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LGOI NOI DAV

heo bao céo ciia T6 chire Y té Thé gidi, mac du

cong tac chéng lao di dat duoc mét sb thanh

tyu dang ké nhung bénh lao van dang tiép tuc la
mot trong cic van dé strc khoe cong dong chinh trén toan
cau. Tinh hinh dich t& lao khang thudc dang c6 din bién
phirc tap va da xudt hién & hau hét cac qudc gia. Viét Nam
hién van 1a nudc c6 ganh ning bénh lao cao, xép thu 12
trong s6 22 nudc c6 s6 ngudi bénh lao nhiéu nhat thé gidi,
dung thtr 14 trong s6 27 nudc cd ganh ning bénh lao da
khang thudc. Nam 2014, toan qubc dd phat hién hon
102.000 bénh nhan lao céac thé, véi ty 1¢ phat hién la
111,35/100.000 dan. Mic du duoc diéu tri va quan 1y, bénh
lao van 12 mot van dé strc khoe dang lo ngai ctia Viét Nam.
Vi vy, viéc sir dung thude an toan, hop 1y cho nguoi bénh
diéu tri lao ludn duoc coi 1a mot trong nhitng muc tiéu quan
trong cua Chuong trinh Chdng lao Qudc gia.

Pugc sy hd tro ciia Dy an “H tro Hé théng Y t&” do
Quy Toan cau phong chéng AIDS, Lao va Sot rét tai tro,
nhém chuyén gia c6 nhiéu kinh nghiém tir cic co s dao
tao, thuc hanh trong linh vuc Y - Dugc va diéu trj lao da
bién soan va hoan thién cudn Cam nang Hudng din st
dung thudc diéu tri lao. No6i dung ctia cuén Cam nang bao
g0m céc phan: phan dai cuong, phan cac chuyén luan thude



v6i 15 chuyén luan, phﬁn chu dé sir dung thude diéu tri lao
trén mot s6 ddi twong dic biét va phan chu dé xur tri bién
cd bét loi lién quan dén thudc diéu tri lao. Nhom bién soan
hy vong cuén Cam nang, véi vin phong khoa hoc, stic tich
nhung dong thoi ciing d& hiéu, s& 13 tai lidu tra ctru hitu ich
va thuan tién cho céac thay thudc va can bo y té & cac tuyén
y té khac nhau trong cong tac diéu tri bénh nhan lao.

Trong lan bién soan dau tién, tai liéu chic s& khong
tranh khoi thiéu s6t. Nhom bién soan rat mong nhan dugc
gop v quy béau tir cac quy dong nghiép dé chiing t6i co thé
hoan thién tai liéu tot hon trong nhitng 1an tai ban tiép theo.
Moi y kién dong gop xin duoc giri vé:

Thuong tryc Ban bién soan tai Trung tdm Quéc gia vé
Thong tin thudc va Theo ddi phan Gng c6 hai cua thudc,
Truong Pai hoc Dugc Ha Noi.

Dia chi: 13-15 Lé Thanh Tong, Hoan Kiém, Ha Noi;

Hodc Chuong trinh chéng Lao Quéc gia, Bénh vién
Phoi Trung uong.

Dia chi: 463 Hoang Hoa Tham, Ba Dinh, Ha Noi.

Xin tran trong cam on!

Cac tac gia
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DANH MUC CAC CHU VIET TAT

ADE Bién c¢6 bat loi cua thudc (Adverse drug
event)

ADR Phan tng c6 hai ctia thudc (Adverse drug
reaction)

AIDS Hoi ching suy giam mién dich mic phai ¢
nguoi (Acquired immune deficiency
syndrome)

ALT Alanin amino transferase

Am Amikacin

Amx/Clv  Amoxicilin/Acid clavulanic

ARV Khang retrovirus (Anti-Retro-Viral)

AST Aspartat amino transferase

ATS Hoi Long nguc Hoa Ky (American Thoracic
Society)

Bdq Bedaquilin

CDC Trung tdm kiém soat va phong chéng dich

bénh Hoa Ky (Centers for Disease Control
and Prevention)

Cm Capreomycin

Cfx Ciprofloxacin



Cfz
Clr
Cs
DIm

DTD

Eto
G6PD
Gfx

HIV

IDSA

INR

IRIS

Lfx
Lzd

Clofazimin

Clarithromycin

Cycloserin

Delamanid

Dai thao duong

Ethambutol

Ethionamid

Glucose-6-phosphat dehydrogenase
Gatifloxacin

Isoniazid

Virus gay suy giam mién dich & nguoi
(Human immunodeficiency virus)

Hiép hoi Bénh truyén nhiém Hoa Ky
(Infectous Disease Society of America)

Chi s6 binh thudong hoa qudc té
(International normalized ratio)

Hoi ching phuc hdi mién dich (Immune
reconstitution inflammatory syndrome)

Kanamycin
Levofloxacin

Linezolid



MDR - TB Lao da khang (Multi drug resistant

Mfx
Mpm
NSAID

Ofx
PAS

Pto

Rfb
Rpt

Th
Trd
WHO

XDR -TB

tuberculosis)
Moxifloxacin
Meropenem

Thudc chdng viém khong steroid (Non-
Steroidal Anti-inflammatory drug)

Ofloxacin

Acid para-aminosalicylic
Prothionamid
Rifampicin

Rifabutin

Rifapentin

Streptomycin
Thioacetazol

Terizidon

T chte Y té Thé giéi (World Health
Organization)

Lao siéu khang (Extensively drug resistant
tuberculosis)

Pyrazinamid



PHAN 1
DAI CUONG VE BIEU TRI VA DU PHONG LAO

1. M& dau

Lao 1a bénh truyén nhiém do vi khuin lao
(Mycobacterium tuberculosis) gy nén, bénh co thé gip &
hau hét cac bod phén cua co thé. Mic du thude diéu trj dac
hi¢u bénh lao da co6 tir hon 50 nam, nhung hién nay bénh
lao van con 1a mot trong nhiing tré ngai 16n cho phat trién
kinh té ctia x hoi vi 75% nguoi mac lao nam trong nhém
lao dong chu yéu cua xa hoi. Nguy hiém hon, hang ngay
trén thé gidi cu 15 gidy lai c6 mot nguodi chét do bénh lao,
clr mdi mot gidy lai c6 mot ngudi méi nhiém lao.

O Viét Nam, trong nhitng nim qua, ty 1é méc va ty 1é
tir vong do lao di giam nhidu nhung van con ¢ muc cao.
U'6c tinh hang nim van con khoang 130 000 ngudi mai
mic lao, 180 000 nguoi hién méc lao va 17 000 ngudi tir
vong do lao.

Bénh lao dugc diéu tri ndi khoa la chinh. Diéu tri ngoai
khoa chi 4p dung trong mét sb trudng hop, nhung van phai
két hop diéu tri thudc chong lao. Tir khi streptomycin duoc
dua vao st dung diéu tri bénh lao, dén nay da c6 hang chuc
loai thude chéng lao. Piéu tri bénh lao nham nhiing muc
dich: khoi bénh, giam lay nhiém trong cong dong, giam ty
1é tir vong va giam ty 1¢ khang thudc. Bénh lao c6 thé duoc
diéu trj khoi bﬁng thudc chéng lao néu duoc phat hién som,
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diéu tri kip thoi va dung nguyén tic. Néu khong phat hién
som, diéu tri khong kip thoi, va khong tuan thu nguyén tac
diéu tri thi vi khuan lao c6 thé khang lai voi thuc chong
lao va ngudi bénh s€ mic lao khéang thuc, dic biét 1a lao
da khang va siéu da khang. Lao da khang (MDR - TB) la
khang thuc ¢ bénh nhan c6 vi khuan khang véi ca
isoniazid va rifampicin. Lao si€u khang (XDR - TB) la lao
da khang c6 khang thém véi bat ctr thude nao trong nhom
quinolon va khang vai it nhat mét loai thude dang tiém su
dung trong diéu tri lao da khang (Am, Cm hoidc Km).

