.

Chi dinh

- T6t nhét trong rung nhf, cudng dong nh.
- Nhip nhT nhanh.
- RG&i loan nhip khi xuat hién o tao nhip ty phat.

Tac dung khéng mong muén

~ Trén tim: liéu cao co thé gay:

+ Truy mach.

+ Huyét kh6i do mau cuc ra khéi thanh nh7 di vao tuan hoan.

+ Xudt hién r6i loan nhip tim méi: phan ly nh1 that, nghén nhanh, ngoai

tam thu, nhip xoang nhanh, ngirng tim, ngat xiu.
- Ngoai tim:

+ RGi loan tiéu hoa: budn non, non, tiéu chay.

+ Liéu cao gay 0 tai, gidm thinh giac, réi loan thi giac, nhic dau, 1an, mé

sang, rél loan tam than.

+ Di tng (it gdp): sOt, giam tiéu cau, viém gan.



Chong chi dinh

- Man cam véi thudc.

- NhTthat phan ly hoan toan.

- Loan nhip that ma trén dién tdm d6 c6 khoang QT kéo dai r6 rét, trudng
hop xo&n dinh.

Chépham va liéu dlng
Ché pham:

- Quinidin sulfat hodc dihydroquinidin hydroclorid vién nén 0,2 - 0,3g; vién
nang 0,3g (Quinaglute, Extentab); vién nén tac dung kéo dai (Quinidex)
0,3g; 6ng tiém ImL c6 0,29, 0,59.

- Dihydroquinidin gluconat: vién nén tac dung kéo dai (Duraquin) 324 - 330mg;
6hg 3mL ¢d 0,3g; 6ng ImL c6 80mg.

- Quinidin galacturonat: vién nén 275mg.

Liéu dung:

Vién quinidin sulfat, dihydroquinidin hydroclorid déu tvong duong voGi
165mg quinidin base.

Ngay tht nhdt: udng 1 vién X2 lan.

Ngay th hai udng 1vién X4 lan.

Ngay th ba uéng lvién X5 lan.

C6 thé dung tiép tuc 7 ngay, mdi ngay 5 vién hodc dung lidu duy tri 1- 2
vién/ngay trong mot thang.

Tiém bép: lieu trung binh 160- 300mg/lan X1- 2 lan/ngay.

Céc loai thudc co tdc dung kéo dai dung diéu tri cling ¢d 2 - 4 vién/ngay,
chia 2 lan.

2.1.2. Procainamid
Dugc dong hoc

Héap thu nhanh qua dwong udng va tiém. Thoi gian ban thai khoang 3 -4
gio. Chat chuyén hoa Ia N - acetyl procainamid con hoat tinh va déu thai qua
than. Nhitng nguoi suy tim sung huyét, suy than thudng co thei gian ban thai
cta chat chuyén hoa dai hon procainamid.

Tac dung vacoché

Trén tim: twong tv nhu quinidin. Khac biét 6~ch6: procainamid it khang
muscarinic nén it gay tdng nhip xoang va it tdng dan truyén nh7 - that. Giam
slrc co bop co tim manh hon quinidin do lam liét hach. Gidm s&c cdn ngoai
bién va gidm huyét ap it hon quinidin do khang a - adrenergic it hon.



Chidinh
Tuong ty quinidin: chi dinh t6t trong ngoai tam thu, rung that (dung sau
sdc dién dé clng cb va ngan nglra con tiép theo).
Tac dung khdng mong mudn
- Trén tim: twong ty nhu quinidin.
- Ngoai tim;
+ RGi loan tiéu hod: it gap hon quinidin.

+ Di tng (hay gap hon): s6t, gidm bach cau hat; hdi chirng twong tv nhu
lupus ban dd (mét méi, dau co, dau khép, sét, viém mang ngoai tim).

+ Viém gan.

+ ROi loan tm than, o giéc.

Chong chi dinh
- Di rng v6i thudc.
- Nhuoc co.
- BIlAc nhi that do 2- 3, trén dién tam do6 c6 QT kéo dai.
- Loan nhip tim c6 kém phl phdi cép va suy tim nang.
- Than trong vdi nhitng nguoi c6 tién st véi bénh lupus.

- Theo ddi ndng dd huyét twong cla procainamid va chét chuyén hoé vi thudc
tich luy & nhitng nguoi suy than nén dé lam tang doc tinh cla thudc.

Chépham va liéu dung

Pronestyl, Procan, vién nén va nang 250, 375, 500mg; vién tac dung kéo
dai 250, 500, 750, I000OmMg. 6ng 10ml chita 100, 500mg.

Uong: téng liéu 50mg/kg, oliia liéu uéng cach 3 gio/lan.

Tiém bép: 0,5 - lg/lan cach 4-6 gio/lan.

Truyén tinh mach: 25 - 50mg/phit. Téng liéu 02 - Ig. Trong cép ciu
0,lg/phut. Tong liéu khong qua Ig. Theo ddi bat budc bang huyét ap va dién tam do.
2.1.3. Disopyramid

Dugc déng hoc

Dé hdp thu qua duwong udng, dé dung nap. Sinh kha dung theo duong
udng khodng 50%; Gan nhiéu vao protein huyét twong. Thoi gian ban thai
khodng 6 -8 gio. Thai trir qua than.

Tac dung

Tuong tv quinidin. Tac dung khang muscarinic rd hon quinidin nén lam
tang dan truyén nhi that, vi vay cd thé dung chung véi cac thuée lam cham
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dan truy&n nht - th&t nhu: verapamil, digoxin. Thudc it gy ha huyét ap do
khang a - adrenergic it hon.

Chidinh

Thay thé cho quinidin, procainamid trong rdi loan nhip that khi hai
thudc trén khdong hiéu qua hoac khéng dung nap thudc.

Tac dung khéng mong mudn

- Trén tim: cling twong ty nhv quinidin. Disopyramid gay cac tac dung
khong mong mudn vé huyét dong ré hon va gay roi loan chirc ndng tam
thadt nhiéu hon céc thuéc chdng réi loan nhip tim khéc.

- Ngoai tim: tdc dung giéng atropin, nhu khd miéng, tdo bén, bi tiéu tién &
nguwdi phi dai tién liét tuyén.

- ROi loan thi giac, lIam ndng thém tdng nhén ap co trudc.
Chong chi dinh

- Suy gan, théan.

- Nhuoc co

- Réi loan tiéu tién.
Chépham va liéu dung

Disopyramid (Rythmodan, Norpace): vién nang 0,10g - 0,15g; 6ng 5mL
chira 50mg.

uong: 1vién/lan, cach 6 gio. Tiém tinh mach: 1,5mg/kg.
2.2. Cac thudc nhom IB

GOm: lidocain, phenytoin, tocainid va mexiletin.
2.2.1. Lidocain

Duoc dong hoc

Udng hap thu tét, nhung phan 16n bi chuyén hoé qua gan lan dau, vi vay
thwong phai tiém. Gan vao protein huyét twong khoang 70%. Thoi gian ban
thai khodng 0,5-4 gio. Trong suy tim sung huyét, thé tich phan bo'cla thudc
va do thanh loc ctia than gidm. Trong bénh gan, thé tich phan b6 ting, nhwng
dod thanh loc giam.

Tac dung va co ché

- Lidocain c6 tdc dung gay té, thwong dung lam thu6c té. Tir ndm 1950 dugc
ap dung dé diéu tri va dv phong réi loan nhip tim do thuéc co6 tac dung:
“6n dinh mang”, tc ché kénh Na+Odién thé hoat dong cla té bao co tim.

- Thudc tdc dung trén nhi*tng moé bi thiéu mau rdt ro, it tdc dung trén
nhitng mo6 binh thuwong, it tdc dung trén rdi loan nhip nhf.



:Ti'Lam giam tinh ty dong, kéo dai thoi gian khir cuc tv phat & ky tam
trvong, rat ngan thoi gian tro va thoi gian tai cuc cla céac té bao co tim,
cho nén tao diéu kién cho co tim hoi phuc.

- Khéng tac dung dén hé noi tai cuta tim.

- it lam thay doi huyét dong va dién tam do; gay gidnmach, ha huyét ap,
nhat la khi tiém tinh mach nhanh.

Chi dinh

- R&i loan nhip tim do nhiém ddc cac glycosid tro tim loai digitalis 1a chi
dinh t6t nhat.

- ROi loan nhip tam that (do gdy mé, huyét khdi co tim), ngoai tdm thu that.
- Gay té tai cho.
Téac dung khéng mong muén
- R®i loan than kinh trung wong: bdn chon, run, 14 1an, co giat, U tai.
- RG&i loan thi giac.
- Di tng: ban do, c6 thé gay sbc.

- Suy tim mach, cd thé tut huyét ap do trcché co bop co tim & bénhnhan
suy tim.

Chéng chi dinh
- Di tng thudc té loai c6 cau trdc amid.
- ROi loan chic nang gan.
- Suy tim dé 2, 3.
- Nguoi cao tudi (trén 70 tudi).
- Dong kinh do lidocain.
Chépham va liéu dung
Lidocain: 6ng ImL chtra 1Omg, 20mg.
Tiém tinh mach: 1- 2mg/kg. Truyén tinh mach: 2mg/phat. Tong liéu:
1- 2g/24h.
2.2.2. Phenytoin

La thubc diéu tri dong kinh, téi ndm 1950 bat dau dung trong diéu tri roi
loan nhip tim.

Tac dung va co ché: tvong ty lidocain.
Chi dinh

To6t nhat cho r6i loan nhip tim do glycosid trQ tim loai digitalis. Cac r0i
loan nhip tim khac, nhu rdi loan nhip that, ngoai tdm thu théat... sé& c6 hiéu
qua kém hon.



Chépham va liéu dlng
Dihydan, vién 0,lg diphenylhydantoin natri.

Dilantin, 6ng 250mg bdt; khi dung pha trong 5mL mu6i ddng truong.
Udng 0,1 - 0,2g/lan, cach 6 gio. Tiém tinh mach: 10mg/kg.

2.2.3. Tocainid (Tonocard) va mexiletin (Mexitin)

Téac dung va doc tinh twong tu lidocain. Tocainid gay gidm bach cau hat

va xo phoi nén it ding.

2.3.

Céac thudéc nhém Ic
Gom: flecainid, propafenon, moricizin.
Tac dung va co ché

La céac thudc mdi, rc ché kénh Na+manh nén (c ché pha 0 & hiéu dién
thé hoat dong cla té bao tim manh va lam giam dan truyén manh nhét
trong nhém |, it anh hwédng t6i sw tai cuc cla té bao. Thudc khéng khang
muscarinic.

Céc thu6c trong nhém c6 hiéu qua voi réi loan nhip nhi va that, song chi
dung trong r6l loan nhip that ndng, vi trén nhirng bénh nhan rdi loan
nhip that nhanh d& s&n c6 tr trudc dé cd khuynh huéng tré thanh cudng
dong that khéng doan trudc dugc nén co thé gay dot ti.

Tac dung khéng mong mudn
RGi loan than kinh trung wong: chéng mét, nhirc dau, mét mai, hoi hop.

RG6i loan tiéu hoa: budn nén, ndén, miéng cd vi kim loai, tdo bon
(propafenon).

Sy tang K+mau lam tdng doc tinh cla thudc déi véi tim.

Chi dinh

La thudc lwa chon cudi cting cho chéng rdi loan nhip tim khé diéu tri.
Dung thuéc nhém nay phai than trong, theo d&i dién tdm do6 vi thudc co

thé lam rdi loan nhip tim nang thém do tao céc rdi loan nhip méi, nhat la trén
nhitng nguoi bi suy tim sung huyét, bénh mach vanh voi tam thét trai suy, bét
thuong vé dan truyeén.

2.4. Céac thudc nhém I

La cac thudc chen P- adrenergic gom: propranolol, esmolol, metoprolol,

oxprenolol...

Duwoc déng hoc

- Céc thubic déu dugc hap thu qua duong udng gan hoan toan, trir nadolol,

atenolol, tertatolol. Nong do t6i da trong huyét tvong néi chung dat sau



1-2 gid. Lién két voi protein huyét twong thay ddi tiy tirng thudc (xem
bang 1.3). Céc thudc déu qua duoc rau thai va sira me.

- Céac thudc tan trong lipid: propranolol, penbutolol, metoprolol, alprenolol,
oxprenolol chuyén hoa qua gan lan dau nhiéu hon nén sinh kha dung
thdp. Thudc qua dwgc hang rao mau- ndo, cé thé gay céac tac dung khdng
mong mudn trén than kinh trung wong. Thoi gian ban thai ngan. Thai
trir nhiéu qua mat, dd thanh thai cta thudc gidm khi c6 suy gan.

- Céc thudc tan trong nudc: atenolol, sotalol, nadolol chuyén hoad & gan
kém hon, sinh kha dung cao hon, c6 thoi gian ban thai dai hon. Thai tri
gan hoan toan qua than, dé cé & dong khi bi suy than.

- Pindolol, timolol dwgc thai trir qua mat va than.

Tac dung va co chéchodng loan nhip

Cac thudc trong nhém co tac dung chong réi loan nhip tim la do tc ché I3
adrenergie va “6n dinh mang té bao”.

Do lic ché P- adrenergic nén lam ,giém tinh tv dong, gidm tinh chiu kich
thich cda cac nat dan nhip dan dén cat dugc cac xung dong phu; giam toc do
dan truyén, cat dwoc hién twgng tai nhap va gidm lwc co bép co tim.

Cac thudc con tac dung truc ti€p (e ché co bép co tim do ngédn can ludi ndi
bao tich luy Ca+can cho co co va déi khang tac dung ATPase cla soi co.

Mot s6 thude: propranolol, alprenolol, oxprenolol C(‘)n~lam “6n dinh mang
té bao” giébng quinidin nén lam gidm tinh ty dong, giam dan truyén, ting thoi
gian tro cua té bao co tim.

Mot 0" thude khéc: acebutolol, practolol tc ché chon loc Pi- adrenergic
cla tim, khong c6 tac dung trén p2 adrenergic nén khdéng gay co 'ghét khi
quan, khéng gay co mach (xem thém bai Thudc chdng con dau that nguc,
Thu6c diéu tri tang huyét ap).

Chi dinh

- Loan nhip tim do cwdng giao cam.

+ Chi dinh t6t nhat trong nhip xoang nhanh.

+ Nhiém doc co tim do cudng giap.

+ Rung nhT, cudng dong nhT néu thudc khac khéng diéu tri dugc.

- RO6i loan nhip tim sau nhdéi mau co tim, thuwong dung propranolol,
metoprolol, timolol.
- Loan nhip trén thét: esmolol.



Bang 1.3. Dwoc dong hoc cla cac thudc chen p - adrenergic

Lién két

Hap thu qua ) Thoi gian dat 2 Thoi gian
Thudc dwong tieu héa protein ndng do dinh Kha dung ban thai
%) huyét twong (gid) sinh hoc (%) (gid)
(%)
Propranolol 90 90-95 2 10- 40 2-5
Acebutolol 50-80 10-20 3-4 20- 50 5-10
Atenolol 50 5 2-4 50 6-10
Alprenolol 90 80-85 1-2 10 2-3
Bisoprolol 90 30 85- 90 9-12
Metoprolol 95 11 40 3-5
Nadolol 35 30 40 16 - 24
Oxprenolol 70-90 75 0,5-1 25- 50 2-3
Pindolol 95 50 2-3 90 2-4
Sotalol 90 <5 95 15-17
Timolol 70 15 1-3 60 4-5,5
Tertatolol 60 95 60 3
Labetalol 90 50 30 2-4

Tac dung khong mong mudn

Xem bai Thu6c diéu tri tdng huyét ap.
Chéng chi dinh

- Suy tim: do thudc lam giam co bop co tim, gidm nhip tim, gidm cung

lwgng tim. Tuy nhién, hién nay mot s6"thuéc chen P- adrenergic dd duoc
st dung voi lieu thdp diéu tri suy tim man d& cai thién dwgc tinh trang
suy tim.

Nhip cham du¢i 60 lan/phat. Huyét ap tdi da dwdi 90 mmHg. Bloc nht
that do 2, 3.

Hen phé quén.

Ngoai ra: chdéng chi dinh trong loét da day, ta trang; nhiém acid chuyén
hod; ha glucose mau, hdi chitng Raynaud; ngwoi mang thai, thdi ky cho
con ba.

Tuwong tac thuéce

Phdi hop thuéc nhom 1A 111, IV tang tac dung lam giam strc co bop co tim
va giam tinh dan truyén.

Phéi hop véi cac thudc gy mé nhu éte, iluothan dé gay co that phé quan.



- Phéi hop v6i cac antacid lam gidm hap thu thudc qua duong tiéu héa.
- Phoi hop v6i cimetidin lam tang néng d6 cla thudc trong huyét twong.
Chépham va liéu dung xem bang 1.4.

Bang 1.4. M6t s6 ché pham cla thudc chen (- adrenergic

Thubc Biét duoc Ham luvong Liéu (mg/24 gio)
Propranolol Avlocardyl 40 40-120
Acebutolot Sectral 200 200 - 600
Alprenolol Aptin 50 50-150
Atenolo! Tenormin 100 100-300
Metoprolol Betaloc 50; 100 50- 100; 100-300
Oxprenolol Trasicor 80 80 - 240
Pindolol Visken 5 5-15 (10-15)
Sotalol Sotalex, Darob 80 80 - 240
Timolol Timacor 10 10-30
Bupranolol Betadran 40 40- 120
Tertatolol Artex 5 10-15

Liéu ding: diéu tri r6i loan nhip tim thwdng lieu thdp hon so voi lieu
diéu tri con dau that nguc. Cac liéu trén chia thanh nhiéu lan trong ngay,
cach 6 -8 gio.

2.5. Cac thu6c nhom Il

GOm amiodaron, sotalol, bretylium, ibutilid.

2.5.1. Amiodaron

La dan xuét iod cla benzofuranic, dung lam thudc chéng con dau thit
nguc tr nam 1968, nay dugc st dung trong diéu tri r6i loan nhip tim.

Duwogc ddong hoc

Thu6c duwgc hdp thu chdm qua duong tiéu héa. Dat ndng do dinh trong
huyét twvong sau 4 -7 gi¢. Sinh khd dung qua dudng udng khodng 35 - 65%.
Lién két nhiéu voi protein huyét tvong (> 90%). Xudt hién tac dung cham sau
2 -3 ngay. Sau khi nglrng thudc, tadc dung con kéo dai tdi mot thang.

Tiém tinh mach, thudc xudt hién tdc dung nhanh hon (khoang 30 phat
sau tiém) va kéo dai 1- 3 gio.

La thudc wa lipid nén tap trung nhiéu trong cac mg, nhdat la md, gan,
phoi, tim, da, mat... va tac dung kéo dai.



Chuyén hoéa chu yéu & gan, mot trong cac chéat chuyén hda la N -
desethyl- amiodaron con hoat tinh chdng loan nhip tim.
Thuoc thai trir cham, chi yéu qua than va mot phan qua phan, thoi gian
béan thai khodng 13-52 ngay (néu uéng kéo dai).
Tac dung
- Thudc cé hiéu qud tc ché kénh K+rat t6t, kéo dai dién thé hoat dong va
thoi gian tro cla cac té bao tim nhat la cac sgi Purkinje va sgi co tim (tc
ché céc sgi co tdm nhi tdt hon tam that).
- Lam cham dan truy&n trong nhiva nat nhi thit do trc ché kénh K+& nut
nht - that va tc ché p - adrenergic.
- Lam cham nhip tim va gidn mach vanh, tang cung lvgng mach vanh.
Gidm vlra nhu cau oxy co tim, gidm nhe skc can ngoai vi, huyét ap va
cbng nang tim.

Trén than kinh thwc vat:

+ Khoéng anh hudng dén phan xa day X hoac hé muscarinic cla tim.

+ D06i khang khéng tranh chép trén a va p - adrenergic.

- Lam giam hoat doéng tuyén giap vi thudc gidi phéng nguyén t iod trong
co thé.

Chi dinh

La thu6c chéng loan nhip tim manh rat co hiéu qua dé:

- Diéu tri rdi loan nhip nhT nhanh, rung nhf, cuéng dong nht.

- Ngoai tdm thu thét, roi loan nhip that trong nhoi mau co tim.

- Suy mach vanh, con dau that nguc.
Tac dung khéng mong muén

- Trén tim: gay nhip tim cham hodc Gc ché tim, nhdt la & nguoi bj réi loan
nat xoang, nghén nht that c6 thé dan dén suy tim dac biét 6 nhitng
trvong hop nhay cdm vai thudc.

~ Ngoai tim:

+ Thudic ldng dong va lwu lau trén nhigéu mé, co quan, nhu gan, phdi,
mat, giap trang, mg, da... nén gay nhiéu ddc hai.

+ Léng dong trén gidc mac nhitng sac t6 md (1-4 thang sau ding), &nh
hudng t6i thi luc, nhat la vé dém (can giam liéu, dung ngat quang,
kham mat trong qué trinh diéu tri bang amiodaron).

+ Lang dong thudc trén da: gay viém da do anh sang, da mau xam xanh.

+ Hoai t& té bao gan, viém phai.

+ RO0i loan chirc ndng tuyén gidp: cwong hodc suy giap.



+ Bi ng, run, nhirc dau, mat diéu hoa.

+ Té&o bon.

Chéng chi dinh

Nhip tim cham duéi 50 lan/phat, bléc nht - that.

Khoéng két hop voi quinidin, cac thudc chen p - adrenergic, cac giycosid
trg tim ioai digitalis, thu6c lgi niéu gidm K+ mau dé tranh lam nang
thém su (rc ché tinh tv dong va dan truyén cua tim.

Khong két hgp voi thudc khang vitamin K vi lam tdng tac dung chdng
déng, de doa chdy mau.

Khong dung cho ngudi man cadm véi iod, xo phdi, huyét ap ha, réi loan
tuyén gidp, ngudi mang thai va thoi ky con ba.

Chépham va liéu dung

Amiodaron (Cordaron, Trangeron): vién nén 200mg; dng 150mg tiém bép

hodc tiém tinh mach pha trong glucose 5%. Liéu dung: 400 - 600mg/ngay.

2.5.2. Sotaioi, bretylium, ibutilid

Tac dung
Céc thudc thudc nhdm nay déu co tac dung lam tdng thoi gian tro va kéo

dai hiéu thé hoat dong cla cac té bao tim twong ti amiodaron, tuy mic do tac
dung va mét vai tdc dung duoc ly c¢d khac nhau.

Sotalol: khang P- adrenergic khéng chon loc.

Bretylium: lGc dau gidi phdng nor - adrenalin (NA), sau lam can kiét NA
gay liét giao cam, Thudc kéo dai thoi gian tro c6 hiéu lyc & tam that ma
khéng c6 tdc dung trén tdm nhi. Ngoai ra con (¢ ché kénh K+& cac md
thi€éu mau.

Ibutilid: tc ché kénh K+méi dwgc hinh thanh chl yéu 6 tam nh.
Chidinh

Sotalol: diéu tri r6i loan nhip nhanh tdm that va rdi loan nhip nhanh
trén that.

Bretylium: diéu tri r6i loan nhip sau nhoi mau co tim khé chita (rung
that tai phat), do co thé gay rdi loan nhip tim m¢i va ha huyét ap ro rét,
vi thé it dung.

Ibutilid: diéu tri cudng dong nhT, rung nhf.

Tac dung khéng mong mudn

Cac thubc thudc nhém ciing c¢é tac dung khéng mong muén trén tim
tvong tw nhw amiodaron.

Bretylium: lic dau giai phong nor - adrenalin nén lam tdng co bép co
tim, sau giam tiét nor- adrenalin lam ha huyét ap.



2.6.

Chdéng chi dinh
Nhip tim cham, bl6ic nh1 - that.

Bretylium: khong dung cho réi loan nhip tim do nhiém ddc glycosid tro
tim loai digitalis, giam co bdp co tim, ha huyét &p (nhat la khi ding).
Chépham va liéu dung

Sotalol: lieu 7mg/kg /ngay.

Bretylium (Bretyloiy. 6ng 50mg/ImL, ding tiém tinh mach liéu 5mg/kg,
30 phut sau tiém nhac lai. Liéu duy tri 1 - 2mg/kg, 4 -6 gi0 sau tiém
nhac lai.

Ibutilid: 8ng Img/ml tiém tinh mach 0,01mg/kg, cach 4 gio tiém nhac lai.

Céc thudc nhém IV
La cac thudc chen kénh Ca+; gbobm verapamil, diltiazem. (Chi tiét vé

nhom thudic nay xin xem thém bai Thudc diéu tri con dau thét nguc).

Tac dung

Thudc chong loan nhip tim do:

Lam cham séng xung dong cta ndt dan nhip (nGt xoang) do lam giam
tinh ty dong clia nat (diltiazem tac dung to6t hon verapamil).

Lam gidm dan truyén nhi - th&t va tdng tinh tro & nat nhi - thit
(diltiazem tac dung kém hon verapamil).

Lam gidm stc co bop clia co tim va cham nhip tim do hai nat dan truyén
nay kénh Ca+-chiém wu thé.

it anh hudng dén than kinh thuc vat.

Chi dinh

Diéu tri roi loan nhip tam nht.

Phong r6i loan nhip nhanh nht kich phat.

Tac dung khéng mong mudn

Ha huyét ap.

Ngtrng nhip xoang 6 nhirng bénh nhan bi bénh nat xoang.

Mét méi, suy nhugc than kinh, phu ngoai bién.

T&o bon.

(Xem thém bai Thudc diéu tri tang huyét 4p va Thubc chéng con dau

that nguc).

Choéng chidinh

Suy tim, giai doan cdp clia nhdi méu co tim, bléc nhT - théat.
Khong phdi hgp véi thudc IMAO.

Chéphdm va liéu dung



- Verapamil: Isoptin, vién nén 120mg, Isoptin LP 240mg, Arpamil LP
240mg. U6ng 120 - 360mg/ngay; 6ng 5mL ch*ra 120mg, 1 -2 6ng/ngay,
tiém tinh mach.

- Diltiazem: Tildiem, vién 60mg; Deltazen, vién 300mg; Dilrene, vién
300mg. Udng 120 - 300mg/ngay..

2.7. Céc thubc khéc
Atropin
Do trc ché day X & nat xoang lam tang dan truy&n nhT - thédt va tang nhip
tim. Bugc chi dinh trong cham nhip xoang do cuwdng day X.
Liéu dung: 0,4 - Img/ngay. Tiém tinh mach. T6i da 2mg/ngay.
Adenosin
- Tacdung

+ Liéu cao lam ting dan truy&n nht - th&t, gidm duoc hién twong ‘tai
nhap” nh1 - that. Ho6i phuc dwgc nhip xoang & ngudi bi réi loan nhip
nhanh trén that kich phat.

+ Thoi gian ban thai rdt ngan, tiém tinh mach nhanh méi kip tac dung
va tac dung khong mong muén it xay ra, nén dugc coi la thudc diéu tri
hiéu qua r6i loan nhip nat nh7 - thét, r6i loan nhip trén that cép.

- Tac dung khdng mong mudh
Giam huyét ap, dd birng mat, hoi hop, toat md héi, tic nguc, khé thé,
nhic dau, budn ndn, miéng c6 vi kim loai.
- Chodng chi dinh

Bloc nht - that do 2, 3.

Hen suyén.

Cac glycosid trg tim loai digitalis

- Tac dung
Cuong pho giao cam & tim rd rét; tc ché Ca+ & nat nht - that va hoat
hoa dong K+thdng qua acetylcholin 0 tam nhT, gay hién tuvgng vu phan cyc,
rat ngan dién thé hoat dong tdm nhf, tdng tinh tro nGt nh7 - thdt dan dén
lam cham nhip tim va cd tdo dung “6n dinh mang té bao” nén mat so tac gia
xép cac glycosid trg tim loai digitalis la thu6c chéng réi loan nhip tim thudc
nhom V.
- Chi dinh

+ Diéu tri roi loan nhip tim do hién twvong “tai nhap” & nat nhT - that.

+ Tam that suy khi bi rung nhf, cudng doéng nht.

(Chi tiét xem bai Thu6c diéu tri suy tim).



THUOC CHONG CON BAU THAT NGUC

1. DAl CUONG

1.1. Nguyén nhan con dau th&t nguc

Nguyén nhan cla con dau that ngwc 1a do co tim bi thiéu oxy ddt ngdt vi
maét thang bang gilta ting nhu cau oxy cla co tim va sw cung cdp khong di
oxy clia mach vanh. Mach vanh khong cung cdp dd oxy cho co tim trong céc
treong hop:

- Cép bénh cia mach vanh: xo vita dong mach lam hep téc long mach, co
that mach vanh do nhiéu nguyén nhan nhu chén thwong, huyét khoi...
da lam giam lwvu lvgng mach vanh nén gidm cung cép oxy cho co tim.

- Khi lam viéc tdng, géng strc, stress gay kich thich giao cam, lam ting nhip
tim, tdng nhu cau oxy cho co tim trong khi mach vanh khong cung cép du.

- Nhiém doc oxyd carbon, thiéu mau nang lam giam oxy trong mau nén
thi€éu mau vao tim qua mach vanh.

1.2. Phén loai con dau that nguc

Con dau that nguc 14 tit ca nhitng con dau tam thoi 6 viing nguc do cung
cdp khong dd oxy cho co tim. Gom nhitng thé sau:

- Pau thit nguc 6n dinh: hay gdp nhét do stress, do gang strc. Chd yéu do
hep dong mach vanh vi xo vira. Cac triéu ching gidm khi nghi ngoi hoac
dung nitroglycerin hoac cd 2 (nghi ngoi va dung thudc). Cac thudc diéu
tri thé nay nham muc dich: ting lwu lwgng tim, gidm nhip tim, giam
truong luc that trai, giam co co tim.

- Pau that ngwc khong 8n dinh: Tang cuong dd, thoi gian va tan sd dau
that nguc. Cac con xay ra ca lic nghi. Giam dap (ng véi sy nghi ngoi
hodc dung nitroglycerin. Thubc diéu tri thé nay la thudc tranh huyét
khdi mach vanh la quan trong nhat.



- DPau that nguc thé nam (dau vé dém): con dau that nguc xay ra IGc nam

1.3.

khi khéng c6 mét gang siic nao ca.

Pau that nguwc Prinzmetal (dau do co that): dong mach vanh co that nén
giam lvu lvgng mach vanh. Thuong xay ra c& lic nghi ngoi. Thu6e diéu
tri loai nay la ngan co that mach vanh.

Nhdi méau co tim: 1a treong hop dau that ngwc dic biét: Khi co tim bi
thi€u cung cdp mau cta mach vanh nang va kéo dai (do huyét khoi) gay
thiéu mau cuc bd, ton thuvong va hoai t¢ mo. Cac con nhdi mau co tim dai
(> 30 phat) va thuong khéng hdi phuc dugc.

Phan loai thubc

1.3.1. Theo muc dich diéu tri

Loai cat con: c4c nitrat va nitrit hiru co.

Loai diéu tri clng c6 lam gidm s dung oxy co tim: thu6c chen P-
adrenergic, thuéc chen kénh Ca+

1.3.2. Theo tac dung

Tang cung cdp oxy cho co tim: nitrat va nitrit.

Lam gidm muc tiéu thu oxy cla co tim: thudc chen kénh Ca+ cac thubc
chen p - adrenergic.

Lam phan bd"lai mau c6 lgi cho vung thi€éu mau: nitrat, thuéc chen p -
adrenergic, thuéc chen kénh Ca+

Lam tan huyét khoi trong long mach: aspirin, dipyridamol, ticlopidin...
Bao vé té bao co tim khi bi thi€u mau: trimetazidin...

1.3.3. Theocoché

Cac thubc lam tang GMPV/ nitrat va nitrit.
Cac thudc chen kénh Ca+: verapamil, diltiazem...
Cac thubc chen P- adrenergic: propranolol, atenolol...

- Thudc chdng dong va chdng ngwng két tiéu cau: aspirin, thudc tiéu fibrin...

2. CAC THUGC

2.1. Thudc chdng con

GOm: nitrat h(*u co (nitroglycerin, isosorbid), amyl nitrit, penta nitril...

2.1.1. Nitrat hitu co

Dugc déng hoc

Dé hdp thu qua duong tiéu hoa, khong bén trong dich vi, cd chuyén hoa
qua gan lan dau nén sinh kha dung qua dudng udng thap, vi vay thuong



ché dwdi dang ngam du¢i ludi. Nitroglycerin dat dwéi lwdi dat ndng do toi
da trong mau sau 4 phat. Thoi gian ban thdi khoang 3 phat. Chét
chuyén héa la glyceryl dinitrat cé tdc dung gidn mach kém 10 lan chat
me. Isosorbid dinitrat dat dwéi luGi c6 nbng dd tdi da trong mau sau 6
phut. Thoi gian ban thai khoang 45 phut. Cac chat chuyén héa ban dau
14 isosorbid 2 - mononitrat va isosorbid 5 mononitrat van con hoat tinh.

- Thu6c dung theo dwong udng, qua da, tiém tinh mach liéu cao c6 hién
tvong quen thudc. D€ han ché hién twgng nay thwdng ding cach quéng

Bang 1.5. Duoc dong hoc clla mot sb nitrat va nitrit htru co

8-12 gio.
Tén thudc Biét duwoc
Amyl nitrit Amyl nitrit

Nitroglycerin (trinitrin) Nitroglycerin

Lenitral (cham)

Erythrityl tetranitrat Cardiwell

Pentaorythrityl
tetranitrat

Nitropenton
Peritrat (cham)

Isosorbid mononitrat - Imdur

- Dang cham
Isosorbid dinitrat - Risordan

- Dang cham

T&c dung va coché

- Coché

Bat dau tac dung Tac dung kéo dai

5 - 6 giay 7 phat
1-2 phat 30 phut
6-12 gio
30 phat 3 -6 g0
30 phuat 3 -6 giv
6- 10 gio

30 - 60 phat 7 gio

1-2gio 12 giv
2-10 phut 90 phuat

1- 2 gio 12 gi¢

Receptor cta nitrat c6 chita nhém sulfhydryl, nhém nay kh nitrat thanh
oxyd nito (NO). NO kich thich enzym guanylat cyclase lam tang guanin
monophosphat (GMPy), dan dén kh&t phosphoryl chudi nhe clla myosin gay

gidn co tron mach mau.

m*  NO,

NO

Guanylat cyclase

Myosin - LC - P04

-Té& bao nb6i md

Molsidomin

Guanylat cyclase hoat hoa

GTP

-> Myosirl -LC

Gian mach

So d6 1.4. Co ché tAc dung cla cac nitrat va cac thudc cung co ché
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- Téac dung

Nitrat lam gién tat c& co tron, khdng anh huwdng dén co tim va co van, tac
dung réat ro trén cd dong mach va tinh mach Ién nén giam tién ganh (giam
lrgng mau tinh mach tréd v&) va giam hau ganh (gidn déong mach I16n) vi vay
gidm s dung oxy co tim va giam cdng nang tim. Mkc d6 lam gian mach cla
nitrat theo th( tw sau: gidn tinh mach > déng mach > mao mach.

+ Gidn mach toan than tryc ti€p va thodng qua nén gidm lwu lugng tim,
gian mach vanh lam lwu lugng mach vanh tang tam thoi, giam strc cdn
ngoai bién va lvu lwgng tam thu, vi vay ha huyét ap.

+ Lam thay d6i phan phoi mau cho tim, tdng tuidn hoan phu cho vung
tim thiéu mau co6 lgi cho vung dwéi ndi tam mac.

+ MOt sO tac gia thdy thudc con co tac dung chong két tap ti€u cau, can
trd fibrinogen bam vao ti€u cau dé hinh thanh huyét khéi, nhat la &
phan ndi mac bi tén thwong.

+ Lam gidn co tron khi, phé quan, co tron duong tiéu hoa, co tron duong
mat, co tron ti€t niéu- sinh duc, d6i khang voi tdc dung co that do
acetylcholin va histamin gy nén.

Chi dinh

- La thubc dau bang diéu tri con dau that ngwc & moi thé; cat con dau
nhanh chéng.
- Phong con dau that nguc.

- Nh6i méau co tim: do thudc lam hep dwgc dién tich thiéu mau va hoai to.
Tuy nhién, cac nghién ctru gan day cho thdy nitroglycerin khéng lam
thay doi dang ké ty 1é séng st do nhoi mau co tim.

- Tang huyét ap.

- Suy tim sung huyét (nhat la suy tim trai cé ting ap lvc mao mach phéi
va tang strc can ngoai vi).

Tac dung khéng mong mudn

- Gi&n mach ngoai vi: 1am da birng dd, nhat 1a & nguc, mat, mat (co thé
tdng nhén &p).

- Gidn mach ndo: gay nhirc dau, cd thé tdng ap luc ndi so nén phai cha y
khi ¢6 chdy mau ndo va chan thvong dau.

- Hahuyét ap thé dirng, nhat la truong hop huyét ap thap va ngudi cao tudi.
- Gay phan xa nhip tim nhanh.
- Tang tiét dich vi.

- St dung liéu cao (120mg/ngay isosorbid nitrat) va kéo dai sé gay dung
nap thu6c lam thudc kém hiéu lyc.

- Nong do cao trong méu cé thé gay Met - Hb huyét.



Chéng chi dinh
- Huyét ap thap (huyét ap t6i da dudi |IOOmmHg).
- Tang nhén ap.
- Tang ap luc ndi so.

Chépham va liéu dung

- Pe cdp clu cac con dau that nguc dung dang dadt dwdi ludi thong dung
nhat, vi thudc tac dung ngay sau 2 -3 phdt.

- Phong nglra con dau thét nguc thwong ding dang tac dung kéo dai nhu
dung qua dwdng udng hodc hé diéu tri qua da.

+ Nitroglycerin:

Vién nén 0,5mg, 0,75mg, tac dung nhanh sau 0,5 - 2 phut, kéo dai t6i 30
phat. Bat 1vién dudi ludi, ngdy dung 6- 8 vién.

Vién nang 2,5mg, 7,5mg (Lenitrai) tac dung kéo dai ding dé uong.

Ong tiém 15mg (Lenitral), tiém tinh mach 10 - 20”ig/ph(it.

Dang phun mu (Natispray, Lenitralspray).

Dung dich cbn 1%, nhé du6i ludi 3 -5 giot.

Dang déan vao da (Diafusor, Nitridem, Cordipatch) chita 5- I0Omg thuéc,

thwdng dwge dan vao vung nguc trai.

Thu6c md 2% (Lenitral), boi ngoai da.

+ Erythrityl tetranitrat (Cardiivell) vién 10mg, 15mg ngam du6i ludi nra
vién hay udhg 2 -3 vién/ngay. Téac dung sau 3-15 phut va kéo dai 2 gio
néu ngam dudi ludi, sau 30 phat va kéo dai 3- 6 gid néu udng.

+ Pentaerythrityl tetranitrat:

Vién I0mg, 20mg (Nitropenton), tdc dung sau udng 30 phut va kéo
dai 3-6 gio.
Vién 80mg (Peritrat) tac dung kéo dai 6-10 gio.

+ Isosorbid dinitrat (Risordan): vién 5mg dat duéi lwdi, tac dung sau 2
phat. Vién 10mg, 20mg dung dwong udng tadc dung gitt dwgc nhiéu gio
(6-8 gio).

+ Isosorbid mononitrat Omdur): vién 20mg, 40mg, 60mg udng 20mg
cach nhau 12 gio, tdc dung kéo dai 8-10 gio.

2.1.2. Amyl nitrit

La dich léng bay hoi, dé hong khi tiép xtc v6i khong khi va anh sang. Tac
dung nhanh va ngan (xuat hién tac dung sau 5 -6 giay, kéo dai khodng 12 phut).
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Co ché tac dung, tac dung khdong mong mudn, chi dinh, chong chi dinh
giébng nitrat hitu co.

Thu6c dung trong cdp ciu vi tdic dung nhanh.

Ong chta 3 giot thudc, dung dé ngti, mdi 1an ngti mot 6ng.

2.1.3. Moisidomin
Duwoc déng hoc

Héap thu gua rudt nhanh va gan hoan toan (90%), hdp thu tdt qua niém
mac miéng. Dat ndng do t0i da trong huyét twvong sau 30 - 60 phit. Sinh kha
dung qua duwong udbng khodng 60%. Thudc lién két voi protein huyét twong it
(< 10%). B&t dau tac dung sau dat dudi ludi khoang 10 phut, sau udng khoang
20 phat. Khong tich ldy. Chuyén héa qua gan thanh chat con hoat tinh. Thoi
gian ban thai khoang 1-2 gio. Khoang 90% thai trir qua nwéc ti€éu va mot
phan qua mat.

Tac dung

- Gian tinh mach nén lam giam lwgng méau vé tim, giam céng nang va mic
tiéu thu oxy cua co tim.

- Phéan b6 lai mau, dva mau vao vung hay thi€éu mau nhat.
- Gian déng mach vanh bi co that & 16p duoi thuong va ndi tam mac.
- Khong anh hwdng dén stkc co bop cua tim, khdng thay ddi nhip tim.
Coché
Molsidomin lam tang GMPVco ché twong tv nhu nitrat (so do 1.4).
Chi dinh
- Suy mach vanh.
- Suy tim man.
Tac dung khéng mong muén
Nhirc dau, chong mat, rdi loan tiéu hoa, co thé ha huyét ap.
Choéng chi dinh
- Huyét ap thap, giam thé tich mau.
- Ngudi mang thai.
Chépham va liéu dling

Corvasai, vién nén 2, 4mg. U6ng 1lvién/lan X2 - 3 lan/ngay.

2.2.CAac thudc chen p-adrenergic
Thuong dung céc thudc: propranolol, metoprolol, atenolol, timolol, nadolol...



Tac dung chéng con dau that nguc

- Lam cham nhip tim, gidm co bop co tim nén gidm cong nang tim, Grc ché
tdc dung tang nhip tim do gang strc, gidam s dung oxy clia co tim.

- Tang cung cdp méau cho vung tim bi thiéu mau.
- Céc tac dung khac: xem bai Thudc diéu tri rdi loan nhip tim va Thuoc
diéu tri tang huyét ap.
Chidinh
- La thu6c hang dau dé diéu tri con dau that nguc ca thé 6n dinh 1an khong
on dinh va la thuéc quan trong diéu tri trong va sau nhdi mau co tim.,
- Diéu tri con dau that nguc do gang sttc khdng dap &ng véi nitrat.
- Phong nglra con dau that nguc.
- Cac chi dinh khac: xem thu6c diéu tri r6i loan nhip tim va thu6c diéu tri
tdng huyét ap.
Chong chi dinh
- Con dau that nguc Prinzmetal.
- Khong nglrng thudc dot ngdt vi co thé gay hién tvgng "bat lai" (rebound)
sé bi nhoi mau co tim, dot to.
- Cac chdng chi dinh khac: xem bai Thu6c diéu tri réi loan nhip tim.
(Chi tiét vé nhém thudc chen p - adrenergic xem thém bai Thudc diéu tri
roi loan nhip tim).
2.3. Cac thudc chen kénh Ca+
GOm céac thudic thé hé 1 (nifedipin, diltiazem, verapamil... ) va thé hé 2
(amlodipin, felodipin, isradipin, nisodipin, nicardipin, nimodipin... ).
2.3.1. Vai tro clia Ca+-trén tim mach

Binh thuwong, nong d6 Ca+ & ngoai té bao cao hon trong té bao. Khi kénh
Ca+ duoc hoat hoa, Ca+van chuyén tlr ngoai vao trong té bao va gay ra cac
tac dung sau:

Tai tim: Ca+tham gia vao dién thé hoat dong cla té bao co tim (pha 2).
Ca+di tlr ngoai vao trong té bao va duogc gidi phdng tir hé théng ludi ndi bao
vao bao twong dé di téi cac to co. Tai do, Ca+lién két voi phiéc hop troponin
- tropomyosin lam thay d6i cdu trGc cta phirc hop nay, tao diéu kién cho actin
ti€p x0c voi myosin lam co céac sgi co tim.

Tai thanh mach: Ca+lién két voi calmodulin hoat h6a MLCK (myosin light
chain kinase) lam cho myosin truwgt trén cac sgi actin dan dén co co thanh mach.



2.3.2. Phan loai thu6c chen kénh Ca”: xem bai Thudc diéu tri tang huyét ap.

2.3.3.Déac diém chung cac thudc thudc nhdom
Dugc déng hoc
Céc thudc chen kénh Ca+théhé 1:
- Nhin chung cac thuéc chen kénh Ca+ thé hé 1 déu hadp thu tét qua

dvong udng va bi chuyén hoa qua gan lan dau nén sinh kha dung théap
(bang 1.6).

- Phan I6n cac thu6e deéu gan manh vao protein huyét tvong va cé thoi
gian ban thai ngan.

- Céc thubc chu yéu dwoc thai trir qua than dwdi dang khdng con hoat tinh,
mot phan qua phan.
Céac thudc chen kénh Ca+*thé hé 2: Xem bang 1.7.
Tac dung va co chétac dung c.héng con dau tnét nguc

- Trén tim:
+ Giam stc co bop co tim va giam dan truyén do rc ché kénh Ca+6 pha

2 trong dién thé hoat dong cla tim, lam giam nhip tim, gidm nhu cau
str dung oxy cua co tim, day la tac dung chinh.

+ Phan phdi lai mau trong co tim c6 lgi cho vung dwdi ndi tdm mac la
vung dé thi€u mau nhat.

- Trén mach:
+ Lam gidn mach vanh, vi vay tdng cung cdp oxy cho tim.

+ Gidn mach ngoai vi nén gidm hau ganh va giam co bop co tim, vi vay
gidm tiéu thu oxy cla co tim.

- Téc dung trén tim, mach cta cac thudc chen kénh Ca” khdng giéng nhau:

+ Nhém tadc dung wu tién trén tim: verapamil va diltiazem Gc ché sy
phuc hdi kénh Ca+ & cac nat dan nhip nhw: nat xoang, nit nh7 that
lam cham dan truy&n nhT - that, gidm co bop co tim; giam dan truyén,
lam nhip tim cham. Da&i véi nguai suy tim sung huyét kha nang bu trir
kém cd thé nguy hiém.

+ Nhom tac dung wu tién trén mach: nhém dihydropyridin (nifedipin).
Cha yéu lam gidn mach vanh va mach ngoai vi manh. Do gidn mach
manh nén gdy phdn xa nhip tim nhanh. Liéu diéu tri khéng anh
hudng dén dan truy&n nat nhi - that, it hodc khong tc ché co bop tim
va khong rc ché dan truyén tim.

(Xem bang 1.10 va bang 1.11, bai Thu6c diéu tri tdng huyét ap).



Bang 1.6. Dwgc dong hoc clia mét s6 thude chen kénh Ca++thé hé 1

Thubc ) o o
Verapamil Nifedipin Diltiazem
DBH
Hf?lp thu qua duong > 90% > 90% > 90%
uéng
Sinh kha dung qua 20 - 30% 45 - 70% 40 - 65%

duwdng udng

Tinh mach: <1,5 phat

Khéi dau tac dung . ,
Udng: 15-30 phat

Tinh mach: <1 phat
uéng, ngam: 5 - 20

Tinh mach: < 3 phat
uéng: > 30 phut

phuat
Tac dung toi da 5 g 1- 2 giv 3-5giv
Géan protein huyét
twong (%) 90 90 80
Thoi gian ban thai 4 - 8 giv 4 -5 giov 3 -4 giv
80% chdat chuyén hoa Chéat chuyén hoéa 60% dang

Chuyén hoa khong cé hoat tinh

khéng cé hoat tinh

nguyén chat

Thai trir
Than (%) 70 85 30
Phan (%) 15 15 70
Bang 1.7. Dwoc dong hoc clia mét s thu6c chen kénh Ca++ thé hé 2
B Thude ) hiodipi Felodipi Isradipi Nisodipi
mlodipin elodipin sradipin isodipin
DBH p p p p
Hap thu qua duong udng > 90% > 90% > 90% 90%
Dat ndng do tdi da trong huyét twong 6-12 gio 3-5gi0¢ 2 gio 6 - 12 gior
Sinh kha dung theo duong udng 64 - 80% 15- 28%
Lién két voi protein huyét twong 97% 99% 95% 70- 100%
Chuyén hoa qua gan Cham Cham Cham
Thoi gian ban thai 35 - 50 gi¢ 22 - 27 gio 8 giv 5-7gio
Thai qua than 60% 70% 65%
Thai qua phéan 25% 30% 35%

Chi dinh
- Diéu tri con dau that nguc.

+ Thé Prinzmetal: la chi dinh t6t nhat do gidn mach vanh.

+ Thé on dinh: dung thudc chen Ca+ khi dung nitrat hodc cac thuoc
chen p - adrenergic khéng hiéu qua.

+ Thé dau that nguc do c6 géng, thé khong &n dinh nén phdi hop véi
nitrat. va nhirng thudc chen p - adrenergic.



Diéu tri tdng huyét ap.
Diéu tri rdi loan nhip tim: rdi loan nhip trén that (verapamil, diltiazem).
Tac dung khong mong muén

Do tc ché Ca+quéd muc lam nhip tim cham hon, nghén nhT - that, khéng
c6 tam thu, suy tim sung huyét, cé thé ngirng tim. Tac dung khéng mong
mudn nay hay gap & nhom dihydropyridin.

Gidn mach qua do: ha huyét ap, chirng dé blrng mat, pht ngoai bicn
(nhat la phu chi dwdi), phu phoi. C6 thé lam nang thém thi€éu mau co tim,
c6 1& do giam huyét ap qua do nén gidm twéi mau mach vanh hodc tang
trvong luc giao cdm cho nén tang nhu cdu oxy cla co tim. Tac dung
khéng mong mudn nay hay gap & nhém dihydropyridin.

Gay phan xa nhip tim nhanh (nhém dihydropyridin): cé thé chong mat.
Gay roi loan tiéu héa: non, tdo bén hodc tiéu chay.

Chdng chi dinh

Man cam thudc.

Bl6c xoang nht, yéu nat xoang, bléc nhi - that.

Hep dong mach chd ndng, suy that trai, suy tim sung huyét, huyét ap
thap (huyét ap tdi da dwgi IOOmmHgQ).

Thén trong trong suy gan, ngudi mang thai va thoi ky cho con ba.
Tuwong tac thudc
Tang tac dung cua cac thudc diéu tri tdng huyét ap khac.

Ph6i hop vé6i cac thude chen P' adrenergic, glycosid trg tim loai digitalis,
amiodaron lam tang rdi loan dan truy&n, cham nhip tim nhigu hon.

hoi hop véi nitrat va cac thudc (c ché a- adrenergic lam tdng tac dung
gidn mach dé gay ha huyét ap quéa mic.

Thubc e ché enzym MAO (IMAO) lam giam tac dung cla cac thudc chen
kénh Ca+:

Cimetidin, ranitidin lam tdng tac dung cuta cac thudc chen kénh Ca+

Diltiazem lam tdng nong do trollg huyét twong cua ciclosporin,
carbamazepin, theophylin.

Nifedipin lam tang nong do trong huyét tvong cla phenytoin, digoxin,
ciclosporin.

Céch phdi hop: nitrat, thudc chen kénh Ca+va thudc chen p - adrenergic.



Bang 1.8. Sy phoi hgp cac nhém thuéc chdng con dau tht nguc

Céach Nitrat httu co trc ché kénh Thudc chen p K&t qua
phéi hop @ Ca** (Il) (1 d
1+ 11 Tang nhip tim va Tang thé tich Loai bd tac dung
tang co bop co tim that trai cudi ky phu cta nhau
do phan xa tam truong
I Tang nhip tim Nhém Il loai bd tac
(nhém do phan xa dung phu tang nhip
DHP) + Il tim caa nhém |l
1+ 1l Giam tién ganh Giam hau ganh BO sung tac dung
giam tiéu thu oxy
1+ 1+ 1 Gidm tién ganh va Giadm hau ganh  Giam nhip tim - BO& sung tac dung
hé&u ganh gidm co co tim gidm tiéu thu oxy

2.4. Céac thu6c khac

2.4.1. Dipyridamoi
Tac dung va coché

- Lam gidn mach vanh, tang cung cép oxy cho co tim; khong lam thay doi
huyét ap, nhip tim.

- Chéng nguwng két tiéu cau.

- Co ché: thudc (c ché adenosin desaminase trong mau, do d6 lam tang
tich luy adenosin la chat gay gidn mach manh, dwgc giai phdng ra trong
qua trinh chuyén hoa.

Chidinh

Diéu tri con dau that nguc cép tinh.

Phong tai bién mau cuc, nghé&n mach toan than.
Tac dung khéng mong mudn

Thubc co thé gay nhirc dau, chdng mat, rdi loan tiéu héa (day bung, nén,
tiéu chay), di tng (ngta, phat ban).

- Chong chi dinh

- Giai doan dau nhoi mau co tim.

- Phu ni* c6 thai va cho con bu.
Chépham va liéu dung
Persantine, Peridamoi, vién nén hodc boc dudng 25mg; 75mg; dng 10mg/2mL.
Liéu dung: 300mg/ngay chia 2 -3 lan. Liéu duy tri 75- 150mg/ngay.
Tiém tinh mach: 10 - 30mg/ngay.



2.4.2. Amiodaron
Tac dung

Gidn mach vanh, tdng cung lwgng mach vanh. Gidmvlranhu  cau oxy ¢
tim, gidm nhe stc can ngoai vi, huyétapva cbng nang tim.D0ikhang tac
dung cua chat chuyén hoa catecholamin va tac dung co hoc cé hai cho tim.

Chidinh
- Diéu tri con dau that nguc.
- Diéu tri rdi loan nhip tim.
Tac dung khéng mong mudn va chéng chi dinh
Xem bai Thudc diéu tri r6i loan nhip tim.
Chépham va liéu dung
Cordaron, Tranqueron, vién nén 200mg, udVig 1 -3 vién/ngay.
Ong 30mL/150mg, tiém tinh mach cham hodc truyén tinh mach 1-3 6ng
pha trong dung dich glucose 5%.
2.4.3. Trimetazidin
Duwoc dong hoc

Thudc dwoc hdp thu tét qua dudng udng. Pat dwoc ndng do cao trong huyét
twong sau 2 gid. Sinh kha dung qua duong udng cao (khoang 90%). it lién két
vOi protein huyét twong (khoang 16%). Thoi gian ban thai khoang 4 -5 gio.
Thai trir nhanh, chl yéu qua nwéc tiéu, 60% dudi dang khong chuyén hda.

Téc dung

Thubc c6 tdc dung bado vé té bao co tim khi bi thiéu méau do duy tri
chuyén héa nang lvong, bao vé chirc nang cla ty lap thé dé cung cdp ATP cho
chuyén hoa té bao, cho cac bom ion & mang té bao hoat dong. Han ché nhiém
acid lactic co tim va tac hai cla céc goc tv do trong té bao. Kéo dai dugc thoi
gian chiu dung thiéu oxy cla co tim. Hiéu luc twdng tv nifedipin va
propranolol vé gidm s3'con dau, tdng kha niang gang stic ctia co thé.

Chi dinh
- Puoc coi la thude diéu tri co ban chéng con dau that ngwc & cac thé bénh.
- Diéu tri chitng chdng mat, ton thwong mach mau vong mac.

Chépham va liéu dung

Thubic dung diéu tri dai ngay. C6 thé dung don thuan hodc phoi hop véi
cac thudc khac: chen p - adrenergic, (¢ ché men chuyén.

Vastarel, vién nén 20mg, udng 1vién/lan X3 lan/ngay. Vastarel MR, vién
nang 35mg, uébng moi lan 1vién, ngay 2 lan.



3. THUOC PIEU TRI NH8I MAU co TIM

Nhu trén (phan 1.2) d& trinh bay, nh6i mau co tim la tinh trang thiéu
mau co tim ndng va kéo dai dan dén con dau that nguc kéo dai. Khi dau that
nguc tr 6 - 8 gid cho phép nghT la nhéi mau co tim. Nguyén nhan cla nhoi
mau co tim thwong la do huyét khéi, nén trong diéu tri nhdi mau co tim ngoai
dung cac thudc chéng dau that nguc dé cdt con dau, tdng lvong méau nudi tim,
gidm cdng nang tim va 6n dinh nhip tim, ngdn cdn cac bién ching, nhv roi
loan nhip tim, suy tim sung huyét, doét tl, rat can dung cac thudc chdong huyét
kh&i dé m& thong mach mau bi tdc nghén.

3.1. Thudc lam tan huyét khoi
Tac dung
Thubc lam tan huyét khoi do tdc dong trén plasminogen trwc ti€p hoac
gian tiép (xem bai cac thudc tac dung trén qua trinh dong mau va tiéu fibrin).
Néu dung trong vong 12 gi¢ khi con dau bat dau thi gidm duoc ti Ié t& vong
dang ké, tot nhat nén dung trudc 6 gio.
Chdéng chi dinh
- Xuét huyét ndi tang.
- Tai bién mach méau ndo, phau thuat n&o, tuy séng, dong mach.
- Co dia dé chady mau, u ndo, phinh mach, co thai.
- Tang huyét 4p nang khé kiém soat.
- Viém mang ngoai tim cép.
- Xudét huyét tiéu hoa nang dang diéu tri trong vong 3 thang.
- Ph&u thuat trong vong 10 ngay (chdn thuvong ning, phau thuat tim phéi,
sinh thiét cac tang... ).
- Nguoi cao tubi (trén 70 tudi).
Chépham
Xem phan céc thudc tdc dung trén quéa trinh dong mau va tiéu fibrin.
3.2. Céac thuodc chong két dinh tiéu cau
Thwong dung aspirin véi ligu 100 - 160mg/ngay lam tan huyét khdi cép
do rc ché két tu ti€u cau. Trén Iam sang thuvong dung sém sau nhdi mau co
tim lan dau va dung liéu trén voi thoi gian khong han dinh.
3.3. Cac thubc chéng déng mau
- Heparin: dugc dung cung voi thudc lam tan huyét khoi dé ngan sv nghén
mach tré lai. Tiém tinh mach 1 liéu 5000 IU, sau d6 tiém truy&n 1000 1U/gio
dé gilr lvgng prothrompin trong khodng 1,5-2 1an so véi binh thuong.
- Warfarin: nén dwoc dung tlr 3- 6 thang & nhirng bénh nhan bi huyét khoi &
thanh tim hay nh6i mau co tim c6 trudc, hiéu qué ngan nglra gidng aspirin.
Céac tac dung khong mong mudn, chéng chi dinh... xem thém bai céac
Thudc tac dung trén qua trinh dong mau va tiéu fibrin.
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THUOC PIEU TR| TANG HUYET AP

1. BAI CUONG

1.1. Binh nghTa

Tang huyét 4p (THA) la tinh trang tdng huyét 4p tam thu va/hodc tang
huyét ap tam trwvong c6 hodc khéng c6 nguyén nhan.

1.2. Co ché diéu hoa tdng huyét ap

Huyét ap phu thudc vao hai yéu t6 chinh: cung lwgng tim va sirc can ngoai vi.
Hai yéu td nay lai phu thudc vao nhiéu yéu td khac, nhu hoat déng cta hé than
kinh trung wong va hé than kinh thyc vat, cta vo va tdy thwong than, ADH, hé
RAA, cla tinh trang co tim, thanh mao mach, khéi lvgng méu, thang bang nudc va
céac chat dién giai. Hai thong s6 quan trong cula tang huyét ap la tién ganh va hau
ganh phu thudc chinh vao sv co hep long mach mau. Vi vay, céac thudc diéu tri tdng
huyét ap phai tac dong Ién tat ca cac khau cua co ché diéu hoa huyét ap dé lam
gidn mach, giam luu lvong tim dan dén ha huyét ép.

1.3.Phan loai tdng huyét ap

Bang1l.9. Bang phan loai huyét &p cho ngudi tlr 18 tudi tr Ién
theo phan loai ciia WHO (1999)

Phéan loai HA tam thu (mmHg) HA tam truong (mmHgQ)
HA t6i uu < 120 va <80
HA binh thwong < 130 va <85
HA binh thudng cao 130- 139 hoac 85-89
Tang HA
-bo 1 140-159 va/hodc 90-99
-bo 2 160-179 val/hoac 100-109

-bo 3 > 180 va/hoac >110



Tw diéu hoa

HA = Cung lvong tim Strc can ngoai vi
if 'Ni

V tam thu Tan so tim d Iong mach

So dd 1.5. Cd ché diéu hoa huyét ap va cac nhém thudc ha ap

1.4. Phan loai cac thudc diéu tri tAng huyét ap

Theo co ché diéu hoa huyét ap, chia thanh 5 nhém:

- Nhom 1: thuéc lgi niéu

- Nhom 2: thubc giam hoat déng hé giao cAm va hdy receptor adrenergic
+ Tac dung trén giao cdm trung uong.
+ Liét hach.
+ Téac dung trén than kinh hau hach giao cam.
+ Huy a - adrenergic.
+ HOy p - adrenergic.

- Nhoém 3: thubic gidn mach tryc tiép.

- Nhom 4: thudc chen kénh Ca+tac dung trén tim, mach.



- Nhom 5: thuoc Gc ché hé RAA.
+ Wrc ché enzym chuyén dang angiotensin (rc ché men chuyén; ACE).
+ (rc ché receptor ATj clia angiotensin II.

2. THUOC PIEU TR| TANG HUYET AP

2.1. Thudc lgi niéu

Thudc loi niéu lam gidm thé tich huyét twong dan dén giam cung luong
tim va giam huyét ap, phdi hgp véi thudc ha huyét ap, lam tang tdc dung ha
huyét ap. Thwong phdi hop thudce loi niéu véi thudc hdy giao cdm va thudc gidn
mach, it hiéu qua hon khi phdi hop voi thuéc chen kénh Ca+ Thudc lgi niéu
tdc dung manh trén nguoi cd hoat tinh renin thap, ngwoi cao tudi, nguoi béo
phi, nguoi da den, nguoi co tang thé tich huyét twvong. Thudc cé tic dung han
ché & nguoi c6 hoat tinh renin cao.

Trong tdng huyét &p, thudc loi niéu dugc dung phé bién do, hiéu quéa (d6i
v6i tdng huyét ap nhe), ré tién, dé st dung va tdng tac dung cla thudc diéu tri
tdng huyét ap.

- Thiazid: la thuéc dugc st dung nhiéu nhat va hiéu qua nhét trong cac
thudc loi niéu dé diéu tri tdng huyét ap nhe va trung binh khi tim, than
binh thwong. La thudc lwa chon cho nguoi cao tudi (trén 65 tudi), ding
lieu thap 12,5 - 25mg/ngay. Néu sl dung lau, phai bu K+hodc phoi hop
amilorid (Img) + hypothiazid (10mg).

- Indapamid (Fludex) la mot sulfamid cé tac dung lgi niéu nhv thiazid va
lam ha huyét ap.

- Thuéc lgi niéu quai: tdc dung nhanh, manh, thoi gian ngan nén chi diéu
tri con tang huyét ap kich phat.

- Thubc lgi niéu gilr K+mau: trong diéu tri tdng huyét ap thwdng phdi hop
vGi thudc loi niéu giam K+mau dé han ché tdc dung mat K+mau cla cac
thube loi niéu giam K+mau. Khong dung chung voi thuéc Gc ché men
chuyén (ACE) vi dé gay tai bién tdng K+mau.

(Chi tiét xem bai Thudc lgi niéu).
2.2. Thu6c giam hoat dong hé giao cdm va hdy receptor adrenergic

2.2.1. Thuoc kich thich a- adrenergic trung wong dé lam gidm trrong
Ivc giao cAm ngoai vi

GOom: clonidin, methyldopa.
2.2.1.1. Clonidin
La dan chét cla imidazolin.



Duwgc dong hoc

Clonidin hép thu t6t qua tiéu hoa, dat ndng do t6i da trong mau sau 3
gid. Tiém bap tac dung xudat hién sau 10 phat, dat nong do t6i da sau 1-2 gio.
Sinh kha dung theo dudng udng khodng 75%. Lién két véi protein huyét tvong
kém (25 - 30%). Thudc vao dwgc hé than kinh va tap trung trong céc té bao gil
nor- adrenalin. Thoi gian ban thai khodng 8-12 gio. Chuyén hod qua gan
thanh chdt mat hoat tinh (50%). Thoi gian ban thai cla chat chuyén hoa
khodng 20 - 24 gio. Thudc thai qua than 65% (duéi dang nguyén chét khoang
50%), 35% thai theo phan. Khi suy than, thdi gian ban thai kéo dai.

Tac dung va co ché

- Clonidin: kich thich receptor a2- adrenergic trung wong, lam gidm giai
phéng nor - adrenalin (NA) & hanh nédo do d6 gidm nhip tim, gidm truong
luc giao cdm ngoai bién, giam lvu lvgng mau & ndo, tang, than va mach
vanh gay ha huyét ap. Dédc diém tac dung cta thudc la: lam téng huyét
ap ngan do kich thich giao cdm ngoai bién roi méi ha huyét &p kéo dai

(tac dung chinh) do kich thich a2- adrenergic 6 trung wong.

- Céc tac dung khéac: gidm cung lvgng mau ndo, gidm nhén ap, gidm lwu
lugng mau téi than va dd loc cau than, giam nhe hoat tinh renin huyét
twong, giam tiét insulin va giam qua trinh phan hay glycogen gan.

Chi dinh
Diéu tri tdng huyét ap.
Tac dung khéng mong muén
- An than (ngl ga), tc ché bai tiét (khd miéng, giam tiét dich vi), cdm giac
khé chiu. Gitt muoi, nwéc co thé phu.
- Tang glucose mau, tim tai (co mach da ngoai bién do cwong a - adrenergic).

Ngirng thudc dot ngdt gay tang huyét ap tré lai vai triéu chirng nhirc dau,
s¢ hdi, loan nhip tim, hoi hép, mat ngd.

Chéng chi dinh

Trang thai trdm cam (ca c6 tién si tram cam), suy than.
Than trong trong bénh tiéu dwong, Raynaud.

Chépham va liéu dung

Clonidin (Catapressan): vién 0,1, 0,2, 0,3mg; 6ng 0,15mg/mL.
Liéu dung: 0,1 - 0,2mg/ngay. Sau tang liéu dan.

2.2.1.2. Methyidopa
Duwoc dong hoc

Hép thu qua tiéu hod khodng 50%. Lién két yéu vai protein huyét twong.
Thu6c qua dwgc rau thai va stra me. Xuét hién tac dung sau 4 gio va kéo dai co



thé tdi 24 gio. Chuyén hoa qua gan lan dau nén sinh kha dung theo duong
uéng thdp (khodng 25%). Thoi gian ban thai khodng 2 gid. Thudc dwgc thai
qua than cham.
Tac dung va coché
Methyldopa 6 noron giao cdm da chuyén thanh a - methyl nor - adrenalin,
chdt nay kich thich a2- adrenergic & trung wong gay tac dung twong tw clonidin
lam ha huyét ap.
Thudc con lam tang tredng lyc phé vi, tdng hoat tinh renin huyét twong.
Chi dinh
Trong céc thé tang huyét ap khi dung thu6c khac it hodc khong c6 hiéu
quéa thi methyldopa dung liéu nhd van cé hiéu qua, twong doi an toan va duy
nap tot, co thé dung cho ngudi suy than, ngudi mang thai, suy tim trai (vi
gidm thé tich tam that trai).
Tac dung khéng mong mudén
- Giam huyét ap 6 tu thé dirng, gilr mudT gay phu.
- Tram cam, liét duong.
- Viém gan, thiéu mau tan mau.
- Hoi chitng tvong tw nhu lupus ban dé do bat thwodng mién dich.
- Hoi chirng gia Parkinson, tdng prolactin huyét (gay ching va to 6 nam
gii va bai tiét stta 6 phu nit).
Chong chi dinh
- Trang thai tram cam rd, viém gan, suy gan, thiéu mau tan mau.
- Théan trong cho nguoi lai xe va van hanh may méc vi thu6c gay budn ngu.
Chépham va liéu dung
Methyldopa (Dopegyt, Aldomet): vién nén 125, 250, 500, 6ng 250mg/5mL.
Liéu trung binh 250 - 500mg/ngay, chia 2 lan sau tang dan téi khi c6 két qua.
Phdi hop véi thudc lgi niéu dé giam & nwdc va mudi.
2.2.2. Thuodc liét hach
Trimethaphan
Coché

Thudc can trdé dan truy&n than kinh qua hach than kinh thuc vat do doi
khang canh tranh v6i acetylcholin tai hach lam liét giao cam va pho giao cam
dan dén ha huyét ap.

Chidinh
Diéu tri con tang huyét 4p nang.
- Ha huyét 4p diéu khién trong phau thuét.



Tac dung khéng mong mudn
- Liét pho giao cam: liét rudt gay tao bon, bi ti€u, kho miéng.
- Liét giao cdm: ha huyét ap khi dirng.
Chépham va liéu dung
Arfonad: dang udng 0,5¢/10mL; dang tiém 50mg/ImL, tiém tinh mach
0,1 - 0,2mg/kg.
2.2.3. Thu6c tac dong Ién than kinh hau hach giao cam
Céc thu6c nay c ché tac dung cla catecholamin & hau hach giao cam.
Gom: reserpin, guanethidin.
2.2.3.1. Reserpin
Dugc déng hoc

Thubc hdp thu qua dwong udbng hoan toan nhung cham. Xuéat hién tac
dung cham sau 3 -6 ngay, kéo dai téi 14 ngay.

Tac dung

- Lam gidm skc can ngoai vi mic d6 vira phdi, huyét ap tam thu giam
nhiéu hon huyét ap tam trvong. Trwdc khi ha huyét ap cé con tdng huyét
ap do giai phéng nor - adrenalin tlr cac hat du tri.

- Lam cham nhip tim.
Coché
trc ché thu hoi, dong thoi tang gidi phéng catecholamin 6 cac hat du tri
trong té bao hau hach giao cdm dé cho catecholamin bi enzym MAO pha huy,

do d6 lam can catecholamin & ngoai bién va trung wong; doéng thoi can ca
serotonin va dopamin.

Chi dinh
Diéu tri tang huyét 4p nhe va trung binh.
Tac dung khéng mong muén
- Nang nhét la thudc gay tinh trang tram cam, budn ngd, Parkinson.
- ROi Iqan tiéu hod: tang tiét acid & da day, tang tiét gastrin, dich rudt, nén
c6 thé gay tiéu chay.
Chéng chi dinh
- Loét da day - ta trang.
- Trang thai tram cam (ké ca c6 tién s tram cam).

- Nguwoi mang thai & thoi ky cudi.



Chépham va liéu dung
Reserpin (Serpasil, Rausedyl) vién 0,Img - 0,25mg - Img. u6éng 0,25mg

- Img/ngay.
- 2.2.3.2. Guanethidin

Duwoc déng hoc
Héap thu theo duong uéng cham. Tac dung xudt hién cham sau 2 -3

ngay, kéo dai 6-10 ngay. Thoi gian ban thai dai (khodng 5 ngay). Thai triv
qua than khoang 50%.

Tac dung va co ché
Thuéc lam can nor - adrenalin trong céc hat du trir do nor - adrenalin bi

thudc chiém chd nén tang giai phong va tic ché thu hdi tré lai ciia nor - adrenalin.

Chi dinh

Diéu tri tang huyét 4p khi khong dung nap thuéc khac.

Tac dung kh6ng mong mudn

Ha huyét ap & tv thé dirng nhéat la khi tiém tinh mach, phu thudc vao liéu.
ROi loan tiéu hoa: twong tw reserpin.

it gdy budn ngd va tram cadm hon reserpin.

Chéng chi dinh

Loét da day - ta trang, suy mach vanh, suy than, tang nhan &p cép tinh.
Chépham va liéu dung

Ismelin, vién nén 10mg, 25mg, 6ng tiém 10mg/2mL. Dung bat dau tir liéu
IOmg/lan/ngay. Khéng nén tang liéu truéc 2 tuan diéu tri.

Guanadrel (Hylorel): vién nén IOmg, 25mg. Liéu dung: 10mg/lan/ngay.

2.2.4, Thuoc hay a- adrenergic

GOm: prazosin, terazosin, bufeniod.
Dugc dong hoc

Prazosin chuyén hoa qua gan lan dau nén sinh kha dung qua dwong uéng
thap; thoi gian ban thai khoang 3 -4 gio.

Terazosin chuyén hoa qua gan lan dau it hon. Thoi gian ban thai khodng 12 gio.
Cochéva tac dung

Prazosin, terazosin tc ché chon loc receptor aa- adrenergic, con bufeniod
tdc dung trén cd receptor ogva a2- adrenergic nén lam gidn mach, giam
st/c c&n ngoai bién, ha huyét ap.

- Ngoai ra thudc con lam giam triglycerid, LDL (lipoprotein ti trong thép).
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Chi dinh

Diéu tri tdng huyét 4p nhe va vilra, thich hgp vbi nhitng trudng hop ting
huyét ap tam trvong.

Tang huyét ap nang nén phdi hop véi thude lgi niéu va thude chen p -
adrenergic.

Prazosin thuong ding cho nguoi tdng huyét ap kém tang lipid huyét, tiéu
duong, bénh gut, hen suyén hoic phi dai that trai.

Tac dung khéng mong muén

Hay gay ha huyét 4p liéu dau: bénh nhan xiu dét ngot khi dung liéu dau
> 2mg, nén bat dau lidu thdp (uéng 0,5 - Img/Ian), ndm ngay sau uéng.

Nhtrc dau, mét madi, chdng mat.
Chépham va liéu dlng

Prazosin (Minipress): vién Img, 2mg, 5mg, bat dau liéu thdp Img/lan X3
lan/ngay. Sau tang liéu dan 20 - 30mg/ngay.

Terazosin (Hytrin) vién Img, 2mg, 5mg. U6ng 5 - 20mg/ngay.
Bufeniod (Proclival): vién 100mg. uéng 1 vién/ngay.

2.2.,5. Thubc chen p “ adrenergic

Dugc dong hoc

Xem bai thub6c diéu tri réi loan nhip tim.

Tac dung ha huyét &p

Céc thudc chen B- adrenergic lam giam huyét ap do:
Giadm lvu lvgng tim.

Giam tiét renin: rat c6 hiéu qua voi nguoi co hoat tinh renin cao & huyét tvong
(datrang, tré tu6i) nén giam angiotensin 11 hoat hoa va giam aldosteron.

Gidm trvong lwc giao cAm & trung wong do d6i khang véi p - adrenergic 6
trung uong.

Mot s6' thudc chen chon loc trén 0! - adrenergic, tAc dung trén p2-
adrenergic cla thanh mach rat kém nén it anh huéng té¢i stc cdn ngoai
bién hon.

Mot s thude chen p- adrenergic c6 tdc dung euwodng giao cadm ndi tai cla
co tim: alprenolol, oxprenolol, pinolol, metopralol, acebutonol, practolol
nén ngan bét dugc sv giam nhip tim. Déc tinh nay cd thé cé lgi cho nhitng
bénh nhan co rdi loan vé chirc ndng nat xoang, vé dan truy&n nhithat va
co bép co tim.



Chidinh

- Diéu tri tdng huyét ap nhe va vira, la thudc diéu tri tding huyét ap kha
phé bién, dung nap t6t. RAt hiéu qua khi tdng huyét ap do réi loan than
kinh giao cdm (tim nhanh, thiéu mau cuc bd).

- Phdi hop véi thudce loi niéu dé tang tac dung cua thudc chen p - adrenergic
(vi thudc chen p- adrenergic lam gidm hoat tinh renin).

- Labetalol: c ché a va 3- adrenergic nén lam giam stc cdn ngoai bién
nhiéu hon thuéc khac nén dung diéu tri tdng huyét ap nang va cap tinh
(u tuy thuong than).

- Diéu tri r6i loan nhip tim, cdn dau that nguc, suy tim man tinh (xem bai thuéc
diéu tri rdi loan nhip tim, thuéc chéng con dau that ngwc, thudc tro tim).

Tac dung khéng mong muén

- MO0t sb thu6e tac dung chon loc chen 0! - adrenergic it gdy cac tdc dung
phu, nhut hen suyén, ngat mii (acebutolol, atenolol, betaxolol, metoprolol),
litu cao lam cham nhip tim.

- Loai tac dung chen ca Pi va p2- adrenergic: propranolol hay gay hen
suyén, nghet mii, Raynaud.

- Tim: nhip tim cham, r6i loan dan truy&n nhT thdt; suy tim do giam co bop
co tim.

- Than kinh trung wong: déi voi thudc tan trong lipid vao dugc than kinh
trung wong nhu propranolol... gy dau ntra dau, tram cam hodc kich
thich gay co giat, mat ngd hodc ngd lim.

- Trén chuyén hoa:

+ Tang LDL (lipoprotein ti trong thap) va gidm HDL (lipoprotein ti
trong cao) trong mau la diéu kién phat sinh hodc lam ndng thém vira
X0 mach mau.

+ Nguy co giam glucose méau do (¢ ché tao glucose va kéo dai con ha
glucose mau do tang tiét insulin.

(Xem thém thudc chen p - adrenergic & bai thudc chong dau that nguc va

thuéc chdng rdi loan nhip tim).

Chéng chi dinh

(Xem thu6c chen p - adrenergic & bai Thudc diéu tri rdi loan nhip tim).

Chéph&dm va liéu dling

- Propranolol wnderal, Avlocardyl): vién nén 10, 20, 30, 40, 80mg. Udng
trung binh 40 - 80mg/ngay chia 1-2 lan; éng Img/ImL dung trong cép
cttu 1-5 Ong/ngay, tiém tinh mach rat cham.



- Metoprolol (Lopressor, Betaloc): vién nén 50, 100mg, 6ng tiém Img/ImL,
dung trong cép ctu 1 -5 Ong/ngay, tiém tinh mach rat cham. Liéu dung:
diéu tri tdng huyét 4p 50 - 100mg/ngay, t6i da 450mg/ngay, chia nhiéu lan.

- Atenolol {Tenormin)', vién nén 50 - 100mg. Udng 50 - 100mg/ngay, 6ng tiém
ImL/mg, dung trong cép cttu 1-5 d&ng/ngay, tiém tinh mach rat cham.
Nadolol (Corgard): vién nén 40, 80, 120, 160mg. Udng 40 - 80mg/ngay,

t6i da 320mg/ngay; ong tiém Img/ImL, dung trong cdp ctu 1 -5 Ong/ngay,
tiém tinh mach rat cham.

- Acebutolol (Sectral): vién nhong, vién nén 200, 400mg. udng 400-
1200mg/ngay.

- Labetalol (Trandate, Normodyne): vién nén 200, 300mg. Uodng 300-
600mg/ngay chia 31an, t6i da 2400mg/ngay; 6ng 5mg/ImL X2 lan/ngay,
tiém tinh mach rat cham.

- Pindolol (Visken): vién nén 5, IOmg. Udng 5- 30mg/ngay.

2.3. Thuo6c gidn mach tryc tiép

Gom: hydralazin, minoxidil, diazoxid, nitroprussiat.
2.3.1. Hydralazin

Cochétac dung

- Lam gidn truc ti€p co tron mach mau ngoai bién do hoat hod kénh K+
tdng dong K+vao té bao gay suv gia tdng phan cuc (hyperpolarization) nén
kim hdm sy khir cuc clia té bao lam gidn co tron mach mau, ha huyét ap.

- Mat khac thudc con (¢ ché kénh Ca+& co tron mach mau nén ciing lam
gidn mach, ha huyét ap.

Chi dinh

- Diéu tri tdng huyét ap vira va nang khong dap (ng voi thudc loi niéu
hodc thudc liét giao cam.

- Do khéi dau tac dung cham va tac dung duwgc luc khé du doan nén it
dung trong tang huyét ap cép, thudng dung trong tdng huyét 4p man
phdi hop véi thude chen P' adrenergic, methyldopa, clonidin dé han ché
phan xa bu cla thudc gidn mach nay.

- Dung dugc cho nguoi mang thai bi tang huyét ap (than trong trong
nhirng thang dau cla thai ky).

Tac dung khéng mong mudn

- Thubc co thé gay chirng do birng, nhirc dau.

- Nhip tim nhanh, hdi hop, dau that nguc, gitt mudi va nuéc do phan xa bu.

- ROi loan tiéu hoa.

- Ngu6i bi bénh mach vanh: thgﬁc lam tdng nhip tim, tang tiéu thu oxy
nén tang kha nang gay dau that nguc, nhdi mau co tim.



Chéph&am va liéu dung

- Apressolin: vién nén IOmg, 25mg, 50mg, 100mg, 6ng tiém 20mg/ImL.
Liéu trung binh 50 - 100mg/ngay.

- Dihydralazin (Nepresol): vién 25mg manh hon Apressolin 4 lan.

2.3.2. Minoxidil
Tac dung va co ché: tvong tv hydralazin.
- Lam gidn mach manh hon hydralazin; gian truc tiép céac tiéu dong mach.

- Phan xa bu ndng hon hydrazin nén ph6i hgp véi thudc lgi niéu va thudc
chen p - adrenergic.

Chidinh
- Diéu tri tdng huyét 4p nang da khang céc thudc khac.

- Thay thé hydralazin khi suy than, tdng huyét ap nang khong déap Gng
voi hydralazin.

Tac dung khéng mong mudn

Téang can, ram long (khi dung trén 4 tuan). L6ng phat trién nhiéu d mat,
tay chan, dac biét & phu ni¥, bat lgi cho phu nit khi dung (c6 the do minoxidil
hoat hoa gen diéu hoa protein chan téc).

Chépham va liéu dung
Minoxidil (Loniten) vién 2,5 - 10mg. uéng 5 - 40mg/ngay.
2.3.3. Diazoxid

Thuong dung theo dudng tiém, tdc dung xuat hién nhanh (mot vai phat
sau dung), thoi gian ban thai khoang 24 gio.

Tac dung va co ché tuong ty hydralazin nhung gidm huyét 4p nhanh,
manh (c6 hiéu lwc mot vai phut sau dung) va kéo dai 4- 12 gio.

Thuong dung phdi hgp voi thudc chen [3 adrenergic trong tdng huyét ap
nang dé han ché tac dung tang nhip tim, giam cung lvgng tim do thuéc gay ra.

Thudc c6 thé gay ting phan xa giao cam: tdng nhip tim, hdi hdp, danh
tréng nguc, nhirc dau. Tang glucose mau (do trc ché tiét insulin cé thé gay tiéu
dudng). Gilt Na+va nudc.

Than trong trong tiéu duong, bénh néo, tim, than.

Ché pham: Hyperstat, 6ng 300mg/20mL, tiém tinh mach cham 1 6ng/ngay,
t0i da 4 dng/ngay.
2.3.4. Nitroprussiat

Dugc dong hoc



Hép thu kém qua dudng udng nén phai tiém tinh mach, thoi gian ban thai
rdt ngan (khodng 2 -3 phat), tdc dung xuét hién nhanh sau 1 -2 phat va hét
sau 5-10 phat. Chuyén hoa qua gan thanh thiocyanat. Thai trir qua than.

Tac dung va coché
Téc dung:

- Gidn ca tinh mach va dong mach nén giam ca tién ganh va hau ganh.
- Khong e ché giao cdm nén nhip tim tdng, mac du lvu lwvgng tim khong tang.
- Luwu lvgng than va toc dd loc cau than duwoc duy tri.

Co ché: thuGc lam ting GMPVnén gidn co tron thanh mach, teong twy nhu
nitrat (xem so do 1. 4, bai Thu6c diéu tri con dau that nguc).

Chidinh
Dung cdp clru trong con tang huyét ap; phu phdi cép, suy tim nang.
Tac dung khéng mong mudn
- Gidm huyét 4p qua do: ndn, vd md hoi, bon chon, nhic dau, hdihdp (lidu
khoi dau thdp, roi tang liéu dan dé han ché tac dung nay).

- NEéu tiém, truyén lién tuc gay u tai, rdi loan thi gidc va suy tuyén giap,
khéng dugc dung quéa 72 gio.

- Dung lau c6 thé gay Met - Hb.
Chong chi dinh
- Huyét ap ha; giam thé tich mau lvu thong.
- Suy gan, than, tuyén giap; trang thai nhiém acid.
Chépham va liéu dung
Niprid: lo 50mg bot dong kho pha trong glucose d&ng trwong truy@n tinh
mach 0,5 - ljig/kg/phut.
2.4, Thudc chen kénh Ca+

Kénh Ca+ cd 4 typ: kénh L (longacting), kénh T (transient), kénh N
(neuron), kénh p (Purkingje).
2.4.1. Phan loai thuéc chen kénh Ca+
» Theo cau trlc hoa hoc va dac diém diéu tri chia 3 nhém: dihydropyridin
(DHP), benzothiazepin, phenylalkylamin (bang 1.10).
* Theo tinh chon loc, chia thanh 2 thé hé
Théhé 1: thu6c chen Ca+& mang té bao va mang tai lu6i ndi bao.
Thé hé 2: tac dung nhu thé hé 1 nhung chon loc trén té bao co tron
thanh mach va tim, déng thoi cac thudc cd thei gian ban thai kéo dai hon va
n dinh hon.



Bang 1.10. Phan loai thuéc chen kénh Ca+

Nhém hoé& hoc Tac dung dac hiéu Théhé 1 Thé hé 2

Dihydropyridin bong mach > tim Nifedipin Felodipin
Nicardipin
Nimodipin
Amiodipin
Nisodipin
Isradipin
Manidipin
Nitreldipin

Benzothiazepin bong mach =tim Diltiazem Clentiazem

Phenylalkylamin Tim > Bong mach Verapamil Gallopamid

Anipamil

2.4.2. Cac dac diém chung
Duwoc déng hoc
(Xem bai Thudc chéng con dau thit nguc).
Tac dung vacoché
Téac dung:
- Trén mach: lam gidn mach:
+ Gidn mach ngoai vi: chd yéu gian déng mach, lam gidm slic can ngoai
vi nén ha huyét ap.
+ Gidn mach vanh, ting cung lwvgng mach vanh, tdng cung cdp oxy cho
co tim.
+ Gidn mach ndo, tdng cung cép oxy cho té bao than kinh.
- Trén tim: lam gidm hinh thanh xung dong, giam dan truyén va giam co
bép co tim, gidm nhu cau oxy co lgi cho bénh nhan co that mach vanh.
Mrc d6 tac dung trén tim, mach clia cac thudc khac nhau (Xem bang 1.10va 1.11).
Co ché:

Chi yéu thudc gan dic hiéu vao kénh Ca+co 6 té bao co tim va co tron
thanh mach, phong tod kénh khéng cho Ca+di vao trong té bao nén lam gidn
co. DHP con (rc ché nucleotid phosphodiesterase vong & té bao co tron, dan dén
tdng nucleotid vong gay gian co tron mach mau lam gidm huyét ap. Gan day,
nguoi ta thdy thubc con lam tdng luvu lvgng mau t6i than, tdng stc loc cau
than nén lgi niéu, gép phan lam ha huyét ap.



Bang 1.11. Muc do tac dung trén tim va mach cta mot s6 thudc chen kénh Ca+

Trén mach Trén tim
Thubc i x . ~ . ~ . ——
Gian mach Gian mach trc ché rc ché rc ché dan

ngoai vi vanh co bop tw dong truyén
Verapamil ++ ++++ +4++++ +++++ +4++++
Nicardipin +H++t 0 + 0
Nifedipin +++ +++++ + + 0
Nimodipin ++++ +++++ + + 0
Diltiazem ++ +++ ++ +++++ ++++

Cac thu6c chen Ca+thé hd 2 ¢ tac dung gidn mach ngoai vi theo thi tu:
amlodipin, felodipin, nisodipin, nimodipin > nifedipin, nitrendipin > diltiazem,
verapamil.

Céc tac dung khéac: thudc khong lam tang hoat tinh renin huyét twong,
khong lam (r Na+va nudc, khong anh hwdng dén chuyén héa glucose va lipid.

Tac dung khéng mong muén

(Xem bai Thubc diéu tri con dau thét nguwc).

Chi dinh trong diéu tri tang huyét ap

Cho t¢i nay, thudc chen kénh Ca+dugc coi la thudc diéu tri tdang huyét

ap an toan va hiéu qua. Thu6c con cd wu diém la khéng c6 tdc dung khong
mong mudn & than, khong gay rdi loan chuyén hoa.

- Diéu tri tang huyét ap: nifedipin va cac thuéc thuéc nhom DHP co tac
dung t6t nhat.
- Céc chi dinh khéc: xem bai thubc diéu tri con dau thit nguwc.
Chéng chi dinh: xem bai Thubc diéu tri con dau théat nguc.
2.4.3. Céac thudc
Céac thubc déu c6 nhirng dac diém chung & trén. Trong phan nay chi trinh
bay nhitng diém riéng cla tirng thudc.
2.4.3.1.Nifedipin
La thudc manh nhat trong nhém DHP.
Duwoc déng hoc
Dat ndng dd tol da trong huyét twong sau 0,5-1 gio. Dang giai phéng

kéo dai dwoc hdp thu tlr tir, dat ndng do toi da sau 6 - 8 gid. Thoi gian ban thai
khoang 16 - 18 gio.



Tac dung
- Lam gidn mach ngoai vi nhiéu, gidm hau ganh, ha huyét ap.

- Khéng tac dong dén nat nhi that nén khong lam anh hudng dén dan
truyén than kinh tim nhwng gay phan xa giao cdm, tang nhip tim.

- Cai thién dugc chic nang than do tang lvogng mau vao than, khéng anh
hudng dén hé RAA.

- Khéc voi cac thuéc chen kénh Ca+khéc, ngoai tac dung gidn co tron
mach mau con gidn cac co tron khac nhu co tron khi, phé quan, co tron
tiéu héa va tir cung.

Chidinh

- Diéu tri tang huyét ap.

- Con dau that nguc thé 6n dinh va Prinzmetal; thé khong 6n dinh.
Tac dung khéng mong mudn

- ROi loan tiéu héa (budn noén, day bung, tiéu chay).

- Tang enzym gan, tdng san lgi, dau co, réi loan thi giac.

Chong chi dinh

Méan cam thudc.

Thén trong trong suy gan, ngwodi mang thai va thai ky cho con bd.
Chépham va liéu dlng

Adalat vién boc dwong I0mg, vién nén 20mg tac dung nhanh, ngén.
Adalat LA 30mg, Adalat LP 20mg tac dung kéo dai. U6ng 20 - 60mg/ngay.

2.4.3.2. Verapamil
Dugc dong hoc
Pat néng do t6i da trong huyét twong sau 1 -2 gio. Dang tac dung kéo
dai dat nong do t6i da sau 6 gio va co thoi gian ban thai khoang 11 gio.
Té&c dung
- Trén tim: tac dung (c ché dan truyén nhT that t6t hon diltiazem.
- Giam ndng do catecholamin trong huyét twong.
- C6 kha nang (rc ché ngung két tiéu cau va phong huyét khai.
Chidinh
- Chéng con dau thét ngwc & cac thé cha bénh.

- Du phong r6i loan nhip tim trén bénh nhan suy mach vanh va trong diéu
tri tdng huyét ap.



Tac dung khéng mong mudn

- RGi loan tiéu hoa (tdo bon).

- RO&i loan veé giéc ngu.

- Suy tim ndang hon néu chitrc nang co bép co tim da bi giam.
Chépham va liéu dung

Isoptine, vién 120mg, tdc dung nhanh, ngén. lsoptine LP, vién nén
240mg; Arpamil LP, vién nang 240mg, tac dung kéo dai.

Udng: 120 - 240mg/ngay.
2.4.3.3. Diltiazem

Tac dung

- Trén tim: ¢ ché nGt xoang t6t hon verapamil. Lam phat trién tuan hoan
bang hé va phan bd"lai mau trong céc 16p co tim.

- Hiéu luc trén tim va gidn dong mach twong dwong nhau.
Chidinh

- Con dau that ngwc, dic biét vai thé Prinzmetal; thé khong 6ndinh.

- Diéu tri tdng huyét ap.
Tac dung khéng mong mudn

- Rdi loan tiéu hoa (day hoi, rat thwong vi, khd miéng, tdo bdn hodc tiéu chay).

- MEét méi, tdng enzym gan.
Chépham va liéu dung
Tildiem, vién nén 30mg, 60mg, tac dung nhanh, ngan.
Deltazen LP, 300mg; Dilrene LP, 300mg, tac dung kéo dai.
Udng: 180 - 360mg/ngay.

2.4.3.4. Felodipin

Dugc déng hoc
Tan dugc trong lipid nén qua dwgc hang rao mau - ndo.
Téc dung

- C6 tinh chon loc cao trén tiéu dong mach lam gidn mach, giamslrccan
ngoai vi nén ha huyét 4p va giam muc tiéu thu oxy cho co tim.it tac
dung Ién tinh mach va diéu hoa giao cdm van mach nén khdéng gay ha
huyét ap khi dirng.

- Gidn mach ndo nén tang mau vao ndo, dugc dung cho nhitng nguoi tai
bién mach méau néo.

- Liéu diéu tri it &nh hwdng toi strc co bop va tinh dan truyén cla co tim;
it gay nhip nhanh do phan xa giao cam.



Twong tac thu6c
- Phéi hgp voi cac thubc chen ar adrenergic va [3 adrenergic lam tdng tac
dung ha huyét ap.
- Phenytoin, barbiturat lam gidam ndng do felodipin trong huyét twong.
Chépham va liéu dlng
Plendil vién nén 2,5, 5, 10mg tdc dung kéo dai. Liéu khé&i dau 2,5mg.
Thuong dung 5- lIOmg/lan/ngay.
2.4.3.5. Isradipin
Dugc dong hoc
Tan duwgc trong lipid nén qua dwgc hang rao mau- nao.
Tac dung
- Giam nhe stic co bop co'tim, rc ché yéu nlt xoang va dan truy&n nhi thét.
- Gidn mach ndo nén tdng mau vao ndo, dugc dung cho nhirng bénh nhén
tai bién mach mau ndo.
Twong tac thudc
- Phdi hgp voi rifampicin lam gidm ndng do isradipin trong huyét tuong.
- Khong tvong tac voi digoxin, diclofenac, ciclosporin.
Chépham va liéu dung
Icaz LP, vién nang 2,5, 5mg. Uong: 2,5 - 10mg/lan/ngay.
2.4.3.6. Amlodipin
Thudc dung duoc cho ngudi suy than co tdng huyét ap.
Ngoai chi dinh chéng con dau that nguc, diéu tri ting huyét &p, hién
dang duoc nghién clru diéu tri suy tim man co bién chirng.
Amlor, vién nén 5mg. uéng: 5- 1Omg/lan/ngay.
2.4.3.7. Nimodipin
Qua dugc hang rao mau- ndo va co ai lyc cao véi mach ndo lam gian
mach ndo, gidm nhu cau oxy cla té bao than kinh nén dugc dung cho nhitng
nguoi tai bién mach mau néo.
Nimotop, vién nén IOmg, 50mg. uéng: 10 - 50ng/lan/ngay.
2.4.3.8. Nisodipin
Tac dung tot trén mach vanh.
Sular, Syscor, vién nén 10mg, 20mg. Udng 10 - 60mg/lan/ngay.
2.4.3.9. Manidipin
Dung duoc cho bénh nhan suy than co6 tang huyét ap.
Madiplot, vién nén IOmg. U6ng 10 - 2o0mg/lan/ngay. Giam liéu & nguoi
gia, suy gan.