Pdi voi bénh nhan lao, phai diéu trj nhiéu thudc cung
mot lic va thoi gian diéu tri kéo dai nén tac dung khong
mong mudn cia thudc ciing hay xay ra, do vy cin phat
hién va xt tri sém nham dat an toan va hiéu qua cao trong
diéu tri, gop phan giam thiéu nguy co khang thude lao do
phai ngimg, bo diéu tri hodc phai thay doi phac d6 diéu tri.

2. Ciac thudc chong lao

Biang 1. Phin loai cac thudc chong lao theo nhém

Nhém Thube Viét tit

Streptomycin S
Rifampicin R

Nhom 1. Thude| Isoniazid H

chéng lao thiét yéu| Pyrazinamid V4

(hang 1) Ethambutol E
Rifabutin* Rfb
Rifapentin* Rpt
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Nhom II. Thudc| Kanamycin Km
chong lao hang 2| Amikacin Am
tiém Capreomycin Cm
Levofloxacin Lfx
. .| Moxifloxacin Mfx
?111}11;);2 iillll.ﬂoﬁhom Gatifloxacin** Gfx
d Ciprofloxacin Cfx
Ofloxacin Ofx
Ethionamid Eto
Nhém IV, Thube PI‘OtthIlé?.mld Pto
chbng lao hang 2 Cydeset o8
uén Terizidon Trd
£ Acid para-aminosalicylic PAS
Natri para-aminosalicylat PAS-Na
Nhom V. Thude Bedaqull%n Bdg
héne lao hane 2 Delamanid DIm
ghgagréa(})ﬂéa & a Linezolid Lzd
o tron” qi‘;i Clofazimin Cfz
£ Hong sl A oxicillin/clavulanat Amx/Clv
doan nghién cuu
. - » | Meropenem Mpm
danh gia (bao gom .
thubc méi) Thioacetazon T
Clarithromycin Clr

*Thuoc hang 1 bé sung theo khuyén cdo ciia WHO

**Khong con dwoc luu hanh tai Viét Nam

3. Nguyén tic diéu tri bénh lao

3.1. Phéi hgp cac thudc chong lao

Diéu tri phai phoi hgp céc thude lao vdi nhau dé tang
hi€u qua cua thude va hi¢u qua diéu tri:
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- P6i v6i lao khong khang thude: Phéi hop it nhat 3
loai thudc diéu tri lao trong giai doan tin cong va it nhét 2
loai trong giai doan duy tri.

- Pbi v6i lao da khang: Phéi hop it nhét 4 loai thube
diéu tri lao hang hai con hiéu lyc trong giai doan tan cong
va duy tri.

3.2. Dung thudc ding liéu

Céc thude diéu tri lao tac dung hiép d@)ng, mdi thube cd
tac dung voi mot ndng do nhat dinh. Néu dung liéu thap s&
khong hidu qua va dé tao ra cac chung vi khuan khang
thudc, néu dung liéu cao d& gay tai bién. Ddi voi diéu tri lao
cho tré em, lidu thude can dugc diéu chinh hang thang theo
can nang.

3.3. Dung thudc déu din

- Bénh lao khong khang thudc: Cac thube lao phai
dugc ubng ciing mot 1an vao thoi gian nhat dinh trong ngay
va xa bira dn dé dat hap thu thudc tbi da.

- Bénh lao da khang: dung thudc 6 ngay/tuan, da sb
thude dung 1 lan vao budi sang, mot sb thudc nhu: Cs,
Pto, Eto, PAS tuy theo kha nang dung nap cua ngudi
bénh, co thé chia liéu 2 1an trong ngay (sang - chiéu) dé
giam tac dung khong mong mudn hoic ¢6 thé giam liéu
trong 2 tuan dau néu thudc kho dung nap. Néu bénh nhan
c6 tac dung khong mong mudn véi thude tiém, c6 thé tiém
3 lan/tuan sau khi nudi cdy dom am tinh.
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3.4. Dung thudc di thoi gian va theo 2 giai doan tin
cong va duy tri

- Bénh lao khong khang thudc: Giai doan tin cong kéo
dai 2 dén 3 thang nham tiéu diét nhanh s6 luong 16n vi
khuan c6 trong cic ving ton thuong dé ngin chin céac vi
khuan lao dot bién khang thudc. Giai doan duy tri kéo dai
4 dén 5 thang nham tiéu diét triét dé cac vi khuan lao trong
ving ton thuong dé tranh tai phat. Tuy nhién, trong truong
hop dac biét (lao mang nao, lao xuong khdp...), thoi gian
diéu tri giai doan duy tri kéo dai hon.

- Bénh lao da khang: Tuy theo timg phac do diéu tri,
can c6 thoi gian tan cong it nhat 1a 8 thang, tong thoi gian
diéu tri cho mot phac d it nhat 1a 20 thang.

4. Cac phac do diu tri lao va chi dinh
Phac dd 1A: 2RHZE(S)/4RHE

- Hudng din:

+ Giai doan tan cong kéo dai 2 thang, gom 4 loai
thudc dung hang ngay (R, H, Z, E hoic S).

+ Giai doan duy tri kéo dai 4 thang, dung hang ngay
3 Joai thudc (R, H va E).
- Chi dinh:

+ Céc truong hop bénh lao mdi ¢ nguodi 16n (chua
diéu tri lao bao gio hodc da ting diéu tri lao nhung
dudi 1 thang).

+ Diéu trj lao mang tim c6 thé sir dung corticosteroid
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(prednisolon liéu 2 mg/kg) va giam dan trong
thang dau.

Phiac d6 IB: 2RHZE/4RH

- Hudng din:

+ Giai doan tan cong kéo dai 2 thang, gdm 4 loai
thubc ding hang ngay (R, H, Z, E).

+ Giai doan duy tri kéo dai 4 thang, gom 2 loai thudc
la R va H dung hang ngay.

- Chi dinh:

+ Cac truong hop bénh lao méi & tré em (chua diéu
tri lao bao gio hodc di timg diéu tri lao nhung dudi
1 thang).

+ Diéu trj lao mang tim c6 thé sir dung corticosteroid
(prednisolon liéu 2 mg/kg) va giam dan trong
thang dau.

Phac d6 I1: 2SRHZE/1IRHZE/5RHE hoic
2SRHZE/1RHZE/SR3H3E3

- Hudng din:

+ Giai doan tan cong: 2 thang dau tién véi ca 5 loai
thudc S, H, R, Z , E, dung hang ngay; 1 thang tiép
theo véi 4 loai thude H, R, Z, E dung hang ngay.

+ Giai doan duy tri kéo dai 5 thang véi 3 loai thude H,
R va E dung hang ngay (hodc cach quang 3
lan/tuan).
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- Chi dinh:

Céc truong hop bénh lao tai phat, that bai, diéu trj lai
sau bo tri, cac truong hop bénh lao dugc phan loai 1a
“khac” ma khong khang da thude, hodc khong c6 diéu kién
lam xét nghiém chan doan lao da khang nhanh.

Phac d6 II1 A: 2RHZE/10RHE

- Hudng din:

+ Giai doan tin cong kéo dai 2 thang, dung hang ngay
4 loai thude H, R, Z, E.

+ Giai doan duy tri kéo dai 10 thang, ding hang ngay
3 loai thude H, R, E.
- Chi dinh:
+ Lao mang nao va lao xuong khdp ¢ nguoi 16n.

+ Piéu tri lao mang ndo c6 thé sir dung phdi hop véi
prednisolon lidu 2 mg/kg, giam dan trong thang dau
va ding streptomycin trong giai doan tn cong.

Phic do 111 B: 2RHZE/10RH

- Huéng din:

+ Giai doan tan cong kéo dai 2 thang, gom 4 loai
thudc H, R, Z, E dung hang ngay.

+ Giai doan duy tri kéo dai 10 thang, dung hang ngay
2 loai thude H, R.
- Chi dinh:

+ Lao mang nao va lao xuong khdp & tré em.
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+ Diéu tri lao mang ndo co thé sir dung phdi hop véi
prednisolon lidu 2 mg/kg, giam dan trong thang dau
va ding streptomycin trong giai doan tdn cong.

Phac do IV: Z E Km(Cm) Lfx Pto Cs (PAS) / Z E Lfx
Pto Cs (PAS)

- Hudng din (theo Hudéng dén qudn Iy lao da khdng):

+ Giai doan tin cong: Kéo dai 8 - 10 thang, gom 6 loai
thudc dung hang ngay: Z E Km (Cm) Lfx Pto Cs
(PAS); truong hop khong dung nap Km thay bang
Cm, khong dung nap Cs thay bang PAS.

+ Giai doan duy tri: Kéo dai it nhat 12 thang ké tir khi
nudi ciy dom am tinh, uéng 5 loai thudc hang ngay
gém: Z E Lfx Pto Cs; khong sir dung thudc tiém
trong giai doan nay.

+ Tong thoi gian diéu tri 1a 20 thang.

- Chi dinh: Lao da khdng thuéc

Luu y: Bénh nhan lao siéu khang thube diéu tri theo
phac dd ca nhan, thoi gian diéu tri c6 thé kéo dai 24 thang.

5. Piéu tri dw phong lao bing isoniazid

- Pbi twong:

+ Tat ca nhitng ngudi bénh nhiém HIV (ngudi 16n) da
duogc sang loc khong méc bénh lao.

+ Tré em dudi 5 tudi khong nhiém HIV va tré em tir
14 tudi tré 1én c6 nhiém HIV sdng cung nha véi
ngudi bénh lao phdi khong da khang va nhimng tré
nay duoc xac dinh khong méc lao.
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- Phac do:

+ Nguoi 16n: Isoniazid lidu 5 mg/kg/ngay (t6i da 300
mg/ngay); udng mot lan hang ngay trong 9 thang,
phéi hop vitamin B6 liéu 25 mg hang ngay.

+ Tré em: Isoniazid 10 mg/kg can nang/ngay, trong 6
thang udng mot 1an vao thoi gian ¢b dinh hang ngay
(thuong trude bira an 1 gio).

6. Liéu lwgng thudc chéng lao

Bang 2. Liéu lwong mét sé thude chong lao
duong udng theo can niing theo khuyén cao cia WHO

, Liéu lwgng (CAn ning ciia ngudi bénh (kg)
Tén thuoc hang 30-|36-| 46- | 56 -
ngdy |35 45 | 55 70 |70
Isoniazid 4 - 6 mg/kg rlnsé) Izl?go fr?; 31?; fl?go
Rifampicin |8 - 12 mg/kg 31?; if; if; fx?; 161?;
Ethambutol |15 - 25 mg/kg 1611); i?; 111?; 0 rlnzg 0 r1n2gO 0
Pyrazinamid |20 - 30 mg/kg ﬁ?g Ill?; 0 r1n2£ 0 r1n6; 0 i?g() 0
Levofloxacin | 750 - 1000 mg 17115;) r7r15g0 rlri)g()O Ilr?g()O llli)g()O
Moxifloxacin | 400 mg fr?go fr?g() ;lr?g() fr?; ;lr?g()
Ethionamid 509 - 7?0 mg, 1500 500 |750 |750 |1000
chia 2 lan mg |'mg mg |mg |mg
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Liéu lwgng [Cén ning cia nguoi bénh (kg)
Tén thuéc hz‘lng 30-136-| 46- | 56 -
ngay 35 45 | 55 | 70 770
. . 11500 - 750 mg, | 500 |500 |750 |750 | 1000
Prothionamid| 7, . A
chia 2 lan mg |mg |mg |mg |mg
. 500 - 750 mg, 500 |500 |500 |750 |750
Cycloserin . A
chia 2 lan mg |mg |mg |mg |mg
Acid para- . g -
aminosalicylic| 8 g, chia2lan [8 g |8g |8g (8¢ 12
(PAS) g
Clofazimin 200 - 300 r{lg/ngéy trong 2 thang dau, sau do
100 mg/ngay
Linezolid 600 mg 600 600 |600 |600 |600
mg |mg |mg |mg mg
o 600 -| 1000
Isoniazid lieu 16 - 20 mg/kg | 1000 | 1500 | 1500 | 1500
cao 1500 mg |mg |mg
mg o

Bang 3. Liéu lwgng thudc chdng lao dwong tiem
theo cin ning theo khuyén cio ciia WHO

Tén thudc

Liéu
luwgng

Can ning cia nguoi bénh (kg)

hang
ngay

30 -
33

34-
40

41 -
55

46 -
50

51 -
70

>170

Streptomycin

12-18
mg/kg

500
mg

600
mg

700
mg

900
mg

800
mg

1000
mg

Kanamycin

15 - 20
mg/kg

500
mg

625
mg

750
mg

1000
mg

875
mg

1000
mg

Amikacin

15-20
mg/kg

500
mg

625
mg

750
mg

875
mg

1000
mg

1000
mg

Capreomycin

15-20
mg/kg

500
mg

600
hnky

750
mg

800
mg

1000
kg

1000
mg




PHAN 2
CAC CHUYEN LUAN THUdC

1. ETHAMBUTOL
Tén chung quédc té: Ethambutol
Ma ATC: JO4AKO02

Tén thwong mai: Ethambutol, EMB-Fatol, Ebutol,
Servambutol, Myambutol

Dang thudc va ham lwong

Vién nén 100 mg va 400 mg ethambutol hydroclorid

Duoc Iy va co ché tac dung

La thubc tong hop c6 tac dung kim khuén lao dic biét
& ky dang nhan 1én. Thudc tac dung véi hau hét cac ching
Mycobacterium tuberculosis, M. kansasii, M. fortuitum, M.
intracellulare va mot s6 chung M. avium. Thubc con tc
ché su phat trién cua cac chung vi khuan lao khing
isoniazid va streptomycin. Nong do e ché t6i thiéu in vitro
d6i v6i vi khuan lao nhay cam tir 1 - 8 pg/ml, tiy theo moi
treong nudi cdy. Khi dung don doc, ethambutol d& lam phat
trién cac ching vi khuan lao khang thubc. Vi vay, nén phdi
hop ethambutol v&i cac thude chdng lao khac theo phac dd.