2.4.3.10. Nicardipin
Tac dung gidn mach vanh tét, it tdc dung trén tim.
Chéng chi dinh: gidn dong mach chu tién trién.

Vién nang hodc nén 2omg, 30mg, 40mg. Vién nén tac dung kéo dai (LP)
50mg. Ubng 20 - 30mg/lan X3 lan/ngay.
2.4.3.11. Mibefradil

La mdt thudéc chen kénh Ca+mé6i, sinh kha dung cao (khoang 90%). Thoi
gian ban thai dai 17- 25 gi0.

Thudc lam gidn mach, ha huyét ap. Khong gay phan xa giao cam lam
nhip tim nhanh ma thuong lam cham lai. Khong anh hwéng t6i stc co bop cla
co tim. Lam tang thoi gian gang stc. Lam con dau that nguc tai phat xuét
hién cham hon.

Phéi hop vai thude chen p - adrenergic, hiéu luc diéu tri tét hon.

Liéu dung: 25 - 50mg/ngay.
2.5. Thudc tdc dung trén hé Renin - Angiotensin - Aldosteron (hé RAA)
2.5.1. Thudc &c chéenzym chuyén dang angiotesin (tc ché men chuyén)

(Angiotensin Converting Enzym - ACE).

Phan loai

- Theo cau trac hod hoc, chia thanh 3 nhém:
+ Nhém [I: c6 chia sulfhydryl (-SH): captopril, fentiapril, pivalopril,
zofenopril, alacepril.

+ Nhom 1I: ¢6 chta nhém dicarboxyl (-COOH): enalaprii, lisinopril,
benazepril, quinapril, moexipril, ramipril, spirapril, perindopril,
indolapril, pentopril, indalapril, cilazapril.

+ Nhom 1I: trong cau tric c6 chira phospho, dai dién la fosinapril.

+ Theo duwgc ddng hoc:

+ Nhom I: thudc 6 dang cé hoat tinh, khi vao trong co thé tac dung ngay:
captopril.

+ Nhém II: tién thubc (prodrugs): la nhirng thudc nay chua cé hoat tinh,
khi vao trong co thé phai chuyén hoa thanh nhirng chét cé hoat tinh
méi phat huy dugc tac dung: alacepril, benazepril, cilazapril,
enalapril, perindopril, quinapril, ramipril, spirapril.

+ Nhém IlI: thudc & dang c6 hoat tinh ngay, tan trong nuéc: lisinopril.

Dugc déng hoc

Céc thudc tc ché men chuyén khac nhau vé dugc dong hoc (xem bang

1.12.), cu thé la:



Captopril: hdp thu nhanh qua dutng tiéu hoda; thirc an giam hép thu
thudc t0i 25 - 30%. Khdng bi chuyén hoé qua gan lan dau. Sinh kha dung
khoang 75%. Tac dung xudat hién sau uéng khoang lgio; tac dung kéo dai
6- 8 gi0. Thoi gian ban thai khodng 4gio. Thai trlr chl yéu qua than dudi
dang chuyén hda khoang 40 - 45%.

Céc tién thudc: khi vao trong co thé bi thily phan boi esterase 6 gan dé

trd thanh chat cd hoat tinh.

+ Phan 16n cac tién thudc hdp thu nhanh qua dwong tiéu hoa (quinapril,
benazepril, rimapril...), nhwng khéng hoan toan (rimapril 50 - 60%,
quinapril khoang 60%, benazepril khodng 37%,...).

+ Thic an lam gidm hap thu mot sé tién thudc nhu: moexipril, quinapril.

+ Sau khi ubéng dat duoc néng do dinh trong mau vOi cac tién thudc
thuong tir 1- 3 gio.

+ Sinh khd dung duong ubdng cla cac tién thudc nhin chung thap:
enalapril 1a 60%, spirapril 50%, moexipril 13%.

+ Thoi gian ban thai cta chat chuyén hoa cla cac tién thu6e nhin chung
déu dai khoang tir 9 - llgio, do thudc gan twong ddi bén vitng véi
ACE, mdt vai thu6c cé thoi gian ban thai kéo dai hon: ramipril 18 gio,
quinapril 25 gio, spirapril 35 gio.

+ Cac thuoc thai trir chl yéu qua gan va than.

Lisinopril: la thuéc c6é hoat tinh, tan manh trong nuéc, uéng hap thu

cham, khéng hoan toan (khoang 37%). Bat nong do téi da trong mau sau

ubng la 7 gio. Khéng tich luy trong cac mé. Thai trir chd yéu qua than
duoi dang khdng con hoat tinh.

Céc thudc qua dugc rau thai va stra me.

Tac dung va coché

Trén mach:

+ Gidn mach: do c ché ACE nén angiotensin Il bi gidm va lam gidm
vasopressin huyét tvong, lam gidm skc can tuan hoan ngoai bién.

+ Gidn mach chon lgc & cdc md quan trong (mach vanh, than, nao,
thwgng thén... ), nén tai phan ph6i lvu lvgng tuan hoan tai cac khu
vuc khac nhau lam giam ca tién ganh va hau ganh...

+ Giam phi dai thanh mach, tang tinh dan hoi cta dong mach, cai thién
chrc ndng mach mau.

Trén tim:

+ Khong cé tac dung triwc ti€p trén nat xoang, khong thay doi nhip tim,
tuy co6 lam ha huyét ap do kich thich phé giao cam tryc ti€p hodc gian
ti€p qua prostaglandin, hodc lam maét tac dung phan xa giao cam cla
angiotensin Il trén cung phan xa ap luc.

+ Lam gidm su phi dai va xo hoé tdm that, véach lién that.



- Trén than:

+ Tang thai Na+ gitt K+do lam gidm tac dung cua aldosteron nén lam

ha huyét 4p. Tang thai acid uric.

+ T&ng tuan hoan than dan dén ting strc loc cau than.
- Trén chuyén hoa: tdng nhay cadm véi insulin va tang hdp thu glucose.

Bang 1.12. Duoc dong hoc clia cac thube tre ché men chuyén

Hap thu qua
Thubdc dudng tiéu
héa (%)
Captopril 75
Chat chuyén hoa
Benazepril 37
Benazeprilat
Cilazapril 75
Cilazaprilat
Enalapril 60
Enalaprilat
Lisinoprit 25-30
Perindopril 60-80
Perindoprilat
Quinapril 60
Quinaprilat
Ramipril 40-60
Ramiprilat
Trandolapril 40-60

Trandolaprilat

Lién két
protein
huyét twvong
(%)

30
95
95

25-30

50-60

94

Khéa dung

sinh hoc
(%)

60

28

40

25
65 - 75

60-70

54-65

Nong do dinh
trong huyét
twong dat sau
(gio)

15

05
15

1

2

1
3-4
6-8
3-4

D W N

Thoi gian
ban thai
(gio)
1,7
9-12
1
23

2
40

n
30-35

40

25
27-60

13-17

24

Co ché tac dung: ACE cd nhiéu trong huyét twong va cac moé khac, dac
biét & thanh mach, tim, than, tuyén thvong than, ndo. ACE xlc tac cho quéa
trinh tao angiotensin Il la chdt c6 tac dung co mach, tang gil* Na+va lam
giang hoa bradykinin nén gay ting huyét ap. Khi dung thudic c ché ACE,
angiotensin 1l khdong dwoc hinh thanh va bradykinin bi ngan cdn giang hoa
dan dén gidn mach, tdng thai Na+lam ha huyét ap (so do 1.6).

Chidinh

- Diéu tri tdng huyét ap. Thudc dung duoc trong nhiéu truong hop tang
huyét ap do ton thuwong co quan dich nhuw tén thuong than, do tiéu
duong... (xem bang 1.14).

- Diéu tri suy tim sung huyét man tinh do thu6c lam gidm ca tién ganh va
hau ganh. Thudc con dugc dung sau nhdi mau co tim.



Angiotensinogen Kininogen

P Renin <— Kalikrein

Angiotensin | Bradykinin Gian mach, thai Na+
(chwa cé hoat tinh)

ACE

Thudc &c ché

ACE
\Y
Angiotensin |l Heptapeptid
(c6 hoat tinh) (bat hoat)

Ha huyét ap

So d6 1.6. Co ché tac dung cla thuéc trc ché ACE

Tac dung khong mong mudn

Ha huyét ap: thuong gap 0 lieu dau tién.

Ho: ho khan, khong lién quan dén liéu, ni co ti 1é 16n hon nam. Ho c6 thé
do tich luy bradykinin, chat p va prostaglandin trong phoi.

Tang K+mau: nhat la khi chitc ndng than kém, hodc dung phdi hop véi
thudc lgi niéu gitr K+ mau, thudc chen p-adrenergic, thudéc chdéng viém
khéng steroid.

Suy than cép: hay gdp & bénh nhan hep dong mach than mot bén hoac
hai bén lam giam stc loc cau than.

Di *rng: phat ban, sot, giam bach cau trung tinh (hay gap & nhirng thudc
c6 nhém - SH), albumin niéu.

Phu mach than kinh do thoat nwéc qua mao mach: phu niém mac mii,
hong, thanh quan, moi, lu@i (diéu tri dung adrenalin, thudc khéang
histamin HJ corticoid).

Thay d6i vi giac, hay gap khi dung captopril.



Bang 1.13. Ché pham va liéu dung clia mot s6 thubc tc ché ACE

N Liéu dung Liéu khodi dau Liéu duy trl
« Ham luwong P - .
Thubc vion (mg) cho cao huyét ap cho suy tim cho suy tim
9 hang ngay (mg/lan) (mg/lan)
Captopril (Lopril) 25; 50 25- 50mg X 2- 3 lan 6,25mg 50mg X3 lan
Enalapril (Renitec, . 5- 20mg chia 1- 2 -

Enam) 5: 20 an 2,5mg 20mg X2 lan
Perindopril . » “
(Coversyl) 2,4 4-8mg X 1lan 2mg 4mg X 1lan

Ramipril (Triatec) 2,5:5 2,5- 10mg chia 1-2 2,5mg 2,5- 5mg X2
lan lan
Quinapril (Accupril) 5; 20 10- 40mg chia 1-2 5mg 10- 40mg X2
lan lan
Be_nazeprll 5: 10 10- 80mg chia 1-2 2mg 5- Zoing X1
(Cibacene) lan lan
Trandolapril 05; 2 0,5- 4mg X 1 sau .
. ) = 2,5 -

(Odrik) ting 4mg X 2 lan mg 1- 4mg X 1lan
Cilazepril < 5- 20mg X1
(Inhibace) 2,5 2,5-5mg X 1lan 2mg &n

Lisinopril (Zestril) 5; 20 10- 40mg x1 lan 5mg 2,5-20mg x 1

lan
Chong chi dinh

- Man cam voi thudic.

- Hep dong mach than hodc céc tdn thuvong gay hep dong mach than.

- Ha huyét ap (ké ca co tién st ha huyét ap).

- Hep ddng mach chi nang.

- Ngu&i mang thai va thoi ky nudi con bu.

- Than trong trong suy than (khéng dung khi ndng d6 K+ mau >
5,5mmL/L).
Chépham va liéu dung
Xem béang 1.13.

2.5.2. Thubc chen receptor AT1cla angiotensin 11

Nam 1989 nguoi ta da tim thay receptor ATj (RAT) cla angiotensin Il c6
nhiéu & mach méu, mo co tim, néo, than, té bao vo thugng than. Receptor AT2
cd & tuy thuwong than va co thé trén than kinh trung wong. Cac tac dung cla
angiotensin 1l hau hét thong qua receptor ATj. Vai tro cla receptor AT2con
chuva hiéu rd.



Duoc dong hoc

Losartan: hdp thu nhanh qua dudng tiéu hod. Sinh kha dung qua dwong
uéng khoang 33%. Lién k&t nhiéu voi protein huyét tvong (90 - 99%).
Pat nong do t6i da trong mau sau ubng 1 gio. Trong co thé, thudc bi
chuyén hoa thanh chdat c6 hiéu lvc hon va thoi gian ban thai khodng 9
gio, dai hon losartan (thdi gian ban thai clGa losartan tr 1,5- 2,5 gio), ca
losartan va chét chuyén hoa khong qua hang rao mau - ndo. Thai trir
phan I&6n theo mat xuéng phan (58%), qua than 35%.

Candesartan: hap thu nhanh qua dwong tiéu hoa. Thitc an khdng lam gidm
hap thu thudc. Thoi gian ban thai khodng 9 gio. Thai trir theo mat va phan.
Irbesartan: hdp thu nhanh qua duong tiéu hod. Sinh khd dung qua
duong ubng cao (60 - 80%). Lién két nhiéu voi protein huyét tvong (90%).
Thoi gian ban thadi 11-15 gio; 80% lwong thudc dwgc thai dwdi dang
khong chuyén hod & mat va phan.

Valsartan: thirc an lam gidam héap thu thu6c (khodng 46%). Sinh kha
dung qua dwong udng thap (25%). Thudc khdng qua chuyén hoa & gan.
Thai trr qua than.

Tac dung va coché

Co ché: do Gtc ché Ram cua angiotensin Il lam maéat tdc dung cUa
angiotensin Il (xem so do 1.6).

Téac dung: tvong tv nhu cac thuée e ché men chuyén.

+ Trén mach: lam ha huyét ap tir tr do:

+ Gidn mach tryc ti€p nén giam stc can ngoai vi.

+ Giam'trvong lwc giao cdm ngoai vi: gidm giai phéng noradrenalin ti
tuy thugng than, noradrenalin tang thu hoi vao hat dy trir & dang
khdéng hoat tinh.

+ Giam gidi phéng vasopressin tr tuyén yén va gidm dap &ng clta hé
mach v&i cac chéat co mach: vasopressin va noradrenalin.

Trén tim:

Giam co bop co tim (do Gc ché m& kénh Ca+trong té bao co tim).
Giam nhip tim do giam trvong luc giao cam,

Lam giam sy phi dai va xo hoa cla tam that.

+ + + + +

Trén than: gidm giai phong aldosteron va tdng tuan hoan than nén
tdng stc loc cau than.

Chidinh va chdng chidinh:tvong ty nhw thudc tc ché men chuyén.
Tac dung khéng mong mudn

Tuong ty nhw thudic tc ché men chuyén, song wu diém hon la thudc it gay
ho vi khéng lam bat hoat bradykinin.



Thuoc gay ha huyét ap nhwng khong ha nhiéu & liéu dau tién, song co thé
lam ha huyét ap nhiéu & nhi*tng bénh nhan mat nwéc (do dung glycosid
tro tim phdi hop voi thudc lgi niéu).

Chépham va liéu dlng

Losartan (Cozaar): vién nén 50mg. Udng 25 - 100mg/ngay, chia 1-2 lan
cho diéu tri tdng huyét &p. Suy gan giam liéu: 50mg/ngay.

Valsartan (Tareg, Nisis, Diovan): vién nang 40, 80mg. u6ng 40 -
80mg/ngay.

Irbesartan (Aprovel, Avapro): vién nén 75, 150, 300mg. U6ng 150mg/ngay,
t6i da 300mg/ngay.

Candesartan (Atacand,): vién nén 4mg, smg. Liéu dung: s- 32mg/ngay
chia1-2 lan.

Telmisartan (Micadis): vién nén 40mg. U6ng 1 vién/lan/ngay.

3.Sy PHOI HOP thuéc

Dé nang cao hiéu qua diéu tri tang huyét ap, thuvong phdi hop cac
nhém thuéc

Thudc lgi niéu véi mot hodc hai thudc ha huyét ap: thudc lgi niéu giam K+
mau ph6i hop véi thube trc ché men chuyén tot nhat vi thudce lgi niéu lam
mat tac dung tdng K+mau gay ra boi thudc (rc ché men chuyén. Thudc tc
ché men chuyén lam giam acid uric mau va gidm glucose mau do thuéc
loi niéu gay ra.

Hydralazin voi thudc chen P- adrenergic tdc dung hiép dong va giam tac
dung tang nhip tim cla hydralazin.

Hai thudc ha huyét ap khac co ché: vi du phdi hop mot thuée chen P-
adrenergic v6i mot thudc chen kénh Ca++ hodc véi mot thude trc ché men
chuyén angiotensin.

Thu6c lgi niéu véi thuée chen i3 O adrenergic: t6t hon nén dung thubc
chen P- adrenergic don thuan do thu6c chen p O adrenergic lam gidm gidi
phong renin.

Thu6c chen kénh Ca+phdi hop voi cac thudc diéu tri tang huyét ap khac
dat hiéu qua tot.

Khéng nén phdi hop

Hai thudc cling co ché.

- Guanethidin + clonidin.
- Thudc (¢ ché men chuyén angiotensin véi thudc chéng viém khong

steroid lam giam tac dung cla thu6c.



Bang 1.14. Lwa chon thu6éc cho bénh nhan tang huyét 4p c6 cac bénh kéem theo

Loai bénh Loi ti€u
Ngudi gia +
Suy vanh +/-
Sau nhdi mau co tim +
Suy tim ++
Tai bién mach mau néo +
Suy than ++

baéi thao duong -
Réi loan lipid
Suy hé hap +
Chu thich:
C++): nén st dung;
(+): st dung duoc;
(+/-): c6 thé st dung;

(-): khéng nén st dung.

Chen p
+/-
++
++

+

+/-

Chen a Chen Ca**

+
+
+

+

+/-

++

+
++
+/-
++

+

trc ché men
chuyén
+
+
++
++
+
++

++



Chuvong 2

THUBC LOI TIEU

XDAI CUONG
1.1. Khai niém vé thudc loi tiéu

Thudc loi tiéu l1am tang khdi lvgng nudc tiéu, chi yéu bang cach lam ting
thai trlr Na+va nudc ¢ dich ngoai bao gay logi tiéu.
1.2. Chtrc ndang sinh ly than lién quan téi thudc lgi tiéu

Van chuyén Na*

Na+duwogc tai hdp thu & hau hét cac vi tri cud 6ng than:

- Tai Ong lvgn gan: Na+duwoc tai hdp thu 65% theo co ché:
+ Van chuyén nguwoc chiéu véi H+

+ Van chuyén cung chiéu véi HC03'va cac chat hiru co hoa tan (ose, acid
amin... ), voi cac anion (Cl-, citrat, phosphat, acetat).

- Tai nhanh Ién cla quai Henle: Na+tiép tuc dwoc tai hap thu theo co ché
dong van chuyén INa+/IK+/2ClI-.
- Tai Ong lvon xa:
+ Phan dau cla 6ng lvon xa (doan pha lodng): Na+dugc tai hdp thu theo
co ché dong van chuyén INa71K72Cr.
+ Phan sau cla 6ng lvgn xa va éng gép: Na+duwoc tai hap thu phu thudc

vao aldosteron. Cu thé, aldosteron la tang tai hap thu Na+va tang bai
xudt K+



+ Bai xudt K+va H+& éng lugn xa con cé sy canh tranh.

+ Trao d6i gira Na+va H+phu thudc vao trang thai can bang acid - base:
khi nhiém acid c6 tang thai trir H+nén tang tai hap thu Na+va nguoc lai.

Van chuyén K+
Tai ong lugn xa: K+duwoc bai xudt vao long 6ng than, phu thudc vao cac yéu to:
+ Aldosteron: tang thai K+

+ Trang thai can bang acid- base. Nhiém acid lam giam bai xuét K+va
nguoc lai.

+ Bai xudt canh tranh véi H+
Van chuyén HCOs

Tai 6ng lvgn gan: nho enzym carbonic anhydrase (CA) ma 80% HCO03
duoc tao ra trong té bao 6ng than va tai hap thu trd lai mau cung voi Na+
Phan con lai dwgc tai hap thu 6 6ng lvon xa.

Nuwéc

Nuwoc dugc tai hdp thu thu dong & 6ng lvgn gan theo Na+ tai hdp thu don
thuan khong kém theo dién gidi (nhanh xudng cta quai Henle). Tai dng lwon
xa va Ong gdp, nwoc duoc tai hdp thu phu thudc vao ADH. ADH gilp tai hap
thu nwéc manh, khéng kém theo ion ma phu thudc vao ap sudt tham thau cua
dich ngoai bao. Vi vay nuoc ti€u cd dac va trd nén wu treong.

Trong qua trinh hinh thanh nuwéc tiéu, Ivu legng loc cau than la
130mL/phGt nhung lvong nuéc ti€éu chi bai xuédt la ImL/phaGt. Nhuw vay,
khoang 99% nuoc tiéu loc qua cau than dwoc tai hap thu trd lai, cho nén muén
¢ tac dung loi tiéu nhanh khong phai la lam téang stc loc cau than ma can Gc
ché qua trinh tai hdp thu trén tirng vi tri cla dng than.

2. CAC THUOC LOI tiéu
Theo muc dich diéu tri, chia thu6c lgi tiéu thanh 2 nhom Ion:
- Thudc lgi tiéu giam K+ méau.
- Thuéc lgi ti€u gitt K+mau.

Ngoai ra con céac thudc lgi tiéu tham thau va khéng gay réi loan ion.
2.1 Thudc lgi tiéu giam K+mau

2.1.1 Thu6c phong tod carbonic anhydrase (CA)

GOm: acetazolamid, diclophenamid, methazolamid.
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Hinh 2.1. Sy van chuyén cac ion qua dng than va vi tri tAc dung cla thudc loi tiéu:
©Acetazolamid; <DLgi niéu thdm thau; (D Loi niéu quai (furosemid);
© Thiazid; <DKhéng aldosteron; © Khang ADH

Tac dung va co ché
- Trong té bao éng than, enzym CA xUc tac cho viéc gidi phong ion H+theo
phan (*ng sau:
CA
i
HD + CO2 H2CO0s HCOs + H+
Sau khi dugc giai phéng, H+sé bai xuat vao long 6ng than va trao doi voi
Na+duwgc tai hap thu (hinh 2.1).
Khi enzym CA bi phong toa, lvgng H+gidm hodc khéng dwgc gidi phong.
Vi vay, Na+gidm hodc khong duogc tai hap thu, thai trir ra ngoai nuéc tiéu, kéo
theo nwdc nén loi tiéu. Mat khac, do sy tranh chdp bai xudt gitra H+va K+, khi
thiéu H+thi K+tdng thdi trir va han ché chuyén NHsthanh NH/. Nhu vay,
thuéc phong tod CA lam tang thai trr Na+ K+ HCOg", gidm K+mau va gay
nhiém acid chuyén hoa (néu dung thudc kéo dai) (hinh 2.2).
- Trén than kinh trung wong va mét ciing c6 CA. Thudcphong tod CA lam
gidm san xudt dich ndo tuy va gidm tiét thuy dich.
Thudic tdc dung & mic do vira phai; ting khi c6 nhiém basechuyén hoa,
giam khi c6 nhiém acid chuyén hoa.
Chi dinh
- Dat hiéu qua t6t trong diéu tri tdng nhén ap.
- Diéu tri dong kinh.
- Diéu tri nhiém base chuyén hoa man do thuéc lam giam du trir base.
- Loi tiéu trong phu do cac bénh cla tim, gan, than... (hién nay it dung).



Hinh 2.2. Co ché tac dung cla thudc lgi ti€u phong téa CA
Tac dung khéng mong muén
- Gay acid huyét do lam gidm du tri base.
- Giam K+mau gay rdi loan dién giai.
- S0i than do tang phosphat niéu va tang Ca+niéu.
- R@i loan than kinh trung wong (nhét la & nguoi bi xo gan), cé thé gay bién
ching ndo- gan.
- Quéa man: s6t, phat ban, tén thwong than giéng nhw sulfamid.
Chong chi dinh
- Xo gan va suy gan.
- Bénh tim phdi man hodc bénh phéi man cé suy hd hap va tang C02 mau.
- Than trong: man cam voi sulfamid va nguoi co soi tiét niéu.
Chépham va liéu dung
Acetazolamid (Diamox, Fonurit, Sulfadiurin): vién nén 0,25g, 0,125g,
vién nang 0,5g tac dung kéo dai. Dang tiém: bot lo chira 0,5g.
Liéu dung:
Loi tiéu: 0,25 - 0,5g/ngay X1 lan/ngay.
Chira tdng nhén ap: 0,25¢/lan x 1- 4 lan /ngay.
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2.1.2 Thuéc lgi tiéu "quai"

La nhém c6 tdc dung manh so v6i cac thudc loi tiéu khac. Vi tri tac dung
clia thudc 6 quai Henle.

Gom: furosemid, acid ethacrynic va bumetanicl
Dugc déng hoc

- Hép thu dé qua duong tiéu hod, mic do hdp thu thay déi gitta cac thudc,
sinh kha dung theo duwong ubng cla furosemid la 60%; bumetanid
khoang 100%.

- Cé&ba thudc déu gan nhiéu vao protein huyét tvong (90 - 98%).

- Xuét hién tac dung nhanh: furosemid 3 -5 phdt sau tiém tinh mach, 10 - 20
pht sau udng. Bumetanid 30 phat sau udng.

- Dat ndng dd dinh trong méau 1,5 gi¢ sau udng doi voi furosemid va 75 - 90
phat ddi voi bumetanid.

- Thoi gian tac dung 4 - 6 gio d6i v6i furosemid va 4 - 5 gio d6i véi
bumetanid.

- Thoi gian ban thai cta furosemid va cla bumetanid tlr 1 - 1,5 gio. Thai
manh qua than (65 - 80%), mot phan qua mat (18 - 30%).

Tac dung va co ché
Tac dung loi tiéu nhanh, manh, thoi gian tac dung ngan.
Céac thu6c nhom nay co tac dung loi tiéu bang céach:

- Phong toa co ché dong van chuyén & nhanh 1én cta quai Henle, lam téng
thai trir Na+ CI', K+kéo theo nw6c nén lgi ti€u (xem phan 1.2).

Gidn mach than, tang lvu lwvgng méu qua than, tdng do loc cau than, phan
phdi lai mau ¢ lgi cho cac vung sau & vé than, khang ADH tai 6ng lwgn xa.

- Gian tinh mach, gidm & mau & phoi, giam &p suat that trai.

- Tang dao thai Ca+; Mg+ lam giam Ca+ va Mg+ mau. Tac dung nay
nguoc voi thiazid.
Chidinh

- Trong cép clru: ding trong phu phdi cdp, phu ndng, con tang huyét ap.

- Phu: do cac bénh gan, than, phdi, phong va diéu tri san giat & nguoi
mang thai.

- Suy tim trdi cdp va suy tim man tinh c6 phu dd khang véi cac thudc logi
tiéu khac.

- Diéu tri chirng Ca+mau cao.

- Thudc dat hiéu qua tot trong suy than uré huyét cao.



Tac dung khéng mong mudn

ROI loan dién gidi: do tdc dung nhanh, manh nén thudc thai nhanh nwoc
va dién giai gdy moi mét, chudt rat, tien hon mé gan, c6 thé ha huyét ap
thé ding.

Nhiém base giam CI, giam K+ gidm Ca+; giam H-+huyét.

R6i loan chuyén hoa: thudc lam tdng acid uric mau, tdng glucose mau,
tang cholesterol mau.

ROi loan tiéu hoa: nang co thé xudt huyét dwong tiéu hoa.

ROl loan tao mau: gidm s6 lvgng bach cau, tiéu cau.

R&i loan chirc nang gan, than.

Doc doi voi day than kinh sé VIII: chdng mat, u tai (co thé gay diéc).
DI (rng: n6i méan, dau co, dau khop.

Chong chi dinh

Man cam vai thudc.

Bénh gut, xo gan.

Truong hop giam K+mau, gidm thé tich mau gay ha huyét ap.

Acid ethacrynic khdong dung cho ngwei mang thai va thoi ky cho con bu.
Bumetanid khéng ding cho ngudi mang thai trong 3 thang dau cla thai ky.

Twong tac thudc

Phoi hgp véi khang sinh nhém aminoglycosid lam tdng ddc tinh véi day
than kinh so VIII.

Céac thudc gay xodn dinh: quinidin, amiodaron, disopyramid, astemisoi,
terfenadin, erythromycin tiém tinh mach lam tang nguy co réi loan
nhip tim.

Phai hop vai thudc trc ché men chuyén gay con ha huyét ap dét ngot.
Phenytoin lam gidm tac dung lgi ti€u cda thudc.

Dung dong thoi voi glycosid tro tim loai digitalis lam tdng doc tinh cla
cac glycosid nay.

Cac antacid lam giam hép thv bumetanid qua dwong uéng.
Chépham va liéu dung

Furosemid (Lasix, Lasilix, Trofurid): Vién 20mg, 40mg, 80mg. udng
2o0mg - 80mg/ngay; 6ng 20mg/2mL. Tiém bap, tiém tinh mach 1 -2
ong/lan/ngay.

Bumetanid (Bumex): vién 0,5mg, Img, 2mg. Udng 0,5 - 2mg/ngay, 6ng
0,5mg, Img/2mL. Tiém bap, tiém tinh mach 0,5 - Img/ngay



- Acid ethacrynic (Edecrin, Uregyt): vién 25mg, 50mg. Udng 50 -
200mg/ngay. Ong bot pha tiém chita 53,6mg natri ethacrynat twvong dwong
v6i 50mg acid ethacrynic. Tiém tinh mach 50mg hodc 0,5mg/kg/ngay.
Khong tiém bap va tiém dudi da vi thubc kich ¢ng gay dau.

2.1.3.Thuéc lgi tiéu nhém thiazid

GoOm: chlorothiazid, hydrochlorothiazid, metylchlorothiazid, polythiazid,
indapamid, chlorthalidon...
Dugc déng hoc

- Tat ca céc thiazid déu hdp thu t6t qua duong ubng, nhwng 6 mirc do khac
nhau. Thurong co tac dung sau udng 1 gio. Tac dung kéo dai 6-12 giv voi
hydrochlorothiazid, chlorothiazid... dai nhat la véi chlorthalidon tl
48- 72 gi0, va dai hon thuéc loi tiéu “quai”.

- Thudc qua duoc rau thai va sira me.

- Cé&c thubc thuéc nhém déu thdi trir qua than va canh tranh bai tiét véi
acid uric, lam gidm bai xudt acid uric.

Tac dung va coché

- Thiazid (¢ ché tai hdp thu Na+va C1 & doan pha lodng cla 6ng lugn xa,
theo co ché dong van chuyén nhu nhanh Ién quai Henle. Thudc lam tang
thai lwvgng Na+va CI' twong dwdng nhau nén con dugc goi la thudc thai
trir muoi.

- Liéu cao tc ché CA nhung &c ché kém acetazolamid.

- Tang thai trlr K+theo hai co ché:

+ Thudbc (c ché CA, H+giam thai trlr, nén K+tdng thai (do tranh chéap
voi HA).

+ Do lic ché tai hap thu Na+nén nong dd Na+tdng cao & 6ng luvon xa, gay
phan ng bu trir tang thai K+dé kéo Na+lai.

- Khong tang thai trix HC03'nén khdng gay nhiém acid mau.

- Tac dung loi ti€u trung binh (lam tang thai 5 - 10% lvgng Na+loc qua
cau than). Tac dung ca & moi treong acid va base; it lam rdi loan thanh
phan dich ngoai bao hon cac thudc lgi tiéu khac.

- Dung lau lam gidm Ca” niéu, tdng thai trir Mg”, do d6 gay gidm Mg” huyét.

- Lam ha huyét ap trén nhing bénh nhén tang huyét ap, vi ngoai tac dung
thai mudi, thuéc con (c ché tai chd tdc dung cua chdt co mach nhuw
vasopressin, nor - adrenalin.

Chi dinh
- Phu do c4c loai bénh vé tim, gan, than va nhiém ddc thai nghén.
- Tang huyét ap: thvong phoi hgp voi cac thude ha huyét ap khéc.

- Truong hop tding Ca+niéu khong rd nguyén nhan dé dan dén soi than.



2.2.

Tac dung khéng mong mudn

ROi loan dién giai: dung lau gay giam Na+ gidm K\ gidm Mg+ va ting
Ca+ mau dan dén mét moi, nhirc dau, budn non, chudt rat. Nhiém base
chuyén hoa.

RGi loan chuyén hoa: tang acid uric mau nén tao diéu kién thuan lgi cho
phat sinh bénh gut hodc lam cho bénh gat ndang thém.

Lam nang thém bénh dai dwong tuy: co thé do (e ché giai phong insulin va
lam tang bai xuat catecholamin nén tang glucose mau, cholesterol huyét.
Thudc cd thé gay di tng.

Chong chi dinh

Trang thai giam K+mau trén nguoi bi xo gan (dé phong xuét hién hon
mé gan).

Bénh nhan dang diéu tri bdng cac ché phdm cla digitalis (phong ting
doc tinh cla cac ché pham nay).

Bénh gut.

Suy gan, than.

Di tng voi sulfamid.

Chéphdam va liéu dung

Clorothiazid (Diurilix): vién nén 500 mg. Udng 0,5 - Ig/ngay chia 2 lan.
Hydroclorothiazid (Hypothiazid): vién nén 25mg, I0Omg. U6ng 0,025 -
Ig/ngay chia 2 lan.

Metylclorothiazid (Enduron): 5- 10mg/lan/ngay.

Polythiazid (Renese): vién Img. udng 1 - 2mg/lan/ngay.

Triclomethiazid (Trichlorex, Triazid): 2 - smg/lan/ngay.

Indapamid (Fludex): vién nén 2,5mg. Udng 2,5 - 10mg/ngay chia 2 lan.
Chlothalidon (Hygroton): vién o,lg. U6ng 1 - 2 vién/ngay.

Cyclothiazid (Fluidil, Doburil): vién nén 2mg. U6ng 1 - 2mg/lan/ngay.
Thudc lgi tiéu gitr K+mau

Cac thudc loi ti€u thudc nhom nay déu tac dung trén Ong luon xa, ong

gop, do trc ché tai hdp thu Na+bang co ché trao dbi vai K+ vi thé giam thai trir
K+ Hiéu lwc loi tiéu yéu va gay tang K+mau nén thwong phdi hop véi thudce loi
tiéu giam K+mau, dé gitt dugc tac dung cla thudc va khac phuc tang K+mau.

2.2.1. Spironolacton

Dugc déng hoc

- Hép thu dé qua duong udng (khoang 70 - 90%). Bat nong do dinh trong

mau sau khi uéng 2 -4 gio. Lién két voi protein huyét twvong 90%. Tac
dung xudat hién cham (sau ubng 2 -4 gio) va kéo dai 48- 72 gio.



- Qua duwogc rau thai va stra me.

- Chuyén hoa qua gan lan dau cao. Chat chuyén hoa la canrenone c6 tac
dung twong ty nhw chat me. C6 chu ky gan - ruot.

- Thai qua than, phan. Thoi gian ban thai khoang 12-24 gio.
Tac dung va co ché
Do cong thrc twong ty aldosteron nén tranh chap véi aldosteron tai
receptor & 6ng qucr] xa, vi vay duoc goi la thuéc khang aldosteron, lam tang
thai Na+gay loi tiéu. Sy tang thai Na+nay phu thudc vao lvgng aldosteron
tang hodc giam bai tiét. Thudc lam gidm thai K+va H\
Chi dinh
- Phoi hop voi thudc lgi tiéu giam K+mau dé diéu tri phu do suy tim man,
X0 gan, tdng huyét 4p, bénh than.
- Tang aldosteron huyét nguyén phat va thi phat.
Tac dung khéng mong mudn
- Tang K+maéu.
- Nhiém acid chuyén hoa.
- ROi loan tiéu hoa, mét moi, budn ngl, ndi man da.
- Dung lau c6 tKe gay tdc dung ngoai y giéng hormon: vi to & nam gi6i, ni
bi rdi loan kinh nguyét, nhiéu I6ng nhv nam.
Chdéng chi dinh
- Nhiém acid chuyén hoa, ting K+mau.
- Suy than man.
- Suy gan, loét da day - ta trang.
- Than trong: ngudi mang thai, thoi ky cho con bu.
Chépham va liéu dung
Spironolacton (Aldacton, Alaton, Verospiron): vién nén 25mg, 50mg,
IOOmg. Udng 50 - 100mg/ngay chia 2 lan.
2.2.2. Triamteren va amilorid
Triamteren la dan chét ca pteridin, amilorid 12 dan chat ciia amiprazimid.
Duwoc doéng hoc

Thubc hép thu vira phdi theo dwdng udng (50%). Triamteren lién két voi
protein huyét twvong khoang 60%. Amilorid lién két it hon, dat ndng do dinh
trong huyét tvong 4 gid sau udng va kéo dai tdc dung 24 gio, thoi gian ban thai
khoang 6 gio. Triamteren dat nong do dinh trong huyét tvong 2 gi& sau udng va
kéo dai tac dung s - 12 gid, thoi gian ban thai ngan hon. Thai qua than.



Tac dung va co ché
Thudc (e ché tai hdp thu Na+do lam gidm tinh thdm cla 6ng luon xa va

ong gop. Lam. giam bai xudt K+va H+ tang thai HCO03'nén nudc tiéu hoi base.

Chi dinh
Phoi hop v6i thube loi tiéu giam K+mau dé diéu hoa nong do K+huyét

trong suy tim.

2.3.

Tac dung khéng mong muén

Tang K+huyét (thwong xay ra va nguy hiém).

Nhiém acid huyét chuyén hoa.

RGi loan than kinh trung wong: chéng mat, budn non, ndn, chudt rat, ngu lim.
Di (*ng: nglra, n6i man.

R6i loan tiéu hod: chan an, budn non, nén, dau bung hodc tiéu chay.

R6i loan ehtrc ndng gan.

C6 thé soi than.

Chéng chi dinh

Suy than, tang K+mau.

X0 gan, suy gan nang.

Ngu®i mang thai, thai ky cho con bir.

Than trongr cho bénh nhan tiéu duong.

Twong tac thuodc

Phoi hop véi thude trc ché men chuyén lam tdng K+mau, rat nguy hiém.
Phai hop cac thudc loi ti€u cung gitt K+mau gay tang K+mau nghiém trong.
Chépham va liéu ding

Triamteren {Dyazid, Teriamterii): vién nang 50mg, 75mg, I00Omg. Ubng
50mg - 20Gmg/ngay.

Amiiorid (Modamid): vién 2,5mg; 5mg. UWdng 5- 20mg/ngay.

Céc thudc loi tiéu khéac

Thuéc lgi tiéu tham thau

GOm: mannitol, sorbitol, isosorbid... trong d6, mannitol la thudc hay duoc

st dung nhat.



Bang 2.1. Mot s6 ché pham phéi hop clia thube loi ti€u
Ché phi Thuéc Ham lwvong Liéu dung
é pham P
P phéi hop (mg) (vién/ngay)
Dyazid (Dytenzid, Hydrochlorothiazid 25 lvién
prestol) + Triamteren 50 Toi da 4 vién
Moduretic Hydrochlorothiazid 50 1/4 -1/2 vién
+ Amilorid 5 Toi da 2 vién
Hydrochlorothiazid 25 .
Aldactazid (Aldactil) ycrochlorothiazl 1-4 vien
+ Spironolacton 25
Erumil Furosemid + Amilorid 40 1-2vién
5
Hydrochlorothiazid 50 1/4 -1/2 vién
Maxzid + Triamteren 75
) Hydrochlorothiazid 25 1/2-2 vién
Maxzid- 25 + Triamteren 37,5
Mannitol
Tac dung

Mannitol duoc loc tw do qua cau than, it hdp thu qua 6ng than do phéan
tl lvong lon, lam tang ap luc thdm thau & dng than nén kéo nuwdc vao long 6ng,

gay loi ti€u. Thudc lam giam &p lwc ndi so trong tang ap lwc noi so.

Chidinh

- Tang loi tiéu dé thai doc trong nhiém doc.
- Duy tri chirc ndng tao nwdc ti€u trong tredng hop suy than cép, hoai tw

ong than, phong dai it sau mo, sau chéan thwong.
- Loi tiéu bat budc trong thdm phan phic mac
- Phu ndo, tdng nhan ap.

Tac dung khéng mong mudn

Mannitol gay giam Na+huyét do thira dich thé. Nguoi suy tim cd thé bi
phu phdi cép.

Nhic dau, budn non, non.

Chéng chi dinh

Suy tim.

Mt nwéc trong té bao.

Khoéng dwoc udng vi gay tiéu chay do tang ap lwc tham thau.

Chépham va liéu dung

Mannitol lo 250mL, 500mL, 1000mL dung dich 10 - 20%, truyén nho giot

tinh mach.



3. PHOI HOP THUOC

- Thuoc lgi tiéu dung dé lgi tiéu trong cac treong hop cd pha la chinh. Tuy
nhién, hién nay trong diéu tri tdng huyét ap va suy tim, thudc lgi tiéu
thwong duoc phoi hop véi thude diéu tri tdng huyét ap va diéu tri suy tim
dé dat hiéu qua tot hon. Trong cac trwdng hop nay, thudc lgi tiéu phai
dung dai ngay, dé gay ting acid uric mau, nén dung két hop véi thudc
lam tadng thai trir acid uric mau nhu: allopurinol, probenecid.

Phéi hop thudc diéu tri tang huyét ap va suy tim coé ha K+ méau voi
thudc loi ti€u giam K+mau cd thé gay ha K+mau qua mirc. D€ khic phuc
tinh trang nay, co thé phdi hop cac thudc lgi tiéu giam K+mau v6i thudc loi
tiéu gilr K+mau.

- Khong nén phoi hgp hai thubc cling co ché dé tranh tang tac dung ngoai

y ma tac dung loi tiéu cling khong tang thém.

- Ph6i hop thudc loi ti€u “quai” v6i khang sinh doc v6i thinh giac co thé gay
diéc vinh vien.



Chuong 3

THUOC HA LIPID MAU

halipidmau.

dwoc dong hoc, tac dung, co chétac dung, chi dinh, tac
choéng chi dinh c04 cac thube, halipid mau dugc dé cap

1. DAl CUONG

1.1. Sy tadng lipoprotein méau

Trong mau Lipid 6 dang lipoprotein hoa tan dé dwoc van chuyén dén céac
t0 chirc, co quan trong co thé. Lipoprotein cd 5 loai khac nhau (theo ti trong):

- Hat vi thé dwdng chdp (chylomicron).

- Lipoprotein ti trong rat thap (VLDL: very low density lipoprotein).

- Lipoprotein ti trong thdp (LDL: low density lipoprotein).

- Lipoprotein ti trong trung binh (IDL: intermediate density lipoprotein).
- Lipoprotein ti trong cao (HDL: high density lipoprotein).

Céc lipoprotein trong mau luén & trang thai can bang dong tuy theo nhu
cau hoat dong cla céac co quan, t6 chira trong co thé va ché do an.

Sy tang lipoprotein mau cé thé do mot s6 nguyén nhan:
- Co thé hédp thu nhiéu lipid do ché do an qua nhiéu lipid.

- Tdang hoat tinh cla cac enzym tdng hop lipid nhu: hydroxyl methyl
glutaryl - CoA reductase (HMG - CoA reductase).

- Mot sO yéu t8"tang tong hop lipid: vi du dung thudc tranh thai, corticoid,
chen p giao cdm...

Trong héi chirng tang lipoprotein mau c6 thé ting 1, 2 hay nhiéu loai
lipoprotein.

Trén 1am sang thuwdng gap tang lipoprotein mau typ lia, lib, rv (Bang 3.1).


http://www.adultpdf.com

Bang 3.1. Phan loai cac typ tang lipid mau theo Fredricson

Typ Loai lipoprotein
1 Chylomicron
Ha LDL
lib LDL va VLDL
M Cau trac bat thwong cua LDL
v VLDL
\% Chylomicron va VLDL

1.2.Phan loai thuéc ha lipoprotein méau
Dwa vao co ché ha lipoprotein mau, cac thudc ha lipoprotein mau duwoc
chia thanh cac nhom sau:
- Thu6c lam gidm hdp thu va tang thai trir lipid & dwong tiéu hoa:
cholestyramin, colestipol, neomycin.
- Thuéc e ché tdng hdp lipid: cac dan xuét cta acid fibric, cac dan xuét statin.
- Cac thu6c khac: probucol, dioparin, acid oxiniacic, beniluorex...
2. CAC THUOC
2.1. Cac resin cheiat hoéa

2.1.1. Co ché tac dung chung

Céc thuc_”)c thudc nhém tao chelat voi acid mat, can trd viéc nhi hoa cac
lipid 6 rudt dan dén giam hdp thu va tang thai trir cac lipid qua phan.

Mat khac enzym hydroxylase & gan cé tdc dung xlc tac qua trinh tdng
hop acid mat tlr cholesterol. Khi luong acid mat it, hoat tinh cla enzym duwogc
tang cudng dé tong hop acid mat. Cac thudc thudc nhom lam tdng hoat tinh
cla enzym va rc ché chu ky gan - rudt cta acid mat lam tang tong hop acid
mat tlr cholesterol do d6 lam ha dwoc cholesterol mau.

2.1.2. Cholestyramin

Duwoc déng hoc

Thubic khdng tan trong nuwéc, it hdp thu qua duong tiéu hod. Thubc co
tinh base manh.

Tac dung

Lam ha ndng d6 cao cholesterol mau. Tac dung xudt hién cham( 4 -7
ngay sau udng); Tac dung kéo dai khoang 2 tuan.

Chidinh

Chiing tdng cholesterol mau, bénh nhan tang lipoprotein mau typ lia.

T&ng bilirubin mau khéng kém tdc mat hoan toan.
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Tac dung khéong mong mudn
RGi loan tiéu hoa: budn non, day bung, tdo bon.

Giam hdp thu mot s6 thudéc khi dung cung duong udng: digitoxin,
phenylbutazol, phenobarbital, dan xudt dicuomarin, clorothiazid, thyroxin...

Chong chi dinh

Cuwdng tuyén can giap, nhiém canxi than, tic mat hoan toan.
Chépham va liéu lvong

Cholybar, Quantalan, Questran. géi bot chira 49 (dang khan).
Ngay dau 1 géi. tdng dan 3 goéi/ngay.

2.1,3. Colestipol
Dugc dong hoc

Thudc la polyme clia diethylpentamin va epiclohydrin, tan trong nuéc,
hat am rat manh, it hdp thu qua ruot.

Tac dung

Dang cao phan t&r lam ha cholesterol mau theo co ché chung.
Chi dinh

Bénh nhan tang lipoprotein mau typ Il.

Xo clrng mach mau.

Tac dung khdng mong mudn

RGi loan tiéu hod: budn ndn, day bung, tdo bén.

Giam hdp thu mot s6 thudc khi ding cung duong ubng: digitoxin,
phenylbutazol, phenobarbital, dan xudt dicuomarin, clorothiazid, thyroxin..,

Chéng chi dinh
Man cam véi thudc.
Suy tuy.
Nguwoi mang thai va thoi ky cho con bd.
Chépham va liéu lvong
Coiestid, goi thudéc cdm c6 59 hoat chdt kém 0,2 % oxydsilic & dang keo.
Nguoi I6n: 15 - 30mg chia 2 -4 lan/ngay.
2.2. Cac dan xudt statin
Gom: lovastatin, simvastatin, pravastatin, fluvastatin, atovastatin.



2.2.1. Dwgc déng hoc chung

Céc thudc trong nhém déu la tién chét, vao trong co thé dugc chuyén
hod thanh chét cé hoat tinh. Thudc duoc hdp thu nhanh qua dwong tiéu hoa
(40 - 75%). Sinh kha dung cla thudc thdp do thubc bi chuyén hoa qua gan
budc dau. Nong dd dinh cua chat c6 hoat tinh tr 1 - 4 gio véi moi statin,
thudc lién két manh voi protein huyét twuong (95 - 98%) trir pravastatin 55-
60%. Thudc qua dwgc hang rao mau- ndo, trir pravastatin, fluvastatin khéng
qua dwgc. Thudc dwgc chuyén hoa qua gan, cu thé: lovastatin, simvastatin,
atovastatin dwoc chuyén hod bdi Cyp 3A4; fluvastatin badi Cyp 2A9;
pravastatin lién hgp véi sulfat. Thoi gian ban thai cla céac statin khodng ti 1
- 3 giv, trir atovastatin la 14 gi¢. Thai trir cac thudc trong nhém chd yéu qua
phén; khoang 5 - 20% qua than.

2.2.2. Tac dung va co chétac dung chung
Cac thudc thudc nhom lam ha lipoprotein mau bang céch:

Enzym HMG - CoA reductase x(c tac cho viéc téng hop cholesterol tir
acetyl CoA. Cac statin (¢ ché canh tranh v6i enzym nav nén lam gidm lugng
cholesterol.

Mat khac, cac thude trong nhém cling lam tdng sinh LDL - receptor &
mang té bao, gilp nhap LDL vao trong té bao va thai triv lipid qua enzym &
lysosome.

Hiéu luc tdc dung cla céc thudc trong nhém khéac nhau va phu thudc vao
ligu qung. Vi du: simvastatin hiéu lyc gdp hai lan lovastatin; fluvastatin hiéu
lvc bang ntra lovastatin...

Cac statin déu lam gidm noéng d6 LDL nhat tir 25- 45% tuy theo liéu.

Céac statin lam tang ndéng do HDL tr 5 - 15% do do lam ha ti 0"
LDL/HDL va cholesterol toan phan/HDL.

Cac thubc trong nhom ciling lam' ha triglycerid huyét tvong khoang
10- 30% bang cach lam tdng thai trir VLDL ton du nho LDL - receptor.

2.2.3. Chidinh

Tang cholesterol mau nguyén phat (typ lia, Ilb) két hop voi ché do an
giam cholesterol mau.
Dv phong céac tai bién mach vanh, nhdi mau co tim, xo vira ddong mach.

Simvastatin: ngoai cac chi dinh chung & trén, thudc con chi dinh t6t trong
cac trwong hop tang cholesterol mau dong va di hop t& c6 tinh gia dinh hodc
tang lipoprotein mau hon hop.

Atorvastatin: chi dinh tdt trong cac trwong hop tdng cholesterol mau dong,
di hop tlr c6 tinh gia dinh va tang lipoprotein mau céc typ lia, lib, 111 va IV.

Pravastatin: chi dinh tét trong trvdng hgp tdng lipoprotein mau cac typ
lia, lib, I, IV va V.



2.2.4. Chéng chi dinh

Ma&n cam véi thuéc.

Nguwoi mang thai va thoi ky cho con bi; tré em duwdi 18 tudi.

Suy gan, than, tang cao transaminase.
2.25. Tac dung khéong mong mudn

Pau, tiéu co van do tdng phan giai co dan t6i myoglobulin niéu, dau
khép, ban da.

ROi loan tiéu ho4, suy than.

Tdng transaminase (cao gdp 3 lan so vOi binh thwdng), binh thwong tré
lai sau 1-2 thang ngirng thudc. Tang creatininkinase.

Than kinh trung wong: dau dau, chéng mét, nhin mo, mét ngu, suy nhuwoc...
2.2.6. Tuong tac thudc
Tac dung cOa thudc tdng khi dung cung véi cac thudc (c ché enzym

chuyén hod 6 gan nhu: cac khang sinh nhém macrolid, cyclosporin,
ketoconazol, verapamil, ritonavir, delavirdin va tacrolimus.
2.2.1. Chépham va liéu dung

Khi st dung cac thudc ha lipoprotein mau luén kém theo ché do an giam
m& mau.

- Lovastatin (Mevacor, Lochol, Recol) vién nén IOmg, 20mg. Liéu khdi dau
20mg/lan/ngay, udng vao lic an t6i. Sau do, liéu thay déi tr 10mg dén
80mg/ngay, chia nhiéu lan. Chinh liéu sau moi 4 tuan hodc lau hon.
Bénh nhan dang dung céac thubc tc ché mién dich dung nhu sau: bat dau
IOmg/ngay, t6i da 20mg/ngay. Phu nit man kinh bi tang cholesterol mau
tr nhe dén vira dung IOmg/ngay. Suy than ndang dung tdi da 20mg/ngay.

- Simvastatin (Lodales, Zocor) vién nén 5mg, 10mg, 20mg. Thudc udiig vao
bubi t6i. Lidu trung binh 5mg - 10mg/ngay. Thay déi lieu mdi 4 tuan néu
can. Toi da 80mg/ngay. Tang cholesterol mau ddng va di hop tl co6 tinh
gia dinh: 40mg/ngay. Bénh ly mach vanh: 20mg/ngay, sau chinh liéu.

- Atorvastatin iAtocor), vién nén 10mg, 20mg. Liéu trung binh 10 - 80mg/ngay.
- Pravastatin o/asten, Elisor), vién nén IOmg. Liéu trung binh 10- 20mg/ngay.
- Fluvastatin (Lescot), vién nén 10mg, 40mg. Liéu trung binh 10 - 80mg/ngay.
2.3. C4c dan xudt cla acid fibric
Gom: clofibrat, fenofibrat, benzafibrat, ciprofibrat, gemfibrozil.
2.3.1. Bac diém chung
Duwoc déng hoc chung

Cac thudc thudc nhém hdp thu tot qua dwong tiéu hod khi ubéng trong



bira &n, hdp thu kém khi déi. Thuéc gan manh vao protein huyét twong (95-
98%), chi yéu gan vao albumin huyét twvong. Vi vay, c6 thé ddy dugc mot s
thudc cung gdn manh vao albumin huyét twong nhw: vitamin K, cac thudic
chong déng mau loai dicumarol, wafarin... Hau hét cac thudc thudc nhém déu
thuy phan thanh chét cé hoat tinh. Sau khi tac dung, thudc dwoc chuyén hoa
qua gan, thai trir cht yéu qua nwéc ti€u dubi dang lién hgp glucorunic, mot
phan thu6c qua phan (bang 3.2).

Bang 3.2. Dwoc dong hoc clla mot so fibrat

Ti 1& gén véi Thoi gian xuat hién ndéng do Thoi gian
Thuéc protein huyét twong dinh cla thudc trong protein ban thai
(%) huyét twong (gio) (gi®)
Fenofibrat 5 20
Benzafibrat > 95 2-4 2,1
Gemfibrozil 1,5

Tac dung va co chétac dung

Céc tac dung va co ché tac dung cla cac thudc thudc nhom co nhiéu diém
khac nhau, song cling c6 mot sd"diém chung sau:

Céac thubc l1am ha lipoprotein méau chl yéu bang cach ¢c ché quéa trinh
sinh téng hop cholesterol & gan thong qua viéc tc ché enzym HMG - CoA
reductase trong té bao. Thudc lam gidm lipoprotein c¢6 ti trong thap va rét
thdp (LDL va VLDL), lam tang lipoprotein cé ti trong cao (HDL). Hai qué
trinh trén tham gia cai thién rat nhiéu sw phan bd' cholesterol & huyét tvongdo
giam ti s6 VLDL + LDL/ HDL. Mat khéac, céac thudic con lam tang hoat tinh cla
lipase trong té bao, dac biét la té€ bao co do dé ting thuy phéan triglycerid va
tang thodi hoa VLDL.

Tac dung khéng mong mudén

Thubc c6 thé gay rdi loan tiéu hoa: budn nén, khd tiéu, dau bung tiéu chay.

Bau co, viém co, teo co.

ROl loan than kinh treng wong: dau dau, chdng méat, mét méi, loan nhip tim.

R6i loan vé mau: gidm bach cau trung tinh, mat bach cau hat, thiéu mau.

Ngoai ra, thudc con cé thé gay tdng nhe transaminase, giam phosphatase
kiém, rung long, téc, giam kha nédng tinh duc.

Chéng chi dinh

Céc thuoc thudc nhém déu cd nhirtng chdng chi dinh chung sau:

Céc trvong hop suy gan, suy than nang.

Nguwoi mang thai va thei ky cho con bu.

So6i mat.

Tré em dudi 10 tuoi.



Tuwong tac thuéce

Ph6i hop thudc thudéc nhém véi cac thubec tc ché HMG-CoA reductase
nhom statin (lovastatin, pravastatin...), véi cyclosporin lam tang nguy co ton
thwvong co va viém tuy cép.

Phé6i hgp véi cac thudc chéng déng mau loai cuomarin lam tang tac dung
cla thubc chéng dong, vi vay sé tdng nguy co xuat huyét do day cac thuéc
chdng dong ra khoi protein huyét tuong.

Phéi hgp vdi cac thubdc doc doi véi gan (thubée ke ché MAO, perhexilin...)
tdng doc tinh cua thudc.

2.3.2. Céc thuoc thuéc nhom
2.3.2.1. Fenofibrat
Tac dung va co chétac dung

Nhu phan chung va c6 co ché tdc dung twong tu gemfibrozil (trinh bay &
phan gemfibrozil). Thu6c c6 thé lam gidm 20 - 25% cholesterol toan phan va
40 - 45% triglycerid trong mau.

Chi dinh

1 Cé&c trvong hgp tang lipoprotein mau typ lia, lib, 111, IV,V, két hop cac

ché do an han ché lipid.
Tac dung khéng mong mudn, chdong chi dinh va twong tac thudc
Tuong tv nhu phan chung.
Chépham va liéu dung '
Lipanthyl, Secaiip, vién nang 67mg, 100mg, 200mg.
Liéu trung binh cho nguoi 16n; 300mg/ngay.

2.3.2.2. Benzafibrat

Tac dung va co ché tac dung, tdc dung khédng mong muén,chi dinh,
chéng chi dinh, twong tac thudc: tvong tw cloiibrat

Chépham va liéu dung

Bezalip, Befizal, Cedur, vién nén hoac boc dwong 200mg. Liéu trung binh:
lvién/lan, 3 l1an/ngay vao bira an hay ngay sau bira an, giam liéu khi suy than.

Vién tac dung kéo dai 400mg. Liéu trung binh: 1 vién/lan/ngay. Nu6t
vién thudc v6i di nuwdc sau bira an chinh.
2.3.2.3. Ciprofibrat

Tac dung va co ché tdc dung, tdc dung khéng mong mudn,chi dinh,
ch6ng chi dinh, twvong tac thudc: twong tv nhw phan chung



Chépham va liéu dung

Lipanor, vién nang 100mg. Liéu trung binh: 1vién/lan/ngay. Dung thudc
tlr 3- 6 thang co thé két hop voi dan chat acid nicotinic va cac resin lam giam
cholesterol mau.
2.3.2.4. Gemfibrozil

Tac dung va co chétac dung

Thu6c lam giam triglycerid méu téi 50% hodc hon, lam tdng ndng do
HDL - cholesterol 15 - 25% d&c biét & ngui tang lipoprotein mau két hop c6
tinh gia dinh. Thudc tdc dung t6t & nguoi tang triglycerid méau nang va c6 hdi
chrng vi cholymicron huyét. Ngoai ra, thuéc con gidm, két tap ti€u cau nén
lam gidm nguy co huyét khoi.

Gemfibrozil tac dung trén PPAR - a (peroxisone proliferates activated
receptor alpha) tdng thuy phan triglycerid duw6i tac dung cla enzym
lipoprotein lipase. Hon nita, thu6c con lam tdng hoat tinh cla enzym trén
bang céach tang kha nang gan két( ligand) cla enzym véi PPAR- a.

Chi dinh

La thu6c chon loc diéu tri cac trvong hop tang lipoprotein mau dong hop
tlr apo E2apo E2 (typ II).

Tang lipoprotein méau vira va nang typ I, 11, IV, V.
Tang lipoprotein mau c6 nguy co tim mach (dac biét bénh mach vanh).
Tac dung khong mong mudn

Ngoai cac tac dung khdng mong mudn nhv phan chung, thuéc con cé thé
gay s6i mat nhiéu hon cac thuéc khac thudc nhém.

Chéng chi dinh: nhv phan chung.

Chépham va liéu lvong

Lopid, Lipur, vién nang 300mg, vién nén 600mg. Liéu trung binh
300mg/lan, 2 lan/ngay.
2.4. Cac thudc khac

2.4.1. Acid nicotinic (vitamin pp, B3, niacin)
Tac dung

Lam giam lipoprotein mau rd, cu thé giam triglycerid 20 - 80%, giam ti
Ié LDL - cholesterol 5-7 ngay sau udng; thu6c lam tdng HDL - cholesterol.

Co ché tac dung cua thu6c cd thé do giam sdn xuat va tang thai trir
VLDL, gidm cung cap acid béo cho gan, giam tong hop triglycerid, giam van
chuyén triglycerid, VLDL va giam san xudt LDL.



Chidinh

Tang lipoprotein mau typ I, 111, IV va V. Nén ph6i hgp vo6i cac serin-
chelat hoa acid mat dé giam duoc liu lvgng va tac dung khéng mong muén
cla thudc.

Chépham va liéu dung

Vién.

Liéu trung binh 2 - eg, chia 3 lan/ngay.
2.4.2. Acid oxiniacic

Tén khac: dan chét olamin (ethanolamin cla acid oxiacic).

Tac dung: ha cholesterol mau.

Chi dinh: bénh xo vira ddng mach, cac chirng lang lipid hodc cholesterol mau.

Chdéng chi dinh: ngudi mang thai.

Biét dwgc: Novacyl, vién nang 670mg. Liéu dung: 2 vién/lan x 3 lan/ngay,
dung vao bira an.
2.4.3. Benfuorex

Tac dung

La dan chét trifluoromethyl benzoat ha lipid méau do lam giam qué trinh
téng hop cholesterol va cac triglycerid, lam dé dang qua trinh si dung glucose
0 té bao.

Chidinh

Chiring tang cholestero va triglycerid mau ndi sinh & nguoi Ién. Phdi hop
véi ché do an thich hop cho bénh nhan dai thao dwdng c6 tdng can nhwng chua
c6 triéu ching rd rét.

Choéng chi dinh

Viém tuy man tinh nang, nguoi mang thai, tré em duwéi 16 tudi.

Chépham va liéu dung

Vién boc duong 100mg, Mediator, Mediaxal, Minolip.
Liéu dung:

Tuan dau: ngay 1 vion vao bira an toi.

Tuan th hai: ngay 2 vién vao bira trra va toi.

Tuan thi¢ ba: ngay 3 vién vao mdi bira an.
2.4.4. Dioparin

Hoat chat: iodoheparinat.

Tac dung: bién ddi bilan lipid do hoat hoa va giai phong lipoproteinlipase,
tac dung chong dong gan nhu khong dang ké.



Chi dinh: céc thé xo vira dong mach.

Ché pham va liéu dung:

Vién nén dat duwéi ludi: 4 vién/ 2 lan/ngay, dung xa bita an.
2.4.5. Pentosan polysulfat

Tac dung

Dan chét heparin ban téng hQpdung qua niém mac miéng, co tac dung
phan hay fibrin va c6 hiéu lyc giai phéng lipoproteinlipase. Ngoai ra, con lam
giam ti le LDL + VLDL/HDL.

Chi dinh

Diéu tri cac chirng rdi loan lipoprotein mau va nhirng biéu hién xo vira.
Phong nguy co huyét kh6i nghén mach.

Chépham va liéu dung

Vién nén dat duwéi lwdi 50mg. 300mg/ngay, chia 2- 3 1an.

Chong chi dinh

Loét da day - ta trang tién trién, tai bién mach mau néo, viém mang
trong tim, nhiém khudn cép.

Tién st giam ti€éu cau hoac di &¢ng vaéi heparin.
2.4.6. Probucol
Tac dung va co chétac dung

Lam giam LDL - cholesterol va khong gay tich Iy cholesterol & cac mo.
Thudc khong ha triglycerid mau ma lam ha HDL - cholesterol manh va kéo
dai nén duogc lva chon trong diéu tri sau cac thudc khéc.

Co ché: thudc rc ché chuyén cholesterol tir ruét vao mau va tham gia tc
ché su tong hop cholesterol trong giai doan dau cla qua trinh téng hop.

Chi dinh

Céac chirng tang cholesterol ngi sinh & nguoi 16n (sau khi da theo ché do
an udng thich hop ma chuva cé két qua t6t).

Tac dung khéng mong muén

RGi loan tiéu héa: budn nén, dau bung, day bung, tiéu chay.
Chong chi dinh

Man cam thuéc.

Nguoi mang thai va thdi ky cho con bd.

Tré em duwoi 16 tudi.

—e—y = _ = _ , = _P =



Khong dung dong thoi véi cac thudc kiéu giao cam.

Nguoi dang dung cac thu6c chong loan nhip tim nhom |, 11, thu6c chéng
tram cdm ba vong, dan xuét phenothiazin.

Chépham va liéu dung

Lurselle, vién nén 250mg, 1vién/lan X2 lan/ngay vao bita an.

2.4.7. Avasimibe
Tac dung

Thuoc lam gidm triglycerid va LDL- cholesterol t&i 50% do (rc ché ACAT]
(cholesterol acyltransferase 1).

Thu6c lam gidm VLDL va chylomicron do tc ché ACAT2 (cholesterol
acyltransferase 2).
2.4.8. Ezetimibe

Thudc tc ché hdp thu cholesterol 6 rudt nén lam giam cholesterol va
LDL- cholesterol trong mau. Thudc c6 chu ki gan - rudt; trong diéu tri nén
phdi hop voi statin liéu thdp co tac dung hiép dong va giam tac dung khong
mong mudn, dac biét sy tiéu co van cla dan xuét statin.

2.4.9. Cac acid béo khéng no da tri ho omega 3

Thudc cé tac dung lam gidm triglycerid va VLDL; it &nh huéng t6i LDL va

FIDL - cholesterol trong mau. Céac acid béo khéng no ho omega 3 hay dung la:
- Acid eicosa - penta - ecoic (EPA).
- Acid docosa - hexa - enoic (DHA).



Chuong 4

THUOC DPIEU TREVIEM*LOET DA DAY - TA TRANG

1. DAl CUONG

1.1. Sinh ly bénh cula loét da day

Da day hoat dong dwoc binh thwdng nho sw can bang gitta hai qua trinh:

Qua trinh bai tiét dich vi

Pe tiéu hod thirc dn, da day sé tiét dich vi. Dich vi gobm: cac men tiéu hoa
nhu: pepsin, lipase, gelatinase; nhém cac chat vé co: HCL, c&c ion Na\ K+ cr,
Mg+, HP04'", S04° chdat nhay va yéu t6'ndi, song mdt sd yéu t6' nhuw: HCI,
pepsin chinh no lai la yéu t6 4&n mon niém mac da day.

Dbiéu hoa tiét HC1 do histamin, acetylcholin, gastrin thong qua H7 K+
ATPase (con duge goi la bom proton) la khau cudi ciing clia quéa trinh bai tiét HCL:

- Histamin c¢d tac dung Ién receptor Hz - hi§tamin (Ri12, hoat hoa
adenylcyclase (AC) lam tiang tong hop AMPVdan dén tadng bai xudt H+
qua bom proton.

- Acetylcholin va thu6c cwong phé giao cdm lam tang tinh thdm cla mang
té bao voi Ca+ lam Ca+vao trong té bao tdng cao, kich thich H+/ K+
ATPase, tdng tiét H+

- Gastrin lam tang tiét HC1: co ché nhu acetylcholin (xem Hinh 4.1)
Qua trinh bao vé

Pé khic phuc nhitng han ché clia HC1 va pepsin, bdo vé niém mac da
day, ving mon vi, tdm vi co cac tuyén va té bao tiét chat nhay, gitt NaHCOg dé
trung hoa acid dich vi.
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PGEz2(rc ché adenylcyclase (AC), lam giam téng hop AMPWa (rc ché giai
théng gastrin dé diéu hoa ngugc.

Bénh loét da day xay ra khi tdng qua trinh bai tiét dich vi, gidam qua
rinh bdo vé.

Nhirng yéu t6 anh huwdng dén loét da day - ta trang

- Yéu t6 xa hoi: cang thédng than kinh (nhirng ngudi tri thiec chiém ti 18
nhiéu hon nhitng nguoi néng dan).

- Yéu 0" thé trang: tinh gia dinh, bénh c6 thé do man cam d6i véi mot
khang nguyén nao dé.

- Yéu t8"ndi tiét: roi loan noi tiét gay tang tiét dich vi, tham chi co thé gay
loét (nhat la tdng tiét corticoid).

- YEu t6 than kinh: cwdng phé giao cdm lam tang tiét dich vi.

- Yéu td thudc: corticoid, cac thubc chdng viém khéng steroid, rwgu lam
giam qua trinh bao Vvé.

- Do nhiém khuén Helicobacter pylori (HP).

Hinh 4.1. Sy diéu hoa bai ti€t H+cua té bao thanh da day
Cac receptor: M = Muscarin, H2= Histamin, PG = Prostaglandin, G = Gastrin.



1.2. Phan loai thudc chita viém, loét da day -téa trang

Nhém thudc han ché quéa trinh bai tiét dich vi:

- Thudc khang acid (antacid): maalox, gastropulgit...

- Thubc khang receptor Hz2 - histamin: cimetidin, ranitidin...

- Thudc khang acetylcholin & receptor M1 - cholinecgic (RM): pirenzepin,
telenzepin...

- Thu6c khang gastrin: proglumid.

- Thu6c &c ché bom proton: omeprazol, lansoprazol...

« Nhom tang cwong yéu to'bao vé: prostaglandin, sucralfat, cdc ché pham
cla bismuth.

Nhém tri nhiém khudn HP: khang sinh (amoxycilin, clarithromycin...)
két hgp vai thube (e ché bom proton.

2. CAC THUOC

2.1. Thuoc khang receptor H2 - histamin
Gom: cimetidin, ranitidin, famotidin, nizatidin...
Duwgc dong hoc

- Hdép thu nhanh va hoan toan qua dwong tiéu héa. Dat ndong dd cao trong
huyét tvong sau 1 -2 gid. Gan véi protein huyét twong & miéc trung binh:
50%. Cimetidin c6 sinh kha dung qua dwdng udng khoadng 30 - 80%. Thoi
gian ban thai 1,5 - 2,3 gio. Nizatidin ¢d sinh kha dung qua dudng udng
khoang 75 - 100%. Thoi gian ban thadi 1,1 - 1>6 gi0. Ranitidin va
famotidin c6 thoi gian ban thai khodng 2 -3 gid va tang khi suy than.

- Chuyén hoa qua gan khoang 30%.

- Qua duoc dich ndo tdy, rau thai va stra me.

- Thai trir qua than trén 60% dudi dang khdng chuyén hoa.
Cochétac dung

- Do cong thirc gan giong histamin nén cac thuéc khang Hz - histamin
tranh chdp voi histamin tai receptor H2 (RH) & té bao thanh da day, lam
ngdan can tiét dich vi bdi cac nguyén nhan gay tdng tiét histamin & da day
(vi du: cwong phé giao cam, thic dn, tang tiét gastrin...).

- Céc thudc khang H2 khong co6 tdc dung trén RH) ma chi tac dung chon loc
trén Rz & da day (mac du Rrecd nhigu &thanh mach, khi, phé quan, tim...).
Tac dung

Lam giam bai tiét acid dich vi ma acid nay dwoc kich thich tdng tiét bai
histamin, gastrin, thuéc cuong phé giao cam va kich thich day than kinh X



Kha ndng lam giam tiét acid dich vi tdng dan: cimetidin (50%) < ranitidin
(70%) < famotidin (94%).

Thuoc lam gidm tiét ca s6 lwgng va ndng d6 HC1 cla dich vi. Sy bai tiét

cac dich tiéu héa khac va chirc nang cla da day it bi &nh huéng.

Chidinh

- Loét da day - t& trang: rat hiéu qua voi loét cap tinh.

- HGi chirng Zollinger - Ellison (h6i chirng tang tiét acid do cac khéi u gay
tdng tiét gastrin & tuyén tuy).

- Diéu tri chirng trao nguoc da day - thyc quan.

- Lam giam tiét dich vi trong céac trudng hgp loét dwong tiéu hoéa co lién
quan dén tang tiét dich vi (viém loét thwc quan, loét miéng ndi da day

- rudt...).

Tac dung khéng mong muén

Thubc dung twong déi an toan, it co6 bién ching. Cac tdc dung khong

mong mudn thuong gdp & cimetidin, thdy it nhat & nizatidin.
- Thuwong gap:

+ Chdéng mat, nhirc dau.

+ ROi loan tiéu hoa: budn ndn, phan Idng hay tao bén.

+ DPau khdp, dau co.

+ Cimetidin c6 thé gay ha huyét ap, loan nhip tim khi tiém tinh mach.

- it gap hon:

+ Trén than kinh trung wong: mé sang, réi loan y thirc (IG 1an) - thuong
gap v6i cimetidin.

+ NOi tiét: cimetidin khang androgen va tang tiét prolactin gayching
vl to & nam, chay sita khéng do sinh dé, giam tinhdich, liét dwong
(gidm tinh duc) 6 liéu cao (s dung thudc hon s tuan).

RGi loan tao mau: thi€éu mau, gidm bach cau (suy tdy) cé hoi phuc.

+ Gan: & mat do cimetidin, viém gan do ranitidin.

+ Gay ung thu da day: thudc co thé gay ung thu da day, do giam do acid
nén mot so"vi khuan cé thé phat trién duogc, tao nitrosamin tir thirc an
gay ung thu.

Twong tac thudc

- Cimetidin Gc ché Cyt P4so rd rét, lam thay ddi sinh kha dung, ting tac
dung, tdng doc tinh cla céc thubic chuyén hod qua Cyt P4so gan. Céac
thudc sé c6 thoi gian ban thai dai hon khi dung chung véi cimetidin la
phenytoin, theophylin, phenobarbital, mexiletin... Cac thudc khac it hodc
khoéng rc ché Cyt P40

- Antacid lam gidm hdp thu cac thudic khang H2 vi vay nén udng céch
nhau 1-2 gid.



2.2.

Théan trong

Nguoi mang thai: thuéc qua duoc rau thai nén chi dinh cho ngwdi mang
thai khi that can thiét.

Qua duoc sira me (ca 4 thudc), co thé gay doc cho tré. Do dd, can théan
trong véi phu ni¥ trong thoi ky cho con ba.

Théan trong khi tiém cimetidin theo duong tinh mach dé phong tut huyét
ap va loan nhip tim.

Chépham va liéu dlng

Cimetidin (Tagamet): vién nén 200, 300, 400, 800mg. Dung dich udng:
300mg/15mL. Dung dich tiém: 200mg/2mL. Udng: 200mg X 3 lan va
400mg trwdc khi di ngd/ngay. Dot diéu tri khoang 4 -8 tuan. Liéu duy
tri: 400mg/ngay vao budi chiéu.

Hién nay c6 xu hudng chi dung 800mg/ lan trwéc khi di ngd vi nhiéu
nghién ctru cho thady thu6c Gc ché manh bai tiét acid vao ban dém.

Khi loét dang tién trién, c6 chdy mau da day, hay c6 nén thi tiém bép
hoac tiém tinh mach, liéu 4 -8 ong/ngay. Sau 7 ngay chuyén sang udng.

Ranitidin (Zantac, Azantac, Raniplex): manh gdp 4-10 lan cimetidin.
Vién nén, vién sui bot: 100 - 300mg. udng: 300mg/ 1an vao budi toi.
Famotidin {Pepcid): manh gédp 30 lan cimetidin.

Vién nén 20, 40mg. Liéu dung: 20mg X2 lan/ngay hay 40mg/ngay X1 lan
vao buoi toi.

Nizatidin (Acid): vién nén 150 - 300mg. Liéu udng: 300mg 1 lan/ngay vao
buoi t6i.

Thubc tc ché H7TK+ATPase

Gom: omeprazol, lansoprazol, pantoprazol, rabeprazol...

Duwoc déng hoc

Hap thu nhanh qua duong tiéu hda, nhwng thay doi tuy thudc theo liéu
dung va pH da day.

Sinh kha dung theo dudng ubng co thé t0i 70% néu dung lap lai. Thubc
gan manh vao protein huyét tvong.

Chuyén hoéa qua gan, thoi gian ban thai khoang 30 - 90 phut. Thai qua
than 80%.

Cochétac dung

Céc thude thugc nhom nay cb cung co ché tac dung la tc ché H7K+ATPase
xét omeprazol lam dai dién. Omeprazol la dan xuat cla benzimidazol, khi
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vao trong co thé & pH < 5 n6 dwoc proton héa thanh 2 dang: acid sulphenic
va sulphenamic. Hai chdt nay gin thuan nghich véi nhém sulfhydryl cla
H7K+ATPase 6 té bao thanh da day nén (Gc ché bai tiét acid do bat ki
nguyén nhéan nao.

Tac dung

- Thubic c ché dac hiéu va khdéng hdi phuc bom proton do tdc dung chon
loc trén té bao thanh da day nén thu6c tac dung nhanh va hiéu qua hon
cac thudc khac. Ti Ié lién seo (lam lanh vét 16ét) c6 thé dat 95% sau s
tuan diéu tri.

- RAt it anh huwdng dén khoi lwgng dich vi, sw bai tiét pepsin, yéu to ndi da
day va su co bop da day.

Chi dinh

- Loét da day - ta trang tién trién hay cac trvong hop loét ma ding thudc
khang H2khéng hiéu qua.

- Hoi chirng Zollinger - Ellison.
- Chiing trao ngwoc da day - thwc quan.
Tac dung khéng mong muén
Nhin chung thuéc dung nap t6t. Co thé gay:
- ROi loan tiéu hda: budn noén, tdo bon hay tiéu chay.
- ROI loan than kinh trung wong: chéng mat, nhirc dau, ngd ga (it gap).

- Do rc ché tiét acid, pH da day cd thé tdng Ién, lam cho mot s6 vi khuan
phat trién gay ung thu.

- Omeprazol (c ché Cyt Paso nén c6 thé anh hudng dén tac dung cla cac
thudc khac khi dung dong thoi.

Choéng chi dinh
- Mén cam véi thudc.
- Loét da day ac tinh.
- Than trong: khi mang thai va thoi ky cho con ba.
Chépham va liéu ding
- Omeprazol (Losec, Mopral): vién nén, vién bao tan trong rudt 20mg.
Diéu tri loét da day - ta trang: dung 20 - 40mg/ngay X4 - 6 tuan.
Diéu tri trao nguoc da day - thuc quadn: 4-12 tuan, lieu dung nhuw trén.

DPiéu tri hoi ching Zollinger - Ellison liéu > 120mg/ngay chia 2 -3 lan
vao bu6i sang trudc khi an, dung trong 4 tuan.



- Lansoprazol (Lanzor): vién nang 30mg, 1 vién/ngay X4 tuan dé diéu tri
loét da day - ta trang.

- Pantoprazol (Pantoloc): vién tan trong rudt 40mg, lo ch*a b6t pha tiém
40mg pha trong 10oml dung dich NaCl 0,9% tiém tinh mach chadm. Uéng
40mg/ngay. Dung khong quéa s tuan.

- Rabeprazol (Pariet): vién bao phim 10mg. Udng 20mg/ngay.
2.3. Thubc khang acid (antacid)

Antacid la nhirng thudc cd tac dung trung hoa acid dich vi, nang pH cla
da day lén xdp xi bang 4. Thubéc hién dang dwoc dung la cac hydroxyd
magnesi, nhdm, calci hoac natri.

Duwoc déng hoc

Mic do hap thu & rudt cla cac antacid la khéu:~ nhau. Cac antacid chia
Mg+, Al++dugc hap thu rét it nén cé tdc dung tai cho.

Tac dung va co ché
- Trung hoa acid dich vi.
- Lam tdng pH dich vi, tc ché hoat tinh cla pepsin, ting tac dung cua
hang rao chéat nhay, kich thich kha nang d& khang cta niém mac da day.
- Tac dung cat con dau va giam triéu ching nhanh nhwng ngan (15 - 30
phat), nén phai dung nhiéu lan trong ngay.
Chi dinh
- Loét da day - ta trang. AI(OH)g két tia pepsin nén diéu tri t0t trong loét
da day do tang pepsin.
- Hoi chirng Zollinger - Ellison va trao ngwoc da day - thwc quan: antacid
két hop voi thudc khang H2va omeprazol.
Tac dung khéng mong mudn
- Mg (OH)2
+ RAat it tan trong nuéc, xudng rudt tdc dung véi S04‘mhoac C03-~
carbonat tao mudi it tan, tranh dwoc hép thu base nén khong gay
nhiéem base mau.
+ Dung lau, Mg+sé gilt nuwéc, ¢ tac dung nhuén trang.

- AKOH)"
+ Dung lau do két hop véi protein niém mac rudt, lam san niém mac
rudt va gay tao bon.
+ Khong géy base mau nhung do két hdp vGi gc phosphat nén co thé

phai huy dong géc phosphat & xwong ra dé gay nhuyén xuong, can an
ché dd nhiéu phosphat va protid.



Tuwong tac thubce

Cac antacid lam giam hdp thu nhiéu thuéc khi dung cung nhw: thudc
khang H2 digoxin, tetracyclin, atenolol, propranolol, cloroquin, quinidin,
fluoroquinolon, indometacin, glucocorticoid, INH, ethambutol, thu6c an than
nhém phenothiazin...

Chong chi dinh
- Suy than nang.
- COthé lam gidm hap thu céac thudc khac khi diing cling vai antacid.

- Khéng nén dung antacid qua manh va kéo dai vi dé gay viém da day do
base hoa.

Chépham
Trong thuc té dung ché pham két hop.

- Maalox: vién nén chtra 0,4g AI(OH)3va Q,4g Mg(OH)2 Ngam hodc nhai 1
- 2 Vvién, 1 gio sau blta an hodc khi kho chiu lic dau.

- Gastropulgite: go6i bot udng c6 2,59 attapulgite hoat hod + 0,5ggen kho
nhom hydroxyd va magnesi carbonat. Liéu dung: 2 - 4g/ngay.

- Phosphalugel: g6i 100g c6 chira 13g nhom phosphat & dang keo. uéng 1 -
2 goi/ lan X2 - 3 lan/ngay.

Nén udng 1- 2 gio sau khi an thi tac dung cua antacid kéo dai hon (3-4 gio).
2.4. Céc thucTc khéac

2.4.1. Thu6c khang cholinergic

- C6 tac dung khang acetylcholin, lam gidm tiét acid dich vi. Thubic lam
giam tiét dich 40 - 50%, c6 thé phdi hop vdi cac thubic khang H2

- C6 nhiéu tac dung khdng mong mudn nhu: khoé miéng, tdo bon, bi tiéu
tién, tdng nhan ap, tim dap nhanh...

- Hai thudc dang dugc dung c6 tac dung chon loc trén receptor Mj -
Muscarinic (Rmi}>it doc hon: pirenzepin, telenzepin.

Liéu dung: 50mg/lan X2 - 3 lan/ngay.

2.4.2. Thu6c khang gastrin

Gastrin ti€t ra 6 hang vi do tac dung cua thirc an hay do kich thich day
than kinh X. Gastrin gan vao receptor trén té bao thanh lam tiét dich vi,
pepsin va yéu to ndi da day.

Thudc thwong dung: proglumid (Miiid, Promit) 200 - 400mg/ lan X 3
lan/ngay, udng tredc bira an.



2.4.3. Sucralfat (Ulcar)
La mét disaccarid dwoc sulfat héa (Aluminium sucrose sulfat).
Cong thirc: C12He0 n[S03AI(0OH)sHs.HAD
Tac dung
- Tao hang rao bdo vé da day: do tan trong acid, giai phong Al++ ’phén
anion sulfat s& polimer hoa (trung hop) tao gel nhay, dinh, bao boc 6 loét.
- Kich thich san xudt prostaglandin tai chd.
- Nang pH cua dich vi.
- Tac dung kéo dai khoang 6 gio.
Chidinh
Diéu tri loét da day - ta trang.
Tac dung khéng mong mudn
Thubc gay tao bon.
Twong tac thubc

Sucralfat lam gidm hap thu cac thu6c khi dung cung nhw: digoxin,
tetracyclin, phenytoin, sulpirid... nén dung cach xa cac thudc nay khoang 2 gio.

Chong chi dinh
Suy than nang.
Chépham va liéu dung
Sucralfat: vién Ig. uéng 1 vién/lan X3 lan/ngay, treéc moi bira &n va 1
vién trvdc khi di ngd. Dung 4 -6 tuan.
2.4.4. Hop chat bismuth
Tac dung
- Tao hang rao bao vé niém mac da day tranh tdc doéng cla acid.
- Tdng bai tiét chat nhay bao vé,
- Kich thich tdng hop prostaglandin.
- Chong lai vi khuan Helicobacter pylori (HP).

Tac dung khéng mong muén
- Dung lau c6 thé gay suy nhuoc than kinh trung wong.
- Loan du&ng xuvong, den vom miéng.
Chong chi dinh
- Nguoi mang thai, tré dudi 16 tudi.
- Suy than.



Chépham va liéu dung

- Bismuth subsalicylat (Pepto - Bismol) c¢6 I8lmg bismuth + 102mg
salicylat.

Nguwoi 16n uéng 2 - 10g/ngay dudi dang potio hoac dang bot. Tré em:
0.1 - 0,29/mbi tubi/ngay.

- Bismuth subcitrat (tripotassium dicitrato bismuthat, Bimex, Telen,
Trymo): vién nén 120mgslo 560m L (5mL chira 120mg) dung dich udng.

Liéu dung: nguoi I6n uéng 2 vién/lan X2 lan/ngay, hodac 10mL dung dich,
khodng ntra gio trwdc an. Nhai kT vién thudc va uéng kém véi mot céec
nudc. Dot dung 28 ngay. Néu can co thé dung thém dot nita cach 1 thang.

Do thudc ¢6 phan tl lvong cao, khdng bi hdp thu nén it gay tdc dung phu.
- Bismuth aluminat (vltin, Almuth I): vién nén Ig, go6i bét 10g.
Diéu tri dau - loét da day do tang tiét dich vi: 1 géi/lan X2 lan/ngay.

Diéu tri tiéu chay: 2 vién/lan X3 lan/ngay.

2.4.5. Cac dan xuét cha prostagladin

Cac PGEj, PGIl2co6 kha nang chdng loét do kich thich tiét dich nhay & da
day; kich thich tiét bicarbonat & da day va t& trang, duy tri lvu lwgng mau dén
niém mac da day, kich thich tdng sinh té bao niém mac da day.

Misoprostol (Cytotec): dung rong rai & chau Au dé diéu tri loét da day -
ta trang do dung thudc chéng viém khdng steroid.

- Liéu dung: 200jig/lan X4 lan/ngay, udng lic no dé tranh tiéu chay.
- Téac dung khéng mong muén: dau bung, tiéu chay, chudt rat.
- Khong dung cho phu nit c6 thai (tranh sdy thai).

Enprostil (Gardrin): tac dung kéo dai hon misoprostol.

2.4.6. Nhom thudc diéu tri nhiém Helicobacter pylori (HP)

- HP trudc day goi la Campylobacter pylori 1a vi khudn hinh xodn Gram
am (Gr -) cu trG & 6 loét da day - ta trang, lam ton thvong céac té bao
niém mac va thodi héa I6p dich nhay bao vé niém mac, do sdn xuéat doc to
va amoniac gay viém manh niém mac da day, ta trang.

- Céc thubc c6 tac dung diét vi khuan HP la:
+ Bismuth.
+ Khang sinh: amoxicilin, tetracyclin, clarithromycin.

+ Nhom imidazol: metronidazol, tinidazol.



Tly theo tirng phac dd, diéu tri nhiém khudn nay thwong dung hai loai
thudc diét HP két hop thu6c e ché tiét acid dich vi, hiéu qua dat 85 - 90%.

- Mot s8'ché pham phéi hop:
Pylokit (Dorokit): f Omeprazol20mg

m Tinidazol 500mg

Clarithromycin 250mg

" Pantoprazol 40mg

< Amoxicillin 1000mg

w Clarithromycin 500mg

r Pantoprazol 40mg

J  Amoxicillin I000mg

N Metronidazol  500mg
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Chuong 5

THUOC TAC DUNG TREN QUA TRINH PONG MAU
VA TIEU FIBRIN

MUC TIEU

1. Trinh bay dvoc dac diém dwoc dong hoc, tac dung, cochétac dungchi dinh, tac
dung khéng mong mudn, chéhg chi dinh cta vitamin K.

2. Trinh bay duoc dac diém dugc dong hoc, tac dung, co chétac dung, chi dinh, tac
dung khong mong mudn, chdng chi dinh cuta cac thuéc chong dong mau dwoc dé
cap dén trong bai.

3. Trinh bay duwgc tac dung, co chétac dung, chidinh, tAc dung khéng mong mudn
cla cac thudc tiéu fibrin duor, de cap dén trong bai.

1. BAI CUONG

1.1. Co ché déng mau

Dbong méu la trang thai tv bao vé cla co thé khi ¢ chdy mau. Sau khi ra
khoi long mach 2 -4 phGt, mau déng lai. Dong mau nghia la mau chuyén ti
thé 16ng sang thé dac nho chuyén fibrinogen hoa tan trong huyét twong thanh
fibrin khong hoa tan du6i xic tadc clia thrombin. Thrombin dwgc thanh lap tir
prothrombin nho xic tadc cla prothrombinase (hay thrombokinase).
Thrombokinase dugc sinh ra theo hai duong:

- Ngoai sinh: khi mé bi ton thuong, giai phong thromboplastin (yéu to" 1)
va phospholipid cla m6. Hai yéu td trén két hop véi Ca+hoat hoa yéu t6
VII. Yéu t8'VII két hgp v6i Ca+hoat hod yéu t6 IX. Yéu t6" IX hoat hoa
két hgp véi Ca+va phospholipid mdé hoat hoa yéu t6"V. Yéu t"V hoat hoa
tao thrombokinase ngoai sinh.

- Noi sinh (chat hoat hod & mau): khi thanh mach bi ton thuvong, cac soi
collagen hoat ho& XII trong mau. Yéu t6" XIl hoat hoa IX. Yéu t6 IX hoat
hoa VIII; phospholipid tiéu cdu hoat hoa XI. Yéu t6 XI hoat hoa IX. Yéu
6" IX hoat hod X. Yéu t6 X hoat hoa V. Yéu 6"V hoat hoa két hop véi Ca+
tao thrombokinase ndi sinh.



Hai loai thrombokinase trén nho cac yéu to X, V va Ca+ dugc hoat hoa
xUc tac prothrombin chuyén thanh thrombin. Thrombin chuyén fibrinogen
thanh fibrin. Fibrin c6 tdc dung kim huyét cau trong mang lw6i dan dan co

that lai 1am cho mau déng (So do 5.1).
Qué trinh dong mau dién ra qua 3 giai doan:
- Giai doan I: hinh thanh thrombokinase.
- Giai doan II: hinh thanh thrombin.
- Giai doan Ill: hinh thanh fibrin.

Giai doan
Giai doan |l
Prothrombin Thror_nbin
I ’i
Fibrinogen Fibrin . Giai doan
b)

So d6 5.1. Tém tét qua trinh déng mau

1.2. Phan loai
e Thudc lam déng mau
- Thubc lam déng mau toan than: vitamin K, calci clorid.
- Thudc lam déng méau tai chd: thrombokinase.
e Thubc chéng dong mau (ngdn chan khéng cho mau dong):
- Thu6c ch6ng déng mau toan than:
+ Thudc (¢ ché cac yéu t6 dong mau: heparin.
+ Thudc khang vitamin K: dan xudt coumarin, indandion.

+ Thu6c chéng ngwng két tiéu cau: aspirin, dipyridamol, ticlopidin,

clopidogrel.
- Thudc chéhg dong mau tai chd: natri citrat.
e Thudc tiéu fibrin (thudc lam tan cuc mau déng): streptokinase.

e Thu6c chdng tiéu fibrin: aprotinin, acid £ aminocaproic (EACA).



2. CAC THUOC

2.1. Thudc lam déng mau
Thudc lam déng mau cé tdc dung cdm mau nhanh, chdéng sv phan giai
fibrin, gidm tinh thdm cta thanh mao mach, lam cho méau nglrng chay.

2.1.1. Thudc lam ddng mau toan than

2.1.1.1. Nhém vitamin K (K= Koagulation)
Ngudn géc: la vitamin tan trong dau, dwoc téng hop & gan. C6 4 loai:
- Vitamin Ki (phetomenadion): c¢d & thwc vat, nhu bap cai, ca chua...
- Vitamin K2 do vi khuan ru6t tdng hop.

- Vitamin Ksva vitamin K4 téng hop. Vao co the vitamin Kschuyén thanh
vitamin K2c6 hoat tinh vi thé vitamin Kz c6 tdc dung cham.

Duogc dong hoc

Vitamin K tan trong dau, can acid mat, dich tuy nh{ hoa méi hap thu
qua rudt dugc. Loai vitamin K téng hop tan dwoc & trong nuwdc, vao dugc tuan
hoan. Thudc qua mau t¢i gan. Xuat hién tdc dung sau tiém 1 -2 gid hodc sau
ubng 6 -12 gid va kéo dai s-12 gio. Vitamin K thai qua mat, du6i dang lién
hop véi acid glucuronic va mét phan thai qua than (15%).

Tac dung va co ché

Vitamin K c6 tdc dung lam déng mau bang cach:

Céc tién chat clha yéu t6 dong mau I, VII, IX, X - goi la PIVKA (Protein
induced by vitamin K absence) chi cé hoat tinh khi goc glutamat trong céu
trdc hoa hoc cla n6 dugc carboxyl hod b&i hé enzym & microsom gan. Khi
huyét tvong chra di vitamin K, cac tién chat dé chwa chuyén thanh céc yéu t6"
doéng mau cd hoat tinh dugc. Khi ¢c6 mat vitamin K thi vitamin K hoat hoa hé
thdng enzym & microsom gan, nén PIVKA duoc carboxyl hoa, chuyén thanh
cac yéu td"dong méau 11, VII, IX, X c6 hoat tinh va két hgp voi Ca+-trén bé mat
ti€éu cau, chuyén fibrinogen thanh fibrin cing véi xdc tac cla thrombin tao
nén qué trinh déng mau.

Chi dinh

- Chay maéau do gidm prothrombin méau th¢ phat nhu: sau ngd doc cac
thudc coumarin, indandion, salicylat...

- Chay mau &tré so sinh.
- Chay mau do dung thudc chdng dong.

- Co thé kém hdp thu vitamin K (bénh gan, mat... ) hodc thiéu vitamin K
do loan khuén.

- Chudn bi cho nguoi bénh sép mé.



Tac dung khéong mong mudn
Vung diéu tri rdng; vitamin Ky liéu doc gdp 100 lan liéu diéu tri.

- Tiém bép: c6 thé gay chai cirng ving tiém.

- Tiém tinh mach: phai tiém that cham, néu nhanh s& gay co thét khi
quan, tim dap nhanh, tim tai, tut huyét ap, toat mod hdi, dé birng mit.

- Tré so sinh thiéu thang dung liéu cao (> 5mg/ kg/ngay) gay tang bilirubin
huyét, thiéu mau tan mau.

- Vitamin K3 Ka hay gay r6i loan tiéu hoa: kich (ng niém mac tiéu hoa,
budn non, non. Kich &¢ng niém mac than gay albumin niéu va lam néng
thém bénh gan & nguwdi suy gan.

Chéng chi dinh

Khong dung vitamin K khi chdy mau ma nguyén nhan khéng phdi do
thiéu vitamin K, vi du chdy mau mat mau trong chan thuwong, trong chdy mau
duong tiéu hoa nang do viém, loét da dav - ta trang hodc thing da day; soc
mat mau...

Ché pham

- Phytonadion (Vitamin Ki, Phyiloquinon, Phytomenadion)'. vién nén 5mg,
ong tiém 2mg/ ImL, 10mg/ImL. Tuy theo tlrng chi dinh ma s dung vo6i
lieu khac nhau. Trung binh 10 - 20mg/ngay.

- Menadion (Vitamin K3: vién nén 5mg, ong tiém 2mg/ImL.

- Menadiol natri diphosphat (Vitamin Ki): vién nén 5mg, 6ng tiém
2mg/ ImL. Udng, tiém dud¢i da, tiém bap, tiém tinh mach, ligu trung
binh 15 - 20mg/ngay.

2.1.1.2. Calci clorid

- Ca+can dé hoat hoa cac yéu td6 dong mau, nhat la yéu t" VIII, IX, X va
chuvén prothrombin thanh thrombin dé tham gia vao qua trinh déng mau.

- Liéu trung binh: uéng 2 - 4g/ngay. Dung cach quang 3 -4 ngay/dot.
2.1.1.3. Coaguien
- La tinh chdt mau toan phan, dic biét cd tinh chat cla tiéu cau co tac
dung lam déng mau va cam mau.
- Coagulen 6ng 20mL, uéng 1-5 dng/ngay.
- Hemocoagulen: 6ng 5ml, tiém tinh mach 1-2 &ng/ngay. Truong hop
nang cé thé dung t¢i 4 6ng/ngay.
2.1.1.4. Adrenoxyl (Carbazochrom)
Tac dung

Lam tang stc dé khang ctia mao mach, gidm tinh thdm thanh mach nén
giam thoi gian chdy mau. Tac dung kéo dai 6-24 gio sau tiém.



Chi dinh

Diéu tri chay mau do mao mach kém bén virng. Phong chay mau sau phau
thuat tao hinh, phau thuét tai mdi hong, cat bé tién liét tuyén, rong kinh.

2.7. 1.5. Ethamsylat va dobesylat caici

Tac dung va co ché twvong ty adrenoxyl.

Udng 750 - 1500mg/ngay, tiém bap 250 - 500mg/ngay.
2.1.2. Thudc lam déng méau tai cho

GOom cac enzym lam ddéng mau

- Thrombokinase: la tinh chat ndo va phoi cta dong vat, ¢ throm_bokinase
va cac yéu t6 dong mau khac. Dung khi chdy mau it, tai cho, thwong
Xuyén (chay méu cam, rang miéng). Néu chdy méau nhiéu két hop voi
bang chat.

- Thrombin: chuyén fibrinogen thanh fibrin don phan, sau do fibrin don
phén két hop thanh fibrin polyme khong tan trong huyét tvong. Thudec
chi dung tai chd, khéng dung tiém tinh mach, tranh déng mau trong long
mach. U6ng dé diéu tri chdy mau da day.

2.2. Céc thubc chdng dong mau
2.2.1. Heparin
Dugc déng hoc

- Thu6c khdéng hép thu qua tiéu hod, nén phai tiém. Sinh kha dung theo
dudng tiém tinh mach, heparin phan t& lwgng thap tét hon heparin phan
tt lwong cao (90% so véi 20%).

- Thu6c khéng qua dugc rau thai va sira me.

- Thoi gian ban thai cla heparin tuy vao phan tt lvong. Phan tl lwgng
cang cao thi cang nhanh thai trr. Heparin phan t&¢ lvgng cao (10.000
- 30.000 DA) c6 thoi gian ban thai theo dutng tiém tinh mach tuy thudc
vao liéu: lieu 100]ag/ kg, thei gian ban thai la 1 gio; liéu 200].ig/ kg thi thoi
gian ban thai la 1,6 gio; lieu 400|ig/ kg thoi gian ban thai la 2,5 gio.
Heparin phan té lwvong thap cé thoi gian ban thai dai hon 2 -3 lan
(khodng 4 -6 gio).

- Chuyén hoda & gan bdi hé vong néi mo va thai trir qua than phu thudc vao liéu.
Tac dung va coché

Heparin c¢6 tdc dung chéng déng mau nhanh cé in vitro va in vivo theo c&
ché sau:

Binh thwong trong mau antithrombin [l (khédng thrombin. I1l) c6 téac
dung chdéng dong mau do lam mat hiéu luc cta thrombin Il va cac yéu t6 déng
mau IX, X, XI, XIlI da hoat ho4d. Khi c6 mat heparin, heparin tao phic voi
antithrombin I, phitc nay tang cwong tac dung cua antithrombin I11 1én 1000



Ian, nén cac yéu t6 dong mau trén va thrombin mat nhanh hiéu lyc dan dén
méau khoéng dong duoc.

Heparin c6 thé bam vao thanh té bao ndi mac mach, kich thich tdng hop
va bai tiét yéu t6" hoat hod plasminogen clia md (tissue riasminogen
Activator - tPA), do d6 c6 kha ndng chdng huyét khdi nhe.

Liéu cao heparin lam tang lién két fibrinogen véi ti€éu cau hinh thanh céc
vi két tap tiéu cau gay giam tiéu cau...

Heparin phan tl lwgng thdp cé hoat tinh cao hon va chuyén biét hon, it
twong tac voi ti€éu cau va chi (c ché yéu t0 X hoat hoa, khong tc ché
thrombin nén gidm dugc nguy co chdy mau.

Heparin con cd tac dung chéng viém, Gc ché cac phan (ng qua man,
khang histamin, serotonin, bradykinin, &c ché tiét aldosteron va lam giai
phong lipoproteinlipase & mo.

Thubc lam ha triglycerid huyét tuvong.

Chi dinh

Phong va chita cac bénh tdc nghé&n mach, nhw viém tinh mach huyét
khéi, tic mach phdi, vitm mach vanh, ngh&n mach sau mé, nhdi méau
(heparin dugc dung trong 1-2 tuadn ngay sau nhdi mau co tim). Do tac
dung nhanh nén heparin dwoc ding ngay khi bat dau diéu tri khi co tac
mach. Thu6c dung dwgc cho ngwdi mang thai va thdi ky cho con bu.
Heparin phan t& lvong thdp dung ngdn huyét khdi & cac mo (cac co bap
sau, cac tang...) sau phau thuat (dung sau phau thuat 3 -4 ngay).

Dung trong cac th& nghiém in vitro.

Céac truong hop tang lipid mau.

Tac dung khéng mong mudn

Chay mau: dai ra mau, chdy mau cac khdp, chay mau duong tiéu hoa.
Khi c6 tai bién nén nglrng thu6c; trung hoa bdng protamin: Img
protamin sulfat trung hoa dwgc 100 don vi heparin.

Di (ng; giam ti€u cau. Heparin phan t& lvgng thdp it lam gidm tiéu cau
hon heparin phan t& lvong cao va it doc hon.

Rung téc, lodng xwong va gdy xwong tv phat (néu dung kéo dai).

Chong chi dinh

Co vét thvong, vét loét bén ngoai hodc bén trong co thé: chay mau trong
loét da day - td trang; chay mau ndo; bénh nhan mdi md hodc sau mo
ndo, tuy séng, mat.

Bénh vé mau: bénh va chay mau, giam tiéu cau.

Tang huyét ap kho kiém soat (tang huyét ap khong on dinh).

Suy gan, than.
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Twong tac thubc

Phoi hop voi cac thudec chéng déng khac va cac thudc chong két dinh tiéu
cau lam tdng tdc dung chdy mau.

K&t tha, mat tac dung khi tron 1an véi gentamicin, colistin, cephaloridin.

Chépham va liéu dung

Heparin phan t lwgng thdp (1000 - 10000 DA):

+

Enoxaparin (Lovenox): 6ng 2omg/o>2ml, 6ng 40mg/0,2mL.

Phong bénh: tiém du6i da 20mg/lan/ngay.

biéu tri: tiém duéi da Img/ kg/lan X2 lan/ngay,

Dalteparin (Fragmin): 6ng 2500 1U/0,2mL, 5000 IU/o,2mL, 100001U/ mL.
Phong bénh: tiém duéi da 2500 1U/lan/ngay.

Diéu tri: tiém duwéi da 100 1U/ kg X2 lan/ngay, hoac truyén tinh mach
15 000 1U/24 gio.

Nadroparin (Fraxiparin): 6ng 0,2; 0,3; 0,4; 0,6; 0,8, ImL (ImL chta
25000 1U).

Phong bénh: tiém du6i da 5000 - 7500 IU/lan/ngay.

Diéu tri: tiém dudéi da 225 IU/lan X2 lan/ngay, hodc truyén tinh mach
1000 1li/24 gio.

Heparin phan ti lwvong cao (10 000 - 30 000DA):

+

Natri heparin: lo 5mL chra 25 000 IU.

+ Calci heparin: éng ImL/ 1000, 5000, 10.000, 20.000, 25000 IU.
Thuong truyén tinh mach liéu dau 3000 - 5000 IU, sau do6 truyén 400 - 500

IU/ kg/24 gio. 4 - & gid sau khi bdt dau truyén xét nghiém kiém tra tinh hinh
dong mau. Liéu tiép theo cdn cl vao két qua xét nghiém trén.

2.2.2. Cac dan xudt coumarin va indandion

Con goi la cac thudc chdng dong khang vitamin K.

Cac dan xudt 4 - hydroxy coumarin gébm: dicumarol, , warfarin, ethyl

bicoumacetat, phenprocoumon.

Cac dan xudt indandion gdbm: phenyl - mdandion, fluorophenyl -indandion,

clophenindion.

Duwoc dong hoc

- Héap thu tét qua tiéu hoa. Lién két manh vdéi protein huyét twong:
dicoumarol, marcoumar 99%, warfarin 97%, tremoxan 90%.



Thoi gian ban thai cta cac thudic nhin chung hoi dai: dicoumarol khodng 24
- 96 gio, marcoumar la 156 gio, warfarin natri la 37 gi0¢, acenocoumarin la
24 gio, riéng tromexan thoi gian ban thai ngén (1-2 gio).

Thoi gian tdc dung kéo dai thudng la 2 - 5 ngay.

Chuyén hoad qua microsom gan tao chat chuyén hoa mat hoat tinh. Co6
chu ky gan - rudt.

Thubc qua duge rau thai va sita me. Néu dung thudc trong ba thang dau
cla thai ky, c6 thé gay cho tré so sinh mot s6 di thuong & mat, mdi, xwong.

Thai trir qua than, mét phan dwoc thai qua phan.
Tac dung va co ché

Cac dan xuét coumarin va indandion ¢ cdu tric gan giéng vitamin K, tc
ché canh tranh enzym epoxid - reductase, lam can tr& viéc khi vitamin
K - epoxid thanh vitamin K can cho su carboxyl hoa cac chéat tién yéu t6
dong mau I, VII, IX, X thanh céac yéu to II, VII, IX, X ¢6 hoat tinh dé
tham gia vao qua trinh déng mau. Vi vay thudc c6 tdc dung chdng dong
(So do 5.2).

Vi thu6c khang lai tac dung cla vitamin K, tac déng trén cac yéu to6 dong
mau & gan nén thudc chi tac dung in vivo.

Thudc khang vitamin K

Epoxid - reductase L
i Tién yéu t6 dong mau

Vitamin K - epoxid----------- > Vitamin K -------meememee- >

Yé&u t6 dong mau c6 hoat tinh
(11, VI, 1X, X)
So d6 5.2. Co ché tac dung cda thudc khang vitamin K
Chidinh
Phong hodc diéu tri cac bénh huyét khéi tic mach tvong ty heparin.
Tac dung khéng mong mudn

Chay méau khi quéa liéu hodc khi cé ton thwong tir trvédc nhu loét da day,
tai bién chay méau cua tdng huyét &p, chan thuwong.

Khi mang thai: c6 thé say thai, thai lvu, chdy mau ¢ tré so sinh.

Dung lau, liéu cao gay réi loan tham thdu mao mach, c6 thé hoai tr da
vung nguwce, chi duoi.



- DI tng: viém da, viém niém mac (hong, hau), s6t, néi man, rung tdc, viém
gan, than. Cac dan xuét indandion hay gay di ¢ng hon.

- Tang bach cau wa eosin, giam bach cau hat, nwdc tiéu do.
Twong tac thudc
- M6t 0" thude lam tdng tdc dung va tadng doc tinh cla coumarin va
indandion:
+ Khang sinh neomycin, tetracyclin, sulfamid..., nhiém doc thyroxin
lam tdng chuyén hoé cac yéu t6' dong mau.
+ Cac thudc day thudc chéng dong ra khdi protein huyét twong: aspirin,
salicylat, phenylbutazon, cloral hydrat, sulfamid, acid ethacrynic...
+ Céac thudc (c ché chuyén hod coumarin & gan: cloramphenicol,
nortriptylin, allopurinol, cimetidin, diazepam, metronidazol...
+ Cac thudc chong két dinh tiéu cau: aspirin, cac thudc chéng viém
khéng steroid (NSAIDs), dipjtidamol.
- Nguoc lai mét s6 thudc lam giam tac dung va giam doc tinh clia coumarin
va indandion:
+ Thudc lam tdng pH da day, thudéc nhuan trang, thu6c khang

cholinergic, than hoat, cholestyramin (tao ph&c v6i coumarin) lam
gidm hap thu coumarin qua tiéu hoa.

+ Thu6c gady cadm &ng enzym microsom gan nhu: barbiturat,
glutethimid, spironolacton, meprobamat, griseofulvin, rifampicin.

+ Ban than cac coumarin cling la nhitng chéat (c ché microsom gan, nén
cling kim hdm chuyé&n hoé& clta nhiéu thudc khac nhuw: tolbutamid,
diphenvlhydantoin va lam tang doc tinh cla no.

Chong chi dinh

- Nguoi cao tubi (trén 70 tudi), yéu, cao huyét ap, loét da day - ta trang
tién trién; chay mau duwong tiéu hoa, viém tuy cép.

- Tai bién mach mau ndo, chan thwong.

- Suy gan, than, nguti mang thai, thoi ky cho con ba.
Chépham va liéu dung
Céac thudc chdéng dbéng nay liéu dung phu thubc vao tlrng cé the, vi vay

trong diéu tri can duy tri ti Ié prothrombin la 20% so véi binh thuong.

- Dicoumarol: liéu cho nguwoi Ién: 2 -3 ngay dau 0,05 - 0,lg/lan X (2 - 3)

lan/ngay. Nhitng ngay sau: 0,15 - o,2g/lan/ngay. Sau d6 duy tri 0,05

- 0,lg/ngay. Téi da 0,lg/lan; 0,3g/ngay.



- Warfarin natri {Coumadin): vién nén 2mg; 2,5mg; 5mg; 7,5mg; 1Omg.
uéng 2 - emg/ngay, dung 5-6 ngay. Tuy theo ti Ié prothrombin gii¥ ligu
duy tri 2 - 5mg/ngay.

- Acenocoumarol (Sintrom): vién nén 4mg. Udng 2 - 12mg/ngay.

- Phenprocoumon (Marcoumar): vién nén Img, 2mg. uéng 1 - emg/ngay
chia 2 lan.

- Ethyl bicoumacetat (Tromexan): uéng ngay dau 0,9g; ngay thi hai: 0,6 - 0,9g¢;
nhitng ngay sau: 0,3 - 0,45g/ngay. Tuy theo ti I& prothrombin gil liéu duy tri
0,45 - 0,6g/ngay.

- Phenyl indandion (Pindion): uéng hai ngay dau 0,03 - 0,04g/lan X(3 - 4)
lan/ngay. Nhirng ngay sau 0,03 - 0,04g/lan X(2 - 3) lan/ngay. Sau d6 moi
ngay 11an liéu 0,03 - 0,04g.

- Fluorophenyl - indandion (Preuican): vién nén 20mg. uéng 3 -4 ngay
dau lieu 1 vién/ngay, sau do6 chinh liéu theo ty I&é prothrombin.

2.2.3. Céac thudc chbéng két tap ti€u cau
2.2.3.1. M0t s6 nét vé hién tugng tap két tiéu cau

Tiéu cau co chirc nang lam déng mau. Binh thvong né khéng bam vao
thanh mach va khong tap két dwgc, do bé mét clia n6 ¢c6 mot 16p glycoprotein
ngan can tiéu cau dinh vao ndi mac binh, thvong. Khi thanh mach bi tén
thuwong, tiéu cau nhanh chéng duoc hoat hoa, dinh vao collagen & 16p dudi ndi
mac, pht chd ndi mac bi tén thuong, dong thdi giai phong cac chét, nhu
adenosin diphosphat (ADP), serotonin, fibronectin, yéu t6 Willebrand lam
tang Ca+trong ti€éu cau, hoat hoa receptor GP IlIblllatrén mang tiéu cau,
gitp cho viéc gan fibrin vao mang tiéu cau, lam ching tap két lai, tham gia
vao qud trinh déng mau.

Céc thudc chong két tap tiéu cau cé tac dung chdng déong mau, dugc ding
dé phong, chong huyét khdi - nghén mach.
2.2.3.2. Aspirin

Tuy voi tac dung kinh dién la chéng viém, ha s6t, giam dau, song nhiéu
nam gan day, aspirin dang dugc quan tam dung trong cac bénh tim mach véi
tac dung ngan két tap ti€u cau dé phong, chéng huyét khéi - nghé&n mach.

» Tac dung va co ché
Aspirin c6 tac dung chéng két tap tiéu cau bang cach:

- Aspirin va cac thudc chdng viém khong steroid (NSAIDs) rc ché enzym
thromboxan synthetase, dan dén giam tong hop thromboxan Az (TXA2
cla tiéu cau lam cho tiéu cau khong két tap duwoc (vi TXA2co tac dung
lam ngwng két tiéu cau).

- Aspirin con acetyl hod phan c6 hoat tinh cla cyclooxygenase, lam mat tac
dung cta enzym nay nén lam giam tdng hop thromboxan Azcla tiéu cau.
Vi vay méau khong dong dugc (So do 5.3).



Liéu 300mg - lg thudc da (rc ché manh cyclooxygenase cla ti€u cau, lam
giam tong hop TXAz2nén co6 tac dung chéng déng mau.

Liéu cao (> 2g) (rc ché ca cyclooxygenase cla thanh mach, lam giam téng
hop prostaglandin 12 (PGI2. PGlz2 la chat dbi khang tdc dung vai TXA2
nén tac dung trc ché két tap ti€u cau cla thudc bi han ché.

Liéu cao aspirin cling lam giam téng hop prothrombin, c6 thé do ddi
khang véi vitamin K.

Aspirin con co ai lyc voi receptor & mang ti€u cau gilp on dinh mang,
lam cho ADP khoéng gidi phong ra dugc khéi mang va khong tham gia
dwoc vao két tap tiéu cau.

Lipid mang té bao
P — Phospholipase A2

Acid arachidonic .
Aspirin

| H

PG - cyclooxygenase

Noi mdé mach mau PG - endoperoxid Ti€u cau
Aspirin Aspirin
i () ()
Prostacyclin synthetase Thromboxan synthetase
Prostacyclin (PGI12 Thromboxan A2(TXA2

So d6 5.3. Co ché chdng két dinh tiéu cau cua aspirin

Tuong tac thudc

Phoi hop nhiéu loai thudc chong két tap ti€u cau cho tac dung hiép dong,
c6 thé gay chay mau, vi du: aspirin phoi hgp dipyridamol.

Nhitng thudc khi dung don 1é thi Gc ché yéu sv két tap ti€u cau, nhwng khi
két hop véi thude tdc dung manh cling cé thé gay chay mau nguy hiém, nhu
aspirin, cac dan xudt indandion dung cing clopromazin, imipramin,
amitriptylin, prometazin, cloroquin, furosemid, nitrofurantoin, penicillin
liéu cao, dextran.

Tang tac dung chong déng mau khi dung thudc chéng két dinh ti€éu cau
v0i cac thudc chong dong cé co ché khac nhv coumarin, heparin... cd thé
gay chay mau nguy hiém.
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Chi dinh
- Du phong trong huyét khoi tim mach.
- Du phong trong dau that nguc, dac biét trong dau that nguc khéng &n dinh.

- Duv phong tranh tai phat cla con dot qui (thiéu mau ndo, thiéu mau tim
cuc bo).

Chong chi dinh

- Loét duong tiéu hod, nhitng ton thuong co6 thé gay chay mau (chan
thwong, tai bién mach mau néo... ), tdng huyét ap.

- ROi loan cdm mau do moi nguyén nhan.

- Suy gan, ton thwong gan.

- Nguwoi mang thai.
Ché phatn va liéu dung
Ché phdm: xem bai thud"c ha s6t, giam dau, chéng viém.
Liéu dung: thvong dung liéu thdp 100 - 160mg/ngay.

2.2.3.2. Céc thudc khéac
- Dipyridamol (Persantin, Curantyl):

Uc ché sat nhap adenosin vao tiéu cau va vao té bao ndi mdé mao mach,
tec ché phosphodiesterase, lam tdng AMPWtiéu cau nén co tac dung chong két
dinh tiéu cau.

Vién 25, 75 mg. uéng 75 - 150mg/ngay chia 2 lan.

Ticlopidin (Ticlid):

La dan xudt thienopyridin.

Héap thu nhanh qua tiéu hoa. Thoi gian ban thai khoang 30 gid. Tac dung
kéo dai 4 ngay sau dung thudc va con kéo dai 4 ngay sau nglrng thudc.

wc ché gan ADP vao receptor cta né trén mang tiéu céu,,nén can tré hoat
hoa receptor GP I1,/ 1113 1a mot loai receptor gitp cho fibrin gan vao mang tiéu
cau dé ngwng két ti€u cau. Do vay lam giam qua trinh két tu tiéu cau.

Lam tang lwvong PGD2 va PGE! trong tiéu cau, co tac dung chdéng két
dinh tiéu cau va kéo dai thoi gian chay mau.
Vién 125mg. Udng 2 vién/ngay, trong bita an.
- Clopidogrel:

La dan xudt thienopyridin, c6 cdu trac hoa hoc giéng ticlopidin, cing cé
tacdung chong két tap ti€éu cau co ché nhu ticlopidin.

Liéu thwong dung udng 75mg/lan/ngay.



- Céc chat tc ché receptor GP llijTlTa cia ti€éu cau: tiroiiban va
lamiiiban dang dwgc 'ng dung & lam sang. Dung phoi hop voi heparin c6
hiéu qua tot trong nhdi mau co tim, con dau that ngwc khong 6n dinh.

2.3. Céac thudc lam tiéu fibrin

Cac thu6c nay lam tiéu fibrin giGp cho cuc mau déng médi hinh thanh c6
thé tan tré lai, nhu vay sé tranh duoc tac ngh&n mach, mau dong & ph6i, mang
phé6i, nhéi méu co tim.

Sy phan huy fibrin

Fibrin phan huy dugc la nho plasmin. Binh thwdng trong méau chi co
plasminogen chua c6 hoat tinh. Trong diéu kién nhat dinh cac chét hoat hoa
sé gidi phéng khdi cac moé va hoat hoa dugc plasminogen thanh plasmin lam
tiéu fibrin va fibrinogen.

2.3.1. Streptokinase
Tac dung va co ché

- Streptokinase phan lap t&r lién cau khuan tail mau nhém A. Thudc tao
phirc véi tién chét plasminogen dé xdc tac phan ng chuyén plasminogen
thanh plasmin dé plasmin lam tiéu fibrin.

- Streptokinase con xuc tac phan &ng thuy phan nucleoproein thanh base purin
tw do va pyrimidin nucleotid gitp cho viéc lam tan soi huyét, tiéu fibrin.

- Streptokinase la “protein 1a” nén c6 tinh khang nguyén.
Chidinh

- Té&c dong mach cép 6 chan, tay; huyét khéi mach vanh cdp; ngh&n mach
phoi thé nang. Huyét khdi tinh mach 6 sdu; nhdi mau co tim.

- Viém m0 mang ph6i; dong méau mang ph6i, 6 khép xuong, hach viém
(dung tai cho).

- Théng Ong dan lvu ma khoi téc.
Tac dung khong mong mudn
- Chay mau, didc biét la chay mau néo rat nguy hiém.

- Di G&ng: sot, lanh, ban do, sdc phan vé; liéu cao tiém tinh mach gay ha
huyét ap.

Choéng chi dinh
- Sau phau thuat chua qua s ngay; méi dé hoic say thai chwa qué 4 ngay.
- Tang huyét ap nghiém trong, réi loan huyét dong; c6 & nhiém khudn.
- Di tng, dung streptokinase chua qua e thang; méi bi bénh do lién cau.

- Tudi cao; mang thai (thuéc khéng qua rau thai, nhwng dé phong bong
rau sém).



Liéu dung

Liéu khéi dau: tiém truyén tinh mach 250 000 - 600 000 IU pha trong
nwéc mudi sinh ly 0,9% (1500 000 IU trong IOOmL) trong 30phut.

Sau d6 mbi gid 100 ooo - 150 000 IU. DUng 24 - 48 gid, c6 thé ding t&i 1 tuan.
2.3.2. Cac thudc khéac

Urokinase, Anistreplase (Aminase), Alteplase (tissue Plasminogen
Activator tPA).

2.4. Thudc chong tiéu fibrin

A

Trong mot s8'cac trang thai bénh ly lam tiéu nhanh fibrin gy chay mau
trdm trong, nhw bénh tdng plasmin trong mau; roi loan dong méau; tiéu fibrin
cdp; nhitng truong hop nay can phdi dung céac thuéc chong tiéu fibrin.

2.4.1. Thudc tc chéprotease (Aprotinin)

- La céc da peptid ldy t tuy, tuy€n mang tai, phoi, gan cta dong vat, diéu
ché dat tién.

- Thoi gian béan thai ngan, uéng méit tac dung nén phai tiém. Thudc thai
qua than, duéi dang mat hoat tinh, khdng dung chdng tiéu fibrin duong
tiét niéu.

- Thubc tao phtrc véi plasmin - “aprotinin - plasmin” kh6ng con hoat tinh
clia plasmin.

- Aprotinin con Gtc ché dwoc cac enzym huy protein khac: trypsin,
chymotrypsin, kalikrein.

Thudc cd thé gay di (ng.
2.4.2. Thudc tong hop co tdc dung chdong tiéu fibrin
- EACA: acid £ aminocaproic.
- PAMBA: acid para aminometylbenzoic.
- AMCA: acid trans - 4 aminometylcyclohexacarbonic.
Céac lhudc téng hop chéng tiéu fibrin bang cach:
- Thu6c e ché hoat hoa cda plasminogen.

- Kim ha@m khéng cho plasmin tdc déng Ién fibrin, 1am cho fibrin khdéng bi
giang hoé& bai plasmin nira.
Thudc duoc ding: phong chay mau sau phau thuat tao hinh; phau thuat
tai, mdi, hong; cat bd tién liét tuyén, trang thai thiéu fibrin nguyén phat, tiéu
fibrin cép.



Chuvong 6

THUOC PIEU TRI THIEU MAU

£0c dac diém dwoc dong hoc, ti
mong muon, chdng chi dinh ¢
-ong bai.

1. bAI CUONG
1.1. Khéi niém thiéu méau
Thi€u mau la tinh trang giam s3"lugng hong cau, huyét sic t6 hodc ca hai
dw6i mirc binh thudng so véi nguoi cling tudi va cung gidi khée manh.
1.2. Nguyén nhan thiéu mau

Co nhigu nguyén nhan: thi€u mau cép tinh (sau chan thvong, phau thuat),
thi€u mau man tinh (loét da day - ta trang, nhiém giun méc, suy tay, ...).

2. CAC THUOC PIEU TR| THIEU MAU

2.1. St
Vai trdo va nhu cau cla sat véi co thé

Sat hang ngay cung cép cho co thé chl yéu tir cac thirc &n nhu: gan, tim,
trieng, thit nac, gia dau, hoa qua.

Co thé nguoi tredng thanh chira khoang 3 -5 gam sét, cé trong hdong cau,
rd (myoglobulin), m6t s6"enzym va dy trit trong mdt s6 mé nhu gan, lach, tay
xuong...

O nguwdi binh thuong , nhu cau sat hang ngay khoang 0,5 - Img trong 24
gio. O ngudi hanh kinh, nhu cau sat cao hon khoang 1 - 2mg, khi mang thai,
nhu cau s&t khoang 5 - emg trong 24 gio.

Khi thiéu hut sat, co thé khdng chi cé thay ddi sv tao mau, ma con thay
déi chirc nang cla nhigu enzym quan trong. Do vay, b6 sung sat la bién phap
rdt quan trong dé diéu tri thiéu mau nhuoc sac.



dang

DB ong hoc cla sat trong co thé

O da day: sat tr ngudn thirc &n c6 thé 6 dang ion Fe+ hodc Fe++ Fe+
duoc hdp thu dé dang qua niém mac da day, rudt; con Fe++sé két hop voi
albumin niém mac duong tiéu héa, nén khdong hadp thu dwgc. Mudbn hap
thu duoc, FeM phdi dwgc chuyén thanh Fe+ nhd tadc dung cla acid
hydroclorid & da day.

Tai rudt: Fe+ duoc gdn véi mot albumin & té bao niém mac rudt Ia
apoferritin dé tao thanh ferritin di vao mau. Apoferritin la chat mang
sat, co nhiém vu dwa sit vao mau xong quay tré lai niém mac rudt dé van
chuyén tiép sit. Khi co the thiéu sat thi 3" lwong apoferritin ting Ién dé
lam tAng hép thu sat va ngugc lai. Mot s8"chdt nhu vitamin ¢, protein co
chita nhom - SH lam Fe++chuyén thanh Fe+dé hdp thu, nhuwng c6 mot
s0 chat can tré sy hdp thu nhu: phosphat, acid nucleic, acid phytic.

Trong mau: ferritin giai phong sét va sat dugc gén véi p - glycoprotein,
chét van chuyén sat dic hiéu goi la transferring. Théng qua transferring,
s&t dwoc chuyén dén cac md nhu tdy xwong, cd6 mét phan & dang du trir
con mot phan dé tao ra hong cau va cac enzym.

Trong mo: sat di vao trong té bao nhd transferritin receptor 6 mang té
bao. Sat duwoc chuyé’n vao trong ndi bao dé tham gia cau tric cua hem
trong hong cau, sac t6 trong co va cdu tric cac enzym.... Khi lugng sat
trong co thé tang cao, thi s6 lvong transferritin receptor giam xudng va
tang dang dw trir sat 1&én (ferritin) va tdng thai trir sat qua phan, mo hoi
va nuoc tiéu.

Chidinh

Co thé kém hép thu sat: cat doan da day, viém teo niém mac da day,
viém rudt man...

Thiéu mau nhwoc sac do thiéu sit: rong kinh, trf, giun méc.

Ngudi mang thai, thoi ky cho con bl khi thiéu mé&u do thiéu sét.

Chong chi dinh

Man cam voi sat.

Thi€u mau tan mau, nhiém mé hemosiderin.

Tré dudi 12 tuBi va nguoi cao tudi khéng dugc dung vién sit ma chi ding
siro hoac thudc giot.

Téac dung khong mong mudn

Khi dung dwong ubng: kich &ng niém mac dwong tiéu héa (lgm giong,
budn nén, ndn...), tao bon.

Dang tiém co thé gdy nhtrc dau, budn nén, non, sot, dic biét khi tiém
tinh mach c6 thé gay soc kiéu phan vé, can phai tiém tinh mach cham.



- Dung sét qua ligu co thé gay t&r vong. Khi c6 ddu hiéu ngd doc: budn nén,
nén, chady mau da day, tut huyét ap can dinh lwgng sat huyét thanh. Néu
sat huyét thanh cao (trén 500]a,g/100ml) thi dung deferoxamin tiém tinh
mach liéu t6i da khéng vugt qua eg trong 24 gio.

Chépham va liéu dung
- Sé&t gluconat (Gluconat ferreux, Cerrovon, Fergon) vién nén 0,3g.

- Sé&t sulfat (Ferrosi sulfat, Feospan) vién nén bao phim, vién nang giai
phéng cham 160mg, 200mg hodc 325mg; dang siro chira 90mg sat (ll)
sulphat heptahydrat trong 5ml; thudc giot chita 75mg sat (ll) sulphat
heptahydrat trong o,6ml ding cho tré em. Ngoai ra, sat (1) sulphat con
dugc dung dugi dang phdi hop voi acid folic, vitamin ¢, hon hop vitamin B.

- Sét oxalat (Feroxalat) vién nén 50mg.
Liéu dung trung binh cho nguoi 16n 200mg/ ngay, hoédc 2 - 3mg/kg/24 gio.

Udng sau bira dn. Khoéng dung thudc kém véi nuéc ché, cac chat kiém va
khi suy gan, than.

- Sat dextran, 6ng 100mg sat (11)/2ml, 6ng 50mg sat (11)/10ml. Ding tiém
bap hoac tinh mach cham 1 -2 &ng/ ngay.
2.2. Vitamin B
Xem bai Vitamin.

2.3. Acid folic
Xem bai Vitamin.

2.4. Cac thudc chong thiéu mau khac
Erythropoietin

Cha yéu do té bao canh cau than tiét ra c6 tac dung kich thich tdy xwong
sinh sdn hong cau. Thu6c thudng dugc dung trong céac trwong hop thi€u mau
do viém than, do tén thwong tly xuong hodc do thiéu sat. Ngoai ra con duoc
dung trong thi€u méau do AIDS, ho tro diéu tri thiu mau do mat mau sau
phéau thuathudc va do dung thudc chéng ung thu.

Ché pham: epoetinalpha (Epogen, Eprex) lo 2000, 4000 va 10 ooo don vi.
Tiém tinh mach hodc dwéi da 50 - 100 don vi/kg/24 gio.

Ngoai ra con cd: dong, cobalt clorid, vitamin B6, vitamin B2



Chuwong 7

KHANG SINH

mocau tric hda hoc.

DAl CUONG VE KHANG SINH

1. BDINH NGHITA

Thuat nglr khang sinh theo quan niém truyén thong dwgc dinh nghfa la
nhirng chat do cac vi sinh vat (vi khudn, ndm, xa khuén...) tao ra c6 kha nang
tric ché s phat trién hodc tiéu diét vi khuan khac.

Ngay nay, khang sinh khdng chi dugc tao ra boi cac vi sinh vat ma con duoc
tao ra bang qua trinh ban téng hop hodc tdng hop hoa hoc, do do dinh nghta vé
khéng sinh ciing thay ddi, hién nay khang sinh dugc dinh nghTa nhu sau:

Khang sinh la nhirng chét c6 ngudn géc vi sinh vat, dwvoc ban téng hop
hodc tong hop hoa hoc. Vi liéu thap co tac dung kim ham hodc tiéu diét vi
sinh vat gay bénh.

2. PHAN LOAI

2.1. Duva vao tinh nhay cam cua vi khuan véi khang sinh

Tinh nhay cdm cua khang sinh dwoc xac dinh dwa vao ndng do trc ché tdi
thiéu (MIC) va ndng do diét khuan t6i thiéu (MBC).



Nong do Gc ché toi thiéu (MIC - Minimal Inhibitory Concentration) cla
mot khang sinh la nong do thdp nhat ma khang sinh c6 kha nang c ché sv
phat trién cla vi khuan sau khoang 24 gio nudi cdy. Nong do diét khuan toi
thiéu (MBC - Minimal Bactericidal Concentration) la néng do thdp nhéat lam
giam 99,9% lvong vi khuan.

Dva vao tinh nhay cadm cla vi khuan vai khang sinh, nguoi ta chia khang

sinh thanh 2 nhém chinh: khang sinh diét khudn va khang sinh kim khuan.
« Khang sinh diét khuan

La khang sinh c6 MBC tvong dwvong v6i MIC (ti 18 MBC/MIC xép xi bang
1) va dé dang dat dwgc MBC trong huyét tvong. Nhém nay bao gom: penicilin,
cephalosporin, aminosid, polymyxin.

» Khéang sinh kim khuén

La khang sinh ¢c6 MBC 16n hon MIC (ti 16 MBC/MIC > 4) va kho dat duwoc
néong d6 bang MBC trong huyét twong. Nhom nay gom: tetracyclin,
cloramphenicol, macrolid.

Céch phan loai nay c6 y nghta trong lam sang, gilp thay thudc s dung
khang sinh c6 hiéu qua hon. Cu thé la:

Cac nhiém khuén nhe c6 thé dung khang sinh kim khudn dé han ché sy
sinh sdn va (c ché sy phat trién cla vi khuan tao diéu kién cho co thé tiéu
diét vi khuén.

Cac nhiém khudn ndng hodc nhitng nguoi co sitc dé khang kém, nén st
dung khang sinh diét khuan.

trc cha tong hop véch

trc cha tong h«p acid nhan

( Quinoion
Rifampicin
Khang chuyén hoa
Co-trimoxa2oi |t -
iic chatong hop protain
(&rc chd 50S)
i Mécrolid
Thay d6i tinh thim Lincosamid
Polymycin 1 Phemcol
AmphotGricm trc ché tong hop protan
Khanganh | (tre ché 30S)
chéng nam J Titracyclm

i Aminoiid

Hinh 7.1. Co ché va vi tri tAc dung cla khang sinh



Duva vao co ché tdc dung cta khang sinh
Dwva vao co ché tac dung, chia thanh cac nhém:

Thubc e ché tong hop vach té bao vi khudn: I3lactam, vancomycin,
bacitracin, fosfomycin.

Thuéc Gc ché hodc thay doi tdng hop protein cha vi khuan:
cloramphenicol, tetracyclin, macrolid, lincosamid va aminoglycosid.

Thudc e ché tdng hgp acid nhan: quinolon, rifampicin.
Thudc tc ché chuyén hoa: co - trimoxazol.
Thuéc lam thay doi tinh thdm cla mang té bao: polymyxin,amphotericin.

Dwa vao cdu trac hoa hoc

Chia khé&ng sinh thanh cac nhém chinh sau:
Nhém beta lactam

Penicilin: benzylpenicilin, oxacilin, ampicilin...
Cephalosporin: cephalexin, cefaclor, cefotaxim...

Cac betalactam khac: carbapenem, monobactam, chéat (c ché beta
lactamase.

Nhém aminogiycostri (aminosid): streptomycin, gentamicin, tobramycin...
Nhém macrolid: erythromycin, clarithromycin, spiramycin...

Nhém lincosamid: lincomycin, clindamycin.

Nhom phenicol: cloramphenicol, thiamphenicoi.

Nhém tetracyclin: tetracyclin, doxycyclin...

Nhém peptid

Glucopeptid: vancomycin.

Polypeptid: polymyxin, bacitracin.

Nhdm quinolon: acid nalidixic, ciprofloxacin, ofloxacin...

Nhdm Qe trimoxazol: Q- trimoxazol.

3. Co CHE TAC DUNG CUA KHANG SINH

3.1.

trc ché tdng hop vach té bao vi khuan
Vach té bao vi khuén chi yéu duoc cdu tao tir peptidoglycan, la thanh phan

quan trong dam bao tinh vitng chic cla té bao, vi vay rat can cho sy ton tai va
phat trién cla té bao vi khuan. Cac khang sinh diét khuan Gc ché qua trinh téng
hop vach té bao vi khuan. Vi khuan khong cé vach che ché sé bi tiéu diét.
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Peptidoglycan 1a nhitng polysaccharid mach thdng gdm cac chudi
disaccharid lap lai, dan chéo nhau bdi cac day peptid tao thanh mot co cdu
giong nhv mang lugi. Cac polysaccharid gom c6 N - acetylglucosamin xen ké

| v6i acid acetylmuramic, trén acid acetylmuramic c6 nhanh pentapeptid voéi
trinh ty théng thwong la L - aianin (L - ala), D - glutamic (D - glu), L - lysin
(L- lys), D - alanin (D - ala), D - alanin (D - ala). Cac khang sinh can thiép
vao su thanh lap peptidoglycan thong qua cac giai doan sau (Hinh 7.2):

e Giai doan 1. hinh thanh uridin diphosphat (UDP)
acetylmuramin- pentapeptid. Phan (ng cudi clng cla giai doan nay la
sv thém dipeptid D - alanyl - D - alanin vao tdn cung dé tao thanh
pentapeptid.

Fosfomycin (rc ché giai doan sém cla qua trinh téng hop vach té bao vi
khuan. Do c6 cdu tric twong ty phosphoenolpyruvat nén thuéc ngan can gan
phosphoenolpyruvat vao UDP - N - acetyl glucosamin. Phadn t&ng nay la bwéc
dau tién dé tao thanh acid UDP - N - acetylmuramic, tién than cda acid N -
acetylmuramic.

Cycloserin c6 céu truc tvong ty D - alanin nén (c ché gan D - alanin dé
thanh lap pentapeptid cla chudi peptidoglycan.

e Giai doan 2: phan &ng két hgp UDP - acetylmuramin - pentapeptid va
UDP - acetylglucosamin thanh chudi dai.

Bacitracin (rc ché gian tiép giai doan nay bang céach can thiép vao qua
trinh  dephosphoryl cuta lipid mang. Do d6, sy van chuyén UDP
- acetylmuramin - pentapeptid bi gidn doan, khong két hop duwgc véi UDP
- acetylglucosamin.

« Giai doan 3:hoan tdt day ndéi ngang v6i sy c6 mdt cla
transpeptidase. Glycin (GI) tdn clUng trong cau pentaglycin cla
pentapeptid thi nhdt lién két voéi D - alanin th 4 cla pentapeptid
th* hai va gidi phdng ra D - alanin thi 5.

Vancomycin ganvao D - ala - D - ala tan cung cla pentapeptid moi
hinh thanh trong chudi peptidoglycan dodé trc ché phan rng transglycosylase,
ngan can tao ludi peptidoglycan clia vach té bao vi khuan. Vi khuan khang
vancomycin theong bang cach thay d6i vi tri gn D - ala - D - ala. D - ala tan
2Ung duoc thay bang D - lactat.

Cac p - lactam c6 khad nang acyl hoa cac D - alanin transpeptidase, (c
:hé giai doan cu6i clia qua trinh téng hop vach té bao vi khuan (giai doan tao
lién két ngang gitra cac peptidoglycan). Qua trinh sinh tdng hop vach té bao bi
Iglrng lai, vi khuén khong cd vach che chd sé bi tiéu diét.
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Hinh 7.2. Sy hinh thanh peptidoglycan va vi tri tAc dong cla cac khang sinh

trc ché téng hop vach té bao vi khuan:

© Fosfomycin; © Cycloserin; <D Bacitracin; © Vancomycin; (D Cac 3- lactam.

3.2. Tac dong Ién quéa trinh tdng hop protein cta vi khuan

« Gé&n wao cac tiéu don vi 30S hoic 50S, lam gian doan quéa trinh téng hop
protein cua vi khudn nén c6 tac dung kim khudn: cloramphenicol,

tetracyclin, macrolid va lincosamid (Hinh 7.3).

- Cloramphenicol tc ché téng hop protein ctia vi khudn do gdn vao phan
50S cua ribosom, (c ché phan &ng chuyén peptid (transpeptidation
reaction), tc ché tao thanh lién két peptid. Vi vay, cloramphenicol ngan

can viéc gan thém acid amin vao chudi peptid dang duoc thanh lap.



]

A - Macrolid va lincosamid (¢ ché tdng hop protein cua té bao vi khuan do
gan vao tiéu don vi 50S cda ribosom, ngin can sw chuyén vi peptidyl -
ARNTt tlr vi tri ti€p nhan sang vi tri cho nén cac aminoacyl - ARNt mgi
khéng thé vao vi tri tiép nhan, lam cho cac acid amin khéng gan vao
chudi peptid dang thanh lap.

- Tetracyclin ¢ ché sy tdng hop protein cla té bao vi khudn bang cach gan
vao phan 30S cia ribosom nén (¢ ché gan aminoacyl - ARNt méi vao vi
tri tiép nhan trén phic hop ARNm - ribosom. Vi vay, viéc gan thém cac
acid amin vao chudi peptid dang dugc téng hop sé bi gian doan. Chinh vi
vay, tetracyclin c6 tac dung kim khuén.

ARNt

Hinh 7.3. Cac buéc clia qua trinh téng hop protein cda vi khudn va vi tri tdc dong cua:
© Cloramphenicol; © Macrolid va lincosamid; (D Tetracyclin

« Gé&n vao tiéu don vi 30S cda ribosom lam sai léch qua trinh téng hop
protein can thiét cia vi khudn nén c6 kha néang tiéu diét vi khuan.
Cac aminoglycosid va spectinomycin gan vao tiéu don vi 30S cula
ribosom, gay bién dang ribosom va tac déng dén qua trinh tong hop protein
:0a vi khuén theo 3 cach sau (xem Hinh 7.4):

- Can tré viéc tao thanh phtc hgp khéi dau.

- Gay doc sai m& & tiéu don vi 30S nén trinh ty s&p xé&p cac acid amin
khong ding. KEt qua la tao ra cac protein cua té bao vi khuan khong co
hoat tinh, 1am vi khuan bi tiéu diét.

- Chuyén cac polysom thanh monosom nén chi mot ribosom ti€p can voi
sgi ARNm va khong thé trvot doc theo sgi ARNm dé téng hop chuoi
peptid méi.
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TE& bao vi khuan binh thwong

T& bao vi khuén duéi sy tac dong ciia aminoglycosid

Hinh 7.4. Co ché tac dung clia aminoglycosid

3.3. (rc chétong hop acid nhan

« Qua trinh téng hop acid nhan: dwoc thuc hién qua 2 giai doan sao chép
(replication), phién ma (transcription).

Sao chép: phan tr ADN ty nhan doi dé tao ra cic ADN méi gidng hét
ADN me nho ADN polymerase. Sau do cac ADN nay lién két lai v6i nhau tao
thanh vong xodn. Qua trinh dong m& vong xoan ADN dé sao chép duoc thuc
hién nho ADN - gyrase.

Phién mé: la quéa trinh chuyén thdong tin tt ADN cho ARNmnho ARN
polymerase phu thuéc ADN.

« Qua trinh rc chéténg hop acid nhan : Quinolon gan véi topoisomerase |1
cta vi khuan (ADN - gyrase) lam mét hoat tinh enzym. Do khéng cé kha
ndng mé vong xoan dé thuc hién viéc sao chép ma di truyén dwoc nén vi
khuan bi tiéu diét.

Rifampicin gén vao tiéu don vi p cia ARN polymerase phu thuéc AND
nén tc ché tong hgp ARN.



3.4. Thay d6i tinh thdm cla mang

Mang té bao vi khuan la noi trao doi chat gitra té bao vi khuan véi moi
trrong bén ngoai. Mang co tinh tham chon loc d6i véi cac ion dé duy tri sy 6n
dinh cho cac thanh phan bén trong mang. Céac khang sinh tac déng Ién mang,
lam thay déi tinh thdm cla mang (cac ion Mg+, Ca+; K+thoat ra ngoai té bao
nhiéu), gay r6i loan qua trinh trao d6i chat gitta té bao vi khuan véi moi
trvong lam vi khuén bi tiéu diét.

Polymyxin 1a mot cation, thuéc gén vao I6p phospholipid ciia mang té bao
vi khuéan, pha vo cau tric cia mang, cac thanh phan trong té bao thoat ra
ngoai lam vi khudn bi tiéu diét. Polymyxin cling c6 kha nang gan va bat hoat
ndi doc t6"vi khuéan.

3.5. Khéang chuyén hoé (&rc ché tong hop acid folic)

Acid folic can cho su ton tai va phat trién cla vi khuan. Qua trinh tong
hop va chuyén héa acid folic dwgc thuc hién nho 2 enzym la dihydrofolat
synthetase va dihydrofolat reductase.

Cac khang sinh khang chuyén hod nhv Co - trimoxazol (gom
sulfamethoxazol va trimethoprim) c6 kha nang Gc ché canh tranh véi cac
enzym nay. Két qua la qua trinh téng hop va chuyén hod acid folic bi nglrng
lai lam cho vi khuan bi tiéu diét.

Sulfamethoxazol cé cdu tric twong ty acid para aminobenzoic (PABA).
N6 canh tranh véi PABA nho c6 ai lwc cao vdi dihydrofolat synthetase
(dihydropteroat synthetase), thudc (rc ché giai doan | cla quéa trinh tong hop
acid folic cta vi khuan.

Trimethoprim gén canh tranh va tc ché dihydrofolat reductase, 1a enzym
xUc tac cho phan (ng chuyén acid dihydrofolic thanh acid tetrahydrofolic,
thudc e ché giai doan 1l clia qua trinh téng hop acid folic cta vi khuan.

Hinh 7. 5. Co ché tac dung cla sulfamethoxazol va trimethoprim



Nhv vay, néu dung riéng ré thi sulfamethoxazol va trimethoprim la
nhitng chdt kim khuan, nhung khi phdi hgp véi nhau sé tao tdc dung diét
khuan do dong thoi tac dung vao 2 khau trong quéa trinh téng hop va chuyén
héa acid folicc. Hon n{ta, sulfamethoxazol tdng cudng tdc dung cua
trimethoprim bang cach lam giam lugng acid dihydrofolic canh tranh véi
trimethoprim trong viéc gén dihydrofolat reductase. (Xem Hinh 7.5).

4. Sy KHANG KHANG SINH CUA VI KHUAN

Khang sinh mudn phat huy dwoc tac dung thi phai xam nhap dwoc vao 0
viém va gén dugc vao receptor & té bao vi khudn gay tac dung trc ché hodc diét
khuéan. Trong thuc té, nhiéu khi s dung khang sinh that bai, dé chinh la do vi
khudn khang lai khang sinh.

4.1. Thé nao la vi khuan khang khang sinh

Vi khuan duoc coi la khdng mot khang sinh nao do néu sy phat trién cuda
n6 khong bi ngirng lai khi khang sinh dé dd dwgc dung 6 néng do tdi da ma
bénh nhan con dung nap thuéc.

4.2. Céac kiéu khang khéang sinh cta vi khuén
Khéng thudc gid (khang khdng do di truyén)
C6 3 nguyén nhan chinh gay khang thubc gia.

- Heé théng mién dich ctia bénh nhan bi suy giam, khéng dd kha ning tiéu
diét cac vi khudn da bi khang sinh ¢ ché. Kiéu khang nay chi yéu gap &
nguoi gia yéu hodc nguoi dung thubc rc ché mién dich (corticoid, thudc
diéu tri ung thu...).

- Vi khuén chui sau vao té bao, tao vo boc, khéng sinh san va phat trién,
do d6 khong chiu tdc dong cla khang sinh (tuy nhién, khi phan chia sé
lai chiu tdc dong cua khang sinh). Céach nay thuwong gap & truc khudan lao
va mot sO ky sinh vat nhu ky sinh trang sot rét, amip.

- Khi c6 vat can, tudn hoan & tré... khang sinh khong thdm duoc vao 6
viém nén khdng tac dong vao vi khuan dugc. Khi loai bd vat can, khang
sinh lai phéat huy tac dung.

Khéang thudc that

- Khang thudc ty nhién: la tinh khang thudc vén cd cla mot s8'vi khuén
doi véi mot s8"khéang sinh.

Vi du: céac vi khuan gram am ludn khang vancomycin va penicilin. Cac vi
khuan khong c6 vach té bao nhv Mycoplasma khdng chiu tac dung cla céac
khang sinh (rc ché tong hop véach té bao nhw cac penicilin, cephalosporin,
vancomycin. Escherichia coll khéng chiu tac dung cla erythromycin.

——y = 0= 4, = = =



- Khang thuoc thu dwoc: la khang thuoc do bién doi di truyén. Vi khuan tir
chd khong co tré thanh c6 gen khang thudc. Nghia 1a, ADN cla vi khuén
c6 kha nang dot bién gen hodac nhan gen dé khang tir vi khuan khéac
truyén cho.

+ DOt bién gen: la dot bién ty phat trén mot diém cla nhiém sic thé
kiém soat sw nhay cam vai khang sinh (lam thay do6i cau tric receptor
gan voi thudc 6 vi khuan). Nhitng té€ bao mang gen dot bién séng sot
sau dot bién sé truyén cac dac tinh doét bién cho té bao con.

+ Nhan gen khang thudc (khang thudc qua plasmid): cac gen khang
thudc cé thé truyén tir vi khudn nay sang vi khuan khac qua céac hinh
thrc van chuyén chat liéu di truyén sau:

Tiép hop: l1a 2 vi khuén tiép xuic tryc ti€p v6i nhau va truyén cho nhau

doan ADN mang gen dé khang.

Bién nap: khi vi khudn mang gen khang thuoc bi phan giai, sé giai phong ra

doan ADN tu do, nhirng doan ADN nay sé xam nhap vao té bao vi khuan khéc.

Tai nap: la cach chuyén gen khang thuoc tir vi khuan nay sang vi khuan

khac thdng qua thé thwc khuan.

4.3. Coché khéang thudc

Tao enzym phan huy hodc bién doi khang sinh

Céc vi khuan c6 kha ndng tao ra cac enzym phan huy hodc bién ddi do dé
lam mat tdc dung cla khéang sinh. Vi du:

Céc vi khuan Streptococcus tao ra beta lactamase pha huy vong beta
lactam nén khang duwgc cac khang sinh beta lactam.

Céac vi khuén khang cloramphenicol la do né tao ra enzym acetyl
transferase lam mat hoat tinh cta cloramphenicol.

Thay doi tinh tham clGa mang té bao

Tinh thdm cla mang té bao vi khuan thay déi lam cho thudc khdng xam
nhap duoc vao té bao vi khuan. Vi du:

Cac khang sinh than nuoc (tetracyclin, beta lactam) van chuyé:n tich cuwc
vao té bao vi khuan qua cac 10 loc (porin) rdi tap trung thudc gan lén cac
receptor tai té€ bao vi khudn. Cac vi khudn khéng c6 kénh porin sé& khang lai
khang sinh nay.

Aminoglycosid vao té bao vi khuan nho hé van chuyén phu thudc oxy, cac
vi khuan ky khi thiéu hé van chuyén nay sé khang lai aminoglycosid.

Thay doi dich tac dung

Cac vi khudn khang thudc cd thé do thay ddi cac receptor gan thubc. Vi du:

cac vi khudn khang aminosid do n6 thay ddi cac receptor trén tiéu don vi 30S.
Cac vi khuan khang macrolid do thay doi cac receptor trén tiéu don vi 50S.
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Cac vi khudn khéang thudc c6 thé do thay d6i vi tri receptor gan véi
thudc, vi du: mot s6 vi khudn khang beta lactam do thay doi receptor PBP
(Penicilin Binding Protein), penicilin khéng gan dugc vao receptor trén vi
khuéan nén khong co tac dung diét khuan.

5. TAC DUNG KHONG MONG MUGN CUA KHANG SINH

Phan 16n cac khang sinh an toan khi dwgc st dung ding. Tuy nhién du it
hay nhiéu ching déu c6 thé gdy ra cac tac dung khong mong muén va tai bién.
5.1. Phan &ng di &ng

- S6c phan vé: la mot trong nhitng phan ng di *ng nguy hiém nhat cd thé
xay ra khi st dung khang sinh, dac biét la cac khang sinh penicilin.

Hoéi chitng Stevens - Johnson va Lyell: cling 1a nhitng hdi chirng di ng
rdt nguy hiém gay ti 1é tir vong cao.

- Céc phan &ng di ¢ng khac: ndi ban, may day, viém mach hoai t&, viém da
khép, gidm bach cau...

- Cach xt tri (xin doc thém “Duwgc lam sang dai cwong”).

Truéc khi dung thudc phai khai thac tién s clia bénh nhan va lam test.
Céc test thong dung hién nay c6 test ndi bi, test hoa thi va test kich thich.

_Khi gdp phan @ng di tng: cac truong hop nhe chi can nglrng thube va diéu
tri bang cac khang histamin. Truong hop ndng, vi du soc phan vé thi phai c6
bién phap xu tri khan cdp bang cac thudc khang histamin, cac glucocorticoid,
thudic trg tuan hoan, trg h6 hép...

5.2. Bdi nhiém

Boi nhiém la hién tvong nhiém khudn trong hodc sau khi dung khang
sinh, dac biét la cac khang sinh pho rong hodc khi phdi hgp nhiéu loai khang
sinh ma cac khang sinh nay thai nhiéu qua phan. Cac khang sinh nay tiéu
diét hé vi sinh vat co6 ich nén tao diéu kién thuan lgi cho cac chlng vi khuan
gay bénh phét trién. Vi du:

Dung céc lincosamid lau ngay gay viém rudt két mang gia.
Dung tetracyclin 1au ngay gay bdi nhiém ndm am dao.

5.3. Cac tdc dung khong mong muén khéac
Roi loan tiéu hoa (erythromycin).
Boc voi than, thinh giac (cac aminoglycosid, cephalosporin).
Doc voi hé tao mau (cloramphenicol).

Anh hwéng téi sy phat trién cda rang, xwong (tetracyclin)...



6. NGUYEN TAC s* DUNG KHANG SINH
Chi st dung khang sinh khi c6 nhiém khuén

Cac khang sinh thwong chi cé tac dung véi cac vi khuan (trlr mot so it cd
tdc dung trén ca sinh vat don bao, ndm, virus). Chinh vi thé phai xac dinh
xem co thé c6 nhiém vi khudn hay khong thi méi dung khéang sinh. C6 2 céach
xac dinh: xét nghiém can lam sang (cdy tim vi khuan trong bénh pham) va
chan doan lam sang (dwa vao dau hiéu sot cao trén 39°C).

Lwva chon khang sinh hop ly

Dé lya chon khang sinh ding, hop ly can dva vao ph6 tac dung, tinh chat
dwgc dong hoc, vi tri nhiem khudén va tinh trang nguoi bénh.

St dung khang sinh dung liéu, ding cach va du thoi gian

- Dé chon dugc lidu phu hop can phai dwa vao mac do nhiém khuén, tudi
tac va thé trang bénh nhan.

- Dung khang sinh phai dung ngay lieu diéu tri ma khong tang dan liéu,
diéu tri lién tuc, khong ngat quang va khong giam liéu tir tir dé tranh
khang thudc.

Thoi gian diéu tri khang sinh cho cac nhiém khudn nhe, théng thwong la
7-10 ngay. Céac nhiém khudn ndng (nhw nhiém khudn huyét) hodc nhiém
khudn & md ma khang sinh khé xam nhap (nhv mang ndo, tuy xwong...) thi
dot diéu tri thwong kéo dai hon, c6 khi téi 4 - 6 tuan. Ca biét voi bénh lao,
phong, dot diéu tri khang sinh thudng kéo dai trén 6 thang.

Phéi hop khang sinh hop ly

Muc dich cla viéc phdi hgp khang sinh la ngi rong pho tac dung, tang
hiéu qua diéu tri va giam khang thudc. Mudén phoi hgp khang sinh hogp ly, cén
hiéu rd dac tinh cla khang sinh sao cho khi ph6i hgp sé tao ra tdc dung hiép
dong, tranh tac dung do6i khang va tuong ky.

- Cac ph6i hop tao tdc dung hiép dong la: cac penicilin voi cac chat ¢c ché beta
lactamase, cac penicilin véi cac aminosid, sulfamethoxazol voi trimethoprim.

- Cac phoi hop gay tac dung déi khang la: khang sinh kim khuéan véi
khang sinh diét khuan (penicilin véi tetracyclin). Cac khang sinh c6 cling
dich tdc dung (erythromycin véi lincosamid hodc voi cloramphenicol).

- Cac khang sinh tuong ky voi nhau (nhv gentamicin voi penicilin), khong
nén tron lan véi nhau trong cung mot bom tiém hodc dich truyén dé
tranh lam mat tdc dung cla thudc.

Dy phong khdng sinh hop ly

Dv phong khéng sinh la dung khang sinh dé phong nhiém khuén hoéc
ngén nglra nhiém khuén tai phat. Tuy nhién, viéc dung khang sinh dv phong
dé tao ra cac chung vi khuan khang khang sinh nén chi dung khang sinh du
phong trong mét s6'trwdng hdp sau:


http://www.adultpdf.com

- Du phong trong ngoai khoa: nham tranh nhiém khuén tir dung cu va moi
truong va han ché nhiém khuén sau phau thuat.

- Dv phong thép tim do lién cau: v&i muc dich dy phong bién chirng vao
tim trong dot thdp khdép “dy phdong cdp I” hodc dung ngan chan tai phat
“dv phong cap 11”.

BETA LACTAM

1. CAC PENICILIN
1.1. Bac diém chung

1.1.1. Ngudn goc

- Tu nhién: benzyl penicilin (penicilin G), phenoxymethylpenicilin (penicilin
V) thu duwgc tr mdi trudng nudi cdy ndm Penicillium notatum va
Penicillium chryrogenum.

- Béan tdng hop: tr acid 6 aminopenicilanic (6APA) gan thém céc géc R.
- Tong hop toan phan: hiéu sudt thdp, gia thanh cao.

1.1.2. C4&u tric hoé hoc
- Cac penicilin déu c6 cdu tric co ban gébm 2 vong:
Vong A: thiazolidin.
Vong B: betalactam.
- C6 2 vi tri vi khuén thuong tac dong:

Vi tri 1: penicilinase tdc dong vao lam mé vong beta lactam tao ra acid
penicilloic lam mat tac dung khang sinh.

Vi tri 2: amidase tac dong vao tao 6 APA dung dé ban téng hop ra cac
penicilin khac c6 wu diém hon penicilin ty nhién.
- Khi thay thé R bang cac gfic khac nhau, ta c6 cac penicilin c6 do bén,
dwoc dong hoc va pho khang khuan khéac nhau.

Vi du:
Goc R Loai penicilin
Benzyl Benzylpenicilin (penicilin G)
Phenoxymethyl Phenoxymethylpenicilin (penlcilin V)
3 -phenyl, 5 - methylisoxazolyl Oxacilin
Alpha amonobenzyl Ampicilin

Alpha carboxybenzyl Carboxyecillin
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1. Vi tri tdc dung cla penicilinase A. Vong thiazolidin

2. Vi tri tdc dung clGa amidase B. Vong beta - lactam

Hinh 7.6. Codng thlrc clda penicilin va vi tri tAc déng cta enzym phan huy thuéc
1.1.3. Cochétac dung chung

- Céc penicilin c6 kha nang acyl hoa cac D - alanin tranpeptidase, lam cho
quéa trinh téng hop peptidoglycan khong dwgc thuc hién. Sinh téng hop
vach té bao bi nglrng lai (Xem muc 3.1 - Bai “Pai cwong vé khang sinh™).

- Mat khéac, cac penicilin con hoat hoa enzym tuphan gidi murein
hydroxylase lam tdng phan huy véach té bao vi khudn. Két qua la vi
khudn bi tiéu diét.

- Céc vi khuan gram am do véach té bao it peptidoglycan nén it nhay cam
vOi penicilin. Hon ni*a cac vi khuan gram am co l6p vo phospholipid bao
pht bén ngoai lam céac penicilin khé thdm qua, vi vay néi chung penicilin
it tic dung trén vi khudn gram am (trir mot s8"it penicilin phd rong nhw
amoxicilin va nuéc co6 thé di qua cac kénh porin trén mang té bao vi
khudn gram am) Xem Hinh 7.7.

1.1.4. Cochékhang thudc
Céc vi khuén c6 thé khang penicilin gom:

- Vi khuén khong c6 vach té bao.

- Vi khuéan tao ra beta lactamase (penicilinase).

- Vi khuén khdng c6 receptor cla penicilin hodc cdu tao vach té bao ngan
khong cho penicilin thdm qua hoac khéng cho penicilin gan vao receptor.

- Enzym ty phan giai (murein hydroxylase) cta vi khuan khong dugc hoat hoa.



Enzym @3- lactamase

Gram duong

Vé phospholipid

Enzym

Gram am

Chubi peptidoglucan

Protein gan véi penicillin

Mang bao twong

Kénh porin

Mang ngoai

Protein gén véi penicillin

Mang bao twong

Chubi peptidoglucan

Enzym p - lactamase

Protein g&n v&i penicillin

Hinh 7.7. Cau trac vach té bao vi khuan gram a4m va duong

1.1.5. Phan loai
- Penicilin tv nhién.

- Penicilin khang penicilinase.

- Penicilin ph6 rong.

- Penicilin khdng pseudomonas.

1.2. Penicilin tv nhién

Bao gom: benzylpenicilin (penicilin G), phenoxymethylpenicilin (penicilin
V), penicilin chdm (procain benzylpenicilin, benzathin benzylpenicilin va

benethamin penicilin).

Benzylpenicilin la m6t penicilin ty nhién thu dwgc tr mdi tredng nudi
cdy ndm Penicillium chrysogenum.
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Dugc déng hoc

Khi udng, penicilin G bi méat hoat tinh béi dich vi. Thuéc dung duwoc cac
duong tiém nhung chd yéu la tiém bap. Penicilin V 1a khang sinh ty nhién,
bén voi acid dich da day, nén chd yéu dung dwong udng, sinh kha dung
khoang 60%. Thitrc an, cac chat gém, nhya va neomycin lam gidm héap thu
penicilin V.

Sau khi tiém bdp 15-30 phut, penicilin G dat ndng do t6i da trong mau
va duy tri tdc dung khodang 4 gio. Sau khi uéng 800,000 IU (500mg) penicilin
V khoang 30 - 60 phat, thudc dat ndong do téi da trong mau khoang 3
- 5lig/mL. Thubc lién két v6i protein huyét tvong khoang 60 - 80%, phan bd
rong réi trong cac mod va dich co thé. O ngwoi binh thuong thudc qua hang rao
mau ndo rdt kém, nhwng khi mang nédo bi viém thi thuéc xam nhap t6t hon.
Thu6c qua dwgc nhau thai va sira me. Thai trlr chi yéu qua nuwéc tiéu, thoi
gian ban thai la 30 - 60 phat & nguoi binh thuwdng, con & nguoi suy than co thé
kéo dai 7-10 gio, néu suy cd gan thi kéo dai t¢i 20 - 30 gio. Vi vay, can phai
giam liéu & nguwoi suy gan, suy than va trén 60 tudi.

Céac penicilin cham 1a nhitng benzylpenicilin gdn thém mot chat lam tang
trong lvgng phan tl, gobm procain benzylpenicilin, benzathin benzylpenicilin va
benethamin penicilin. Khi vao co thé, cac chat nay sé thuy phan dan dan giai
phong ra benzylpenicilin, kéo dai tdc dung. Nho d6 cac penicilin cham khac
phuc dugc nhuoc diém phai dung nhiéu Ian trong ngay cla benzylpenicilin.

Procain benzylpenicilin: dung tiém bap, sau khi tiém 1 -4 gio thudc dat
nong do téi da trong mau va duy tri tdc dung trong khoang 12-24 gio.

Benethamin penicilin: hdp thu qua dwong tiém, duy tri tdc dung 4 -5 ngay.

Benzathin benzylpenicilin: dung cd qua dwong udng va tiém. Sau khi
tiém bap 6 -12 gio thudc dat duoc nong do t6i da trong mau, duy tri tac dung
7-14 ngay.

Photac dung

Penicilin la khang sinh pho hep, c6 tdc dung chu yéu trén vi khudn gram
dwong, nhw cadu khuén: tu cau (Staphylococcus), lién cau (Streptococcus), phé
céq (Pneumococcus); trec khuan: uén van, than, hoai thw sinh hoi, bach hau;
xoan khuan giang mai. Cling c6 tac dung lén mot s6 vi khuan gram am nhuw
lau cau (Neisseria goTiorrhoeaé), mang ndo cau (Neisseria meningitidis).

Chidinh

Penicilin dugc chi dinh trong nhigu bénh nhiém khuén thong thuong.

- Nhiém khuén & dvong hd hép, tai mii hong.
- Nhiém khuén huyét.

- Viém xuong tuy cdp va man.

- Viém mang trong tim do lién cau.



- Giang mai, lau.

- Cac chi dinh khac: udn van, than, hoai thw sinh hoi, bach hdu do vi
khuan nhay cam.
Do thoi gian tadc dung kéo dai nén céc penicilin cham hay dugc dung diéu

tri lau, giang mai, dv phdng thdp khép va viém mang trong tim do lién cau.

Téac dung khéng mong mudn

- Penicilin dgc tinh thdp nhwng ciing dé gay di ¢ng thudc: méan ngla, may
day, ngoai ban, hdi chirng Stevens - Johnson va Lyell, nguy hiém nhét la
soic phan vé.

- Ngoai ra, thuoc c6 thé gay viém tinh mach huyét khéi, thiéu mau tan
mau, giam bach cau...
Chong chi dinh
Di tng voi penicilin.
Tuwong tac thudc
Dung két hop véi cac khang sinh kim khuan nhuv tetracyclin,
erythromycin sé lam gidm tac dung cla penicilin do lam cham téc d6
phéat trién cla vi khuéan.

- Dung déng thoi v6i probenecid sé lam cham thai triv, tdng ndng do
penicilin trong huyét tvong va kéo dai tdc dung cla penicilin.

- Mot sO thudc chong viém khong steroid, nhw aspirin, indomethacin,
phenylbutazon... kéo dai th&i gian ban thai cta penicilin.

1.3. Penicilin khang penicilinase

Cac penicilin khang penicilinase la nhitng thudc bén virng véi
penicilinase do cadu khuén tiét ra, bao gdom: methicilin, oxacilin, cloxacilin,
dicloxacilin, flucloxacilin, nafcilin. N6i chung, nhdm nay gidng penicilin G vé
dwgc dong hoc, co ché tac dung, tdc dung khéng mong muon, doc tinh va tvong
tac thudc. Tuy nhién, c6 mot s6 diém can chi y:

Dugc dong hoc

T4t cd cac thudc (trir methicilin) déu bén vbi acid da day va hdp thu t6t
qua dwong tiéu hod. Thirc an lam giam hédp thu nén thwong dung tredc hodc
sau bira dn it nhat 1 gio.

Pho tac dung

Céc penicilin khang penicilinase c6 tac dung t6t voi cac vi khuan tiét ra
penicilinase. Tac dung kém penicilin G trén cac vi khudn khong tiét ra
penicilinase. Thudc cling khong co tac dung voi hau hét cac vi khuan gram am.

Co ché khang penicilinase co thé la do thudc cé cdu tric cong kénh tao can
tréd khong gian lam cho penicilinase khdng tac ddng vao vong beta lactam dugc.



Chidinh

Diéu tri cac bénh do vi khuan gram duong tiét ra penicilinase nhat Ia lién
cau nhu viém mang trong tim, viém tuy xwong, nhiém khuén da va mé mém.

Tac dung khong mong muén

Thwong gay vang da, ¥ mat, doc véi gan, than, viém tac tinh mach, huyét
khoi. Thu6c khdéng dung cho tré so sinh va trong thoi ky cho con bua.

Methicilin la thudc tim thdy dau tién trong nhém nhwng do gay doc véi
than nhiéu, nén hién nay khéng dung.

1.4 Penicilin ph6 rong (Aminopenicilin, penicilin nhém A)

Nhom nay gom ampicilin va amoxicilin. Hai thudc nay cé pho khang khuéan
twong ty nhau va déu la cac khang sinh c6 pho rong hon céc penicilin khac.

Dugc dong hoc

Cac aminopenicilin bén virng voéi acid dich vi nén c6 thé dung qua dwong
tiéu hod. Amoxicilin hdp thu qua dwong tiéu hod nhanh va hoan toan hon
ampicilin (khi u6ng cung lugng, néng do dinh trong huyét twong cla
imoxicilin cao gdp 2 lan ampicilin). Thu6c dat nong do t6i da trong mau sau
fhi udbng tlr 1 - 2 gio, sau khi tiém bap khodng 1 gi¢. Phan bd"nhanh vao cac
no va dich co thé. Thudc qua dwgc nhau thai va stta me, vao dich ndo tuy kém
;rie khi mang ndo bi viém. Thai trr chd yéu qua than.

Pho tac dung chung

Céc aminopenicilin ¢co6 tac dung véi ca vi khuan gram dwong va am.

- Vi vi khuén gram duong: tac dung kém penicilin va ciing bi mat hoat
tinh bdi beta lactamase, nén hau nhw khong cé tdc dung véi cac vi khuan
tiét ra penicilinase.

- V6i vi khuan gram am: cac thudc nay co tac dung trén cac chling wa khi va
ki khi gram am nhu: Escherichia coll, Enterococci, Salmonella, Shigella.
Cac chlng vi khudn khang aminopenicilin: Pseudomonas, Klebsiella,

ierratia, Acinetobacter, Bacteroid va cac Proteus indol (+).

Ampicilin va amoxicilin c6 hoat pho twong tv nhau nhwng do amoxicilin
I&p thu qua dwdng tiéu hoa tét hon nén hay dugc dung diéu tri nhiém khuén
oan than hon ampicilin.

Chi dinh chung

- Céc nhiém khuan ho hap trén do cac vi khuén nhay cam: viém xoang,
viém tai gilta, viém phé quan cdp va man, viém nap thanh quan...

- Nhiém khu&n duong niéu khdng bién chirng do E. coli, Enterobacter.

- Céc nhiém khudn khac: nhiém khuén tiéu hoé, nhiém khu&n huyét do vi
khuan nhay cam véi aminopenicilin.
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Bang 7.1. Liéu dung cda cac penicilin

Lieu dung

Tén thuéc
Nguoi lén

Penicilin ty nhién

Penicilin G 1- 4 triéu 1U/24h, chia 2 - 4 14n
Penicilin V 250 - 500mg x 3 - 4 1an/24h
Procain Tiém bép

benzylpenicilin 400.000- 1.200.0001U/24h

Benzathin
benzylpeniciiin

- Biéu tri giang mai - lau: 1.200.000 -
2.400.000 1U/lan,

1-2tuantiém 1lan

- Dy phéng khép: 1.200.000 IU/lan, 4

tuan tiém 1 lan
Uéng hoac tiem béap 300.000 -
600.000 I1U/24h

Benethamin
penicilin

Penicilin khang penicilinase

Oxacilin uéng: 2 - 4g/24h
Tiém: 2 - 12g/24h

Cloxacilin 250 - 500mg x 4 lan/24h

Dicloxacilin 250mg x 4 lan/24h

Flucloxacilin 250 - 500 mg x 4 lan/24h

Nafcilin 250 - 500mg x 3 - 4 lan/24h
Penicilin ph6 réng
Ampicilin uéng: 0,25- 1,09 x 3 - 4 lan/24h
Tiém b&p hodc tinh mach:
0,5 - 2g/lan, 4 - 6h tiém 1 lan
Amoxicilin udng: 250 - 500mg x 3 lan/24h

Tiém bap, tinh mach: 1g/lan X2 - 3
lan/24h, toi da 6g/24h

Penicilin khang Pseudomonas

Carbenicilin 4 - 8g/24h, chia 3 - 4 fan
Ticarcilin 200 - 300mg/kg x 4 - 6 lan/24h
Azlocilin 3 - 5g/24h, chia 2 - 3 lan
Mezlocilin 2 - 5g/24h, chia 3 lan
Piperacilin 2 - 4g/24h, chia 3 lan

Tré em

50.000 IU - 100.0001u/kg/24h, chia
2 -4 lan

25 -50mg/kg/24h, chia 3 - 4 Ian

200.000 - 500.000 1U/24h

uéng: 50 - 100mg/kg/24h
Tiém: 100 - 30mg/kg/24h
50 - 100mg/kg/24h
25mg/kg/24h, chia 4 lan
1/4 - 1/2 ligu nguoi lon

25 - 50mg/kg/24h

25 - 50mg/kg/24h, chia 3 - 4 lan

uodng: 125 - 250mg X 3 1an/24h
Tiém b&p: 50 -100mg/kg/24h, chia
3-4lan

50 - 100mg/kg X 2 - 3 1an/24h
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Cac thubc khac: bacampicilin, pivampicilin.

Hién nay, dé ndi rong pho tac dung cla cac khang sinh nhém nay voi céac
ching tiét ra beta lactamase, nguoi ta thwdng phdi hgp véi cac chét tc ché
betalactamase nhw sulbactam, acid clavulanic, tazobactam.

(Mot s6 dang ph6i hgp xem & phan “Thu6c e ché betalactamase™).

1.5. Céc penicilin khang Pseudomonas aeruginosa
(Penicilin diét trec khudn mu xanh)

Carboxypenicilin

GOm cac thudc carbenicilin, ticarcilin, temocilin... ¢ pho khang khuéan
gibng aminopenicilin nhwng rong hon. Thubc c6 tdc dung trén ca Enterobacter,
Bacteroides, Proteus indol (+), Pseudomonas khang aminopenicilin. Ticarcilin
¢6 hoat tinh manh hon carbenicilin 2 -4 lan. Nhém thu6c nay chu yéu dung
diéu tri cac nhiém khudn ndng do Pseudomonas aeruginosa gay ra. Thudc
thudng gay tdc dung khéng mong mudn v6i tim mach va mau nhv gay suy tim
sung huyét, chay mau do rdi loan chirc nang tiéu cau, giam kali huyét.

Ureidopenicilin

GOm céc thudc azlocilin, mezlocilin, piperacilin, c6 pho khang khuén
giong carboxypenicilin cong thém Klebsiella va mot 3" vi khudn gram am
khac. Azlocilin c¢6 hoat tinh khang Pseudomonas manh hon carbenicilin
khoang 10 lan, manh hon ticarcilin va mezlocilin. Tac dung trén Enterobacter
yéu hon mezlocilin va piperacilin.

Chu y: trir mezlocilin va piperacilin thai trir chd yéu qua mat, céac thuoc
khac trong nhém thai trir chd yéu qua than va can giam liéu & ngudi suy than.

2. CAC CEPHALOSPORIN

2.1. Ngudn gbc *cdau trlc

Cephalosporin ty nhién dwgc phan lap t¢r moi trwodng nudi cdy ndm
Cephalosporin acremonium c6 hoat tinh khang khuén yéu nén khong duoc
dung trong lam sang. Céc cephalosporin hién dang dung la cac chat ban tdng
hop tir acid 7 - amino - cephalosporinic (FACA). C4u tric vong 7ACA ciling dé
bi cephalosporinase pha huy lam mat tdc dung khang khuan.

COO’

Hinh 7.8. Céng thitrc hoa hoc chung cla cephalosporin



Cé&u tric chung gdm 2 vong: vong p - lactam 4 canh gén véi 1 di vong 6 canh.

Khi thay d6i cac goc R duoc cac cephalosporin c6 do bén, tinh khang
khuan va dwgc dong hoc khac nhau.

Dva vao pho khang khuan, chia cac cephalosporin thanh 4 thé hé. Cac
cephalosporin thé hé trwéc tac dung trén vi khuan gram duong manh hon,
nhung trén gram am yéu hon thé hé sau va nguoc lai.

2.2. Cac cephalosporin thé hé |

Gom cac thubc cephalexin, cefazolin, cephalothin, cefradin, cephapirin,
cefadroxil...

Duwoc déng hoc

Cephalexin, cefradin va cefadroxil hdp thu t6t qua duong tiéu hoa.
Cefazolin, cephalothin va cephapirin it hdp thu qua dwong tiéu hod, nén
thuong ding dudng tiém bap hodc tinh mach. Cephradin hdp thu dugc ca qua
duong ubng va tiém. Sau khi udng lieu 500mg khoang 1 - 2 gio thudc dat nong
do t6i da trong mau khoang 15 - 120p.g/mL. Phan bd' rong khép co thé, qua
nhau thai va si*a me, nhung it qua dich ndo tuy. Thudc hau nhw khong chuyén
hoa trong co thé. Thai trir chi yéu qua nuwéc tiéu, thoi gian ban thai trung
binh tr 1 - 1,5 gi0, kéo dai hon & tré so sinh va nguoi suy than. Probenecid
lam cham thai trlr cac cephalosporin qua nuwéc tiéu.

Pho tac dung va co chétac dung

Céc cephalosporin thé hé I co6 ph6 tac dung trung binh, tdc dung trén cac
vi khuan gram dwong nhu tu cau, lién cau, phé cau (trtr lién cau khang
methicilin).

Thudc cling c6 tac dung trén mot so vi khudn gram am, nhu E. coli,
Klebsiella pneumoniae, Proteus mirabilis va Shigella.

Cac ching khéang: Enterococcus (Strep, faecalis), Staphylococcus khang
methicilin (MRSA), Proteus c¢6 phan (ng indol duong tinh, cac Enterobacter,
Pseudomonas aeruginosa, Bacteroid.

Chi dinh

Diéu tri cac nhiém khuén théng thwong do vi khudn nhay cam nhu:
- Nhiém khuén ho hdp va tai mi hong.
- Nhiém khuén tiét niéu, sinh duc.
- Nhiém khuén da, mé mém, xuwong, rang.

Tac dung khéng mong mudn

- Cac phan &ng di &ng nhu: ngtra, ban da, may day... nang hon la séc phan
vé, phu Quink, hdi chirng Stevens - Johnson, nhung tan sudt it hon céc
penicilin.

¢



- Thuoc gay doc voi than nhw viém than ké.
- ROi loan tiéu hoa nhu: budn ndn, dau bung, tiéu chay.

- Boi nhiém ndm & miéng, am dao, viém rudt két mang gia, co thé tang
bach cau wa eosin, giam bach cdu trung tinh, giam tiéu cau, nhirc dau,
chong mat...

Chéng chi dinh
Di &ng vOi cephalosporin.

Than trong véi ngwoi suy than va cd tién st di (¢ng voi penicilin vi c6 thé
di 'ng chéo.

Twong tac thudc

- Khi dung dong thoi véi cac thudc gay doc véi than nhu aminosid,
furosemid, acid ethacrynic... sé lam tang déc tinh v&i than.

- Probenecid lam cham thai trir, do d6 kéo dai tdc dung cla cephalosporin.
2.3. Cephalosporin thé hé Il

GOom cac thubc cefaclor, cefuroxim, cefotetan, cefonicid, ceforanid,
cefamandol, cefprozil, cefoxitin, cefmetazol...

Dugc déng hoc

Cefaclor, cefuroxim, cefprozil va loracarbef ding dwong uéng. Cefonicid,
ceforanid, cefamandol, cefoxitin, cefmetazol, cefotetan dung dwong tiém. Sau
khi tiém tinh mach lg, dat ndng d6 t6i da trong mau la 75 - 125[g/mL ddi voi
hau hét cac cephalosporin thé hé 2. Thudc qua nhau thai va sta me é néng do
thdp nhung khong vao dich ndo tuy (trir cefuroxim qua mét phan). Thudc thai
trlr ch yéu qua nwéc tiéu dang khong doi. Cac thuéc khac nhau vé kha nang
lién két v6i protein huyét tvong, thoi gian ban thai.

Pho tac dung va co chétac dung

NGi chung cac cephalosporin thé hé 11 ¢d phé tac dung twong ty cephalosporin
thé hé 1. Tuy nhién, tac dung trén vi khuan gram dwong yéu hon, con trén cac vi
khuan gram am (Klebsiella, H. influenzae...) manh hon thé hé 1.

Céac cephalosporin thé hé Il cling khéng c6 tAc dung voi Pseudomonas va
Enterococcus.

Chidinh

Diéu tri cac nhiém khuén do vi khudn nhay cam:
- Nhiém khu&n ho6 hap va tai mdi hong.
- Nhiém khu&n tiét niéu, sinh duc khong bién ching.
- Nhiém khu&n da, mé mém, xuong va rang.



Tac dung khéng mong mudn, chdong chi dinh va twong tac thuéc
Tuwong ty cephalosporin thé hé |I.

Ngoai ra, cac cephalosporin ¢c6 nhom methylthiotetrazol nhw cefamandol,
moxalactam, cefmetazol, cefotetan... lam gidm prothrombin nén gay r6i loan
dong mau (khac phuc bang cach dung vitamin K). Thuc gay hdi ching giéng
disulifram, vi vay tranh udng rugu va céc thudc chlra con trong thoi gian dung
thudc.

2.4. Cephalosporin thé hé Il

Gom cac thudc cefotaxim, cefixim, cefoperazon, ceftazidim, ceftizoxim,
ceftriaxon...

Dugc dong hoc

Cac cepholosporin thé hé IIl (trir cefixim) hdp thu kém qua dudng tiéu
hod, chi dung duwong tiém. Sau khi tiém Ig thudc dat néng do trong huyét
trong la 60 - 140iig/mL, phan bd rong khap cac md va dich co thé, xam nhap
t6t vao dich ndo tuy, nhat la khi mang nédo bi viém. Thu6c qua duvgc nhau thai
va sra me. Thudc chuyén hoa & gan va thai trir cht yéu qua than.

Phé tac dung

Uu diém chinh cla cac cephalosporin thé hé 11l la tdc dung t6t trén vi
khuan gram am, bén vitng véi betalactamase va dat duoc néng do diét khuén
trong dich ndo tly. Tuy nhién, trén vi khudn gram duwong thi tic dung kém
penicilin va cephalosporin thé hé I. Thudc tdc dung ca voi p. aeruginosa, trong
do tot nhat la ceftazidim va cefoperazon.

Chidinh

Diéu tri cac nhiém khu&n nang do cac vi khudn da khang cephalosporin
thé hé I va thé hé Il

- Viém mang ndo, ap xe ndo.

- Nhiém khu&n huyét.

- Viém mang trong tim.

- Nhiém khu&n hd hdp ning.

- Nhiém khuén tiéu hoa, nhiém khu&n dwong mat.

- Nhiém khuén tiét niéu va sinh duc.
Tac dung khong mong mudn, chdong chi dinh) twvong tac thudc
Twong tv cephalosporin thé hé I, 1l.

2.5. Cephalosporin thé hé IV

Cefepim, cefpirom cé dac diém vé dwoc dong hoc, pho tac dung, chi dinh,
tac dung khéng mong mudn tuong ty cephalosporin thé hé 11l



Thudc it hdp thu qua dwong udng, chi yéu dung dudng tiém. Qua dugc
hang rao mau ndo. Thai trir gan nhw hoan toan qua than.

Pho tac dung

Thé hé IV co pho tac dung rong tvong tv, nhwng manh hon thé hé Il
Thudc cé tac dung tot véi cac vi khuan Enterobacteriaceae, Haemophilus,
Pseudomonas, Streptococcus, lau cau, ndo mé cau.

Thudc bén virng véi betalactamase do vi khudn gram am tiét ra, vi vay co
tac dung ca trén mot s3'vi khuan da khang cephalosporin thé hé 111,
3. CAC KHANG SINH BETA LACTAM KHAC

3.1. Carbapenem

Dan xudt ty nhién la thienamycin dwoc ldy tlr Streptomyces catteifa
nhung khong bén nén khong dugc ding trong diéu tri. Imipenem la dan xudt
N - formidoyl va meropenem la dan xudt demethylcarbamoyl pyrolidinyl cta
thienamycin bén virng hon.

» Dugc déng hoc

Carbapenem khong hap thu qua dwong tiéu hod, chi dung tiém tinh mach.
Thudc khuyéch tan tot vao cac md va dich co thé. Thai trir chl yéu qua nuoc tiéu.
Imipenem dé bi phan huy boi enzym dipeptidase & 6ng than, nén thuong phdi hop
vGi chat rc ché dipeptidase la cilastatin dé kéo dai thoi gian ban thai va tc ché
tao chat chuyén hoa gay doc cho than. Meropenem bén voéi dipeptidase hon.

Pho tac dung

La khang sinh diét khuan cé phé khang khuan rong nhdat hién nay. Cé
tac dung trén nhiéu loai vi khudn gram am va dwong, vi khuan wa khi va ky
khi, cac vi khuan tiét ra beta lactamase ké ca ching khang methicilin.

Chi dinh
- Diéu tri cac nhiém khuén nang do vi khuin nhay cam:
- Nhiém khuén ho hdp, mé mém, xwong khap, hé tiét niéu, sinh duc.
- Nhiém khuén trong & bung.
- Nhiém khuén huyét.
Téac dung khéng mong mudn
Thwong gap la budn ndn, non, tiéu chay.

Ngoai ra cé thé gap ha huyét ap, danh trong nguc, viém tinh mach va
dau noi tiém. Doc véi than kinh (gay ra con déng kinh, 10 1an, bénh nio) nhét
la nguoi co tién st bénh & hé than kinh, nguoi suy than hodc dung liéu cao,
giam bach cau, tiéu cau, kéo dai thoi gian chay mau va gay thiéu mau.



Bang 7.2.

Tén thudc
(biét dwoc)
Thé hé 1
Cefadroxil
(Oracefal, Biodroxil)

Cephalexin
(Cefacet, Cefalin)
Cefazolin
(Cefzone, Ancef)
Thé hé 2

Cefaclor

(Ceclor, Keflor)
Cefoxitin

(Mefoxin, Mefoxitin)
Cefotetan
(Cepacef, Cefotan)
Cefuroxim

(Zinnat, Zinacef)
Thé hé Il
Cefotaxim
(Claforan)
Ceftazidim
(Fortum, Tazicef)
Ceftriaxon
(Rocephin)

Thé hé IV
Cefepim

(Maxipim, Acepim)

Chéng chi dinh

Liéu dung cta mot sd khang sinh cephalosporin

Liéu dung

Nguoi I&n

0,5- 1g/lan X 1- 2 lan

0,25 - 0,5/l1an X 4 lan

0,5 - 2g, mdi 8 gitr

250 - 500mg X 2 - 3 lan
3 - 129, chia 3 - 4 lan
1-2g X2lan

Udng: 0,25 - 0,5mg X 3 lan
Tiém: 0,75 - 1,5g X 3 ian

1-2g/lan X2 -4 lan
1- 2g/idn X2 - 3 lan

1-4gdung 1lan

0,5 - 2g/lan X 2 lan

Méan cam v6i carbapenem.
Block nh7 that, chodng vang.

Khong phoi hop voi cac thudc gay doc voi than.

Chépham va liéu dung
Tmipenem (Tienam), lo bt pha tiém chira 500mg imipenem/500mg cilastin.
Nguoi 16n va tré em trén 12 tudi: 1,5 - 3g/24h, chia 3 -4 lan. T6i da 4g/24h.
Tré em dw6i 12 tudi: 12 - 25mg/kg/lan, 3 -4 1an/24h.

Luwu y: khéng duwgc tron voi cac thudc khac trong cung bom tiém vi thube
bi mat hoat tinh & pH acid va kiém.

3.2. Monobactam

Tré em

25 - 50 mg/kg, chia 2 lan

25 - 50 mg/kg, chia 4 lan

25 - 100mg/kg, chia 3 - 4 lan

20 - 40mg/kg, chia 2 - 3 lan

80 - 160mg/kg (t6i da 12 g)

30 - 100mg/kg, chia 3 lan

100 - 200mg/kg, chia 2 - 3 lan

75 - 150mg/kg, chia 3 lan

50 - 100mg/kg, chia 1-2 lan

75 - 12mg/kg, chia 2 - 3 lan

Aztreonam (Azactam): la chdt duy nhéat cla nhém, duoc phan lap t
Chromobacterium wviolacerum.



Pho khang khuéan

Pho hep, tdc dung chu yéu trén trwc khuén gram am (ké ca vi khuan tiét
ra betalactamase).

Thudc khéng tac dung trén vi khuédn gram dwong, vi khuan ky khi.
Chi dinh
Diéu tri cac nhiém khuén do vi khudn gram am nhu:
- Céc nhiém khudn ho hép.
- Céc nhiém khuén da, mé mém.
- Nhiém khu&n huyét.
- Cé&c nhiém khuén tiét niéu, sinh duc.
- Nhiém khuén trong 6 bung.
Liéu dung
Tiém bap: 1 - 2g/24h, chia 1-2 lan.
Tiém tinh mach 2 - 3g/24h, chia 2 -3 lan, tdi da 8g/24h.
Gidm liéu & bénh nhan suy than.

3.3. Cac chat trc ché beta lactamase

Céac chat Gc ché beta lactamase la nhitng chét c6 cau tric twong ty 3 -
lactam nhwng cé hoat tinh khang khuén rat yéu, vi vay khong dung don doc
trong 1am sang. Khi gan vao beta lactamase, ching lam maét hoat tinh cla
enzym nay nén bdo vé cac khang sinh cd cdutric p - lactam khéi biphan huy.
Chinh vi thé cac chat Gc ché beta lactamasechi dung phdihgp v6i nhém
penicilin dé ndi rong phd tdc dung cla penicilin véi cac vi khuan tiét ra beta
lactamase.

Cac chat trong nhédm gom acid clavulanic, sulbactam va tarobactam.
Mot s6"ché pham phdi hop:
Voi acid clavulanic

Amoxicilin két hgp vO6i acid clavulanic theo ti 1& 4:1 (biét duoc:
Augmentin). Pho tac dung trén Staphylococci, H. influenzae, Gonococci va
E.coli tiét ra beta lactamase.

Ticarcilin 3g két hdp véi acid clavulanic 100mg (biét dugc: Timentin,
Claventin). Pho tac dung trén trec khudn gram am wa khi: Staph, aureus,
Bacteroides.

Vé&i sulbactam

Ampicilin két hgp véi sulbactam theo ti 1& 2:1 (biét dvgc: Unasyn). Pho
tac dung trén cau khuadn gram duong, nhw Staph, aureus sinh ra beta
lactamase, vi khudn va khi va ki khi gram am (tri* Pseudomonas).



VOi tazobactam

Tazobactam 375mg phdi hop véi Piperacilin 3g (biét dwoc Zosyn). Pho tac
dung trén cac vi khuan E. coli, Gonococci, Streptococci va H. influenzae.
Khoéng cé tac dung trén Enterobacter va Pseudomonas.

Liéu dung cta cac dang ché pham phoi hop nay dugc tinh theo liéu cla
cac penicilin phoi hop v6i né.

PHENICOL

1. CLORAMPHENICOL

Cloramphenicol tv nhién duoc phan lap tir Streptomyces venezuelae vao
nam 1947. Hién nay, cloramphenicol dung trong lam sang chi yéu lay ti
ngudn tong hop.

Dugc déng hoc

Hép thu cd qua dudong ubng va dwong tiém. Sau khi udng liéu 1 gam
khoang 2 -3 gio, thuéc dat ndong do téi da trong mau la 10 - 13Jag/mL. Thudc
lién két voi protein huyét twvong khoang 50%, phan b6 réng rdi vao cac mé va
dich co thé, qua nhau thai, sta me va dich ndo tuy (néng do thudc & dich néo
tuy bang 60% trong huyét twong, néu mang néo bi viém thi dat ndng do twong
dwong ndng dd trong huyét twong). Thuée chuyén hoa & gan, tao chat chuyén
hoa khdong con hoat tinh. Thai chi yéu qua nuwdc ti€u, thoi gian ban thai
khodng 4 gi0.