Ethambutol c6 tac dung kim khuan do trc ché su nhap
acid mycolic vao thanh té bao truc khuén lao. Ngoai ra,
thudc c6 thé gay rdi loan tong hop acid nhan do wc ché
canh tranh v6i cac polyamin va tao phtic chelat véi cac ion
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Zn*" va Cu?".

Duoc dong hoc

Hap thu nhanh qua dudng tiéu hoa (khoang 80%), thirc
an khong anh huong t6i hap thu thude. Sau khi udng 2 - 4
gid (lidu don 25 mg/kg), thude dat nong do tdi da trong
huyét thanh (5 mg/1) va sau 24 gio> khong con phat hién
duoc ndng d6 thude trong mau. O ngudi bi suy than, nong
d6 ethambutol trong huyét thanh cao hon va c¢6 hién tuong
tich lity thude.

Phan b vao hau hét cac mé va dich trong co thé, nong
dd cao & cadc md chira nhidu Zn2* va Cu?*, dic biét la héng
clu, than, phéi va nude bot. Thude vao dich nio tay
(khoang 10 - 50%) khi mang nio bi viém. Gan v&i protein
huyét trong khoang 10 - 30%. Thudc qua duoc nhau thai
va vao sita me (ndng do thudc trong sita me gan bang nong
d6 thude trong huyét twong). Thé tich phan b Vd = 1,6 -
3,89 l/kg.

Chuyén héa mot phan & gan nhd phan tng oxy hoa,
tao dan chat aldehyd va acid dicarboxylic.

Trong vong 24 gid sau khi ung, ethambutol thai trir
cha yéu qua nudc tiéu (khoang 50% & dang khong chuyén
héa va 8 - 15% dudi dang khong c6 hoat tinh); khoang 20%
thai trir qua phan. Thoi gian ban thai cta thudc khoang 3 -
4 gid va c6 thé kéo dai dén trén 7 gid & ngudi suy than. Co
thé loai duoc ethambutol bang thim phan phiic mac va mot
phan qua tham tach mau.

Chi dinh

La thudc chdng lao thiét yéu, duoc phdi hop voi cac
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thubc chong lao khac dé diéu tri lao méi va lao diéu tri
tai phat, lao da khang (khong khang ethambutol), nhiém
M. avium complex & ngudi c6 nhiém HIV va mot sb thé
Mycobacterium ngoai lao (NTM - non-tuberculous
mycobacteria).

Chong chi dinh
Min cam vGi ethambutol.

Viém day than kinh thi giac, thi luc kém.

Thén trong

Than trong v&i nguoi cd bénh & mét nhu duc thuy tinh
thé, cac trang thai viém mit tai phat, bénh 1y vng mac do
dai thao duong. Nén kiém tra mat trudc khi dung
ethambutol va trong sudt qua trinh diéu tri.

Thudc cling can chu y khi sir dung ¢ ngudi gia va tré
em, dic biét tré em dudi 13 tudi vi kho phat hién va danh
gia cac bién d6i vé chirc ning thi giac.

Phai giam liéu & nguoi bénh c6 suy giam chirc ning than.
Thoi ky mang thai

Ethambutol qua duoc nhau thai va c6 thé gdy quai thai
¢ dong vat thuc nghiém khi dung lidu cao. Tuy nhién, chua
c6 thong tin vé anh huong cta thude trén phu nir trong thoi
ky mang thai.

Thaoi ky cho con bu

Ethambutol dugc phan phéi vao sitra me voi néng do
gan bang ndng do trong huyét twong nhung chua c6 bang
chimng cho thay thudc anh huong dén tré b me.
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Liéu lwong va cach dung

Pé tranh khang thudc, ethambutol phai phdi hop véi
cac thube chdng lao hang 1 khac theo phac dd diéu tri.

Thirc dn khong anh hudng dén hip thu cua thude. Vi
vay, khi bi kich tmg dudng tiéu hoa c6 thé udng thudc cing
thirc an. Nén udng ethambutol mot 1an duy nhét trong ngay
dé thudc dat ndng do diéu tri trong huyét thanh.

Liéu cho nguoi 16n va tré em tir 6 tudi tro 1én: 15
mg/kg (15 - 20 mg/kg), 1 lan/ngay; hodc 30 mg/kg (25 -
35 mg/kg), 3 lan/tuan hodc 50 mg/kg, 2 1an/tuan.

Nguoi bénh suy than: liéu dung va sé 1an dung thude
phai giam tuy theo mirc 46 suy than. Néu d6 thanh thai
creatinin tir 70 - 100 ml/phut, liéu dung khong duoc qua
15 mg/kg/ngay; liéu dung phai giam hon nita khi d6 thanh
thai creatinin < 70 ml/phat. Khoang cach gitta cac lidu
thudng dung nén cach nhau tir 24 - 36 gio néu nguoi bénh
c6 do thanh thai creatinin tr 10 - 50 ml/pht va phai cach
48 gio khi do thanh thai dudi 10 ml/phut.

Tac dung khéng mong mudn (ADR)

Ethambutol thuong duoc dung nap tbt, it gy tac dung
khong mong mubn. ADR chu yéu gip & nguoi bénh dung
lidu trén 25 mg/kg/ngay. Co thé gip ting acid uric mau dic
biét trong 2 tudn dau dung thude (do giam sy thanh loc cac
urat qua than), gy ra cac biéu hién ctia con git cip.

It gap, 1/1000 < ADR < 1/100

Viém day than kinh thi giic & mat, giam thi lyc, khong
phan biét dugc mau do voi mau xanh 14 cay; cac dau hiéu
nay co thé gap & mot hodc hai mit.
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Hiém gap, ADR < 1/1000

Toan than: Pau du, chong mat, s6t, 1u 1an, mat dinh
hudng, viém da, ngura, dau khop.

Tiéu hda: Budn non, nén, dau bung, chéan an.
Mau: Gidm bach cau trung tinh, bach cau ua eosin;
giam tiu cau.

Viém gan, vang da, viém than kinh ngoai vi.

Huéng din xir tri ADR

Viém déy than kinh thi giac thuong gip ¢ ngudi bénh
dung ethambutol véi liéu > 25 mg/kg/ngay, mic do ton
thuong phu thudc vao liéu ding va thoi gian dung thudc.
Thong thuong ADR s& hét sau khi ngimg thudc nhung ciing
c6 mot vai truong hop kéo dai dén mot nam hodc hon nita,
tham chi c6 thé khong hdi phuc.

Pé an toan cho nguoi bénh, nén kiém tra thi luc va
chtrc ning than trong sudt qua trinh sir dung thude, néu co
giam thi lyc can ngimg thudc ngay.

Qua lidu va xi tri
Ngb doc cap ethambutol xay ra khi ding thude voi lidu
trén 10 g, triéu chimg thuong gip sau khi udng thudc vai

gi0 nhu: budn non, dau bung, sot, 1a lan, ao giac va cac
bénh ly cua than kinh thi giéc.

Khong co thude giai doc dac hiéu. Khi ngd ddc
ethambutol, can rira da day ngay va tién hanh tham tach
mau hodc thim phan phic mac dé giam nhanh nong do
thudc trong mau.



28 | ISONIAZID

Twong tac thudc

- Céc thubc khang acid (nhu nhém hydroxyd) 1am
giam hép thu ethambutol nén lam giam ndng do
ethambutol trong huyét thanh, vi vdy can udng cach xa t6i
thiéu 4 gio.

- Dung phéi hop ethambutol véi isoniazid c6 thé ting
nguy co doc than kinh nhu viém day than kinh thi giac va
ngoai bién.