Pho tdc dung va co chétac dung

Cloramphenicol la khang sinh pho rong, cé tac dung Ién nhiéu vi khuan
gram duwong va am. Thudic ¢ tdc dung t6t véi Salmonella, Salmonella typhi,
Shigella, Vibrio cholerae va cac vi khuan ki khi gram am nhu Bacteroides
fragilis, nhung khong c6 tdc dung trén p. aeruginosa. Thu6c cling cé tac dung
voi Rickettsia, Brucella, Klebsiella, cac xodn khuén, virus Ién.

~ Co ché: la khang sinh kim khudn, tc ché téng hop protein cla vi khuén do
gan vao phan 50S cua ribosom (xem muc 3.2 - Bai “Dai cwong vé khang sinh™).
Chidinh
- Cac nhiém khuan 6 dwong tiéu hoa: bénh thuong han, phé thwong han, li
trec khuén va bénh ta.
- Viém mang ndo do vi khuan gram am, nhét la Haemophilus.
- Céac nhiém khuén nang & dwdng ho hap, tiét niéu.
- Céc bénh do vi khuén néi bao Brucella, Rickettsia, Klebsiella.
- Dung tai chd diéu tri cac nhiém khudn 6 mét, tai.
Cloramphenicol dung toan than chi si dung gi6i han trong cac truong
hop ma cac khéang sinh khac it déc hon bi chdng chi dinh hodc bi khang.
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tiém

Tac dung khong mong mudn

Thuong nang va nguy hiém hon cac khang sinh khac.

Suy tuy: giam hdng cau ludi, mat kha nang lién két voi sat, gay thiéu
mau bat san... hay gap khi dung liéu cao. can theo ddi cong thirc méau
trwée va trong khi tri liéu, khdng nén dung thubic qua 3 tuan.

Hoi chiing xanh xam “Grey baby syndrom” thwong gap & tré so sinh, nha't
la tré dé non. Nguyén nhan la do tré thiéu UDP - glucuronyl transferase
& gan, non thudic khong duogc chuyén hoa. Mat khac, chirc nang than chua
hoan chinh nén cham thai trir thudc ra khoi co thé. Két qua la thuéc tich
luy lau va gay doc cho co thé.

Céc tac dung khong mong mudn khéc: r6i loan tiéu hod, viém day than
kinh ngoai bién, viém da, viém mach...

Chong chi dinh

Suy tuy, giam bach cau, tiéu cau.

Nguwoi mang thai, tré em duwéi 5 thang tuoi.

Nguwdi man cam véi thudic.

Tuwong tac thudc

Cloramphenicol trc ché enzym gan, nén lam tang tdc dung ctia mot s6"thuéc
khi dung dong thoi: phenytoin, tolbutamid, clopropamid, dicoumarin...

Cac thudc gay cam (ng enzym, nhw phenobarbital, rifampicin lam giam tac
dung cla cloramphenicol.

Ngoai ra, khi ph6i hgp cloramphenicol v6i cac macrolid, lincosamid,
aminosid thi tdc dung khang khuan bi giam do cac khang sinh nay c6 cling
dich tac dung, khi dung cung nhau sé canh tranh vi tri gan véi receptor.
Chépham va liéu dlng

Cloramphenicol (Ciorocid), vién nén, nang 250 va 500mg; thu6c bt pha
Ig; thuéc m& 1,5 va 2%, dung dich nhd mét 0,4%.

buong ubng: Nguoi Ién 250 - 500mg X 2 - 4 lan/24h. Tré em 50

mg/kg/24h, chia 2 -4 1an. Tiém bap: 1 - 3g/24h, chia nhiéu Ian.

2. THIAMPHENICOL

Thiamphenicol 1a dan xudt téng hop, cdu trac khac cloramphenicol do
nhom nitru thom trong phan tir duoc thay bang nhém methyl sulfon.

Pho tac dung, co ché tac dung twong ty nhuw cloramphenicol, nhung cé
mét sé wu diém sau:

+ Th&m nhiéu vao phé quan nén hay ding diéu tri cac nhiém khuén & phdéi,
khi phé quan nhét la khi vi khuan da khang céac khang sinh khac.

+ it chuyén hoé & gan nén it gay hdi chirng xanh xam & tré so sinh.



+ Thai chu yéu qua nwoc tiéu dwdi dang con hoat tinh nén con duoc dlng
tri nhiém khuén tiét niéu, sinh duc.
- Liéu dung:
Nguwoi Ion: udng: 500mg x 3 - 4 1an/24h. Tiém: 750 - 1500mg/24h.
Tré em: 20mg/kg/24h, chia nhiéu lan.

TETRACYCLIN

1. CAC TETRACYCLIN Ty NHIEN

Cac tetracyclin ty nhién duwgc phan 1ap ti cac loai Streptomyces
(oxytetracyclin lay tir Strep, rimosus, clotetracyclin 1dy tir Strep, aureofaciens).
Céc tetracyclin déu cé cau trdc co ban la vong octahydronaphtaxen.

Dwoc déng hoc

Hap thu qua duong tiéu hoa, sinh kha dung khoang 70% khi uéng thuéc
vao lic déi. Thiec an lam gidm hap thu thudc téi 50%. Cac thirc udng hodc cac
thudc c6 chlra cac ion hod tri Il va Il nhy Ca+, Mg+ Al++lam gidm hép thu
thudc. Sau khi ucmg 1 - 4 gi¢ thudc sé dat ndng dod tdi da trong mau. Thudc
phan bd" nhanh vao cac mo va dich co thé (trir dich ndo tuy), qua dwgc nhau
thai va sira me voi ndng do cao. Dic biét thudc gan manh vao xuong, ring.
Thudc chuyén hoad & gan va thai chl yéu qua phan, mot phan thai qua nuwéc
tiéu, thoi gian ban thai khoadng 6 - 12 gio.

Pho tac dung va co chétac dung

Tetracyclin nguyén la khang sinh c6 pho tac dung rat rong, tac dung Ién
nhidu vi khudn gram am va dwong, ca wa khi va ki khi, xodn khuén va vi
khuan ndi bao Clamydia, Rickettsia, Mycoplasma. Thu6c cling c6 tac dung Ién
ca c4c virus mat hot, sinh vat don bao va ky sinh tring s6t rét.

Tuy nhién, hién nay it dung nhat la cac bénh do vi khuan gram dwong vi
ti 16 khang thudic rat cao.

Co ché tac dung: tc ché téng hop protein cla té bao vi khudn do gan vao
phan 30S cda ribosom (xem muc 3.2 - Bai “Pai cuong vé khang sinh™).

Chidinh
Hién nay chl yéu dung trong cac tredong hop sau:
- Bénh do vi khudn ndi bao, bénh dich ta, dich hach, dau mét va trirng ca.

- Ngoai ra, tetracyclin con dwgc phdi hop voi cac khang sinh khac dé diéu
tri loét da day ta trang (diét Helicobacter pylori), cac bénh do sinh vat
don bao, ky sinh tring s6t rét va cac vi khuan khang thuéc khac.



Tac dung khéng mong mudn

- Thuong gap nhat 1a réi loan tiéu hod, bdi nhiém ndm & miéng, thwc quan
va ndm Candida am dao.

- Lam xwong, rang & tré em kém phat trién va bién mau (ké ca khi nguoi
mang thai va thoi ky cho con bl dung thudc).

- Cac tac dung khéng mong muoén khac la may day, ban dd, thiéu mau,
gidm tiéu cdu, gidm bach cau trung tinh, giam chitrc ndng gan than, ting
ap luc ndi so...

Choéng chi dinh
- Tré em duéi 9 tudi.
- Nguoi mang thai (dac biét ba thang cudi cta thai ky), thoi ky cho con bd.
- Nguoi man cam véi thuéc.

Tuong tac thudc

Céc do an thrc uéng va thuée co chira cac kim loai hoa tri Il, 11l nhu sira,
thudic nhuan trang, thudc khang acid, cac thudc bd co chira Fe+; Ca+.. lam giam
tac dung cua cac tetracyclin vi cac ion kim loai nay tao chelat véi tetracyclin.

Chépham va liéu dung
- Ché phdm: vién nén, nang 250mg. Thuéc m& tra mat 1%.

- Liéu dung: Nguoi lén: 250 - 500mg X3 - 4 lan/24h. Tré em trén s tudi:
25 - 50mg/kg/24h chia 2 -4 lan.

Thuéc nén udng truéc khi an va uéng & tv thé dirng.

2. CAC TETRACYCLIN BAN T6NG HOQOP
2.1, Doxycyclin
Duoc dong hoc

Héap thu tot qua dwong tiéu hod, sinh kha dung trén 90%, vi vay it gay
roi loan tiéu hoa hon tetracyclin. Sy hdp thu cla thu6c it bi &nh hwéng béi
thirc an. Thudc dung duoc ca qua dwong tiém tinh mach. Thai trir chl yéu qua
mat nén cé thé dung dugc cho nguoi bi suy than, thoi gian ban thai kéo dai,
nén chi can dung ngay mot lan.

Chi dinh
Twong tv tetracyclin, thudc dac biét hay dung diéu tri bénh tréng ca.
Ta&c dung khéng mong mudn va chdng chi dinh

So voi tetracyclin thi doxycyclin it ddc, it tac dung khong mong muén
hon, thudc it gan vao xwong, rang nhung van khdéng dung cho tré em duwéi 9
tudi, nguei mang thai va thoi ky cho con bu.


http://www.adultpdf.com

Chépham va liéu dung
_ Tetradox, Doxin, Cyclidox, vién nang, vién nén 100mg. Ong tiém 100mg.
Hon dich 10mg/mL.
Nguoi Ién: 100 - 200mg/24h, chia 1-2 lan.
Tré em trén 9 tudi: 4mg/kg/24h.

2.2. Minocyclin

Minocyclin ciling c6 cac dac diém twong tw tetracyclin, nhwng bén ving
hon nén chid yéu dung diéu tri tu cau da khang tetracyclin khac. Thudéc héap
thu tét qua duong tiéu hod, khuéch tan t6t vao cac mo.

Nhroc diém: minocyclin tan nhiéu trong lipid nén thwong gay ra cac tac
dung khéng mong mudn trén than kinh trung wong nhw nhirc dau, chéng mat,
mét moi. Cac tdc dung khdng mong mudn khac cling tuong tu tetracyclin.

Liéu dung: Nguoi Ién: 100mg X2 lan/24h.

Tré em trén 9 tudi: 4mg/kg/24h, chia 2 lan.

2.3. Cac thubc khéac

Twong tu tetracyclin, nhung c6 mot s diém riéng:

Methylencyclin: hdp thu tét qua dwong ubng, thai trir rdt chdm va tac
dung kéo dai.

Rolitetracyciin: hoa tan tot trong nwéc, khong hdp thu qua dudng udng,
chl yéu dung tiém tinh mach.

Lymecyclin: dé tan, hdp thu t6t qua duong tiéu hoa, dat néng dd cao &
cac mo nhat la phdi, gan, than. Thudc dung nap tdt va it gay ton hai toi hé vi
khuén cé ich & rudt.

Mot sd thude khac: demeclocyclin, amicyclin, sancyclin, mepicyclin.

MACROLID VA LINCOSAMID

1. MACROLID

Macrolid dau tién la erythromycin, dwgc phan lap tr xa khuan
Streptomyces erythreus. Sau dé dva vao cdu trac cla erythromycin, ngudi ta
da téng hop ra cac macrolid c¢d nhiéu wu diém hon.

Céu trac co ban cla cac macrolid déu c6 vong macrocyclolacton. Céc
macrolid chi.khac nhau & nhém chic va s8'lvong nguyén ti carbon & vong lacton.

1.1.Erythromycin
Duwoc déng hoc

Erythromycin chi c¢6 tac dung khi & dang base nhung khi u6ng thi dang
base bi mat hoat tinh béi acid dich vi. Hon nita, dang base rat dang, khong tan
trong nwdc nén thwong dung dang mudi va ester (nhu erythromycin stearat,
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erythromycin ethylsuccinat...) hodc bao ché erythromycin dwéi dang vién bao
tan trong rudt. Khi vao co thé, cac dang nay sé thuy phan tao ra dang base dé
phat huy tadc dung. Thudc hap thu dwoc qua dwong udng va truc trang. Sinh
kha dung cla erythromycin thay doi tir 30 - 60% tuy theo dang bao ché. Dang
mudi gluceptat va lactobionat dé tan trong nwdc nén co thé ding tiém bap
hodc tinh mach. Sau khi uéng 500mg khoadng 1 - 2 gi®, thuéc dat néng do toi
da trong huyét twong 0,5 - 1,9pig/mL. Thuoc lién két véi protein huyét twong
70 - 90%, phan b6 rong khip cac md va dich co thé, vao ca dich gi tai gitta,
tinh dich, tuyén tién liét, nhau thai va sita me. Thudc, dat ndng dd cao 6 gan,
mat va lach, nhueng hau nhu khong vao dich ndo tuy (day ciing la diém chung
cla cac macrolid). Erythromycin va cac macrolid déu chuyén hoa qua gan va
thai trlr chd yéu qua phan (riéng clarithromycin thai qua nwéc tiéu).

Pho tac dung va co chétac dung

Erythromycin va cac macrolid néi chung cd phé tac dung trung binh, chu
yéu tac dung Ién vi khudn gram duong, nhu Streptococcus, Staphylococcus,
Bacillus anthracis, Listeria monocytogenes, Corynebacterium diphteriae... Chi
co tac dung l1én mot s8"it vi khuan gram am twong tv nhu penicilin.

Uu diém cla erythromycin va cac macrolid so véi cac khang sinh khac la cé
tac dung voi cac vi khuan ndi bao Mycoplasma, Clamydia, Rickettsia, Brucella,
Legionella, cac.xodn khudn Treponema pallidum, Borrelia burgdorferi, vi khuén
co hdi Mycobacterium kansasii.

Erythromycin hau nhv khdng cé tac dung trén vi khuén wa khi gram am.
Co ché tac dung: (rc ché tdng hop protein cla té bao vi khudn do gén vao
phan 50S cla ribosom, ngan can phan ng chuyén vi (xem muc 3.2. - Bai “Dai
cwong vé khang sinh”).
Chidinh
Didu tri cac bénh nhiém khuan do vi khudn nhay cam bao gém:
- Céc nhiém khuén ho hdp, da, md mém, hé tiét niéu - sinh duc.
- Du phong thdp khép cap (thay thé penicilin).
Tac dung khéng mong muén
Erythromycin it doc, it taic dung khdng mong mu6n nén thuong duwoc st
dung trong khoa nhi.

Céc tac dung khong mong mudén pho bién la roi loan tiéu hoa nhu: non
nao, khé chiu, dau bung, tiéu chay. Ngoai ra c6 thé gap cac phan &ng di &ng,
viém gan, vang da, loan nhip, diéc c6 hoi phuc.

DE han ché sy kho chiu & dvong tiéu hoda, nén dung thudc sau khi an.
Chong chi dinh

- Viém gan, r6i loan porphyrin.

- Mén cam voi thudc.



Twong tac thudc

- Erythromycin va cac macrolid 14 cacbon gay (rc ché enzym chuyén hoé thudc
® microsom gan cla nhiéu thubc, nhw theophylin, methylprednisolon,
ergotamin, lovastatin, carbamazepin, acid valproic va hiép dong tac dung voi
céac thudc warfarin, bromocriptin, digoxin. Hau qua cla cac tuong tac trén la
lam tang tac dung va doc tinh cla thudc phdi hgp. Bdc biét khi phdi hop Voi
cac chét gay doc voi tim nhu terfenadin, astemizol c6 thé gay xoan dinh.

- Nguoc lai, néu phdi hop voi cac khang sinh macro]iH khéc, hodc lincosamid thi
sé lam giam tac dung khang khuan vi cd sv canh tranh vi tri tac dung.

Chépham va liéu dlng
- Ché pham:

Erythromycin (Erythrocin, Adamycin), bdt pha hoén dich udng
125mg/5mL; vién nén, vién nang, vién bao tan trong rudt 250 va 500mg.

Cac dang dung ngoai: thudc tra mat 0,5% (Acneryne), dung dich nudc,
dung dich con (Eryfluid), kem, thuéc mé& (Erythrogen) 2%, 4%.

- Liéu dung:
Nguoi lén: 1 - 2g/24h, chia 2 -4 lan.
Tré em: 30mg/kg/24h.
1.2. Spiramycin
Duwoc dong hoc

Héap thu nhanh nhwng khong hoan toan qua dwong tiéu hod, thic an
khong anh hwédng té6i sy hap thu thu6c. Thuéc phan ph6i nhiéu vao dich phé
quan, phéi, nuoc bot, cac xoang, xuong, khép va stta me nhung khdng vao dich
ndo tuy. Thudc lién két voi protein kém (10%), chuyén hod & gan va thai chl
yéu qua phan, thoi gian ban thai khoang s gio.

Pho khang khuan

Pho tac dung twong tv erythromycin nhwng rdng hon va hiéu lvc ciing
manh hon. C6 tac dung cd voi Toxoplasma gondii, Branhamella catarhalis va
Streptococcus nhay cam voi methicilin.

Chidinh

Nhiém khuén 6 duong ho hap.

Nhiém khudn & da, co, xwong; nhiém khuén tiét niéu, sinh duc.
Phong nglra viém mang ndo do md nédo cau.

Du phong thap tim cip 6 bénh nhan di &ng v6i penicilin.

Nhiém Toxoplasma & ngudi mang thai.



1.3. Clarithromycin

Clarithromycin c6 thoi gian ban thai kéo dai hon erythromycin va thai
trlr chd yéu qua nudc ti€u, cho nén co lgi cho cac nhiém khudn tiét niéu, sinh
duc hon céac thuéc khéac trong nhém.

Clarithromycin tac dong trén céac vi khuan Staphylococcus, Streptococcus,
H. pylori va cac vi khuén co héi manh hon erythromycin. Vi vay, ngoai chi dinh
giéng erythromycin thi con dung diét H. pylori va diéu tri nhiem vi khuan co hoi
& bénh nhan AIDS.

Chépham va liéu dung:

Claritex, Klacid, vién 250mg, 500mg; hén dich 125mg/5mL.

Nguoi 16n: 250 - 500mg X2 lan/24h.

Tré em: 7,5mg/kg X2 lan/24h.

1.4. Roxithromycin

Roxithromycin hdp thu manh va 6n dinh & pH da day, sinh kha dung qua
duwong udng tét hon erythromycin nén it gay rdi loan tiéu hoa hon.

Thuoéc c6 tac dung Ién cd Haemophilus influenzae, Ureaplasma
urealyticum, Vibrio cholaerae, Enterococcus faecalis va cac Staphylococcus,
Streptococcus dd khang erythromycin.

Chépham va liéu dung

- Ruiid, vién nén 50, 100 va 150mg; géi bét 50mg.

Nguoi I6n: 300mg/24h, chia 2 lan. Tré em: 5- 8mg/kg/24h, chia 2 lan.

- Rowamycin, vién nén 1,5 va 3 triéu don vi; bot pha hon dich uéng 0,375
va 0,75 triéu 1U.

Nguwoi lén: 6 -9 triéu 1U/24h, chia 2 -3 lan.

Tré em: 0,75-3 triéu 1U/24h, chia 2 -3 lan.

1.5. Azithromycin

Azithromycin hdp thu nhanh va phan bé rong khap co thé. D3c biét thube
dat nong do trong té bao cao hon trong huyét tvong (tr 10 - 100 lan) vi vay ding
diéu tri nhiém vi khuan noi bao t6t. Thitc an lam gidm hap thu thudc.

Thudc c6 tdc dung manh trén H. influenzap, M. catarhalis, Neisseria, vi
khuén noi bao, vi khuén co hdi & bénh nhan nhiém HIV/AIDS.

Chépham va liéu dung

Azithromycin (Zithromax, Azithromax, Aziwok), vién nang, nén 125mg,
250mg va 500mg; hén dich uéng 250mg/5mL.

Nguoi I6n: ngay dau 500mg/24h, chia 1 -2 lan. Cac ngay sau 250mg/24h,
dot 5 ngay (hodc 500mg/lan/24 gio X3 ngay).



1.6. Céac thué6c khac

Dirithromycin, josamycin, flurithromycin, midecamycin, rokitamycin, i
virginiamycin cling twvong ty cac macrolid trén.

2. LINCOSAMID

Nhém nay goém 2 thudc chinh la clindamycin va lincomycin. Cac chat nay
c6 cau tric hoa hoc khac voi cac macrolid nhwng do c6 pho tac dung va co ché
tdc dung tuvong tw cac khang sinh macrolid nén nhiéu tai liéu xép chung vao
nhom macrolid. Dac diém ndi bat cia nhém la xam nhap vao md xwong t6t hon
va tac dung tot trén vi khuén ki khi.

2.1. Clindamycin
Dugc ddong hoc

Héap thu t6t qua duong udng va dudng tiém. Qua duong ubng hép thu
gan nhv hoan toan. Sau khi uéng khoang 1 gi¢, thuéc dat néng dd t6i da trong
mau. Thubc khuéch tan tdt vao cac md va dich co thé, xdm nhéap duoc ca vao
cac md xwong, qua degc nhau thai va stta me nhwng it vao dich néo tuy. Thudc
lién két véi protein huyét tvong trén 90%, chuyén hoéa & gan, thai chl yéu qua
phan, thoi gian ban thai 2 -3 gio.

Pho tac dung

- Tuwong ty erythromycin, clindamycin tdc dung chl yéu trén vi khuan va
khi gram dwong nhuw: Streptococcus pyogenes, Strep, viridans,
Pneumococcus, Staph, aureus nhay cam véi methicilin. Trén vi khuan ki
khi, clindamycin tac dung t6t hon macrolid.

- Vi khuén wva khi gram am thuvong khang clindamycin.
Chidinh
Cac nhiém khuén do cac vi khudn ki khi va wa khi nhay cam.
- Nhiém khu&n ho hap: viém phéi, ap xe phdi, viém xoang, viém tai...
- Nhiém khuén trong 6 bung: viém mang bung, ap xe hodc phau thuat.
- Nhiém khuén ving khung chau va dwong sinh duc.
- Nhiém khuén huyét.
- Nhiém khuén xwvong khap.
- Du phong viém mang trong tim ho&c nhiém khuén do cdy ghép co quan.
- Bénh tring cé do vi khuan da khang céc thudc khac.
Tac dung khéng mong mudn
- Gay viém rudt két mang giad do bdi nhiém Clostridium difficile’, dau
bung, tiéu chay kéo dai.
- Téac dung khéng mong mudn khéac: budn non, non, viém thuc quan, ban
da, tang bach cau wa eosin, tdng aminotransferase gan.



Chépham va liéu dung
- Ché pham:
Dalacin ¢, vién nang 75, 150 va 300mg, dung dich uéng 1%; dang thudc
tiém 300mg/2mL, 600mg/4mL va 900mg/6mL.
Dang dung dich dung ngoai 1% (Dalacin T) diéu tri trirng ca.
- Liéu dung:
Nguoi Ién: 600 - 1200mg/24h, chia 2 -4 lan.
Tré em: 10 - 40mg/kg/24h.
2.2.Lincomycin

Thudc cd thé dung dwong udng va dwong tiém. Thic an lam giam hép thu
thudc, nén can ubng cach xa blra an. Thoi gian ban thai kéo dai hon
clindamycin (thoi gian ban thai khoang 5 gi®). N6i chung, lincomycin c6 cac
dac diém tac dung twong ty clindamycin. Tuy nhién hiéu lyc kém clindamycin
va doc hon.

Ché pham: Lincocin, vién 250 va 500mg; 6ng tiém 300 va 600mg.
Liéu dung: Udng: 500mg X3 lan/24h.
Tiém bép, tinh mach: 600mg - 1000mg/24h, chia 1-2 lan.

AMINOGLYCOSID VA SPECTINOMYCIN

1. AMINOGLYCOSID

1.1. Dac diém chung
Céc aminoglycosid (con goi la aminosid) déu c6 chung mot s6 dac diém sau:
- Khong hap thu qua dudng tiéu hod nén thwong dung duong tiém.

- Hoat pho rong, c6 taic dung manh trén vi khuan gram am, con trén vi
khuan gram duong thi tac dung kém penicilin.

- Co ché tac dung: gén vao tiéu don vi 30S cla ribosom, gay bién dang
ribosom va tac dong dén quéa trinh tong hop protein cla vi khuan (xem
muc 3.2 - Bai “Pai cwong vé khang sinh”).

~ Doc véi than va than kinh thinh giac.
Cac thu6c théng dung la: streptomycin, gentamicin, tobramycin,
amikacin, kanamycin va neomycin.
1.2. Gentamicin

Gentamicin 1a hon hgp khéang sinh c6 cdu trdc gan nhau, dwoc chiét xuat tir
méi trudng nudi cdy Micromonospora purpura, Micromonospora echnospora.



Duwoc déng hoc

Cling nhuv cac aminosid khac, gentamicin it hap thu qua dudng tiéu hoa
nhung hédp thu t6t qua duong tiém bap, tiém tinh mach. Sau khi tiém bap 30
- 60 phat thuéc dat ndng do tdi da trong mau. Thudc it lién két v6i protein
huyét twong, duy tri tdc dung s -12 gi¢. Khuéch tan chl yéu vao dich ngoai
bao, vao dwvoc nhau thai va stta me lwgng nhd nhwng it vao dich ndo tuy ké ca
khi mang ndo bi viém. Gentamicin it chuyén hoa trong co thé. Thai chd yéu
qua nudc tiéu, khodng 70% thudc thai trir trong vong 24 gio dau. Thoi gian
ban thai 2 -4 gi0 va kéo dai hon & bénh nhéan suy than, nguoi cao tudi hodc
tré so sinh.

Pho tac dung

Gentamicin ¢6 tdc dung chl yéu trén cac vi khuan wa khi gram am va
mot s6 it vi khuan gram dwong nhuw lién cau, phé cau, tu cau (ké ca tu cau
khang methicilin va tu cau sinh penicilinase). Ngoai ra, gentamicin con c6 tac
dung voi mot s6 Actinomyces va Mycoplasma.

Vi khuén khang gentamicin: Mycobacterium, vi khuén ki khi va nam.

Chidinh

- Diéu tri nhiém khudn néng do vi khuén gram &m méc phai & bénh vién,
nhv nhiém khuén deong mat, nhiem khudn huyét, viém mang néo, viém
ph6i, nhiém khudn xwong khép, nhiem khuén trong 6 bung, nhiém
khuan tiét niéu va dv phong phau thuat.

- Gentamicin thwong dugce phdi hop véi penicilin, quinolon, clindamycin va
metronidazol dé nang cao hiéu luvc khang khuan.

Tac dung khong mong mudn

- VGi thinh giac: gay rdi loan tién dinh, 6c tai do dé lam r6i loan chirc nang
thinh giac nhu U tai, chong mét, gidm thinh luc, diéc khéng hoi phuc.

- VGi than: tén thuong, hoai tir 6ng than hodc viém than ké c6 hdi phuc.

- Di tng: may day, ban da, viém da tr6c vay, viém miéng, séc phan vé.

- Céc tac dung khéng mong muén khac: trc ché dan truyén than kinh - co
giéng cac chat cura, trvdng hop nang gay suy ho hédp, liét co, liét h6é hap.
Chong chi dinh
Nguoi c6 ton thuong than hoac thinh giac.

Di rng vbi gentamicin.

Twong tac thuée

- Dung doéng thoi véi cac thudc gay doc voi than nhw: cac aminosid khéc,
vancomycin, cephalosporin, thuéc lgi ti€éu furosemid hodc acid ethacrynic
sé tang déc tinh voi than.

- V6i céac thudc rc ché dan truyén than kinh - co gay tdng nguy co gidn co.
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- Gentamicin twong ki v6i penicilin, cephalosporin, furosemid, heparin va co

phan (ng voi cac chét c6 pH kiém hodc voi cac thuée khong bén & pH acid.

Vi vay khong duoc tron lan cac thuéc nay véi gentamicin trong ciing mot

dung dich tiém truyén.

Chépham va liéu dung

Ong tiém 2mg/mL, 10mg/mL, 40mg/2mL?80mg/2mL va 160mg/2mL.

Nguoi I6n va tré em: 3 - 5mg/kg/24h, chia 2 - 3 lan.

Giam liéu 6 bénh nhan suy than, ngui cao tudi va tré so sinh.
1.3. Streptomycin

Streptomycin dwgc phan lap tr moi trvdng nudi cly Streptomyces griseus.

Duwoc déng hoc

Thudc it hdp thu qua duong tiéu hoa, nhung khong bi pha huy bdi acid
dich vi va bén virng v6i penicilinase. Thuéc chd yéu dung tiém bap, ngoai ra cé
thé dung dvong ubng dé diét khuan tai dwong tiéu hoa. Cac dac diém khac
twong ty gentamicin.

Pho tdc dung

Twong ty gentamicin, tuy nhién tac dung voOi Pseudomonas kém
gentamicin. Uu diém n6i bat cla streptomycin la co tdc dung tot trén truc
khuén lao, nhéat la vi khuan lao & giai doan sinh san nhanh.

Ngoai ra, thﬁuéc con tac dung ca trén trwc khan gay bénh phong, dich
hach va truc khuan duong rubt.
Chidinh
- Hién nay chd yéu dung diéu tri bénh lao va phai phdi hgp voi cac thube.
- Céc nhiém khuén do vi khudn gram am, bénh dich hach.
- Nhiém khuén tiéu hod, chuén bi cho phau thuat duong tiéu hoa.
- Phdi hop véi nhém penicilin dé diéu tri viém mang trong tim do lién cau.
Tac dung khéng mong mudn
- Streptomycin gy doc voi thinh gidc manh nhdt trong nhém, nhu réi loan
tién dinh, dc tai, gay u tai, gidm thinh luc va diéc khéng hoi phuc.
- Thubic cling gay doc voéi than (mdc dd nhe hon gentamicin).
- Cac tac dung khdng mong mudn khac twong tv gentamicin.
Chépham va liéu dung
- Ché pham: thudc bot pha tiém, lo 1 gam dang mudi sulfat.
- Liéu dung:
+ Diéu tri bénh lao: 15 - 20mg/kg/24h, dot diéu tri > 2 thang, phdi hgp
voi thudc tri lao khac. (Xem thém bai Thu6c diéu tri lao).
+ C4c bénh khac: 1 - 2g/24h, chia 2 lan.



1.4. Tobramycin
Tobramycin thu duwgc tr Streptomyces tenebrarius.

Tobramycin tac dung manh hon gentamicin 2 -4 lan, nhdt la trén
Pseudomonas aeruginosa. Thudc nay dwgc wu tién dung diét trec khuan ma
xanh va cling thuong phoi hop véi cac penicilin diét truc khudn mad xanh dé
tang hiéu qua tri liéu.

Chépham va liéu dung

Tobramycin (Nowamin, Tobracin, Nebcin, Tobrex): dung dich hoac mé tra
mat 0,3 %. Lo hodc 6ng tiém 25, 75 va 80mg.

Nguwdi 16n: 2 - 3mg/kg/24h, chia 2 -3 1an, tiém bap hodc tiém tinh mach.

Tré em: 3- 4mg/kg/24h.

1.5. Neomycin

Neomycin it hdp thu qua duong tiéu hoa va do c6 doc tinh cao v6i than va

than kinh thinh gidc nén chi yéu diung ngoai diéu tri tai cho (thuong phodi hop

vGi bacitracin, polymyxin) hodc u6ng dé diét vi khudn va khi & rudt chuén bi
cho phau thuat tiéu hoa.

Chépham va liéu dlng

Framycetin, Neomin, Negamycin, vién nén 500mg, thudc tra mat, kem,
m& b6i ngoai da cac ham lwgng.

Uéng Ig X3 - 41an/24h, dung 1-2 ngay trudc khi phau thuat.
1.6. Amikacin

Amikacin bén viing, c6 kha nang khang cdc enzym lam bat hoat
gentamycin va tobramycin, c6 tac dung véi truc khuén lao va khong khang
chéo v6i streptomycin. Do dd, thu6c thuong dugc dung diéu tri bénh lao hodc
diéu tri cac bénh nhiém vi khudn gram am khang cac aminosid khac.

Chépham va liéu dung

Amikacin (Amiklin), lo tiém 50mg/mL, 250mg/2mL, 500mg/4mL

Tiém bép, truyén tinh mach hodc tiém du6i da: 15mg/kg/24h, chia 2 -3
lan. Khdng tiém tinh mach trwc tiép.
1.7. Céac thudc khac

Kanamycin cTokomycin), netilmicin (Netillin), arbekacin (Habekacin),
astomicin (Fostimicin), bekanamicin (Kanendox), dibekacin (Dikacin),
micronomicin (Sagamicin), sisomicin (Sisilin).



2. SPECTINOMYCIN

Spectinomycin (Trobicin) c6 cdu trlc va co ché tdc dung gan gidbng céac
aminoglycosid.

Thudc khang nhiéu loai vi khuan gram dwong va gram am in vitro. Tuy
nhién, trén thuc té spectinomycin chi dwgc ding dé diéu tri lau trén nhirng
nguoi bi di ng penicilin hodc diéu tri lau khang thudc. Thudc hdp thu nhanh
sau khi tiém bap, thudong dung lieu duy nhét 2g (hodc 40mg/kg).

PEPTID

1. GLYCOPEPTID

1.1. Vancomycin

Vancomycin la khang sinh glucopeptid 3 vong, dwoc phan lap tw
Streptomyces orientalis.
Duwoc déng hoc
Vancomycin it hdp thu qua dudng tiéu hoa, thube khong dung dugc qua
duong tiém bap vi gay hoai tl noi tiém, chd yéu dung tiém tinh mach. Sau khi
tiém tinh mach 2 gio, thudc dat nong do t6i da trong huyét twong, lién két voi
protein huyét twvong khodng 55%. Thudc phan bd"nhiéu vao dich ngoai bao va
dat dwoc ndng do diéu tri. Thudc it vao dich ndo tuy trir khi mang nédo bi viém.
Thai chi yéu qua than, thoi gian ban thai khoang & gio.
Phé tac dung va cochétac dung
Vancomycin la khang sinh diét khuan, c6 pho hep, chi c6 tdc dung trén vi
khuan gram duong, dac biét la Streptococcus va Staphylococcus, ké ca chiing
da khang methicilin.
Céc vi khudn nhay cam khac: Bacillus anthracis, Corynebacterium
diphteriae, Clostridium dificile, Clostridium tetani.
Vancomycin khéng c6 tac dung trén vi khuan gram am, vi khuan lao.
Co ché: (¢ ché tong hop vach té bao vi khudn (xem muc 3.1 - Bai “Dai
cuong vé khang sinh”).
Chi dinh
- Puwong ubng:
- Tri viém rudt két mang giad th& phéat do khéang sinh.
- Diét vi khuan ¢ duwong tiéu hoa.
- DBuodng tiém:
Tri cac nhiém khudn nang do Staphylococcus va Streptococcus nhw viém
mang bung, viém mang trong tim, nhiém khuén huyét, nhiem khuén do phau
thuat va cac nhiém khuan & nguoi suy giam mién dich.



Tac dung khong mong mudn

- Hay gdp nhéat la viém tinh mach va phan &ng giéng di &ng khi dung
duong tinh mach (s6t phéat ban, ngla, chéng mat, ha huyét ap...) do gidi
phong nhiéu histamin. Khéc phuc bang céach tiém, truyén that cham
hodc dung khang histamin trwvdc dé dy phong.

- Vi tai: gidm thinh lyc, cd thé gay diéc.
- V6i than: dung don doc thudc it gay doc voi than, nhwng néu phoi hgp voi
aminosid thi doc tinh trén than tang lén nhiéu.
Chong chi dinh
Man cam vaéi thudc.
Than trong voi ngudi suy than va nguoi co tién s bi diéc.
Chépham va liéu dung

Vancomycin (Diatracin, Vancolin): vién 125mg va 250mg, bot pha tiém lo
500mg va 1000mg.

Puong tiém:

Nguoi 16n: 500mg/lan X4 [an/24h hodc 1000mg/lan X2 lan/24h.

Tré em: 10mg/kg/lan, cv 6 gio tiém 1 lan.

buong ubng: ngudi 16n 500mg - 2000mg/24h, chia 3 -4 lan.
1.2. Teicoplanin

Teicoplanin dugc phan 1ap tir Actinomyces teicomyceticus. it hdp thu qua
dwong tiéu hoa, hdp thu t6t qua dwong tiém bap va tinh mach.

Pho tac dung twong tv vancomycin, chd yéu trén vi khuan gram dwong,
nhat la Streptococcus va Staphylococcus. Teicoplanin c6 tdc dung t6t hon
vancomycin trén cac vi khuan ki khi Clostridium.

Thuoc chl yéu dwgc dung dé thay thé vancomycin.

Liéu ding: khoi dau 400mg/ngay, sau dé 20omg/ngay, tiém bap hoic
tinh mach.

1.3. Cac thu6c khac

Daptomycin, ramoplanin cling tvong ty vancomycin.
2. POLYPEPTID
2.1.Céc polymyxin

Cac polymyxin hién dang dung trong lam sang la: polymyxin B
(Polymyxin) duoc phan lap tir Bacillus polymyxa; polymyxin E (Colistin) dwoc
ldy tr Bacillus colistinus.



Dugc déng hoc

Cac polymyxin khong hdp thu qua duong tiéu hod nén chi dung duong
udng dé diéu tri nhiém khuan tiéu hod. Thu6c dung dugc duong tiém bap va
tinh mach. Sau khi tiém bap 2 -3 gio, thuéc dat ndng do t6i da trong huyét
trong, qua hang rao sinh hoc kém. Thai trlr chl yéu qua nudc tiéu, thoi gian
ban thai khoang 4 gio. Bénh nhan suy than thai thudc cham, thuo'c tich Iuy lau
trong co thé nén dé bi ngd doc.

Pho tac dung va co ché

Ca 2 chét déu c6 pho hep va twong tv nhau, déu tac dung trén vi khuan gram am
nhu: E. coii, Klebsiella, Salmonella, ShigellaPasteurella, dac biét la Pseudomonas
aeruginosa. Céc polymyxin khong tac dung trén vi khuan gram duong.

Co ché: thay doi tinh thdm mang té bao vi khudn (xem muc 3.4 - Bai
“Dai cvong vé khang sinh”).

Chidinh

Puong tiém: diéu tri cac nhiém khudn ndng do vi khudn gram am nhu
..nhiém khuan noi tang, nhiém khuan huyét, tiét niéu, sinh duc, mang néo...
Purong udng diéu tri nhiém khuén tiéu hoa.

Dung tai chd diéu tri viém tai, mét, da va niém mac.

Tac dung khéng mong muén
Vi than: gy suy than cdp, viém ong than cép, bi tiéu tién...

V6i than kinh: chéng mat, nhitrc dau, r6i loan thi gidc, mat phuong
hwéng, di cdm, &rc ché than kinh - co.

Ngoai ra con gay budn non, nén, tiéu chay.
Chong chi dinh

Suy than nang.

Nhuoc co.

Nguoi mang thai, thoi ky cho con ba.
Ngudi man cam véi thudc.

Chépham va liéu dung
Polymyxin (Aerosporin): bt pha tiém 500.000 1U, tiém bap hodc truyén
tinh mach 15.000 - 25.000 1U/kg/24 gio.

Colistin (Colymycin): b6t pha tiém 500.000 IU, 1.000.000 IU; vién nén
1.500.000 1U, siro 250.000 1U/GmL.

budng tiém: Nguoi Ién: 6.000.000 1U/24 gio, chia 3 lan.
Tré em: 50.000 1U/kg/24h, chia 3 lan.

Pbuong udng: Nguoi Ién: 1.500.000 - 3.000.000 IU/s gio.
Tré em > 15kg: 750.000 - 1.500.000 IU/s gio.
Tré em < 15kg: 250.000 - 500.000 1U/8 gio.



Cac polymyxin rét doc, dac biét la polymyxin B, nén han ché dung toan
than ma chd yéu dung tai cho nhv thuéc nhd mat, nhd tai, thuéc mg don
thanh phan hoac phdi hop véi cac thudic khéac.

Vi du: phdi hop véi neomycin trong cac ché pham nho tai (Neosporin,
Otosporin)’, ph6i hop v6i bacitracin va trimetoprim trong cac ché pham nho
mat {Polyfax, Polytrim)...

2.2. Bacitracin

Bacitracin dwoc phan lap tir Bacillus subtilis. Bacitracin la polypeptid
nhwng khac véi polymyxin la tac dung chl yéu trén vi khudn gram duong ké
ca Staphylococus aureus va Streptomyces. Thudc it tac dung trén vi khuan
gram am.

Co ché tac dung: tc ché tong hop vach té bao vi khuan (xem muc 3.1 -
Bai “Dai cuong vé khang sinh™).

Dung duong tiém, bacitracin gay ddc véi than. Do thu6c c6 doc tinh cao,
khong hap thu qua dwdng tiéu hod nén chi dung tai chd tri viem mat, viém da
va niém mac (thuong ph6i hgp véi neomycin). Hién nay con c6 dang vién ngam
dé diéu tri viém miéng, hau, hong.

2.3.Tyrothricin

Tyrothricin cling tvong tu bacitracin, chd yéu tac dung trén vi khu~én
gram dwong. Thudc gay doc véi mau nén ciling chi yéu dung tai choé tri nhiém
khudn da va niém mac, dang vién ngam tri viém hong.

QUINOLON

La nhdm khang sinh c¢6 ngudn géc tong hop, dwgc chia thanh 2 thé hé:

- Quinolon thé hé I: gobm acid nalidixic, cinoxacin, oxolinic, pipemidic,
piromidic, flumequin... Trong cdu tric khéng c6 nhan piperidin va khong
c6 nguyén tir fluor. Quinolon thé hé | c6 phd tac dung hep, chi tac dung
trén vi khudn gram am va chi yéu dung diéu tri nhiém khuan tiét niéu.
Trong nhém nay, acid nalidixic dwoc tim ra dau tién, cling la chat dién
hinh cta nhom.

- Quinolon thé hé Il: déu c6 nguyén ti fluor trong phan tl, nén con dwgc
goi la fluoroquinolon. Cac quinolon thé hé Il ¢6 hoat tinh trén vi khuan
gram am manh hon thé hé I, ddc biét la Pseudomonas aeruginosa; tac
dung nhanh va manh hon do kha ndang xam nhap vao té bao vi khuén cao
hon. Ngoai cac vi khuan gram am, ching con tac dung 1én ca vi khuén
gram duong. Thudc cé tac dung diét khuén toan than (tac dung & mic do
tuan hoan va mo).

Co ché tac dung: (c ché téng hop ADN cla vi khudn do (c ché ADN
gyrase (xem muc 3.3 - Bai “Dai cvong vé khang sinh”).



1. ACID NALIDIXIC

Duoc dong hoc

Acid nalidixic hdp thu nhanh va gan hoan toan qua dwong tiéu hod. Khi
uong lg sau khoadng 2 gio, thuoc dat néng do t6i da trong huyét tvong la 20
- 50ng/mL. Thu6c dat dugc ndong do cao trong nuwéc ti€u (tr 25 - 250[j.g/mL
trong khi dé hau hét cac vi khuan nhay cam bi tc ché & nong dd < 16p.g/mL).
Thuéc it qua nhau thai va sira me. Trong co thé, acid nalidixic chuyén hoa mot
phan thanh acid hydroxy nalidixic cé hoat tinh khang khudn giéng chat me.
Thai chd yéu qua nuoc tiéu, thai hét trong vong 24 gio.

Pho tac dung

Acid nalidixic chu yéu tadc dung trén vi khuan wa khi gram am nhu:
E.coli, Proteus, Klebsiella, Enterobacter, trir Pseudomonas aeruginosa.

Thuoc khong cd tac dung trén vi khudn gram duong va vi khuan ki khi.

Chi dinh

Nhiém khudn dwong tiét niéu, sinh duc do cac vi khudn gram am, nhu
viém bang quang, viém bé than, viém niéu quan...

Nhiém khu&n duong tiéu hoa do vi khudn gram am nhu viém da day,
viém rudt...

Tac dung khéng mong muén

N6i chung, thudc dung nap tot, tac dung khdng mong muon cd thé gép la nhirc
dau, chéng mat, budn ngl, réi loan thi giac, tiéu chdy, budn nén, phat ban, dau
xwong khop, giam ti€u cau, thiéu mau tan mau (6 nguoi thiéu enzym GePD).

Chong chi dinh

Nguoi man cam véi thude.

Nguw&i mang thai, thoi ky cho con bu.

Tré em dudi 3 thang tuoi.

Bénh nhan suy than, rdi loan tao mau, dong kinh, tdng ap lwc so néo.

Tuwong tac thudc

Acid nalidixic cé th(‘g’ lam tdng ndng dob trong huyét tvong, tang tac dung
cla theophylin, cafein, dan xuét coumarin, cyclosporin...

Nitrofurantoin, cac chat kiém hoa nwéc ti€éu va cac thuéc khang acid da
day lam giam tac dung cla acid nalidixic.

Chéphdm va liéu dung

Negram, Negradixid, vién nén, vién nang 500mg.

Nguoi 16n: Ig x 4 1an/24h x 7 ngay (hoac Ig x 2 lan/24 h x 14 ngay).
Tré em trén 3 thang: 50mg/kg/24h, chia 4 lan.



2. FLUOROQUINOLON
Dugc dong hoc
Fluoroquinolon hdp thu nhanh va dé dang qua duong tiéu hoa, sinh kha
dung khoang 70 - 95%. Thiic an va cac thudc khang acid lam cham hép thu
thu6c. Phan bd"rong khap cac mé va dich co thé. it qua hang rao mau ndo &
nguwdi binh thwvong nhwng khi mang ndo bi viém thi xam nhap tdét hon. Qua
dwgc nhau thai va stta me. Thai trlr cht yéu qua than, thoi gian ban thai tr 3
gio (norfloxacin, ciprofloxacin) dén 10 gio (pefloxacin, fleroxacin), hodc trén 10
gi0 (sparfloxacin) va kéo dai hon néu bénh nhan suy than. Cac thu6c cd thoi
gian ban thai kéo dai nhu levofloxacin, lomefloxacin, sparfloxacin chi dung 1
lan/ngay.
Pho tac dung
Céc fluoroquinolon co6 tac dong manh trén vi khudn wa khi gram am nhw
Enterobacter, E. coli, Shigella, Salmonella, Vibrio cholerae, Haemophilus,
Pseudomonas aeruginosa...
Ngoai ra, tdc dung trén mot s6 cau khudn gram dwong (chd yéu la
Staphylococcus, Streptococcus) va vi khuan ngi bao.
Thudc it tac dung trén vi khuan ki khi.
Chi dinh
Cac nhiém khudn do vi khu&n va khi gram am va vi khudn gram duwong
nhay cam.
- Cac nhiém khudn duong tiét niéu, sinh duc, dwong tiéu hoa, ho hap.
- Céac nhiém khu&n xwong, khép, mé mém.
- Céac nhiém khyén khac: viém mang ndo,viém mang trongtim, viém
mang bung, nhiém khuan huyét.
N6i chung, nhdm nay nén dung cho cac nhiém khudn nang va cac nhiém
khuan dd khang céac thudc théng thuong.
Tac dung khong mong mudn
- Tiéu hoda: gay rdi loan tiéu hoa nhw budn nén, ndn ma, tiéu chay.
- Xwong khop: gay dau nhirc, kém phat trién xwong khop nhét la & tudi dang
phéat trién (do thudc chuyén hoda & sun lién hop, gay tén thuong sun).
- Than kinh: nhic dau, chéng mat, budn nga, c6 truong hop kich dong,
dong kinh nhét la khi dung cung véi theophylin.
- MaAu: tdng bach cau wa eosin, gidm bach cau lympho, gidm bach cau da
nhan, giam tiéu cau, thiéu mau.
- Céc tac dung khdng mong muon khac: nhay cam véi a&nh sang, cac phan
t’ng di tng.
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Chong chi dinh

Nguoi man cam véi thudc.

Ngu®i mang thai, thoi ky cho con bu.
Tré em dudi 16 tudi.

Twong tac thudc

- Thubc lam cham hdp thu céc fluoroquinolon: cac antacid, cac ché pham
c6 chira kim loai hoé tri Il va Ill nhuw sat, magnesi, kém, cac thudc chong
ung thu (vincristin, cyclophosphamid, doxorubicin)...

- Thu6c chéng viém khdng steroid (ibuprofen, indomethacin...) lam tang
tdc dung cla quinolon do canh tranh lién két véi protein huyét tvong.

- Quinolon ¢ ché enzym chuyén hoa, do dé lam ting tac dung cla
theophylin, thu6c chéng dong mau duong udng...

Cac thudc chinh (dwoc tom tit trong Bang 7.3).
Bang 7.3. Tém tat dac tinh cda fluoroquinolon

Sinh kha Néng do dinh Thoi gian

Tén thudc . . X Liéu udng
A dung trong huyét twong ban thai
(biét duoc) . . (24h)
(%> (iig/mL) (gior)
Ciprofloxacin 250 - 500mg
] 70 2,4 3-5
(Ciprobay) x 2 lan
Enoxacin 90 2,0 3-6 400 mg
Levofloxacin 95 5,7 5-7 500mg
Lomefloxacin 95 2,8 8 400 mg
Norfloxacin (Floxacin, "
Norocin) 80 1,5 3,5-5 400 mg x 2 lan
Ofloxacin 400 mg x 1-2
) 95 2, -
(Zanocin, Oflocet) o 57 lan
Sparfloxacin 92 18
Pefloxacin (Peflacin) 400mg x 2 lan

(*) Liéu dung con tuy thudc vao mirc dd bénh

TRIMETHOPRIM VA SULFAMETHOXAZOL

CO -TRIMOXAZOL

La khang sinh hdn hop gdm 2 chét: trimethoprim 1a khang sinh téng hop dan
xudt pyrimidin va sulfamethoxazol la sulfamid. Hai chét nay thwong phdi hop véi
nhau theo ti 1€ 1 trimethoprim va 5 sulfamethoxazol. Sy phdi hgp nay tao tac dung
hiép dong tang cuong lam tang hiéu quéa diéu tri va gidm khang thudc.



Duwoc déng hoc

Trimethoprim tan trong lipid manh hon sulfamethoxazol va cé thé tich
phan b6 Ién hon. Khi phdi hgp trimethoprim véi sulfamethoxazol theo ti 1€ 1. 5
thi sé dat dwgc ndng do trong huyét twong voi ti I& 1: 20, day la ti 1é t6i wu cho
tdc dung cla thudc.

Ca 2 chdt déu hdp thu t6t qua dudng tiéu hod, sinh kha dung cao, dat
nong do trong huyét tvong xdp xi duong tiém tinh mach. Thudc phan bd rong
rdi vao cac mod va dich co thé ké ca dich ndo tuy. cd 2 chat déu chuyén hoa &
gan va thai trir chl yéu qua nuwdc ti€éu & dang nguyén ven va dang da chuyén
hod. Thoi gian ban thai 9-11 gio 6 ngudi binh thwong va kéo dai hon & bénh
nhéan suy than.

Pho tac dung va co ché

Co - Trimoxazol c6 phd khang khuén rong, tdc dung lén nhiéu vi khuan
va khi gram am va duong bao gom: Staphylococcus, Streptococcus, Legionella
pneumophilia, Neisseria gonorrhoeae, Neisseria meningitidis, E. coll,
Salmonella, Shigella, Enterobacter, Proteus mirabilis, Proteus indol dwong tinh,
Klebsiella, Haemophilus influenzae...

Céc vi khudn khang thudic la: Enterococcus, Campylobacter va céac vi
khuan ky khi.

Co ché: rc ché tdng hop acid folic cla té bao vi khudn (xem muc 1.3.3 Bai
“Dai cong vé khang sinh”).

Chidinh
Diéu tri cac nhiém khuén do vi khudn nhay cam:
- Nhiém khuén tiét niéu, sinh duc.
- Nhiém khudn ho hdp: viém phé quan, viém phdi, viém xoang, viém tai gita...
- Nhiém khuén duong tiéu hoa.
Ta&c dung khéong mong mudén
Thuong do sulfamethoxazol gay ra.
- Tiéu hod: budn nén, non, tiéu chady, viém miéng, viém ludi...
- Than: viém than kg, suy than, soi than.
- Da: ban da, mun phdng, may day, hdi chirng Stevens -Johnson va Lyell.
- Mau: thiéu mau hdng cau to do thi€u acid folic, thi€u mau tan mau, gidm
huyét cau t0", nhat la nguoi thiéu GsPD.
- Céc tac dung khdéng mong muon khac: vang da * méat, tdng K+huyét, U
tai, o giac. Tiém tinh mach cé thé gay viém tinh mach, tén thwong mo.



Choéng chi dinh

- Mén cam véi thuéc.

- Suy gan, suy than nang.

- Thiéu méau hong cau to.

- Nguoi mang thai, tré so sinh, tré dé non.
Chépham va liéu dung

Bactrim, Biseptol, vién nén 960, 480, 240 va 120mg; hon dich udng
48mg/mL; dung dich tiém truyén lo 10 va 30 mL, ham luvgng 96mg/mL.

Nguoi I16n: 480 - 960mg/lan X2 lan/24h.
Tré em: 48mg/kg/24h, chia 2 lan.
Cuc thudc tvong lu
- Trimethoprim phdi hop voi sulfadiazin.
- Tetroxoprim phdi hgp véi sulfadiazin.

- Cac san pham nay ciling c6 cac dac tinh twong tw co - trimoxazol vé ti 1é ph6i
hop, dugc dong hoc, co ché, pho tac dung va céc tdc dung khong mong muon.
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Co quan

Miéng

Hong

Phéi
(ap xe)

Tim

Mang
néo

(ap xe)

Xoang

* Enterobacteriaceae. E.coli, Klebsiella, Proteus,

Bang 7.4. Cac vi khuén thwong gay bénh trén cac co quan

Vi khuén

Neisseria gonorrheae
Chlamydia trachomatis
Staphylococcus aureus
Haemophilus spp
Streptococcus pneumoniae
Pseudomonas aeruginosa

Actinomyces
Vi khuén ki khi

Streptococcus pyogenes
Corynebacteriurn diphteriae
Corynebacterium hemolyticum
Neisseria gonorrhoeae
Pseudomonas spp

Vi khuén ki khi cac loai
Staphylococcus aureus
Mycobacterium tuberculosis

Streptococcus viridans
Staphylococcus aureus
Enterococci

Streptococcus agalactiae
Escherichia coli
Streptococcus pneumoniae
Haemophilus influenzae
Neisseria meningitidis
Listeria monocytogenes

Vi khuén ki khi cac loai
Staphylococcus aureus
Nocardia

Haemophilus influenzae
Moraxella catarrhalis
Streptococcus pneumoniae
Streptococcus pyogenes
Streptococci ki khi

-y = =

Ching
gram

]
+

+/-

+

+/-

+ + +

Co quan

Tai

Thanh
quan

Xwong
(viém tuy
xuwong)

Tiét niéu

Mang
bung
(viem)

Da

Mau

VI khuén

Haemophilus influenzae
Streptococcus pneumoniae
Moraxella catarrhalis
Streptococcus pyogenes

Streptococcus pneumoniae
Moracella catarrhalis

Streptococcus pneumoniae
Mycoplasma pneumoniae
Legionella spp

Chlamydia pneumoniae
Mycobacterium tuberculosis
Enterobacteriaceae

Staphylococcus aureus
Haemophilus influenzae
Salmonella céac loai
Pseudomonas aeruginosa

Escherichia coli

Staphylococcus
saphrophyticus
Enterobacteriaceae
Pseudomonas aeruginosa

Enterobacteriaceae
Bacteroides spp
Streptococci ki khi
Enterococci
Clostridium cac loai

Streptococcus pyogenes
Staphylococcus aureus
Clostridium perfringens
Pseudomonas spp
Bacteroides spp
Enterobacteriaceae

Staphylococcus aureus
Enterobacteriaceae*
Pseudomonas aeruginosa
Staphylococcus epidermidis
Haemophilus influenzae
Streptococcus pneumoniae
Neisseria meningitidis

Enterobacter, Serratia.

Chuing
gram



Bang 7.5. MGi lién quan gitra vi khuan - bénh va khang sinh diéu tri

Tén vi khuén

Cau khudn gram dwong

Staphylococcus aureus (tu
cau vang)

Streptococcus pyogenes

Streptococcus viridans
Streptococcus bovis

Streptococcus agalactiae
{nhém B)

Streptococcus wa khi

Streptococcus pneumoniae

Enterococcus

Bénh

Ap xe, nhiém khuén
huyét

Viém mang trong tim
Viém phdi

Viém xwong tuy, viém
mo t&' bao

Viém thanh quéan, viém
xoang, viém phai, viém
tai gitra, viém mo té bao,
nhiém khuén huyét, s§c
nhiém doc va cac nhiém
khu&n toan than khac
Viém mang trong tim
Nhiém khuén huyét
Nhi&m khudn huyét
Viém mang trong tim

Viém mang néo

Nhiém khudn huyét
Viém mang trong tim,
viém xoang, ap xe nado
va cac ap xe khac

Viém phéi
Viém xoang
Viém tai
Viém xwong

Viém mang trong tim
Viém néo
Cac nhiém khuén nang

Viém mang trong tim
Cac nhiém khudn nang
khac (nhiém khuén
huyét)

Nhiém khudn dwong niéu

Khang sinh Iya chon

Lwa chon 1

Nafcilin (oxacilin)

NEu khang methicilin
Vancomycin

Penicilin
Amoxicilin

Penicilin G £ gentamycin

Ampicilin (penicilinG) £ 1
aminosid

Penicilin G

Nhay cam véi penicilin
Penicilin, amoxicilin
Khang penicilin
Ceftriaxon, cefotaxim,
Vancomycin

Nhay cdm véi penicilin
Penicilin

Cefotaxim, ceftriaxon
Khang penicilin
Vancomycin + cefotaxim
Cefotaxim + rifampicin
Vancomycin+rifampicin

Gentamycin+penicilinG
(ampicilirt)

Ampicilin (penicilin)

Lwa chon 2

Cephalosporin
I, clindamycin,
erythromycin,

vancomycin

Ciprofloxacin +
Rifampicin

Cephalosporin
I, erythromycin,
clindamycin,
vancomycin

Ceftriaxon,
vancomycin

Cephalosporin
I, vancomycin

Ceftriaxon,
cefotaxim,
cloramphenicol
Cephalosporin |

Clindamycin
Erythromycin

Cloramphenicol
Cephalosporin |
Co - trimoxazol
Clindamycin
Cefotaxim,
ceftriaxon
Vancomycin +
rifampicin
Cloramphenicol

Cloramphenicol

Vancomycin +
gentamycin

Vancomycin,
ciprofloxacin



Tén vi Khuén

Bénh

Trwc khudn gram dwong ua khi

Bacillus anthracis

Corynebacterium diphteria

Listeria monocytogenes

Viém ph&i mu

Bach hau, viém thanh
quan, viém phdi va cac
viém khéac

T6n thwong than kinh
(viém mang n&o), nhiém
khuén huyet

Trwc khudn gram dwong ki khi

Clostridium perfringens va

cac ching khac

Clostridium tetani

Clostridium difficile

Cau khuén gram am

Moraxella catarrhalis

Neisseria gonorhoeae
= Gonococcus

Neisseria meningitidis
= Meningococcus

Tryc khudn gram am

Enterobacteriaceae

Hoai thw sinh hoi
Ngd doc thirc an

uén van

Viém ruét két mang gia

Viém tai, xoang, phoi

Lau cau

Viém mang néo

Nhiém khu&n huyét

Nhiém khuén tiét niéu

Khang sinh Iya chon

Lwa chon 1

Penicilin G

Erythromycin,

Penicilin G (ampicilin)
+ gentamycin

Penicilin G

Penicilin G, vancomycin

Metronidazol udng

Amoxicilin+acid
clavulanic,

Ampicilin + sulbactam,
Co - trimoxazol

Nhay cdm v6i penicilin:
Ampicilin (amoxicilin,
penicilin G) + probenecid
Khang penicilin:
Ceftriaxon, cefixim

Penicilin G, rifampicin

Imipenem, aminosid

Lwa chon 2

Erythromycin,
doxycyclin,
cephalosporin |,
cloranriphenicul

Clindamycin,
cephalosporin |,
rifampicin

Co -trimoxazol,
erythromycin,
cloramphenicol

Cefoxitin,
cefotetan,
ceftizixim,
clindamycin,
imipenem

Clindamycin,
doxycyclin

Metronidazol
udng

Cephalosphorin
I, 1
ciprofloxacin,
erythromycin,
tetracyclin.

Ceftriaxon,
cefixim,
cefoxitin,
doxycydin,
erythromycin,
ciprofloxacin,
ofloxacin,
spectinomycin

Cefotaxim,
ceftriaxon,
cloramphenicol,
ciprofloxacin,
minocylin

Penicilin phé
rong, Co -
trimoxazol,
ciprofloxacin,
ofloxacin



Tén vi khuén

Escherichia coli

Proteus mirabilis (Proteus
indol -)

Pseudomonas aeruginosa

Klebsiella pneumoniae

Salmonella

Shigella

Serratia

Acinetobacter

Bénh

Nhiém khuén tiét niéu
Nhiém khudn huyét va
cac nhiém khuén khéac

Nhiém khudn dudng
niéu,

viém mang ndo
Nhiém khuén tiét niéu
Viém phéi

Nhiém khudn huyét
Nhiém khuén co hoi

Nhiém khuén tiét niéu

Viém phéi

Sot thwong han, phé
thuong han, nhiém
khu&n huyét

Viém rudt cap

Viém rudt cap

Nhiém khuén co hoi

Nhi&m khuén bénh vién

Nhiém khuan co hoi

Nhiém khu&n bénh vién

Khéang sinh Iya chon

Lwva chon 1

Co - trimoxazol,
cephalosporin |,
ciprofloxacin, ofloxacin

Ampicilin +1 aminosid

Ampicilin, amoxicillin

Penicilin khang
Pseudomonas,
ceftrazidim, quinolon

Penicilin khang
Pseudomonas + 1
aminosid

Cephalosporin

Cephalosporin + aminosid

Ciprofloxacin, ofloxacin,
ceftriaxon, Co - trimoxazol

Ciprofloxacin (norfloxacin)

Ciprofloxacin (norfloxacin)

Imipenem, cefoxitin,
cefotetan (cephalosporin
1]

Penicilin phé réng+
aminosid

Imipenem, amonosid

Lwa chon 2
Penicilin + Grc
ché
betalactamase
Aminosid,
aztreonam,
doxycillin,
nitrofurantoin

Aminosid,
cephalosporin,
ciprofloxacin,
ofloxacin

Aminosid,
aztreonam,
imipenem
Aaminosid +
ceftazidim
(Ciprofloxacin,
aztreonam,
imipenem)

Aminosid,
Mezlocilin
(Piperacilin)

Co - trimoxazol,
quinolon

Mezlocilin
(Piperacilin)

+ 1 aminosid
Penicilin + tc
ché
betalactamase

Aztreonam,
imipenem

Cloramphenicol,
ampicilin

Co - trimoxazol,
ampicilin

Co - trimoxazol,
ampicilin
Aztreonam
Ticarcilin + acid
clavulanic

Piperacilin +
tazobactam

Cephalosporin
Ill, Co-
trimoxazol



Tén vi khuén

Haemophilus influenzae

Haemophilus ducreiji

Brucella

Yersinia perstis

Yersinia enterocolitica

Pasteurella multocida

Vibrio cholerae

Legionella pneumophilia

Campylobacter jejuni

Campylobacter fetus

Truc khuén khang acid

Mycobacterium tuberculosis

Mycobacterium avium
Mycobacterium kansasii...

Mycobacterium laprae

Bénh
Viém tai gilra, viém
xoang, viém phéi
Viém mang néo, viém

n&p thanh mén

Ha cam

Bénh nhiém brucella

Dich hach

Nhiém khudn huyét
Bénh gia lao

Nhiém khudn sGc vat
cén, ap xe, nhiém khuén

huyét, viém mang ndo

Bénh ta

Viém phéi khong dién

hinh

Viém rudt

Nhiém khuén huyét
Viém mang trong tim
Viém mang néo

Bénh lao

Nhiém khudn co hoi &

bénh nhan suy gidm
mién dich
Bénh phong

- a - 5

Khang sinh Iya chon

Lwa chon 1

Co - trimoxazol

Amoxycillin + acid
clavulanic

Ceftriaxon, cefotaxim
hoac cloramphenicoi

Ceftriaxon,

Co -trimoxazol,
erythromycin

Doxycyclin + gentamycin
Doxycyclin + rifampicin
Co - trimoxazol +
rifampicin

Streptomycin * tetracyclin

Co - trimoxazol, aminosid,
cloramphenicol

Penicilin G

Amoxycillin+ acid
clavulanic

Doxycyclin, ciprofloxacin
(ofloxacin)

Erythromycin + rifampicin

Ciprofloxacin, ofloxacin

Gentamicin, ampicilin

INH +  rifampicin +
ethambutol + pyrazinamid
theo phac do

Clarithromycin +
ethambutol, * clofazimin,
ciprofloxacin

Dapson + rifampicin theo
Phac do

Lwa chon 2

Cefuroxim,
smpicilin,
amoxycillin,
ciprofloxacin,
azithromycin

Co - trimoxazol
Ampicilin +
sulbactam

Ciprofloxacin,
doxyciclin,
sulfamid

Co - trimoxazol
+ gentamycin
Cloramphenicol

Doxycyclin,
ciprofloxacin,
clorampherticol

Cephalosporin
I, ciprofloxacin
(ofloxacin)

Cephalosporin |
hoac ceftriaxon,
doxycyclin

Co - trimoxazol,
cloramphenicol

Ciprofloxacin,
azithromycin
(clarithromycin),
Co - trimoxazol

Erythromycin,
clindamycin,
azithromycin,
clarithromycin

Ceftriaxon,
imipenem,
ciprofloxacin
(ofloxacin),
cloramphenicol

Rifabutin,
amikacin,
rifampicin
Clofazimin,
ofloxacin
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Tén vi khuén
Xo&n khuén

Treponema pallidum

Treponema pertenue

Borrelia burgdorferi

Borrelia recurrentis

Leptospira

Campylobacter
(Helicobacter pylori)

Cac actlnomyces

Actinomyces israelii

Norcadia asteroid

Cac vi khuédn ndi bao
Ureaplasma urealyticum

Mycoplasma pneumoniae

Rickettsia

Chlamydia psittaci

Chlamydia trachomatis

Chlamydia pneumoniae

Pneumocystis carinii

Bénh

Giang mai

Ghé, coéc

Ban da (bénh Lyme)

Giai doan ton thuong
than kinh, tim mach va
khép

S6t tai phat

Bénh Weil, viém mang

néo

Viém da day, rudt

Céac tén thwong c6, mat
nguc va cac noi khac

T6n thwong phdi, ap xe

ndo va cac tén thuong
khac

Viém niéu dao khong
dac hiéu

Viém ph6i khong dién
hinh

So6t cac loai do
Ricketsia,

Sét hoi qui

Bénh do chim

Bénh cia t6 chic
lymphé, (Hodgkin), dau
méat hot, viém két mac,
viém niéu dao khong dac
hiéu.

Viém phéi

Viém phoi

Khéang sinh lwa chon

Lwva chon 1

Penicilin G

Penicilin G, streptomycin

Doxycyclin

Ceftriaxon

Doxycyclin

Penicilin G

Penicilin G, ampicilin

Co - trimoxazol

Doxycyclin

Erythromycin, doxycyclin

Doxycyclin

Doxycyclin

Doxycyclin

Doxycyclin

Co - trimoxazol

Lwa chon 2

Ceftriaxon,
doxycyclin

Doxycyclin

Amoxycillin,
ceftriaxon,
azithromycin,
clarithromycin

Penicilin G,
tetracyclin

Erythromycin,
penicilin G

Doxycyclin

Doxycyclin,
erythromycin

Minocyclin +
sulfamid,
Amoxyecilin +
acid clavulanic
Imipenem,
amikacin,
ceftriaxon

Erythromycin

Azithromycin,
clarithromycin

Cloramphenicol

Cloramphenicol

Erythrromycin,
azithromycin,
clarithromycin,
sulfamid

Erythrromycin,
azithromycin,
clarithromycin,
sulfamid

Clindamycin  #
primaquin,
pentamidin



Chuwong 8

THUOC PIEU TRI LAO

lip di.*

clla cac

1. BAI CUONG

1.1. Vai nét vé bénh lao

Theo T0 chitrc Y té Thé gidi, nhirng ndm gan day bénh lao c6 chiéu hudng
gia tang, nhét 1a 6 nhirng nudc dang phat trién. La bénh gay ty Ié t&r vong
hang dau trong s3'cac bénh nhiém khuan chi do mot loai vi khuan gay ra.

- Bénh lao do vi khuan Mycobacterium tuberculosis (trwvc khuan BK;
bacillus Koch) gay nén. Truc khuan lao ra khi, khang con, khang acid, co
vo phospholipid day khé thdm, khong bat mau khi nhuém gram va co
tinh khang thubc cao.

- Nhiém lao c6 thé xay ra 6 cac co quan khac nhau trong co thé, nhung chi
yéu la & phdi, chiém 80 - 85%. Lao phoi la thé bénh duy nhat gay lay
sang ngu®i xung quanh.

- Pe xac dinh chinh xac c¢6 nhiém lao hay khong phai xét nghiém vi khuén
3 1an lién vao bubi sang sém khi chra an udng gi.

1.2. Nguyén tic diéu tri lao

e Phaiph6i hgp thuéc

Vi truc khuén lao cé tinh khang thu6c cao va thoi gian diéu tri lao
thwong kéo dai, nén phai phdi hop thuoc dé tranh khang thudc dot bién. Khi
phdi hgp thudc can luvu y:



- Khong nén phdi hgp cac thudc cé doc tinh trén cung mot co quan.
- Liéu dung cua tirng thudc phai gitt nguyén nhu khi dung don déc.
» Phai dung thu6c dlng liéu va di thoi gian quy dinh

Thoi gian dung thudc tuy thudc vao mic do nang nhe cla bénh, it nhat la
6 thadng, binh thwong 1a 9 - 12 thang.

e Phai dung thu6c lién tuc, déu dan

Nén dung thudc vao mot gio nhat dinh trong ngay dé khdi quén.
» Diéu tri thuong chia hai giai doan:
- Giai doan tan cong: phoi hgp 3 thu6c tré 1én va dung hang ngay.

- Giai doan duy tri: phdi hop 2 thudc tré Ién va c6 thé dung hang ngay
hodc ngat quing 2 -3 lan/tuan.

o DPiéu tri c6 kiém soat
Diéu tri c6 kiém soat theo chuong trinh DOTS nham muc dich:

- Diéu tri khoi hén, rat ngén thoi gian lan truyén bénh va trdnh khang
thudc.

- Xt ly kip thoi cac bién chirng va tdc dung khong mong muon cla thudc.
« Cai thién chédd dinh dudng
Nang cao thé trang, tdng cwong strc dé khang cla co thé.
1.3. Phéan loai thudc chdng lao
e Nhém I (hang 1, nhém co ban)

Céc thudc chéng lao nhém | la cac thudc thwong dung, cé hiéu qua diéu
tri cao, gobm isoniazid, streptomycin, rifampicin, ethambutol va pyrazinamid.

* Nhom 11 (hang 2, tuyén 2)

Céc thudc chong lao nhém 11 dugc dung thay thé thu6c chdng lao nhom |
khi vi khudn lao khang thu6c hodc bénh nhan di ¢ng vdi cac thudéc nhom I,
gdm ethionamid, kanamycin, amikacin, PAS, cycloserin, capreomycin,
viomycin, ansamycin...

1.4. Mot s6 phac d6 diéu tri lao theo Chuong trinh Chéng lao qudc gia
1.4.1.Lao m¢i
Phéi hop 5 thu6ic nhv sau: 2HSZR/6HE

- Hai thang dau dung két hop 4 thubc: isoniazid, streptomycin,
pyrazinamid va rifampicin, dung liéu hang ngay.



- Séau thang sau diéu tri duy tri bang 2 thufc isoniazid va ethambutol,
dung lién tuc hang ngay.

- Néu dung phéac do diéu tri lao m6i sau 2 thang tdn cdng nhung xét
nghiém AFB (+) thi dung thém 1thang HRZ, sau d6 diéu tri duy tri. Néu
thang th(* 5 ma AFB (+) thi chuyén sang phac do diéu tri lao khang
thudc va lao tai phat.

1.4.2. Lao khang thu6c va lao taiphat
Két hop 5 thudc nhu sau: 2 REHSZ/REHZ/5R3E3H3

- Hai tﬁa‘ng dé'iu dung ph6i hgp 5 thudc rifampicin, ethambutol, isoniazid,
streptomycin va pyrazinamid, dung lién tuc hang ngay.

- Mot thang sau ph6i hop 4 thudc rifampicin, ethambutol, isoniazid va
pyrazinamid, dung lién tuc hang ngay.

- Nam thang tiép theo dung phdi hgp 3 thu6c rifampicin, ethambutol,
isoniazid dung ngat quéng 3 lan trong tuan.

Tré em nhiém lao
Dung phéc d6 phoi hop 3 thudc nhu sau: 2HRZ/4HR

- Hai thang dau dung phdi hgp 3 thudc rifampicin, isoniazid va
pyrazinamid, dung hang ngay.

- BOn thang sau phdi hgp 2 thubc isoniazid va rifampicin dung hang ngay.
Trwong hop nang co thé bo sung thém streptomycin trong 2 thang dau.
NG6i chung, cac trrdTig hop nhiém lao ning thi tuy mirc d6 c6 thé dung kéo
dai hon cac cong thirc trén dé diéu tri triét dé.

Bang 8.1. Bang tom tat liéu t6i UUcla cac thubc chira lao thiét yéu
(Theo khuyén céo ctia To chirc Y t€ Thé gidi 1997)

Liéu cach quéang
Lidu hdng ngay

Tén thude (mg/kg) 3l&n/tudn 2 1&n/tuan
(mg/kg) (mg/kg)

Isoniazid (H) 5 (4-6) 10 (8-12) 15 (13-17)
Rifampicin (R) 10 (8-12) 10 (8-12) 10 (8-12)

Pyrazinamid (Z) 25 (20-30) 35 (30-40) 50 (40-60)

Ethambutol (E) 15(15-20) 30 (25-35) 45 (40-50)

Streptomycin (S) 15(12-18) 15(12-18) 15(12-18)

* Phan viét trong ngoac la khoang liéu duwoc phép diéu chinh.



2. CAC THUOC PIEU TRI LAO

2.1. Isoniazid
La hydrazid cla acid isonicotinic (INH), 14 dan xudt téng hop.
Dugc dong hoc

Isoniazid hdp thu tdt qua dwdng udng, truc trang va dudng tiém. Sau khi
ubng thudc 1-2 gid thu6c dat ndng do toi da trong mau la 3 - 5 |j,g/mL, duy tri
tac dung 10 - 24 gio, thirc &n va cac antacid lam gidm hdp thu cuda thuéc.
Thudc phan bd"vao tat cd cac md va dich co thé, dat ndng dd cao & hoat dich,
dich mang bung, mang phoi. Nong do thudc trong dich ndo tuy twong dwong
trong huyét tvong. Chuyén hoa & gan bang phan ng acetyl ho4, tc do phan
tng acetyl hoa tuy thudc nhiéu vao yéu té di truyén (nguwdi chau A chi yéu
thudc loai chuyén hoa nhanh). Thudc thai trir qua than 75 - 95% trong vong
24 gio dau chl yéu dudi dang da chuyén hoa.

Tac dung va coché

Isoniazid vira cd tac dung kim khudn, vira c6 tac dung diét khudn. Noéng
dd (rc ché toi thiéu doi voi trec khuan lao tlr 0,025 - 0,05 rig/mL.

Thudc co tac dung t6t véi moi dang lao ca trong va ngoai phoi, ca thé cap
va thé man. Ngoai ra, & ndng do cao con co tac dung véi vi khuan lao co hoi
nhw Mycobacterium kansasii.

Co ché: thudc trc ché tdng hop acid mycolic la thanh phan chd yéu tao
nén Iép vd phospholipid cla vi khuan lao. Vi acid mycolic chi ¢é & vi khuan lao
nén diéu nay giai thich duoc vi sao thudc chi c6 tdc dung ddc hiéu trén vi
khuan lao ma khéng cé tac dung trén cac vi khuan khac.

Mot s6 tac gid cho rang isoniazid tao dwoc chelat véi ddng va tc ché canh
tranh véi nicotinamid va pyridoxin lam réi loan chuyén hoé é truc khuan lao.

Tac dung khéng mong mudn

- V0i gan: viém gan, hoai t té bao gan, tdng aminotransferase gan (AST,
ALT). Boc tinh v&i gan ting Ién nhiéu néu bénh nhan dung dong thoi
isoniazid v6i cac thubéc gay doc vbi gan nhu rifampicin, pyrazinamid hodc
ubng rvou. Be han ché doc tinh voi gan can dung kém véi thuéc bao vé
gan trong thoi gian diéu tri va theo déi dinh ky AST, ALT.

- V6i than kinh va tdm than: viérrl day than kinh ngoai bién, r6i loan tam
than thé hung cam, tang con dong kinh, co giat, hay gap 6 ngwoi suy dinh
dudng, nghién rvou va ngudi cé tién s bénh tam than. e han ché tac
dung khong mong mudn trén than kinh, can bod sung vitamin Bs trong
thoi gian diéu tri.

- Cac tac dung khdng mong mudn khac: thiéu mau, giam ti€u cau, mat
bach cau hat, cac phan &ng di &ng, rdi loan tiéu hoa...



Chidinh

Phong va diéu tri moi thé lao trong va ngoai phéi, so nhiém va tai phat

Chéng chi dinh

Bénh nhan dong kinh, roi loan tdm than hwng cam.

Bénh gan, than nang.

Man cam véi thudc.

Chépham va liéu dung

Isoniazid (Rimifon, INH): vién nén 50, 100 va 150mg. 6ng tiém
500mg/5ml.

Liéu tdn cong: 5mg/kg/24h dung hang ngay.

Liéu duy tri: 10mg/kg/lan X3 lan/tuan hodac 15mg/kg/24h X2 lan/tuan.

2.2. Rifampicin

Khéang sinh ty nhién la rifamycin dwgc ldy tir mdi trudng nudi cdy
Streptomyces mediterian, c6 hoat tinh khang sinh yéu.

Rifampicin la khang sinh ban téng hop tir rifamycin B.
Dugc dong hoc

Rifampicin hap thu t6t qua duong tiéu hod, sinh kha dung trén 90%. Khi
udng lieu 600mg sau 2 - 4 gio thudc dat ndng do téi da trong mau la 7 - 9|j,g/mL,
duy tri tdc dung 8-12 gio. Thirc an lam cham va gidam hédp thu cla thu6c.
Khoadng 80% thudc lién két khdng bén véi protein huyét twong. Thudc phan bo
rong rdi vao cac mo va dich co thé dac biét la phdi va dich phé quan. Thuéc qua
duoc nhau thai, sira me va dich ndo tuy khi mang néo bi viém, thé tich phan bd la
I,6L/kg. Thubc chuyén hoé & gan bang phan (rng acetyl ho4, thai trir khoang 65%
qua phan va khoang 30% qua nudc ti€u, phan con lai thai qua md héi, nwdc bot,
nwdc mat. San pham thai trir c6 mau do, thoi gian ban thai 3-5 gio.

Photac dung va coché

Rifampicin c6 tdc dung tot voi cac chdng vi khuan Mycobacterium dac
biét la Mycobacterium tuberculosis, vi khuan phong Mycobacterium laprae va

cac vi khuan co hdi M. bovis, M. avium. Nong do (c ché toi thi€u véi truc =

khuén lao la 0,1 - 2 lig/ml.

Ngoai ra, rifampicin con la khang sinh phd rong, cé tac dung tdt véi cac ,
vi khuan gram dwong va am (trir cau khuan dwong rudt) nhw l1au cau, ndo md
cau, lién cau ké ca ching khang methicillin, Haemophilus influenzae.

Co ché: rifampicin gén vao tiéu don vi pcia ARN -polymerase, lam sai
Iéch thong tin cla enzym nay, do do (rc ché sy khéi dau cta qua trinh téng hop
ARN méi. Thuéc cé tac dung diét khuan.



Trén nguoi, ARN - polymerase it nhay cam véi thu6c nén it doc, triv khi

dung liéu rét cao.

Vi khuén khang rifampicin la do cé sy thay doi cdu tric & ti€u don vi p

cta enzym ARN - polymerase. Tuy nhién, khang thudc cla cac vi khuan lao
véi rifampicin thwong thdp hon cac vi khuan khéc. Vi vay, rifampicin nén
gianh riéng cho diéu tri nhiém khuan lao va cac nhiém khudn ning do vi
khuén nhay cam da khang nhiéu thudc.

Chi dinh

Diéu tri moi dang lao (ph6i hop véi cac thudc khac theo phac do).
Diéu tri bénh phong (phoi hop thudc theo phéc do).

Phong va diéu tri viém mang ndo do H. influenzae va N. meningitidis.
Diéu tri nhiém khuén n&ng do Staphylococcus khang methicillin.
Tac dung khong mong mudn

Roi loan tiéu hoa: budn non, non.

Viém gan va rdi loan chuyén hoa porphyrin, nhét la nguoi cd tién si
bénh gan, ngwoi nghién rvou, cao tudi hay khi phdi hop véi cac thudc
cling doc voi gan (vi du dung cling voi INH).

Ngoai ra: dau dau, mét moi, ban da, thiéu mau, giam tiéu cau.

Khi diing ché do ngat quang 2 lan/tuén co thé gdp hdi chirng gia cim.
Chdng chi dinh

Suy gan n&ng, réi loan chuyén hoa porphyrin, man cam véi thudc.

Than trong voi nguwdi mang thai, nhat 1a 3 thang cudi cla thai ky vi dé

gay xudt huyét.

Twong tac thu6ce

Rifampicin gay cam (ng enzym chuyén hod thuéc 6 microsom gan P4

nén lam giam tac dung clia mét s§'thudc khi dung dong thai vai no.

Cac thu6c khong dwoc dung dong thoi véi rifampicin: thuéc chen kénh
Ca+-nhuv nifedipin, nimodipin, isradipin.

Cac thudc khi phoi hop vai rifampicin phai diéu chinh liéu: vién udng tranh
thai, digoxin, dicoumarin, diazepam, macrolid 14 carbon, phenytoin,
glucocorticoid, theophylin, verapamil, ketoconazol, cloramphenicol...

Céc thu6e lam giam hédp thu cla rifampicin la cac antacid, clofazimin,
bentonid. Khac phuc bang cach udng cac thudc nay cach rifampicin it
nhat 2 gio.
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Chépham va liéu dlng

Rifampicin (Rimactan), vién nang 150, 300 va 500mg; hon dich 1% lo
120mL dung uéng; lo thudc bot pha tiém 300mg va 600mg chi tiém tinh mach.

- Piéu tri lao
Giai doan tan cong: 10mg/kg/24h tdi da 600mg/24h dung hang ngay.
Giai doan duy tri: 10mg/kg/24h, dung 2 -3 lan/tuan.

- Diéu tri bénh phong: 600mg/lan/thang, lién tuc 2 ndm hoac dén khi khoi
K&t hop véi dapson va clofazimin dung hang ngay (theo phac do).
Thudc nén ubng khi doi.

2.3. Ethambutol

Dugc déng hoc

Héap thu t6t qua dwdng udng (80%). Khi udng liéu 25mg/kg sau 2 -4 giv
thudc dat ndng do tdi da trong huyét twong la 2 - 6*g/mL. Thudc phan bd' rong
khép co thé, dic biét thdm t8t vao hong cau, qua dugc nhau thai, sita me va
dich n&o tuy khi mang ndo bi viém. Thudc chuyén hoa 6 gan khoang 20%, thai
trlr qua nudc tiéu, khoang 75% thudc thai trir trong vong 24 gio dau. Thoi gian
ban thai 3 -4 gio (c6 thé tang tdi 7 gio néu bénh nhéan suy than nang).

Tac dung va co ché

Ethambutol kim tric khuén lao M. tuberculosis va M. kansasii 6 ndng do
2fj.g/mL. Tac dung manh nhét vao giai doan nhan Ién. Khong cd tdc dung trén
cac vi khuan khac.

PhoTi hop ethambutol véi rifampicin va INH sé tao dwgc tdc dung hiép
déng va giam khang thuéc.

Co ché: ethambutol trc ché sy nhap acid mycolic vao vach té bao vi khuén
lao, lam rdi loan qué trinh tao véch té bao.

Ethambutol tao chelat v6i cac kim loai va canh tranh vdi polyamin lam
roi loan tong hop acid nhan.

Chi dinh

Diéu tri lao cac thé, nhat la vi khuén lao da khang streptomycin va INH.
Phai phdi hop v6i cac thudc diéu tri lao khac theo phéc do.

Tac dung khéng mong mudn

- V0i thi giac: viém hodc teo day than kinh thi giac, giam thi luc, loan thi,
khong phan biét dvgc mau dé va xanh 4 cay.



- Téac dung khdng mong mudn khac: r6i loan tiéu hoa, di Gng, sot, dau
khép, nhirc dau, chéng mat. Hiém gdp la con gat cp do ethambutol lam
giam thai trlr acid uric.

Chéng chi dinh

Bénh nhan di (ng, tré em dudi 5 tudi, ngudi co cac bénh & mat.

Chépham va liéu dung

Ethambutol (Myambutol, Servambutoiy. vién nén 100, 250 va 400mg.

Tan cong: 15mg/kg/lan/24h X2 thang.

Duy tri: 30mg/kg/24h X3 lan/tuan hodc 45mg/kg/24h X2 lan/tuan.
2.4. Pyrazinamid

Dugc dong hoc

Hép thu tot qua dwong tiéu hoa, sau 1 -3 gio' thudc dat ndng do toi da
trong mau, duy tri tdc dung 8-12 gi0. Thudic phan bd"tdt vao co thé, nhuw noi
bao, gan, phoi, than, nhau thai, stta me va dich ndo tuy khi mang néo bi viém.
Thuéc chuyén hoa & gan, thai trir qua than, thoi gian ban thai khoang 6 gio.

Tac dung va co ché

Co tac dung diét khuan & pH tlr 5- 5,5 va c6 tdc dung yéu 06 pH trung
tinh. C6 tdc dung vdi moi thé lao nhwng tot nhat la cac vi khuan lao trong cac
dai thwc bao vi thudc thdm tot vao ndi bao.

Chi dinh
Diéu tri lao cac thé, phdi hop voi cac thudc tri lao khac theo phac do.
Tac dung khéng mong mudn

Gay doc voi gan, tang acid uric mau nén dé gay cac con glt cdp. Ngoai ra
c6 thé gay budn non, nén, mét mai...

Chéng chi dinh

Nguoi suy gan, suy than, acid uric mau cao va réi loan chuyén hoa porphyrin.
Chépham va liéu dung

Pyrazinamid (PZA, Nouamid, Zinamid): vién nén 100Omg va 500mg.

Tan cong 25mg/kg/24h, dung hang ngay.

Duy tri 35mg/kg/24h X3 lan/tuan hodac 50mg/kg/24h X2 lan/tuan.

2.5. Streptomycin (xem bai Khang sinh)
2.6. Ethionamid

Ethionamid hdp thu t6t qua dwong udng, phan bd rong rédi vao dich néo
tuy véi ndng do tvong dwong trong huyét tvong. Thudc chuyén hoa 6 gan va
thai trlr qua théan, thoi gian ban thai khodng 2 gio.



Thuéc c6 tac dung kim trec khuén lao, hoat lyc yéu, dé khang thudc,
thwong dung thay thé thudc khang lao nhém 1 khi trec khuén lao khang nhém
| hodc bénh nhan bi di *ng véi thuéc nhém .

Thudc cling ¢6 tac dung voi trwvc khudn phong, nén ciing dugc dung thay
thé clofazimin trong phac do dé diéu tri bénh phong.

Tac dung khdng mong mudn: chan an, r6i loan tiéu hod, miéng c6 vi kim
loai, dau dau, chong mat, viém day than kinh ngoai bién va di tng.

Liéu dung: Nguoi Ién 500 - 750mg/24h.
Tré em duwdi 10 tudi 10mg/kg/24h.

2.7. Acid para aminosalicylic (PAS)

Thudc cd tac dung kim khuan, c ché hau hét cac vi khuan lao, tac dung
theo co ché trc ché canh tranh vdi PABA trong qué trinh tong hop acid folic.

Tac dung khéng mong mu6én thudng gap la r6i loan tiéu hoéd: budn non,
nén mba, tiéu chdy (khodng 30%). Ngoai ra gay dau co, dau khép, mét mai,
ban da... Thu6c nay hién nay it dung.

2.8. Cycloserin

La khang sinh pho rong, ngoai tac dung trén vi khuén lao, thuéc con cd
tdc dung trén2£. coli, Staph. aureus, Enterobacter, Chlamydia...

Cycloserin cht yéu dung diéu tri lao tai phat da khang thuéc nhém 1.

Tac dung khéng mong mudn thwong gap la r6i loan than kinh nhu: dau
dau, chéng mét, dong kinh, co giat. Vi vay thudc khdéng diung cho bénh nhan bi
déng kinh.

Liéu dung: 250 - 500mg X2 lan/ngay.

2.9. Capreomycin (Caprocin)
Dung tiém bap tri cac thé lao da khang véi cac thudc tri lao nhom 1.

Téac dung khéng mong muén la doc vai than, chdng mat, U tai, tdng cac
ion Mg+, Ca+; K +0 nudc tiéu.

Ligu dung: tiém b&p 1 gam/ngay X2 lan/tuan.

2.10. Cac thudc khéac: kanamycin, amikacin... (xem bai "Aminoglycosid"
Chuong "Khang sinh").



Chuwong 9

THUOC PIEU TR| SOT RET

1. BAI CUONG

1.1. Vai nét vé bénh sot rét

La bénh truy&n nhiém do ky sinh tring sét rét Plasmodium gay ra, c6 4 loai
la: Plasmodium falciparum, Plasmodium vivax, Plasmodium malariae va
Plasmodium ovale.

O Viét Nam bénh s6t rét chi yéu do p. falciparum (chiém 80 - 85%) - la
loai thwong gay sbt rét ac tinh. p. vivax chiém 15 - 20%, p. malariae
chiém 1 - 2%.
Bénh soOt rét lay truyén qua dwdng mau: qua cbn trung trung gian la
mudi Anophen, qua dwdng truy@n mau hodc tlr me truy&n sang con trong
lic mang thai.

1.2. Chu ky phat trién cua ky sinh trung sot rét

S phat trién cta ky sinh trung sot rét trai qua cac giai doan co ban sau:

Chu ky tién hdng cau: mudi dét nguoi, thoa tring sé truy&n tir mudi vao
nguoi, toi té€ bao gan, phat trién rdi phan chia thanh tiéu thé hoa clc goi
la ky sinh tring non (thé phan liét mo).

Chu ky hong cau: cac ky sinh tring non dé vao mau, chui vao cac hdng
cau, phat trién roi phan chia tiép thanh tiéu thé hoa cuc (thé phan liét
trong hong cau) sau d6 pha v& hong cau ra ngoai tiép tuc chui vao hong
cau khac gay nén con sét rét c6 tinh chu ky. Thoi gian cta chu ky hong
cau khac nhau gitra cac loai: véi p. falciparum va p. vivax la 48 gio, con
p. malariae la 72 gio.



1.3.

Chu ky ngoai hong cau: véi p. vivax va p. malariae, sau chu ky tién hong
cau, mot 8" ky sinh tring ¢ lai gan phéat trién thanh thé an gay sot rét
tai phat.

Thégiao tlr (thé hitu tinh): mot s6 ky sinh tring 6 lai huyét thanh phéat
trién thanh giao t. Khi mudi hat méu, giao tlr vao co thé mudi roi phat
trién thanh thoa trang dén cuw trd & tuyén nudc bot cia mudi ti€p tuc lay
truyén bénh cho nguti khac.

Phan loai thu6c diéu tri sot rét

Thubc cat con s6t (thudc diét thé phan liét trong hdngcau): quinin,
chloroquin, mefloquin, artemisinin, artesunat, halofantrin...

Thubc chéng tai phat (diét thé vo tinh & chu ky ngoai hong cau cla
p.vivax va P. malariae): primaquin.

Thudc chong lay truyén (diét giao ttr): primaquin.

Thuoc dv phong (diét thé vo tinh & chu ky tiénhdng cau):chloroquin,
cloguanid, pyrimethamin, fansidar, meiloquin.

1.4. Phéac do diéu tri va dv phong sot rét

(Theo hudng dan chia Bo Y té 27/6/2003).

1.4.1. Piéu tri sot rét

1.4.1.1. Diéu tri s6t rét thwong

Duva vao két qua xét nghiém va chan doan lam sang dé chon thudc theo

Béang 9.1.
Bang 9.1. Lwa chon thubc diéu tri s6t rét theo nhém bénh nhan
va chung loai ky sinh trung sot rét
: ot ré 6t ré 6t rét nhiém
Nhom bénh nhan Nghi s6t rét sotret do Sot ret do Sot ret nhie
P.falciparum p.vivax phdi hop
DuGi 3 tudi Artesungt hodc Artesunat Chloroquin Artesunat
chloroquin
Artesunat hoic cv -8 hodc Chloroquin Artesunat +
Tir 3 tudi tré lén unat hog artesunat + orogun resune
chloroquin - - +primaquin primaquin
primaquin
Ngue¢i mang thai Artesunat hodc L ) L
duti 3 thang chloroquin Quinin Chloroquin Quinin
Nguwdi mang thai tir ~ Artesunat ho&c
g 9 N i Artesunat Chloroquin Artesunat

3 thang tré 1én chloroquin



1.4.1.2. Diéu tri s6t rét ac tinh
St dung wu tién céc thudc:
- Artesunat: lo thudc tiém 60mg, vién dan 50 va 100mg.

- Quinin dihydroclorid hodc quinin hydroclorid 6ng 500mg.

1.4.2. Dyphong s6t rét
- Nguoi mang thai uéng 2 vién chloroquin hang tuan trong sudt thai ky.

- Khéch du lich, nguti dén cong tac (trong vong e thang), uéng thudc hang
tuan trong thoi gian & vung sot rét va 4 tuan sau khi ra khoi vung sot rét.
Uéng mefloquin hodc chloroquin néu ky sinh trung sot rét con nhay cam.

- Nguoi méi dén dinh cu trong virng sot rét, uéng thudc trong vong e thang dau.
Udng mefloquin hodc chloroquin néu ky sinh tring sot rét con nhay cam.

2. CAC THUOC PIEU TRI S6T RET

2.1. Quinin

La alcaloid chiét xuat tir v cay canhkina, dwgc dung diéu tri soOt rét tw
lau va hién nay van la thudic tri st rét ac tinh quan trong & nwéc ta.