- Dung dong thoi ethionamid va ethambutol s& 1am
ting cac ADR cua thubc (vang da, viém gan, viém than
kinh, cac bénh ly & mit, dau dau, chéng mat va roi loan
tiéu hoa).

P on dinh va bio quan

Bao quan trong lo nut kin & nhiét do 15 - 30°C, tranh
anh sang va tranh am.

2. ISONIAZID
Tén chung qudc té: Isoniazid

Tén khac: Isonicotinic acid hydrazide, Isonicotinyl
hydrazide

Ma ATC: JO4ACO1
Tén thwong mai, dang thudc va ham lwong

Vién don thanh phan: Rimifon, Isoniazid (300 mg,
50 mg).

Vién phdi hop: Iso-Eremfat, Turbe (Rifampicin
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150mg/Isoniazid ~ 100mg),  Turbezid  (Rifampicin
150mg/Isoniazid 75mg/Pyrazinamid 400mg)

Duoc Iy va co ché tac dung

Isoniazid 13 thudc chdng lao c6 kha ning kim khuan
hodc diét khuan phu thudc vao né)ng dd thude & vi tri ton
thwong va mirc d6 nhay cam ctia vi khuan. Thudc cé tinh
dic hiéu cao, chi c6 tac dung chdng lai Mycobacterium
tuberculosis va cac Mycobacterium khong dién hinh khac
nhu M. bovis, mot s6 chung M. kansasii.

Co ché tac dung chinh x4c cua isoniazid van chua dugc
biét day du, mot sb co ché tac dung duoc dua ra bao gom
anh huong trén chuyén héa protein, chuyén hoéa acid
nucleic, chuyén hoa carbohydrat va chuyén hoéa lipid cta vi
khuan lao. Mt trong nhiing co ché chinh 1a wrc ché tong
hop acid mycolic & cac vi khuan nhay cam dan dén pha v&
thanh té bao vi khuan lao. Isoniazid c6 tic dung diét khuan
nhanh khi vi khuan dang phan chia sinh san.

Khang thudc: Co ché khang thude c6 thé do vi khuan
dot bién di truyén khang thudc katG, inhA, ahpC. Céc
ching khang thudc phat trién nhanh néu isoniazid dung don
doc dé diéu trj lao, nhung it hon néu dung don doc thube
v6i muc dich du phong. Dé phong khang thude, phai dung
phdi hop isoniazid véi cac thude diéu tri lao khac.

Duwoc dong hoc

Isoniazid hip thu nhanh va dat nong do toi da 1 - 2 gid
sau khi udng thudc. Sau khi uéng liéu 300 mg nong do tdi
da trong huyét thanh dat duoc 1a 3 - 7 pg/ml. Thirc dn 1am
cham hap thu va giam sinh kha dung cua isoniazid.
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Isoniazid phan bd vao tat ca cic co quan, cac md va
dich co thé. Ty 1¢ lién két protein huyét twong dao dong tir
4 - 30%. Nong do thude trong dich ndo tuy binh thuong chi
bang 20% ndng d6 thudc & trong huyét tuong, nhung trong
viém mang ndo ndéng do nay ting 1én 90% - 100%. Nong
d6 thudc dat duoc trong mang phdi bang 45% ndng do
thudc trong huyét thanh. Thude thdm duoc vao hang lao, d&
dang qua nhau thai vao thai nhi.

Isoniazid chuyén hoa & gan bang phan tng acetyl hoa,
chi yéu tao thanh acetyl isoniazid va acid isonicotinic.

Thoi gian ban thai cua isoniazid ¢ nguoi bénh cé chiic
ndng gan than binh thuong 1a tir 1 - 4 gio phu thudc vao
loai chuyén héa thudc nhanh hodc cham va kéo dai hon &
nguoi bénh suy giam churc ndng gan hodc suy than nang.
O ngudi 16n ¢6 chic niang than binh thudng, trén 75%
thudc thai trir qua than trong vong 24 gid cha yéu dudi
dang chét chuyén hoa khong hoat tinh. Mot luong nho thai
tir qua nude bot, dom va qua phan. Thube c6 thé duge loai
khoi mau bang thim phén than nhan tao hay thim phéan
mang bung.

Chi dinh

Diéu tri lao

Phdi hop véi cac thube chdng lao khac theo cac phac
d6 ctia Chuong trinh chdng Lao Qudc gia.
Dy phong lao

Isoniazid dugc chi dinh dy phong lao cho cac nhém
nguoi bénh sau:
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- TAt ca cac ngudi bénh nhiém HIV (nguoi 16n va
tré em) da dugc kham sang loc hién khong méc bénh lao
tién trién.

- Tré em dudi 5 tudi tiép xuc truc tiép voi ngudn 1y 1a
ngudi bénh lao phoi AFB(+) khong da khang.

Lueu y: Tsoniazid liéu cao con duoc phdi hop véi cac
thude lao khac trong phac d ngan han dé diéu tri lao khang
rifampicin va khong khang cac thude lao hang hai.

Phéc d6 ngin han bao gdm: 4 Km Lfx Pto H Cfz E Z/5
Lfx CfzE Z.
Liéu lwong va cach ding

Phéi hop cuing cac thude diéu tri lao khac theo phéac do
khuyén cao.

Do thudc bi giam hip thu boi thirc an nén phai udng
khi doi, trude bira an 1 gio hodc sau bira an 2 gio.
Liéu diéu tri lao

Ngudi 16n: 4 - 6 mg/kg can ning, uéng hang ngay (tdi
da 300 mg/ngay) hodc 8 - 12mg/kg, uéng 3 lan/tuan (t6i da
900 mg/lan).

Tré em: 10 - 15 mg/kg, ubng hang ngay (t6i da 300
mg/ngay)

- Tré em < 30 kg: 7 - 15 mg/kg, udng hang ngay

- Tré em > 30 kg: 4 - 6 mg/kg, udng hang ngay

Bénh nhan suy than: C6 thé dung liéu binh thuong &
bénh nhan suy than.
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Liéu dw phong lao

Nguoi 16n: 5 mg/kg/ngay (t6i da 300 mg/ngdy) ubng
mdt 1an hang ngay trong 9 thang, phbi hop véi vitamin B6
lidu 25mg udng hang ngay.

Tré em: 10 mg/kg/ngay (t6i da 300 mg/ngay), ubng mot
1an hang ngay trong 6 thang (tong sd 180 lidu isoniazid).

Chong chi dinh

C6 tién st gdp phan tmg c6 hai khi dung thudc ¢ mirc
d6 ning, phan tng qua man ning bao gdm ca viém gan do
thude hodc bi sbt, én lanh, bi dau khép cép do dung thude.

Pang c6 bénh gan cép hodc di c6 tién sir ton thuong
gan c6 lién quan dén isoniazid. Isoniazid trong phéac d6 du
phong duogc tam ding lai khi bénh nhan c6 biéu hién bénh
gan cap.

Than trong

Nguy co viém gan do thudc xay ra nhiéu hon ¢ bénh
nhan c6 thoéi quen uéng rugu hang ngay hoic bénh nhan
¢6 bénh gan man tinh. Nguy co xuét hién viém gan ciing
lién quan dén dd tudi cua nguoi bénh, dac bi¢t trén nguoi
bénh tir 35 tudi trd 1én, bénh nhan c6 tudi cang lon, nguy
co xuét hién doc tinh trén gan cang cao.

Thoi ky mang thai

Chua co déy du dix lidu vé d6 an toan thude khi st dung
isoniazid ¢ phu nit mang thai.

CDC, ATS va IDSA khuyén céo c6 thé can nhéc sir
dung isoniazid an toan & phy nit mang thai va nén bo sung
vitamin B6 khi dung isoniazid.
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Thoi ky cho con bu

Thudc ¢6 thé qua duoc nhau thai va phan bd vao sita
me nén & tré so sinh va tré nudi bang sita me can phai quan
sat can than cac tac dung phu cua thudc khi me st dung
isoniazid.

Tac dung khéng mong mudn (ADR)

Thuec té 1am sang cho thiy tac dung khong mong mudn
chiém khoang 5% tong sé nguoi bénh diéu tri isoniazid.
Tac dung khong mong mudn thudng gip nhét 1a rdi loan
chlrc ning gan va nguy co nay ting lén theo tudi ngudi
bénh. Ngoai ra, cac tac dung khéng mong mudbn khac nhu
phan ng man cam va gy viém than kinh ngoai vi ciing
thuong xay ra.

Thuong gap, ADR >1 /100

Toan than: Mét moi, chan an.

Tiéu hoa: Budn non, ndn, ia chay, dau vung thugng vi.

Gan: Viém gan (vang da, vang mat, ting transaminase).

Than kinh: Viém day than kinh ngoai vi, biéu hién té bi
tay hodc chan.

It gdp, 1/1000 < ADR < 1/100

Mau: Giam tiéu cAu, mét bach cau hat, thiéu mau.

Mach: Viém mach.

Xuong khop: Pau lung, dau khop.

Da: Ngura, ban da.

Than kinh: Co giat, thay ddi tinh tinh hodc tam than.
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Céc tac dung khac: Methemoglobin huyét, bi ddi, tang
can, dau tai noi tiém.

Huéng dan xir tri ADR

Phan 16n cac tic dung khong mong mudn cua isoniazid
thudng mat di khi ngimg thudc. Tuy nhién, ciing c6 nhitng
tac dung khong mong mudn kéo dai, vi du nhu viém gan.

Nhiing yéu t6 nguy co lam ting tic dung khong mong
mudn cua thuée gdm ngudi cao tudi, bénh dai thao dudng,
suy than man, suy gan, nghi¢n ruou, suy dinh dudng.

Trén hé than kinh

Dbi twong bénh nhan c6 nguy co cao: Nguoi bénh suy
dinh dudng, suy kiét, dai thdo duong, HIV, suy than, c6
bénh gan man tinh, nghién ruou, méc ung thu, nguoi cao
tudi, phu nir mang thai hoic cho con bu.

X tri:

- Bo sung 10 - 50 mg vitamin B6 mdi ngay trén nhiing
nguoi bénh co6 nguy co cao.

- Néu c6 biéu hién viém déy than kinh ngoai bién, ding
vitamin B6 liéu 50 -70 mg/ngay (t6i da 200 mg/ngay).

- Giam lidu isoniazid néu khong anh huong téi phac do.

- Piéu tri thudc chdng tram cam nhu amitriptylin (bat
dau voi lidu 25 mg/ngay, toi da 150 mg/ngay), thude
NSAID hoic paracetamol c6 thé gitip lam giam bét triéu
chimg. C6 thé dung thubc chéng dong kinh nhu
carbamazepin (100 - 400 mg/12 gid) hodc gabapentin (su
dung ngoai chi dinh dugc phé duyét “off-label”).
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- Ngung thubc nghi ngd néu khong anh hudng téi
phac db.

Trén gan

Trong hau hét trudng hop, chi sb xét nghiém enzym
gan giam vé thoi diém khoi dau diéu tri du van tiép tuc st
dung isoniazid. Nhung van c6 nhitng trudng hop giam
chtrc nang gan ning hon (véi ty 18 hiém gip), xuat hién
bilirubin niéu, vang da va ning né hon co thé dan dén tu
vong do viém gan.

Doi tugng bénh nhan c6 nguy co cao: nghién rugu,
nguoi cao tuoi.

X tri:
- Diéu trj hd trg chirc ndng gan cho dén khi enzym gan
vé binh thuong, hét vang da, ...

- Néu ¢6 biéu hién cta viém gan hodc mot diu hiéu
cho thiy su phé huy té bao gan trong qua trinh diéu tri
bang isoniazid thi ngay lap tirc nén nging isoniazid va
chuyén sang dang thubc it ddéc trén gan
(fluoroquinolon, cycloserin, cac thudc tiém). Néu tinh
trang viém gan tré nén tram trong hon thi ding tat ca
cac thude chdng lao.

Phan ung qua man

Thuong xdy ra sau 3 - 7 tuan dau diéu tri. Bi€u hién
triéu chiig: sot, n6i man da, viém hach, viém mach mau,
ha huyét ap.

XU tri:

- Phan ung nhe, dung thudc: khang histamin,
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hydrocortison dang bdi ngoai, prednison ung liéu 10 - 20
mg/ngay.

- Can tam ngimg tat ca cac thude diéu tri khi gap du
hiéu phan img qua man ning. Sau d6 thtr dung lai isoniazid
v6i lidu khoi ddu nho va ting dan liéu néu hét phan ung
qua méan. Néu c6 bat ctr biéu hién nao cua phan Gng qua
man xuat hién lai thi ngimg isoniazid ngay 1ap tirc.

Qua lieéu va xir tri
Buon non, non, chdng mat, no6i ngong, mat dinh hudng,
tang phan xa, nhin mo, 4o thi gidc... 1a cac triéu chirng xuat

hién khi qua liéu isoniazid, thuong xay ra trong vong 30
phit dén 3 gio sau khi ding thude.

Néu ngd doc nang, tre ché ho hap va tic ché than kinh
trung uong, c6 thé nhanh chéng chuyén tir choang vang
sang trang thai hon meé, co giat kéo dai, toan chuyén hoa,
ceton niéu va tang glucose huyét. Ngudi bénh co thé tir
vong néu khong duoc diéu tri hodc diéu tri khong tri¢t dé.
Isoniazid gay co giat 1a do lién quan dén giam nong do acid
gamma aminobutyric (GABA) trong hé than kinh trung
wong, do isoniazid wc ché hoat dong cua pyridoxal-5-
phosphat trong nao.

Néu thoi gian udng qua liéu isoniazid (liéu > 20 mg/kg)
trong vong 1 gid, co thé can nhic cho bénh nhan udng
luong 16n than hoat (50 g di véi nguoi 16n, 1 g/kg d6i véi
tré em). Trong x\r tri qué liéu isoniazid, dau tién phai dam
bao ngay duy tri ho hap day du. Co giat c6 thé xu tri bang
cach tiém tinh mach diazepam hodc céc barbiturat c6 thoi
gian tac dung ngan, két hop véi vitamin B6. Liéu vitamin
B6 ngang v6i liéu isoniazid da dung. Tiém tinh mach 1 - 4



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRILAO | 37

g vitamin B6, sau d6 ¢t 30 phut tiém bap 1 g cho t6i khi
toan b lidu dugc dung (t6i da 5 g). Néu cac con co giat da
duoc kiém soat va qua liéu isoniazid méi xay ra trong vong
2 - 3 gid thi can rira da day. Theo doi khi mau, dién giai,
glucose va uré trong huyét thanh. Tiém truyén natri
bicarbonat dé chdng toan chuyén héa va nhic lai néu can.