Dugc déng hoc

Héap thu qua dudng udng va duong tiém. Sau khi udng 1 - 3 gio thudc dat
ndng dd tdi da trong mau, lién két véi protein huyét twong 90%. Phan bd nhiéu
vao gan, lach, phéi, qua duwgc nhau thai va sita me. Thé tich phan bo la
I,5L/kg. Chuyén hoa & gan va thai trlr chd yéu qua nuwéc tiéu dudi dang da
chuyén hoé, thoi gian ban thai khodng 11 gio, kéo dai néu bénh nhan suy
than. Khi pH nuwdc tiéu acid, toc do bai xuat sé tang.

Tac dung va co ché

- Voi ky sinh trung so6t rét: Quinin c6 tac dung diét thé phan liét trong mau
clia tdt cad cac ky sinh trung s6t rét, thudc cat con nhanh va it bi khang.
Quinin c6 tac dung ca v6i ky sinh trung dd khang chloroquin (tuy nhién &
vung chuwa khang chloroquin thi tac dung ctia quinin kém hon chloroquin).
Quinin ciing diét dwoc thé giao tl clia p.viuax va p. malariae.

- Co ché tac dung: nhan quinolein trong phan t& quinin gan vao chudi AON
clia ky sinh trung lam mat kha nang tach do6i va sao chép ma di truyén.

- Cac tac dung khac:

+ Trén than kinh trung uong: lieu nhd kich thich nhe, liéu cao (c ché
gay budn ngu, gidm dau va cd tdc dung hiép doéng véi cac thudc e ché
than kinh trung wvong khac.



+ Trén than nhiét: ha s6t do trc ché trung tdm diéu nhiét & ving duwéi doi.

+ Trén tuan hoan: binh thwong thude it anh hwdnthuée, nhwng khi dung
lieu cao, nhat la tiém tinh mach thudc gay Gc ché tim, gidn mach va
ha huyét ap. Thubc co tac dung chdng loan nhip tim giéng quinidin
nhwng yéu hon, cu thé la thudc lam giam dan truyén, giam hwng phén
va kéo dai thoi ky tro cda tim.

+ Trén co tron: lam tang co bép co tron t cung gidbng oxytocin nhung yéu.

+ Trén tiéu hoa: tang tiét dich tiéu hoda, liu nho gitp an ngon dé tiéu,
lieu cao gay budn non, ndn, tiéu chay.

Chidinh

Diét thé phan liét trong mau, dac biét la p. falciparum khang chloroquin
va cac thudc khac. Thudc nén dung phdi hgp véi primaquin va sulfadoxin.

Tac dung khéng mong mudn

Thuong gdp la nhic dau, budn nbdn, non, réi loan thi giac, chong mat, u
tai, thiéu mau tan mau, gidm bach cau, mét bach cau hat, giam ti€u cau va ha
duong huyét. Ngoai ra c6 cac phan ting qua man nhu ban da, kho thé...

Qua liéu gay céc r6i loan tiéu hoa, roi loan thi giac, roi loan tim mach va
réi loan than kinh (nhc dau, 14 lan, mé sang), néu khong cdp clu kip sé hon
mé, truy tim mach, liét ho hdp va tl vong.

Chong chi dinh

Bénh nhan u tai, viém day than kinh thi giac, nhwoc co va nguoi mang thai.

Chépham va liéu dung

Quinamin, Quinine lafran (dang mudi sulfat, hydroclorid), Quinoform
(dang mu6i formiat) vién nén, vién bao 125, 200, 250 va 300mg.

Quinoserum (dang mubi dihydroclorid) vién nén 300mg, dung dich tiém
100mg/5mL, 300mg/mL, 600mg/2mL.

Quinostovasolat vién 250, dung dich tiém 250mg/10mL.

Liéu dung: xem bang 9.4, 9.10, 9.11.

2.2. Chloroquin
Duogc déng hoc

Héap thu t8t qua duong udng, tiém bap va tiém dwdi da. Sau khi uéng tir
3 - 5gio thuéc dat nong do toi da trong mau. Thudc phan bd'nhanh va rong réi
vao cac md, Vd= 100L/kg.

Tap trung nhiéu 6 gan. Nong do thuéc & gan cao gap hon 200 lan trong
huyét twvong. Thudc vao dugc dich ndo tuy, thai va sira me. Lién két vGi protein
huyét tvong khoang 55%. Chuyén héa & gan khoang 60%, chédt chuyén hoa
chinh la desethylchloroquin. Thai trir cham va chu yéu qua nuwéc ti€u, thoi
gian béan thdi 5-7 ngay.



Tac dung va co ché

V6i ky sinh tring sot rét: chloroquin diét thé vo tinh & giai doan tién

hdng cau va trong hong cau, thé giao t cla cac ky sinh trang s6t rét (trir

vung P. falciparum khang chloroquin). Tac dung cat con s6t rét nhanh va

thoi gian ban thai kéo dai hon quinin, nén chloroquin thuong dung du

phong va diéu tri cat con sot rét do p. vivax va p. malariae.

Thudc khdng co6 tac dung trén giai doan ngoai hdong cau nén dé chdng tai

phat, phai phdi hgp voi primaquin.

Céac tac dung khac: diét san 14 gan va amip gan, ¢c ché mién dich nén

dung diéu tri viém khép dang thdp, lupus ban dd, r6i loan chuyén hoa

porphyrin va céc loai ban da.

Co ché tac dung: cac ky sinh trang tiéu hoa hemoglobin cta té bao vat

chd, gidi phéng ra mot s6 chat la sat, Feriprotoporphyrin IX (FP IX), acid

amin, hem. Bong thoi polyme hoa hem thanh sac t6 hemozoin lam thic

an cho ky sinh trung s6t rét. Chloroquin c6 tdc dung diét ky sinh trung

sOt rét c6 thé do céac cd ché sau:

+ (¢ ché qua trinh polyme ho4, lam thiéu hemozoin va tich lu§ hem gay
doc cho ky sinh trung.

+ Tao phtrc hop chloroquin - FP IX gay tiéu huy mang té bao va diét ky
sinh trung.

+ Do la base yéu, nén khi xadm nhap vao ndi bao (cé ban chat acid) tao hé
dém lam mat kha ndng tiéu ho& hemoglobin cla ky sinh trung.

Chidinh

Du phong va diéu tri sot rét (trir ving p.falciparum khéang thu6c).

Diéu tri amip gan va san la gan

Diéu tri viéem da khdp dang thdp va lupus ban doé.

Tac dung khong mong muén

Li€u diéu tri sot rét gay roi loan tiéu hoa nhe, chan an, nhic dau.

Liéu cao gay roi loan tiéu hoa nhiéu, doc véi than kinh va tdm than nhu

viém day than kinh ngoai bién, réi loan thinh giac, thi giac, tn thvong

da, suy tim, thiéu méu tan mau...

Chéng chi dinh

Man cam vaéi thudc

Bénh vdng mac.

Ngu¢i mang thai.

Than trong véi ngwoi bénh gan, mau va réi loan than kinh.



Chépham va liéu dung
Chloroquin (Nivaquin, Delagyl), vién 250mg. Liéu dung: bang 9.2, 9.13.

2.3. Mefloquin
Dugc déng hoc

Chi dung duong udng (vi dwong tiém gay kich ’ng manh), sinh kha dung
khodng 80%, hdp thu t6t khi c6 mét thirc dn. Lién két véi protein huyét tvong
98%. Phan bd"rong réi trong co thé, tap trung nhiéu & gan va phoi. Thai trir
cham va chl yéu qua phan, thoi gian ban thai khoang 20 ngay.

Tac dung va co ché

Diét thé phan liét trong mau cua tat ca cac ky sinh tring sot rét, ké ca p.
falciparum khang chloroquin. Thu6c khéng cé tac dung lén giai doan ngoai
héng cau.

Co ché: chua biét chinh xac nhung cé thé thudc ciling ¢c ché khau ldy
thirc an cla ky sinh trung hodac tao phtrc véi hem gay pha v& mang té bao ky
sinh trung hodc lam tang pH trong ky sinh trung, ngan can sy xam nhap
thudc vao trong hdng cau.

Chidinh

Phong va diéu tri sot rét do ching p. falciparum khéang chloroquin va da
khéang thuoc.

Vi tdc dung cham va khdéng dung duoc dwdng tiém nén khéng thay thé
dugc quinin trong diéu tri con sot rét ndng va cap tinh.

Tac dung khéng mong mudn

Liéu diéu tri co thé gay r6i loan tiéu hoa nhe, nhic dau, chdng mat,
budn noén.

Vai ligu cao, cac roi loan tiéu hod & mic dd ndng, c6 cac triéu chirng roi
loan than kinh, tam than, co giat, réi loan thi giac, u tai.

Chéng chi dinh

Dong kinh va r6i loan tam than

Suy gan, than nang.

Nguoi mang thai 3 thang dau.

Than trong khi lai xe, van hanh may mdc, lam viéc trén cao, bén bo vuec...

Bl6c tim.

Twong tac thudc

Khi phdi hgp véi quinin, quinidin, nhém chen beta adrenergic lam téng
doc tinh trén tim, gay (rc ché tim manh.
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Chépham

Lariam, Meflam (dang mudi hydroclorid), vién nén 250mg (twvong duong
28mg mefloquin base). Liéu dung: xem bang 9.12.

Fansimef, vién nén pho6i hgop véi fansidar: 250mg mefloquin + 25mg
yrimethamin + 500mg sulfadoxin.
4. Artemisinin va dan xuéat (Quing hao su)

Artemisinin dwgc chiét xudt tir cdy Thanh hao hoa vang, it tan nén chd
Su dung duong ubng va dat trwc trang. Hai dan xudt ban téng hop cia
rtemisinin la artesunat tan trong nu6c dung tiém tinh mach va artemether
an trong dau dung tiém bap.

Artemisinin cét con s6t nhanh va it tac dung khéng mong muén. Tuy nhién
othai trlr qua nhanh nén ti I tai phéat cao, vi vay hién nay chid yéu ding cac dan
uét ban téng hop la artesunat, artemether va dihydroartemisinin.

Artemether dung dwdng uéng, tiém bap. Artesunat dung dwdng udng,
ém béap, tiém tinh mach hodc dat trwc trang. Sau tiém bap 4 - 9 giv thudc dat
ong do t6i da trong mau, lién két véi protein huyét twvong 77%. Cac chat nay
hi vao co thé déu dwoc chuyén hoéa thanh dihydroartemisinin cé tac dung
1anh gdp 5 lan artemisinin. Céc thu6c thai trir qua nudc tiéu.

Tac dung

Thudc diét thé phan liét trong mau clia moi ky sinh trung sot rét dac biét
5t véi sOt rét thé ndo do chlng p. falciparum gay ra, ké ca p. falciparum
hang chloroquin. Thudc khong diét giao bao va khong cd tac dung Ién giai
oan ngoai hdng cau, hon nira thdi gian tdc dung ngan, nén khong dung lam
hu6c dy phong va khong dung chdng tai phat.

Tac dung khéng mong muén

Thuong nhe va thoang qua nhu rdi loan tiéu hod, nhirc dau, chédng mat, u
ai, cham nhip tim...

Chépham va liéu dung
- Artemisinin:
uong: ngay dau lg/24h, chia 2 lan. Nhiing ngay sau 500mg/24h X4 ngay.
Dédt hau mon: ngay dau 1,25g/24h. Nhirng ngay sau 750mg/24h X2 - 3 ngay.
- Artemether: ngay dau 300mg/24h. Céac ngay sau 100mg/24h X4 ngay.
- Artesunat: xem bang 9.3, 9.6, 9.7, 9.9.

5. Fansidar

' La thudc phdi hop gitta pyrimethamin véi sulfadoxin.
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Duwoc déng hoc

Hép thu t6t qua dwong tiéu hod. Sau khi udng 2 -8 gi¢, thuoc dat néng do
t6i da trong mau. Lién két véi protein huyét twvong khodng 90%. Thai trir chd
yéu qua nudc tiéu, thoi gian ban thai cla sulfadoxin la 170 gio, cla
pyrimethamin la 80-110 gio.

Tac dung va co ché

Sulfadoxin la sulfamid cham, c6 tac dung diét thé vo tinh trong hdong cau
cla P. falciparum, tac dung yéu voi p.vivax. Thudc khong co6 tac dung trén thé
giao tlr va thé vo tinh 0 giai doan ngoai hong cau. Co ché tac dung la (rc ché
dihydrofolat synthetase.

Pyrimethamin 1a dan xuat pyrimidin c6 tdc dung yéu trén thé vo tinh
trong hdng cau cla ca 4 loai Plasmodium. Thuoc con diét thé vo tinh & chu ky
tién hdong cau va thé giao tlr nén co tac dung chéng lay lan. Co ché tac dung la
trc ché enzym dihydrofolat reductase.

Khi phdi hop sulfadoxin véi pyrimethamin sé tao tdc dung hiép dong
tang cuong do ¢ ché ca 2 khau trong qua trinh téng hop acid folic.

Dihydrofolat Dihydrofolat
synthetase reductase AAcidamin
Pteridin + PABA —>  Acid folic— >Acid tetrahydrofolic_~ purjn > ADN

A Pyrimidin
S0 d6 9.1. Co ché tac dung cua fansidar

Chidinh

Diéu tri sbt rét do p.falciparum khang chloroquin.

Dv phdng cho ngudi di vao vang sot rét lvu hanh.

Tac dung khéng mong muén

C6 thé gap cac phan Gng di ng (ngra, may day...), roi loan v& mau (thiéu
mau tan mau, giam bach cau hat), cac rdi loan tiéu ho4, roi loan chirc nang than...

Choéng chi dinh

Man cadm vo6i thudc, suy gan nang, ngwdi mang thai nhitrng thang cudi va
thoi ky cho con ba.

Chépham va liéu dlng

Fansidar, AFansipar, Madomin: vién nén 500mg sulfadoxin + 25mg
pyrimethamin. Ong tiém 400mg sulfadoxin + 20mg pyrimethamin.



Thudc tvong ty la Maloprim: vién nén phdi hop pyrimethamin 12,5mg +
dapson 100mg.

Diéu tri s8t rét: ngwdi 16n ubng litu duy nhét 3 vién hodc tiém bap,
truyén tinh mach 2 6ng.

Dv phong: udngl vién/tuan, 3 vién/thang.
2.6. Halofantrin (Halfan)

Halofantrin thuéc dan xudt phenanthren methanol. Chi dung duwong uéng.

C6 tac dung Ién thé phan liét trong mau cla tat ca cac loai Plasmodium,
ca cac loai da khang nhiéu thudc. Dac biét, hay dung dé diéu tri sot rét thé
ndo. Halofantrin cling dwgc dung thay thé quinin va chloroquin khi ky sinh
trung khang 2 thudc nay.

- Téac dung khdng mong muén: chéng mat, nhitrc dau, dau bung, ndn. Liéu
cao gay loan nhip that, kéo dai khodng QT. Thikc an c6 nhiéu dau mé& sé
lam tdng hap thu thu6c va tang ddc tinh. Thudc khéng dung cho ngudi
mang thai.

- Liéu dung: 500mg/lan x 3 1an/24h, sau 1tuan lap lai liéu nhu trén.
Thubc nén ubng luc doi va tranh dn dau, md trong vong 24 gio sau khi

uéng thudc.
2.7. Primaquin

Dugc dong hoc

Héap thu nhanh va gan nhu hoan toan qua duwong tiéu hoa. Thudc dat
nong do tdi da trong huyét twong sau khi uéng 1 -3 gio¢, chuyén hoa nhanh &
gan. Trong sd'cac chat chuyén hoé clra primaquin, c6 5 hydroxyprimaquin va 5
hydroxy e demethyl primaquin gay déc véi méau, gy methemoglobin. Thai triv
chl yéu qua nuwdc tiéu, thoi gian ban thai khoang 6 gio.

Tac dung

Thubc diét thé vo tinh & giai doan ngoai hong cau cla p.vivax va
p.malariae va diét thé giao t& nén chi yéu ding chong tai phat va chéng lan
truyén bénh. Tac dung cat con st rét yéu, nén thudng phdi hop véi thude diéu
tri cat con sét nhu quinin, chloroquin...

Tac dung khéong mong mudn

Thuong gap la rdi loan tiéu hod, nhirc dau, chdng mét, gidm bach cau, mat
bach cau hat, methemoglobin, thiéu mau tan mau, cé huyét cau td trong nwéc
tiéu, nhat la 6 nguoi thiéu enzym GePD.

Thudc khdng dwgc dung cho ngudi mang thai, thoi ky cho con bd, tré em
duwdi 5 tudi, ngwdi co tién sk cac bénh vé mau.

Chépham va liéu dlng

Vién primaquin phosphat 26,3mg va 13,2mg (twvong duong 15mg va
7,5mg dang base).



2.8. Pyrimethamin

- Hap thu cham, dat ndng dd t6i da trong mau sau 24 gio, duy tri tdc dung
1 tudn va thai trir cham nén cé thé dung dv phong. Thudc qua nhau
thai, sira me.

- Thudc diét thé phan liét trong mau cham hon quinin va chloroquin nén
khong dung diéu tri c&t con. Pyrimethamin cht yéu phdi hop voi
sulfamid cham nhu sulfadoxin, sulfon dé dy phong va diéu tri sot rét do
P. falciparum khéang thu6c. (Boc thém fansidar).

2.9. Proguanil

Tuwong ty pyrimethamin, thuoc it doc nhung néu dung lau dai co thé gay
thiéu mau do thiéu folat. Thuéc khdong dung cho ngudi mang thai, thdi ky cho
con bl va tré em dudi 2 tudi.

2.10. Céc khéang sinh tri s6t rét
Tetracyclin

Cé tdc dung tot voi con sbt rét cdp do cac ching p. falciparum da
khang thudc.

Liéu diéu tri sot rét: 250 - 500mg x 3 - 4 lan/24h, dot diéu tri 7. 10 ngay.

Khoéng dung tetracyclin dé dy phong trong thoi gian dai, khong dung cho
phu nir cd thai va tré em dudi s tudi (doc thém phan khang sinh).

Doxycyciin

Twong ty tetracyclin, doxycyclin dung diéu tri cac ching p. falciparum
khang thuéc, nhuwng doxycyclin an toan hon tetracyclin.

Liéu diéu tri soOt rét: 100mg X2 lan/24h dot diéu tri 7 ngay.

3. LIEU DUNG CUA MOT s6 THUOC PIEuv TRI SOT RET
(Theo hwéng dan ctia B Y té ngay 27/6/2003)

3.1. Thudbc diéu tri sot rét: Xem cac bang dudi.



Bang 9.2. Chloroquin phosphat vién 250mg

Liéu tinh theo can nang, téng lieu 25mg chloroquin base/kg, chia 3 ngay:
Ngay 1: 10mg/kg
Ngay 2: 10mg/kg
Ngay 3: 5mg/kg

Liéu tinh theo I%a tudi:

Tudbi Ngay 1, 2 (vién) Ngay 3 (vién)

<1 1/2 1/4

1-5 1 1/2
5-12 2 1
12-15 3 VI

> 15 4 2

Bang 9.3. Artesunat vién 50mg
Liéu tinh theo can nang: Ngay 1 uéng 4mg/kg/ngay

Ngay 2 -7: uéng 2mg/kg/ngay
Liéu tinh theo Itra tudi:

Tuoi Ngay 1 (vién) Ngay 2 -7 (vién/ngay)
<1 1 1/2

1-5 2 1

5- 12 3 iy 2

12-15 3 2

> 15 4 2

C6 thé dung dén ngay thr 7 néu mat dé ky sinh trung cao

Bang 9.4. Quinin sulfat vién 250mg

Liéu tinh theo can nang: 30mg/kg/24h chia 3 lan x 7ngay.
Liéu tinh theo tudi:

Tudi Vién/ngay
<1 1x7 ngay
1-5 13éx 7 ngay
5-12 3x7 ngay
1-15 5x7 ngay
> 15 6 X7 ngay

Tlhhie 160 ¥rial viAavrer AN
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Bang 9.5. Primaquin phosphat vién 13,2mg chlra 7,5mg primaquin base
Liéu tinh theo can nang:

Diéu tri giao bao p. falciparum 0,5mg base/kg, diéu tri 1 ngay

biéu tri p.vivax 0,25mg base/kg/ngay x 10 ngay.
Liéu tinh theo I&a tudi:

Tuoi p.falciparum (vién) p.vivax (vién)
3-5 1x 1lan \Y2 x 10 ngay
5-12 2x 1lan 1 x 10 ngay
12 -15 3x 10an \Yi « 10 ngay
>15 4 x 1lan 2 x 10 ngay

Bang 9.6. Artesunat vién ddt hau mén

Lidu dung theo Ira tudi: ngay dau dat 2 1an, ngay 2 -7 mébi ngay dat 1 lan lidu nhw sau:

Tubi Liéu 1 lan dat Ghi chu
<1 50mg
1-5 100mg - Khéng dung cho nguoi tiéu chay
- Khi bénh nhéan tinh, chuyén sang uéng thudc
5-15 200mg cho du 7 ngay
>15 300mg

Bang 9.7. Artesunat + Mefloquin
Liéu tinh theo can nang:
Artesunat ngay dau: 4mg/kg, ngay 2 va 3 mdi ngay 2mg/kg.
Mefioquin 15mg/kg uéng vao ngay th 3.
Liéu tinh theo tudi:

Ngay 1 Ngay 2, 3 Ngay 3
Tui Artesunat Artesunat Artesunat o
(vién) (vién) (vién) Mefloguin (vién)
<1 1 1/2 1/2 1/4
1-5 2 1 1 1/2
5-12 3 1X in 1
12-15 3 2 2 2
> 15 4 2 2 3



Bang 9.8. Vién st rét CV - 8
Vién CV - 8 gdbm c6 4 thanh phan: 32mg dihydroartemisinin + 320mg pyperaquin
phosphat + 90mg trimethoprim + 5mg primaquin phosphat
Diéu tri 3 ngay liéu tinh theo Ita tubi:

Ngay 1 (vién
gay 1( ) Ngay 2 (vién) Ngay 3 (vién)

0 gio Sau 8 gio
3-7 1/2 1/2 1/2 1/2
7-12 1 1 1 1
12-15 1%
>15 2 2 2 2

Chu y: khong dang CV - 8 cho tré em dudi 3 tudi, nguwdi mang thai, nguwdi bénh gan, ngudi thiéu

enzym G6PD.

Bang 9.9. Artesunat lo 60mg

(Pha loang voéi natri bicarbonat va natri clorid 0,9% thanh dung dich
10mg/mL dé tiém tinh mach hoac tiéem bap).
Liéu tinh theo can nang: Ngay dau: 2,4mg/kg/ngay.
Ngay 2-7: 1,2mg/kg.
Dung cho tdi khi bénh nhan tinh chuyén sang uéng cho da 7 ngay.

Liéu tinh theo tudi:

Tudi Liéu ngay 1 Liéu ngay 2-7

<1 2mL ImL

1-5 4mL 2mL
5-12 8mL 4mL
12-15 10mL 5mL

>15 12mL (2lo) 6mL(1!o)

Cha y: khong dung artesunat cho ngwoi mang thai 3 thang dau trir sét
rét nang va sot rét ac tinh.
Bang 9.10. Quinin clohydrat 6ng 500mg

Lidu theo can nang: 30mg/kg/24h x 7 ngay, tiém bap

Liéu theo tubi:

Tudi Liéu dung

<1 1/8 -1/2 éng x 2 l&n/24h
1-5 1/2 6ng x 2lan/24h
5-12 2/3 6ng x 2 1an/24h
12-15 1 6ng x 2 lan/24h

> 15 10ng x 3 lan/24h

Dot diéu tri 7 ngay
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Bang 9.11. Quinin diclohydrat, 6ng 500mg
Ngay dau: truyén tinh mach 20mg/kg, 8 gio sau 10mg/kg
CAc ngay sau: 30mg/kg/24h chia 3 lan truyén tinh mach

Khi bénh nhan tinh chuyén sang tiém bap ho&dc uéng cho du 7 ngay

2. THUOC PHONG SOT RET

Bang 9.12. Mefloquin vién 250mg

Tudi Liéu udng 1 lan/tuan (vién)
3 - 24 thang 1/4
2 - 8 tudi 1/2
8-15 tudi 3/4
> 15 tudi 1

Bang 9.13. Chloroquin vién 250mg

Tudi Liéu udng 1 lan/tuan (vién)
3-24 thang 1/2
2 - 8 tudi 3/4
8-15 tubi 1
> 15 tudi 2



Chuwong 10

THUOC DIET AMIP VA TRICHOMONAS VAGINALIS

1. DAl CUONG
1.1. Vai nét vé bénh do amip va trichomonas

- Bénh do amip va do Trichomonas phé bién & nwéc ta va & cac nudc nhiét
doi, diéu kién vé sinh kém.

- Bénh amip do sinh vat don bao Entamoeba histolytica gay ra véi nhiéu
biéu hién 1am sang khac nhau nhu ly & dai trang (goi la ly amip), ap xe
gan, nédo, phoi...

- Trichomonas vaginalis la sinh vat don bao séng & am dao va tuyén tién
liet nhung chi yéu gay bénh cho phu n&t, nhu viém am dao, am hg, khi
hw, viém c¢6 t& cung... Nam gidi nhiém Trichomonas thuong khong co
triéu ching gi nhwng la ngudn lay cho nit, lam bénh dai dang kho chita
va gay tai phat bénh.

1.2. Chu ky phat trién cta amip

Trong co thé, amip ton tai dudi 2 thé: thé bao t&r (thé kén) va thé hoat
dong (gom 2 thé la minuta va histolytica).

Céc bao tir sau khi xam nhap vao co thé (qua duvong phan - thirc an, nudc
udng), sé thoat vo & rudét non thanh thé minuta.

Thé minuta song trong dai trang, chwa hat hong cau va chra gay bénh.
Khi gdp thuéan lgi, ching nhan Ién nhanh chdéng va phat trién thanh thé
tredng thanh histolytica.



Thé histolytica la thé hat hong cau, ché ra enzym tiéu huy cac mo & dai
trang gay ton thwong niém mac dai trang, tao ra nhitng rdi loan dac trung clta
bénh ly amip cdp. Bén canh d6, mét s6 con di chuyén tdi mach mau va co quan
ndi tang gay tdc mach mau, ap xe gan, ap xe phdi, 4p xe ndo va nhiéu bién
chi*rng nguy hiém khéc.

Khi gap bat loi, thé histolytica sé chuyén thanh thé bao tl co strc bén Ién,
sbng trong dai trang, khéng gay bénh nhwng la nguon tai phat néu khéng diéu
tri triét dé. Khi thai ra ngoai theo phan sé la ngudn lay bénh cho ngwoi lanh.

1.3. Phan loai thuéc

1.3.1. Thub6c diét amip
Diét amip trong long rudt
- Déan xudt 5 nitroimidazol: metronidazol, tinidazol, secnidazol, ornidazol.

- Dan xudt halogen cta hydroxyquinolein: diiodohydroxyquinolein,
methylbromoxyquinolein, cloroiodoxyquinolein.

- Dan xudt amid: diloxanid, clefamid, ectofamid, tecloson.
- Cé&c khéang sinh: paramomycin, tetracyclin, erythromycin.
Thuo6c diét amip 6 mo
- Dan xudt 5 nitroimidazol: metronidazol, tinidazol, secnidazol, ornidazol.
- Emetin va dehydroemetin.
- Chloroquin.

1.3.2. Thudc diét Trichomonas vaginalis

Dan xuéat 5 nitroimidazol: metronidazol, tinidazol, secnidazol, ornidazol.

2. CAC THUOC PIEU TRI

2.1. Metronidazol
Metronidazol 1a dan xudt cta 5 nitro imidazol thé hé 1.
Duoc déng hue

Metronidazol hdp thu nhanh va hoan toan qua dwong tiéu hod. Sau
khi uéng 500mg 1 gid, thu6c dat néng do tdi da trong huyét twong la
10]ig/mL. Metronidazol xam nhap t6t vao cac mé va dich co thé, ké ca nwdc
bot, dich am dao, tinh dich, sita me va dich ndo tuy. Lién két véi protein
huyét tvong 10% - 20%. Chuyén ho& 6 gan bang phan rng oxy hoé (khoéang
50%), chédt chuyén hoé con hoat tinh, thai trlr chd yéu qua nwoc tiéu, thoi
gian ban thai khodng s gio.
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Tac dung va co ché

Metronidazol c6 tac dung tdt véi amip 6 trong va ngoai rudt, ca thé cap
va thé man. V6i ly amip man & rudt, thudc c6 tdc dung yéu hon do khé xam
nhap vao dai trang.

Ngoai ra thudc co6 tac dung tdt voi Trichomonas vaginalis, Giardia, cac vi
khuan ky khi gram am ké ca Bacteroid, Clostridium, Helicobacter, nhwng
khong c6 tac dung trén vi khuén wa khi.

Co ché: nhém nitro cla metronidazol bi khir b&i protein van chuyén
electron hodc bdi ferredoxin. Metronidazol dang khir pha v& cau trdc xoan cla
ADN, tiéu diét vi khudn va sinh vat don béo.

Chi dinh
- Diéu tri ly amip céac thé: amip rudt, amip gan va amip & cac mo.
- Trinhiém Trichomonas vaginalis va cac bénh do sinh vat don bao khac.

- Tri cac nhiém khuén rang miéng, tiéu ho4, 6 bung, phu khoa, hé than
kinh trung wong, nhiém khuén huyét do cac vi khuan ky khi nhay cam.

- Du phong phau thuat duong tiéu hoa, phu khoa (phdi hop véi cac khang
sinh khac).

Tac duivg khong mong muén

Thuong gdp: chan an, budn nén, khd miéng, ndén mta, tiéu chdy, nhic
dau, miéng co6 vi kim loai. Ndng: co giat, mat diéu hoa, bénh ndo, gidm bach
cau, réi loan déng mau.

Chéng chi dinh

Man cam véi thudc.

Bénh nhan dong kinh.

Roi loan dong mau.

Nguwoi mang thai 3 thang dau, thoi ky cho con bu.
Twong tac thu6c

Metronidazol lam tdng tac dung cla warfarin, lithium, thudc gidn co
nhém chéng khir cuc.

Céc thudc gay cdm (ng enzym nhw phenobarbital, rifampicin...lam giam
tac dung ctia metronidazol.

Thubc gay hdi chiing giéng disulfiram vi vay khéng nén ubng rvou trong
thoi gian diéu tri.

Liéu dung va chépham

Flagyl, Klion, vién nén 250mg va 500mg; thuéc dat 500mg, 1000mg; dich
truyén 100ml chira 500mg; dang gel 10% va nhiéu ché pham phéi hop.
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Ly amip rudt cdp va amip gan:

Nguoi Ién: 500 - 750mg/lan x 2 - 31an/24h x 5. 10 ngay.

Tré em: 35 - 40mg/kg/24h chia 3 lan, dot diéu tri 5-10 ngay.
Diét Trichomonas vaginalis:

Udbng 750mg/24h chia 3 1an X5 - 7 ngay hodc 2g/24h X3 ngay.
Két hgp dat am dao 1 vién/ngay (diéu tri dong thoi ca ban tinh).
Du phong phau thuat: 2g trude khi phau thuat 2 gio.

2.2. D&n xudt cla metronidazol

Tinidazol (Fasigyn), secnidazol (Flagentyl) va ornidazol (Ornizol,
Tiberal) la dan xudt 5- nitroimidazol thé hé 2.

Céc thubc déu c6 dac diém twong tw nhv metronidazol, nhung dung nap
tét hon, hiéu luc manh hon, thoi gian ban thai dai hon nén rdtngan duogc thoi
gian diéu tri.

Liéu dung
- Tri amip rudt va amip gan:
+ Tinidazol: Nguoi 16n 2g/ngay. Tré em 30mg/kg/24h.

+ Secnidazol: Nguoi I6n ligu duy nhat 2g (v6i amip rudt), hodc 1,5g/ngay
X5 ngay (véi amip gan). Tré em 30mg - 50mg/kg/ngay X5 ngay.

+ Ornidazol: I,5mg/ngay X3 - 5 ngay.
- Tri Trichomonas: liéu duy nhét 2g.
- Du phong phau thuat: ligu duy nhét 2g.
2.2.1. Dehydroemetin

Dehydroemetin la dan xudt téng hop co tac dung tvong ty emetin, thoi
gian ban thai ngan hon va it déc hon emetin.

Dugc déng hoc

Thu6e gay kich 'ng manh dwong tiéu héa nén chi dung dang vién bao dé
diét amip rudt. Tiém tinh mach gay doc véi tim nén thuong dung dwong tiém bap
sau. Thudc khuéch tan to6t vao cac md, tap trung nhiéu 6 gan, lach, phéi, than.
Thai trir chdm qua than, thoi gian ban thai cla dehydroemetin la 2 ngay.

Tac dung va coché

Thuoc diét amip chi yéu & ngoai rudt, it ¢d tac dung voi amip trong long
rudt (trr khi dung dang uéng dehydroemetin). Vi vay, thu6c thuong dung phdi
hop véi chloroquin dé diéu tri cac truong hop bénh nhan khéng dung duoc dan
xudt nitroimidazol. Thudc khong diét dwgc thé bao ti.

Co ché: thubc tc ché suw di chuyén cla ribosom doc theo mARN, (c ché
tong hop ARN do dé (rc ché khdng hodi phuc s tdng hop protein cla amip.



Chi dinh
Diéu tri amip rudt va amip gan.

Chi nén dung khi cac thudc an toan hon khdng thé dung dwgc. Phdi hop
voi thudc tri thé kén dé diéu tri tan goc va chong lay truyén bénh.

Tac dung khéng mong mudn

Trén tiéu hod: budn nén, ndn, tiéu chay.

Trén tim mach: loan nhip, suy tim sung huyét.

Than kinh co: yéu co, mdi co, run nhat la co chi va co.

Dé han ché tac dung khéng mong muén, can dung kém vitamin Bxva
strychnin.

Chong chi dinh

Bénh tim mach, bénh than, viém da day than kinh va nguwdi mang thai.

Chépham va liéu dung

Ong tiém 30mg/mL; 60mg/2mL va 20mg/2mL.

Liéu dung: 1- 1,5mg/kg/24h (t6i da 60mg/24h), dot diéu tri 5-10 ngay.
2.2.2. Chloroquin

Chloroquin cé kha nang tap trung nhiéu 6 gan, nén cht yéu diéu tri amip
gan. Thudc khéng co6 tdc dung véi amip trong long rudt vi phan 16n dugc hap
thu & rudt non. Chloroquin thwdng dung phdéi hop véi thube diéu tri amip rudt
dé tranh tai phat.

Cac tac dung khac (xin doc bai thubc phong va diéu tri sot rét).

Liéu dung: lg/24h trong 2 ngay dau.

0,5g/24h trong cac ngay sau. Dot diéu tri 2 - 3 tuan.

2.3. Thudc diét amip trong long rudt
2.3.1. Diloxanid

Duogc dong hoc

Diloxanid thuong dung dang mudi furoat. Sau khi uéng, thuéc vao ruot
thuy phén tao diloxanid base va acid furoic. Chi c6 diloxanid dwgc hap thu vao
mau va phan hdp thu nay duoc thai trir qua nwoc tiéu trong vong 48 gio.

Tac dung va co ché

Diloxanid la dan xuét dicloroacetanilid, c6 tac dung chl yéu la diét amip
trong long rudt. Thudc co hiéu qua cao voi thé kén.

Co ché tac dung: (¢ ché tong hop protein cla amip.
Chidinh
Diéu tri amip rudt va amip thé kén.
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Chuwong 11

THUOC PIEU TRI| GIUN SAN

aeg Ui
MUC TIEU
1. Trinh bay duoc cac dac diém
chi dinh, tac dung khdng mo,
cla cac thudc diéu tri giun.
2. .. Trinh bay duoc cac dac diém hoc co ban, tac du,

chi dinh, tac dung khéng moi
cla céc/thué'c_di_éu tri san.

mmiraé

1. BAI CUONG
1.1. Vai nét vé bénh giun san
- Bénh giun san phd bién trén thé gidi va phan b6 chl yéu d cac nwéc kém
phat trién, diéu kién vé sinh kém.
- O Viét Nam, do khi hau néng &m, diéu kién vé sinh kém nén ti 1& nhiém
giun san rét cao.
- Giun séan co thé ky sinh & nhiéu co quan nhung chl yéu la & ru6t.

- Caéc loai giun san khac nhau co st nhay cam véi thuéc khac nhau. Vi vay,
can xét nghiém xem co thé nhiém loai giun san nao dé lva chon thudc
diéu tri cho phu hop.

1.2. Phan loai thudc
* Thudc trigiun

Tri giun trong long rudt: piperazin, mebendazol, albendazol, thiabendazol,
pyrantel...

Tri giun ngoai rudt: diethylcarbamazin, suramin, thiabendazol.
e Thuoc tri san
Tri san trong rudt: nicloxamid, quinacrin.

Tri s&dn ngoai rubt: praziquantel, chloroquin, quinacrin...



2. THUOC TRI GIUN

2.1. Mebendazol

Mebendazol 1a dan xudt benzimidazol. Céac thufc clng dan xuét la
albendazol, thiabendazol va flubendazol.

Duoc dong hoc

Thudc hap thu qua dwong udng, sinh kha dung thdp (20%). Chét béo lam
tdng hap thu thudc. Thai trir chld yéu qua phan (90 - 95%), chi mét lvong nho
thai qua nuoc tiéu.

Tac dung va co ché

Thudc c6 phd chéng giun rong, tac dung trén nhiéu loai giun, nhu giun
dfia, giun téc, giun moc, giun kim. Thudc diét cd trirng giun lan giun trudng
thanh. Liéu cao c6 tdc dung trén ca nang san, trung roi Giardia fumbfia.

Hiéu qud diéu tri: voi giun dda, giun kim, giun toéc la 90 - 100%, v&i giun
moc khoadng '70%.

Co ché tac dung: thudc (e ché tdng hop cac vi cau tric hinh 6ng nén tc
ché sv sinh sdn cla giun. Thubic con tc ché khéng hodi phuc sy hdp thu glucose,
gay can kiét dv trir glycogen lam thiéu nang lwgng cho hoat dong cta giun.

Thudic khong anh hwong téi chuyén hoa glucose é ngudi nén it doc.
Tac dung khéng mong mudn

Thu6c dung nap tdt va it tdic dung khong mong muén, c6 thé gap réi loan
tiéu hoa (dau bung, tiéu chay, budn nén) phat ban, ngta... Cac tdc dung khong
mong mudn chl yéu do doc t6"clia giun gidi phdng ra khi bi phan huy.

Chidinh va ligu dung
- Tri giun kim: liéu duy nhat I00mg/lan, c6 thé Iap lai ligu trén sau 2 tuan.

- Tri giun ddia va cac giun khac: 100mg x 2 lan/ngay x 3 ngay hoac dung
lieu duy nhat 500mg/lan.

- Trinang san: 200mg X2 - 3 lan/ngay, dot diéu tri 20 - 30 ngay.
Choéng chi dinh
Nguoi mang thai, tré em dwdi 2 tudi va ngudi man cam voi thudc.
Chépham
Vermox, Fugaca, vién nén 100mg vi 6 vién va 500mg vi 1 vién. Hon dich
uéng 20mg/mL.



2. 2. Albendazol
Tac dung

Albendazol c6 phd chéng giun, co ché tdc dung va tac dung khéng mong
mudn tvong tv mebendazol.

Uu diém: tac dung trén giun téc manh hon mebendazol. Tac dung tot
trén giun xodn, du trung giun di chuyén dwdi da, co, 4u tring san & cac mo va
san day cac loai. Vi vay ngoai tri giun, albendazol con dung tri nang san, san
la gan, san bo, san lon.

Chidinh va liéu dung
- Tri cac loai giun va du trung: Nguwoi 16n 400mg/lan.
Tré em 200mg/lan, liéu duy nhét.
- Tri giun lvon va san day: 400mg/lan/ngay, dot diéu tri 3 - 14 ngay.
- Trinang san: 10 - 15mg/kg/ngay chia 3 lan, dot diéu tri 28 ngay.
- Tri du trung san than kinh: 5mg/kg/lan X3 lan/ngay, dgt 28 ngay.
Chépham
Zentel, vién nén 200mg hodc 400mg. Hon dich udng 2% va 4%, lo IOmL.

2.3. Thiabendazol (Mintozol)
Tac dung

Thiabendazol c6 tdc dung tuwong tv nhu mebendazol. Ngoai ra,
thiabendazol con c¢d tac dung ca véi au trung giun di chuyén dudi da va lam
giam cac triéu chirng viém do cac ky sinh trung gay ra.

Chidinh va liegu dung
- Tri giun lvon: 25mg/kg X2 lan/24h. C6 thé nghi 1tuan roi ding tiép dot khac.
- Ap trung di chuyén du6i da: 25mg/kg X2 1an/24h X2 ngay. Két hop véi
dap tai cho.
Thuoc nén udng sau bira an dé giam tac dung khdng mong muén.
2.4. Pyrantel
Dugc ddng hoc

Thu6c it hap thu qua dudng tiéu hod nén co6 tac dung t6t véi cac loai giun
ky sinh & trong ldng rudt. Thudc thai trir chd yéu qua phan é dang khong
chuyén hod, dudi 7% thai trir qua nuwoc tiéu.

Tac dung va coché

Pyrantel 1a thuGc chdng giun ph6 rong, c6 hoat tinh cao trén giun dia,
giun kim, giun méc, giun xoan... Hiéu qua diét giun trén 90%.



Thudc khong cé tdc dung trén giun téc, khong coé tac dung trén cac loai
du triing giun di chuyén dwdi da va & mo.

Co ché: thudc phong bé than kinh co, lam liét giun theo ki€éu cac chéat cura
gay khtr cuc lau bén, co clng va bat déng giun roi téng ra ngoai theo phan.

Chi dinh va liéu dung
- Tri giun d@a va giun kim: 10mg/kg/lan (t6i da 750mg) liéu duy nhat.
- Tri giun méc: 10mg/kg/lan/24h X2 - 3 ngay.
Tac dung khong mong mudn
Thuong nhe, thoang qua va it gap: nhirc dau, chéng mat, rdi loan tiéu hoa.
Chépham
~ Combantrin, Helmintox, vién 125mg hop 6 vién va 250mg hop 3 vién;
hon dich uéng 125mg/5 mL va 250mg/5mL.
2.5. Piperazin
Dugc ddong hoc

Piperazin hdp thu dugc qua duong tiéu hod. Thubc dat nébng do t6i da
trong mau sau khi udng 2 - 4 gio. Khoang 25% thuéc chuyén hoa & gan va thai
trlr qua nudc ti€u khoang 20% trong 24 gio dau.

Tac dung va coché
Cé tac dung v6i giun dda, giun kim. Ti 1é diét giun dat trén 90%.

Co ché: lam liét giun theo kiéu cura chéng khir cwc 6 co giun, nghta la
lam gidm déap (ng v6i acetylcholin, ngan cdn sy thdm ion qua mang té bao,
lam co giun bi liét khéng con khd nang bdm vao thanh rudt va bi nhu déng
rudt day ra ngoai.

Thudc con lam gidm acid uric huyét, nén con dung diéu tri bénh gut.
Chidinh va liéu dung

- Tri giun dda: 75mg/kg/24h (t6i da 3,5¢9/24h) X2 - 3 ngay.

- Tré em 2 -12 tudi: litu nhw trén nhwng t6i da 2,5g/24h.

- Tri giun kim: 50mg/kg/24h, dot 7 ngay.
Tac dung khong mong mudn

Thuong gép la réi loan tiéu hod, ban da, gay tac rudt hodc giun chui éng
mat. Qua liéu gay rdi loan than kinh, nhic dau, chdng mat, rdi loan van dong.

Chépham
Vién nén 200, 300 va 500mg.



Siro 500 va 750mg/5 mL.
Dung dich, hon dich uéng 600mg/5 mL.
Cac dang mudi piperazin phosphat, adipat, citrat va hexahydrat.

2.6. Diethylcarbamazin
Dugc dong hoc

Thudc hap thu t6t qua duong tiéu hod. Sau khi uéng 1 -2 gio, thudc dat
nong do toi da trong mau. Thai trir ch( yéu qua nuoc tiéu, thoi gian ban thai
2-10 gio tuy thudc vao pH cla nudc tiéu. Néu pH nudc tiéu kiém, thudc thai
trir cham.

Tac dung va co ché

Diethylcarbamazin 1a dan xuét piperazin, c6 tic dung diét cac loai giun
tredng thanh va au trung cla mot s§' loai giun chi Wuchere.ria bancrofti,
Brugia maleyi, Brugia tirrwji, Loa loa, nhung khdéng c6 tac dung voi
Wuchereria bancrofti trong thé thuy tinh.

Vi giun chi Onchocerca volvolus, thubc diét dugc cac du trang giun di
chuyén dudi da, nhung it co tac dung trén giun tredng thanh nam & cac hach nhd.

Co ché: c6 thé thudc tac dung theo 2 co ché sau:

- Lam giam hoat ddng va gay liét co giun do gay uwu cwc hoa, lam giun roi
khdi vi tri cu trd roi bi tdng ra ngoai.

- Lam thay d6i mang ngoai clia 4u trung giun chi, lam 16 bé' mat phoi dé
tao diéu kién thuan logi cho hé th()'ng~ khang thé cla vat chd tiéu diét.
Thudc lam tdng phan (ng viém va mién dich trén nguoi.

Chi. dinh va liéu dung

- Tri cac loai giun chi: w. bancrofti, B. malayi, L. loa: 2mg/kg/lan X 3
1an/24 gio, dot diéu tri 3 tuan, DE diéu tri khoi han phai dung nhiéu dot,
lién tuc trong 2 -3 ndm.

- Tri 0. uolvolus: 4 - 5mg/kg/24h, chia 2 lan, dot 3 « 4 tuan.

Thudc nén khoi dau ligu thdp sau tdng dan toi ligu c6 hiéu qud, udng sau
khi an. Nén phdi hop voi suramin dé didt ca giun chi trvdng thanh.

Tac dung khéng mong mudn
- Do thuéc: thuong gdp la nhic dau, khé chiu, chan dan, mét méi. it gap la
budn nén, non, chdng mat.
- Do giun: gay phu, ngta, ton thvong thi giac, sot, nhic dau, réi loan tiéu
hoa, khé chiu.
PEé gidm cac tac dung khong mong muén, nén dung liéu ting dan va
dung céc corticoid hodc cac thudc khang histamin Hj trudc dé dy phong.
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Chépham
Banocid, Notezin, vién nén 50mg va 100mg dang mudi citrat.
Siro hay dung dich uéng IOmg/mL, 24mg/mL.

2.7. lvermectin

Thudc dwge phan lap tlr Streptomyces avermitilis, c6 tac dung voi nhiéu
loai giun nhu: giun dia, giun kim, giun méc va giun chi. Tuy nhién thu6c chd
yéu dung diéu tri du trang giun chi Onchocerca volvolus di trd dudi da. Thuoc
it co tdc dung trén giun chi trudng thanh, khdng cé tdc dung trén san.

Co ché: thudc lam liét co giun do kich thich GABA & than kinh co giun.

Thu6c tvong ddi an toan, cac tdc dung khong mong mudn chd yéu do doc
6" cla giun tié€t ra sau khi phan hdy, nhv ngta, sét, hoa mat, chéng mat, dau
co, dau khép, ha huyét ap thé ding...

Thubc khong dung cho tré em dwdi 5 tudi.

Ché pham va liéu dung:

Mectizan, lvomec, Stromectol, vién nén 5mg.

Nguwoi I6n va tré em trén 5 tudi udng liéu duy nhat 2,5 - 10mg/lan, 1-2
Ian/ndm. Thu6c nén udng vao budi sang trudc khi an.
2.8. Suramin

Suramin c6 tdc dung diét ca du trung va giun chi trudng thanh. Thudc
gdy doc tinh cao, nhét la v6i gan va than nén chi dung khi c6 gidm sat chat
ché cua thay thudic.

Liéu dung: liéu tdang dan tr 0,2; 0,4; 0,6; 0,8 va Ig/24h tiém tinh mach.

3. THUOC TRI SAN

3.1.Praziquantel
Dugc dong hoc

Thudc hdp thw nhanh va gan nhw hoan toan khi uéng (>80%). Thudic dat
nong do téi da sau 1-3 gid. Lién két voi protein huyét twong 80 - 85%. Thudc
qua dwoc vao dich ndo tuy va stta me. Bai tiét qua nudc tiéu dudi dang chuyén
hoa. Thoi gian ban thai clia chat me la 1- 1,5 gio va chét chuyén hoa la 4 gio.

Tac dung

Praziquantel c6 hoat pho chéng san réng, bao gbm cac loai san 14, san
mang va san day. Cé tdc dung trén ca au tring va san trudng thanh.

Co ché: thudc xam nhap nhanh vao toan bd co thé san, lam tang tinh
thdm cla mang té bao & san dan dén méat Ca+-ndi bao, lam co clrng va liét co.
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Ngoai ra thudc con tao ra cac khdng bao trén da san sau dé v& ra phan huy
lam sé&n bi tiéu diét.
Chidinh va liéu dung
- San mang, san la: 26mg/kg/lan X3 lan/24h, dung 1-2 ngay.
- San day: 5- 1omg/kg liéu duy nhét.
- Au trung san: 50mg/kg/24h chia 3 lan, dot 15 - 20 ngay.
ThuOc nén ubng trong bita an, khong duoc nhai.
Tac dung khéng mong muén

Thuong gap la khé chiu, nhirc dau, chong mét, buén ngld, mét méi. Cac
tac dung khéng mong mudn chl yéu do doc t6"cta san tiét ra khi phan hay la
budn ndn, ndn, kich thich than kinh, nhitc dau, dong kinh. D& giam cac tac
dung khédng mong mudn nén phdi hop vo6i dexamethason hodc prednisolon.

Chong chi dinh

Tré em duwdi 4 tubi, ngudi mang thai, thei ky cho con bu.
Chépham

Biltricid, Cysticid, vién nén 600mg.

3.2. Niclosamid
Tac dung

Hap thu rdt it qua rudt, nén chd yéu dung diéu tri san ky sinh trong
rudt. Co6 tdc dung véi cac loai san day. Hiéu qua tri san dat 85 - 95%. Khéng
c6 tdc dung véi du trang & cAc md ngoai ruot.

Co ché: thudc tac dung vao khau chuyén hoa nang lugng clia san. Cé thé
do rc ché téng hop adenosin triphosphat 6 ty thé. Cling c6 thé (c ché sy hap
thu glucose clia san lam cho dau san va cac dét san bi chét roi bi téng ra ngoai
theo phan.

Tac dung khong mong mudn
Thuwdng gédp la budn non, ndn, dau bung, tiéu chdy. Hiém gdp la ban do, ngta...
Chépham va liéu dung
Niclocide, Cestocid, vién nén 500mg.
Udbng liéu duy nhat: Nguoi Ion: 2 g
Tré em 11 - 34kg: Ig. Tré em trén 34 kg: 1,59.

Thubc nén udng vao bubi sang, lic doéi nhai vién thuéc va ubng voi it
nwéc. Khdng udng rugu trong, trede va sau khi udng thudic it nhat 1 ngay.



3.3. Quinacrin

Quinacrin la thudc tri sot rét, nhwng do hiéu luc tri sot rét kém nén ngay
nay chd yéu dung tri amip va san. C6 tac dung vé6i san ca trong va ngoai rudt.

Nhuoc diém: ton tai lau trong co thé va gdn manh vao mé lam cho mé c6
mau vang.

Vién nén IOOmg. Liéu dung Ig kém thudc tdy mudi. C6 thé phoi hop véi
niclosamid.
3.4. Chloroquin
Cha yéu c6 tac dung véi san la gan (xin doc bai thu6c phong va tri st rét).
Liéu dung: 0,5 g/24 h, dot diéu tri 5 ngay.



Chuwong 12

THUOC CHONG NAM

1. BbAI CUONG

I.I.Vai nét vé bénh nam

Nhiém ndm 14 mot bénh phd bién, co thé xay ra & b& méit co thé nhu da,
téc, mong, niém mac hodc sau trong nodi tang nhu nao, tim, phdi... (Bang 12.1).
Nguy co nhiém ndm déc biét cao khi co thé giam stc dé khang: vi du nhiém
HIV/AIDS, cdy ghép co quan, dung thudc &c ché mien dich, 6m lau ngay hodc
bi bénh tiéu dwong...

Do céc td chirc ndm phat trién cham va thuong tén tai & cac mod kho tham
thuéc nén diéu tri cac bénh do ndm gay ra thuong lau dai va kho hon bénh
nhiém khuan.

Bang 12.1. M6t s6 loai ndm gay bénh
Ndm bé mat Nam hoé théng (ndi tang)

Aspegillus spp

Candida spp

Blastomyces dermatitidis
Cryptococcus neoformans
Coccidioides immitis
Histoplasma capsulatum

Epidermophyton spp
Microsporum spp
Sporothrix spp
Trichophyton spp

1.2 Phan loai thudc tri ndm
e Duva vao vij tri tac dung: chia 2 nhém
- Thudc tri ndm bé mat: khdng ndm & bé mat da va niém mac. Nhém nay gom
ketoconazol, clotrimazol, econazol, miconazol, griseofulvin, nystatin...
- Thu6c tri ndm ndi tang: tri ndm & sau trong co quan nhw ndo, phdi...,
gom amphotericin B, ketoconazol, fluconazol, flucytosin, itraconazol...
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* Dua vao cau truc hoa hoc: chia thanh cac nhom

- Nhom polyen: amphotericin B, nystatin, natamycin.

- Nhom griseofulvin: griseofulvin.

- Nho6m flucytosin: flucytosin.

- Nhom azol: ketoconazol, miconazol, clotrimazol, fluconazol, itraconazol.
- Cac thu6c khac: naftilin, haloprogin, acid benzoic, acid salicylic...

2. NHOM POLYEN

2.1. Amphotericin B

Dugc dong hoc

Hap thu kém qua duong tiéu hod, nén dung duong udng dé tri nhiém
nam dwong tiéu hoa. Dung dwong tiém tinh mach dé tri nhiém ndm nang toan
than va noi tang. Thu6c it vao dich ndo tuy, bai ti€t chdm qua than, thoi gian
ban thai khodng 24 gio.

Pho tac dung va co chétac dung

Amphotericin B la thudc khang ndm phd rdéng, co6 tac dung trén nhiéu loai
ndm bé mat va ndi tang, nhuv Candida, Cryptococcus, Neoformans, Aspergillus,

Histoplasma, Coccidioid, Blastomyces, Sporothrix. Nong dd &rc ché toi thi€u voi
c&c loai nam tir 0,03 - I*g/mL.

- Co ché tac dung: amphotericin B gan vao ergosterol trén mang té bao
nam, lam thay doi tinh thdm cha mang té bao vdi cac ion, nhéit la K+
Mg+ nén té bao ndm bi tiéu diét.

Céc vi khuan va virus do khdng cé ergosterol nén khdng nhay cam véi
amphotericin B va cac polyen khac. Trén nguoi va déng vat, amphotericin gan
dwgc vao cholesterol, gay céac tac dung khéng mong mudn.

Chidinh

Tri cic loai ndm bé mat da, niém mac, miéng, am dao, bang quang...

Tri cac bénh ndm ndi tang do cac ching nhay cam bang duong tiém.

Duv phong va diéu tri ndm cho bénh nhan suy giam mién dich.

Tac dung khéng mong mudn

- Phan &ng chung: sot, rét run, dau co, dau khép, dau dau khi moi tiém
truyén. D€ gidm tac dung khdng mong muén nay can dung trvdc khang
histamin H} hay glucocorticoid.

- Boc v6i than: giam stc loc cau than, hoai tir than.

- Téac dung khéng mong muén khéac: thi€éu mau, doc voéi gan, tim, giam K+
va Mg+-huyét, dau va viém tac tinh mach noi tiém.


http://www.adultpdf.com

Twong tac thudc

Tang doc tinh v6i than khi dung cung cac thu6c gay doc véi than nhuw
aminosid, cyclosporin...

Tang tac dung va doc tinh cGia mot sé thudc: digitalis, flucytosin, thudc
gidn co tubocurarin va sucxamethonium.

Chépham va liéu dung
Ché pham: Amphotericin B (Fugizon).

Dang uéng: vién nén 100mg (twong duong 100.000 UI), hén dich, siro
IOmg/mL va 100mg/mL.

Dang tiém: lo thudc bdt 50mg (50.000 UI).

Dang liposom hodc phirc hop voi lipid: hon dich 100mg/20mL hay lo bot
déng khd 50 va 160mg.

Céac dang dung ngoai khéac.

Liéu dung:

Tiém truyén: kh&i dau 0,25mg/kg sau ting dan lén tdi da I,5mg/kg.
Uong: 100 - 200mg X4 lan /24h.

Thoi gian diéu tri tuy theo mic do bénh, treong hép nang cé thé kéo dai
hang thang.

2.2. Nystatin

Puoc chiét xudt tr mdi trudng nudi cdy Streptomyces noursei.
Duoc déng hoc

Nystatin hdp thu kém qua duwong tiéu hod, khong hdp thu qua da va

niém mac. Thai trir ch yéu qua phan du¢i dang chua chuyén hoa.

Photac dung va coché

Thu6c c6 tac dung kim hoac diét ndm tuy thudc vao lieu dung va doé nhay

cam riéng cuda tirng loai ndm. Nhay cam nh4t voi nystatin la cac loai ndm men
va ndm Candida albicans.

Co ché tac dung: giobng amphotericin B.
Chidinh

Du phong va diéu tri nhiém ndm Candida 6 miéng, dwong tiéu hoa va

am dao.

Tac dung khéng mong mudn

Dung nap tot, it doc, cd thé dung cho moi l¥a tudi.



Mot s6 tdc dung khéng mong muén la di ¢ng (nhv may day, ban dé...), r6i
loan tiéu hoda chl yéu do candidum (san pham phan giai cia Candida) gay nén.

Chépham va liéu dung

- Ché pham:
Nystatin (Fungicidin, Mycostatin). Dang vién dat am dao 100.000, 500.000
IU; vién nén 100.000, 500.000 IU hodc hon dichioo.oo00 IU/mL. Ngoai ra,
con co6 cac dang vién dat ph6i hop véi metronidazol {Flagystatin),
chloroquin.

- Liéu dung:
Ndm Candida tiéu hoa: 500.000 - 1.000.000 Ul X3 - 4 lan/24h.
Ndm Candida miéng: 100.000U1 X4 1an/24h, ngam hodc dung hon dich.
Ndm Candida am dao: 100.000 - 200.000U1/24h, dang vién dat hodc kem
b6i am dao.
Nam da: b6i 2 -4 lan/24h, dang kem hodc thu6c mg.

2.3. Natamycin (Natafucin, Pimafucin)

Twong t nhw nystatin, nhwng chi yéu diéu tri ndm da.
Dang thudc mé& 2%.

3. NHOM GRISEOFULVIN
Griseofulvin

Duwoc dong hoc

it hdp thu qua dwong tiéu hod (dang bot siéu min hdp thu t6t hon). Hap
thu thuéc qua dudng tiéu héa tang Ién khi uéng trong hodc sau céac birta an co
nhiéu chét béo. Phan bé nhiéu téi da, toc, méng, gan, mé m& va co xuong. Tich
luy nhiéu trong cac té bao tién than keratin va c6 ai lyc cao véi mé nhiem
bénh. Ciling tham dwoc qua da vao cac moé keratin. Chuyén hoa & gan tao chéat
chuyén hoa chinh la demethylgriseofulvin khéng con hoat tinh.

Photac dung va coché

Griseofulvin dugc phan Iap cha yéu tir Penicillium griseofulvin. Thu6c Gc
ché sy phat trién cta ndm da Trichophyton, Mycrosporum va Epidermophyton
floccosum. Thudc khdng cd tdc dung véi cdc ndm Candida va cac ndm ndi tang.

Co ché: griseofulvin chl yéu ¢ ché phan bao do pha vo cdu tric thoi gian
phan. Ngoai ra, co thé tao ra cac ADN khiém khuyét khong cd khd nang sao
chép hodc tao moi treong bat lgi cho sw phat trién clia té bao nam.

Chidinh
Diéu tri cac loai ndm da, téc va moéng nhay cam.



Tac dung khéng mong muén
- Thuwong gdp la nhic dau, r6i loan tiéu hoad (chan an, budn nén), ban da

- Céc tac dung khdéng mong mudn khac: réi loan cadm giac, viém day than
kinh ngoai bién, ngt ga, chong mat, gidm bach cau.

Chdng chi dinh

RGi loan chuyén hoa porphyrin.
Suy gan.

Twong tac thudc

Griseofulvin gy cdm (ng enzym gan nén lam giam tac dung cla cac
thudc: vién udng tranh thai, thudc chdng déng méau, theophylin.

Nguoc lai, phenobarbital lam gidm ndng do va tac dung cua griseofulvin.
Chépham va liéu dung

Fulvicin, Fuluin. Dang b6t min: vién nén; vién nang 250 va 500mg; hdn
dich 125mg/5 mL Dang bot siéu min: vién nén bao phim 125, 165, 250 va
330mg. Thuéc m& 5% grisefulin.

Liéu dung:

Dang b6t min: 500 - 1000mg/24h, udng 1 1an hoac chia 2-4 lan.

Dang bot siéu min: 5- 10mg/kg/24h (t6i da 750mg/24h).

Thoi gian diéu tri it nhat la tr 2 - 4 tuan lién tuc, cd thé kéo dai tdi 1 nam.

4, NHOM FLUCYTOSIN
Flucytosin

Dugc dong hoc

Hap thu nhanh va dé dang qua duong tiéu hoa. Sau khi udng khoang 2
gio, thu6c dat dwgc nong do t6i da trong mau. Phan bd"rong rdi vao cac mo va
dich co thé, dé dang qua hang rao mau ndo. Thai trlr chi yéu qua nudc tiéu,
thoi gian ban thai khoang 2,4 - 4,8 gi0.

Pho tac dung va co chétac dung

Flucytosin cd tdc dung Gc ché nhiéu loai ndm nhw: Candida, Cryptococcus,
Aspergillus....

Co ché: flucytosin vao té€ bao ndm nhd enzym cytosin permease, roi khi
amin thanh 5 - fluorouracil (5FU). Chét nay ti€p tuc chuyén hoé cu6i cung
gan vao ARN cla té bao ndm gay (c ché tong hop protein. 5FU cling tc ché
tong hop ADN thdng qua Gc ché tong hop thymidylat.

Thudc ¢ tac dung chon loc trén ndm, it anh huwdng téi nguwoi do & nguoi
khdéng c6 enzym kh& amin cla ilucytosin.



Chidinh

Diéu tri cdc bénh ndm nang do cac ching Candida va Cryptococcus &
mau, tiét niéu sinh duc, mang trong tim, mang néo va phoi.

Thuwong phoi hop voi amphotericin B dé tang hiéu qua diéu tri.
Tac dung khéng mong mudn

- Thudc gay Gc ché tuy xuong, lam gidm bach cau, tiéu cau. De han ché tac
dung khéng mong muén trén méau, can dung thém uracil.

- Trén tiéu hoa: non, dau bung, chan an, loét da day ta trang.

- Céc tac dung khong mong muén khac: ha duong huyét, ha kali huyét, rdi
loan than kinh tam than va tim mach.

Chéphdam va liéu dung

Vién nang 250 va 500mg; lo thudic tiém truyén 2,5g/250ml trong dung
dich NaCl dé&ng truong.

Liéu udng: 50 - 150mg/kg/24h, chia 3-4 lan.
Liéu tiém truyén: 200mg/kg/24h, chia 3-4 lan.

Gidm liéu & bénh nhan suy than.

5. NHOM AZOL
Cac azol chéng ndm chia 2 nhom:

e Nhoém imidazol: gébm nhu: ketoconazol, clotrimazol, flutrimazol. miconazol,
econazol, tioconazol, clomidazol...

* Nhoém triazol: gom fluconazol, itraconazol, saperconazol.

Hai nhdm déu cé phd chéng ndm va co ché tac dung twong tv nhau
nhwng nhém triazol c¢é nhiéu wu diém nhuv: hdp thu va phan bo tot vao céc
mo cla co thé, chuyén hoa cham, it &nh hwéng tdi sterol 6 nguoi, it tdc dung
khéng mong mudn.

5.1. Céac imidazol
5.1.1 Ketoconazol
Duwoc déng hoc

Ketoconazol hdp thu dwgc qua dwong ubng, tdt nhat & pH acid (nguoi
thiéu acid dich vi hodc dang dung thudc khang acid, thuéc khang thu thé H2
hap thu ketoconazol sé bi gidm). Thu6c phan b6 vao cac mé mém, da, gan va
cac dich nhw nwéc bot, dich khép, mat, nwdc ti€u. Thudc qua nhau thai va sira
me nhung khong qua duoc hang rao mau ndo. Lién k&t voi protein huyét
tvong khoang 90%, chuyén hoa & gan, thai trir qua mat, thoi gian ban thai
khoang 8 -12 gio.



Pho tac dung va co chétac dung

Ketoconazol la thu6c khang ndm phd rong, tac dung trén nhiéu loai ndm
gay bénh, bao gdm céac loai ndm bé& mat da, niém mac va ndm noi tang.

Ngoai ra, thudc con co tac dung ca trén mot s6'vi khuan gram duong.

Co ché tac dung: ketoconazol va cac thudéc chdng ndm nhém azol déu (¢
ché alpha demethylase (enzym tham gia vao qua trinh tong hop ergosterol).
Do d6, ketoconazol ngdn can téng hop ergosterol va lipid cla mang té bao
nam, lam thay doi tinh tham cta mang té bao.

Chidinh

- Diéu tri cac bénh do nhiém ndm nhay cam & da, téc, moéng, duong tiéu
ho& va ndi tang.
- Du phong va tri ndm & ngudi suy giam mién dich va viém da do ting tiét

b& nhon.

Tac dung khéng mong mudn

- RGi loan tiéu hoa: budn ndn, ndn, tdo bén, day hoi, tiéu chay, chay méau
tiéu hoa.

- ROi loan noi tiét: thiéu nang tuyén thuong than, gay chirng vi to 6 nam
gi¢i va giam tinh duc.

- it gdp la nhirc dau, chdng mat, kich dong hodc ngu ga, viém da, phat ban,
may day, tdng enzym gan,

Tuwong tac thuéc

- Ketoconazol ¢ ché enzym gan, lam tdng nbng do trong huyét tvong cla
cac thu6c chéng doéng mau, thudc chdhg ung thw (cyclosporin,
sulfonylure), khang histamin Hj thé hé 2 (terfenadin, astemizol), thudc
an than va corticoid.

- Cac thuoc lam gidm hiéu qua tri ndm cla ketoconazol: khang acid, khang
histamin H2va isoniazid.
Chéphdam va liéu dung
Ketoconazol (Nizoral, Ketoderm, Fungoral).
Vién nén 200mg, hon dich 100mg/5mL. Kem bdi 2%, dau gdi dau 2%.
- Liéu dung:
Nguoi 16n: 200 - 400mg/24h.
Tré em trén 2 tudi: 3,3 - 6,6mg/kg/24h udng trong hoac sau khi an.
Dang kem b6i: ngay dung 1-2 lan. Dau gdi tri ndm téc: gbi 2 lan/tuan.
5.1.2. Cé&c thudc khac

Miconazol (Micatin, Ministat), clotrimazol (Canesten, Clomaz, Canazol),
butoconazol (Fenstat), terconazol (Terazol), tioconazol (Vigistat), econazol



iEcomi)... deu la thu6c khang ndm phd rong, nhung do it hdp thu nén chi yéu
diéu tri nhiém_nam da, niém mac va ndm Candida am dao.

Miconazol cé thé tiém tinh mach. Tuy nhién, khi dung duong tiém thuéc
thuong gay nhiéu tac dung khong mong muén va cé thé gay cac tvong tac thude
nguy hiém (nhw véi sulfonamid ha dwong huyét, terfenadin, astemizol...).

5.2. Cac triazol
5.2.1. Fluconazol

Dugc dong hoc

Héap thu tét qua dudng tiéu hoa, khéng bi anh hudng béi thtc an va pH
dich da day. Phan bo t6t vao dich co thé ké ca dich nédo tuy. Thai trir chd yéu
qua nudc tiéu, thoi gian ban thai khoang 25 - 30 gio.

Pho tdc dung va chi dinh

C6 tac dung tdt véi hau hét cac ching ndm Candida, ké ca nhiém ndm &
giai doan cudbi clla bénh nhan AIDS dad khang cac thudc tri ndm khac nhw
nystatin, ketoconazol va clotrimazol, vi vay thudc dugc chi dinh cho céc trwong
hop sau:

- Nhiém ndm mang nio do Cryptococcus.
- Nhiém ndm Candida thwc quan 6 bénh nhan AIDS.
Tac dung khéng mong mudn
Budn nén, nén, dau bung tiéu chdy, ban da va tdng enzym gan.
Twong tac thudc
Fluconazol lam tang ndng dd phenytoin trong mau nén lam tang doc tinh
clia phenytoin.
Chépham va liéu dung
Fluconazol (Diflu, Flucozal, Forcan).
Tri ndm & dwong tiéu hod: 50mg/lan/24h, trong 1-5 tuan.
Tri ndm toan than: 200 - 400mg/lan/24h, trong 4 -6 tuan.
Tri ndm am dao: lieu duy nhat 150mg.
5.2.2. Itraconazol
Duwoc déng hoc
Mac du cling la triazol, nhwng itraconazol la chéat wa lipid va khong tan
trong nudc. Sinh kha dung cla itraconazol kém va doi héi hdp thu & pH acid.
Tap trung nhiéu & cac moé m&, khong xam nhap vao dich ndo tuy. Bugc chuyén
Ti%i ?ugcan va thai trir qua mat, thoi gian ban thai khoang 30 - 35 gid néu dung



Pho tdc dung va coché

Hoat tinh chéng ndm cua itraconazol tuvong tw cla ketoconazol, la thudc
Ira chon dé tri ndm Blastomyces, Sporothrix.

Thudc ciing dung tri ndm Aspergillus & phéi lan tran va toan than, nhiém
ndm ndi tang va ngoai da.

Tac dung khéng mong muén

Bu6n nén, rdi loan da day, ruét, nhirc dau, chéng mat. Liéu cao gay ha
huyét ap, ha kali méau, phu.

Twong tac thudc

Lam gidm ndéng dd trong huyét twong cua rifampicin, phenytain,
carbamazepin.

Tang nong do trong huyét tvong cua digoxin, cyclosporin cac khang
histamin nhu terfenadin, astemizol (gay doc vdi tim, xoan dinh) va anh huéng
téi chuyén hoa cla cac thudc chdng tiéu duong.

Barj than itraconazol bi giam hap thu khi dung cung céc thu6c khang H2,
khang acid.

Chépham va liéu dung

Itraconazol (itranstad).

Vién nang 100mg, dung dich uéng IOmg/mL (lo 150mL).

Thuong dung 100 - 200mg/24h. Thoi gian tuy thudc vao mirc do bénh va
loai ndm bi nhiém.
6. CAC THUOC KHAC

Naftifin (Naftin) va terbinafin (Lamisii), haloprogin, tolmaftat (Tinactin),
cyclopioxolamin, acid benzoic, acid udecylenic, acid caprylic... cac chat nay chu
yéu tri ndm da va niém mac.



Chuwong 13

THUOC KHANG VIRUS

1. BAI CUONG
1.1. Vai nét vé virus

Virus chwa c6 cdu tao té bao nén mdi virus duoc goi l1a cac hat virus hay
virion, gdbm 2 phan:

Lép vo: dugc cdu tao la lop protein goi la capsid. Mot s8"virus con cé 16p vo
lipoprotein bao boc bén ngoai capsid. Lop vd cé tdc dung bao vé nhan acid nucleic
va chra cac khang nguyén gay khé khén cho phan (rng bao vé cua co thé.

Nhan acid nucleic: mdi loai virus chi c6 mot loai acid nucleic 1a ADN hodc
ARN. Dva vao dac diém nay ma co6 thé chia virus thanh 2 loai la virus cé cdu
trac ADN va virus c6 cdu tric AKN (bang 13.1).

Bang 13.1. Mot s6 loai virus gay bénh

Loai virus Gay bénh

C4c virus ADN

CAac virus Herpes Viém da bong nuéc, herpes sinh duc,

thuy dau, zona.

Céac Adenovirus Viém duwong hd hap

Cac Poxvirus Bénh dau mua

Virus Hepatitis B Viém gan B
Cac virus ARN

Rubellavirus Bénh Rubella (s&i Blrc)

Céac Enterovirus Bénh dudng rudt

Cac Orthomyxovirus (influenza) Bénh cim

Cac Paramyxovirus (meales) Bénh sé&i, quai bi

Cac Rabdovirus (rabies) Bénh dai

Virus Hepatitis A Bénh viém gan A

Cac Retrovirus (HIV) Bénh AIDS

Cac Poliovirus Bénh bai liét
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1.2. Chu ky sao chép cla virus

Globulin mién dich
(khdng dac hiéu)

Rifampin

Hinh 13.1. Chu ky sao chép clla virus va vi tri tAc dung clla thuéc khang virus

Virus 1a ky sinh vat bét budc trong té bao vat chi. Sy nhan Ién cia virus
dwoc thuc hién trong té bao va phu thubc vao s sao chép cua chinh té bao vat
chd dé theo céac budc sau:

- Xam nhéap vao té bao: virus xam nhép vao té bao vat chi thdng qua cac
receptor chuyén biét trén mang té bao.

- Thoat vd dé phdong thich ADN (hodc ARN): sau khi vao bén trong té bao,
I6p vo protein cla virus tan ra nho d6 ADN (hodc ARN) cua virus duoc
phong thich vao té bao vat cha.

- Sao mé (tong hop protein giai doan sém): ADN cla virus vao nhan té bao
vat chd thyc hién sao chép tr ADN thanh ARNm nhd ARN polymerase
cla té bao vat chd. Céac virus ARN khdng vao nhan té bao ma truc tiép
sao ma tr ARN thanh ARNm nho cac enzym cla virus.



- Dich ma (tong hop acid nucleic va protein giai doan mudn): ARNm vira
tao thanh & giai doan trén sé truyén thong tin dé tao ra cac protein dac
hiéu cla virus. M6t s6 protein nay la cac enzym sau d6 tham gia tong
hop ADN ciing nhu 16p vé protein hodc lipoprotein.

- Tap hop thanh virus: tir cac thanh phan da duoc téng hop, 1ap rap thanh
mot virus hoan chinh 6 bao tvong té bao.

- Virus gidi phong khoi té bao: sau khi tao thanh, cac hat virus gan mang
sinh chat bi ddy qua mang nay ra ngoai (duoc goi la nay choi) dé tiép tuc
xam nhap va gay nhiém cho cac té bao khac.

Sy phdéng thich virus ra khoi té€ bao thwong lam tiéu huy té bao va gay
nén cac triéu ching 1am sang cda bénh. Hau hét cac thuéc khang virus muodn
diét virus phai xam nhap dwgc vao trong té bao va tdc dung thuwdng khong
chon loc, chinh vi thé céc thudc khang virus thuong la chat gay doc té bao.

1.3. Phan loai thudéc khang virus

1.3.1. Phan logai theo co chétac dung

Thubc khang virus c6 kha nang tac dong vao hau hét cac khau trong chu
ky sao chép cla virus. Tuy nhién, cac thuéc khang virus dang dung hién nay
chl yéu tac dung theo cac co ché sau:

e (rc chéthoat vo

Protein M2 la thanh phan co ban ctia mang virus, c6 vai tro hoa tan
mang virus dé phong thich ADN hodc ARN vao té bao vat chi. Mot s6"thude ¢co
kha ndng tc ché protein M2vi vay (c ché sy thoat vo cla virus: amantadin,
rimantadin...

» (rc chéADN polymerase va ARN polymerase
M6t s6 thudc co tAc dung trc ché ADN polymerase, vi vay ¢ ché sy nhan
doi ADN cua virus: acyclovir, valacyclovir, faciclovir, foscarnet...
Mot sb thudc co tdc dung rc ché ARN polymerase, vi vay (¢ ché tong hop
ARNmM cUa virus: ribavirin...
» (rc chégidi phéng virus ra khoi té bao
Mot s6"virus (virus influenza A va B) c6 enzym neuraminidase co vai tro
doi véi su ndy choéi va phéng thich virus ra khoi té bao. Thu6c (rc ché enzym
neuraminidase nén ¢tc ché sw nhan lén cla virus: zanamivir...
« Didu hoa mién dich
Globulin mién dich (y - globulin) c6 chtra cac khang thé c6 tac dung truc
ti€p 1én 16p vd envelop, lam bat hoat mot s virus (virus soi, viém gan, soi dirc,
dai hodc bai liét).
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Interferon gan dac hiéu vao receptor trén mang té bao, (c cac enzym

tham gia qua trinh dich mé& cia ARNm virus thanh cac protein va vi vy chdm
di¢rt s nhan l1én cda virus.

1.3.2. Phéan loai theo tdc nhan gay bénh

Thudc khang virus herpes: acyclovir, valacyclovir, faciclovir.

Thu6c khang virus hd hap: amantadin, rimantadin, ribavirin, zanamivir,
interferon...

Thu6c khang HIV

Thudéc (¢ ché reverse transcriptase nucleosid (NRTI): zidovudin,
didanosin, lamivudin, stavudin, zalcitabin, abacavir.

Thudc e ché reverse transcriptase khéng nucleosid (NNRTI): nevirapin,
delavirdin, efavirenz...

Thuoc e ché protease: saquinavir, ritonavir, indinavir, nelfinavir...

Thudc khang virus viém gan: interferon.

2. THUOC KHANG HERPES

Virus Herpes la virus thwong gay bénh da bong nwéc, gom cd mot sb loai

chinh sau:
Loai virus Viét tat Gay bénh
Herpes simplex virus 1 HSV1 Gay bénh & duong sinh duc, trwc trang
Herpes simplex virus 2 HSV2 Gay bénh & da va niém mac, miéng, thuc quan
ho&c than kinh
Varicella zoster virus \"74%) Gay bénh thuy dau va bénh zona
Epsteinbarr virus EBV Gay bénh tang bach cau don nhan
Cytomegalovirus CMV Gay bénh viém vdéng mac & bénh nhan AIDS

Ngoai ra con c6 mot s6 loai virus Herpes khac nhu: Human herpes 6

(HHse), Human herpes 7, Human herpes s.

2.1. Acyclovir

Duoc déng hoc

Acyclovir c¢6 thé dung duong uéng, tiém hodc dung tai chd. Sinh kha

dung dwong ubng tlr 15 - 30%, thic dan khéng anh hudéng téi hdp thu thudc.
Sau khi uéng 1 -2 gi¢, dat ndong do t6i da trong mau, phan b0 rong rdi vao
dich co thé va cac co quan nhuv ndo, than, phdi, gan. Nong do thudc & dich nédo
tly xdp xi 50% ndng dd trong huyét thanh. Lién két véi protein huyét tvong
thap (khodng 20%). Thai trir qua than, thoi gian ban thai 3-4 gio.



Tac dung va co ché

Pho tac dung: acyclovir ¢ tac dung dac hiéu trén cac virus Herpes, nhuw
HSV1, HSV2, VZV va EBV.

Co ché: acyclovir 1a dan xudt guanosin, vao co thé dugi tac dung cla
thymidin kinase va mot s3' enzym khac tao thanh acyclovir triphosphat la
dang cd hoat tinh (so d6 13.1). Acyclovir triphosphat c ché canh tranh véi
ADN polymerase clia virus &c ché sy nhan déi cia ADN. Ngoai ra, acyclovir
triphosphat gén vao cubi chudi ADN va déng vai tro 1a chét két thic cha chudi
ADN. Vi vay, acyclovir (rc ché sy phat trién cla virus.

Do ndng do acyclovir triphosphat trong té bao nhiém virus cao gdp 50-100
lan so vGi té bao lanh va ADN polymerase cta virus nhdy cadm véi acyclovir
triphosphat hon té bao vat ch nén doc tinh cta acyclovir triphosphat véi té bao
lanh it hdn té bao bi nhiém virus.

Thymidinkinase GMPkinase Phosphotransferase
Acvclovir A Acyclovir > Acyclovir A Acyclovir
y monophosphat ' diphosphat triphosphat

So d013.1. Chuyén hoa clia clia acyclovir trong co thé
Chidinh

- Du phong va diéu tri cac bénh do nhiém HSVI va HSV2 & da, niém mac,
than kinh va sinh duc.

- Diéu tri bénh zona cdp do VZV, nhr zona mét, phdi, than kinh.

- Du phong va diéu tri nhiém virus & ngudi suy gidm mién dich, cdy ghcp
co quan, bénh thuy dau.

Tac dung khong mong mudn
Puwong udng: budn ndn, nén, tiéu chdy, dau bung, nhitc dau, ban da.

buong tiém: dau va viém tinh mach noi tiém, rdi loan chitc nang than. it
gap la cac r6i loan vé than kinh, tdm than nhuv ao giac, ngt lim, dong kinh.

Dung ngoai, gay kich rng, néng rat, dau noi boi thudc.
Twong tac thudc

Két hop voi zidovudin gay tang trang thai ngl lo mo
Probenecid lam tang thai trir, giam tac dung cuta acyclovir.
Ketoconazol, amphotericin B tang tac dung cla acyclovir.
Chépham va liéu dung

_Acyclovir (Zovirax, Avirax), vién 200 - 800mg. Bot pha tiém 250 - 1000mg.
Ho6n dich uéng 5g/125 mL, 4g/50mL. Cac dang kem, thu6c mé& 3% va 5%.
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Nguoi I6n: 200 - 800mg/lan x 5 lan/ngay, dot diéu tri 5- 7ngay.
Tré em: 20mg/kg (t6i da 800mg) X4 lan/ngay.
Céac thudc tvong tu acyclovir: ganciclovir, famociclovir, valacyclovir.

2.2. Foscarnet
Duwoc déng hoc

Foscarnet hdp thu kém qua dwong tiéu hod, nén phai dung tiém tinh
magji, khuéch tan rong rai trong co thé, vao dugc tuy xuwong, thai trir chl yéu
qua nuac tiéu, thoi gian ban thai 4 -8 gio.

Tac dung va coché

Foscarnet la dan xudt pyrophosphat, cé tdc dung tc ché cac loai virus
Herpes ké ca ching khang acyclovir va HIV.

Co ché: thudc c ché ADN polymerase cla virus Herpes hodc reverse
transcriptase (enzym sao chép nguoc) cla HIV.

Chi dinh
Chl yéu diéu tri viém véng mac do CMV & ngudi suy giam mién dich va
cac bénh do HSV da khang acyclovir.
(Thudc thwong dung phéi hop v6i zidovudin dé diéu tri nhiém HIV hoic
CMV & bénh nhan AIDS)!
Tac dung khéng mong mudn
- Liéu thap doc vai than, ha calci huyét, tang creatinin huyét.
- Liéu cao, truyén tinh mach nhanh, nguwdi méat nuwdc, suy than cothé bi
hoai t&r 6ng than cap, viém than k&, sdi than.
- Téc dung khéng mong mudn khac: s6t, budn nén, non, thiéumau, gidm
bach cau, viém loét dudng tiét niéu, sinh duc.

2.3. Cac thudc khéang virus Herpes khac
Vidarabin

Vidarabin 1a dan xudt adenosin c6 tac dung khang virus Herpes,
Poxvirus, Rhabdovirus, Hepadenavirus va cac virus gay u ARN, tac dung trén
ca cac ching da khang acyclovir. Thu6c dung diéu tri viém ndo, viém loét da,
giac mac va két mac do Herpes, nhwng khéng co6 tdc dung voéi Herpes sinh duc.

Idoxuridin

Idoxuridin la dan xudt thymidin c6 tac dung trén virus Herpes va
Poxvirus. Thudc chi yéu dung diéu tri viém gidc mac, miéng, sinh duc do HSV
va bénh zona. Thudc c6 doc tinh cao nén khéng dung dwong toan than.



Sorivudin

La dan xudt pyrimidin c6 tac dung trén cac HSVI, EBV, VZV. Téac dung
cla sorivudin manh hon acyclovir nhurng khong c6 tac dung trén HSV2 va
CMV Thu6c dung udng, tiém va dung tai cho.

Trifluridin

Dan xuét pyrimidin c6 tdc dung chdng HSV1, HSV2, CMV, vaccinia va
adenovirus. Thu6c chl yéu dung diéu tri viém giac mac, két mac do Herpes.

3. THUOC KHANG VIRUS HO HAP

GOm cac thu6c: amantadin, rimantadin, zanamivl, oseltamivir,
ribavirin, palivizumab, céac interferon...
3.1. Amantadin va rimantadin

Dugc dong hoc

Ca hai thuéc déu hap thu tét qua dudng tiéu hod. Amantadin phan bo
rong khap co thé va xam nhap nhanh vao hé than kinh. Trong khi d6
rimantadin lai khéng qua dwgc hang rao mau ndo. Amantadin it chuyén hoa,
con rimantadin dwgc chuyén hod & gan. Cac thu6c déu thai trir qua than, thoi
gian ban thai cta rimantadin la 24 - 36 gi0, cia amantadin la 12 - 18 gio.

Tac dung va coché

Amantadin cd tdc dung &c ché dac hiéu su sao chép cua virus Influenza A
va Rubella. Néng dd Gc ché tir 0,03 - ljig/mL.

Rimantadin 1a dan xuét alpha methyl ctia amantadin, c6 tdc dung twong
tv amantadin nhwng hoat tinh manh hon tlr 4 - 10 lan.

Co ché: (rc ché thoat vo clia virus lam cho virus khdéng truyén duoc cac
vat liéu di truyén ADN, ARN vao té bao vat chi dé thuc hién sao chép.

Chidinh
Phong va diéu tri bénh cim do Influenza A.
Tac dung khéng mong mudn

Gay kich &ng tiéu hod, r6i loan than kinh nhw chéng mat, do giac, dong
kinh... vi vay than trong & bénh nhan c6 r6i loan tdm than. Rimantadin do
khéng qua hang rao mau ndo nén it gay tdc dong trén than kinh hon
amantadin. Ca hai thudc déu gay doc voi bao thai va cd thé gay quai thai.

Liéu dung
Amantadin: 100mg x 2 lan/24h x 5. 7 ngay.
Rimantadin: 200mg/24h. Nguei gia, suy than dang 100mg/ngay.
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3.2. Ribavirin
Duwoc déng hoc

Ribavirin c6 thé dung qua dwong udng, tiém tinh mach va phun mu.
Phan b6 t6t vao cac mo trir ndo. Chuyén hoa & gan va thai trtr chu yéu qua
nwéc tiéu. Thoi gian ban thai 18-36 gio.

Pho tdc dung va co ché

Ribavirin 1a dan xuét guanosin téng hop, c6 tac dung trén céac virus hop
bao dwong hod hap, Influenza, Herpes simplex, sot Lissa va viém gan cép.

Co ché tac dung (chd yéu nghién ctu trén Influenza)'.

Thudc trc ché tao thanh guanosin triphosphat, dan dén gian tiép trc ché téng
hop ARNm cua virus va /c ché ARN polymerase nén c6 tdc dung khang virus.

Céc virus khong tong hgp ARNm trong té bao vat chd nhu Rhinovirus,
Enterovirus thwong khang ribavirin.

Chidinh

Nhiém virus hop bao hd héap.

Bénh clim do virus Influenza typ A, B.
Tri sOt Lissa, sot xudt huyét do virus.
Giai doan m¢i nhiém HIV.

Viém gan A, B cép

Nhiém Herpes.

Tac dung khong mong mudn

Co thé gap la thiéu mau, tang bilirubin, tang acid uric. Khi dung kéo dai
theo dwdng ubng co thé gay cac roi loan tiéu hod, than kinh. Bvong phun mu
c6 thé gay kich rng tai ché.

Chéng chi dinh
Khéng dung cho nguti mang thai.
Chéphdam va liéu dung

Ribavirin (Riuazole), vién 200mg, siro toomg/mL. Thuéc tiém lp 200mg
va Ong tiém 10omg/mL.

uong: 15 - 20mg/kg/24h, chia 3 -4 lan.
Tiém: 20 - 35mg/kg/24h, tiém tinh mach.
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4. THUOC KHANG HIV

HIV (Human Immunodeficiency Virus) thudc ho retrovirus la virus gay
hoi chirng suy giam mién dich méc phai & ngudi (Acquired Immuno Deficiency
Syndrom - AIDS). AIDS xay ra do sy tdn coéng ctia HIV vao té bao hé mién
dich dac biét la té bao T - CD4. Dva theo typ huyét thanh chia 2 loai HIV - 1
va HIV - 2, nheng triéu ching 1am sang va dwong lay nhiém cda 2 loai HTV
hoan toan giéng nhau.

Chu ky sao chép cla HIV ciing twvong tv nhw cac virus khac. Tuy nhién
khac voi cac virus khac, & chu ky sao chép cia HIV c6 su phién ma nguoc tir
ARN thanh ADN nho enzym reverse transciptase (RT) la enzym ADN
polymerase phu thudéc ARN, (cac virus noi chung phién ma tr ADN thanh
ADN hodc ARN du6i su xtc tac cila ADN polymerase hodc ARN polymerase)
(xem hinh 13.2).

Virus xam nhap
va thoat vo

Thuéc Gc ché
XaordQOXY; AON virus
Intergras »

Y&I&A0T&XXY ADN vat chi

Thudc e ché

A Nay choi va giai phéng

Hinh 13.2. Chu ky sao chép cla HIV va vi tri tAc dung cua thudc

HIV xam nhap vao thé bao vat chl thong qua cac receptor chuyén biét
trén mang té bao 1a CD4 clia lympho bao T hd tr¢ hodc mot s té bao khac
nhuv bach cau don nhan 16n, dai thyc bao va mét sé dong lympho B. Sau khi
vao bén trong t€ bao, 16p vd protein cla virus tan ra nhe d6 ARN cua HIV duoc
phéng thich vao té bao vat chd thwc hién qué trinh sao chép nguwoc tr ARN
thanh ADN nho enzym RT. ADN vlra tao thanh chui vao nhan té bao vat chu
roi tich hgp vao ADN cla té bao vat chd nhd enzym intergrase dé diéu khién
té bao chu tong hop day du cac thanh phan cla virus nhu ARNt, ARNm va cac
protein can thiét. Sau do, 1&p rap cac thanh phan lai tao thanh mét virus hoan



chinh & bao tvong té bao. Cac HIV rbi bi ddy ra ngoai dé tiép tuc xam nhap va
gay nhiém cho céc té bao khéc.

Thuéc khang HIV: vé mat ly thuyét, thudc co thé khang duoc virus HIV
néu ngan can duoc bat ky giai doan nao cla chu ky sao chép, nhwng hién nay
chd yéu c6 2 nhém thudc chinh la:

Thuoc tc chéRT

- Thu6c tc ché RT loai nucleotid (NRTI): zidovudin, didanosin, lamuvidin,
stavudin, zalcitabin, abacavir.

- Thu6c ¢ ché RT loai khéng nucleotid (NNRTI): nevirapin, delavirdin,
efavirenz...

» Thulc (c chéprotease: saquinavir, ritonavir, indinavir, nelfinavir...

4.1. Thubc Gc ché reverse transcriptase nucleosid

4.1.1. Zidovudin

Duoc déng hoc

Zidovudin hédp thu dwoc qua duwong tiéu hod, sinh khd dung 60 - 70%, bi
giam khi u6ng cung thtéc an c6 nhiéu chat béo. Sau khi uéng 30 - 90 phut
thudéc dat ndng do téi da trong mau. Lién két voi protein huyét twvong khodng
35%, phan b6 rong radi trong co thé. Chuyén hoa 6 gan thanh chat khong cé
hoat tinh. Thai trlr phan I6n qua nuéc ti€u, thoi gian ban thai khodng Igio va
kéo dai hon & bénh nhan suy gan, suy than.

Photac dung va coché

Zidovudin la dan xuét thymidin, c6 tdc dung (rc ché sw sao chép clia cac
Retrovirus, nhat la HIV.

Co ché: zidovudin va cac thuoc twong ty khi vao co thé duoc phosphoryl
hoda 3 lan dé tao thanh dang c6 hoat tinh la triphosphat. Zidovudin
triphosphat gan canh tranh v&i thymidin triphosphat ctia RT, nhung vi trong
cau truc cla zidovudin triphosphat thiéu nhém - OH & vi tri 3 nén day noi
phosphodiester & vi tri 3°, 5" khdng duoc tao thanh. Vi vay qua trinh tong hop
ADN bi két thtc som.

Chi dinh

Nhiém HIV/AIDS (chd yéu kéo dai cudc séng, gidm nhiém khuén co hoi,
cai thién duoc triéu chirng bénh va gidm tdc do phat trién thanh bénh AIDS).

Phong lay truyén HIV tr me sang con khi mang thai.

Tac dung khéng mong muén

Suy tuy: thi€éu mau, gidm bach cau trung tinh.

Da: n6i ban, nhiém sic t6"mong tay, rung 16ng, toc va hoai ti da.



Gan: viém gan & mat, thodi hoa méd.

Ngoai ra, r6i loan tiéu hoa (dau bung, budn nén, nén, tiéu chay), roi loan
than kinh (nhirc dau, mat ngd, chéng mat, 10 lan, hung cdm, co giat).

Chong chi dinh

Bach cau trung tinh thdp dudi 0,75 X 1041it, hodc hemoglobin thap dudi
75¢g/lit. Ngwoi man cam thudc.

Tuwong tac thudc

Cac thudc sau lam tdng doc tinh cla zidovudin khi dung dong thai:

- Thu6c lam giam chuyén hod cla zidovudin: methadon, probenecid, acid
valproic, paracetamol.

- Cac thubéc lam gidm bai xudt clGa zidovudin qua than: dapson,
pentamidin, amphotericin B.

- ThuOc gay doc voi té bao, suy tuy, doc vbi than nhu: pyrimethamin,
ganciclovir, flucitosin, ribavirin, vincristin, vinblastin, doxorubicin...

Ché pham va liéu dung

Zidovudin (Azidothymidin, AZT)\ vién 100 - 300mg. Siro 50mg/mL. Dung
dich tiém truyén IOmg/mL.

Liéu dung: 100 - 200mg x 3 - 4 lan/24h.
Céac thuoc tvong tv nhuv zidovudin
Didanosin, stavudin, zalcitabin, lamivudin.

4.1.2. Thudc ¢c chéreverse transcriptase khéng nucleotid

Céac thuéc nhom nay gén truc tiép vao vi tri ca enzym RT nhung khéc
vGi cac thude nucleosid, cac thuéc nay khong can quéa trinh phosphoryl hoa dé
tao thanh dang hoat tinh vi ban than né da cé hoat tinh. Khi gan vao vi tri dac
hiéu trén enzym RT lam mat hoat tinh enzym. Céac thudc nay thwong cé tac
dung dac hiéu trén HTV - 1. Tuy nhién cac thuéc nhém nay thudng khong st
dung don doc ma phai phéi hgp voi cac thudc khac dé tranh khang thudc. Khi
phdi hgp véi nhém nucleosid hiéu luc clia cac thudc tang.

Nevirapin

Nevirapin hdp thu t6t qua dudng tiéu hoa (sinh kha dung dudng uéng
>90%) va khong bi &nh hudng béi thirc an. Thudc lién két voi protein huyét
tvong khodng 60%, qua dwgc dich ndo tuy véi néng dd khoang 45% so vdi
huyét tvong, chuyén hoa bdi cyt P4so va thai trir chl yéu qua nudc tiéu.

Thuéc thudng dung phdi hop trong cac phac dd diéu tri nhiém retrovirus.
Ngoai ra, con dung tc ché sy lan truyén HIV tir me sang con khi dung cho ba
me lGc tré da va dung cho tré trong vong 3 ngay sau khi sinh.
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Tac dung khéng mong mudn thuong gap la cac phan ng di &ng da nhu
phéat ban, hoai t& biéu bi, hoi chirng Stevens - Johnson...

Céc thu6c twong tv nevirapin: delavirdin va efavirenz.
Liéu dung:

- Nevirapin: khdi dau 200mg/lan/24h, sau 14 ngay tang Ién 200mg/lan x 2
lan/24h.

- Delavirdin: 400mg x 3 1an/24h.
- Efavirenz: 600mg/lan/24h.

4.2. Cac thudc rc ché protease
Indinavir
Duoc dong hoc

Héap thu nhanh qua dwong tiéu hod, dat ndng do toi da trong huyét twong
sau khodng 1 gio, sinh kha dung khoang 65%, hap thu giam khi thic an cé
nhiéu chat béo, lién két voi protein huyét tvong khoang 60%. Chuyén hoa &
gan, thai trir chi yéu qua phéan, thoi gian ban thai khodng 2 gio.

Tac dung

Indinavir va cac chat tc ché protease cla HIV khac c6 tac dung bang
cach gan thuan nghich vGi protease cla virus. K&t qua la cac virus khong
trudng thanh va khdng lan truyén sang cac té bao lanh khéac.

Thuoc thwong dwoc phoi hop voi cac thudec khang RT.
Tac dung khéng mong mudn
Thuong gap: budn ndn, ndn, tiéu chay.

Ngoai ra: roi loan thi gidc, mét mai, nhirc dau, chong mat, di cdm, suy than,
roi loan phan b6 md, tdng dwong huyét. Cac phan tng di ¢ng nhu ban da, ngta.

Twong tac thudc

Indinavir lam tang ndng do trong huyét tvong cla nhiéu thu6c: giam dau
gay ngu, chong loan nhip (amiodazon, flecainid), khang histamin, benzodiazepin,
rifampicin.

Thudc lam tdng nong do indinavir trong huyét tuong la cac azol
chéng nam.

Liéu dung
Nguwoi 16n: 800mg X3 Ian/24h. Udng cach xa bira an.
Céc thudc rc ché protease khac

Saquinavir, ritonavir, nelfinavir.



Chuong 14

THUOC PIEU TRI UNG THU

1. BAI CUONG
1.1. Dai cvong vé bénh ung thuw

1.1.1. Vai nét vé bénh ung thw

- Ung thv la bénh Iy &c tinh cua té bao. Khi bi kich thich béi cac tac nhan
sinh ung thu, té bao tdng sinh mot cach vo han dd, vo to chirc, khong
tuan theo cac co ché kiém soat vé phat trién co thé.

- Té bao ung thw cd 4 dac diém khac véi té bao binh thuong:

+ TE& bao tang sinh khong kiém soat duwoc.

+ Té& bao mat biét hoa va méat chitc nang trong khi té bao binh thwdng co
st biét hoa dé thyc hién cac chirc nang da dugc chuong trinh hoa.

+ CO sy xam lan: té bao ung thu cé thé phat trién xam lan sang cac md
Ian can, tiét ra cac enzym dé pha huy cdc mdé xung quanh va thanh lap
mach mau riéng nubi dudng khdi u.

+ CO si di can: cac té bao ung thv & mé nguyén phat co thé theo mau
hodc hé bach huyét dén thanh lap mo th phat & mot co quan khéc.

- Co0 2 loai ung thu thwong gap:

+ Ung thv biéu mo (carcinom): xudt phat tir cac té bao biéu md cla cac

tang, cac co quan. Ung thw biéu mé thwong di can theo dwong bach huyét.

+ Ung thu t6 chirc lién két (sarcom): xudt phat tir cac té bao cla td chic lién
két clia co thé. Ung thu to chirc lién két thwdng di can theo dwdng mau.
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Quaé trinh tién trién cla bénh ung thu thuong cham va kéo dai. Cac rdi
loan chitrc nang cla co thé chi xudt hién khi khéi u phat trién to da dé
phéat hién dugc trén 1dm sang. Triéu chirng dau thwong chi xuat hién &
giai doan cu6i cta bénh.

1.1.2. Chu ky té bao

Gidong nhu chu ky cla té bao binh thwong, chu ky phan chia cla té bao

ung thu goém 4 pha theo th tv (xem hinh 13.1):

Pha Gj (tién tdng hgp ADN): tong hop cac thanh phan can thiét chuén bi
cho téng hop ADN.

Pha S: tong hop ADN.

Pha Gz(tién gian phan): nhan dwoc sip xép lai chuén bi cho gian phan.
Pha M (gian phan): té bao me tdeh ra thanh 2 té bao con.

Trong cdc mo, da sb té bao ung thu sau khi tao thanh lai ti€p tuc phan

chia dé nhan 1én. M6t soO té bao khdéng phan chia duoc xép vao pha Go (pha
nghi) cho co hdi thuan lgi sé tré lai chu ky té bao gy tai phat. Thudc rat kho
tdac dong vao pha nay, nén day chinh la nguyén nhan gay théat bai trong hoa
tri ung thu.

Hinh 14.1. chu ky té bao

1.1.3. Bong hoc cla sy phat trién té bao ung thuw

« Sy phat trién cla té bao ung thuw

Ti 1é tang trvdng cla té bao ung thr dugc xac dinh bai thoi gian thé tich

khoi u ting gdp doi. Néu thoi gian nay ngan thi ti 1& ting truéng cao ching td
khdi u do6 phat trién nhanh. Do céac thudc tri ung thw tac dong chl yéu Ién té
bao dang phan chia nén loai u nao cé ti 1é tdng trwdng cao sé chiu tac dung cla
thudc nhiéu hon. Sy khéac biét ti 1é tdng trudng gitra té€ bao khoi u va té bao
binh thudng la yéu t6' quan trong cho sy thanh cong cla hoé tri. Bwdng cong
tang trvdng gém 3 giai doan:



Pha lag: té bao ung thuw phat trién cham.

Pha log: té bao ung thv phat trién rdt nhanh. Giai doan nay té bao ung
thu dap Gng t6t nhat v6i héa tri liéu. Tuy nhién, & giai doan nay kich thuéc
khoi u con nhé chuwa phat hién duogc trén 1am sang nén da sé bénh nhan khong
dwoc diéu tri & giai doan nay.

Pha binh nguyén: sv phat trién cla té bao ung thw cham lai, ti Ié tang
tredng thap. Giai doan nay kich thwéc khéi u c6 thé phat hién dwoc trén lam
sang nhwng té bao ung thw it dap &ng voi thudc.

Vi vay,‘dé’ viéc diéu tri ung thw c6 hiéu qua, can phat hién ung thu sém
va diéu tri bang cac hod tri liéu s6m, tot nhéat la & pha log.

S6' lvona té bao

Hinh 14.2. Buong biéu dién swtang trwdng cta khdi u

. Gia thuyét diét té bao theo ti 18 (gia thuyét log kill)

Cac thudc tri ung thw tdc dung theo dong hoc bac 1 (diét té bao ung thu
theo ham so logarid), nghTa la 6 mot liéu nhat dinh thu6c tri ung thv thuong
diét té bao theo mét ti 1&é hon la mét s6 lugng nhét dinh. Vi du, véi mot ligu
nhat dinh, mot thubic c6 kha nang diét dugc 3 log t€ bao (3 log kill) tic l1a &
lidu dé thudc co thé la giam khoi u 1010 té bao xuéng 107 té bao (diét dwoc 999
x 107 t& bao). Ciing liéu trén sé lam giam kho6i u 106 té bao xudng con 103 té
bao (diét dugc 999 x 103 té bao). Nhuv vay, cung mot liéu thudc, khdi u nao ¢
nhiéu té bao hon sé bi tiéu diét nhiéu hon.

Vi thudc diét té bao theo ti I8 nén cudi cing van con mot ti 1é té bao chuwa
bi tiéu diét. Vi du, néu khoi u c6 109té bao, sau khi diét dvoc 99,999% thi con
0,001% (tvong duong 104 té€ bao) con song sét. & thoi diém nay bénh nhan
duong nhw khéng co triéu chitng 1am sang. Tuy nhién, néu khong tiép tuc diéu
tri té bao ung thw phat trién tré lai rdt nhanh gay tai phat.



Hinh 14.3. Bong hoc sw phat trién cla té bao ung thw
1.2. Phéan loai thudc diéu tri ung thu
1.2.1. Dwa vao vi tri tAc dong trén chu ky té bao
» Thu0c tac dong dac hiéu theo motpha

Cac thuéc nhém nay tac dung trén cac té bao & mot pha nhat dinh cla
chu ky té bao:

- Téc ddng trén pha M: alcaloid dira can, cac dan xuét taxan.
- Téac dong trén pha S: cac thudc khang chuyén hoa.

- Tac dong trén pha Gp asparangin.

- Tac déng trén pha G2 podophyllotoxin, bleomycin.

* Thubc tac dong trén nhiéu pha cta chu ky té bao

Céac thu6c nay tac dung trén nhiéu pha cla chu ky té bao. Gém cac nhém
alkyl hoa, cac khang sinh, dan xuét nitrourea.

» Thudc tac dong khdng dac hiéu trén chu ky té bao

Thudic khong chi tdc dung trén cac pha cla chu ky té bao ma con tac
dung ca trén pha Gotlkc la diét cd té bao dang phan chia va khéng phan chia,
vi du: cytarabin. Nhom thudc nay nén lya chon dé diéu tri khéi u cd ti 1é tang
tredng thdp nhwng c6 nhugc diém la diét té bao ung thu va té bao binh
thuong & cung muic do.



1.2.2. Dwa vao cau truc hoa hoc va coché

Dua vao cdu tric hod hoc va co ché chia thanh cac nhom:

Nhom khang chuyén hoa.

Nhém alkyl hoa.

Nhém chéng phan bao.

Nhédm khéang sinh.

Nhédm hormon va khang hormon.
Nhém thay déi dap (rng mién dich.
Cac thudc khéc.

. Co ché tdc dung cua thuéc tri ung thuw

Nhom khéang chuyén hoda: do cé cdu trc twong tw cac chat ndi sinh, nén khi
vao co thé ching (¢ ché canh tranh hodc (¢ ché tong hop purin, pyrimidin
hodc acid folic la nhirng chat quan trong trong tong hop acid nucleic.

Nhém alkyl hoa: khi vao co thé, chuyén hoa tao ra goc alkyl. Cac goc
alkyl sé lién két cdng hod tri v6i guanin & vi tri N7 clla cd 2 mach trén
phan tir ADN tao lién két chéo gitra 2 mach clia phan t&r ADN hoac gilta 2
phan t& trén cung 1 mach, ngdn can sy tach doi va sao chép, do dé tc ché
tong hop ADN, AEN. Hau qua la té bao ung thu khdng nhan 1én, khong
phat trién dwgc. Thuodc tdc dung trén nhiéu pha cla chu ky té bao. Ngoai
ra, cac thudc nay con co tac dung trc ché mién dich.

Nhém chéng phan bao: cac thuc gén chon loc vao céac tubulin nén ngan
can su tap hép cac dimer tubulin thanh céac cdu tric vi 6ng la thanh phan
quan trong cla thoi gian phan, lam tan rd thoi gidn phan va Gc ché sy
tach doi cla cac nhiém séc thé lam té bao ung thw bi tiéu diét.

Nhém 'khang sinh: Céac khang sinh thuwdng xen vao gitta phan t&¢ ADN
hodc tao lién két chéo gitta 2 phan tir ADN, gay ton thvong ADN nén (¢
ché sy phan chia té bao.

Nhém hormon va khéang hormon: &c ché bai tiét hoac déi khang tac dung
hormon.

Nhom thay déi dap (ng mién dich: gdm nhiéu thudc voi cac co ché khac
nhau: interferon kich thich té bao NK cla lympho bao va kich thich hoat
tinh diét khéi u cta bach cau don nhan. Interleukin kich thich mién dich
/¢ ché sy tang trwdong va lan truyén cda khéi u.

1.4. Sy khang thu6c cta té bao ung thuw

Viéc diéu tri ung thu bang cac hoa tri liéu that bai la do cac té bao ung

thr c6 kha nang khéang thudc. Sv khang thudc co thé xay ra theo nhiéu co ché
khéac nhau.



- Tang cuong stra chira ADN bi ton thuong.
- Tao cac bay gan vao thudc lam mét tac dung cla thudc.
- Gidm tich luy thuéc, lam cho khéng dat ndng do diét té bao ung thuw.
- Thay doi dich enzym hodc hoat tinh enzym chuyén hoa lam gidm hodc
mat tdc dung cla thu6c.
1.5. T4c dung khédng mong muén

Céc thuoc tri ung thry hau hét déu la chat gay doc té bao, hon nita tinh
dac hiéu khong cao nhw cac thudc khang khuén. Vi vay, chlng co6 thé gay doc
cho té bao ngay ¢ liéu diéu tri. Cac mo tang sinh nhanh nhuw tuy xwong, hé tiéu
hod, nang tdc la cac noi thuong biéu hién doc tinh cép cla thudc tri ung thu.

Céc tac dung khong mong mudn thudong gap la:
- Trén tuy xwong: doc voi tuy xwong, biéu hién la gidm hong cau, bach cau,
tiéu cau.
- Trén hé tiéu hoa: budn non, non, tiéu chay, liét rudt, loét miéng.
- Trén hé than kinh: di cam, r6i loan hanh vi, cv x&r, ngu lim, diéc.
- Vi da, tdc: xam da, rung tdc, hoi dau.
- Trén sinh san: di dang bao thai.

- Céc tac dung khdong mong mudn khéc: suy tim, loan nhip, viém phai...

1.6. Nguyén tdc st dung thuéc tri ung thuw
- Chi dung thudc khi c¢6 chdn doan rd rang bang mo bénh hoc.
- Dung thuéc phai két hgp v6i phau thuat va chiéu xa.

- Dung phdi hop nhiéu thudc dé tdng hiéu qua, gidm khang thudc va giam
tdc dung khéng mong mudn. Tuy nhién khi phdi hop can Ivu y khong
phdi hop céac thube, ¢ doc tinh trén cing mot co quan va phai gidm liéu so
v6i khi dung don doc.

- Luwa chon thu6c phai phu hop voi loai ung thu, giai doan bénh va tinh
trang cla bénh nhan.

- Chon liéu dung va dwong dung thich hop.

2. THUOC KHANG CHUYEN HOA



So do 14.1. Phan loai thudc khang chuyén héa

2.1. Thuoc khang acid folic
M ethotrexat
Dugc déng hoc

Thudc hdp thu qua dwdng tiéu hoda, duong tiém, dat ndng do toi da sau
khi uéng 1 gio, sau khi tiém 30 phat. Thu6c lién két voi protein huyét tvong
50 - 60%. Phan bd t6t vao cac mé, it vao dich ndo tuy (< 10%). Chuyén hoa
chu yéu & té bao ung thwv va gan, tao 2 chat chuyén hoa chinh Ia
polyglutamin va 7 - hydroxy methotrexat. Thudc thai trir qua nwéc tiéu.

T&c dung va co ché

Methotrexat ()¢ ché canh tranh voi enzym dihydrofolat reductase lam
giam tong hdp acid tetrahydrofolic, thymidylat, methionin, serin va purin la
cac chat can cho tong hop ADN va protein, do dé té bao khong nhan 1én duoc
(vi thé nhom thu6c nay con goi la thudc Gc ché sy tang sinh té bao).
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Chidinh

- Diéu tri ung thv nhau, ung thv vi, ung thv budng trrng, ung thv xwong,
va ung thw phéi té bao nhd.

- Diéu tri cac bénh' bach cau lympho cap, u lympho khdong Hodgkin.
Tac dung khéng mong mudn

- Thuong gdp: viém miéng, budn nén, non, tiéu chdy, suy tuy, phat ban, may
day, rung téc. Pe gidm cac tac dung nay, nén ding bé sung leucovorin.

- Cac tac dung khong mong mudn khac: suy gan, suy than, doc voi phoi va
hé than kinh.

Chéng chi dinh

Nguoi mang thai vi thudc co thé gay quai thai.

Chépham va liéu dung

Vién nén 2,5mg. Ong, bot pha tiém 5- 50mg.

Ligu kh&i dau: 25 - 50mg/m224h tiém bap hodc tinh mach.
Duy tri: 15- 25mg/m224h ubng.

2.2. Thuoc khang pyrimidin

2.2.1. Fluorouracil
Duoc déng hoc

Dung duong tiém tinh mach hodc bo6i ngoai da. Sau khi tiém, thubc
khuéch tdn nhanh vao cdc mo, dic biét thdm tdt vao cac mo u, md tdng trwdng
nhanh nhv tuy xwong, niém mac rudt (ndng ddé thuéc & cac noi nay gap 6 - 8
lan & cac mo6 binh thuong) va vao dwgc dich ndo tuy. Thudc chuyén hoa & gan
va thai trir chd yéu qua duong ho hdp (60%), mot phan thai qua than.

Tac dung va co ché'

Fluorouracil khi vao co thé chuyén thanh 5 iluoro 2 deroxyuridin
- 5’monophosphat (5 - FdUMP). Chéat nay canh tranh v&i deroxyuridin
monophosphat (dUMP) nén (¢ ché thymidylat synthetase gay thiéu thymidin cho
qua trinh tong hgp ADN lam cho té bao ung thu bi tiéu diét.

Chi dinh

Khéi u & duong tiéu hoa (ung thv thwc quan, da day, tuy, gan), ung thu
biéu md dwong hd hap, ung thu vi, bubng trirng va ung thu da.

Tac dung khéng mong mudn

Thuong gdp la viém loét da va niém mac, tiéu chay, xuat huyét tiéu hoa,
budn ndn, non, déc vdi mau, rung téc, dau nguc va thay doi dién tim.
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Chépham va liéu dung

Ong tiém 250mg/5mL, 500mg/10mL. Thudic m& 5% - tuyp 20 gam.

Liéu dung: 6 - 12mg/kg/24h. Liéu t6i da 80mg/24h.
Floxuridin

Twong tv nhu fluorouracil nhung chd yéu dung diéu tri ung thw dai trang
va dung duwong tiém déng mach.
2.2.2. Cytarabin

Dugc dong hoc

Hép thu kém qua dwong tiéu hod (< 20%), chd yéu dung dudng tiém.
Khuéch tan tot vao cac mo va dich ndo tuy. Chuyén hoa & gan va thai trir qua
nudc ti€u, 80% thudc thai trong 24 gio dau.

Tac dung va co ché
Thudc chéng chuyén hoa tac dung dac hiéu voi pha s cla chu ky té bao.

Co ché: khi vao co thé, cytarabin chuyén thanh arabino furanosyl cytosin
triphosphat la chat c6 hoat tinh. Chéat nay lién két v6i ADN tao nén céu tric
bat thwong lam réi loan chuyén hoa va rc ché sinh san té bao.

Ngoai ra, con tc ché ADN polymerase va &nh hwéng toi cAc enzym kinase.
Chi dinh

Cac bénh tdng bach cau cadp va bach cau th phat, cac u lympho khong
Hodgkin va cac u ran.

Tac dung khéng mong muén
- Thuong gap la &c ché tuy xwong, budén ndn, non, réi loan chirc nang gan.

- Khi dung liéu cao hodc tiém truc ti€p vao tuy séng co thé gay co giat va
roi loan tam than.

Chépham va liéu dung
Ché pham: bot pha tiém 100mg, 500mg, Ig va 2g.
Khéi dau 100 - 200mg/m224h X5 - 7 ngay, tijém hoac truyén tinh mach.
Duy tri Img/kg/tuan tiém duéi da.
2.3. Thu6c khéang purin
2.3.1. Mercaptopurin
Tac dung va co ché

Thuoc tao ra nucleotid khong dién hinh xen vao cac acid nucleic cla té
bao ung thw gay &c ché tong hop nucleotid. i



Ngoai ra, mercaptopurin con co tac dung ¢ ché mién dich dich thé.
Chidinh

Diéu tri cac bénh bach cau cap dong lympho va dong tuy.

Tac dung khéng mong mudn

Thuong gap la budn nén, nén, Gc ché tuy xwong.

Ngoai ra: thudc gay loét miéng, loét dwong tiéu hda va ddc voi gan.
Liéu dung

Bénh bach cau cép: 1- 1,2mg/kg/24h x 8 - 15 ngay.

Bach cau man: 1,5 - 2,5mg/kg/24h.

2.3.2. Céac thudc tvong ty mercaptopurin

- Thioguanin: 1a dan xuét ctia mercaptopurin cé cac dic diém tac dung va
chi dinh tuong ty nhu mercaptopurin. Liéu dung 2 - 3mg/kg/24h.

- Azathioprin: 1a dan xuét cta mercaptopurin nhung tac dung tc ché mién
dich manh nén chd yéu dung lam thudic tc ché mién dich.
3. NHOM ALKYL HOA

3.1. Dan xuéat nitrogen mustard (cac mu tac nito)

3.1.1. Cyclophosphamid va ifosfamid

Thu6c chéng ung thu kim té bao, c6 tac dung trén nhiéu pha nhwng
manh trén pha s va Gzcua chu ky té bao.

Dugc déng hoc

Cyclophosphamid dung duong uéng va duong tiém (sinh kha dung duong
ubng trén 70%). Ifosfamid chi dung dudng tiém. Phan bd'rong rédi vao cac mo,
vao duoc dich ndo tuy, nhau thai va sita me. Chuyén hoa & gan tao thanh chat
chuyén hoéa co6 hoat tinh va thai trir chl yéu qua nudc tiéu, thoi gian ban thai
clia cyclophosphamid la 6 —s gitlr, clia ifosfamid khoang 15 gio.

Chidinh

- Cac loai ung thw carcinom va sarcom, nhuv ung thw budng tri*rng, urig thw
v, ung thu tr cung, ung thr phé quan, u nguyén bao than kinh...

- Cé&c bénh bach cau, u lympho Hodgkin va khong Hodgkin.

Viém da khap dang thdp, lupus ban do, bénh tw mién va cdy ghép co quan.



So d6 14.2. Phan loai thuéc alkyl héa

Tac dung khéng mong mudn

Thudic gay doc voi mau, nhw gidm bach cau hat, gidm tiéu cau. Ngoai ra
gay budn ndn, nén va xudt huyét bang quang.

Liéu cao gay doc voi tim, r6i loan ndi tiét.
Chong chi dinh

Nguoi mang thai, thoi ky cho con bu, suy tuy, suy than nang, viém bang
quang va viém duwdng niéu cép.



Liéu dung
Cyclophosphamid: uéng 50 - 240mg/m224h.

Tiém tinh mach: 400 - 600mg/m2 2 -5 ngay 1 lan hodc 800 - 1600mg/m2
10 - 20 ngay dung 1 lan.

Ifosfamid: 1- 2mg/m224h X5 ngay. C& 3 -4 tuan truyén 1 dot.

Dung kém Mesna véi lidu bang 20% liéu ifosfamid dé giam xuét huyét
bang quang.

3.1.2. C4c nitrogen mustard khéc
Mechlorethamin

C6 tac dung trén nhiéu pha nhung manh nhat la trén pha s va Gv Gay
kich t'ng manh nén chi dung dudng tiém tinh mach. Co6 thoi gian xudt hién tac
dung nhanh nhéat. Thuong dung diéu tri u lympho khéng Hodgkin va bénh
bach cau. Dung ngoai dé diéu tri bénh vay nén va mot s6 bénh nam.

Liéu dung: emg/m2lan, c 1 - 2 tuan tiém 1 lan.
Melphaian
Tri da u tuy, wng thw vi, budng trirng va cac loai ung thu tién trién khac.
Liéu dung: 0,2 - 0,3mg/kg (6mg/m224h).
Két hgp vo6i prednisolon 40mg, dot 4 ngay.
Clorambucil
Tri cac u lympho Hodgkin va khong Hodgkin.
Liéu dung: 2 - 10mg/24h, lién tuc hodc 6 - 10mg/m224h X5 ngay.

3.2. Dan xudt nitroure

3.2.1. Carmustin, lomustin va semustin
Duwoc déng hoc

Carmustin khéng bén trong nwoc va dich co thé. Chuyén hoa rdt nhanh,
tao chdt chuyén hoa cd hoat tinh. Lomustin va semustin hdp thu tot qua
duong tiéu hoa. Thudc dé dang qua hang rdo mau ndo. Thai trir chi yéu qua
nwéc tiéu, thoi gian ban thai cda carmustin tir 15 - 90 phat, cta lomustin
khodng & gio.

Tac dung

C6 tac dung trén tdt ca cac pha cla chu ky té bao.

Chidinh

Tri cac khéi u é than kinh trung wong: u nédo, u da tuy...

Cac u lympho Hodgkin va khéng Hodgkin, u sic t6, u tiéu hoa...



Tac dung khéng mong mudn

Suy tuy, budn nén, non, doc véi than, phoi, tdng acid uric mau.
Chéng chi dinh

Nguwoi mang thai, cho con b, man cam véi thuéc

Khong phoi hgp véi cac thube tri ung thu gay doc cho tuy xwong khac.
Liéu dung

Carmustin 150 - 200mg/m2/lan.

Lomustin: 130mg/m2lan.

Semustin: 20:o0mg/m2/lan. Clr 6 -8 tuan dung 1 lan.

3.2.3. Streptozocin

Streptozocin la nitroure thién nhién, cé ai luc cao véi té bao beta dao
Langerhans, tac dung trén nhiéu pha cta chu ky té bao.

Thudc chi yéu dung diéu tri ung thw dao tuy. Ngoai ra, streptozocin con
dung dé gay dai duong thuc nghiém.

Liéu dung: tiém tinh mach: 500mg/m224h X5 ngay, 6 tuan dung 1 dot;
hodc 1000 - 1500mg/m2tuan.
3.3. Dan xudt triazen
Dacarbazin

Dacarbazin tdc dong Ién nhiéu pha cta chu ky té bao. Thudc vira tc ché
tong hop ADN nhu cac thudc khang chuyén hda, vira lién két voi ADN gidng
nhv thudc alkyl hoa.

Chi dinh: u hic t0"4c tinh, u lympho Hodgkin va khéng Hodgkin.
DPon tri liéu: 150 - 250mg/m224h x 4 - 5 ngay, 3 tuan dung 1aot.
Ph6i hgp: 100mg/m224h x 4 . 5 ngay, 3 tuan/dot.

3.4. Dan xudt alkyl sulfonat

Busulfan

Busulfan 1a chdt duy nhét cia dan xuét alkylsulfonat con ding diéu tri. Thudc
hap thu qua dwong udng va thai trlr qua nwac tiéu, thoi gian ban thai 2 -3 gio.

Thu6c c6 tdc dung tc ché chon loc tuy xwong, nhat la sy tdng sinh cua
bach cau hat nén chi yéu diéu tri hoi chirng tang sinh tuy nhu bénh bach cau
man dong tuy, tdng hong cidu nguyén phat, tang tiéu cau.

Tac dung khdong mong muén: thwong lién quan dén tdc dung (c ché
tuy xwdng nhw gidm bach cau da nhan trung tinh, gidm tiéu cau, xo hoa
tuy th phat.
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Ngoai ra dung lau gay nhiém séc t6 da, ban do, réi loan ndi tiét, duc thé
thuy tinh, suy than.

Liéu dung: udng 2 - 10mg/24h, chia 2 -3 1an. Duy tri 0,5 - 2mg/24h
(vién 2mg).
3.5.Dan xuéat platin
Cisplatin va carboplatin

Carboplatin 1a dan xudt thé hé 2 cda platin c6 hoat tinh manh hon
cisplatin.

Duwoc déng hoc

Dung duong tiém tinh mach, phan bd"tdt vao cac md, nhéat la gan, than,
rudt, it vao hé than kinh. Lién két v6i protéin huyét twong 90%, thai trir chd
yéu qua nudc tiéu.

Chidinh

Tri ung thuv tinh hoan, budng trirng, ¢6 t cung, bang quang.

Tri cac ung thu biéu mo6 miéng, tai mii hong, ung thw phdi té bao nho.
Tac dung khéng mong mudn

Boc v6i than, gidm thinh lyc, &c ché tuy xwong gay giam bach cau, gidm
tiéu cau, thiéu mau, budn ndn, non, rdi loan than kinh ngoai vi, réi loan nhip tim.

So véi cisplatin thi carboplatin it doc véi than, than kinh, it gay non
nhuwng doc véi tuy xwong nhiéu hon.

Chong chi dinh

Ton thwong than.

Nguoi mang thai, thoi ky cho con ba.

Khong dlng cung céac thudc doc voi thinh giac.

Liéu dung

Cisplatin (Neoplatin): 20 - 100mg/m224h, tiém tinh mach.
Carboplatin: 360mg/m224h, thwong phdi hgp voi cyclophosphamid.
Céac thudc twvong tu: omaplatin, oxaliplatin, enoplatin, laboplatin.

4. THUOC CHONG PHAN BAO

4.1.Céc alcaloid dlra can
GOm céac thuoc: vincristin, vinblastin, vinorelbin, vindesin.



So d6 14.3. Phan loai thudc chéng phan bao

Duoc déng hoc

Dlng duong tiém tinh mach (trir vinorelbin c6 thé dung dwong udng). Sau
khi tiém, thudc phan bd"'rong rdi khap co thé, tap trung nhiéu & gan, lach, mat,
nhwng khdng vao dich ndo tuy. Chuyén hoa & gan va thai trlr qua mat (40 - 70%),
mot phan thai qua nwoc tiéu.

Tac dung va co ché

Thu6c chdng ung thw kim té bao, (rc ché ddc hiéu pha M cla chu ky té bao.

Co ché:. Thuéc gin dic hiéu vao tubulin nén ngdn can tao vi cdu tric
hinh 6ng, la thanh phan quan trong cda thoi gian phan va tc ché sy tach doi
clia nhiém sic thé.

Chi dinh

Diéu tri bénh bach cau cdp, bénh Hodgkin, u lympho khéng Hodgkin,

sarcom xwong, sarcom co van, u buéu Wilm, u nguyén bao than kinh, ung thw
v, tir cung, ung thw phoi té bao nhd, ung thu tuyén giap...

- - - > -
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Tac dung khéng mong muén

Thuong gdp, doc voi than kinh, nhv co giat, di cam, gidm hodc mat
trvong lwc co, mat phan xa sau.

Tac dung khéng mong mudn khéc: rdi loan tiéu hod, ho hédp, gidm bach
cau, tiéu cau, viém loi, rung téc, viém da, viém co, r6i loan kinh nguyét, mat
tinh trang...

Chdéng chi dinh

Suy tuy, bénh & than kinh, chiéu xa tia X ving tinh mach ctra va gan.
Nhiém khuén, nhiém virus.

Nguoi mang thai, thoi ky cho con ba va man cam véi thudc.

Khong nén dung cung v6i mytomycin vi gay suy hd hdp ndng, voi
phenytoin gay con dong Kinh.

Liéu dung
Vincristin 1 - 2mg/m2/tuan, 4 -6 tuan.
Vinblastin: 5,5 - 7,4mg/m2/tuan.

4.2. Dan xudt taxan

GOm hai chat la paclitaxel va docetaxel.

Dugc dong hoc

Péu dung dwong tiém tinh mach, phan bd tot vao cdc md. Chuyén hoa o
gan va thai trlir chd yéu qua mat, paclitaxel c6 thoi gian ban thai 3 - 5 gi¢ con
docetaxel khoang 11 gio.

Tac dung vacoché

Thuéc gan dac hiéu voi tiéu don vi p cla tubulin cda vi cdu trac hinh
Ong, tc ché sy thdo roi vi cdu trdc hinh dng thanh dang monomer, la qué trinh
can thiét dé cung cap nang lvgng cho chu ky phan bao.

Chi dinh

Diéu tri ung thr biéu mo budng tr*rng, ung thr va khi bénh nhan khong
dung dwoc cac thu6e dong dau.

Tac dung khdng mong mudn

Hay gdp: viém day than kinh ngoai vi, doc voi tuy xuong (gidm bach cau,
tiéu cau).

Ngoai ra, gay rdi loan tuan hoan nhu tdng huyét ap, ha huyét ap, loan

nhip tim, huyét khdi tinh mach dau chi, dau co, dau khép, r6i loan tiéu hoa,
budn nén, ndn, viém gan, rung téc, kich &ng va hoai tr noi tiém.
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Liéu dung

Paclitaxel (Taxol): 135- 175mg/m2tuan X3 tuan, tiém truyén tinh mach.
Docetaxel: 60 - 100mg/m2tuan X3 tuan.

Nén du phong bang corticoid hodc khang histamin Hi trudc khi didu tri.

4.3. Dan xudt podophyllotoxin

Podophyllotoxin ¢6 ngudn gbc tv nhién, duoc chiét xuat t ré cay
Podophyllum peitatum. Dan xuat ban tong hop la etoposid va teniposid.

Thudc tadc dung vao cudi pha s va dau pha G2 Thudc thuong dung diéu
tri bénh bach cau cép, u lympho, bénh Hodgkin, ung thu phoi té bao nhd, ung
thv tinh hoan va tién liét.

Liéu dung:
- Etoposid: 50 - 100mg/m224h X5 ngay, c 3- 4tuan dung 1 dot.
- Teniposid: 165mg/m2lan X2 lan/tuan.

5. KHANG SINH TRl UNG THU

Céac khéang sinh tri ung thu chd yéu dwgc phan lap tir Streptomyces. Chét
dau tién dwoc tim ra la actinomycin A. Céc thu6c nay (c ché dac hiéu trén qua
trinh tong hop ADN.

GOm céac thudc: cac anthracyclin (daunorubicin va doxorubicin), dactinomycin,
bleomycin...

Tac dung va coché

Céac anthracyclin va dactinomycin xen vao gilta chudi xodn kép ADN va
gan vao phan t ADN & vi tri gitta cip base guanin - cytosin, tao phtrc hop bén
virng, trc ché ADN phu thuéc ARN - polymerase, gy rdi loan tong hop va chic
nang cta ADN. Ngoai ra, cac thudc nay con co tac dung Gc ché mién dich.

Bleomycin tdc dung trén pha G2cla chu ky té bao. Thudc tao phirc voi
ADN va Fe + roi oxy hoa Fe+thanh Fe+, doéng thoi tao goc ty do, xen vao
gitta 2 phan t& ADN lam gdy, d&t chudi ADN.

Chi dinh

Ung thu tinh hoan, t cung, budng trirng.

Ung thr xwong, lympho hat, u hic té...

Thudc thuong phdi hgp voi vincristin, methotrexat, cyclophosphamid.
Tac dung khong mong mudn

Gay suy tuy, viém miéng, budn nén, ndn, rung téc va dau noi tiém.
Bleomycin cé ddc tinh cao voi phdi, gay suy ho hap.
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Chong chi dinh
Nhiém virus Herpes.
Giam tiéu cau va giam bach cau ndng, bénh gan, than nang.
Nguoi mang thai va man cam voi thudc.
Liéu dung
- Dactinomycin 500|ig/24h x 5 ngay, c* 2 - 4 tuan dung 1 dot.
- Daunorubicin (Daunoxome, Daunobicin): 40 - 60mg/m2ngay x 3 lan.
- Doxorubicin: 30 - 75mg/m2 21 ngay tiém 1 lan.
- Bleomycin:

+ Bon tri liéu: 10 - 20 IU/m2 1 -2 tuadn dang 1 lan hodc truyén tinh
mach 15-20 1U/m224h, trong 4 -5 ngay. Tong liéu toi da 400 IU.

+ Diéu tri phoi hgp: 3-4 1U/m2X5 ngay/tuan.

6. HORMON VA KHANG HORMON

O phan nay chi trinh bay riéng vé tac dung chéng ung thu, cac tac dung
khac xin doc phan hormon.

Céc thu6c trong nhom duoc dung diéu tri cac loai ung thu lién quan tdi
réi loan hormon nhw ung thw budng tring, ung thw t& cung, ung thuw v, ung
thu tién liét.

6.1. Cac glucocorticoid

Thuoic thudng dung la dexamethason va prednisolon, c6 tac dung Gc ché
phan bao va tiéu diét té bao lympho, nén thuwong dung diéu tri bénh bach cau
cdp, u lympho, chitng thiéu mau tan mau ac tinh va cac bién chirng chay mau
do giam tiéu cau.

6.2. C4c estrogen
Cac thubc: ethinylestradiol, diethylstilbestrol...

)c ché sy phat trién qua mdc cla tuyén tién liét do (c ché san xuét LH,
lam giam téng hop androgen & té bao tinh hoan. Thudc dwgc chi dinh diéu tri
ung thw tuyén tién liét phu thudc hormon.

6.3. Tamoxifen

Tamoxifen la khang estrogen, ¢6 cdu tric twong ty estrogen, khi vao co
thé canh tranh vi tri lién két trén receptor cua estrogen.

Thuoic dung diéu tri ung thw va phu thuéc hormon.



Tac dung khong mong mudn hay gap la nhitc dau, chéng mat, rdi loan thi
giac, budn nén, non, rdi loan kinh nguyét, xuadt huyét am dao, phu...

Liéu dung: 20 - 40mg/24h chia 2 lan.

6.4. Cac progesteron

La cac thudc lwa chon th 2 cho diéu tri ung thw vd, ung thw ndi mac tk
cung phu thudc hormon.

Liéu dung: Medroxyprogesteron: 400 - 1000mg/24h.
Hydroxyprogesteron: 1000mg/lan x 1 - 2 lan/tuan.
Megestrol acetat 40 - 320mg/24h dudng ubng.

6.5. Androgen
Thubc thudng dung la fluoxymesteron, cd tAc dung khang estrogen, dung
diéu tri ung thu va phu thudéc hormon. Thudc twong dbi an toan so véi cac
thudc tri ung thu khéc.
6.6. Cac khang androgen khéng phai steroid
Flutamid va finasterid
Flutamid la chat déi khang androgen do canh tranh & receptor ctia androgen.
Finasterid la chat (rc ché chuyén hoa testosteron thanh dihydrotestosteron.

Céc thubc duoc dung didu tri ung thw tuyén tién liét sau khi cat tinh hoan.

6.7. Dan xudt ctia hormon gidi phéng gonadotropin (GnGH)

Céac thudc leucoprolid, goserelin, dung dudng ubng va nafarelin dung
duong tiém. Céc thubc nay cd tdc dung 2 pha trén tuyén yén. Dau tién thubc
kich thich bai tiét LH va FSH. Néu dung kéo dai sé trc ché giai phéng LH lam
giam tdng hép androgen. Thudc dung diéu tri ung thw tuyén tién liét.

7. THUOC ANH HUONG TOI HE MIEN dich

7.1. Interferon

Interferon la cac glucoprotein ndi sinh, do cac té bao khac nhau san sinh
ra sau khi ti€p xUc voi cac tac nhan gay cadm &ng, nhu virus, ARN, endotoxin
hodc polycarboxylat tong hop. Ngay nay da tao ra cac interferon nho ky thuat
tai t0 hop gen. Duva vao tinh khang nguyén, chia 3 loai interferon la a, p, Y.
Trong d6 interferon a hay dwgc dung diéu tri ung thu.

Tac dung

Interferon c6 nhiéu tac dung nhu khang virus, chéng tdng sinh va diéu
hoa miéen dich.



Thubc co tac dung chdng tang sinh mot 8" loai ung thu nhu sarcoau 1
xuwong, u hac té', ung thuw vd... o r

Co ché chuwa rd rang nhung co thé cac interferon kich thich té bao NK cla
lympho bao va kich thich hoat tinh diét kh6i u cta bach cau don nhan.

Chi dinh

Diéu tri céac bén,h bach cau: bach cau c6 16ng, bach cau man dong tuy, u
lympho té bao T, u hac t0, u tuy, ung thw than, viém gan va cac ung thu kém
suy gidm mién dich.

Tac dung khdng mong mudn

Ddc voi tuy xwong, than kinh, ¢6 hdi chirng “gid cim?”.

Tac dung khdng mong mu6n khéac: réi loan tiéu hoa, rdi loan chirc nang
gan than, cac phan ng da, rung téc.

Chépham va liéu dung

Interferon a bot pha tiém 3MU, 5MU, 10MU va 18MU.

Dung dich tiém cac ham lwgng tor 3MU/mL - 36MU/mL.

Liéu khoi dau 3MU/ngay X3 lan/tuan, sau tang dan lén dén 18MU/ngay.

Duy tri 16 - 36MU x 3 lan/tuan. Dung lién tuc 16 - 24 tuan.

7.2. Interleukin Il

Interleukin la protein c6 trong lugng phéan t 15.600 dalton, hién nay
dwoc sdn xudt nho ky thuéat tai t6 hop gen. Thudic c6 tdc dung diéu hoa mién
dich, lam gidm tang trwvdng va sv lan truyén khdi u.

Chidinh
Diéu tri bénh bach cau cdp dong tuy, ung thu tuyén & than co di can.
Tac dung khéng mong mudn

Trén tim mach nhu: ha huyét ap, loan nhip, nhip tim nhanh, dau th&t nguc.
Trén ho hdp: kho thd, ho, phu phéi.

Ngoai ra doc voi gan, mau, than kinh, da va téc.

Liéu dung

r
600.000 1U/kg, s gio truyén 1 lan , dot 14 liéu.

8. CAC THUOC KHAC

8.1. Asparaginase
Asparaginasedwoc chiét tlr Escherichia coli va cac vi khuan khac.



Thubc dung dwong tiém bap va tinh mach. Nong do t6i da trong huyét
tvong dat dwgc sau 14 - 24 gio. Thoi gian ban thai tr 8 - 30 gio.

Cochétac dung

Asparagin la acid amin can thiét dé tong hop protein cua cac té bao
lympho &c tinh nhay cam.

Asparaginase xdc tac cho phadn &ng thuy phéan asparagin. Vi vay, khi
thiéu asparagin té bao ung thu sé khong téng hop dugc protein va sé bi
tiéu diét.

Céc té bao binh thuwdng cé thé tv tdng hop dwgc aprangin nén it bi anh
hudng bdi asparanginase.

Chidinh

Diéu tri cac bénh bach cau cdp dong lympho, bach cau cép dong tuy, u
lympho.

Tac dung khong mong mudn
RGi loan tiéu hoa: budn non, nén, tiéu chay.
R6i loan dong mau, giam fibrin mau.
R6i loan chic ndng gan:-vang da, tdng enzym gan, tang bilirubin.
RGi loan chirc nang tuy: viém tuy, tiéu duong.
Liéu dung
Liéu tadn cong: 50 - 200 Ui/kg/24h, ct 1- 2 ngay dung 1lan Xs - 21 lan.
Liéu duy tri: 50 - 200 Ul/kg/24h, c 1 - 2 lan/tuan.
8.2. Hydroxyure (Hydroxycarbamid, Hydrea)

Co tac dung ddc hiéu trén pha s nho (rc ché enzym ribonucleic reductase,
do dé trc ché tong hop AI)N.

Dung diéu tri ching tdng sinh tdy xwong, nhw bénh bach cau man dong
thy, lach to do tly tang sinh tiéu cadu, tdng hong cau...

Liéu dung: 80mg/kg/24h, 3 ngay udng 1 lan hodc ngay 20 - 30mg/kg/24h,
dung hang ngay.
8.3. Procarbazin (Matulan, Natulan)

Procarbazin vao co thé, ty oxy hoa thanh azoprocarbazin, phan rng nay
tao ra céac goc ty do tac dong vao chuoi ADN gay dit, gy va doc véi té bao.

Thuéc dung tri bénh Hodgkin tién trién hodc tai phat va mot s0"ung thu
khac nhv ndo, phoi té bao nho, ung the phé quan. Thudc cé nhiéu doc tinh nén
it dung.

Ligu dung: 100mg/m2X 10 - 14 ngay, dung nhac lai sau 4 -6 tuan.
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8.4. Mitoxantron (Novantron)

Mitoxantron la dan xudt cda anthraquinon téng hop c6 cdu tric va co ché
tac dung gi6bng nhom khang sinh anthracyclin. Tri bénh bach cdu cép dong
tuy, u lympho khéng Hodgkin, ung thw vi ké ca da di can.

Liéu dung: 12mg/m224h x 2 - 3 ngay, ph6i hgp véi cytosin.

8.5. Mitotan (Lysodren)

Mitotan (tc ché tuyén lam. gidam hormon adrenocorticosteroid va chat
chuyén hoéa cua chiing, chl yéu diung diéu tri ung thw tuyén thugng than.



Chuwong 15

THUOC GIAM PAU - HA SOT - CHONG VIEM
VA THUOC PIEU TRI BENH GUT

MUCTIEU

1

Trinh bay dugc phan loai, tac dung, co chétac dung i dinh, tdc dung khdng
mong mudn chung cla cac thuoc giam dau, ha sot, >ty viém khéng steroid
(NSAIDs).

Trinh bay dugc dac diém dugc dong hoc, tac dung,
mong mudn cua cac thudc dwgc dé cap dén trong bai.

Phan tich dwoc wu, nhuoc diém cla cac thuée thude

. DAl CUONG

Két tap - Téng bai ti€t chat nhay Viém - Viém
tiéu cau da day - Co that phé& quan
Tang strc loc cau than

So dd 15.1. Vai tro ctia enzym cyclooxygenase (COX) va lipooxygenase (LOX)



. Téac dung ha s6t

- Co chégay sot: cac chat gay sot ngoai lai nhw vi khuan, doc t6 sau khi
xam nhap vao co thé sé kich thich bach cau sdn xudt ra chat gay sot ndi
tai. Cac chat gay soOt ndi tai hoat hoa prostaglandin synthetase lam tang
tong hop prostaglandin Ej va E2tir acid arachidonic & ving dudi doi gay
maét can bang co ché diéu nhiét (ting cac qua trinh sinh nhiét, giam céc
qua trinh thai nhiét) gay nén sot.

st
So dd 15.2. Co ché gay s6t va tac dung cua thudc ha sot
- Cochéha sbt: cac thudc ha sot tc ché prostaglandin synthetase lam giam
tong hop prostaglandin EjVa E2 do dé (rc ché céac qua trinh sinh nhiét,
tang cuwdng cac qua trinh thai nhiét va 1ap lai cdn bang cho trung tam
diéu nhiét.

O lidu didu tri, thudc c6 tdc dung ha s6t khi co thé bi s6t do bat ky
nguyén nhan nao va chi cé tdc dung diéu tri triéu ching, khong ha than nhiét
& nguoi khdng sét (Xem So dd 15.2).

e Tac dung gidm dau

Cac thudc déu co6 tdc dung gidm dau tlr dau nhe dén vira, vi tri tdc dung
la & cac receptor cdm gidc ngoai vi. TAc dung tdt v6i cac loai dau, dac biét la
cac chirng dau do viém. Khac véi thuéc giam dau trung wong (nhém opiat),
thuéc gidm dau - ha s6t - chdéng viém khong c6 tac dung gidm dau manh,
khong giam dau sau trong ndi tang, khong gay (c ché hd hap va dac biét
khong gay lé thudc thudc khi dung kéo dai.

- Co chégiam dau: thu6c lam giam tong hop prostaglandin F2 lam giam
tinh cdm thu cda ngon day than kinh cam giac véi cac chat gay dau cua
phadn &ng viém nhu bradykinin, serotonin...

» Ta&c dung chéng viém

Thudc cd tac dung chéng viém theo co ché trinh bay trong so do 15.3.



Co that phé quan

So’ do 15.3. Co ché gay viém va tac dung cla thudc chéng viém khdng steroid

Co ché chdng viém: cac thudc chong viém khdng steroid déu Gc ché
enzym cyclooxygenase (COX), ngan can tong hop prostaglandin la chat trung
gian hod hoc gay viém, do dé lam gidm qua trinh viém (day la co ché quan
trong nhat).

Ngoai ra cac thudc nay con déi khang vgi hé enzym phan huy protein,
ngan can qua trinh bién do6i protein lam virng bén mang lysosom va déi khang
tac dung cla cac chét trung gian hoa hoc nhu bradykinin, histamin, serotonin,
tric ché hoa hwéng dong bach cau, tc ché sy di chuyén cta bach cau téi 6 viém.

Nguoi ta da tim ra 2 loai enzym COX: COX 1 c6 nhiéu & cac té bao lanh,
tao ra cac prostaglandin can cho tac dung sinh ly binh thwong clia mot so' co
quan trong co thé (da day, tiéu cau, than...), COX 2 chi xuédt hién tai cac td
chirc bi ton thuong, o6 vai tro tao ra cac prostaglandin gay viém. Chinh vi thé,
Xu hudng moi la tao ra cac thudc chdng viém co tac dung chon loc 1én enzym
COX 2 dé thubc khong anh hwdng téi chirc nang sinh Iy binh thwong, giam tac
dung khong mong mudén ma van duy tri dugc tdc dung chdng viém. Mot s6
thudéc co Lac dung wu tion trén COX 2 hién tai dwgc cong nhan la rofecoxib,
celecoxib va valdecoxib.

Tac dung chong két tap tiéu cau

Cac thu6c chéng viém khoéng steroid (c ché enzym thromboxan
synthetase lam giam tong hop thromboxan A2 (chéat gay két tap ti€éu cau) nén
c6 tac dung chéng két tap ti€u cau (co ché chi tiét trinh bay & bai thudc chong
déng mau).

T laomn 0 e mal v A AT o~
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1.2. Tac dung khéng mong mudn

Tac dung khéng mong mudén cua céac thudc chdng viém khéng steroid chu
yéu lién quan dén tac dung tc ché tong hop prostaglandin.

e Trén tiéu hoa

Kich &ng, dau thwong vi, ndng hon co6 thé la loét da day ta trang, xuéat
huyét tiéu hoa... nguyén nhan do thudc (rc ché tbng hgp prostaglandin E”a E2
lam gidm tiét chat nhay va céc chat bado vé niém mac, tao thuan lgi cho cac
yéu t0 gay loét xam lan.

e Trén méau
Kéo dai thoi gian chdy mau do (rc ché két tap ti€u cau, giam tiéu cau va

giam prothrombin. Hau qua gay kéo dai thoi gian déng mau, mat mau khong
nhin thdy qua phan, ting nguy co chay mau.

e Trén than
Do rc ché prostaglandin E2va I2 (Ia nhitng chat cd vai tro duy tri dong

mau dén than) nén lam gidm Ivu lvgng mau qua than, giam stc loc cau than,
gidm thai dan dén & nuwéc, tang kali mau va viém than ké.

e Trén ho hap
Gay con hen gid trén nguti khéng bi hen hodc lam tang cac con hen &

nguwdi hen phé quan. Nguyén nhan do thudc Gc ché cyclooxygenase nén acid
arachidonic tang cuong chuyén hoéa theo con dwong tao ra leucotrien gay”o
that phé quan.

+ Céac tac dung khong mong mudn khac: man cam (ban da, mé day, séc qua
man); gay doc véi gan; gay di tat & thai nhi néu dung thudc trong 3 thang
dau cla thai ky hodac kéo dai thoi ky mang thai va chuyén da, xudt huyét
khi sinh.

1.3. Chi dinh chung

Giam dau 6 mrc dd nhe va trung binh, dac biét hiéu qua déi véi cac loai
dau c6 kem viém.

Ha s6t do moi nguyén nhan gay sét.

Chdng viém: cac dang viém cdp va man (viém khép dang thap, thdp khop
cap, viém cot song dinh khép, bénh gat... ).
1.4. Phan loai

Dan xuét pyrazolon hién nay hau nhu khéng diung do c6 doc tinh cao voi
mau, than (suy tuy) va la mot trong nhitng nhém thudc dau bang gay hoi
chirng Stevens - Johnson.



Bang 15.1. Bang phan loai mét s6 thudc ha s6t, gidm dau, chéng viém thong dung

Dan chat
Acid salicylic
Pyrazolon

Indol
Oxicam
Acid propionic

Acid phenylacetic
Acid fenamic

Coxib
Khéac

Thudc cu thé

Acid acetylsalicylic, methylsalicylat,
diflunisal

Phenylbutazon, metamizol,
noramidopyrtn...

Indomethacin, sulindac, tolmentin,
etodolac

Piroxicam, tenoxicam, meloxicam

Ibuprofen, ketoprofen, naproxen,
fenoprofen, flurbiprofen, oxaprozin

Diclofenac
Acid mefenamic, acid meclofenamic

Celecoxib

Nimesulid

Tac dung

Giam dau, ha soét, ch6ng viém

Aminophenol Acetaminophen Ha sot, giam dau

Acid floctafenic Floctafenin Giam dau

2. CAC THUOC GIAM PAU -HA SOT -CHONG VIEM

Tac dung chinh clia nhém nay la chdng viém nén con goi la nhém thudc
chdng viém khdng steroid - NSAIDs.
2.1. Dan xudt cla acid salicylic
2.1.1. Acid acetyisalicylic (Aspirin)

Aspirin la thudc duoc st dung sém nhét trong nhom va duoc coi nhu la
thuoc chuén cla nhém. Khi can danh gia hiéu qua cac thudc chong viém
khdng steroid khac, nguoi ta thwong dem so sanh voi aspirin.

Dwoc déng hoc

Aspirin hdp thu t8t qua duong tiéu hoa, sau khi uéng 30 phut bat dau
phat huy tadc dung, dat nong do toi da trong mau sau 2 gio, duy tri tdc dung
diéu tri khodng 4 gio. Thuoc lién két v6i protein huyét twong khoang 70 - 80%.
Phan bd téi hau hét cac md, qua hang rao mau ndo va nhau thai, thé tich
phan b6 khoang 0,15L/kg. Chuyén hoa chl yéu & gan va thai trir qua nwoc tiéu
duwdi dang da chuyén hoa la acid salicyluric va acid gentisic. Thoi gian ban
thai khoang e gio. Thoi gian ban thai cla aspirin con tuy thuéc vao pH nuéc
tiéu (néu pH nwéc tiéu kiém thudc thai trir nhanh hon va nguoc lai). D6 thanh
thai la 39L/h.

Tac dung

Tac dung cla aspirin tay thudc vao liéu dung:

Liéu cao co tac dung chdng viém (trén 4g/24h).



Liéu trung binh c6 tdc dung ha s6t va giam dau.

Liéu thdp (70 - 320mg) co6 tac dung chong két tap tiéu cau va kéo dai thoi
gian déng mau. So véi cac thudc trong nhom thi aspirin c6 tdc dung chdng két
tap ti€u cau khoéng hoi phuc nén hién nay dwgc dung lam thudc dw phong
huyét khoi (xem thém bai thudc chéng dong mau).

Aspirin con c6 tac dung trén sw thai trir acid uric nhung cling tuy thudc
vao liéu: lieu 1 - 2g/ngay hodc thap hon lam gidm thai trir acid uric qua than,
nguoc lai liéu trén 2g/ngay lai tdng thai acid uric qua than. Tuy nhién aspirin
khong dung lam thuéc diéu tri bénh gut va dac biét khéng phdi hop véi cac
thudc diéu tri bénh gat vi n6 lam giam tac dung cua cac thudc diéu tri bénh
gut khi dung déng thoi.

Chidinh

Gidm dau: dung trong cac treong hgp dau nhe va vira nhuv dau dau, dau
co, dau khop, dau bung kinh.

Ha s6t: do cac nguyén nhéan gay sot (trir s6t xudt huyét va s6t do cac loai
virus khac), khéng dung ha s6t cho tré em dudi 12 tudi vi dé gap hoi chirng Reye.

Chéng viém: dung cho céac trudng hgp viém nhe nhu viém khép dang
thdp, viém xwong khép, viém kh6p do bénh vay nén, viém co, viem mang hoat
dich, viém gan...

Dv phong th* phat nhéi mau co tim va dot quy.

Tac dung khéng mong mudn

Man cam v6i thudc: di ¢ng, phu Quink, may day, s6c phan vé.

Gay kich (rng dwong tiéu hoa: loét da day, ta trang, xudt huyét tiéu hoa

Dé gay chay mau, nhdt la nguoi co co dia dé chady mau hodc dang dung
thudc chéng déng mau.

Co th&t phé quan, gay hen.

Tac dung khong mong mudn khac: tdng huyét ap, phu. Khi dung liéu cao,
kéo dai, gay u tai, chéng mat, giam doi song héng cau. V6i ngudi mang thai, tc
ché co bop tlr cung, do dd gay tri hodn sy chuyén da, ting nguy co chay mau &
cad me va thai nhi.

Liéu doc gay roi loan thang bang kiém toan, gay réi loan ho hép.
Chong chi dinh

Man cam voi thudc.

Loét da day ta trang, xudt huyét tiéu hoa.

Roi loan dong mau.

Thiéu men GePD.

S6t do virus (cum, s6t xuét huyét).

— - - o - L] -



Hen phé quéan.

Bénh gan than nang.
Nguoi mang thai.
Tuwong tac thudc

- Cha yéu do canh tranh lién két v6i protein huyét twong nén lam tang tac
dung va doc tinh cda cac thudc ph6i hgp nhuw: warfarin, phenytoin,
naproxen, thiopental, thyroxin va triiodothyronin.

- Giam thai trir acid uric qua than, do dé giam tdc dung cla cac thudc:
probenecid, sulfinpyrazon, vi vay chéng chi dinh phdi hop & bénh nhan bi
viém khép do gut.

Chépham va liéu dung
- Ché pham:

Aspegic, Aspan pH8, vién nén, vién bao tan trong rudt ham lwgng 100,
320, 500 va 650mg. Goéi thu6c bdt cac ham lwgng tr 80 dén 320mg. Vién sui
320, 500mg. Dang tiém: lo 500mg.

- Liéu dung:
Choéng viém: 3 - 6g/24h.
Ha s6t, giam dau: 0,5 - 2,0g/24h.
Dv phong huyét khéi: 100 - 150mg/24h ding hang ngay hodc cach ngay.

2.1.2. Cac dan xudat khac cta acid salicylic

Methylsalicylat (Deep heat, Sungar, Salonpas)

Methyl salicylat d& dang thd&m qua da nén chl yéu dung tai chd: dang
gel, cao dan.

Diflunisal (Doiobid)

Diflunisal 1a dan xudt difluorophenyl cda acid salicylic, ban than Ia tién
thudc (prodrug), chwa cé tdc dung, ma sau khi hdp thu vao co thé duwgc thuy
phan tao ra acid salicylic m6i cé tdc dung. Thu6c nay khdéng cé tdc dung ha
s6t, nhung tdc dung choéng viém manh hon aspirin.

Tac dung khdng mong muén tuvong tv nhw aspirin nhung it va nhe hon (it
kich (rng dwong tiéu hoa hon, it doc véi tai, it khang ti€éu cau hon).

2.2. Dan xuéat indol
Indomethacin
Duwoc dong hoc

Thubc hap thu nhanh qua dwdng tiéu hoda, dat nong dd t6i da sau khi
udng 1 -2 gio, chuyén hoa chl yéu 6 gan va thai trir qua nwdc tiéu, thoi gian
ban thai khoang 6 gio. Do thanh thai la 6,3L/h, thé tich phan bd"la 0,2L/kg.



Tac dung

Indomethacin c6 tdc dung ha s6t, gidam dau va choéng viém nhwng tac dung
manh nhat la chéng viém. Tac dung chéng viém manh hon phenylbutazon trén
20 lan, hon hydrocortison 2 -4 lan. Dac biét, c6 tdc dung tot trong bénh gut cép,
viém mang tim va mang phoi.

Chidinh

Diéu tri cac bénh vé viém xwong khép nhu: thdp khép, hv khép, viém da
khép cdp va man, viém cing khép, viém co, viém day than kinh.

Diéu tri bénh gut.

Indomethacin khong dung lam thu6c ha sét don thuan vi tdc dung kém.
Téac dung khéng mong mudn

Twong tu cac thudic trong nhom.

Ngoai ra con gdp bong véng mac, suy tuy, hoang twéng (hiém).
Chépham va liéu dung

Vién nén 25mg. Vién nang tac dung kéo dai.

Thuong dung 50 - 100mg/24h chia lam nhiéu lan.

Thudc twong tw: sulindac

Tac dung cula sulindac so v&i indomethacin kém hon nhwng kéo dai hon,
tdac dung khéng mong muon thudng nhe hon.

Ché phdm: vién nén 150 va 20omg. Liéu dung: 150 - 400mg/24h.

2.3. D&n xudt oxicam
GOm céac thubc: piroxicam, tenoxicam va meloxicam.
Duwoc dong hoc

Cac dan xudt oxicam déu hdp thu t6t qua dwong tiéu hoa. Sau khi uéng
khoadng 3 -5 gi¢ thudc dat ndng do toTi da trong mau. Thic &n va ca cac thubc
khang acid khéng anh huwéng téi hdp thu thubc. Thube lién két voi protein
huyét twvong cao (khoang 99%), dat néng do trong hoat dich xap xi néng do
trong huyét twong. Thé tich phan bd' clia piroxicam la 0,14L/kg, tenoxicam la
0,2L/kg. Céac thubc déu chuyén hoa & gan va thai trir qua nwoc tiéu. Thoi gian
ban thai cla piroxicam la 45gi®, cla tenoxicam la 72 gio.

Tac dung

Twong tw cac thudic chdng viém khong steroid khac, oxicam c6 tac dung
ha sot, giam dau, chdng viém va chdng két tap tiéu cau. So véi vdi aspirin, tac
dung ha s6t kém nhwng tdc dung chdng viém manh hon nén cac thuéc nay cha
yéu dung gidm dau va chdng viém.



Céc oxicam déu it tan trong m& nén thdm tot vao hoat dich va cac t6 chirc
viém. Thudc xam nhap kém vao md than kinh nén it tdc dung khdng mong
muén trén than kinh.

Chidinh
Dung lam thu6c chéng viém va gidm dau trong cac bénh: viém khép dang

thdp, viém xuong khop, thoai hoa khdp, viém cot song dinh khop, bénh gut, cac
bénh co xwong cap, chan thuong trong thé thao, dau bung kinh va dau hau phau.

Tac dung khéng mong mudn

Téc dung khéng mong muén cla cac oxicam tuong ty cac thudc chéng
viém khong steroid khac. Trong 3 chat ctia nhdm cé meloxicam cé tac dung (c
ché wu tién trén COX 2 (ty Ié 17200 khi th in vitro) nhwng hiéu qua giam tac
dung khong mong muén trén lam sang khéng dang ké nén dén nay khdng
dwgc xép vao nhém (¢ ché chon loc COX 2 nita.

Tuwong tac thuoc

Khong nén ding dong thoi dan xuét oxicam véi aspirin vi sy két hgp nay lam
gidm ndng do cac oxicam trong huyét twong do canh tranh lién két véi protein
huyét twong, gidm hiéu qua diéu tri dong thoi lai tang tdc dung khéng mong mudn
(nhat Ia cac tac dung khdng mong muon trén tiéu héa va trén mau).

Chépham va liéu dling

Piroxicam (Felden, Geiden). Dang vién nén, nang, vién dan, 6ng tiém 10
va 20mg, gel 0,5%. Liéu dung: 10 - 40mg/24h.

Tenoxicam (Tenox, Tilcotil): vién nang 20mg. Liéu dung: 10 - 20mg/24h.
Meloxicam (Mobic): vién nén, nang 7,5mg. Liéu dung: 7,5 - 15mg/24h.

2.4. Dan xudt cla acid propionic
Duwoc ddong hoc

Hép thu t6t qua duong tiéu hod. Nong do tdi da cla thubc trong huyét
tvong dat dugc sau khi udVig khodng 2 gio. Thudc lién két nhiéu véi protein
huyét twvong (khodng 99%). Thai trlr qua nuédc tiéu. Mot s8'théng sd duge dong
hoc dwoc tom tit trong Bang 15.2.

Tac dung

Céac chéat thudc dan xudt propionic déu cé tac dung ha s6t, giam dau va
chdéng viém.

Tuy nhién tac dung ha s6t kém nén it dung lam thu6c ha sot don thuan.

Tac dung chbng viém, gidm dau manh va tdc dung chéng viém xudt hién
toi da sau 2 ngay diéu tri.

Téac dung chdng két tap tiéu cau yéu hon aspirin.



Bang 15.2. M6t s6 théng s6 dugc dong hoc cla dan xuét propionic

Tén thuéc Thé tich phan bé Thoi gian ban thai D6 thanh thai

(Biét duoc) <Ukg) (giv) (Ugio)
Ibuprofen (Mofen) 0,14 2,5 3,5
Naproxen (Apranax) 0,1 14 6,3
Ketoprofen (Profenid) 0,2 1,4 5,2
Fenoprofen (Nalgensic) 0,1 2,8 3,8
Chidinh

Gidm dau nhe va vira trong cac bénh: théng kinh, nhirc dau, dau rang.
Dung don doc hodc phdi hop vai thudc giam dau gay ngl dé giam bét ligu
dung cta nhém thudic nay.
Tri viém khop dang thép, viém xwong khép, viém co...
Tac dung khéng mong muén
Tac dung khong mong mudn twong tw cac thudc trong nhém nhung mirc do
nhe hon. Thuong gdp 1a budn ndn, ndng rat da day, kéo dai thoi gian chay mau,
phat ban, chdng mat, nhin md hodc loan thi. Bac biét c6 sy man cdm chéo voi
aspirin nén khong dung khi bénh nhan di &ng véi aspirin. Ngoai ra cac thudc
trong nhom nay con gay giam bach cau hat, viém mang ndo vd khuan, suy than
cap, viém than ké va hdi chirng than hu.
Chépham va liéu dung
- lbuprofen (Brufen, Mofen): vién nén, nang ham lugng tir 100 - 400mg;
vién dan 500mg; dang gel 5%.
Nguoi lén: 1,2 - 1,8g/24h chia 4 -6 lan. Tré em: 20mg/kg/24h chia 4 lan.
- Naproxen (Naprosyn, Apranax): vién nang 125 - 500mg.
Udng 500mg - 1000mg/24h.
- Ketoprofen (Profenid): vién nang, vién dan, vién nén tac dung kéo dai,
thudc tiém 50 - 150mg.
Liéu dung: udng, khoi dau 300mg/24h, chia 3 lan, sau do 150mg/24h.
Tiém bép 50 - 100mg/24h.
- Fenoprofen (Nalgesic): vién nén 300 va 600mg.
Liéu dung: khéi dau 600mg/lan sau d6 300mg/lan x 3 - 4 lan/24h.

2.5. Dan xudt phenylacetic
Diclofenac

Diclofenac hdp thu t6t qua duwong tiéu hod, théc dn lam cham héap thu
thudc. Dat ndng do t6i da trong mau sau khi udng 2 - 3 gio. Lién két v6i protein
huyét tvong 99% va c6 hiéu (ng qua gan lan dau nén sinh kha dung qua duong
udng chi bang 50%. Thudc thai trir qua nwoc tiu 65%, do thanh thai la 15,6L/h,
thé tich phan bo'la 0,15L/kg, thoi gian ban thai khoang 1,5 gio.



Tac dung khdng mong mudn: giéng cac thudc chdng viém khéc, thubc
cling gdy mat bach cau hat nhwng nhe hon phenylbutazon.

Chi dinh: diéu tri cac con dau cdp, dau bung kinh, dau sdi than, dau day
than kinh; diéu tri viém khép, thoai hod khép cdp va man,

Ché pham: Voltaren, Cataflam, vién nén 25, 50, 75 va 100mg (dang bao
tan trong rudt). Vién dan 25 va 100mg. Ong tiém 75mg/2mL va75mg/3mL.
Dang gel dung ngoai IOmg/mL va thuéc nhé mat 0,01%.

Liéu dung: dau cap tinh: uéng 50mg x 3 lan/24h, hoac sang udng 50mg,
toi ddt 1 vién dan. Duy tri 75 - 100mg/24h chia 2 lan, hodc dat Ivién dan/toi.
2.6. Cac Coxib

Chét hay dung hién nay la celecoxib.

Dugc dong hoc

Cac NSAIDs thudc nhém coxib hdp thu tét qua dwong tiéu hod, sinh kha
dung trén 90%, lién k&t voi protein trén 85%. Chuyén hoa & gan va thai trir
qua nuwdc tiéu, chl yéu dang da chuyén hoa. Thoi gian ban thai khoang 17 gio.

Tac dung va co ché

Coxib 1a nhém thudc méi dugc dwa vao st dung. Thudc c6 tac dung ha sot
giam dau va chdéng viém.

O nbng dd didu tri, coxib co tac dung Gc ché tdng hop wu tién trén COX 2,
it &nh huwéng té¢i COX1.

Chidinh
Diéu tri viéem xwvong khép.

Giadm dau trong cac con dau cép nhu dau rdng, cac tha thudt vé rang
miéng, dau hau phau, dau bung kinh ky...

Tac dung khéng mong muén

Twong ty thudc chdng viém khdng steroid khac, tAc dung trén duwong tiéu
héa giam nhwng tac dung khéng mong mudn trén tim mach thi hay gap hon.

Chong chi dinh

~ Loét da day ta trang, xudt huyét tiéu hoa, hen phé quan, suy gan hodc
man cam vdi thudc.

Than trong khi dung cung vé6i thuéc chdong déng méau (vi du nhu
warfarin) vi tdng nguy co xuat huyét.

Rifampicin lam gidm nong do trong huyét tvong cla coxib con methotrexat
thi nguoc lai.

Liéu dung

Diéu tri viem xwong khop: 12,5 - 25mg/lan/24h.



Giam dau: 50mg/lan/24h. 'H

2.7. Dan xudt cla acid phenamic
Dan xudt nay co 2 chét la acid mefenamic va acid meclofenamic.

Hai chat nay déu co6 tac dung giam dau, gidm viém tuong ty cac thudc
trong nhém. Tuy nhién ngoai co ché tdc dung la tc ché cox, cac chat nay con
tc ché tryc ti€p tdc dung cla prostaglandin.

Hai thu6c déu hap thu dugc qua dwong tiéu hoa, sau khi uéng 30 - 60 phut
thudc dat néng do t6i da trong mau. Thai trir chi yéu qua nudc tiéu, thoi gian
béan thai tlr 2 - 3,3 gio, tuy thudc vao dung mot lieu duy nhéat hay dung lién tuc.

Tac dung khong mong mudn thwong gap la gay kich ¢ng tiéu hoa va kéo
dai thdi gian déng mau.
Acid mefenamic.

Acid mefenamic chi yéu dung giam dau dau dau, dau rang, dau day than
kinh, dau chén thvong, dau sau phau thuat hodc dau bung kinh...

Ché pham: Nifluril, Mefenacid, Ponstel, vién nang 250, vién nén 500mg,
vién dan 500mg, hon dich uéng 50mg/smL va kem bdi 3%.

Liéu dung: udng 250 - 500mg/lan x 2 - 3 lan/24h (t6i da 1,5g/24h) hodc
dat 1 vién dan vao budi téi.

Acid meclofenamic

Acid meclofenamic (hodac dang mudi meclofenamat natri) chi yéu dung
diéu tri viém khop dang thép, dau xwong khép, viém xuring khép phu né...

Ché pham: Meclomen, vién nang 50 va 100mg.
Liéu dung: nguti I6n 200 - 300mg/24h, chia 2 -3 lan.
2.8. Nimesulid

Nimesulid la thudc chéng viém, giam dau, Gtc ché chon loc trén cox 2, vi
vay it gay tac dung khéng mong mudn trén duong tiéu hda.

Thubic dwgc dung qua dudng uéng hoac dat truc trang véi lieu 100Omg/lan
X2 lan/ngay. Dung ngoai dvéi dang gel 3%.

3. THUOC GIAM PAU KHONG THUOC NHOM OPIAT

3.1.Dan xudt aminophenol
Paracetamol (Acetaminophen)
Duwoc déng hoc

Paracetamol hdp thu nhanh va gan hoan toan qua dudng tiéu hoda, sau
khi uéng 30 - 60 phat thuéc dat nong do t6i da trong mau. Thu6c phan bo"



- Bénh gan néng.
- Phodi hop véi cac thudc gay doc voi gan nhu isoniazid, rifampicin.
- Khong udng rvou trong thoi gian dung thudc.

Chépham va liéu dung

- Ché pham: vién nén, vién dan, vién sui, gdi bot sti ham lwong tlr 80 -
650mg. Ngoai ra paracetamol con cd rat nhiéu dang ché pham phdi hép
voi cac thudc giam dau hodc thudc diéu tri cdm cum khac (vi du:
Efferalgan codein, Pamin, Decolgen...).

- Liéu dung: Nguoi I6n va tré em trén 11 tudi: 500mg/lan.
Tré em dudi 11 tu6i: 80 - 500mg/Ian.
Clr 4 - 6 gid dung 1 lan.
3.2. Dan xuéat cla acid floctafenic

Floctafenin

Floctafenin co6 tac dung gidm dau don thuan, khdng c6 tac dung ha sét va
khéng chdng viém. Tac dung gidm dau manh hon aspirin.

Ban than floctafenin chwa cé hoat tinh, khi vao co thé thuy phan thanh
acid floctafenic m¢i c6 tac dung gidm dau.

Chi dinh: gidm dau cac con dau cdp va man.

Chéng chi dinh: khong dung chung véi cac thu6éc chen beta adrenergic vi
lam gidm co ché bu trir tai tim va lam ndng thém tac dung ha huyét ap, dong
thoi tdng nguy co séc phan vé.

Ché pham: acid floctafenic (Idarac) vién 200mg.

Liéu dung: Con dau cap: 800mg/24h (kh&i dau 400mg, sau d6 200mg/lan).
T6ii da 12000mg/24h. Con dau man: 400 - 600mg/24h.
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THUOC PIEU TRI BENH GUT

1. DAl CUONG

1.1. Bénh gut

La bénh réi loan chuyén hoa lam ting ndng do acid uric mau va lang dong
urat & cac khop va sun, gay viém khép cap va man v6i cac con dau tai hoi.

(No6ng do acid uric mau binh thwong la 2 - 5mg/dL).

1.2. Phéan loai thudc diéu tri glt: c6 2 nhém chinh
- Thuoc chdng viém (diéu tri gat cap): colchicin va cac thudc chdng viém
khong steroid.
- Thudc lam gidm acid uric mau (diéu tri gut man): probenecid, sulfinpyrazon,

allopurinol.

Cac thudc chdng viém xem bai “Thuéc gidm dau - ha scit - chéng viém”.
Trong bai nay chi trinh bay cac thu6c co6 tdc dung dac hiéu véi bénh gut.
2. THUOC PIEU TRI
2.1. Colchicin

Dugc dong hoc

Colchicin hdp thu qua duong tiéu hod, co chu Ky gan rudt, gan vao tat ca
cac md nhuw: niém mac rudt, gan, than (trir co van, co tim va ph6i). Thai trir
qua phan va nuwoc tiéu, thoi gian ban thai khoang 1 gio. Khi dung liéu cao
thudc tich luy trong cac moé va cé thé gay doc. Bo thanh thai 1a 36L/i1, thé tich
phéan bé la 7L/Kkg.

Tac dung va coché

Colchicin chi c6 tdc dung gidm dau va chong viém cdp do guat, khéng co
tac dung véi cac truong hgp khéng phai do bénh gat. Tac dung ddc hiéu voi
con gut cap.
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Co ché: colchicin lam giam su di chuyén cta bach cau, giam sw tap trung
clia bach cau hat & 6 viém, rc ché hién twong thuc bao cac tinh thé urat va do doé
kim hdm san xuét acid lactic, gitt cho pH tai chd duoc binh thwdng (vi pH la yéu
t0" tao diéu kién cho tinh thé urat lang dong & cac khép. Colchicin khong tac
dung Ién s dao thai acid uric.

Ngoai ra, colchicin con cd tac dung chong phan bao, phan huy lympho
bao, tdng strc bén mao mach...

Chi dinh

Diéu tri con gut cép.

Phong nglra con cdp & bénh nhan gt man.

Tac dung khong mong mudn

RGi loan tiéu hoa: budn non, non, tiéu chay (thudng gap).

Ngoai ra gdy mé day, phat ban dang sdi, giam bach cau, ti€u cau, réi loan
than kinh co.

Liéu cao gay (rc ché tuy xuwong, viém day than kinh, doéc v6i gan, than,
gay déng mau rai rac, rung téc...

Chong chi dinh

Suy gan, suy than nang.
Ma&n cam vo&i thudc.
Chépham va liéu dung

- Ché pham: vién nén 0,25; 0,5; 0,6 va Img, ngoai ra con co cac dang ché
pham phdi hop.

- Liéu dung:
+ Diéu tri con git; cap:
Ngay 1: 3 vién chia 3 l1an sang, trua va toi.
Ngay 2 va 3: 2 vién chia 2 lan sang va toi.
Ngay 4 va cac ngay sau d6 mdi ngay udng 1 vién.
+ Phong ngtra con gt cdp: 1 vién/ngay vao budi toi.

2.2. Probenecid

Duwoc déng hoc

Probenecid hap thu t6t qua dudng tiéu hoa, dat ndng dd tdi da trong
huyét twvong sau 2 -4 gio. Thudc lién két nhiéu véi protein huyét twong. Thoi
gian ban thai khoang 6 - 12 gio. Probenecid thai trir qua nwéc tiéu, toc do thai
trlr ting khi pH nuéc tiéu tang. Chuyén hoa nhanh, chat chuyén hod chinh la
acylmonoglucuronid. B thanh thai la I,4L/h, thé tich phan bo la 0,16L/kg.



Tac dung va coché

O lidu diéu tri, probenecid c6 tdc dung lam tang thai acid uric (nguoc lai
lieu thdp giam thai acid uric).

Co ché: probenecid tc ché canh tranh hé van chuyén anion gay (rc ché tai
hép thu acid uric & 6ng than, lam tang thai acid uric qua nudc ti€u. Khi ndng
dd acid uric mau gidm, cac tinh thé urat lang dong & cac khdp sé tan ra va trg
lai mau roi thai trir dan ra khoi co thé.

Probenecid khong c6 tac dung giam dau nén dé giam dau phai phoi hop
V@i cac thudc gidm dau khac (khong phoi hop probenecid voi aspirin vi aspirin
lam gidm tac dung clia probenecid).

Chidinh

Diéu tri bénh gat thé man da co6 tdn thvong mo, thudng phoi hop voi
colchicin va cac thu6c chong viém.

Dung phdi hop voi penicillin dé kéo dai tdc dung cla penicillin.

T&c dung khéng mong mudn

Probenecid twong ddi an toan, it gay tdc dung khéng mong mudn. Hiém
gdp la céc roi loan tiéu hod, tdng tao so6i than hodc con dau quan than, di ¢ng
va budn ngu.

Chong chi dinh

Suy than nang, tang acid uric niéu.

Chépham va liéu dung

Benemide, Benzamid, vién nén 0,25 va 0,5¢,

Khdi dau: 0,59/24h sau tang lén 1g/24h. PhGi hgp voi colchicin hodc thube
chéng viém khéc.

Duy tri: 1 - I,5g/ngay. Dung kéo dai hang nam.
2.3. Sulfinpyrazon (Anturan)

Duwoc déng hoc

Sulfinpyrazon hap thu nhanh qua duwong tiéu hoa, dat nong dd trong
huyét twvong sau khi uéng 1 -2 gio. Lién két véi protein huyét tvong nhiéu
hon probenecid (98 - 99%). Thai trir chi yéu qua nudc ti€u (90%), thoi gian
ban thai khoang 3 gio. Khac voi probenecid, khi kiém hoa nudc tiéu tdc do thai
trlr cla sulfinpyrazon khéng ting. D06 thanh thai la 1,4L/h, thé tich phan b6 la
0,06L/kg.

Tac dung va coché

Sulfmpyrazon cé cdu trdc hoé hoc twong tu phenylbutazon. Tac dung va co
ché tac dung tvong tw probenecid. Tuy nhién, sulfinpyrazon khac phenylbutazon
la n6 khoéng c6 tac dung chdng viém va khdéng giam dau.



Chi dinh
Diéu tri gut man, phdi hop voi colchicin va cac thuéc chdng viém khac.
Tac dung khéng mong muén
Co thé gap dau bung, budn nén, loét da day - ta trang.
Tai bién trén mau gidng phenylbutazon.
Dung thudc than trong é bénh nhan suy than.
Liéu dung
Khé&i dau 50mg/lan x 4 lan/ngay, sau tang dan lén dén liéu 400mg/ngay.
Thudc nén udng sau khi an va uéng véi nhiéu nudc. Khong nén phdi hgp
V@i cac salicylat.
2.4. Allopurinol
Duoc dong hoc

Allopurinol hdap thu gan nhuv hoan toan qua duong tiéu hoad. DBat nong do
t0i da sau khi udng 4 gio. it lién két véi protein huyét twong, chuyén hoa
thanh oxypurinol con hoat tinh. Thai trir qua nwéc ti€éu dwdi dang da chuyén
hod, thoi gian ban thai khodng 1 gio (oxypurinol la 18-20 gio). D6 thanh thai
la 46L/h, thé tich phan bd la o,6L/kg.

Tac dung va co ché

Khéac véi cac probenecid, allopurinol lam gidm ndng do acid uric mau chd
yéu do trc ché canh tranh tong hup acid uric. Ngoai ra, thuéc lam tdng bai xuéat
cac tién chat cla acid uric qua nwéc ti€u, vi vay it gay soéi than va con dau
than hon.

Co ché: allopurinol tc ché enzym xanthinoxydase, la enzym c6 vai tro
chuyén cac tién chat hypoxanthin va xanthin thanh acid uric, nho dé6 ma giam
noéng do acid uric mau (so do 15.4).

Chi dinh
Diéu tri bénh gat man.

Céc trvong hop tdng acid uric th& phat (do dung thu6c chéng ung thu,
thudc loi tiéu thiazid...).

Tac dung khong mong mudn
C6 thé gay kich rng tiéu hoa, doc voi gan va di ’ng da.

C6 thé gap con gut cdp & giai doan dau dieu tri. Khic phuc bang céach
dung két hop véi colchicin hodc cac thudc chong viém khéc.



Chépham va liéu dung
Zyloprim, vién 100 va 300mg.

Khoi dau: 100mg/24h, sau dé tang dan t¢i 300mg/24h. Thoi gian diéu tri
3tuan.

———————————— Guanin + PRPP Bl 2 Guanilic + PPi
t
Guanindeaminase HGPT
!
—————— Hypoxanthin + PRPP - B Isonilic + PPi
Xanthinoxydase = < I A
1 v .
Allopurinol
Xanthin
Xanthinoxydase < .............. k H
Acid uric

HGPT: hypoxanthin - guanin phosphoribosyl transferase
PRPP: phosphoribosyl pyrophosphat

So do 15.4. Co ché tac dung cua allopurinol



Chuong 16

HORMON VA THUOC DPIEU CHINH R61 LOAN NOI TIET

1. DAl CUONG
1.1. Khai niém

Hormon (con goi la ndi tié€t t0) la nhirtng san pham hda hoc duoc tiét ra tir
tuyén noi ti€t. Ngay nay nho khoa hoc phéat trién nguoi ta nhan thay ngoai
tuyén ndi ti€t con nhiéu t0 chic té bao khac, tham chi ca té bao than kinh
cling tiét ra ndi tiét t6. Chinh vi thé dinh nghta c6 dién vé hormon khong con
phu hop.

Hién nay nguoi ta dinh nghia hormon la nhirng chéat truyén tin hoa hoc
dugc c&c té bao dac biét san xuét ra v6i mot lwgng rdt nhé. Hormon dugc bai
ti€t vao mau va duoc van chuyén toi cac té bao dap ng dé diéu hoa chuyén
hoa va hoat dong cla céc té bao.

Khac voi hormon, cac chét dan truyén than kinh dwoc té bao than kinh
bai tiét vao khe synap va tadc dung lén cac receptor tai cac té bao than kinh
hodc té bao nhan lign k&. Tuy nhién, hormon va chdt dan truy&n than kinh rat
gidng nhau vé co ché va c6 mdi quan hé mat thiét v6i nhau nén hé than kinh
va hé ndi tiét thwdng dugc goi chung la hé théng than kinh - ndi tiét.
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Trong pham vi chwong nay, chiing toi dé cap téi cac hormon la san pham

cla tuyén ndi tiét va cac thudc diéu chinh rdi loan ndi tiét.

1.2. Bac diém chung

Mdi hormon déu c6 tdc dung dic hiéu trén mot loai té bao dich cla co
quan hodc t6 chirc nhét dinh cla cd thé.

Hormon tac dung va chiu tac dung theo co ché diéu hoa xudi va diéu hoa
nguoc (feedback) qua truc vung duwgi doi - tuyén yén - tuyén dich. Vi vay
mot tuyén nao dé bi r6i loan sé anh hudng t0i sw bai ti€t cia hormon
tuyén khéc va sé gay roi loan tuyén khac. Xem So d6 16.1.

Hormon bai tiét theo nhip sinh hoc. Tuy loai hormon ma sy bai tiét co
thé theo chu ky ngay dém (glucocorticoid), theo thang (hormon sinh duc
nit), theo mua (hormon tuyén giap).

Hoat tinh ctia hormon duoc tinh bang don vi sinh h‘oc (vi du: don vi éch,
don vi thé, don vi meo...), don vi qubc té (1U) hoac bang don vi khoi luong
(mg, fig...).

So d6 16.1. So dd didu hoa bai tiét hormon (+) Kich thich, (-) Gc ché

1.3. Ap dung chung

Hormon thuwong dwgc dung trong cac truong hop sau:

Dung thay thé hodc b sung khi co thé thiéu hormon: vi du dung hormon
sinh duc ni* cho phu ni*r cat budng tri’ng hodc dung cac corticoid cho
nguoi thiéu ndng tuyén vé thuong than...

Dung d6i khang khi thtra hormon. Vi du: bénh nhan bi ung thu tuyén
tién liét phu thudc hormon, cd thé dung estrogen dé doi khang.



- Dung chédn doan bénh cta tuyén ndi tiét. Vi du: dung dexamethason chan
doan hoi chirng Cushing.

- Ngoai ra con c6 cac ap dung khac tuy thudc vao tirng hormon cu thé. Vi
du: hormon glucocorticoid ding lam thu6c chéng viém, chéng di (ng va
(rc ché mién dich, hormon androgen dung lam thudc tdng ddng hoa
protid...

1.4. Phan loai
» Duva vao co quan bai tiét c6 cac nhom sau:
Hormon vung du6i doi.
Hormon tuyén yén.
Hormon vé thvong than.
Hormon tuyén tuy.
Hormon tuyén giap.
Hormon tuyén can giap.
Hormon sinh duc.
« Dua vao cau trdc hoa hoc: chia 2 nhom

Hormon c6 cdu tric protein va acid amin: hormon vung du6i doi, tuyén
yén, tuyén tuy, tuyén giap va tuyén can giap.

- Hormon tuyén tuy thwong than (adrenalin) cdu tric acid amin nhwng
khoéng trinh bay 6 chuvong nay. Nhém thu6c nay duogc trinh bay k¥ & phan
thudc tdc dung trén hé than kinh thuc vat.

- Hormon c6 céu trac steroid: hormon vé thwvgng than, hormon sinh duc.

1.5. Co ché tdc dung cla hormon

Co ché tac dung cta hormon chinh la qua trinh truyén théng tin tr ngoai
vao trong té bao dich. T& bao dich mang thu thé dic hiéu cho mdi hormon. Khi
hormon duoc gan véi thu thé thi phirc hop hormon - thu thé, sé tao ra mot loat
cac phan (ng nhdm truyén théng tin trén bé mit vao trong té bao dich. Tuy
vao ban chat hoa hoc clia mbi hormon ma vi tri gan clia hormon véi receptor co
thé xay ra trén mang, trong bao tvong hay trong nhan té bao.

Cti ché tac dung chia 2 loai chinh.

1.5.1. Hormon c6 cau trac protein hoac acid amin

Céac hormon c¢6 cau truc protein hodc acid amin la cac hormon tan trong
nwéc. Phan 16n ching cd trong lwgng phan tir Ién (> 10.000 dalton), khong qua
duoc mang té bao ma gén véi nhitng receptor dic hiéu & mang té bao va tao ra
mot loat cac phan ng enzym (ki€u dong théac) theo cach sau:



Phirc hop thu thé va hormon sé hoat hoa adenylcyclase trén mang té bao.
Sau do6 dudi tdc dung cla adenylcyclase da hoat hoa, AMP vong (AMPc)
duoc tao thanii tr ATP s& gan voi protein didu hoa lam tang téng hop
proteinkinase, do do lam thay ddi chirc nang té bao. Nhu vay, bang céach
nay hormon chi tdc donglén receptor trén mang dé hoat hoa enzym trén
mang té bao chitr khong tac dong truc ti€p vao nhirng thay doi & bén trong
té bao. Chinh AMPc gay ra tdt cd cac tac dung con lai cla hormon &
trong té bao. Boi vay goi hormon la chét truyén tin th nhat (chéat truyén
tin ngoai té bao) con AMPc la chét truyén tin tht 2 (chat truyén tin noi
bao). Bay la con dwong truyén thdng tin chinh tlr ngoai té bao vao trong
té bao cla hau hét cac hormon c6 cdu trlc protein hodc acid amin (Xem
So dd 16.2).

BAO TUONG

Adenyl
cyclase
Hormon
Phosphodiesterase
5' AMP
Mach mau Thay d6i chirc nang té bao

(hoat boa enzym, tang tinh

Mang t€ bao dich tham mang..)

So db 16.2. Co ché tac dung cta hormon c6 cau tric protein va acid amin

M6t sb'cach khac

Mot s6 hormon sau khi két hgp v6i receptor thi phtrc hgp hormon -
receptor co6 tadc dung thuy phan phospholipid & mang té bao tao ra nhirng
théng tin ndi bao la inositol triphosphat (IPci) va diacyl glycerol (DG). IP3
c6 tac dung m& kénh Ca+ con DG hoat hoa protein kinase. Nhiing
hormon tac dong theo con dudng nay chl yéu Ia hormon tai chd, dac biét
la cac chdt duoc giai phong do phan ¢ng mién dich, di ¢ng. Nhu vay,
ngoai AMPc con c6 mot s6 chat truyén tin th 2 khac la: IP3 DG, Ca++..
Riéng insulin sau két hop v6i receptor trén mang sé& lam thay ddi cdu tric
phan t& receptor va lam cho phan receptor bén trong té bao tré thanh

proteinkinase hoat hoda. Tiép do6 protein kinase nay sé phosphoryl héa nhiéu
chdt khac nhau 6 trong té bao dich (xem thém bai hormon tuyén tuy).



1.4.2. Hormon c6 cau truc steroid

Céac hormon loai nay tdc dung theo co ché hoan toan khéac so v&i hormon
co cau tric protein. Nhirng hormon nay c6 trong lwvong phan t& nhé (< 300
dalton) nén dé dang xam nhap vao trong té bao. T6i té bao dich, hormon tach
khoi protein van chuyén, qua mang té bao bang cach khuyéch tan thu dong,
roi két hgp véi receptor trong nhan (hodc receptor & bao tvong va dugc van
chuyén thang vao nhan té bao). O nhan, hormon dugc gan vao nhirng vi tri dac
hiéu cta ADN. Nhitng phtc hop hormon - receptor la nhitng tdc nhan kich
thich sw sao chép thong tin (Xem So do 16.3).

NHAN BAO TUONG

So d6 16.3. Co ché tac dung cha hormon steroid va hormon tuyén giap

1. Hormon xuyén qua mang té bao 4. Hormon g&n vao vi tri d&c hiéu trén AND
2. Hormon tao phitrc hop vGi receptor trong bao twong 5. Hoat hoa gen va kich thich téng hop
3. Hormon dwoc van chuyé&n vao nhan té' bao protein ma&i

Trong phan tiép theo chdng tdi chi trinh bay m6t s6 hormon dugc dlng
réng rdi trong diéu tri.

2.HORMON TUYEN YEN

2.1. Hormon kich thich vé thugong than
ACTH (Adrenocorticotropic hormon)

ACTH kich thich vé thwong than bai ti€t ra corticosteroid, chl yéu la
glucocorticoid. Chinh vi vay tadc dung cda glucocorticoid va ACTH tuong tu
nhv nhau. Diém khac nhau la ACTH khong anh hwéng téi chirc ndng thuong
than nhu khi dung glucocorticoid.



V/lie piicim Iai~n UIUUC cuct nv *m uuuu C111CV tu HJ.UJ aau I/UJGII .yOLi tu a
dong vat. Thubéc dé bi phan huy & duong tiéu hod nén chi dung tiém bap va
tinh mach. Thoi gian duy tri tdc dung 6 gio. D€ tdng thoi gian tdc dung nguoi
ta phdi hgp v6i kém phosphat (tdc dung kéo dai dwgc 24 gio).

Chidinh

Diéu tri viém khop, viém da khop khdng do nhiém khuén.

Hen phé quan, ton thuvong da, bénh bach cau cép, di ng.

Phong suy thugng than sau khi dung glucocorticoid lau dai.

Tac dung khéng mong muén

Phu, tdng huyét ap, tdng di héa, cham lén, mat nga...

Chéng chi dinh

Tang huyét ap nang, dai duong, loét da day, viém ndi tam mac cép, thiéu
nang tim nang.

Chépham va liéu dlng

- Ché pham: c6 2 dang

ACTH thwong: 20 UI/mL, 40 Ul/mL va 80 Ul/mL.

ACTH cham (ph6i hgp véi kém phosphat) éng Img.

Img ACTH =1 UL.

- Liéu thwdng dung: 40mg/24h chia 4 lan, tiém bap hodc 5 - 10mg/24h
truyén tinh mach.
2.2. Oxytocin

Pac diém

Trong co thé oxytocin dwoc tong hop & ving dw6i doi, tich trir & thuy sau
tuyén yén, tr d6 phéng thich vao tuan hoan khi cé kich thich.

Hién nay nguoi ta da tong hop duoc oxytocin dé lam thudc.

Oxytocin bi pha huy bdi enzym tiéu hoa nén khong ding duoc duong
udng, ma chi dung duong tiém. Trong co the oxytocin cling dé bi pha huy béi
enzym peptidase nén thoi gian tac dung ngan. Thudc thai trir qua nwdc tiéu.

Tac dung

Oxytocin c6 tdc dung kich thich, gay tdng co bop tl cung, tang trwong
lvc co. Liéu diéu tri gay tdng co bép nhip nhang con liéu cao gay co cling. Tk
cung & giai doan cudi thoi ky mang thai (nhét la nhi*rng ngay cudi cta thoi ky
mang thai va vai ngay sau khi sinh) rdt nhay cdm véi oxytocin.