Véi ngudi bénh van con & trang thai hon mé sau khi
diéu tri co giat bang diazepam va vitamin B6, ctr khoang 36
- 42 gio hon mé tiém thém 1 lidu tir 3 - 5 g vitamin B6 (cho
dén khi nguoi bénh tinh hoan toan it nhat 30 phat). Tuy
nhién, néu dung vitamin B6 qué liéu thi ciing co thé giy
cac tac dung khong mong mudn vé than kinh. Vi vay, phai
xem x¢&t khi dung vitamin B6 dé diéu tri co giat hoac hon
mé do isoniazid.

St dung cang sém cang tot thude loi tiéu tham thau dé
gitip thai nhanh thudc qua than va tiép tuc trong nhiéu gio
sau khi céc triéu ching 1am sang da dugc cai thién dé dam
bao thai hét isoniazid va ngan chan hién tugng tai ngd doc.
Theo doi can bé’mg dich vao va dich ra. Thim phan mau va
thAm phan mang bung can dugc dung kém voi thude loi
tiéu. Ngoai ra, phai ¢6 liéu phap chng giam oxy khong khi
thd vao, ha huyét ap va viém phdi do sic.

Twong tac thude

Isoniazid trc ché hé enzym chuyén hoa thudc tai gan,
chu yéu 1a CYP450, nén c6 thé 1am giam chuyén hoa mot
s6 thubc din dén ting nong d6 huyét twong va lam ting
doc tinh cua thude dung phdi hop.

- Ruou lam tang doc tinh trén gan cua isoniazid, khong
nén uéng ruou khi dung thude.
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- Khong khuyén cio sir dung cung véi itraconazol,
ketoconazol do lam giam hodc mat tac dung chéng nam.
Chi st dung khi loi ich diéu tri vuot hon han nguy co.

- Can theo ddi chat ch& chuc ning gan khi dung véi
ethionamid/prothionamid, rifampicin, paracetamol, dac
biét & nguoi o tién sur suy gan.

- Theo ddi doc tinh trén hé than kinh trung wong khi
dung voi clofazimin, cycloserin.

- Hiéu chinh liéu khi dung véi thudc chéng dong kinh
(carbamazepin, ethosuximid, primidon), phenytoin, dan
chét benzodiazepin (diazepam, triazolam), chlorzoxazon,
theophyllin, disulfiram, diclofenac, domperidon,
amiodaron, warfarin.

- Thudc khang acid (nhém hydroxyd, magnesi
hydroxyd) lam giam hap thu isoniazid, can udng 2 loai
thudc nay cach nhau it nhat 1 gio.

Do on dinh va bao quan

Bao quan ¢ nhi¢t do tur 15 - 30°C trong lo bao bi kin,
tranh anh sang.

3. PYRAZINAMID
Tén chung qudc té: Pyrazinamide
Ma ATC: J0O4A K01

Tén thwong mai: Zinamide, Tebrazid, Pirilene, Pyrafat,
Parazid, PZA

Dang thudc va ham lwong



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRILAO | 39

Vién nén 0,5 g pyrazinamid

Dugc Iy va co ché tac dung

Pyrazinamid c6 cdu trac tuong tu nicotinamid, 1a mot
trong nam thudc chdng lao thiét yéu duoc lua chon dau tién
trong diéu tri lao, ding chu yéu trong 8 tuan dau cua hoa tri
lidu ngan ngay. Pyrazinamid c6 tac dung diét tryc khuan
lao (Mycobacterium tuberculosis), nhung khong cé tac
dung v6i cac Mycobacterium khac hodc cac vi khuan khac
in vitro. Néng do (e ché tdi thiéu truc khuan lao cua
pyrazinamid 1a 20 pug/ml ¢ pH 5,5. Thudc hau nhu khong
tac dung & pH trung tinh. Pyrazinamid diét truc khuan lao
trong dai thuc bao c6 pH acid va té bao don nhan. Khi dap
g viém giam va pH tang thi hoat tinh diét khuan cua
pyrazinamid giam. Tac dung phu thudc vao pH cua
pyrazinamid gitip hiéu rd hiéu qua diéu tri trén 1am sang
ctia thudc trong giai doan 8 tuan dau hoa tri lidu ngin ngay.
Thude c6 thé duge dung trong sudt lidu trinh diéu tri lao
khang da thudc. Tryc khudn lao khang thudc nhanh khi
dung pyrazinamid don ddc.

Mic du di dugc dung lau trén 1am sang nhung co ché
tac dung cuia pyrazinamid van chua duoc sang to. Tac dung
diét truc khuén lao cta thude phu thugc mat phﬁn vao su
chuyén pyrazinamid thanh acid pyrazynoic (POA). Cac
chung Mycobacterium tuberculosis nhay cam véi thude san
sinh ra pyrazinamidase, mdt enzym giup chuyén
pyrazinamid thanh POA. Céc nghién ctru in vitro cho thy
POA c6 hoat tinh chong truc khuan lao. O mét vai ching
Mycobacterium tuberculosis khang pyrazinamid khong
thdy c6 pyrazinamidase, do d6 thudc khong thé chuyén
thanh POA - chét chuyén hoa c6 hoat tinh.
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Duoc dong hoc

Pyrazinamid hap thu t6t qua dudng tiéu hoa. Nong do
dinh trong huyét thanh dat dugc sau 2 gio udng mot lidu
500 mg 1a khoang 9 - 12 pg/ml, dat 7 ug/ml & thoi diém 8
gio va 24 gio 1a 2 pg/ml. Nong do trong huyét thanh cia
acid pyrazynoic (chat chuyén hoa c6 hoat tinh) thuong cao
hon va dat dinh khoang 4 - 8 gid sau khi udng.

Thudc phan bd vao hau hét cac mé va dich cua co thé
ké ca gan, phdi, dich ndo tiy. Nong do thude trong dich
ndo tuy twong dwong voi ndng do trong huyét twong &
nhitng ngudi bénh viém mang nio. Pyrazinamid gan voi
protein huyét twong khoang 5 - 10%. Thé tich phan b Vd
~ 0,75 - 1,65 l/kg,

Pyrazinamid bi thtty phan & gan thanh chét chuyén hoa
chinh c6 hoat tinh la acid pyrazinoic, sau do bi hydroxyl
hoéa thanh acid 5 - hydroxy pyrazinoic.

Thoi gian ban thai cta thude 14 9 - 10 gid, dai hon khi
bi suy than hodc suy gan. Khoang 70% liéu udng thai trir
qua than trong vong 24 gid, cha yéu do loc & cau than
(khoang 4 - 14% & dang khong chuyén hoa).

Chi dinh

Pyrazinamid duoc phdi hop voi cac thube chong lao
khac theo phac d6 dé diéu tri lao m&i va lao tai phat, chu
yéu & giai doan tin cong ban dau; diéu tri lao khang da
thube trong sudt liéu trinh diéu tri.

Chong chi dinh

Tén thuong gan ning.
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Gut cap tinh.
Réi loan chuyén hoa porphyrin.

Man cam vaéi thuoc.

Thén trong

Than trong khi sir dung pyrazinamid trén nguoi c6 tién
sir bénh gan, can 1am xét nghiém chic ning gan trudc va
trong thoi gian dung thudc.

Than trong trén ngudi bénh cd tién st dai thao dudng
vi kho kiém soat bénh dai thao duong khi dung
pyrazinamid, viém khdp, tién sir bénh gut hodc ting acid
uric mau (tranh dung khi c6 con cip tinh), suy than (phai
giam liéu ¢ nguoi ¢ ton thuong than).