Ngoai ra oxytocin con cd tac dung co cac té bao bi€u mé co (la nhirng té
bao nam thanh hang rao bao quanh tuyén sita). Khi cac té€ bao nay co sé ép
vao nang tuyén va day sita ra Ong tuyén gilp bai xudt sra trén tuyén sira
dang bai tiét.

nnn



Chi dinh

Lam thu6c kich dé va gay dé non.
Co hoi va cdm mau t& cung sau dé.
Kich thich tiét sira sau dé.
Chépham va liéu dung

Ong tiém ImL chita 2, 5 va 10UI.

Liéu khéoi dau thuong dung 5Ul tiém tinh mach hodc pha trong dich truyén
dé truyén tinh mach sau dé tuy tinh trang cu thé cd thé ding thém tir 5- 20 UI.

2.3. Hormon chd6ng bai niéu
Hormon nay c6 2 tac dung:
- Chéng bai niéu (Anti Diuretic Hormon), goi tat 1a ADH.
- Co mach (Vasopressin).
Do d6 co6 2 tén: ADH va vasopressin. Tén thvong goi la ADH.
ADH dugc thuy sau tuyén yén bai tiét ra. Trong co thé cling bi pha huy
b&i peptidase nén thoi gian tac dung ngan (30 phut - 2 gio).
Téac dung
Diéu hoa tai hdp thu nwéc & 6ng lvgn xa va co co tron mach mau, trong doé
tac dung trén chuyén hoa nuwéc la tdc dung chinh. Co ché tac dung chi yéu la do
gidi phong enzym hyaluzonidase lam tang tai hap thu nuwéc va chéng bai niéu.
Téac dung trén co tron chi thé hién ré khi dung liéu rat cao (hang tram
Ian so v6i lieu chdng bai niéu): gay co co tron mao mach va dong mach, co tron
da day, rudt va t& cung. T cung khong cé thai hodc co thai & giai doan dau
nhay cam voi vasopressin hon oxytocin. Nhitng thang QUOI thi nguwoc lai.
Chidinh
Piéu tri bénh dai thao nhat.
Chéphdam va liéu dung
Ong tiém 4lig/mL hodc 20 UI/mL. Dung dich nhd mdi (vi thudic hap thu

qua niém mac mii gay tadc dung toan than) o,llag/mL hodac 20 Ul/mL, 50
Ul/mL, lo 2,5; 5va 12mL. (1Ul tvong dwong 2 - 3|ig).

Tiém badp 2 - 51U (6ng tiém ImL chita 5 IU).

3. HORMON V6 THUQONG THAN
Hormon vé thvong than gom 3 loai:
Mineralocorticoid do I6p cau (I6p ngoai cung) tiét ra.
Glucocorticoid do Iép b6 (I6p gilra) tiét ra.
Androgen do I6p lwéi (I6p trong) tiét ra.



3.1. Glucocorticoid
3.1.1. Nguon géc

Glucorticoid ty nhién do vung b6 vo thwgng than sdn xudt ra gom cd 2
chéat la hydrocortison (cortisol) va cortison.

Glucocorticoid tong hgp gom rat nhiéu chat khac nhau.

3.1.2. Dwoc doéng hoc

Cac glucocorticoid ty nhién va dan xuét cta né dugc ding qua nhiéu
dudng: udng, tiém bép, tiém dudi da, tiém tinh mach, phun mu va béi trén da.
Nhin chung cac glucocorticoid hdp thu t6t qua dwong tiéu hoa. Phan bd"vao tat
ca cac md trong co thé, qua dwgc nhau thai va stta me mot lwgng nho. Thuoc
lién két voi protein huyét twong trén 90%, chl yéu la globulin. Chuyén hoa &
gan va thai trr ch yéu qua than.

3.1.3. T&c dung

O nbng dd sinh Iy cac chdt nay can cho can bang ndi méi, ting sirc chéng
do clia co thé voi stress va duy tri cac chirc nang khac cla co thé.

Trén chuyén hoa

Glucocorticoid cé tac dung trén chuyén hoa glucid, protid, lipid va chuyén
hoa mudi nuéc.

- Chuyén hoa glucid: glucocorticoid lam tang tao glycogen & gan, kich thich
enzym gan tadng tao glucose tir protein va acid amin. Ngoai ra, né con
lam tdng tdng hop glucagon, giam tdng hop insulin va déi khang voi tac
dung cua insulin vi vay lam tdng dwong huyét. Khi dung lau dai cé thé
gay thao dwong va lam nang thém bénh dai thao dwong.

- Chuyén hoa protid: glucocorticoid ¢ ché tong hop protid, thic day qua
trinh di hoa protid d& chuyén acid amin tir co, xvong vao gan nham tan
tao glucose. Do d6 khi dung glucocorticoid lau ngay sé gay teo co, Xxop
xwong, to chic lién két kém bén viing.

- Chuyén hoa lipid: lam thay doéi sy phan bd"lipid trong co thé: tang tong
hop m& & than, gidm tong hogp m& & chi. Khi dung corticoid lau dai, mg sé
tap trung nhiéu & mat, nra than trén gay hdi chirng mat trang tron hay
gu trau - “Cushing syndrom”.

Glucocorticoid ciing kich thich di hod lipid trong cd&c md mé& va lam tang
tdc dung cla cac chat gay tiéu m& khac (chd yéu 6 phan chi). Hau qud la lam
tang acid béo tv do trong huyét trong va tang tao cac chat cetonic trong co thé.

- Chuyén hod mudi nwoéc:

Glucocorticoid tang thai kali qua nuéc ti€éu gay giam K +mau.

——1 - - - - — -



Tang thai calci qua than, giam tai hap thu calci & ruét (d6i khang voi tac
dung cla vitamin D) lam ndng do Ca+mau gidm. Khi nong do Ca+mau giam,
co thé sé diéu hoa ndng do Ca+ mau bang cach gay cwong tuyén can giap, kich
thich cac hdy c6t bao, lam tiéu xwong dé rat Ca+ra. Hau qua la lam xuwong
thua, xdp, dé gdy, coi xuong, cham 16n.

Tang tai hdp thu natri va nwéc do dé gay phu va tang huyét ap.

e Tac dung trén cac co quan va tuyén

- Trén than kinh trung wong: thuéc gay kich thich nhw bdn chon, mat nga,
40 giac hodc céac roi loan vé tdm than khac.

- Tiéu hoa: tang tiét dich vi (acid va pepsin), giam san xudt chat nhay
(chét bao vé) do dé dé gay loét da day ta trang.

- Trén mau: lam gidm bach cau wa acid, giam s0" lugng té bao lympho, té
bao mono va té bao wa base. Nhung ting tao hong cau, ti€éu cau, bach cau
trung tinh va tang qua trinh déng mau.

- T6 chirc hat: rc ché tai tao td chirc hat va nguyén bao soi lam cham Ién
seo va cham lanh vét thuong.

« Téc dung chdng viém, chéng di (ng va tc chémién dich

- Téac dung chéng viém
Glucocorticoid rc ché phospholipase A2 thong qua kich thich tong hop

lipocortin, lam giam téng hop ca leucotrien va prostaglandin (Xem So do 16.4).

Ngoai ra né con c6 tac dung tc ché dong bach cau don nhan, da nhan,
lympho bao di vao mé dé gay khai phat phan &ng viém.

Vi vay thudc co6 tac dung chdng viém do moi nguyén nhan (co hoc, hoa
hoc, mién dich va nhiém khuén).

- Téac dung chong di ng
Khi di nguyén xam nhap vao co thé, né sé két hop dac hiéu véi khang thé

IgE. Phirc hop nay sé& gén vao bé mat cia dudng bao (t€ bao mast) va bach cau
lam hoat hoa phospholipase c¢c. Phospholipase ¢ x(c tdc cho qua trinh chuyén
phosphatidyl inositoldiphosphat thanh diacylglycerol va inositol triphosphat
lam thay d6i tinh thdm cla du&ng bao va lam v& bach cau, gidi phéng ra cac
chdt trung gian cta phan &ng di *ng nhv histamin, serotonin, bradykinin...

Glucocorticoid (¢ ché phospholipase ¢ do dé lam gidam gidi phdng
histamin va cac chat trung gian hoé hoc gay di &ng. Vi vay thu6c co tac dung
chong di tng (Xem So do 16.5).



So d6 16.4. Co ché' chdng viém cla glucocorticoid

So d6 16.5. Tac dung chéng di ting cla corticoid

- (rc ché'mién dich

Glucocorticoid trc ché mién dich do lam giam s6 lwgng té bao lympho (vi
thudc lam teo cac co quan lympho), trc ché chirc nang thuc bao, (cché sadn xudt
khang thé, (rc ché giai phéng va tac dung cla cac enzym tiéu thé, trc ché hoa
hwdng dong bach céu, tc ché s di chuyén cua bach cau.
3.1.4. Tac dung khéng mong muén

Phu, tang huyét ap do gilt natri va nwéc.

Loét da day, ta trang.

V&t thvong cham Ién seo. Dé nhiém tring.

Tang dwong huyét hodc lam ndng thém bénh dai thao duong.

Nhuoc co, teo co, mai co.

Lodng xuong, x0'p xwong.

R&i loan phan bd"még.

Suy thugng than cép khi nglrng thudc dot ngot.
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Ngoai ra c6 thé gap cac tdc dung khong mong muén khac nhu: duc thuy
tinh thé, mat ngu, réi loan tam than. Khi dung tai cho co thé gay viém da, teo
da, ran da...

3.1.5. Chi dinh

- Diéu tri thay thé khi vo thwgng than khong tiét di hormon (thiéu nang
vo throng than cdp va man hodc thiéu nang thwong than th phat do roi
ioan vung dwéi doi, r6i loan tuyén yén).

- Diéu tri cac bénh tv mién (bénh collagen) nhu: lupus ban do hé thdng,
viém khép dang thap, thdp tim va dung trong cac phau thuat cdy ghép
co quan dé chéng phan (ng loai manh ghép cla co thé.

- Diéu tri di ¢ng, soc phan vé va cac bénh lién quan dén phan &ng di (ng
nhu hen phé quan, viém mii di ¢ng, may day, viém da ti€p xuc...

- Diéu tri viém co, khép, viém da...

- Chan doan hoi chirng Cushing.

3.1.6. Choéng chi dinh

- Chéng chi dinh: loét da day, ta trang; man cam véi thudc; nhiém ndm,
virus; dang dung vaccin song.

- Than trong: dai thdo dwong; phu, cao huyét ap; lodng xwong. Do d6 phai
theo doi huyét 4p va glucose/mau.

3.1.7. Céac thudc trong nhom

Caéc thuoc trong nhém du c6 ngudn goc tv nhién hay tong hop déu cé cac
dac diém tac dung nhv nhau chi khac nhau vé mic do chong viém, gitr mudi
nuwdc va thoi gian tdc dung. Dva vao thoi gian tdc dung chia 3 nhém.

« Tac dung ngén: 8-12 gio

Hydrocortison (Cortisol), cortison.

Cortison va hydrocortison la san phdm ty nhién, tac dung chéng viém
yéu hon cac dan xuét tong hop, hai thuéc nay cd méc do tac dung twong ty nhu
nhau. Chlng thvong dwgc dung diéu tri cadc bénh do thi€u nang tuyén thwong
than va dung thay thé khi co thé thiéu hormon tuyén thwong than.

« Tac dung trung binh: 12 - 36 gi¢

Prednison, prednisolon, methylprednisolon va triamcinolon.

Céc thudc nay co tac dung chéng viéem manh hon hydrocortison 4-5 lan,
dong thoi it gilt natri va nwéc nén it gy phu va tang huyét 4p hon, nhung Gc
ché ACTH manh.

Prednison, prednisolon va methylprednisolon cha yéu dung lam thudc
chong viém, thudc (rc ché mién dich (diéu tri cac bénh ty mien).

Triamcinolon chlG yéu dung chdéng viém. Thubc nay it dnh hudng toi
chuyén hoa mu6i nvdc nhung gay nhiéu tac dung khéng mong muén véi co,
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xuong, khép nhét la triamcinolon chdm (Kenacort). Triamcinolon khong dung
cho nguoi dwdi 16 tudi.

e Tac dung dai: 36 - 72 gi¥

Dexamethason va betamethason la dan xudt c6 chta fiuor cla
prednisolon, it anh hudng tdi chuyén hoa mudi nwéc, co tac dung chdng viém
manh hon hydrocortison khoang 30 lan, thoi gian tdc dung kéo dai. Vi vay
chlng thudong dung diéu tri cac truong hop viém cédp, chdng soc phadn vé hay
phu nédo cap.

Thudc tc ché manh sy tdng trwedng, lam tang ti I8 mat xwong va tc ché
truc vung duwgi doi - tuyén vén - tuyén thwong than nén 2 thudc nay khong
phai la thu6c lva chon hang dau cho diéu tri viém man.

e Céc glucocorticoid dung ngoai

Céac glucocorticoid dung ngoai ciing c¢6 nhidu dang: bdi tai chd, nhé mat,
nho tai, phun mda... chd yéu diéu tri viém da va niém mac.

Céac ché pham chta clo, flo cla céac corticoid: fluocinolon, fluometason,
clobetason it hdp thu qua da hay dugc dung diéu tri viém da di ¢ng. Tuy nhién
khi bdi cac ché phdm nay trén da, chldng cling ¢6 kha nang hdp thu mot lwvong
nhdt dinh. Dac biét, khi da bi ton thvong kha ndang hap thu thudc qua da sé
tang, vi vay dung than trong véi cac vét thwong ho.

Cac ché pham dang khi dung betametason, beclometason (Becotide),
budesonid (Rhinocort), flunisonid...thwong dwgc dung diéu tri hen phé quan,
viém mii di &ng.

Tac dung khéng mong muén theong gip: khd miéng, khan giong, nhiém
nam & miéng va c6 hong. D& giam cac tac dung khéng mong mudn nay thi phai
slic miéng voi nwdc sau khi dung thubc.

3.2. Mineralocorticoid

Mineralocorticoid tw nhién c6 2 chat co ban la aldosteron va
desoxycorticosteron (DOC), trong dd aldosteron c6 tdc dung manh hon DOC
khoang 30 lan. Tuy nhién trong lam sang hay dung DOC hon vi aldosteron tac
dung qua manh.

Mineralocorticoid tong hop la fludrocortison.

3.2.1. Mineralocorticoid tv nhién

Tac dung

Céac mineralocorticoid cd vai tro di‘éu hoa ap sudt thdm thau cua dich
ngoai bao va thé tich mau trong co thé bang cach: tang cudng tai hdp thu Na+
va nudc, tang thai K+va H+ Vi vay khi dung liéu cao hodc kéo dai sé gay phu,
tdng huyét &p, gidm K+huyét va nhiem kiém.

Céac mineralocorticoid néi chung it &nh hudng téi chuyén hoa duong,
khong co6 tdc dung chdng viém va chdng di tng.

——y = =, = = =
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Bang 16.1. Mdt s6 ché phdm va liéu dung théng dung cla cac glucocorticoid

Tén thuodc
(Biét duwoc)

Hydrocortison

(Hydrocortison
acetat, succinat)

Prednisolon

Triamcilolon
(Kenacort, Triam)

Methylprednisolon
(Depo -Medrol)

Dexamethason
(Pred F)

Betamethason
(Celeston)

* Liéu dung con tuy thudc vao chi dinh, tinh trang bénh.

Chidinh

Liéu thwong dung cho nguoi I&n

Tan cong: 60 - 100mg/24h,
Duy tri: 20 - 80mg/24h, udng, tiém bip

uéng: 5 - 60mg/ngay

uéng: 20 - 40mg/24h
Tiém: 40 - 80mg/24h

uéng: tan codng: 5 - 8 vién/24h; duy tri:
1- 5 vién/24h

Tiém tinh: mach 20 - 60mg/24h
Tiém bap: 40 - 120mg/lan/10 ngay

uéng: 3 - 6mg/ngay

Tiém: 4 - 20mg/ngay, tiém bap, tiém
tinh mach.

Tan céng: 3 - 4mg /24h

Duy tri: 0,5 - 2mg/24h, tiém bap, tiém
tinh mach

Ché& pham

Vién nén 10mg, hén dich
125mg/5 mL, thuc m& tra méat

Vién nén, nang 5mg

Thudc m&, kem 0,5% va 1%

Vién nén 1, 2 va 4mg; 6ng tiém
40mg/mL, 80mg/2mL hodc
50mg/2mL (tdc dung cham)

Vién nén 4mg, hén dich
40mg/mL, 80mg/2mL, lo thuéc
bdt 20 va 40mg

Vién nén 0,5 va 1mg

Ong tiém 5mg/mL va 15mg/3mL
(dang mudi acetat)

Vién nén 0,25 va 0,5mg
6ng tiém 4mg/mL

thudc m&, nnd mat, tai

Thiéu nang tuyén thuong than man (bénh Addison).

S6c nhiém khuén va ngd doc cap.

Ngoai ra DOC con dugc dung trong nhugc co vi n6 cé tdc dung tdng
trwong lyc co.

Tac dung khéng mong mudn
Phu, tang huyét ap, trwong hop nang gay phu phéi.
Chépham va liéu dung

Desoxycorticosteron (Percorten, Syncortyi). Vién cdy dudi da dang tac
dung kéo dai, dung dich tiém 5mg/mL.

Téan cong 10 - 15mg/24h.
Duy tri 5mg x 2 lan/tuan.



3.2.2. Mineralocorticoid téng hop
Fludrocortison (Florinef)

Hép thu tot qua duong udng, lién két nhiéu véi protein huyét twong. Nira doi
sinh hoc trong huyét twong la 3 -5 gid. Thoi gian tac dung kéo dai 1,5-3 ngay.
Chuyén hoa chl yéu & gan, mot phan & than, thai trir chd yéu qua nwoc tiéu.

Fludrocortison la dan xudt téng hop clGa hydrocortison
(9a- Fluorohydrocortison) co6 tdc dung rat manh trén chuyén hoa mudi nwéc
(gdp 100 lan so véi hydrocortison). Ngoai ra con c6 tdc dung lién quan dén
chuvén hoé glucid (tic dung chdng viém) manh gép 10 lan hydrocortison. Do
tdc dung manh trén dién giai nén chat nay chi dung dwong uéng dé diéu tri
suy vo thwgng than va tang san vo thugng than bam sinh.

Tac dung khong mong mudn thwong gap lién quan dén chuyén hoa mudi
nwéc la giam K+huyét, gilt Na+ gay phu, tdng huyét 4p va mot sé tdc dung
khéng mong mudn lién quan dén chuyén hoa glucid (xem phan glucocorticoid)

Liéu dung: Nguoi Ién: 0,05 - 0,2mg/24h. Tré em: 0,05 - 0,Img/24h.

4. HORMON TUYEN TUY VA THUOC HA BUONG HUYET

4.1. Hormon tuyén tuy

Tuyén tuy vira la tuyén noi tiét, vira la tuyén ngoai ti€t. Cac hormon
tuyén tuy duwoc bai tiét & ddo tuy (dao Langerhans), bao gom:

- Glucagon do té bao alpha tiét ra, cé vai tro lam tang dudng huyét.
- Insulin do té bao beta tiét ra c6 vai tro lam giam dwong huyét.
- Somatostatin do té bao alpha tiét ra c6 vai tro c ché hormon GH cla
tuyén yén.
NGi chung cac hormon nay déu cd vai tro trong chuyén hod cla co thé, dac
biét duy tri nong do glucose mau 6n dinh, trong dé quan trong nhat la insulin.

4.1.1. Insulin
Ngudn g6c - cdu truc
Insulin do té bao p ddo Langerhans tiét ra.

DE lam thudc: insulin co6 thé chiét tir tuyén tuy cla bo hay lgn, ban téng
hop hodc dung phwong phép tai té hop gen.

Cau trac: insulin la hormon protein c6 ban chat acid, trong lwgng phan ti
5600 dalton, duoc cdu tao tir 51 acid amin gdm 2 chudi: chudi A c6 21 acid amin,
chudi B ¢6 30 acid amin. Hai chudi duoc nbi véi nhau bang 2 cau disulfid va co
cau disulfid tht 3 ndm trong chudi A. Phan dic hiéu (d&c biét cla loai) chi tap
trung vao mot s acid amin (s, 9, 10 va 11, 12, 14 cia chudi A va dic biét 30 cla
chudi B). Khi phé v& cau disulfid thi tdc dung cda insulin sé& bi mat.

— o —
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Receptor cda insulin
Receptor cla insulin la glucoprotein duoc cdu tao bdi:

- Hai ~chuc’)i a giéng nhau cé trong lwgng phan t&¢ khodng 130.000 dalton.
Chubi a von ra méat ngoai clla mang té bao va chira 1 vi tri dac hiéu dé
nhan dién insulin.

- Hai chudi p giéng nhau c6 tronglwong phan tir 90.000 dalton nam & gita
mang véi goc carbonyl é phia bao twong. Chu6i p cd hoat dong tyrosin kinase.

Khi insulin két hop vo&i chudi a thi chudi B s& xtc tac cho phan ng
phosphoryl hoa géc tyrosin cta ban than né. Noi cach khac la thu thé insulin
sau khi két hop vai insulin c6 tic dung nhu protein kinase doi voi ban than
minh, tlc la tw phosphoryl ho4. Phan Gtng tv phosphoryl hod & vi tri xUc tac
ctia chudi p 1am tdng kha ning phosphoryl hoa nhitng géc tyrosin cla nhitng
protein & nhitng bao twvong cla té bao dich.

Sv két hgp insulin véi thu thé cta nod lam tang téc do van chuyén glucose
qua mang té bao bang cach lam giau chat van chuyén glucose & mang té bao
(Xem so do 16.6).

Duwoc dong hoc

Khi udng, insulin bi thuy phan 6 duong tiéu hoa lam mat tac dung. Dung
dudng tiém: hap thu qua dudng tiém bap nhanh hon dudi da, khi that khan cép
c6 thé tiém tinh mach. Thoi gian ban thai ngan (<10 phat néu tiém tinh mach)
nén nguoi ta thuong bao ché dudi cac dang phoi hop voi kém va protamin dé duy
tri tac dung kéo dai. Insulin chuyén hoa & gan bang phan (ng thuy phan day néi
peptid va cét cau disuliid 1am mét hoat tinh. Insulin thai trir qua nuéc tiéu.

So d6 16.6. Receptor ca insulin



Bang 16.2. Mot s6 thong s6 dugc dong hoc cda cac loai insulin

. . Thoi gian dat Cmax Thoi gian tac dung
Loai insulin N N
(gio) (givY)

Tac dlung ngan . . N 1-2 5-7
Insulin thudng, insulin hoa tan
Tac dung trung binh 4-12 20-28
Isophane
Tac dung kéo dai 10-20 36

Insulin k&m, insulin protamin kém

Tac dung va co ché
- Trén chuyén hoa glucid:insulin c6 tac dung lam gidm glucose méau do:

+ Gilp glucose dé xam nhap vao té bao, dic biét Ia cac té bao gan, co va

mo6 m& bang cach lam gidu chét van chuyén glucose & mang té bao.

Co ché: dau tién insulin két hop voi receptor, phirc hop insulin - receptor
sé ti phosphoryl hoé tao tin hiéu dan truyén t6i nang du trit trong té bao
(nhitng nang dv tr nay mang nhirng protein van chuyén nhay cam véi insulin),
cac nang sé di chuyén t6¢i mang té bao, hoa vao mang té bao va hvéng chat van
chuyén glucose ra ngoai mang té bao do do lam tdng cwdng van chuyén glucose
lam cho glucose vao té bao véi toc do nhanh. Khi ndng dd glucose ndi bao cao sé
thic day insulin ra khoi receptor, nhirng chéat van chuyén glucose lai dugc thu
hdi vao nhirng nang boc kin dé tré lai kho dv trir & ndi bao (Xem So do 16.7).

+ Thuc ddy téng hop va trc ché phan huy glycogen bang cach kich thich

glycogen synthetase va Uc ché glycogen phosphorylase.

Khi thiéu insulin, té bao khoéng st dung duoc glucose va glucose ciing
khong chuyén thanh glycogen dé dv tri* & gan dugc. Hau qua la tdng glucose
mau va glucose niéu (dac trwng cla bénh dai thao duong).

Hién nay, nguoi ta da biét c6 5 hé van chuyén glucose. Si phan bd va chic
nang cla cac hé van chuyén duoc téng két & Bang 16.3.

Trong cac hé van chuyén trén, dang quan tdm nhét la GLUT 4 va GLUT
2. GLUT 4 la hé van chuyén co vai tro quan trong trong viéc lam giam glucose
mau. Khi ¢ tdc dung cuta insulin, GLUT 4 dugc gidi phéng nhiéu tlr cdc nang
du trlr trong t€ bao co va mé m&. GLUT 2 c6 nhiéu & té bao p dao tuy, nhiing
sai sot trong qua trinh van chuyén glucose thong qua GLUT 2 s& dan dén
giam bai tiét insulin.

- Trén chuyén hod lipid: tdng téng hop va dy tri lipid & gan, ngan can
phan gidi md va (c ché tao cac chdt cetonic nho Gc ché hoat tinh cla
lipase nhay cdm véi hormon. K&t qua, lam gidm néng do acid béo ty do
va glycerol trong huyét tvong.

- Trén chuyén hoa protid: thuc ddy ddng hoa protid bang cach lam acid
amin dé xam nhap vao té bao dé tdng hop protein. Dic biét 6 thanh
mach, insulin tham gia vao tao glycoprotein cdu tric, do dé néu thiéu
insulin thanh mach dé bi tén thuong.
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So d6 16.7. Cd ché van chuyén glucose qua mang cla insulin

1 Insulin két hop v&i receptor; 2. Tao tin hiéu dén nang du trir & trong té bao;
3. Nang di chuyén t6i mang té bao; 4. Nang dinh vao mang té bao, hwéng chat van
chuyén glucose ra ngoai; 5. Hoa nhap vao mang; 6. Glucose vao té bao v6i téc do
nhanh; 7. Nong dd glucose ndi bao tidng sé& day insulin ra khoi receptor;
8. Chét van chuyén dirgc thu hdi vé nang du trik.

Bang 16.3. Cac hé van chuyén glucose (GLUT)
Hé van chuyén Vi tri Chtrc néang

GLUT 1 Tat ca cadc md, dac biét & hong cau  Nhap glucose vao té bao
va néo Van chuyén glucose qua hang rao mau nao
GLUT 2 Té bao p dao tuy, gan, than, rudt biéu hoa giai phéng insulin, qua dé
diéu hoa glucose ndi moi

GLUT 3 N&o, than, nhau thai, cac moé khac Nhap glucose vao té bao than kinh va
cac mod khac

GLUT 4 Té& bao co, md mo Nhap glucose vao té bao qua trung
gian insulin
GLUT 5 Rudt, than Hap thu fructose
Chi dinh

Diéu tri bénh dai thdo duong typ | (dai thao dwong phu thudc insulin).



Diéu tri dai thao duvong typ Il khi cac thuéc chong dai thdo dwong tong
hop khéng con hiéu qua.

Tré em gay yéu, kém an, suy dinh dudng, nén nhiéu va roi loan chuyén
hod duong (thwong truyén glucose két hop voéi insulin).

Gay con soc insulin dé diéu tri bénh tam than (tao con ha glucose huyét
dot ngdt va manh).

Tac dung khéng mong mudn
Throng gap va nguy hiém nhat la ha dwdng huyét, triéu chirng gdbm toat
mo héi, run, déi, rdi loan thi giac, méat y thirc.
Céc phan @ng di ¥ng hay gdp khi dung insulin dong vat. D€ han ché
phan (ng di *ng nén dung prednisolon trwéc.
Ngoai ra: teo md m& hodc phi dai mé md tai chd tiém, ha kali huyét do kich
thich bom Na+#K+ATPase (ddi khi con tng dung insulin diéu tri ting K+huyét).
Twong tac thuoc
- Cac thu6c lam tang tadc dung cua insulin gom: thu6c ha dwong huyét
sulfonylure, ethanol, salicylat, chen beta (vlta tdng tdc dung dong thoi che
day cac triéu chirng ha duong huyét cla insulin nén phai hét strc than trong).
- Thub6c lam gidm tac dung cla insulin: adrenalin, glucagon, vién ufng
tranh thai, phenytoin, clonidin, chen kénh Ca+..
Chépham va liéu dung
éng tiém chta 5, 10, 40 va 80 hoac 100 Ul/mL.

O Viét Nam thuong c6 2 ham leong 40 Ul/mL (lolOmL dung cho bom
tiém) va 100 Ul/mL (6ng 3mL dung cho bt tiém).

Cac ché& phdm insulin c6 nhidu dang chd yéu tiém dwdi da, tiém bép
(titm tinh mach dang insulin tac dung ngan, khi hén mé dai thao duong).
Hién nay bat dau dua insulin dang hit vao st dung.

- Insulin tac dung nhanh’, cac insulin hoa tan hay insulin thuong c6 thé tiém
bap, dw¢i da va tinh mach. Biét duoc: Actrapid MC, Valosulin, Neusulin.
- Insulin, tdc dung trung binh: insulin isophan (protamin insulin), insulin

2 pha, insulin globin kém, insulin kém. Biét duoc: Insulatard HM,

Monotard HM, Umulin zinc, Semilente MC.

- Insulin tac dung cham: insulin protamin kém va insulin kém dang hdn dich.

Biét dugc: Ultra iente MC, Lente MC, Umulin zinc, Insulinum lente Cho - s.

Liéu dung: tuy thudc vao nhu cau cla tirng ngudi bénh.

Liéu khdi dau cho nguoi loén thong thwong 20 - 40 Ul/24h, tang dan
khoang 2Ul/ngay cho tdi khi dat dwgc néng dd mong mudn trong mau.



(WHO khuyén cédo ndng db glucose trong mau tinh mach toan phan khi
déi duy tri trong khoang 3,3 - 5,6 mmoL/L hay 60 - IOOmg/dL).
4.1.2. Glucagon

Tac dung

Tang glucose mau, tang acid lactic, acid pyruvic va acid béo tv do trong
huyét tuong.

Liéu cao kich thich tuyén thugng than bai tiét catecholamin gay cwong p -
adrenergic lam tang hoat dong cla tim.

Co ché: glucagon hoat hoa adenylcyclase mang té bao lam ting AMPc,
hoat hoa phosphorylase & gan tang chuyén glycogen & gan thanh glucose.

Chidinh

Ha glucose mau do dung qua liéu insulin hodc khi con séic insulin kéo dai
(két hop véi glucose).

Diéu tri s6c (dung thay isoprenalin).

Chén doan ching tang glycogen.

Chépham va liéu dung

Lo thudc bt pha tiém Img.

Thwong dung ngwoi Ién Img/lan, tré em 0,5mg/lan.

4.1.3. Somatostatin
Somatostatin la hormon (c ché sy bai ti€t hormon tdng truéng GH,
insulin va glucagon. Chat nay it ¢’ng dung trong lam sang.
4.2. Thubdc ha dvong huyét dang ud'ng
4.2.1.Nhom suifortylure
Thé hé I: tolbutamid, chlorpropamid, tolazamid, acetohexamid.
Thé hé IlI: glyburid, glipizid, gliclazid... ¢6 tAic dung manh hon thé hé I.
Duogc ddong hoc
Cac thudc déu hap thu tét qua duong tiéu hoa, lién két vbi protein huyét

tvong manh tlr 90 - 99%. Chuyén hoa & gan va thai trlr qua nuoc tiéu, thoi
gian ban thai tr 3 gio (glipizid) dén 36 gio' (chlorpropamid).

Tac dung va coché

Tac dung quan trong nhat la kich thich trwc ti€ép té€ bao béta dao
Langerhan cla tuyén tuy tang san xudat insulin lam gidm n6ng d6 glucose mau.

Lam tdng s0"lugng receptor cla insulin & cac té bao, dac biét la cac té bao
m&, héng cau, bach cau don nhan, do dé lam tang tac dung cla insulin.



trc ché nhe tac dung cla glucagon nén ciing gay ha glucose méau.
Cac thudc nay khong co tac dung khi cothé khéng con kha nang tang tiét insulin.

Chi dinh

Diéu tri dai thdo duwong typ Il (khdng phu thudc insulin).

Tac dung khéng mong mudn

Ha duong huyét, r6i foan tiéu hoa, vang da (* mat, mdi co, di cam, chdng
mat, roi loan tam than, ban da, roi loan tao mau...

Chéng chi dinh

bai duwong typ I, phu nit cd thai, nguti suy gan than.

Tuong tac thuéce

Sulfonylure canh tranh vi tri gan voi protein huyét tvong nén lam ting tac dung
cla céc thude: dicoumarol, phenytoin, salicylat, phenylbutazon, sulfamid...

Thudc lam tdng tac dung cta sulfonylure: cloramphenicol, IMAO, probenecid...

Thudc lam gidm tac dung cla sulfonylure: corticoid, thudc tranh thai, rifampicin...

~ Dac biét khdng phdi hop sulfonylure voi cac thude ke ché p - adrenergic vi
dé gay nhip tim nhanh, tidng huyét dong va tdng tac dung ha glucose méau.

Chépham va liéu dung
Xem Béng 16.4.

Bang 16.4. Pac diém duoc dong hoc va ligu dung cla dan xuét sulfonyl ure

Thoi gian ban thai
(gio)

Tén thudc

Tolbutamid
(Dolipol)
Acetohexamid
(Dymelor)
Chlorpropamid
(Diabines)
Tolazamid
(Tolinase)
Glipizid
(Glibenes)

Glyburid -10

4-5
6-8
36
7

2 -4

4.2.2. Dan xudt biguanid

Tac dung va coché

Thoi gian tAc dung

(gio)
6 -12

12 - 24

60

12-24

10-24

24

Liéu thwong dung
(mg/24h)

250 - 3.000

250- 1.500

100 - 500

250 - 500

5-40

2,5 -20

Cac dan xuét biguanid trc ché hdp thu glucose & rudt, ting nhap glucose
vao té bao, kich thich phan huy va (c ché tai tao glucose. Ngoai ra con lam

giam lipid mau.



Chi dinh
Diéu tri dai thdo duong typ II.
Tac dung khéng mong muén

Tang acid lactic gay toan mau, miéng co vi kim loai, budn nén, tiéu chay.
Dung kéo dai gay chan an, dang miéng, sut can.

Chong chi dinh

Nguoi mang thai, suy gan than, suy tim va suy ho hap.

Céac thudc

Metformin (Glucophage): vién 500mg, liéu thwong dung: 1 - 3g/24h.
Buformin (Insoral): vién 50 va I0Omg, liéu dung 100 - 300mg/24h.

4.2.3. Thudc c chéalpha glucosidase
Acarbose
Tac dung va co ché

Acarbose la mot tetrasaccharid, it hdp thu & dudng tiéu hod va c ché
canh tranh vo6i enzym a - glucosidase & rudt non (la enzym phan gidi cac
disaccharid va polysaccharid thanh monosaccharid) lam gidm va lam ch&m
hdp thu carbohydrat & rudt non nén cé tac dung chdng tang duong huyét sau
khi &n. Khac voi sulfonylure, acarbose khong lam tang tiét insulin va khong
lam ha dwong huyét.

Chi dinh
Don tri liéu hodc phdi hop voi sulfonylure dé diéu tri ti€u dwong typ 1I.
Tac dung khong mong muén

Puong mia va thuc phdm c6 duong dé gay dau bung vatiéuchay do
cacbohydrat khong dugc hap thu sé 1én men & dai trang.

Thuwong gdp trén tiéu hoa nhw day chwéng va dau bung, tiéuchay,budn
non. Ngoai ra gay rdi loan chirc ndng gan, ngtra, phat ban.

Chong chi dinh

Viém rudt, dac biét co loét.

Ngu0i suy gan, tang enzym gan.
Nguoi mang thai, thoi ky cho con ba.
Ha dwdng mau, nhiém toan.

Twong tac thudc

Lam can tré hdp thu sét.



Thudc khang acid, cholestyramin, chat hdp phu va cic enzym tiéu hoa
lam gidm tac dung cla acarbose khi dung dong thoi.

Chépham va liéu dung
Glucobay, vién 50 va 100mg.
Khoi dau: 25mg/24h, sau tang dan lidu moi 4 -8 tuan.

Liéu duy tri: 50 - 100mg x 3 lan/24h. Thuéc nén udng vao dau bita an.

4.2.4. Céac thiazolidindion

La céc thudc co6 tac dung lam tang nhay cam cla insulin & mé dich. Gom
co: rosiglitazon, pioglitazon, ciglitazon va troglitazon.

Tac dung chinh cla cac thiazolidindion la lam giam sy khang insulin
tang nhap glucose vao té bao va tang chuyén hoa glucose & cac md co, mé mo.
Chung ciing c6 tdc dung ngan can su thoai héa glycogen & gan va tac dung
trén chuyén hoa lipid, giang héa cia hormon budng trirng.

Chung cling c6 tac dung ngdn can sy thoai héa glycogcn & gan va tac
dung trén chuyén hoa lipid, tham gia vao giang hoa hormon budng tritng, tac
dong Ién huyét ap va hé thdng thuy phan fibrin.

Mot trong nhirng tac dung rd nét clia cac thudc nay la cé sw phan bd"lai mo.
Céc thiazolindindion lam gidm m& trong ndi tang va tang khoi lwvgng mé dwdi da.
Tuy vay, cac thiazolindindion néu dung mot minh, céc thiazolindindion khong
lam tang can.

Céc thiazolindindion cé thé phuc hdi lai ndng do glucose mau vé binh
thwong ma khong gay ha duong huyét. Tuy nhién, néu dung cung sulfonylurea
va insulin thi cé thé gay ha dvong huyét va can phai chinh liéu.

Diéu tri lau dai bang thiazolindindion s& lam giam triglyceride huyét va
tang nhe HDL, LDL. T4t ca céac thiazolindindion déu dwoc chuyén hda qua hé
thong Cyt P40 & gan va cd thé anh hudng dén sinh kha dung cla céac thudc
khac khi dung cung, chdng han thudc tranh thai dwong udng. Tac dung khéng
mong mudn cla cac thudc nay la gay thiéu mau nhe va gay ton thvong gan,
dan dén suy gan khoéng hoi phuc va co thé tir vong do suy gan, dic biét la
troglitazon. Rosiglitazon va pioglitazon it gay doc cho gan hon va cd thé duoc
xem nhu la moét liéu phap thay thé cho sulfonylurea hodc insulin cho bénh
nhén déi thdo dudng typ II.

Bang 16.5. Liéu dung cla mot so thiazolidindion

Tén thudc - biét dugc Liéu dung (mg/24h)
Pioglitazon (/\ctos) 15-45
Rosiglitazon (Avandia) 2-8
Troglitazon (Rezulin) 200 - 600



5. HORMON TUYEN GIAP VA THUOC KHANG GIAP

5.1. Hormon tuyén giap

Hormon tuyén giap thuong duoc goi la “hormon chuyén hoa” cla co thé.
C6 2 loai hormon khac nhau dugc san xudt tr tuyén giap: thyroxin (T4 va
triiodothyronin (Tg); kiém soat tdc dd chuyén hoa cla co thé va qua trinh oxy
hoa cla té bao.

Calcitonin: c6 vai tro chl yéu diéu hoa nong do calci mau.

5.1.1. Hormon T3va T4
Sinh tdng hgp hormon tuyén giap

Thuy trwéc tuyén yén bai tiét ra hormon huéng gidp TSH, chat nay kich
thich tuyén giap bai tiét ra hormon tuyén giap la thyroxin va triiodothvronin.
Pé tong hop ra 2 hormon nay can ngudn iod tir thirc an. lod tir thiec an dudi
dang mudi iodid sau khi hdp thu vao mau sé dwgc chuyén t¢i tuyén giap. Tai
day sé x4y ra quéa trinh oxy hod iodid thanh iod ty do nho enzym peroxydase.
ROi iod ty do s& k&t hop voi cac tién chat cla tuyén giap la tyrosin ndm trong
phirc hop thyroglobin dé tao thanh hormon tuyén giap. Qua trinh nay ciing
duoc thuc hién nho enzym peroxydase.

Tac dung

Hau hét cac té bao trong co thé, dac biét la co va té bao than kinh (trir
ndo va tinh hoan nguoi trudng thanh) la té bao dich cia hormon tuyén giap.

- Trén qua trinh chuyén hoa:

+ Trén qud trinh sinh nhiét: hormon tuyén giap lam tang tiéu thu oxy
va sinh nhiét 6 hau hét cac mo.

+ Trén chuyén hoa hydratcacbon: hormon tuyén giap lam tdng cuong
hdp thu glucose & rudt, giam tong hop glycogen & gan va tang st dung
glucose & cac mo.

+ Trén chuyén hoa protid: kich thich téng hop protein, cé thé truc ti€p qua
quéa trinh hoat hod ARN - polymerase hodc gian ti€p qua kich thich bai
tiét hormon tang truéng GH. Liéu cao gay tang thoai hoa protein.

+ Trén chuyén hoa lipid: tdng cwong phan huy lipid nhéat la triglycerid,
phospholipid va cholesterol, Tang tao acid mat tir cholesterol lam gidm
cholesterol mau. Vi thé thiéu nang tuyén giap sé gay tang cholesterol mau.

+ Trén chuyén hoa mudi nuoc: tang strc loc 6 ciu than, gidm tai hap thu
& Ong than va cd tac dung loi tiéu.

+ Vo6i cac vitamin: hormon tuyén giap lam tang s dung cac vitamin:
thiamin, riboflavin, acid ascorbic va cyanocobalamin. Vi thé khi wu
nang tuyén giap can phai bd sung cac vitamin nay.


http://www.adultpdf.com

- Trén qua trinh tang truéng
Hormon tuyén giap can cho sy phat trién clia ndo nhét la trong giai doan
hinh thanh, gitp phat trién xwong, rang, dinh dwdng da, 16ng, téc, mong (két
hop véi GH). VT vay, néu co thé thiéu hormon nay trong giai doan phat trién sé
gay cham phat trién tri tué, tré dan don, phu niém dich, cham I6n, nguoi lun,
chi ngan, bap thit mém nhiin...
- Trén coquan
+ Trén tim: lam tang stc co bop tim, tang nhip tim va tang nhay cam voi
catecholamin.Vi vay, khi cuong tuyén giap tim dé bi kich thich.

+ Trén than kinh: kich thich than kinh trung wong gay bon chon, bit
rivt, néng nay, hay lo ldng va mat ngd. Ngoai ra con gay tdng phan xa,
run chéan tay.

Uu nang tuyén giap gay bénh Basedow: biéu hién la bénh nhan dé xuc
dong, lo lang, néng nay, tang chuyén hoa co ban, tang nhip tim, da néng, giam
can, 16i mat va phi dai tuyén giap. Diéu tri bang cac thudc khang giap.

Chidinh

Diéu tri thay thé khi co thé khong tiét di hormon tuyén giap: thi€u ndng
tuyén, sau khi cat tuyén giap, viém tuyén giap.

DPiéu tri budu cd don thuan.

Ngoai ra con dung trong chan doan bénh tuyén giap, diéu tri phoi hop voi
cac thube hly md tuyén giap (dé tranh suy gidm chiic nang tuyén giap qua miec).

Chong chi dinh

Cuwong tuyén giap, suy tim mat bu.

Cac thuoc diéu tri
Levothyroxin (Ti, Levoxin, Synthroid, Levothroid)

Levothyroxin la ché phdm téng hop c¢d nhiéu wu diém hon ché pham tw
nhién nhu cé hoat lwvc manh, thoi gian ban thai kéo dai nén ngay chi can dung
1 lan, thuoc it gay di &ng va co thé dung diéu tri lau dai.

Ché pham: vién nén 25|ig, ng tiém 100ixg/mL dlng tiém tinh mach.

Liéu dung: khéi dau 757g/24h sau dé duy tri 100jig/24h.

Liothyronin (T& Cyiomel)

Liothyronin 1a mudi cta L - triiodothyronin, c6 thoi gian ban thai ngan
nhung hoat tinh lai manh hon levothyroxin khodng 4 lan, doc tinh véi tim
cling cao hon. Thudc nay thuwong dung trong treong hop can tac dung nhanh
hodc dung chuan bi cho chiéu xa & bénh nhan u tuyén giap.

Ché pham: vién nén 25/0,g.

Liéu dung: 25 - 100|xg/24h.



Liotrix (Euthroid, Thyrolar)

Liotrix 1a hdn hop cla levothyroxin (T4 va liothyronin (T3 theo ti 18 4:1.
Sy phdi hop theo cach nay lam cho tac dung cla thudc giéng voi hormon tuyén
giap tw nhién trong co thé hon, do dé cé lgi cho diéu tri hon. Céc chi dinh, tac
dung khéng mong mudn va chéng chi dinh gidng nhv levothyroxin,

Ché pham: vién nén 25jxg liothyronin va l00fig thyroxin.

Liéu dung: kh&i dau 1/2 vién/24h, sau tdng dan, liéu duy tri 1- 1,5 vién/24h.
Thyroglobin va thyroid

La cac chat ¢d ngudn gbc tu nhién duoc chiét xudt tir tuyén giap cla cac
loai déng vat co ti 1é T4va Tg khoang 2,5:1, hién nay it dung vi hay gay di &ng
va ti 1é Tava Takhong 6n dinh gitra cac loai.

Liéu dung:

Thyroid: khéi dau 15|ig/24h sau tang dan - duy tri 60|ig/24h.

Thyroglobin: khéi dau 30mg/24h sau tang dan, duy tri 60 - 180p.g/24h.
5.1.2. Calcitonin

Tac dung

C6 vai tro chl yéu la diéu hoa ndng dd calci mau (két hop voi PTH va
vitamin D).

Calcitonin c6 tdc dung lam gidm nong do calci mau (tdc dung nguQc voi
PTH) theo céac cach sau:

Lam gidm hdp thu calci tr dwong tiéu hoa.

Tang thai trr calci, natri, magnesi va phosphat.

Uc ché huy dong calci tir xwong (k¢ ché tiéu xwong).

Calcitonin dwoc ding tiém bap hodc tiém dwéi da. Thudc it lién két vai
protein huyét twong, chuyén hoa nhanh & gan va than. Thoi gian ban thai
khoadng 20 pht.

Chidinh

Diéu tri tAng calci mau do cac nguyén nhan:

- Cuong tuyén can giap.
- Nhiém doc vitamin D.
- Ung thu tiéu xuong.
- Bénh Paget (viém xwong bién dang).
Tac dung khéng mong mudn
~ Thuong gap la cac phan ¢ng di (ng: budn non, noén, ban da, may day, co
that éng tiéu hoa...
Chépham va liéu dung
- Ché pham:



Calcitonin (Calcitar) c6 cac dang ché pham tw nhién chiét tlr dong vat va
dang tong hop. Néi chung dang téng hop cd tac dung manh hon va thoi gian
tac dung kéo dai hon.

Dang tiém: Calcitonin ca hoi, 200UI/mL, 6ng 2mL.
Calcitonin nguoi, éng tiém 0,5mg.
Dang xit mdi: lo 2mL chia liéu 200 Ul/lan xit.
- Liéu dung: tuy theo chi dinh nhwng thwong dung.
Calcitonin céa hdi: 50 -100UI x 1 - 3 lan/24h.
Calcitonin nguoi: 0,5mg x 1- 2 lan/24h.

5.2. Thudc khang giap tong hop

Thuéc khang giap déu co6 ngudn goc téng hop héa hoc. Tac dung cla
nhom thudc nay la Gc ché téng hop va giai phéng hormon tuyén giap, vi vay
dwgc dung diéu tri wu nang tuyén giap (bénh Basedow).

Cac thudc trong nhém bao gom:

5.2.1. Cac chat rc chégidiphong hormon hudng gidp cla tuyén yén
Dung dich Lugol manh (5%)

- Thanh phan: 5¢g iod + 10g kaliiodid/IOOmL nuéc.
lod trong dung dich iodid sau khi dwgc hdp thu vao mau sé tap trung vao

tuyén giap, roi thai trlr cham qua nwdc tiéu.

- Tac dung: 6 ndng dd cao hon ndng do sinh ly, iod sé k¢ ché hormon huéng
giap, lam giam téng hop hormon tuyén giap, vi vay, lam giam thé tich
tuyén giap va co nho mach mau cta tuyén giap. Thuong ding trude khi
phau thuat tuyén giap.

- Liéu dung: 2-6 giot/lan x 3 1an/24h, trw6c bita an, dung lién tuc 10 ngay
trwdc khi phau thuat.

Cac thu6c khéc: kaiiiodid, natriiodid.
5.2.2. Cac chéat (rc chétdng hop hormon tuyén giap
5.2.2.1.Propylthiouracil (PTU)

Duwoc dong hoc

Propylthiouracil hdp thu duwgc qua dutng tiéu hoa. Noéng do tdi da trong
huyét twong sau khi udng 1 -2 gi¢. Thudc tap trung nhiéu & tuyén giap. Thoi
gian ban thai khoang 1 gio. Chuyén hoa nhanh va thai trlr qua nwdéc tiéu.
Thuoc qua dugc nhau thai va sira me.



Tac dung

Propylthiouracil c¢6 tac dung &c ché téng hop hormon tuyén giap bang
cach trc ché quéa trinh oxy hoa iodid thanh iod tv do va tc ché sy gén phan ti
iod vao tién chat cla tuyén gidp. Ngoai ra n6 con co6 tac dung c ché qué trinh
chuyén Tathanh T3 & ngoai vi...

Chi dinh
Diéu tri vu nang tuyén giap.
Tac dung khéng mong muén

Suy tuyén giap (cé thé tao buwdu), giam bach cidu, mat bach cau hat, chay
mau, sung huyét. Ngoai ra gay roi loan tiéu hoa, doc voi gan, tdng tiét dich &
duong hd hép.

Liéu dung
Khai dau: 300 - 400mg/24h, chia 3 lan. Duy tri: 100 - 150mg/24h.
5.2.2.2. Methimazol

Methimazol c6 tac dung va co ché tvong tv nhv PTU nhwng c6 tac dung
manh gdp khodng 10 lan PTU va thoi gian tac dung kéo dai hon. Thoi gian
ban thdi khodng 5 gio.

Liéu dung:

Khéi dau, 15 - 60mg/24h chia 3 lan.

Liéu duy tri 5- 15mg/24h.
5.2.2.3. Cac thudc khac

Methylthiouracil (MTU), thiamazol (tiasolan), carbimazol (Neomecazol):
tac dung tuong tu propylthipuracil (PTU).

5.2.3. Cac chéat trc chénhéap iod vao tuyén giap

Kaliclorat: ¢6 tdc dung lam gidm hap thu iod cla tuyén giap. Thudc chu
yéu dung diéu tri wu nang tuyén giap nhe hodc trung binh. Tac dung khong
mong muén thudng gap la gady mat bach cau hat.

5.2.4. Cac chdtpha huy mo tuyén giap

- lod phéng xa (113): c6 thoi gian ban thai dai (s ngay). Liéu nhé thuong dwoc
dung diéu tri wu nang tuyén giap, liéu cao dung diéu tri ung thu tuyén giap.
Ngoai ra, n6 con dwoc dlng trong chan doan chirc nang tuyén giap.

- Chiéu tia gama, tia beta dé pha huy té bao tuyén gidp. Tuy nhién
phrong phap nay it thyc hién vi bénh nhan lai dé bi phu niém dich,
nhéat la & nguoi tré tudi. Vi vay chi ap dung phuong phéap nay cho bénh
nhan trén 45 tuoi.



6. HORMON TUYEN CAN GIAP

Parathyroid hormon (PTH)
Tac dung
PTH la hormon cua tuyén can giap, c6 cau trac polypeptid. PTH cung vo&i
calcitonin cua tuyén giap va vitamin D c6 vai tro diéu hoa nong do Ca+ mau.
PTH c6 tac dung lam tang ndng d0 Ca+méau theo 3 cach:
- Tac dung tryc ti€p trén than lam tang tai hdp thu calci va giam tai hédp
thu phosphat.
- Té&c dung tryc ti€p trén xwong lam tang huy dong calci tr xwong vao mau.
- Téc dung gian tiép tiang hap thu calci thong qua kich thich chuyén hoa
vitamin D thanh 1, 25 dihydroxy cholecalciferol la dang vitamin D c6 hoat
tinh (xem thém phan vitamin).
O ndng dd sinh ly, PTH c6 tac dung duy tri ndng dd Ca+ méau. O ndng do
cao, PTH lam tdng Ca+-mau va tang tiéu xwong.
Nhuwgc nang tgyén can giap gay giam calci mau, gay cac triéu ching khac
nhw chan tay co quap, di cdm, co that co tron, nhip tim nhanh..
Uu nédng tuyén can giap gay tang calci mau, tang calci niéu va cac triéu
chitng khéac nhw rung téc, dé gdy méng tay, héng men rang, dé xuc dong, lo Iang...
Chidinh
Diéu tri cac bénh do gidm calci méu.
Hién nay thuong dung truc tiép calci, c6 thé phoi hop véi vitamin D dé diéu tri.

7. HORMON SINH DUC VA THUOC TRANH THAI

7.1. Hormon sinh duc nam

7.1.1. Testosteron

Ngudn géc

Trong co thé testosteron duoc té bao ké tinh hoan tiét ra. Ngoai ra vo
thuong than, budng tri’ng va nhau thai cling tiét ra mét lwgng nhaé.

Duwoc dong hoc

Testosteron hap thu dwgc cd qua dwdng udng va duong tiém nhwng dwong
uong tac dung kém vi bi chuyén hod nhanh 6 gan. Ngoai ra c6 thé dung qua
duong cdy duti da, dan trén da, dat truc trang, dang kem. Testosteron sau khi
hap thu duoc van chuyén téi té bao dich. Tai day dwdi tac dung clia enzym 5a -
reductase, nd chuyén thanh dihydrotestosteron la dang cé hoat tinh (vi vay
khi co thé thiéu enzym 5a - reductase thi testosteron cting khong phat huy
duwoc tac dung). Thudc thai trlr ch yéu qua nudc tiéu.

Tac dung

- Tac dung hormon (tac dung androgen)



Testosteron lam phat trién gidi tinh va co quan sinh duc nam nhu tuyén
tién liét, tai tinh, dwong vat...

Kiém soat va duy tri chitc ndng sinh tinh triing
Tao ra cac dac tinh tht phat cta phai nam nhuw giong néi tram, vai rong,
co lon...

Tac dung dbi lap véi estrogen.
- Téc dung tang dudng

Testosteron c6 tac dung lam tang dQng hoa protid, gil* nito va cac mudi
calci, phospho do dé lam tang khoi lvong bap co va tdng khdi lwgng xuong.

Ngoai ra lam tadng tao hong cau thdong qua kich thich san xuéat
erythropoetin & than va kich thich tryc ti€p tuy xwong. Tang lipid mau nén khi
dung lau dai c6 thé gay xo vira dong mach.

Tac dung khéng mong mudn

Dai voi niv: gay bénh nam hoad nhu phu n* moc rau, nhiéu trirng c4, gidm
kinh hodc vé kinh, nguc teo, thay ddi giong néi. Phu ni* mang thai ma dung
testosteron, dira tré sinh ra co thé bi lwvdng tinh gia, tham chi t& vong.

VOi nam gi¢i: néu dung lau dai c6 thé gay giam chirc nang sinh duc, Uc
ché tuyén yén va tinh hoan lam gidm san xudt testosteron, giam san xudt tinh
trung va khong tao tinh trung. Dac biét kich thich sy phat trién cla cac khoi u
tuyén tién liét. Vi vay khong dung cho ngudi gia hodc nguoi bi ung thu tuyén
tién liét.

& ca hai gigi: gitt mudi nwdc gay phu (chd yéu gdp 6 bénh nhan bi bénh
tim mach va dénh than hodc khi dung liéu cao diéu tri khoi u), vang da, viém
gan r mat, xo vira dong mach.

Chidinh

Thiéu nang sinh duc nam, cham phat trién co quan sinh duc nam.

RGi loan kinh nguyét, bang kinh, u xo ttr cung, ung thv va, ung thu ti cung.

yhuwoc co, lodng xwong, gay yéu (nén dung nhém hormon tdng dwdng sé it
gay tac dung khéng mong mudn hon).

Chdng chi dinh

Tré em dwéi 15 tudi,

Nguoi mang thai, thoi ky cho con bu.

Ung thuv tuyén tién liét.

Ung thw va & nam gidi.

Bénh gan nang.

Chépham va liéu dung

- Testosteron propionat (hodc acetat)



Ché pham: dng tiém ImL c6 chita 10, 20 va 50mg.
Ligu dung tiém bap 10 - 15mg/24h.
- Testosteron enanthat (tac dung kéo dai)
Ché pham: ong ImL dung dich dau 5%va 20%.
Liéu dung: Tiém ImL dung dich 5%/lan x 1- 2 lan/tudn hodc ImL dung
dich 20% /1an, 3 =4 tuan tiém 11an.
- Metyltestosteron {Android):
Ché pham; vién dat duoi lwdi 5 va 10mg.
Liéu dung: 5- 50mg/24h tuy chi dinh.
7.1.2. Hormon tang ddng hoé

Tac dung va coché

Céac thudc trong nhom déu la cac dan xuét cla testosteron nhung tac
dung hormon rat it, chd yéu c6 tdc dung tdang déng hoéa protid, gilt nito va cac
muéi calci, phosphat va hoat hod enzym ARN polymerase do d6 ting khdi
lvong co va xwong lam tang khdi lvgng co thé. Kich thich phat trién xuong dai.
Ngoai ra, d6i khang véi cac tac dung di hoa protid cla cac glucocorticoid.

C& ché: 1a cac androgen canh tranh vi tri gin cla glucocorticoid trén
receptor cytoplasmic 6 co xwong.

Ap dung

Diéu tri bénh nhuoc co, gay mon, x0p xwong, gdy xwong lau lanh, tré em
cham 16n, suy dinh dwdng, dung corticoid dai ngay.

Cac bénh bong, giam protein huyét 6 nguwdi mic bénh dwong tiéu hoa,
gan va than.

Ung thu va & phu ni.

Tuy nhién dé thuéc phat huy tac dung tot thi ché d6 an can giau chat
dinh dwdng. Hién nay c6 mot s6 ché pham két hgop gira cac thudéc nhom nay
v0i c4c vitamin Bt, B6 B12

Tac dung khéng mong mudn
van gap tac dung ctia hormon nam nhwng mdéc do nhe hon.
Chong chi dinh
Ung thy tuyén tién liét, b&énh gan nang va phu ni cé thai
Cac thudc
Chu yéu thudc dan xudt tdng hop 19 - nortestosteron.
Mot s6 chépham thwong dung:
- Nandrolone phenpropionat (Durabolin)
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Ché phdm: 25mg/mL - ong ImL.
Liéu dung: ngwoi lén 25 - 50mg/lan /tuan.
- Nandrolon decanoat (Deca-Durabolin)
Ché phdm: 6ng 50mg/mL - 6ng ImL.
Liéu dung: nguoi 16n 25 - 50mg/lan/3 tuan, tré em Img/kg/24h/théang.
- Mathandrostenolon (Dianabol)
Ché phdm: vién nén Img va 5mg
Liéu dung: nguoi l6n khéi dau 10 - 20mg/24h chia 2 lan sau dé 5
- 10mg/24h, tré em 0,05 - 0,Img/kg/24h dung 1 dot 4 tuan.
- Stanozolol (Winstrol)
Ché pham: vién nén 2mg, 6ng tiém ImL/50mg.
Liéu dung: nguoi 16n 1 vién/lan X3 lan/24h trege bra dn hodc 50mg/lan/10 -
15 ngay, tiém bap.
- Oxandrolon (Anavar): vién nén 2,5mg, uéng 1 -2 vién/24h.

Ngoai ra con céac thu6c: oxymesteron (Theranabol), oxymethanlon
(Anadrol, Androyl)...

7.2. Hormon sinh duc ni

7.2.1. Cac estrogen
Ngudn goc

Tu nhién: trong co thé co6 cac chat estradiol, estron va estriol la cac
estrogen dwoc nhau thai va budng trirng tiét ra, trong d6 estradiol c6 hoat tinh
manh nhéat va la sdn pham bai tiét chinh clGa bubng tring. Ngoai ra tuyén
thrvong than, gan, ndo, mé m& va tinh hoan tiét ra mot lvgng nho. Estron va
estriol cd thé duogc tdng hop tir estradiol va testosteron. Estrogen con co trong
thuc vat.

Tong hop: theo céu tric, cac estrogen tong hop cd thé chia thanh 2 loai:

- CaAu trac steroid: ethinylestradiol, mestranol, quinestrol.

- Cau truc khong steroid: diethylbestrol, chlorotrianisene, methallenestril.
Duoc déng hoc

Céc estrogen ty nhién khéng dung duong uéng vi khi vao co thé chuyén
hoa nhanh 06 gan tao chat chuyén hoa khdng cd hoat tinh, chl yéu dung duong
tiém. Ngoai ra, cé thé dung qua da dé gay tac dung toan than. Céc estrogen
tdng hop bén virng hon, ding dwoc dwdng uéng. Vao mau, estrogen lién két voi
protein huyét tvong trén (90%) chu yéu la globulin. Thudc qua dwgc stta me va
c6 chu ky gan rudt. Thai trir ch yéu qua than.
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Tac dung
- Trén chitrc nang sinh duc
Céc estrogen cung véi progesteron né cd vai trd quan trong trong chu ky
kinh nguyét.
- O nbng dd sinh ly:
Estrogen co tac dung lam phét trién gigi tinh va co quan sinh duc n&* nhuw
am dao, voi tri'ng, ndi mac tl cung...

Tao nén cac dac tinh th¢ phat clta gi¢i ni nhv giong néi thanh, vai nho,
nguc né va diéu hoa phan bd"mé tao hinh dang phu ni.

Lam phat trién xwong, toc...
- Liéu cao:

trc ché FSH lam nglrng san xudt estrogen, trirng khdng phéat trién va
khéng bam vao niém mac tr cung dwogc, do d6 ngan cadn sy thu thai (phoi hop
voi progesteron), dong thoi lam nglrng bai tiét sia.

V@i nam gidi khi dung liéu cao c6 thé gay teo tinh hoan, nglrng san xuat
tinh trung va teo céc co quan sinh duc ngoai.

- Tac dung khac:
Tang dong hod protid nhwng yéu hon androgen.

Ngan nglra tiéu xwong do (¢ ché tdc dung clia hormon can gidp va kich
thich giai phéng calcitonin.

Lam gidm LDL va tdang HDL - cholesterol nén c6 tdc dung ngan nglra xo
vita dong mach 6 giai doan tién va hau man kinh.

Liéu cao gay tdng dong mau va tang két dinh tiéu cau.
Céac estrogen tong hop c6 hoat tinh manh hon céac chét ty nhién.
Tac dung khéng mong mudn

Hoi chirng gibng nghén: cang ngwc, budn non, nhic dau, vang da, & mat,
tang Ca+mau, tang can.

Ching vi to va gidm tinh duc & nam gi6i.
Co thé gay ung thw ndi mac tl cung, ung thu va.
Chi dinh

Diéu tri thay thé khi co thé khong tiét du estrogen (suy budng trirng, sau
khi cat budng triing, day thi mudn, réi loan tién méan kinh va mén kinh).

Lam thudc tranh thai.
Diéu tri rdi loan kinh nguyét.



Diéu tri bénh nam hoé (phu n*r moc rau, tring ca).
Diéu tri ung thu tuyén tién liét.
Chong chi dinh
Khéng dung cho nguti bénh gan.
Cao huyét ap va huyét khdi tdc mach.
Nguoi mang thai, théi ky cho con ba.
Phu nir ung thw t& cung, ung thw v.
Chépham va liéu dung
Estron (Foliculin)

Ché pham: 6ng tiém ImL dung dich dau 0,05% va 0,1% (tvong (ng voi
5000 va 10.000 UI).

Liéu dung: tiém bap 1 6ng 5000 hodc 10.000 Ul/24h.
Estradiol benzoat
Ché pham: dung dich dau o,1% va 5%
Lidu dung: tiém bap 1 -5mg/ngay tuy theo chi dinh.
Estradiol dipropionat
Ché pham: 0ng tiém ImL dung dich 0,1 %.
Ligu dung: tiém bap hodc dudi da Img/24h, ci 2 - 4 ngay dung llan.
Ethinyl estradiol (Microfolin)
Ché pham: vién 0,025mg.
Liéu dung: 1 -2 vién/24h.
Diethyistilbestroi
Ché pham: vién nén Img va 25mg. 6ng tiém ImL dung dich 0,1%, 3%.
Liéu dung: 2 - 5mg/24h, duy tri Img/24h.
Ngoai ra con nhiéu dang ché pham phoi hop voi progesteron.

7.2.2. Cacprogestin
Ngudn gac

Progestin ty nhién: progesteron chd yéu do vat thé vang tiét ra 6 nira sau
clia chu ky kinh nguyét. Ngoai ra nhau thai, tinh hoan va tuyén thwong théan
ti€t ra mot phan.

Progestin tong hop: theo cau tric hda hoc duoc chia lam 3 loai:

- Twong ty progesteron: hydroxyprogesteron, medroxyprogesteron...



- 19 nor testosteron: norgestrel, normegestrol, levonorgestrel...
Dugc dong hoc

Khi udng, progesteron ty nhién bi mat hoat tinh & gan nén chd yéu dung
dwong tiém (cac ché pham tong hop c6 thé dung dwong udng). TAt cd cac
progesteron dwoc chuyén hoa & gan va thai trir qua nwoc tiéu.

Tac dung sinh ly

Progesteron tac dung Ién giai doan Il cGa chu ky kinh nguyét.
Tac dung lam day niém mac, tdng sinh va né to t& cung,

Tang ndi mac, tuyén tiét, thé dém.

Tang tiét niém dich chudn bi cho s dinh cla trirng da thu thai.
Lam giam co bép tl cung, gidm dap Gng cla ti cung véi oxytocin.

Phat trién tuyén sira dé chuan bi cho sv bai tiét stta duéi &nh hwéng
cla prolactin.

Liéu cao gay c ché LH cula tuyén yén lam (c ché phéng nodn nén cling
c6 tac dung choéng thu thai.

Liéu cao thudc con Gc ché canh tranh véi aldosteron tai receptor
mineralocorticoid & dng than lam tang thai Na+

Tac dung khéng mong mudn

Céc tac dung khéng mong mudn co thé gap la kinh nguyét khong déu,
tich luy md, tang nguy co vira xo ddng mach.

Céac ché& phdm téng hop co thé gay viém tic tinh mach do l1am tdng déng mau.
Chidinh
Say thai nhiéu lan, doa say thai.
Bang huyét, bang kinh, r6i loan kinh nguyét.
Céc rdl loan & thoi ky tién mén kinh va man kinh.
Chong thu thai.
Diéu tri mot s6 ung thr ndi mac tl cung, ung thu va.
Chong chi dinh
Phu nit c6 thai, réi loan déng mau, tang lipid mau va suy gan nang.
Chépham va liéu dung
- Ché pham ty nhiéri
Progesteron dng 5mg/mL, dung dich dau.
Progesteron tdc dung cham 6ng 250mg/mL.



Dang u6ng vién nang 200mg (Urogestral).
- Ché pham tong hop
N6i chung cac ché pham tong hop thwong bén vibng hon, tdc dung manh
va kéo dai hon.
+ Dan xuét twong tw progesteron
Hydroxyprogesteron (oxyprogesteron):

Ché pham: vién nén 5mg, 6ng tiém dung dich dau ImL va 2mL chka 125
va 250mg.

Liéu dung: Diéu tri rdi loan kinh nguyét 1 vién X2 - 31an/24 h, trong s
ngay (tr ngay 18 - 20).

Diéu tri doa say thai 125 - 250mg/24h.
Diéu tri rdi loan tién méan kinh 125 - 250mg/tuan.
Medroxyprogesteron acetat:
Vién nén 50 va 100mg hdn dich tiém b&p 500mg/2,5mL.
Liéu dung 100 - 500mg/ngay /tuan.
Medrogeston: vién 5mg, 5- 10mg/ngay.
Megestroi: vién nén 40mg, 4 -8 vién/ngay.
Retroprogesteron (Duphaston) vién 5mg.
+ DAan xudt 19 nor testosteron
Norgestrel tdc dung manh khoang gap 9 lan progesteron tv nhién
Vién nén 0,25mg. Liéu dung: 1-3 vién.

Normegestroi acetat (Lutenyl) vién nén 5mg, tri réi loan kinh nguyét: 1
vién/ngay, dung tlr ngay 16-25 cua chu ky.

Leuonorgestrel: chd yéu dung lam thud6c tranh thai.
Ngoai ra con nhiéu dang phdi hop véi estrogen.

7.3. Thub6c chong thu thai

7.3.1. Thu6c chéng thu thaiphoi hop

La dang thudc ma trong thanh phan gém cé progesteron va estrogen (chu
yéu la cac ché pham tong hop). Hién nay c6 3 loai vién tranh thai phdi hop:

- Loai Ipha: ti & progesteron va estrogen trong moi vién khong thay ddi
trong ca vi thudc.

- Loai 2 pha: ti I& progesteron va estrogen trong mdi vién thay ddi 2 lan.
- Loai 3 pha: ti I& progesteron va estrogen trong moi vién thay déi 3 Ian.



Noi chung loai 2 va 3 pha c6 ham lwgng progesteron tdng dan con
estrogen thi hau nhu khéng thay déi hoac tang nhe vao gitra chr ky. Muc dich
thay doi ti Ié progesteron va estrogen trong cac dang vién 2 va 3 pha la giam
lvong thubc can dung, gidm tac dung khéng mong mudn ma van gitt dwoc hiéu
gla tranh thai cao (Xem so d6 16.8).

» Cochéchbng thu thai

- Co ché trung wong (diéu hoa nguoc): khi dung thudc, ndng dé hormon
trong mau cao hon ndng do sinh ly, gay (¢ ché vung dw6i dodi va tuyén
yén dan dén giam tiét FSH va LH & tuyén yén. Mirc FSH va LH thdp nén
khoéng dat ndng do va ti 1é thich hgp dé phong nodn, cac nang triing kém
phat trién.

- Co ché ngoai vi: thudc lam thay d6i dich nhay & co t&r cung lam cho tinh
trung khong di chuyén duwoc dong thoi lam ndi mac tlr cung kém phat
trién, trirng khéng lam té dugc.

Vi thudc (¢ ché cd 2 khau clia qua trinh thu thai nén hiéu qua tranh thai cao.

So d6 16.8. Chu ky kinh nguyét

Tac dung khéng mong mudn

Dau hiéu giéng nghén (mét mai, budn nén, dau nguc).
RGi loan kinh nguyét, tdng can, vang da & mat.

Viém téc tinh mach, huyét khéi.

Chidinh

Chong thu thai cho phu ni.

Chong chi dinh



Bénh nhan tang huyét ap, tiéu duong, réi loan vé mau va viém gan.
Ung thu va, tir cung.
Phu nit trén 40 tudi.

7.3.2.Thudc tranh thai chi c6 progestin
Cochétac dung

Thuéc lam sanh déc dich nhay & cd t cung gay tré ngai cho sy di
chuyén cla tinh tring va lam ndi mac t& cung kém phat trién do dé ngén
can su thu thai.

Hiéu luc tranh thai thap hon thu6c tranh thai phdi hgp, chi c6 tac dung
sau khi dd dung thudc 15 ngay lién tuc va déu dan.

Tac dung khdng mong mudn

Do chi c¢6 progesteron nén thu6c it tic dung khéng mong mu6n, nhét la it
gay cac tai bién vé tim mach.

Chi dinh

Thudc tranh thai cho phu nir dang nudi con bl va ngudi khong dung dugc
thudc tranh thai phdéi hop.

Twong tac thudc

Cac thudc lam gidm tac dung cda thudc tranh thai: thudc gay cdm (ng

enzym chuyén hoa estrogen va progesteron 6 microsom gan: rifampicin,
phenytoin, phenobarbital...

Cac thubc lam tang thai trir estrogen va progesteron: penicillin,
ampicillin, tetracyclin, neomycin, cloramphenieol, nitrofurantoin...

Cac thuoc lam tang doc tinh véi gan khi dung cung thudc tranh thai la:
thudc chéng tram cam.

Chépham

- Dang vién nén: déng vi 21 vién va 28 vién (21 vién cé duoc chéat con 7
vién placebo hodc co chira sat).

- Céc dang ché pham khac: vi nang cdy vao co thé, miéng dan vao da va
niém mac tdc dung cham, cac loai kem, vién dat am dao, vong dat to
cung dé giai phong dan hoat chat...

Liéu dung va cach dung

B&t dau udng vién thudc thi nhat vao khoang tlr ngay thr nhéat dén ngay
th* 5 cla chu ky kinh nguyét. Moi ngay uéng 1 vién vao 1 gio nhéat dinh dé
khéi quén, udng lién tuc cho dén hét vi thudc (néu vi 21 vién thi nghi 7 ngay
sau d6 udng tiép vi khac, néu vi 28 vién thi khi uéng hét vi nay lai ti€p tuc vi
khac ma khéng nghi).

T las A 5~ im0l v v A A - A~ s



Né&u hém tredéc quén thi hdm sau udéng bu 1 vién va van tiép tuc uéng 1
vién nita nhu binh thwong. Néu quén quéa 36 gio thi nén ap dung bién phap
tranh thai khac. Riéng vién tranh thai don thuan néu quén qué 12 gid nén ap
dung bién phéap tranh thai khac dong thoi van tiép tuc udng thuéc nhu binh
thuwong.

Tranh thai khan cép

Tranh thai khan cép la cach tranh thai dwgc dung khi giao hgp khong
dwgc bao vé hoac giao hgp ngoai y mudn. Cé 2 cach:

- Dung vién tranh thai cap (vién chi cé progesteron nhwng ham luvgng cao).
Céc thudc nay dwgc dung 1 ligu ngay sau khi giao hop. Néu trong vong s
gid ma lai c6 giao hgp thi dung thém 1 vién nira. Tuy nhién do ham lugng
progesteron cao nén khéng dung quéa 4 vién trong 1thang.

- Dung vién tranh thai phdi hop loai 1 pha: trong vong 72 gio giao hop
dung 4 vién, sau d6 12 gio dung ti€p 4 vién nira.

Bang 16.5. Thanh phan va ham lwgng clia mét sb vién tranh thai 1 pha
Thanh phan/Ham lvong

Tén biét duoc
Estrogen Progesteron

Loai vién phdi hop

Loestrin Ethinyl estradiol (207g) Norethindron acetat (1mg)
Lo - Ovral Ethinyl estradiol (30ng) Norgestrel (300ng)
Nordette Ethinyl estradiol (30ng) Levonorgestrel (150ng)
Brevicon . . )
Modicon Ethinyl estradiol (35p.g) Norethindrone (0,5mg)
Ovral Ethinyl estradiol (50ng) Norgestren (0,5mg)
Demulen Ethinyl estradiol (50]ag) Ethynodiol diacetat (1mg)
Ortho - Novum | (50 hind
Mestanol (50n Norethindron (1m
Norethin ( 9) (1mg)
Loai vién don thuén

Ovrette

. Khéng Norgestrel (0,75mg)
Postinor

Micronor Khdng Norethindron (0,35mg)



Bang 16.6. Thanh phan va ham luwong clia mot s6 vién tranh thai 2 va 3 pha

Tén biét duwoc

Ortho -novum
10/11

Tri - Regol
Tri -Levulen
Triphasil

Ortho -Novum
7i7i7

Trinorinyl

Pha

Pha |

Phall

Pha |

Phall

Pha 1l

Pha |

Pha Il

Pha il

Pha |

Pha Il

Pha Il

Thanh phan /Ham lwong

Estrogen
Ethinyl estradiol
(35ng9)
Ethinyl estradiol
(35"9)
Ethinyl estradiol
(30ng)
Ethinyl estradiol
(40ng)
Ethinyl estradiol
(301"g)
Ethinyl estradiol
(35nQ)
Ethinyl estradiol
(35n9)
Ethinyl estradiol
(35MQ)
Ethinyl estradiol
(35]ag)
Ethinyl estradiol
(35n9)
Ethinyl estradiol
(35n9)

Progesteron
Norethindron
(0,5mg)
Norethindron
(Img)
Levonorgestrel
(50nQ)
Levonorgestre!
(75fxg)
Levonorgestrel
(125M9)
Norethindron
(0,5mg)
Norethindron
(0,75mg)
Norethindron
(Img)
Norethindron

(0,5mg)

Norethindron
(1mg)

Norethindron
(0,5mgq)

Ngay

1-21

12-21

15-21

17-21



Chuong 17

VITAMIN
MUC TIEU
1 Trinh ba: Ula cac vitam:
tan trong
chi dinh,

1. BAI CUONG

1.1 Binh nghTa

Vitamin la nhirng chat httu co, co thé hau nhu khong tw tong hop dwoc
ma phai dua tlr ngoai vao, véi mot lwgng rat nho so véi khdu phan dn hang
ngay co tac dung duy tri cac quéa trinh chuyén hoa dam bao sv sinh trwdng va
hoat dong binh thudng cla co thé.

1.2, Vai tro

Tham gia vao cau tao enzym xuc tac cho cac phan (rng chuyén hoa cla co thé.

Hau hét cac vitamin tan trong nwéc déu la coenzym cla mot enzym
chuyén biét. Vi vay, néu thiéu vitamin thi hé enzym tuvong (*ng khong duogc tao
thanh, qua trinh chuyén hoa bi réi loan.

Vi du: vitamin Bjl la coenzym cla enzym chuyén hoéa glucid. Vitamin Bs
la coenzym cla enzym chuyén hoa céc acid amin.

« Lam tang stc dé khang, chéng oxy hoa, bao Vé cac té bao than kinh qua
do6 tham gia bao vé co thé. Vi du: vitamin C, A, E, B12..

e CoO vai tro tac dong qua lai véi cac hormon.

Vi du: vitamin C v6i hormon tuyén thwong than, vitamin nhom B véi
hormon sinh duc, vitamin A, B: vdi tuyén gidp va vitamin D véi tuyén can giap.

e Cac vitamin c6 tac déng qua lai v&i nhau. Vi vay khi thira hodc thiéu mét
vitamin nao dd sé kéo theo thira hodc thiéu cac vitamin khéac va gay bénh
cho co thé.

Vi du: khi thiéu vitamin B12 co thé sé khong tong hop duoc acid folic gay
bénh thi€u mau...



1.3. Nhu ciu vé vitamin cla co thé

Nhu cau vé vitamin la lugng vitamin can thiét dé duy tri hoat déng binh
thuong cla co thé. Nhu cau vé vitamin thay doi tuy thudc vao l¢ra tudi, gioi
tinh, tinh trang sinh ly cta co thé. Khi thi€u hay thira vitamin déu gay réi
loan chuyén hoa cua co thé va gay bénh (xem bang 17.1).

* Nguyén nhan thiéu vitamin

- Do an udng khdng day di hodc nhu cau co thé tdng nhw phu ni¥ c6 thai,
cho con bU, nguwdi méi 6m day, lao ddng nang nhoc.

- Do r8i loan hédp thu: c6 bénh viém loét da day ta trang hodc cat da day,
bénh gan, tuy, tiéu chay...

- Do khuyét tat di truyén: thi€éu enzym hodc yéu t6 can dé hap thu nhw
thi€u yéu t8"'ndi khdng héap thu dugc B12

- Do dung céac thuéc lam giam héap thu hodc dung cac thudc khang sinh
diét vi khuan tong hop vitamin & rudt.

Thuong ngwoi ta thi€éu nhiéu vitamin mot lac nén khi diéu tri nén phoi
hop vitamin. Khi thiéu vitamin nhe c6 thé diéu tri bang cach dung ché do an
cac chét co6 chra nhiéu vitamin, nhwng khi thiéu vitamin nang thi phai bd
sung dwdi dang thudc. Trwong hop thiéu vitamin do rdi loan hdp thu & ruot
hodc do thiéu yéu t0"can thiét dé hdp thu vitamin qua ru6t thi phai b0 sung
vitamin bang duong tiém.

e Thira vitamin

Thira vitamin chd yéu gdp & nhom vitamin tan trong dau con cac vitamin
tan trong nudc it khi thira vi chang thai trr nhanh va khong tich luy. Nguyén
nhan thira vitamin chd yéu do lam dung thudc (nguwdi binh thwdng an udng day
dd vitamin ma van bé sung thwdng xuyén vitamin dwdi dang thudc). Ngoai ra
gdp mot sb it truong hop thira vitamin cép tinh do an loai thirc an cé chira lugng
I6n vitamin tan trong dau, vi du nhw an gan gdu tréng, gan ca thu...

1.4. Phan loai

C6 nhiéu cach phan loai khac nhau, nhung théng dung va tién st dung
nhdt van 1a cach phan loai dua vao do tan:

Vitamin tan trong dau: c6 4 chéat la vitamin A, D, E, K.

Vitamin tan trong nwéc: gdm c6 cac vitamin nhom B (BY B2 B B12.)>
vitamin c, vitamin pp...



Bang 17.1. Nhu cau hang ngay vé vitamin cla co thé theo FDA

Vitamin

Vitamin A (fig)

Vitamin D (ng)

Vitamin E (mg)
Vitamin K (ng)
Vitamin C (mg)

Vitamin B, (mg)

Vitamin B2 (mg)

Niacin (mg)

Vitamin B6 (mg)
Acid folic (ng)
Vitamin B12(ng)

Tré em

375 -700

10
(400 1U)

3 -7
5 -30
30 -45

03 -1

04 -12

5 -13

03 -14
20 - 100
03 -14

Nam
1000

10

(400
IU)

10
80
60

12 -
15

14 -
17

15 -
19

200

Nhu cau hang ngay

N
800

10
(400 1U)

8
65
60

10 -11

1,2 -13

13 - 15

1,6
180

2. CAC VITAMIN TAN TRONG DAU

2.1. Bac diém chung

Phu ni¥ c6 thai

800

10
(400 1U)

10
65
70

15
16

17

2,2
400
2,2

Phu ni cho con bu

1300

10
(400 1U)

12
65
95

16
18

20

2,1
280
2,6

- Ha4p thu cung véi cac chat md’ vao vong tuan hoan chung, vi vay khi co
thé khong hdp thu dugc md thi khong hap thu dwgc vitamin.

- Quéa trinh hdp thu doi héi phai c6 acid méat lam chat nhi hod vi mo
khong tan dwgc trong mau, do d6, mudn thudc hap thu tét thi nén udng

trong hoac sau biia an.

- Khi dung qué lieu khéng thai trir hét qua than ma ma tich ldy chd yéu &
gan va mé m@, vi vay, khi dung liéu cao va kéo dai sé gay doc tinh, dac

biét la vitamin A va D.

- Do tich Iiy trong co thé nén céac triéu chirng thiéu thuong xuét hién
cham, vi vay khong can bo sung hang ngay dwéi dang thudc.

- Tuong do6i bén virng voi nhiét, khdng bi pha hdy trong qua trinh ndu nwéng.

2.2. Vitamin A (retinol)

Ngudn

gbc

Trong déng vat vitamin A c6 nhiéu trong gan ca thu, tri*ng, thit, c4, sta...



Trong céc loai thuc vat: c6 trong géc, ca chua, ca r6t va rau xanh. Trong
rau qua, vitamin A tén tai duéi dang caroten (tién vitamin A). C6 3 loai
caroten la a, p vay, trong dé pho bién nhat va c6 hoat tinh manh nhéat la p
caroten. Khi vao co thé cac caroten sé chuyén thanh vitamin A du6i tdc dung
cla enzym carotenase.

Hién nay vitamin A con dwoc tao ra bang téng hop héa hoc.
Hoat tinh cla vitamin A dwoc xac dinh bang don vi quéc té.
1 don vi quéc té bang 0,3fj.g vitamin A ho&c 0,6p.g p caroten.
Duwoc déng hoc

Vitamin A hap thu duoc qua dwong udng va tiém. Dé hap thu duogc qua
dwong tiéu hoa thi co thé phai co di acid mat lam chat nhi hoa. Vitamin A
lién két vai protein huyét twong thap, chi yéu la a globulin; phan bd vao céac to
chirc cla co thé; du trir nhiéu nhat 6 gan; thai trir qua than va mat.

Tac dung va co ché

- Trén mat: vitamin A c6 vai trd tao sic t8 véng mac gilp diéu tiét mat, méat
nhin dugc trong diéu kién thiéu anh sang (tac dung quan trong nhat).

Co ché: trong bong t6i vitamin A (cis - retinal) két hop véi protein la
opsin tao nén sic t6 vong mac rhodopsin 1a séc t6 nhay cam véi anh séang co
cwong do thdp giup mat nhin dwoc trong diéu kién thiéu anh sang. Khi ra anh
sang, rhodopsin lai phan hay gidi phéng ra opsin va trans - retinal. Sau do
trans - retinal lai chuyén thanh dang cis - retinal. Do dé néu co thé thiéu
vitamin A, kha ndng nhin trong t6i gidm gay bénh quang ga, néu khdong diéu
tri kip thoi sé mu loa.

+ Opsin - Opsin
------------------------ » Rhodopsin
Toi Sang
v
Cis - retinal RO ;— — Trans - retinal
Cis - retinol 4 > Trans - retinol

Vitamin A/mau

So dd 17.1. Vai trd cla vitamin A trong co ché diéu tiét méat
- Trén da va niém mac

Vitamin A rdt can thiét cho qua trinh biét hoa cac té bao biéu md ¢ da va
niém mac, co6 vai tro bao vé su toan ven clia co cdu va chic nang cta biéu mo
khap co thé, nhéat la biéu m6 tru cta nhu mé mat.



Vitamin A lam tdng ti€t chat nhay va tc ché s strng hod. Vi vay néu thiéu

vitamin A, qua trinh bai ti€t chat nhay bi gidm hodc mat, biéu mo sé bi teo va
thay vao dé la cac I6p keratin day Ién lam da tré 1én kh6, nirt né va san sui.

dau,

Trén xwong: cung véi vitamin D, vitamin A c6 vai tro giup elio sy phat
trién xwong va tham gia vao qua trinh phat trién co thé, dac biét d tré
em. Néu thiéu vitamin A tré em sé coi xwong, cham 1on.

Trén hé mién dich: giGp phéat trién lach va tuyén (c la 2 cd quan tao ra
lympho bao c6 vai tro mién dich cGa co thé, tdng téng hop cac protein
mién dich. Gan day, c6 nhiéu nghién clru chirng minh vitamin A va tién
chdt caroten co6 tac dung chong oxy hda va tadng strc dé&' khang cla co thé.
Khi thiéu vitamin A co thé dé bi nhiém khudn va dé nhay cam véi tac
nhan gay ung thuw.

Ngoai ra, khi thiéu vitamin A con dé tén thuong dwong ho hép, tiét niéu,
sinh duc va thiéu mau nhuwoc sac.

Chi dinh

Du phong va diéu tri cac triéu ching thi€u vitamin A nhu:

Cac bénh vé mat: khé mét, quang ga, viém loét giac mac...

Céc bénh vé da: kho da, triing c4, vay nén, cham lanh vét thvong...
Tré em coi xwong, suy dinh dudng, cham Ién, stc dé khang kém...

Dung bé sung vitamin A cho ngudi xo gan nguyén phat do tic mat hay
gan (* mat man tinh.

Tac dung khéng mong mu6n (thira vitamin A)

Chu yéu gdp khi dung liéu cao hodc dung dai ngay.

Ngd doc cdp tinh: khi dung liéu rat cao.

Nguoi 16n trén 1.500.0001U/ngay. Tré em trén 3QQ.0QQIU/ngay.

D4&u hiéu ngd doc: hoa mat, chong mat, budn nén, nén, kich thich, nhic
mé sang, co giat, tiéu chay. Tré nho co thé phdng thdop, co giat. Cac triéu

ching thuong xudt hién sau khi dung thu6c tir 4 - 6 gio.

non,

Ngd ddc man tinh: khi dung liéu cao > 100.000 1U/ngay lién tuc 10 - 15 ngay.

Céc triéu chirng dic treng la: mét méi, dé bi kich thich, chan &n, sit can,
roi loan tiéu hod, sot, gan to, lach to, da bién doi, méi ni¢t né, rung tdc, toc

va mong kho gion dé gy, chay mau, thiéu mau, nhirc dau, tang calci mau, phu
né, dau nhirc xvong khép. Tré em cé thé tang ap lwc ndi so, U tai, nglrng phéat
trién xwong dai, cham 16n do cac dau xwong bi c6t hoa qua sém. Phu ni¥ cé thai
dung liéu cao, lién tuc cd thé gay quai thai.

Chéng chi dinh

Thira vitamin A va nguedi man cam véi vitamin A.



Tranh dung vitamin A liéu cao hodc kéo dai cho phu nit c6 thai.
Chépham va liéu dung
- Ché pham:
Retinol, vién nang c*ng, nang mém 5.000 1U, 50.000 IU.
Ong tiém ImL va 2mL ham lugng 20.000, 100.000 va 500.000 IU.
Vién nang phdi hgp v6i vitamin D (5.000 IU vitamin A + vitamin D 400IU).
- Liéu dung: tuy thudc vao tinh trang bénh
Phong ngtra thi€u vitamin A: 5.000 - 10.000 IU/ngay.
Diéu tri: 30.000 IU/ngay dung trong 1 tuan.
Néu thi€u nang, co ton thvong: 20.000 IU/kg/ngay, dung it nhéat 5 ngay.
C6 thé dung liéu cao cach quéng nhu sau:

Dv phong: 3 -6 thang uéng 1 liéu 200.000 IU (tré dwdi 1 tudi udng 1/2
lieu trén).

Diéu tri: tuy vao mic do va tinh trang bénh.

2.2. Vitamin D (calciferol)

Vitamin D la m6t nhém gom tir D2 dén D7, trong d6 c6 2 chét c¢6 hoat tinh
manh nhat la D2va D3,

Nguodn g6c

Vitamin D chi yéu c6 trong thirc an tlr dong vat nhw sita, bo, gan, tring, thit...

Trong co thé nguoi, vitamin D3 (cholecalciferol) dwoc tong hop tir 7
dehydrocholesterol & cac té€ bao du¢i da nho anh sang t& ngoai. Lugng vitamin
Ds duwoc tao ra tir cac té bao dwdi da co thé cung cdp di nhw cau vé vitamin D
cho co thé néu da duoc ti€p xdc dd véi &nh sang mat troi.

Vitamin D2 (ergocalciferol) duoc tong hop tlr esgosterol cé trong ndm va men bia.

Néi chung, vé hoat tinh khdng cé si khac nhau nhiéu gitta vitamin D2va D3

Duwoc déng hoc

Vitamin D dé dang hdp thu qua niém mac rudt nhd mudi mat va lipid.
Thu6c lién két voi a globulin huyét twong, tich luy 6 gan, md, xwong, co va
niém mac rudt. Trong co thé, vitamin D chuvén hoa & eran va than tao ra chat
chuyén hoa c6 hoat tinh la 1, 25 - dihydroxycholecalciferol nho enzym
hydroxylase. Thai trlr chl yéu qua phan, mot phan nhd thai qua nuoc tiéu,
thoi gian ban thai 19-48 gio.

Tac dung va coché

- Tham gia vao qua trinh tao xwong: vitamin D c¢d vai tro rat quan trong
trong quéa trinh tao xwong nho tac dung trén chuyén hoa cac chat vo co



ma chd yéu la calci va phosphat. Cu thé la lam tdng hdp thu calci va
phosphat & rudt, tang tai hap thu calci & 6ng lvgn gan, tham gia vao qué
trinh calci hoa sun tang trudng. Vi vay vitamin D rdt can thiét cho sy
phat trién binh thwong cla tré em.

- Diéu hoa nbng do calci trong mau: giup cho ndng dd calci mau ludn hang
dinh (cling theo cac co ché trén). Néu cac qua trinh trén khong cung cép
da calci, lam néng d6 calci mau giam thi vitamin D (két hgp véi hormon
tuyén can giap) sé huy dong calci tir xuong ra. (Xem So do 17.2)

- Ngoai ra, vitamin D con tham gia qua trinh biét hoa té bao biéu mo va
gan day dang nghién clru vé tdc dung (c ché tang sinh té bao ung thu
nhw ung thu tuyén tiét melanin, ung thuv va....

Khi thiéu vitamin D, rudt khéng hdp thu da calci va phospho lam calci
mau giam, khi do calci bi huy dong tlr xwong ra dé 6n dinh ndng do calci mau
nén gay hau qua la tré em cham 16n, cdi xwong, chan vong kiéng, cham biét di,
cham kin thop. Nguoi 16n s& bi lodng xuong, x8p xuong, xwong thua dé gay.
Phu n* mang thai thiéu vitamin D c6 thé sinh ra tré khuyét tat é xuong.

So db 17.2. Vai tro cla vitamin D va PTH trong diéu hoa Ca+tmau

Chidinh

Phong va diéu tri coi xwong do thi€u vitamin D.
Phong va diéu tri lodng xwong, dé gay xuong.
Chéng co giat do suy tuyén can giap.

Piéu tri ha calci mau.

Mot s6 bénh ngoai da nhw chirng xo clrng bi.



Tac dung khéng mong mudn

Khi duing qua liéu cé thé gay chirng tang calci huyét, tang calci niéu, dau
nhirc xwong khép. Néu dung kéo dai gay soi than, tang huyét ap...

Ngoai ra, co thé gap suy nhwgc, mét moéi, nhirc dau, budn non, non, tiéu
chdy, gion xwong...

Chong chi dinh

Tang calci mau.

Bénh cdp tinh & gan than.

Lao phdi dang tién trién.

Méan cam véi vitamin D.

Chépham va liéu dung

- Ché pham:
Vitamin Dg (cholecalciferol), dung dich udng, tiém 300.000 1U va 600.0001U.

Vitamin D2 (ergocalciferol), vién bao dwong, nang 500 va 1000 IU. Dung dich
dau udng 25.000, 50.000 va 200.000 IU. Dung dich dau tiém 600.000 1U (15mg).

Calcifediol (25 hydroxycholecalciferol), vién nang 20, 50(ig.

Calcitrol (1, 25 - dihydroxycholecalciferol), vién nang 0,25; 0,5%g, dung
dich tiém 1- 2Jig/mL. liu cholecalciferol = 0,025]ig.

- Liéu dung:

Phong coi xwong: 500 - 1.000 1U/ngay vao bita &n hodc e thang tiém bap
hoac ubng 1 6ng (300.000 IU) vitamin D3.

Tri coi xwong: 10.000 - 20.000 IU chia 2 - 3 1an X6 - 8 tuan.

Tri lodng xwong: 600.000 IU clt 6 thang tiém 1 lan.

Tri tang dé co giat: 50.000 - 200.000 1U/24h X2 lan/tuan hodc udng 1 -3
ong/tuan (6ng 600.000 IU).
2.3. Vitamin E (tocoferol)

Vitamin E la thuat ngi chi m6t nhém hop chat c6 c6 hoat tinh sinh hoc
twong tv nhau la a, p, Y, 6 tocoferol, trong doé a - tocoferol c6 hoat tinh manh
nhat. Hoat tinh clia Img a - tocoferol bang 1 don vi vitamin E.

Ngudn gbéc

Vitamin E c6 nhiéu trong dau thuc vat: dau cam, dau lac va trong cac hat
nay mam, rau xanh.

Vi du: Dau cam: 3,2mg/g.
Dau bot lda mi: 2,55mg/g.
Dau dau nanh: 1,18mg/g.
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Pong vat hau nhu khéng tdng hop duoc vitamin E, chi c6 mot lwgng rat
nhd trong long dé trng, gan...

Dugc déng hoc

Vitamin E hdp thu dwgc qua niém mac rudt. Tuong tv nhuw cac vitamin
tan trong dau khéc, su hdp thu cuta vitamin E c&n phdi c6 acid mat lam chéat
nh{i hod. Vao méau, vitamin E lién két véi lipoprotein huyét twong, phan bo"
rong rdi vao cac mo, tich luy nhiéu & gan va cAc moé md. Thai trir chl yéu qua
phan.

Tac dung va coché

Vitamin E c6 tdc dung chdng oxy hod (ngan can oxy hoa cac thanh phan
thiét yéu trong té bao, ngan can tao thanh cac san pham oxy hoa doc hai), bao
vé mang té bao khoi sy tdn cong cla céc goc ty do, nho d6 bdo vé dugc tinh
toan ven clla mang té bao.

Vitamin E c6 tac dung hiép dong voi vitamin C, selen, vitamin A va céac
caroten. Dac biét vitamin E bao vé vitamin A khoi bi oxy hoa, lam bén viing
vitamin A.

Khi thiéu vitamin E c6 thé gap cac triéu chirng: roi loan than kinh, that
diéu, yéu co, rung giat nhan cau, giam nhay cam vé xic giac, dé tén thuong
da, dé v& hong cau, dé tén thwong co va tim. D3c biét trén co quan sinh san
khi thiéu vitamin E thay ton thwong co quan sinh duc, gay vé sinh. Vi vay
ngay nay thuwong phoi hgp vitamin E voi cac thudc khac dé diéu tri vo sinh &
nam va ni¥, sdy thai, r6i loan kinh nguyét, roi loan tim mach...

Tuy nhién chwa c6 bang ching nao chirng minh céac tén thuong trén chi
la do thi€éu vitamin E gay nén va ciling chva chitng minh dwgc hiéu qua diéu tri
clia vitamin E trén cac bénh nay.

Chidinh
Dung phong va diéu tri thiéu vitamin E.

Dung lam thu6c chéng oxy hoa (lét hop v6i vitamin A, vitamin C va
selen) trong céac bénh tim mach (xo vira ddng mach, tdng lipoprotein huyét...).

Céc chi dinh khac: dung phdi hop diéu tri doa say thai, say thai lién tiép,
v0 sinh, thiéu nang tao tinh trung, r6i loan thoi ky tién man kinh; can thi tién
trién; thiéu mau tan mau; teo co, loan dwdng co; ding ngoai dé ngan tac hai cla
tia cuwc tim.

Ta&c dung khéng mong mudn

So v@i vitamin A va vitamin D thi vitamin E it gy tac dung khéng mong
mudn hon. C6 thé gap la budn nén, nén, day hoi, tiéu chay, dau dau, chéng mat.

Chépham va liéu dlng

- Ché pham:



Vién nén, vién bao duong, vién nang mém chira 10, 50, 100, 200 va 250mg.

Dung dich tiém: 30, 100 va 20omg/mL.

Thudc mé, kem dung ngoai cac loai ham lwgng phoi hop v6i cac thude khac.
- Liéu dung:

Ngudi 16n uéng 10 - 100mg/24h, tiém bap 30 - 200mg/lan/tuan.

Tré em: uéng 10 - 50mg X2 - 3 lan/tuén hoic tiém bap 30 - 100mg/tuan.

2.4.Vitamin K
C6 3 loai vitamin K: Vitamin Kx= Phytonadion (Phylloquinon).
Vitamin K2 = Menaquinon.
Vitamin K3 = Menadion,
Khac véi hau hét cac vitamin khac, vitamin K (Kj) dwoc téng hop mot
phan & rudt gia.
Cac ddc diém tac dung va ap dung diéu tri xem phan thudc tac dung trén
qué trinh déng mau.
3. VITAMIN TAN TRONG NUOC
3.1. Béac diém chung

- Héap thu trwc ti€p qua thanh rudt vao mau, khdng can chat nhi hoéa.

Loc dwvoc qua cau than va thai trir qua nwéc ti€u khi thira.
- Vi khong tich luy trong co thé nén noi chung it gay doc.
- Khoéng bén nén dé thiéu, vi vy phai bd sung hang ngay.
3.2. Vitamin c¢ (acid ascorbic)
Ngudn goc

Vitamin ¢ chl yéu c6 trong thyc vat (trong céc loai rau qua twoi). Trong
dong vat chi c6 mot lwgng rdt nhé. Do khong bén béi nhiét dd, &nh sadng nén co
thé rat de thiéu vitamin c.

Hién nay da téng hop dwgc vitamin c.
Duwgc ddng hoc

Vitamin ¢ hédp thu dé dang qua niém mac rudt non, phan b t¢i hau hét
cac mod dac biét la tuyén yén, thugng than, ndo va bach cau. Vitamin ¢ khéng
tich luy trong co thé, thai trir cht yéu qua nudc tiéu duwdi dang da chuyén hoa
la oxalat va urat.



Tac dung va coché
Vitamin ¢ tham gia vao nhiéu qua trinh chuyén hoéa cua co thé.

- Tham gia tao colagen va mdt s6 thanh phan khac tao nén mo lién két &
Xxuong, rang, mach mau. Do dé néu thiéu vitamin ¢ thanh mach mau
khong bén, gay chdy mau chan rang hodc mang xuvong, sung nwéu rang,
rang dé rung...

- Tham gia vao cac qua trinh chuyén hoa cla co thé nhw chuyén héa lipid,
glucid, protid.

- Tham gia vao téng hgp mot sé chat nhv cac catecholamin, hormon vo
thuwong than.

- Xuc tac cho qué trinh chuyén Fe++thanh Fe+nén giGp hdp thu sit ¢ ta
trang (vi chi c6 Fe+ méi duoc hép thu). Vi vay, néu thiéu vitamin c sé
gay thiéu mau do thiéu sat.

- Tang tao interferon, lam giam nhay cam cla co thé voi histamin, chong
stress non gilp tang strc dé khang cho co thé.

- Chéng oxy hoa bang céach trung hoa cac gbc tw do san sinh ra tir cac phan
(’ng chuyén hod, nho dé bdo vé dugc tinh toan ven clia mang té bao (két
hop voi vitamin A va vitamin E).

Chidinh

Phong va diéu tri thi€u vitamin ¢ (bénh Scorbut).

T&ng stec dé khang cda co thé khi nhiém khudn, nhiém déc.
Thiéu mau,

Phéi hop voi cac thube chong di ¢rng.

Tac dung khéng mong mudn

Do vitamin c it tich luy trong co thé nén it gdp tac dung khong mong mudn
khi dung duéi Ig trong ngay. Néu dung lién tuc liéu cao, dai ngay c6 thé gap:

- Loét da day, ta trang, viém bang quang va tiéu chay.

- Tdng tao sdi than va gay bénh gt do thubc (do thai nhiéu oxalat va urat
qua than).

- Gay hién twong “bat lai”: khi dung thuong xuyén vitamin c, co th~é doi
phé béng céach ting tdng phéa hay; khi nglrng cung cdp dot ngdt dé gap
hién tugng thiéu.

Tiém tinh mach liéu cao dé gay tan mau, gidm do bén cla hong cau nhat
la & nguoi thi€u men GePD. Ngoai ra, khi tiém tinh mach vitamin ¢ cling dé bi
sdc phan vé (nguyén nhan cd thé do chat bao quan trong dung dich tiém gay ra).

Chépham va liéu dlng
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- Ché phadm: Vién nén, vién sui 50, 100, 200 va 500 va 1000mg.
Vién sui, g6i bot sti 1000mg.
Dung dich tiém 5% va 10% 6ng ImL, 2mL va 5mL.

Ngoai ra con cé cadc dang keo ngadm va nhiéu dang thu6c ph6i hop véi cac
vitamin khéc.

- Liéu dung: Dy phong: 50 - 100mg/24h.
Diéu tri: 200 - 500mg/24h.
Chéng stress, tdng stc dé khang dung liéu cao hon.
NGi chung khéng nén dung qua lg/24h.
3.3. Vitamin Bx(thiamin)
Ngudn gdc - nhu cau
& thuc vat: vitamin Bj c6 nhiéu trong men bia, cdm gao, mam lda mi.

o dbng vat: c¢d nhiéu trong thit, gan, than, trng.

Vi du:
Cam gao: 1,6 - 2,4mg/100g Thit lon: 0,39 - 1,5mg/100g
Men bia: 1,2 - 7,0mg/100g Bt mi: 0,4mg/100g
Thit bo: 0,03 - 0,09mg/100g Long do trirng: 0,25 - 0,3mg/100g

Vi khuan rudt tong hop dwgc mot lugng nhé vitamin Bi.
Hién nay vitamin Bi da duoc tong hop hoéa hoc.

Nhu cdu vé vitamin  cla co thé hang ngay trung binh tir 1 - 1,5mg. Nhu
cau nay tuy thudc nhiéu vao ché do an (an nhiéu glucid thi nhu cau tang).

Duogc déng hoc

Vitamin Bi hdp thu dé dang qua duong tiéu hoa. Moi ngay c6 khoang
Img vitamin Bi dwoc st dung. Thai trir qua nudc tiéu.

Tac dung

Vai tro chd yéu cla vitamin Bl la tham gia vao quéa trinh chuyén hoa
glucid. Vitamin Bj la coenzym cla enzym decarboxylase, 1a enzym khir nhom
carboxyl cla acid a - cetonic. Vitamin Ba cling la coenzym cua enzym
transketalase la enzym tham gia chuyén hoa nhom ceton trong chuyén hoa
glucid trc 1a gén chu trinh pentose vao chu trinh hexose. Vi vay khi thiéu
vitamin  sé& gay (& dong cac chit cetonic trong mau dan dén réi loan chuyén
hoa gay bénh té phu, suy tim, gidn mach ngoai bién, viém day than kinh ngoai
bién...

Tac dung khéng mong mudn



NGi chung, vitamin Bxdé dung nap va khoéng tich luy trong co thé nén
khong gay thira. Tac dung khéng mong mudn dé gip la di (¢ng, nguy hiém
nhdt la soc khi tiém tinh mach, vi vay khéng nén tiém tinh mach vitamin Bx
trir khi that can thiét.

Chi dinh
Phdng va diéu tri bénh Beri - beri.

Diéu tri cac trvong hgp dau nhirc day than kinh lwng, hong va day than
kinh sinh ba (phdi hgp voéi vitamin Bsva B1.

Céac trvong hop mét mai, kém an, suy dinh dudng va rdi loan tiéu hoa.
Chépham va liéu dlng
- Ché pham (dang mudi hydroclorid):
Vién nén, ham lwgng tr 5- 500mg. Thudc tiém éng 100 va 200mg.
- Liéu dung:
Tri bénh beri - beri: 40 - 100mg/24h.
Pau day than kinh: 100 - 500mg/24h.

3.4. Vitamin Be (pyridoxin)
Ngudn gbc -nhu cau

Vitamin Be c6 nhiéu trong thit, gan, than, men bia, mam ngi céc; trong
rau qua cling c6 nhwng it hon.

Tuy vitamin Be ton tai 6 3 dang pyridoxin, pyridoxal va pyridoxamin,
nhung vao trong co thé ca 3 dang déu chuyén thanh pyridoxal phosphat nho
enzym pyridoxai kinase. Nhu cau vé vitamin Betang khi an nhiéu protid.

Dugc dong hoc

Vitamin BGdé hdp thu qua dwong tiéu hod, chuyén hoa & gan tao chat
chuyén hoa khéng con hoat tinh, thai trir cht yéu qua nuwéc tiéu.

Tac dung

Vitamin Bg chi yéu tham gia vao qua trinh chuyén hoa acid amin: la
coenzym cla mdt s3'enzym chuyén hoda protein nhu transaminase, carboxylase,
cynureinase, racemase.

- Transaminase trong co thé co 2 loai la ALAT va ASAT. Cac enzym nay
chuyén nhém NH2c(a acid amin dé tao thanh acid cetonic.

- Decarboxylase: khir nhém CO02dé chuyén acid glutamic thanh acid gama -
aminobutyric (GABA) la chat dan truyén than kinh loai (c ché.
Decarboxylase ciing xic tac cho phan ng chuyén histidin thanh histamin,
tryptophan thanh serotonin. Hai chéat nay cé vai tro sinh Iy quan trong
trong co thé.



- Cynureninase: tham gia chuyén hoéa tryptopan thanh acid nicotinic, vi
vay néu thiéu vitamin Bethuong kém thiéu vitamin pp.

- Racemase: x(c tac cho cac phan (ng chuyén cac acid amin thanh dang c6
hoat tinh, tong hop acid arachidonic tlr acid linoleic va téng hgp Hem la
nhirng chét rat can thiét cla co thé.

- Ngoai ra vitamin Be con tham gia vao qua trinh chuyén hoé lipid, glucid
va chuyén protid thanh glucid va lipid.

Khi thiéu vitamin Beco thé gay cac bénh & da va than kinh nhv viém da,
luti, khd moi, dé bi kich thich. Néu thi€u nang gay viém day than kinh ngoai
bién, thiéu mau, co giat.

Chidinh

Phong va diéu tri cac trvong hop thiéu vitamin B6.

Phong va diéu tri mot 8" bénh & hé than kinh do cac thudc khac (nhuw
isoniazid) gay ra.

Chépham va liéu dung

- Ché pham: vién nén tlr 5mg - 500mg, dung dich tiém 100mg/mL.
- Liéu dung:

+ Phong bénh: nguoi I16n 2 - 2,5mg/24h. Tré em 0,5 - 2mg/24h.

+ Diéu tri: tir 50mg - 1000mg/24h tuy thudc vao mic do thiéu.

Khéng nén dung doéng thai véi L -Dopa ui lam gidm tac dung cla L - Dopa
khi diéu tri hénh Parkinson.

3.5. Acid folic (vitamin BY)

Ngudn gbc -nhu cau

Acid folic ¢6 nhigu trong thit c4, gan, tritng va rau qua tvoi nhwng rat dé
bi phan hay trong qua trinh ché bién.

Nhu cau hang ngay véi nguoi 16n 180 - 200p.g, vi phu ni cd thai can 400]j,g.

Duwoc déng hoc

Acid folic trong tw nhién tén tai dwdi dang polyglutamat vao co thé duwoc
thiy phan nho carboxypeptidase, bi khr nho DHF reductase & niém mac rudt
va methyl hoa tao MDHF, chét nay dugc hdp thu vao mau. Sau khi hép thu,

thuéc phan b6 nhanh vao cac mo trong co thé vao duoc dich néo tdy, nhau thai
va sira me. Thai trir qua nudc tiéu.

Tac dung va coché

Trong co thé, acid folic dugc khit thanh tetrahydrofolat la coenzym cua
nhiéu quéa trinh chuyén hoa nhu:



Chuyén serin thanh glycin véi sy tham gia cla vitamin B6.
Chuyén deoxyuridylat thanh thymidylat dé tao ADN - thymin.

Tham gia téng hop cac nucleotid ¢ nhan purin va pyrimidin do dé anh
hwang tdi tdng hop ADN.

Déc biét acid folic la chat khong thé thiéu cho viéc tao hdng cau binh
thuong. Do dé, khi thidu acid folic gay thiéu mau nguyén hong cau khong Io.

Chi dinh

Phong va diéu tri cac truong hop thiéu acid folic nhw thi€éu mau hong cau
to, thi€u mau tan mau.

B6 sung acid folic cho nguwdi dang diéu tri bang céc thudc khang acid folic
(methotrexat), dang diéu tri thu6c chéng dong kinh hydantoin, bénh nhan soét
rét, phu nlr mang thai hay khi nhu cau acid folic tang...

Tac dung khéng mong mudn

Acid folic thwong dung nap tot, it tAc dung khong mong mudn. Tuy nhién
c6 thé gdp ngtra, ndi ban, may day hoac rdi loan tiéu hoa trong khi dung thudc.

Chépham va liéu dung
- Ché pham:

Vicn non, vién nang 0,4; 0,8; 1 va 5mg.

Ong tiém 2,5 va 5Smg/mL, tiém duwoi da, tiém bap hoic tiém tinh mach.
- Liéu dung:

+ Diéu tri thiéu mau hdng cau to:

Nguoi 16n va tré em trén 1 tudi: 5mg/24h.

Tré em duoi 1 tudi: 500|ag/kg/24h.

+ BOsung cho phu nir mang thai: 200 - 400ng/24h.

3.6. Vitamin B2

Vitamin B2 la tén chung dé chi cac cobalamin hoat dong trong co thé
nhu: cyanocobalamin, hydroxocobalamin, methylcobalamin, 5- deoxyadenosyl
cobalamin... trong do6 qua trong nhét la cyanocobalamin va hydroxocobalamin.

Ngudn goc va nhu cau

Vitamin B12 c6 chi yéu c6 trong dong vat nhu thit, ca, trkng, gan... Ngoai
ra co thé 1ay tlr mdi tredng nudi cay Streptomyces griseus.

Trong co the, vitamin Bz dugc mot so vi khuan rudt tong hop mot lvong nho.
Nhu cau hang ngay doi v&i nguoi 16n khoang 2iig.



Duwoc dong hoc

Vitamin B2 c6 thé hdp thu qua dwong tiéu hoa, dwdng tiém. Tuy nhién
mudn hdp thu qua dwong tiéu hod thi can cd yéu t6 ndi (ia mot glycoprotein do
té bao niém mac da day bai tiét ra). Vao mau, vitamin B gan Vi
transcobalamin Il dé chuyén tdi cac md. Vitamin B tich trir nhiéu & gan
(khodng 90%), than kinh trung wong, tim va nhau thai. Thai trtr nhanh qua
nuoc tiéu, phan 1én thai trlr trong vong s gio dau.

Téac dung va coché

Céc cobalamin déng vai tro la cac coenzym dong van chuyén, tham gia vao
nhiéu qua trinh chuyén hoa quan trong cla co thé, dac biét la 2 quéa trinh sau:

5 - methyltetrahydrofolat + homocystein ——E"->Methionin + tetrahydrofolat

Pay la phan &ng lién quan dén chuyén hoa acid folic va tdng hop ADN
nén rdt can cho sw sinh san cla hdng cau.
B
L - methylmalonyl - CoA-----Succinyl - CoA

Phan (ng nay xay ra trong chudi cac phan (ng chuyén hoa cac chét ceton
dé dua vao chu trinh Kreb, can cho chuyén hod lipid va hoat dong binh thuong
clia hé than kinh.

Khi thiéu vitamin Bj2 gay thiéu mau hong cau to va rdi loan than kinh
nhuv: viém nhiéu day than kinh, r6i loan cdm giac, van dong khu trd & chan,
tay, réi loan tri nhé va tam than.

Chi dinh
Thiéu mau wu sic hdng cau to.
Viém, dau day than kinh.

Du phong thiéu méu hodc tén thuong than kinh & nguoi cat da day, viéem
rudt man.

Ngoai ra con phdi hgp véi cac vitamin khac khi co thé suy nhuoc, suy
dinh du6ng, tré em cham I6n, phu nit mang thai, cho con bd, nhiém khuén,
nhiém doc.

Tac dung khéng mong mudn

Co thé gay di ’ng nhuv séc, may day, nglra, do da... doi khi rat ndng.
Chéng chi dinh

Nguei bi ung the do lam tang tién trién khoi u.

Nguoi man cam voi thuéc.

Chépham va liéu dung

- Ché pham:



Cyanocobalamin (Redisol) 6ng 30, 100, 500va IOOOiAg.

Hydroxocobalamin (Codroxomin) 6ng tiém cac ham lwgng tir 50 -5000]ig,
dang vién 200, 500 va 1000|j.g.

Ngoai ra c6 nhiéu dang ché phdm phdi hop véi vitamin Bt, Be (Neuramin,
H5000) hodc acid folic, sat (Ferrimax), calci gluconat (Arphos)...

- Liéu dung:

Diéu tri thiéu mau: khéi dau 100 - 1000jig/24h, dung hang ngay hodc
cach ngay, lién tuc trong 1-2 tuan; duy tri: 100 - 1000]|!'g/lan/thang.

Diéu tri viém day than kinh: thwong phai dung liéu cao va dung dang
tiém tir 500 - 5000|j.g/ngay.
3.7. Vitamin Bz (riboflavin)

Ngudn gbc va nhu cau

Vitamin Bo c6 nhiéu trong cam, sita va cac san phdm sira, men bia, thit,
long trang trirng, rau qua tuoi.

O nguoi, vi khuén rudt tdng hop duoc mot phan.

Hién nay chl yéu dung vitamin Bz2tdng hop.

Tac dung

Vitamin B2 la coenzym cua khoang 20 loai enzym khac nhau, tham gia
vao cac phan (ng oxy hoa khir cacbohydrat va acid amin. Quan trong hon ca la
coenzym cla 2 enzym: Flavin mononucleotid (FMN) va Flavin adenin
nucleotid (FAD) la dang coenzym hoat dong can cho s hé hdp cta mo.

Vitamin B2 tham gia vao quéa trinh ho hap & té bao, chuyén hoa glucid,
protid va lipid.

Ngoai ra con cé vai tro quan trong trong viéc diéu hoa chirc phan thi giac,
dinh dufng da va niém mac.

Néu thiéu B2 sé gay ton thvong da va niém mac: ludi do, sam, nit, loét
miéng, mi va tén thuong mat.

Tuy nhién cac triéu ch*ng thiéu vitamin B2 thwong khong dién hinh vi
thi€u vitamin B2 thuong dong thoi thiéu mot s3' chdt khac nhu sét, vitamin
pp, vitamin Bj.

Chi dinh

Cac trvong hop thiéu B2 gay ton thwong da, niém mac, viém gidc mac
mat, viém két mac, loét miéng, suy nhugc, mét moéi, cham Ién, sat can...

Thuwong dung phdi hop véi vitamin pp.



Chépham va liéu dung
- Ché phdm: vién nén 5, 250mg. Ong tiém 1Omg.
- Liéu dung: 5- 30mg/ngay chia thanh céc liéu nhd.
3.8. Vitamin pp (niacin, vitamin Bi)
Vitamin pp (Pellagre prevention).
Niacin la acid nicotinic. Chat hay dung lam thudic la nicotinamid.

Vitamin pp c6 nhiéu trong gan, than, thit ca, ngl c6c, men bia va céac
loai rau xanh.Trong co thé, vi sinh vat rudt tong hop dwoc mot lvgng nhod
vitamin pp.

Vitamin pp hédp thu duoc qua duong udng, khuyéch tan vao cac mo, tap
trung nhiéu & gan. Chuyén hoa va thai trir chd yéu qua nuwoc tiéu.
Tac dung

Vitamin pp la thanh phan cla 2 coenzym quan trong la NAD
(Nicotinamid - Adenin - Dinucleotid) va NADP (Nicotinamid - Adenin
- Dinucleotid - Phosphat). Cac coenzym nay tham gia van chuyén hydro va
dién t& trong cac phan (rng oxy hoa khér. Do d6 co vai tro quan trong trong qua
trinh chuyén hoda cholesterol, acid béo va tao nang lwgng ATP cung cép cho
chudi hd hap té bao. Khi dung liéu cao niacin c6 tac dung lam gidm LDL va
tang HDL, gay gidn mach ngoai vi.

Thiéu vitamin pp sé& gay ra céc triéu ching nhu chan &n, suy nhwoc dé bi
kich thich, viém lu@i, viém miéng, viém da ddc biét 1a viém da vung h& nhu
mat, chan, tay. Khi thi€u ndng sé gay ra triéu ching dién hinh la viém da,
tiéu chay va réi loan than kinh, tam than (day la 3 triéu chi*rng dién hinh cla
bénh Pellagra).

Tac dung khéng mong mudn

Niacin pp gay gidn mach & mat va nlra trén co thé gay nén con bdc hoa,
budn non, danh tréng nguc. Cac tdc dung nay xudt hién ngay sau khi dung
thudc va sé tw hét sau 30 - 40 phat. Nicotinamid khéng gay tdc dung nay.

Chi dinh
Phong va diéu tri bénh Pellagra.
Céac rd6i loan tiéu hoa va rdi loan than kinh (phdi hgp véi thu6c khac).

Tang lipid huyét, tang cholesterol, xo vita ddong mach (ph6i hgp voi thubc
khac): dung niacin (acid nicotinic).

Ché pham va liéu dung

- Ché pham:
Vién nén, vién nang 25 - 750mg.
Con ngot 50mg/5mL.
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Dung dich tiém 10omg/mL.
Cé6 trong thanh phan cta nhiéu biét dwgc phdi hop.
- Liéu dung:

Phong bénh: 50 - 200mg/24h.

Diéu tri: 200 - 500mg/24h.
3.9. Vitamin Bs (acid pantothenic)

Ngudn goc

Acid pantothenic c6 nhiéu trong ldong dé triing ga, than, gan va thit bo.

Thudc dé hdp thu qua dwong tiéu hoa. Phan phdi toi tdt ca cac md, khdng
bi phan hay trong co thé. Thai trlr qua nwéc tiéu.

Tac dung

Pantothenic la thanh phan quan trong cla coenzym A. Coenzym A la
dong yéu t6 cho nhitng phan &ng oxy hoa nhdm hydrat cacbon, tai tao glucose,
phan huy acid béo, tdng hop sterol, hormon steroid, porphyrin.

Ngoai ra con cé vai tro trong dinh vi té bao, st 6n dinh va hoat tinh cua protein.

Khong thdy hién tvong thiéu acid pantothenic & ngudi, chd yéu gap thiéu
coenzym A. Khi thicu coenzym A c6 cac triéu chi*rng nhuv thodi hoa than kinh,
thiéu nang tuyén thwong than voi cac triéu chirng mét maéi, nhic dau, roi loan
gidc nga, dau bung, day hoi, di cam tay chan, co thét co.

, Acid pantothenic thuwdng phéi hop trong cac ché pham da sinh t6', cac san

pham dinh dwdng.
3.10. Vitamin Bg (vitamin H, biotin)

Ngudn géc

Biotin ¢6 nhiéu trong gan bo, stra bo, c4, long dé trrng, chudi, khoai tay...

Trong co thé vitamin H dwoc tong hop mot phan nho vi khuan ruot

Hién d4 téng hop dugc bang phuong phéap hoé hoc.

Tac dung

Biotin cd vai tro rat quan trong trong chuyén hoa cachonhydrat va lipid, la
dong yéu t6 cho cac phan ng cacboxyl héa cac chét pyruvat, acetyl coenzym A...

Biotin tham gia vao cac phan (rng hoat hoa va van chuyén C02gbm 2 giai
doan: tao phtrc hop C02- biotin - enzym; van chuyén C02dén chét nhan.

Céc qua trinh nay gilp cho sv chuyén hoa cacbohydrat va téng hop acid
béo ngoai ti thé, tao diéu kién thuan lgi cho tich luy m& & gan. Nhw vay chic
nang chinh cla biotin 1a tham gia chuyén hod m@, chong tiét mé va ba nhon 6
da, dinh dwéng da va niém mac.



Khi thiéu biotin gay viém da, viém lu@i, dau co, mét mdi, chan an thiéu
mau, tang tiét md 6 da, rung téc...

Chidinh

Tri cac bénh da: tdng ti€t bd nhon, tribng ca, viém ludi, miéng.

Tri hoi dau (ph6i hgp voi thube khéac).

Chépham va liéu dung

Vién nén 5mg, 6ng tiém 5mg/mL. Dung 5 - 20mg/24h.
3.11. Cac vitamin tan trong nuwéc khac
Carnitin

Camitin c6 nhiéu trong thit va sira. Trong co thé dugc tong hop tlr gan va than.

Carnitin c6 tac dung oxy hoé céc acid béo, tham gia van chuyén cac chat
béo nay tdi ty thé dé tao nang lwgng. Lam dé dang qua trinh chuyén hoa ki khi
cla glucid, tdng kha nang phosphoryl hoa va kich thich thai trir cac acid hitu co.

Thiéu cartinin gay cac réi loan chuyén hod lipid lam r6i loan co van va co
tim, chitc ndng gan va ha dwdng huyét khi doi.

Vitamin p

Vitamin p bao gobm nhiéu chéat thuéc nhom flavonoid, c6 nhiéu trong hoa
hoe, ché xanh va céac loai cam quyt.

Tac dung co ban cla vitamin p la lam gidm tinh thdm thanh mach va
gidam dd gion clia mach mau. Cung véi vitamin C no6 tharr> gia vao phan (ng
oxy hoa khtr. Vitamin p thwong dung phdi hgp véi vitamin C dé diéu tri cac
bénh c6 kém theo tdng tinh thdm thanh mach.
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1. HISTAMIN
1.1. Bai cwong

1.1.1. Ngudn gbc

Histamin c6 nghta 1a amin & mé (histos), ching c6 mat & khap cac md
trong co thé loai co v.

1.1.2. Cbng thrc hod hoc

|= 1 -OVCH-NH 1=1 .CH2-CHz - NHz
NH N COOH histamin decarboxylase NH N

\V4 -Olt

Histidin Histamin
Téng hop tir 1907 (P - aminoethyl imidazo!)

Hinh 18.1. Phan &ng tao histamin



1.2. Dwgc dbéng hoc

1.2.1. Hép thu
- Khi udng histamin hau nhv khéng dwgc hdp thu vi bi pha huy & duwong
tiéu hoa va chuyén hoa qua gan.
- Khi tiém thudc dwgc hdp thu rat nhanh vi gay gidn mach va tang tinh
thdm noi tiém.
Tiém trong da gay ra phan (ng dac trwng do gay phu né va tiang tinh
thdm, dong thoi histamin cling la tdc nhan gay dau.

1.2.2. Phan bé
- Nguoi ta tim thdy histamin & khap cac mé trong co thé nhung sy phan bd"
clia ching khdng dong déu (tir dwdi Ip.g/g dén 100|'g/g - Hj).
- Histamin phén bd"chl yéu & cAc mo phéi, rudt, da, dé la noi ma lugng té
bao mast c6 twong ddi nhiéu. Mt s6 md khdng chira cac té bao mast
nhwng van c6 mat histamin nhuw: ndo, biéu bi.

- NOng dd cla histamin trong mau va trong cac dich khac cua co thé noi
chung rét thap, nhwng & dich ndo tuy cda ngudi lugng histamin c6 cao
hon. Nong do cla histamin trong mau vao khodng 50- 60iig/ lit.

1.2.3. Chuyén hoé va thai tri

Trong co thé sau khi dwgc hinh thanh, histamin hoéc la dwoc dy trir hodc
mau chéng bi mat tdc dung va dao thai qua nuwoc tiéu.

Histamin dwoc du tri® nhigu nhét trong cac té bao mast 6 cAc mo va trong
cac hat bai tiét cla t& bao wa base. O trong céc hat nay, histamin ton tai dudi
dang phitc hop histamin - heparin bang luc hat tinh dién. Tir day histamin sé
dwoc gidi phong khi can thiét qua mot vai co ché khéac nhau.

C6 2 qua trinh chuyén hoa quan trong nhét cla histamin trong co thé:

- Histamin chiu sy tdc dong clia enzym Histamin - N - Methyl - transferase va
chuyén thanh N - Methyl - Histamin sau dé N - Methyl - Histamin chiu tac
dung ctia MAO tao thanh N - Methyl - Imidazol acctic acid.

Phan (*ng nay c6 thé ngan chdn bang céc yéu to' )c ché enzym MAO.

- Histamin chiu tdc dung cta enzym diamin oxidase (DAO) tao thanh
imidazol acetic acid.

Céc san pham chuyén hoa cua histamin, c6 it hoac khong cé hoat tinh cung
vGi mot phan histamin ty do dugc bai tiét vao nwéc tiéu va thai trir ra ngoai.



1.3. Tac dung va co ché tac dung

Histamin la mdt amin cé hoat tinh sinh hoc manh gilt nhiém vu chinh
trong nhitng phan ng di ¢tng va phan (ng qua man. Ngoai ra, histamin con co
tdc dung didu hoa sw bai tiét dich vi va co tdc dung nhu la mdt chat dan
truyén than kinh.

1.3.1.Cochétac dung

Histamine phéat huy tac dung thédng qua Receptor cla histamin. Cé 3 loai
receptor histamin la Hj, H2 va Hg. Hj va H2 lIa nhitng receptor hau synap,
trong khi Hg la receptor tién synap, c6 nhiéu & ndo. Sv phan bd receptor va co
ché tac dung cla receptor duoc tong két qua bang sau.

Loai Receptor Phan bd Co ché tac dung
H, Co tron, té bao ndi mo, néo T IP3, DAG
h2 N6i md da day, co tim, t€ bao Mast, ndo t AMPV

Tién synap: ndo, dam roi TK rudt, cac té€ bao TK khac Receptor cap doi
h3 Protein G

+ Trén than kinh trung vong

Histamin la mot chat c6 vai tro quan trong trong cac phan G¢ng dau va
ngtta do kich thich vao tan cung cla day than kinh cam giac. Tac dung nay
thong qua receptor Hj. Receptor Hstién synap dong vai tro quan trong trong
viéc diéu hoa giai phong cac chdat truyén dat than kinh & than kinh trung
wong. Cac chat chd van Hg lam gidm gidi phdéng histamin, norepinephrin,
dopamin, 5-HT va trong m6t s6 nghién clu con thdy lam gidm giai phdéng
acetylcholin & mot s0"vung trén ndo. Cac receptor nay co thé cé vai tro twong
tv than kinh ngoai vi.

« Trén hé tim mach

Tac dung cla histamin trén tim mach thdng qua ca receptor HjVa Hz khi
dung liéu cao, béi vi thuc té cho thdy sy két hgp cac thuéc phong bé ca receptor
HjVa H2 c6 hiéu quad ngan ngtra tac dung cla histamin hon la thuéc phong bé
mot receptor don thuan. Tuy nhién, trén nguei, tdc dung cta histamin & ligu
thdptén tim mach thwong bi d6i khang bdi thudc khang receptor Hidon thuan.

- Gian mach

V6i mao mach, histamin gay gidn mach manh qua ca 2 loai receptor Hj &
receptor H2 tac dung qua receptor Hj nhanh va ngan, qua receptor H2 xuét
hién cham nhung kéo dai.

- Tang tinh thdm mao mach

Pay la tac dung co dién cua histamin, qua receptor Hi clia hé vi tuan
hoan dic biét 14 tiéu tinh mach sau mao mach.



Histamin gay tang tinh thdm cla cdc md, lam thoat huyét tvong ra khdi
thanh mao mach gay phu né, ngla, phat ban, viém .

Co ché: histamin lam co cac té bao ndi mo, lam cho khodng gian bao tiang
I€n, d€ 10 ra cac mang day khién protein huyét twong va cac té bao mau (cha
yéu la bach cau) di qua mot cach dé dang.

- Trén tim

Histamin c6 tdc dung truc ti€p trén tim, lam tang luc co bép cla céd co nh
va co that, lam tang nhip tim do no thic day sw kh cwc thi tam trvong.
Histamin cling c6 tAc dung lam cham su dan truyén nh7 that.

- Trén huyét &p

Histamin gay gidn mach nén gay ha huyét ap. Mic dd ha huyét ap phu
thudc vao lieu dung. Do ha huyét ap, co thé cd phan xa tdng ap nén tim dap
nhanh, thwvong than tang tiét catecholamin.

S6c do histamin: Khi histamin dwoc dua vao co thé mdt lugng 16n hodc duoc
giai phong trong cac phan (ng qua man (vi du do bi di (tng penicillin) thi s& gay ra
ha huyét ap tram trong do cAc mach mau nhé bi gidn, tinh thAm mao mach tang,
mét protein huyét twong, thoat dich ndi bao, giam thé tich mau dan dén tinh trang
choéang.

* Trén cotron

Histamin chd yéu gay co co tron rat manh do kich thich receptor H, trén
thanh co tron.

- Cotron duong hd héap

V6i mot lidu nho histamin ciing c6 thé gay co thét co tron khi phé quén,
lam xudt hién cac con khé thd giong con hen phé quan. Tac dung nay xudt
hién manh trén bénh nhéan hen phé quan.

- Cotron dwong tiéu hoa

Histamin gay tdng co bop co tron da day, rudt, lieu cao gay co that da
day, rudt dan t6i dau bung hoac ia chay.

- Vi cac co tron khac
Histamin cling gdy tdng co b6p cac co tron tiét niéu, sinh duc, moéng
mét... tuy nhién tac dung khéng manh, khéng dic treng. O mot sd' loai vat,
histamin lam tang co bép co tron tk cung nhwng t& cung nguoi co thai thi
khong hodc rat it bi anh hwdng.
+ Trén tuyén ngoai tiét
Histamin cé tac dung kich thich cac tuyén gay tang tiét, dac biét kich
thich receptor H2 & té bao thanh da day gay tang tiét dich vi: tdng thé tich,
tang lvgng acid hydrochloric! va lvugng men pepsin.



Co ché: histamin lam tdng lvgng AMP vong, tdng hoat dong cla cac AMP
vong, két qua lam tang bai tiét acid trong té bao thanh da day.

Tac dung nay cla histamin khong bi d6i khang véi cac thuéec khang
histamin tong hop loai khang Hj.

O ndng dd cao, histamin gay tang bai tiét hormon tuy thwong than.

1.4.Chi dinh
Histamin it duwoc dirng trong diéu tri, cht yéu dugc dung trong phong thi nghiém.

- Kich thich tiét dich vi dé 1ay dich vi lam xét nghiém: tiém duw¢i da hoac
tiém bap 0,25 - Img, sau 30 phut ldy dich vi.

- Histamin phosphat dwgc dung lam test chan doan bénh hen phé quan va
phan &ng di tng & da.

- Nguoi ta cling dung histamin va dong phan cla n6 la betazole dé danh
gia khd nang bai tiét cla acid da day trong cac bénh:

+ Viém teo da day.
+ Thiéu mau &c tinh.
+ K da day.
+ Loét da day - ta trang.
+ HOi chirng Zollinger - Ellison.
- Dung chan doan bénh u té bao wa chrom.

2. THUOC KHANG HISTAMIN Hj

2.1.bai cuong

Tac dung khang histamin dugc xac dinh lan dau tién vao ndm 1937 do
Bovet va Staub.

Nam 1944, Bovet va cong sy dd md ta chat pyrilamin maleat.
Nam 1950, diphenhydramin va tripelenamin dwgc phat hién.
Nam 1980, ngwoi ta tim ra cac thudéc khang histamin khong gay an than.

Téac dung cua histamin dugc phong thich trong cothé co thé bi lam mat
di b&i nhitng ly do sau:

- Nho cac chéat d6i khang sinh ly hoc dac biét.
- Cac yéu t6"'ngdn can su giadi phdéng histamin.
+ Cé&c yéu t6 lam bén vitng té bao mast.
+ Cac chét khang histamin.

Trong phan nay ching ta dé cap dén cac thuéc khang histamin Hj.



2.2. Cau tric va phan loai cac thuoc khang

Hinh 18.2. C&u trdc phan tlr cia thudc khang histamin Hi

Céc thudc khang Hj dugc chia lam hai thé hé (xem bang 18.1)

e Théhé 1gdm 5 nhém

(1) Ethanolamin: diphenhydramin; doxylamin; dimenhydrinat.

(2) Ethylendiamin: mepramin; methapyrilen; tripelenamin; thonzylamin.
(3) Alkylamin: chlopheniramin; phenyramin; tolpropamin.

(4) Piperazin: buclizin; cyclizin; oxatomid; cinarizin.

(5) Phenothiazin: promethazin; propiomazin; dimethothiazin...
Théhé 2goém 3 nhom

(1) Alkylamin: Acryvastin

(2) Piperazin: Cetirizin

(3) Piperidin: Astemizol, loratadin

2.3. Dugc déng hoc

Céc thu6c khang la nhi*rng amin hoa tan trong lipid, phan 16n ching

giong nhau vé hap thu va phan bo trong co thé.

- Héap thu nhanh qua dwong tiéu hoa, sau 15-30 phat cé tdc dung, dat

nong do tdi da sau 2 gio, kéo dai 3-6 giv (m6t s6 thudc khang histamin
thé hé 2 c6 thé kéo dai dén 20 giv).

Phan bd"khap cac td chirc cla co thé ké ca than kinh trung wong, sw khac
nhau co ban gitra cac thé hé cla cac thudc khang histamin Hxla mic do
rc ché than kinh trung wvong gay tac dung an than (thuéc khang  ttté
hé 2 do lién két protein huyét twvong ty 1é cao nén khd qua hang rao mau
ndo vi vay it gay tac dung an than gay ngd hon).

Phan Ién cac thuéc khang histamin Hj dwoc chuyén hoa 6 gan thanh céac
chat khéng cé hoat tinh, tuy nhién mot sci thuéc khang Hj thé hé 2 dugc
chuyén hoé tao ra cac chat cd hoat tinh nhw Terfenadin chuyén hoa
thanh fexofenadin con tac dung, hydroyzin chuyén hoé thanh cetirizin,



ebastine thanh cerebastine. Hién nay cé xu huéng dung ludn cac chat
chuyén hoa co6 hoat tinh cla cac thuéc khang Hj thé hé 2 dé han ché tac
dung khéng mong mudn trén tim mach.

- Thai trir cht yéu qua than (mot s3' & dang khdng chuyén hod). Mot 5"
khang Hj thé hé 1 co6 thoi gian ban thadi khoang 20 gio nhwng chi & nguoi
I6n, con & tré em thi ngan hon, cho nén khi cho tré em udng thuéc can
chia lam nhiéu lan.

2.4. Tac dung va co ché
e Téc dung khang histamin thyc thu
- Trén mach va huyét 4p: lam mat tdc dung gidn mach va tdng tinh tham
thanh mach cda histamin trén mao mach nén lam gidm hodc mét cac
phan (rng viém va di &ng, gidm phu, gidm ngta.
- Trén co tron: lam gidm céac con co that co tron dudng tiéu hod nén giam
dau bung do di rng.

+ Co tron ho hdp: Tac dung ddi khang xudt hién cham -va khdng triét de,
do d6 khong ding dé cét con hen duoc, ma khi do phai dung céc thudc
ddc tri nhu theophyllin, epinephrin, cromolyn natri.

+ Co tron mach mau: (c ché tdc dung co mach cla histamin.

Cac tac dung nay déu chi phéat huy t6t néu dung duw phong, con khi
histamin da tiét ra thi hang loat chat trung gian hod hoc khac ciling sé giai
phéng, khi do6 cac thudc khang  sé& khong ddi khang duoc.

- Trén tuyén ngoai tiét: (rc ché sy bai tiét cla nudc bot, nwdc mat... lién
quan dén histamin.

e Coché

Céac thu6c khang Hi ddi khang canh tranh véi histamin tai receptor Hj
cla té bao dich, vi vy n6 ngan dugc tdc dung cla histamin Ién t€ bao dich.

« Trén hé than kinh trung wong

Phan 16n cac thuéc khang Hj thé hé 1 déu co6 tdc dung (rc ché hé than
kinh trung wong gdy an than, tuy nhién mdéc dd tac dung khdng giébng nhau
gilra cac thudc va cac ca thé. Dan xuét phenothiazin va ethanolamin gay tac
dung an than manh hon, trong khi tdc dung nay 6 dan xuét piperazin lai yéu.
Cac thuoc khang Hithé hé 2 hau nhv khong co6 tac dung nay.

- O lidu diéu tri, ddi khi c6 thé thdy tac dung kich thich than kinh trung
wong xay ra, dac biét la & tré nhd khién bénh nhan bon chon, kho ngu

- O lidu rét cao (lidu doc) tac dung kich thich than kinh trung wong sé thdy
rd hon, tham chi cé thé gay co giat va hdn mé.



« Khéang cholinergic
Cac thudc khang Hj thé hé 1 c6 tdc dung nay ngay & lieu diéu tri, do do
dwoc dung t6t dé chdng ndn, chéng say tau xe va phoi hop dé diéu tri
Parkinson. Mot so thudc cé thé dwgc dung dé chdng ndn cho phu nit c6 thai.
« Khéang a - adrenergic
Mot s6 thudc khang Hj, dac biét 1a dan xuét phenothizin (promethazin) c6
tac dung trc ché a - Adrenergic nén cd thd gay gidn mach, ha huyét ap thé ding.
» Khéng serotonin
Mot 3" thudc khang Hj thé hé 1 cé tdc dung khang serotonin (dién hinh
la cyproheptadin), do d6 c6 thé dung dé diéu tri hoi ching serotonin (xem bai
thudc chéng tram cam, sach Dugc ly 1) hodc ding ngan han dé tdng cam giac
thém an.
+ Gay té tai cho
Mot sé thudc khang H, c6 tac dung gay té tai chd, dac biét 1a promethazin
va diphenhydramin. Céc thudc nay phong bé kénh Na+ & méat trong mang té
bao, tvong tv nhuv procain hodc lidocain, c6 thé gay té tai chd cho nhitng bénh
nhan di (rng v6i thude té thong thudng.
2.5. Chidinh
- Chdng di tng: viém mii di Gtng; n6i mé day; ban da, viém da di ¢ng; viém
da ti€p xuc, phu mach; cac trudng hop bi con trung can va nhiém doc day
thuong xuan, cac tinh trang ngtra do di &ng. Cac thudc khang histamin
thwong la lva chon hang dau dé diéu tri cac truong hop di ’ng va thwong
mang lai hiéu qua t6t, Tuy nhién, véi cac truong hgp hen phé quan va
phu mach than kinh, ngoai vai tro cla histamin con cé sy tham gia cla
nhiéu chét trung gian ho& hockhac nén tdc dung cla cac thu6c khang
histamin trong nhi*ng tredng hop nay bi han ché.

- Chéng say tau xe, may bay (cinarizin, dimenhydrinat, promethazin,
diphenhydramin).

- Chéng nén do dung céc thudc diéu tri ung thw: diphenhydramin.
- Chéng nén sau phau thuat: Cyclizin, promethazin.

- H&i chi*ng Meineére: cinarizin

- Budn ndn va nén trong thai nghén (nhém phenothiazin).

- Phéi hop dé diéu tri ho (promethazin, diphenhydramin).

- Tién mé: phenothiazin, cyclizin

- C&m cum.



2.6. Tac dung khéng mong mudn

Tac dung khdng mong muon hay gdp nhdt cla thudc khang histamin H:
thé hé 1 la gay ngu, an than va khang cholinergic. Thé hé 2 it gap tac
dung nay.

Téc dung an than cua khang Hj thé hé 1 gdy nguy hiém cho nguoi st
dung thudc khi lai tau, xe, lam viéc trén cao, céng viéc can s tinh tao.

Cac khang H, thé hé 1 lam tang tadc dung cla rvou va cac thudc tc ché
than kinh trung uwong, gay chéng mat, mét méi, mat sy ph6i hgp nhip
nhang, U tai, bon chon, tang co giat (ddng kinh) & tré em. & cung liéu diéu
tri, cac khang H: thé hé 2 it gay tdc dung khéng mong mudn hon.

Trén hé tiéu hoa: an kém ngon, non, budn noén, tiéu chay (thuong do
khang Htthé hé 1 gay nén).

Céac khang Hj thé hé 1 c6 tac dung khéang cholinergic nén gay kho miéng,
hong va mii. Ngoai ra con gay cang nguc, héi hop, dau dau, khé tiéu. Céac
tdc dung khong mong mudn nay khdéng gap & cac khang Hxthé hé 2.

Gay hién twong xodn dinh c6 lién quan t6i diéu tri bang terfenadin, nhét
la bénh nhan dang diéu tri bang khang sinh nhém macrolid (vi du:
erythromycin), cac thuéc nhém chéng ndm nhu ketoconazol; c6 thé gay
kéo dai khoang QT dan dén loan nhip tdm thét.

2.7. Chdng chi dinh

Man cam véi thuéc.

Ngu®i mang thai, thoi ky cho con bu.
u ortien liét tuyén.

Nhuoc co.

Tang nhén &p.

2.8. Cac thubc trong nhom

2.8.1. Diphenhydramin

Thudc nhom ethanolamin. Co6 tinh chét giong nhw hau hét cac khang Hikhac.
Duwoc dong hoc

Hép thu t6t khi dung dwong udng. Phan bd' dén hau hét cac co quan, xam

nhap vao hé than kinh trung wong, tudn hoan rau thai va stta me. Chuyén hoa
qua gan. Thoi gian ban thai khoang 4 gio.

Diphenhydramin va mot s6 thu6c lién quan khéac cé thé gy cam (ng

men chuyén hoé giéng nhu bacbituric. Khi dung liéu nhéac lai, thoi gian tac
dung co6 thé rGt ngan va cé thé xay ra twong tac thudc.
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Tac dung

Chéng ndn, gay té tai chd, an than. Ngoai ra con co tac dung khang
muscarinic giéng nhu atropin.

- Trén ho hép:

+ Gian co tron khi phé quan do déi khang tac dung co co tron phé quan
cla histamin.

+ Giam tiét dich dwdng hé hdp, mot phan do tdc dung khang histamin,
mot phan do tdc dung khang muscarinic.

- Trén mach: gay co mach lam gidm dau, gidm ngla.

- Trén hé than kinh trung wong: c6 tdc dung an than, véiliéu cao kich
thich than kinh trung wong. Bay thuvong la tdc dung khdng mong mudn.

- Gay té: diphenhydramin c6 tac dung gay té tai chd.

- Tac dung khac: gidn dong tl, liét co thé mi, tdng nhip tim, giam sv bai
tiét nudc tiéu. Tac dung nay gidbng nhuv cla atropin va phan 16n la tac
dung khéng mong mudn.

Chidinh
Chtra di tng do moi nguyén nhan (thudc, my pham, thic an, thoi tiét...)
Pugc dung dé lam gidm cac triéu chirng cta con hen phé quan mén tinh.
Chépham va liéu dung
- Nguoi 16n:
+ Uobng: 20 - 50mg X3 lan/24h dang vién nén hodc vién boc dwong 10mg.
+ Tiém bép: 10 - 20mg X2 Ian/24h dang thuéc tiém 6ng 10mg/ImL.

- Truyén nhd giot tinh mach: 10 - 20mg/ lan, pha véi dung dich NaCl Tré
em: uéng 10 - 20mg X 3 lan/24h dang vién nan hodc vién boc dwong
I0Omg.

2.8.2. Loratadin

Loratadin la thu6c khang histamin 3 vong c6 tdc dung kéo dai ddi khéang
chon loc trén thu thé Hj ngoai bién va khong c6 tdc dung trén than kinh
trung vong.

Duoc déng hoc

Héap thu nhanh sau khi uéng. Tac dung khang histamin xudt hién trong
vong 1-4 gio, dat t6i da sau 8-12 gi0, va kéo dai hon 24 gio. dat néng do toi
da trong huyét twvong sau 1,5 gio. Lién két protein huyét tvong 97%. & liéu
diéu tri thudc khong qua dugc hang rao mau ndo nén khong phan bd'vao néo.
Thuéc chuyén hoad qua gan lan dau thanh san pham cha yéu Ila
descarboethoxyloratadin, la chat chuyén hoéa cé tac dung dwoc ly. Khoang 80%



tong liéu thai trir qua nwéc ti€éu va qua phan ngang nhau du¢i dang da chuyén
hod. Thoi gian ban thai cta thudc la 17 gio, tdng 1én & ngudi cao tubi va nguoi
X0 gan.

Tac dung

Lam nhe bot triéu chirng cla viém mdi va viém két mac di &ng do giai
phong histamin. Con cd tac dung chdng ngtra va ndi may day. Khong cé tac
dung bdo vé hodc trg gilp voi truong hgp gidi phéong histamin nang nhu
chodng phan vé. Thu6c khéng c6 tdc dung an than. it c¢d tdc dung phu trén
than kinh trung wong so v6i cac thuéc khang Hj thé hé 1l khac. Loratadin
dung ngay mot lan, la thuéc dwoc lva chon dau tién dé diéu tri viéem mdi di
(rng va may day di ¢ng.

Tac dung khéong mong mudn

Khi dung voi lieu 16n hon 10mg hang ngay c6 thé xay ra mot s6 tac dung
khong mong muén nhu: dau dau, khé miéng, chéng mat, khé midi, hat hoi,
viém két mac...

Chi dinh

Viém mdi di ¢ng. Viém két mac di tng.

Ngla va may day c6 lién quan dén histamin.

Chong chi dinh

Qué man voi bt ky thanh phan nao cda thudc.

Than trong

Suy gan.

Khi dung loratadin c¢6 nguy co khé miéng, dac biét 6 ngwoi cao tudi, va
tdng nguy co sau rang. Do do, can phai vé sinh rdng miéng sach sé khi dung
loratadin. V6i phu nir ¢6 thai, chi dung loratadin khi can thiét, voi liéu thadp va
trong thoi gian ngan. Loratadin va chéat chuyén hoa cla no tiét vao stta me, vi
vay phu nir dang cho con bu néu can dung thuGc nén dung liéu thdp va trong
thoi gian ngan.

Twong tac thudc

Khi dung loratadin cung mot s6 thudéc nhu cimetidin, ketoeonazol,
Erythromycin sé& lam tang ndng do cla loratadin trong huyét twong.

Liéu dungt cach dung

- Nguoi 16n va tré em tir 12 tudi tré 1én: 10mg/ 24 gio.
- Co6 thé dung dang vién nén IOmg, siro Img/ml, vién nén Claritin- D

(IOmg loratadin + 240mg pseudoephedrin sulphat)

- Tréemtlr 2- 12 tudi:


http://www.adultpdf.com

Trong luvgng co thé >30 kg: 10ml (Img/ml) siro loratadin/24 gio.

Trong lwgng co thé <30 kg: 5ml (Img/ml) siro loratadin/24 gio.

- An toan va hiéu qua khi dung loratadin cho tré em dudi 12 tudi chuwa

dwoc xac dinh.

- Nguoi bi suy gan hodc suy than nang: Dung liéu ban dau IOmg (vién nén
hodc siro), clr 2 ngay dung mot lan.

Bang 18.1. Liéu dung ctia mot so6 thudc khang histamin Hn

Tén phan nhém, tén thudc

1. Nhém ethanolamin
Carbinoxamin

Clemastin fumarat
Diphenhydramin hydrochloric!
Dimenhydrinat

2. Nhém ethylenediamin
Pyrilamin maleat
Tripelenamin citrat
Tripelenamin hydrochloricl
3. Nhém alkylamin
Chlofeniramin maleat
Brompheniramin maleat
4. Nhém piperazin
Hydroxyzin hydrochloric!
Hydroxyzin pamoat
Cyclizin hydrochloric!
Meclizin hydrochloric!

5. Nhém phenothiazin
Promethazin hydrochloric!

1. Nhém pjperidin
Astemizole

Levocabastin hydrochloric!
Loratadin

2. Nhém alkylamin
Acrivastin

3. Nhém piperazin
Cetirizin hydrochloric!

Biét duoc

THEHE |

Cardec
Tavist
Benadryl
Dramamin

Nisaval
PBZ
PBZ

Chlortrimetons
Dimetane

Atarax

Vistaril

Marezin
Antivert

Phenergan

THE HE |

Hismanal,
Histalong

Livostin
Clarityne

Semprex

Thoi gian tac
dung (gio)

3-6
12-24
4-6
4-6

4-6
4-6

6-24

6-24
4-6

12-24

24

16-24
24

12-24

Liéu 1 1an 6 nguoi

Ién

4 - 8mg
1,36 - 2,68mg
25 - 50mg
50 - 100mg

25 - 50mg
37,5 - 75mg
25-50- 100mg

4-8-12mg
4 -8 -12mg

25 - |l0Omg
25 - 100mg
50mg

12,5 - 50mg

25mg

10mg

1 giot
10mg

8mg

5- 10mg



Chuong 19

NGO bQC CAP VA PIEU TRI NGO bOC CAP

sl

Trong nhirng thap ky gan day cung véi viéc st dung rong rdi cac chat bao
vé thuc vat, cac thudc cé cuong do tdc dung manh, cac chdt ma tuy, sw 6 nhiém
moi trvong va viéc sir dung khéng ding cac chat bao quan thyc pham da lam
cho tinh hinh ngd doc von da pho bién va nghicm trong cang tré nén pho bién
va nghiém trong hon & nwéc ta cling nhw nhiéu nuéc trén thé gigi. Mot trong
nhirng yéu to can thiét dé gop phan vao viéc phong ngira va han ché tac hai do
ngd doc gay ra la nhitng ngudi lam coéng tac y té can ndm dwoc nhitng kién
thirc co ban vé chat doc va cach xt ly khi ngd doc cap.

1.MOT SO TAC NHAN GAY pOC

Co rat nhiéu céac tdc nhan co thé gay ngd doc cdp nhu: cac chat trir sau
diét co, cac hoa chat diét chudt, mot s6 kim loai nang, mdét s0" thuéc thuong
ding trong diéu tri va ngay ca mét s lwvong thuc, thec phdm (sén, ca noc...).

1.1. Cac chéat trir sau diét co

1.1.1. Cac dan chétphospho hitu co

Céc chéat thudoc nhom nay rat phong phl va dugc st dung kha pho bién
lam thudc trlr sau nhv diazinon, dichlovos, leptophos, melathion, trichlorfon...
Cac dan chéat cta phospho hitu co c6 tdc dung trén con tring cling nhu loai c6
vl khi chlng tiép xlc tryc ti€p hodc con trung dn phdi cay cd da duoc phun
cac chat trén. Céc chat nay duoc hdp thu qua da, qua dwdng hd hdp va qua
dwong tiéu hoa. Trong co thé ngwoi, chim va cac loai ¢d vi ndi chung chlng bi
chuyén hoa nhanh hon cac dan chét chlorhydrocarbon. Trong méi truong khi
hoa tan trong nuwéc ching cling kém bén vitng hon céc chét diét con trung
nhom khac (cac carbamat, dan chét chlorhydrocarbon).



Co ché tac dung cla cac dan chét phospho hitu co 1a do thuc hién qué trinh
phosphoryl hoa & vi tri este dan dén tc ché cholinesterase, lam ting ndng do
acetylcholin & cac t0 chirc cé chira cac cac thu the (receptor) acetylcholin. Ngoai
tac dung tc ché cholinesterase, mot sé dan chat trong nhom nay con co tac dung
trc ché mot enzym khéc cé trong t6 chiec than kinh dan dén nhiém doc than kinh
muodn. Biéu hién cda s¢ nhiém doc nay la trang thai bénh ly da than kinh di
kém vai liét va thodi hoa sgi truc than kinh (axon).

Du (¢ ché cholinesterase nén cac dan chét phospho hitu co 6 liéu cao trén
nguoi sé gay ngd doc véi nhitng biéu hién cla hdi chirng muscarin, hoi chirng
nicotin va hdi ching than kinh trung uong.

- Hoi chirng muscarin: trén hé théng duwong tiéu hod gay tdng tiét nuwéc
bot, budn ndn, nén, dau bung, ia chdy. Trén hé hé hdp gay tang tiét dich
phé quan, co that thanh quan va c6 thé gay phu phdi cdp. Trén tim mach
va huyét ap gay cham nhip tim, ha huyét ap. Trén mat gay co dong tt,
chay nwdc mat, giam thi luc...

- Hoi ching nicotin: hdi ching nicotin thwdng xudt hién trong nhirng
tredng hop ngd doc nang. Bénh nhan mét mai, rung co, co thé liét co dan
dén liét hd hap; roi loan nhip tim, cd thé truy mach va nglrng tim.

- HOi ching than kinh trung wong: cac trung tdm ho hdp va tuan hoan bi
trc ché. Trong nhitng trudng hop ngd doc ndng sé dan dén suy ho hap, suy
tuadn hoan va t vong nhanh.

Viéc xt ly ngdc doc cac dan chat phospho hitu co ngoai viéc tuan theo
nguyén tac chung vé xt ly ngd doc cdp (trinh bay 0 phan sau) phai dung chét
gidi doc dac hiéu la atropin.

1.1.2.Cac carbamat

Carbamate la este cla acid carbamic vdi cac alcol don trong phan ti c6
nhém amonium bac 3 hodc bac 4. Néi chung, cac carbamat c6 nhom amonium
bac 4 it tan trong lipid 1a do tinh chat phan cuc cla ching, do dé chiing it dugc
hap thu qua cac to chirc lién két, da, phoi. D€ hdp thu qua dwong tiéu hoa can
phadi dung liéu cao hon nhiéu so v6i dwong tiém. Trong moi trwdng nuwéc,
carbamat twong doéi bén vitng. Trong co thé, ching bi chuyén hoa bdi céc
esterase khong dac hiéu va ngay bdi cholinesterase.

Pac tinh cla carbamat cling gidng cac dan chét phospho hitu co la do ¢
ché cholinesterase dan dén lam ting nong do acetylcholin ndi sinh nhung khac
& cho co ché rc ché la do carbamoyl hoa & vi tri este clia enzym.

Thoi gian tac dung cia carbamat ngan hon so v6i cac dan chét phospho
hru co, khodng cach gilta liéu doc tdi thiéu va lieu chét 1on hon.

Chat giai doc dac hiéu la atropin.
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1.2. M0t sd'kim loai nang

1.2.1. Chi

Chi la nguyén t6"kim loai nang dugc phat hién gay bénh nghé' nghiép dau
tién trén thé gioi. Ngay nay ty Ié nhiém doc chi c6 xu hudng giam di. Tuy
nhién, ngd doc chi van con la van dé dang quan tam trong céng dong.

Sy hédp thu cla chi tuy thudéc vao ban chét cla cac dang mudi chi va
dvong xam nhap cda chi vao co thé. Chi c6 thé hdp thu qua dwong thd va
duong tiéu hod nhung cham. Chi & dang mudi v0 co hdp thu kém qua da
nhwng & dang hitu co thi hdp thu t6t qua dwong nay. Nhiém doc chi cong
nghiép chd yéu xay ra qua duong hé hdp. Chi & dang mudi vo co khi xam nhap
qua dwong tiéu hoa khoang 10% dugc hap thu.

Sau khi hdp thu qua dwong hd hdp hodc duodng tiéu hoa, chi gén voi hong
cau va dau tién phan bo réng rai trong cac td6 chirc mém cla co thé nhu tuy
Xuwong, ndo, than, tinh hoan. Thoi gian ban thai cla chi 6 cac co quan nay vao
khodng 30 ngay. Ngoai cic co quan trén, chi con dugc phan bd qua rau thai
gay doc cho thai nhi. Cudi cung phan Ién chi trong co thé lién két véi xwong
kha bén virng. Thoi gian ban thai cla chi & xwong phai trén 20 ndm. Ngoai ra,
chi con dwgc phan bd"trong trong mong chan, mong tay, téc.

90% chi vao co thé theo duong udng duwoc thai ra ngoai theo phan. Phan
I6n lvgng chi sau khi dwgc hdp thu thai trir qua than, mot lvgng nho bai tiét
qua md héi va sira me.

Ngb doc chi co thé do cac thanh phan chi vd co hodc hitu co.
* Ng6 doc chi vo co

Ngb doc cép chi vo co c6 thé xay ra trong moi trudng cong nghiép do cong
nhan hit phai mot lugng 16n chi oxyd. Nguai bi ngo doc cép co biéu hién dau
bung di* d6i, dan dén nhirng rdi loan hé than kinh trung wong.

Ng6 doc man tinh chi v co thudng biéu hién chan an, mét moi, rung co,
dau dau, sut can, roi loan tiéu hoa. Bi kem véi nhirng triéu ching trén, hién
tvong dau bung 1&p di 1ap lai va nhwoc co dudi nhwng khdng réi loan cdm giac
la nhitng goi y cho van dé nhiém doc chi man tinh.

X Iy ngd doc trwde tién 1a chan ding digu kién 6 nhiém sau do st dung
cac chat tao chelat. Trong trwong hop ngd déc nang, tiém truyén dung dich
calci dinatri EDTA voi ligu vao khoang smg/kg thé trong; voi tré em tiém bap
thit dung dich dimercaprol vai liéu khoang 2,5mg/kg thé trong.

e Ng6 doc chi hitu co
Ngd doc chi hiru co thwong la do tetramethyl hodc tetraethyl chi co trong
cac nhién liéu dung trong cac dong co 6t6... gay ra. Cac chdt nay dé bay hoi va
tan trong lipid. Chling dugc hap thu qua da va qua duong hé hdp. Biéu hién
clia ngd doc la gay rdi loan hé than kinh trung wong, &0 gidc, mat ngu, dau



dau va trang thai kich thich. Trong nhirng trudng hop ngd doc nang cé thé gay
co giat, hdon mé va tlr vong.

Diéu tri ngd doc chi hitu co cling tvong tu nhw diéu tri ngd doc chi vo co.
Trwde tién phai chdm dit ngudn 6 nhiém, diéu tri triéu ching va dung céac
chét tao chelat.

1.2.2. Arsen

Trong nhitng thoi ky La Ma va Hy Lap c6 dai, arsen vira duoc dung lam
thudc vira dugc dung lam chédt doc. Ngay ca truwdc khi tim ra penicillin, arsen
van con dugc dung dé didu tri giang mai va lam thudic b6 trong dung dich
Fowler. Ngay nay cac dan chdt ctia arsen khdng duoc dung trong y hoc, chi con
dwoc st dung lam chét trir sau, diét cd, diét ndm, bao vé gb va co thé trong
cong nghé hop kim, ban dan...

Céc dang arsen cd thé gay ngd doc la arsen nguyén t6, arsen vO co, arsen
hitu co va khi arsin (AsHJ. Trong do6 hai chat quan trong hon la arsen hoa tri
3va khi arsin.

e Ng6 doc cap va ban cap arsen vo co

Ng6 doc cdp va ban cédp chi vd co c¢d thé gay budn ndn va noén dir déi; dau
bung, kich rng da, viém thanh quan va phé quan. Viém duong tiéu hoa co thé
dan dén xudt huyét. Hoi thd va phan c6 mui téi va tanh kim loai. Dang arsen
hoa tri 3 con gay ton thwong mao mach, tang tinh thdm, méat nwéc, choang va
tl vong. Néu bénh nhan song sot qua giai doan ngd doc cap cd thé dé lai bénh
than kinh.

Diéu tri ban dau la gay non hoic rira da day, diéu chinh can bang vé cac
chdat dién giai va nudc. Diéu tri bo tro gan va cac td chirc bi ton thwong. Sau do
trong nhirng truong hop néng can khan trvong dung cac chat chelat hoa. Tiém
bap thit dung dich dimercaprol véi liéu 3- 5mg/kg thé trong; cl 4 gio tiém mot
lan trong 48 gid. Tiép tuc tiém dimercaprol véi khodng cach 12 gio tiEm mot
lan trong 10 ngay. Trong thoi gian nay phai kiém tra ndng do arsen trong
nuoc tiéu.

* Ngb6 déc man tinh arsen vd co

Ngd doc man tinh arsen vo co thuong biéu hién kicp ’ng da, cd thé thing
vach ngan mdi, bénh than kinh cam giac, rung téc, nhiém mg gan, tc ché tuy
xwong. Nhiém doc kéo dai cd thé xudt hién tdng srng hod 06 long ban tay, ban
chan, viém giac mac, kich &ng cac niém mac thanh quan va dwong ho hap.

e Ngb déc khi arsin

Arsin dugc hdp thu chd yéu qua dudng the. N6 1a mot trong nhirng tac
nhan gay tan mau manh nhat hién nay. Sau khi hap thu ndé gan voi
hemoglobin va bi oxy hoa tao thanh chédt gay tan mau. Cac hong cau bi phé vd
dan dén c6 hemoglobin trong nwdc ti€éu va gay suy than cdp. Céac 6ng than bi
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ton thwong, dong thoi cac mang day cda cau than day lén. Nuwdc tiéu vang
sam, dau bung di¢ doi.

Trong nhitng trudng hop ngd doc cap khi arsin bén canh cac bién phap ho
trg chirc ndng sdng can phai tién hanh tham phan mau.

1.2.3. Thuy ngéan
Thuy ngan la kim loai duy nhét trong diéu kién binh thuong ton tai ¢ thé
16ng. Nguyén nhan ngd doc thuy ngan vo co la do tiép xuc v6i cac chat trong
thanh phan c6 thuy ngan dung trong nha khoa, cac chat bdo vé g6, cac chat
trir sdu diét co, cac chat dung trong nhiét ké, ac quy.
Ngudn thuy ngan hitru co gay doc la tir cac chét diét ndm, céc chét diét moi.
» Ngd doc cdp thuy ngéan
Ng6 doc cdp thuy ngan chd yéu la do hit phai hoi thuy ngan & nong do
cao. Bénh nhan cam thay dau nguc, budén non va ndn, sau doé than bi tén
thwong. Sau ba, bon ngay cé biéu hién viém lgi ndng va viém dwong tiéu hoa.
Trong phan I6n nhitng truong hop ngd doc ndng cé trieu chrng rung co va
bénh ly tam than.
] Diéu tri chl yéu la dung cac chét tao chelat. Trong thwc té co thé tiém
bap dimercaprol 3 - 5mg/kg thé trong, c 4 gio tiém mot lan, trong thoi gian
48 gi¢. Sau do cr 12 gio tiém mot lan, trong 10 ngay.

* Ngd déc man tinh

Nhirng bi€u hién cla ngd doc man tinh thuy ngan co thé la roi loan tiéu
hod, viém lgi, rung rang va suy than. Trong mot s6'truong hop bénh nhan run
cac ngoén tay, run canh tay va cadng chan. Ngoai ra, 6 mot 9" ngudi c6 hién tuong
r6i loan tiéu nio, réi loan tam than, l&ng dong thuy ngan 6 thuy tinh thé.

1.3. Thubc

Ngb doc thudc ngay cang tré nén phdé bién vi cac loai ché pham thudc
ngay cang phong phu, nhét la c6 nhiéu thudc c6 hiéu lwc cao. Trong khi do viéc
mua, ban thudéc & nhiéu noi con tuy tién, khong tuan tha theo quy ché déi voi
nhirng thudc doc va nhirng thudc phai ban theo don. Khong nhitng thé, viéc
lam dung thu6c cling dang Ird thanh van dé can phai quan tam.

1.3.1. Nhitng triéu chitng chinh khi ngd déoc mdt s6 nhém thudc

e Thudc an than, gay ngu

Céc triéu chirng bi€u hién khac nhau tly theo giai doan ngd doc. Dau
tién la thoat (c ché, sau d6 ngl lim va hén mé. Trong hon mé nhe c6 rung
giat nhan cau. Hon mé sau: co dong tk, ha huyét 4p, ha than nhiét, trvong
luc co giam.
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e Thu6c kich thich than kinh trung wong
Céc triéu ching dién hinh khi ngd doc cac thudc nhém nay la trang thai
kich dong, loan than, co giat, vé tim mach: nhip tim nhanh, loan nhip, tdng
huyét ap. Trwong luc co tdng, co thé hoai tir co. Tang than nhiét, da nong, do
mo hdi. Ngd doc phencyclidin c6 thé rung giat nhan cau.
e CAc thubc, nhém opioid
Tuy theo liu ding bénh nhan c6 thé budn ngl, ngd lim hodc hén mé.
Huyét ap va nhip tim giam. HO hdp gidm hodc ngirng thd. Bong t& co nho nhu
dau dinh. Trrvong ly co giam. NEu nang, hon mé sau va cé thé dan dén tl vong.
» CAc chat khang muscarinic

C6 nhiéu chét thudc cdc nhém khac nhau cé tinh chdt khdng muscarinic
nhuw: atropin, scopolamin, cac chat khang histamin, cac chat chéng tram cam
ba vong...

Khi ngd doc cac chat nay bénh nhan cé triéu chirng ao giac, hoang twéng,
hon mé; tang nhip tim, tang huyét ap; tdng than nhiét, khd da; gidn dong tt;
cham rong da day va di tiéu it.

« Cac chat thc dung gidng cholinergic

Bi€u hién ngd doc cua cac chat nhom nay la trang thai lo I&ng, bdn chon,
co giat, c6 thé dan dén hén mé; dong tlr co nhd; nhip tim c6 thé ting hoac
giam; tang tiét moé hoi, nwéc bot; dau bung, di ngoai; chét vi liét co hd hap,

2. DIEU TRI NGO bOC CAP

Nguyén nhan dan dén ngd doc rat khac nhau. Co6 thé do nham Ian (nham
Ian cla ngudi bénh vé thudc, vé lieu lwvong; nham 1an cda tré em gilra thudc voi
thwc phdm va khong loai trir nham lan do thay thudic). Tuy nhién vdn dé
nghiém trong hon la ngd doéc do chi y cla nguwoi bénh (tw tk). Trongnhirng
trvong hop nay do ngudi bénh thudng dung liéu radt cao lai cd tinhche dau
nhitng chat dd dung, dugc phat hién mudn nén van dé xi ly gap nhiéu kho
khan. Vi nhitng ly do trén, khi x& Iy ngd doc phai xem xét tat ca cac khia canh
dé c6 bién phap hop ly. Néu ngd doc do coy can phai két hop véi khuyén giai,
dong vién. Tat nhién, du két hop cac bién phap nao di chdng nira thi diéu tri
ngd doc cdp van la hang dau va can phai tién hanh khén trvong.

Diéu tri ngd doc cap bao gobm 3 gidi phap chi yéu sau:

- Hb tro cac chic ndng sbng cda co thé (tro hd hdp, tro tuan hoan) va diéu
tri triéu chirng

- Lam giam hép thu va day nhanh thai trir cac chat doc.

- Dung céac chat gidi doc.



2.1. H6 tro chi*c ndng sdng va diéu tri triéu ching

Trong nhiéu truong hop ngd doc cdp néu hoi stc va diéu tri triéu ching
tot thi bénh nhan cé thé “ty giai doc”.

2.1.1. H6n mé

Déi v6i nhirng bénh nhan hén mé van dé dau tién la thong khi (sv théng
khi bi can trd co thé la do dich tiét cla dwong hd hap, phu né luwdi, phu né
thanh quan...); va cho nguoi bénh thé oxy day di. Danh gia sy thong khi bang
cach theo doi nhip thé, mic do tha sau. Néu cd diéu kién va can thiét, tién
hanh phan tich khi trong mau déng mach.

2.1.2. Cogiat

Bénh nhan bi co giat co thé do truc ti€p cac chat doc hai gy nén (dung
qua liéu cac chat kich thich than kinh trung wong...), hodc gian tiép do céc
chét d6 gay réi loan co thé ndi chung (ha dvong huyét, thi€u oxy mau...), xt ly
dau tién la phong nglra cac thwong ton co thé c6 do co giat gay ra (dung céc
chat mém co). Néu co giat do ha duong huyét thi tiém truyén dung dich
glucose. Bong thoi nén tiém cham tinh mach dung dich diazepam hoéc dung
dich barbiturat.

2.1.3. Bién ching vé tim mach, huyét ap

Nhiing bién ching vé tim mach va huyét ap cling hay xay ra khi ngd doc
thudc: ha huyét ap, tang huyét ap, loan nhip tim...

Ha huyét ap c6 thé do cac chat doc hai anh hwong dén lwu lvgng tim hodc
giam strc can clia mach ngoai vi... x& Iy bang cach tiém truyén céac dung dich
truyén thich hop. Néu giam huyét ap gan lién vai giam twdi mau thi nén ding
cac chat gay co mach. Trong nhiéu truong hgp ngudi ta hay dung dung dich
dopamin, hodc co6 thé dung dung dich noradrenalin tiém truyén tinh mach.

Tang huyét ap dé dan dén tai bién mach mau ndo. Ty thudc vao mirc do
tdng huyét ap va ban chat cta chat doc hai ma lya chon cac chét gay ha huyét
ap thich hop.

Loan nhip tim co6 thé do tac dung truc tiép cla ch‘ét doc hai trén tim hodc
gian tiép do chling gay roi loan co thé nhv mat can bang kiém- toan mau, ha
OXy mau...

Diéu tri bang cac chét chéng loan nhip nhu lidocain hodc propranolol;
néu can thiét cd thé dung mday diéu hoa nhip tim.

2.1.4. Phu né nédo

~ Phu né ndo la tai bién tiém tang trong mot s6 treong hop ngd doc. x&r ly
bang cach tiém tuyén dung dich mannitol.



2.1.5. Nhiém doc tai cho

Nhiém doc tai chd thudng 1a do cac base, cac acid manh tiép xdc truc tiép
va gay tén thuvong trén da, mét hodc niém mac. Khi nhiém doc tai chd can rira
ngay bang nwéc sach nhiéu lan, cang sém cang t6t. Tuyét déi khong ding cac
acid hodc base dé trung hoa céac tac nhan gay doc vi cé thé gay tén thuong
thém cho t0 chirc do nhiét giai phdong ra tir phan &ng trung hoa. Néu nhirng
chét gay doc tan trong dau md thi ding nwéc va xa phong dé lam sach cac chat
d6. Néu quan 4o, toc bi nhiém céac chét gay doc ciing phai duoc lam sach dé
tranh tai nhiém cho co thé.

Khi cac acid hodc base nhiém vao mat co thé gay bong gidc mac va két
mac. Bién phap xi ly dau tién 1a phai rta mat ngay bang nwéc sach trong
vong 10-15 phat.

Khong nén gid vao mat mot chét trung hoa dac hiéu. Hau qué cta nhiém
déc & mét thuong 1a nghiém trong nén sau khi so cttu hodc néu cé thé chuyén
bénh nhan dén thay thudc chuyén khoa cang sém cang tot.

Can cha y d8i voi mot s6 chdt (cac dan chat phospho hitu co, cac
carbamat, cac dan chét halogen cla carbon...) khi tiép xdc truc tiép véi da
ho&c niém mac gay tén thwong tai chd ching con c6 thé duoc hdp thu va gay
doc toan than. Trong nhirng trudng hop nay vira phai diéu tri tai chd vira phai
diéu tri toan than.

2.2. Lam gidm hédp thu va ddy nhanh thai trir cac chat doc
2.2.1. Lam giam hép thu

Cac bién phap lam giam hdp thu chl yéu &p dung d6i véi nhirng trwvdng
hop ngd doc dung qua dwdng udng. NGi chung cac bién phap nay chi c¢é két qua
tot d6i voi phan 16n cac thudc sau khi udng khoang 4 gio. Tuy nhién do6i voéi
mot s6 thudc thoi gian nay co thé dai hon, tham chi c6 thé 1én dén 10- 12 gio
nhu: céc salicylat (do 1am cham rbng da day), cac chat khang cholinergic (giam
nhu dong da day va ru6t), phenytoin (do hap thu cham va héap thu that thuong
qua Ong tiéu hod).

C6 nhiéu bién phap lam gidm hédp thu céac chét gay doc qua dwong ubng
nhu: 1am rong da day, dung cac chat hdp phu, ding cac chit tay...

« Lam rong da day

C6 thé lam rong da day bang cach gay nén hoic tdy nhe. Tuy theo truong
hop cu thé ma chon bién phap nao cho thich hgp. Trong nhitng tredng hop
uéng qua liéu cac chéat (c ché than kinh trung wong nguti ta hay rira da day.
Tuy nhién k& ca rlra da day va gay non cling khdng lam sach hoan toan céac
chdt doc trong da day, cho nén sau khi gdy non hodc rira da day cé thé dlng
chat hdp phu hodc tdy nhe dé ti€p tuc lam gidam hép thu.



- Gay nbn

Gay non la mot trong nhirng bién phap tot dé 1am rong da day nhwng chi
€6 hiéu qua khi trung tdm nén van con dap ¢ng.

Céc chat thwong dwoc ding dé gay non la bot hoéc slro ipeca, apomorphin.

Truoc kia ngudi ta con dung cd CuS04va ZnS04nhung hai chat nay hién
nay khéng duoc dung vi tac dung gay nbén khdng chac chan va dac biét la sau
khi hdp thu gay doc vgi gan, than va gay tén thuong mao mach.

Ngoai viéc gay non béng thudc,nguoi ta con gay non béng bién phap co
hoc: ngody hong. Phuvong phap nay don gian, dé thuc hién nhung ty Ié nguoi
non thap va khdi lwvgng chét non it.

Tuy gay non la mot bién phéap t6t dé dua chat doc ra khdi co thé nhwng
can cha y khong dwgc 4p dung trong nhirng tredng hop sau day:

+ Bénh nhan cd biéu hién Gc ché ro rét hé than kinh trung wong vi ¢

thé hit chat nén vao phoi.

+ Bénh nhan dang co giat vi cling c6 nguy co hat chat non vao phoi.

+ Bénh nhan udng phai cac acid manh, base manh vi cac chat nay co thé
gay bong nang niém mac miéng va thvc quan, khi gay non lai lam cho
céc t6 chirc trén tai nhiém acid hodc base gay ton thuong thém.

- Rira da day

Rira da day cling la bién phap tich cuc han ché hdp thu bang cach dua
chat doc ra khoi co thé cling véi dich rra. Luong chat Idng dwa vao rira da day
mdi lan vao khoang 200 - 300mL v&i ngwdi 16n, 50- 100mL véi tré em. Qua
trinh tién hanh Iap di lap lai cho dén khi nao nuoc rira hét duc (thuvong kéo dai
20 - 30 phat). Doi voi tré em khoéng nén dung nwéc thuong ma nén dung dung
dich NaCl 0,9% hodc 0,45% vi & tré em kha ndng dung nap dbi véi cac dung
dich khong cd chéat dién giai kém.

R&ra da day chi nén thyc hién & bénh vién. Truong hop rita da day cho
bénh nhan hén mé nén d&t 6ng ndi khi quén.

Choéng chi dinh rira da day cho nhiing bénh nhan udng phai acid manh
hodc base manh vi khi dva 0ng rira da day vao c6 thé gay tén thuong thém cho
thuc quan va da day. Giai quyét bwéc dau ddi véi nhirng treong hgp nay la pha
lodng cac chét d6 bang cac cho bénh nhan udng sita hodc nuwéc.

« Dung chét hdp phu

Sau khi gay non hodc rira da day nén dung than hoat dé hdp phu mot
phan chdt gay doc con lai trong 6ng tiéu hod. Than hoat cé kha nang hdp phu
khéng chon loc d6i véi nhidu chat, tuy nhién it c6 hiéu qua déi voi nhiém doc
cyanua, ethanol, methanol...



Lwvgng than hoat can dung vao khoang 60 - 100g v&i nguoi I6n, 15 - 30g
voi tré em (tron lvgng than hoat trén véi nwdc thanh bot nhdo roi chia lam
nhiéu lan udng).

Can chl y néu da udng bot hodc siro ipeca dé gay non thi chi uéng than
hoat sau khi ipeca da gay nén. Néu khdng thi than hoat sé hdp phu ipeca, nén
sé khong xay ra va kha nang hap phu chét doc cla than hoat ciing khdng con.

« Dung cac chat tay

Dung cac chét tdy nhe sé dwa cac chat gay doc ra ngoai co thé. C6 thé
dung cac chat tdy mudi nhu: magie sulfat, natri sulfat, magie citrat... hoac
chét tdy lam tang thdm th&u nhu: sorbitol. Céac chat trén dugc dung duwong
ubng. Chung it doc nhung ¢ nhirng nguoi chirc nang than kém co thé tich luy
cac mudi magie gay doc. Bong thoi can lvu y veé tinh trang can bang dién giai
nhéat la khi dung nhac lai.

2.2.2. Pay nhanh thai trir cac chat doc
Day nhanh thai trir cac chdt gay doc la rét can thi€t nhat la khi bi nhiém
lugng dang ké chat gay doc. Co thé tang thai trir cac chat doc bang cach gay loi
tiéu, thay doi pH nuoc tiéu dé gidm tai hdp thu, thadm tich, truyén dich...
« Gay loi tiéu
Gay loi tiéu c6 tac dung day nhanh thai trir chat doc, giam tai hap thu &
ding than. Céac chat thwong dwoc dung dé gay loi tiéu la mannitol, furosemid...
Bién phéap dung chat loi tiéu thwong dwoc chi dinh trong cac trwong hop
ngd doc alcol, phenobarbital, bromua, amphetamin, isoniazid, cac salicylat,
strychnin...
« Thay ddi pH nuoc tiéu
Thay doi pH nudc tiéu sé lam tang dang ion hoa ctiia mot so'chat do do gidm
tai hdp thu cla ching & dng than. Hiéu quéa thay déi pH nudc ti€éu phu thudc vao
pKa cla thudc va mic do thai trir clia than. Khi tién hanh thay d6i pH nudc tiéu
can giam sat can than tinh trang can bang acid- base ctia bénh nhan.
- Kiém hoéa nuéc tiéu
Kiém hod nudc tiéu sé lam tang thai trir nhirng thudc cd ban chét la acid
yéu nhu phenobarbital, céc salicylat...
Nguwoi ta thuong dung dung dich NaHCOg 1,4% pha trong dich truyén
tinh mach dé kiém hoa nudc tiéu dén pH =7-8.
- Acid hoa nuéc tiéu

Acid hoa nudc tiéu sé lam tang thai trlr nhirng thudc cd ban chat la,base
yéu nhv amphetamin, strychnin...



Chat thwong dung dé acid hoa nuwdc tiéu la NH4ClL voi lieu 75mg/kg thé
trong, chia 4 1an u6ng trong ngay hodc tiém cham tinh mach dé dat pH =
45 - 55.

e Tham tach va loc méau

Trong mot STrtreong hop ngd doc nghiém trong c6 thé can nhic dén thdm
tach hodc loc mau dé loai nhanh cac chat doc ra khoi co thé.

- Tham tach

Bang phwong phap thdm tach, nhirtng chat doc hoa tan trong huyét twong
sé khuyéch tan qua mang tham tach vao dung dich- goi la dung dich tham
tach. Dung dich nay c6 thanh phan xac dinh va dugc thay thé lién tuc.

C6 hai phwong phap tham tach. Tham tach huyét twvong (hemodialysis)-
con goi la than nhan tao. V6i phuong phap than nhan tao, cac chat doc dugc
chuyén ra khéi mau bang cach khuyéch tan qua mang ban thdm téng hop.
Phrong phap nay co hiéu qua cao hon tham tach phdc mac.

Tham tach phic mac (peritoneal dialysis) la phvong phap dwa dung dich
thdm tach nhd giot vao phlGc mac. Néi chung thdm tach phlic mac cé thé
chuyén cung mét lwgng chat nhu than nhan tao nhwng thoi gian lau hon.
Chéng chi dinh thdm tach phlGc mac trong tredng hop nhiém tring phic mac,
vira moi phau thuat vung bung.

- Loc mau

Loc mau la tién hanh bom mau tlr bénh nhan qua hop loc cd chira chat
hdp phu sau d6 mau dwgc bom trg lai bénh nhan. D& phong dong mau nguoi ta
phai dung chédt chdng dong (heparin). Loc mau tuy khéng loai bd duoc tat ca
cac chédt doc vi n6 phu thudc vao &i lvc clia chat doc voi chat hap phu trong
hop loc nhwng né loai dwoc nhiéu chdt doc, nhat la nhirng chét cé trong lwong
phan t& lon, tan it trong nwdc. Loc mau co thé gay ra mot sd'tai bién nhu giam
té bao méu, chady mau hoic tdic mach, mat khac c6 nhitng phuong phap khac
c6 hiéu qud hon (than nhéan tao) nén hién nay it dung.

2.3. Cac chdt giai doc

Céac chat giai doc tdc dung theo nhirng co ché khac nhau va ciling chi c6
hiéu qua doi v6i mot sd tdc nhan gay doc nhat dinh. Mat khac viéc dung cac
chéat giai doc cling khong thé thay thé hoan toan cac bién phap khac nhuw hd
tro cac chirc ndng séng cla co thé, diéu tri triéu chirng, 1am réng da day, day
nhanh thai trir cac chat déc... Sau day la mdt s6 chat giai doc thwdng dung.

2.3.1. Naloxon

Naloxon la chat d6i khang voi opiat nhung khéng c6 tinh chédt chli van
nén né cé wu diém rd rét so véi nalorphin va levalorphan (hai chat nay doi
khang voi opiat nhung lai cé tinh chét chl van véi cac thu thé opiat).



Naloxon cé tdc dung doi khang véi ca opiat tv nhién va opiat tdng hop nhuw
heroin, meperidin, propoxyphen... Né tranh chdp truc tiép véi opiat & cac thu
thé lam dao nguoc tac dung Gc ché than kinh trung wong va ho hédp cuda opiat.

Thoi gian tac dung déi khang cda naloxon c6 thé ngan hon thoi gian tac
dung cla cac chat gay doc da dung nhv methadon, diphenoxylat... cho nén
viéc dung nhéc lai naloxon va theo ddi bénh nhan cén than la rdt quan trong.
Liéu dung cda naloxon thwong la 0,4 - 2mg, tiém cham tinh mach; tuy theo
truong hop cu thé co thé tiém nhac lai hodc dung liéu cao hon.

Ngoai viéc dung dé giai doc opiat, naloxon con dwgc dung dé chan doan
loai trir cac trudng hgp hdon mé khéng phéi do ngd doc opiat.

2.3.2. Physostigmin

Physostigmin la chat khang cholinesterase nén dwgc dung trong mot s6
trvong hop ngd doc cac chat khang cholinergic. Do (¢ ché cholinesterase nén
physostigmin ngan can sy phan huy cuta acetylcholin. Acetylcholin tranh chép
vbi cac chat khang cholinergic & cac thu thé cholinergic va lam dao nguwoc tac
dung cla cac chat nay. Physostigmin cd wvu diém la n6 cé thé di vao hé than
kinh trung uwong, lam ddo ngwoc cic triéu ching cla cdc chat khang
cholinergic & trung wong nén nd dugc wa dung hon neostigmin va céc chéat (c
ché cholinesterase khéc.

Liéu dung cua physostigmin ddi v&i nguoi I6n tr 0,5 - Img, tiém cham
tinh mach. Tac dung cta physostigmin ngan (30 - 60 phdt) nén co thé tiém
nhac lai néu ddu hiéu ngd doc chdt khang cholinergic tai hién.

Can lvu y rang physostigmin c6 thé gay ngd ddc nghiém trong nén si
dung hét strc can than. Néu qua lieu gay doc phai dung ngay atropin véi ligu
bang 172 liéu physostigmin dung lan cudi.

2.3.3. EDTA calci dinatri

EDTA calci dinatri la mudi calci dinatri cta acid ethylendiamin-
tetraacetic.

Bé&n than EDTA ciing c6 kh& nang tao chelat voéi nhjéu kim loai hoa tri 2
hodc 3 trong do ké ca calci can thiét trong co thé. Pe khac phuc tinh chét nay
nguwdi ta dung du¢i dang mudi calci va natri.

Do tinh chat phan cwc manh, EDTA calci dinatri hap thu kém qua duong
uéng nén chd yéu dung qua duwdng tiém truyén cham tinh mach, hodc tiém
bap. N6 thdm qua mang té bao kém nén no tao chelat véi cac kim loai 6 ngodi
té bao t6t hon la & trong té bao.

EDTA calci dinatri c6 kha nang tao chelat t6t vdi chi va mot s6 kim loai
nang khac nhu sat, coban, dong... nhung kém hon d6i voi thuy ngan. Vivay nd
duoc chi dinh chi yéu khi ngd doc chi va mot sé chat dd néu 6 trén. Liéu cao
EDTA calci dinatri doc voi than va 6ng than, co thé gay thoai hoa ong than.
Ngoai ra c6 thé gay dau co, chudt rat, budn nén,nén, glucose niéu...



Liéu dung 15 - 25mg/kg thé trong, t6i da la 50mg/kg/ngay, pha lodng
trong dung dich glucose dang trwong, tiém truy@n cham tinh mach. Dung
duong tiém bép khi ngd ddoc chi c6 biéu hién bénh nao.

2.3.4. Deferoxamin

Deferoxamin dwgc phan lap tir Streptomyces pilosus. N6 la chét tao
chelat manh voi sat. N6 chi tranh chédp tao chelat voi séat lién két Idng léo
trong nhitng protein c6 sit (hemosiderin, feritin) cht khéng anh huéng dén
s&t trong cytochrom, hemoprotein. Phitc hop sat- deferoxamin (ferioxamin) it
doc hon va dé thai trir hon sat tu do.

Deferoxamin hdp thu kém qua dwong udng; dé co tdc dung phai tiém bap
hodc tiém tinh mach. N6 duoc thai trlr ch yéu qua than lam cho nuéc tiéu co
mau do tham.

Chi dinh deferoxamin trong nhitng treong hop ngd doc sat khi trong
huyét twong c6 st tv do (thwdng tir 350 - 500 microgam/dL). B6i véi nhiing
bénh nhan nhiém doc ning biéu hién nén nhiéu, ha huyét ap, hén mé phai
tinh dén viéc s dung deferoxamin trudc khi co két qua xeét nghiém. DG voi tre
em throng tiém bap vai ligu 90mg/kg thé trong mdi s gio.

Nguoi 16n tiém bap liéu ban dau lg sau do 0,5g trong 4 gio.

Phan Gng bat lgi thuong gdp khi dung deferoxamin la ban dé toan than,
ndi mé day; khi tiém tinh mach cd thé gay ha huyét ap.

2.3.5. Dimercaprol

Dimercaprol con dugc dung voi tén B.A.L D6 1a chit viét tit cla mot chat
do ngwoi Anh tim ra dé chdng hoi doc c6 chira thiy ngan trong chién tranh thé
gi6i lan th& hai (British- anti- Lewisite). N6 la chéat léng, sanh, khéng mau,
mui trikng thdi; tan trong nuéc nhung khéng bén va dé bi oxy hoa.

Dimercaprol hdp thu qua dwdng tiém bap va thai trir chd yéu qua than.
Trong co thé no twvong tac véi mot s6 kim loai trong méu va trong cac dich cla
cac td chirc; hoat hod lai cac enzym chira nhém sulfhydryl. Nguoi ta dung
dimercaprol dé gidi doc thuy ngan, asen, mudi vang, két hgp voi EDTA calci
dinatri trong ngd doc chi. vé liéu lvgng tuy thudc vao ca thé va mic dd nhiém
doc. Thuong tiém bap voi litu 2,5 - 4mg/kg thé trong, cach 4 gio tiém mot l1an,
trong thoi gian 48 gio. Sau dé giam liéu con 2 - 3mg/kg thé trong, ngay tiém 2
lan, trong thoi gian tir 8 - 12 ngay.

Nhirng tac dung khdng mong mudn cla dimercaprol cé thé la budn non,
dau dau, tim dap nhanh, tdng huyét ap, dung kéo dai gay (rc ché chirc nang
tuyén giap...
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