Thoi ky mang thai

Nghién ctru trén dong vat chua dua ra két luan d?ly du
vé bang chimg an toan cuia thudc voi bao thai. Theo hudng
dan ctia T6 chire Y té Thé gii va Chuong trinh chong lao
Qudc gia, pyrazinamid ding duoc cho phy nit mang thai
khi can thiét; c6 thé phdi hop véi cac thude diéu tri lao khac.

Thaoi ky cho con bu

Thudc tiét vao sita me véi lugng nhoé (1,5 mg/1 khi
ngudi me udng lidu 1g), vi vay ngudi me cho con b ¢6 thé
dung pyrazinamid.

Liéu lwong va cach ding

Pé tranh tryc khuan lao dot bién khang thude, khong
bao gio dung pyrazinamid don tri liéu, phai phdi hop
pyrazinamid v&i cac thube khac theo phac dd diéu tri, dic
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biét trong giai doan diéu tri tan cong.

Liéu cho ngudi 16n:

- Liéu 25 mg/kg/ngay (20 - 30 mg/kg/ngay), diéu tri
hang ngay.

- Liéu 35 mg/kg/ngay (30 - 40 mg/kg/ngay), diéu tri
cach quang 3 lan/tuan: it duge s dung va khuyén cao.

Liéu cho tré em: 15 - 30 mg/kg/ngay, uéng hang ngay
hodc 50 mg/kg/ngay, 2 1an/tudn.

Ngudi bénh suy than: 25 mg/kg/ngay, 3 lan/tuan.

Tac dung khéng mong mudn (ADR)

Khi dung pyrazinamid, tac dung khéng mong mudn
thuong giap nhat 1a gy doc va ton thuong té bao gan,
thuong gip viém gan khi sir dung licu cao.

Thuong gap, ADR > 1/100

Gan: Viém gan (hay gip khi dung phdi hop véi
isoniazid va rifampicin) véi biéu hién ting nhe enzym gan.

Chuyén hoéa: Tang acid uric méau (do thudc trc ché sy
thai trir acid uric), c6 thé dan toi dot gut cap.

Xuong, khop: Pau cac khép 16n va nho.
It gép, 1/1000 < ADR < 1/100

Khép xuwong: Viém khop

Hiém gap, ADR <1/1000

Tiéu hoa: Budn non, non, chan an.

Chuyén héa: Loan chuyén hoa porphyrin.
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Tiet niéu: Kho tiéu tién.
Da: Man cam anh sang, ngura, phat ban.

Sot, thiéu mau, giam ti€u cau.

Huéng din xir tri ADR

V6i bénh nhan c6 tién sit bénh gan, bénh gut, can lam
xét nghiém danh gia trudce khi diéu tri, chi dinh xét nghiém
lai néu xuat hién cac tridu ching nghi ngo tac dung khong
mong mudn. Néu c6 du hiéu ton thuong gan ning, phai
ngimg ding thudc.

Qua liéu va xir tri
Céc biéu hién cua qua lidu: Két qua xét nghiém chirc
nang gan bat thuong nhu AST, ALT ting; khi ngirg thube

va st dung cac thudc ho trg bdo vé t€ bao gan, cac enzym
gan s€ tré v€ binh thuong.

Can rira da day trong trudng hop st dung thude quéa
liéu, c6 thé tham phan dé loai bo pyrazinamid.

Twong tac thudc

- Piéu chinh liéu cta cac thube diéu tri gat (colchicin,
allopurinol, probenecid, sulfinpyrazon) khi dung dong
thoi véi pyrazinamid vi pyrazinamid lam tang acid uric
huyét (do 1am giam thai trir acid uric) va giam hiéu qua tri
bénh gut.

- Pyrazinamid 1am giam ndng do ciclosporin khi ding
ddng thoi. Can theo ddi ndng d6 ciclosporin trong huyét
thanh trong qua trinh diéu tri.

- Poc tinh trén gan s& ting khi dung dong thoi
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ethionamid véi pyrazinamid.

P on dinh va bio quan

Bédo quan trong lo nat kin ¢ nhi¢t ¢ 15 - 30 °C, tranh

4. RIFAMPICIN

Tén chung quéc té: Rifampicin

Tén khac: Rifampin, Rifamycin AMP

Tén thwong mai, dang thudc va ham luwong

Vién don 1¢: Rifampicin (150 mg, 300 mg), Rifasyn
150 mg

Vién phdi hop: Tuber (Rifampicin
150 mg/ Isoniazid 100 mg), Tuberzid (Rifampicin 150
mg/Isoniazid 75mg/Pyrazinamid 400 mg)

Dugc Iy va co ché tac dung

Rifampicin 12 khang sinh ban tong hop dan xuat cia
rifamycin B. Co ché tic dung cua rifampicin 14 (rc ché hoat
tinh enzym tong hop ARN phu thuéc ADN cua vi khuan
bang céach tao phirc bén vimg thudc - enzym.

Rifampicin ¢ hoat tinh v&i cac vi khuan thudc ching
Mycobacterium, dac biét la vi khuén lao, phong va
Mycobacterium khac nhu M. bovis, M. avium. Ngoai ra,
rifampicin 1a 1 khang sinh ph rong, in vitro ¢6 tac dung
v6i mot s6 cau khuan Gram duong va Gram Am.
Rifampicin c6 tac dung rat t6t voi tu cau vang ké ca cac
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chung da khang penicilin va khang isoxazyl - penicilin (v6i
S. epidermidis ciing nhay cam nhu vay). Vi khuan nido mo
cAu Neisseria meningitidis, 1au cau va Haemophilus
influenzae ciing rat nhay cam. Ngoai st dung trong diéu tri
lao, rifampicin con dugc dung trong diéu tri nhidm khuan
ning do tu ciu nhu viém nodi tim mac, viém phdi, nhiém
khuan huyét va viém tay.

Khang thudc: Khang thudc ban dau hay mac phai cua
rifampicin dd dugc ghi nhan trén ca in vitro va in vivo ddi
v6oi cac chung M. tuberculosis, M. kansasii, Neisseria
menigitidis va cac vi khuan nhay cam khac. Khong c6
khéng chéo gitra rifampicin vdi cac khang sinh va cac
thudc tri lao khac, tuy nhién nhiing chung vi khuan khang
thudc phat trién rat nhanh, dic biét khi dung rifampicin don
ddc hodc lam dung thudc. Do do, can kiém soat viéc st
dung rifampicin rat nghiém ngat dé dam bao diéu tri thanh
cong va tranh phat trién chung dé khang.

Co ché dé khang: Chu yéu do vi khuan dot bién gen di
truyén khang thudc rpoB.

Duoc dong hoc

Rifampicin duoc hap thu nhanh qua dudng tiéu hoa.
Khi udng liéu 600 mg, sau 2 - 4 gior dat ndng d6 dinh trong
huyét trong 13 7 - 9 pg/ml. Thirc an lam cham va giam hap
thu thude.

Thudc phan bd rong rdi vao cac md va dich co thé bao
gdém gan, phodi, mat, dich mang phdi, phan, méng tay va
xuong. Thudc khuéch tan vao dich ndo tuy khoang 10 -
20% va cao hon khi mang nao bi viém. Thudc vao duge ca
nhau thai va sita me. Thudc lién két 80% v&i protein huyét



46 | RIFAMPICIN

tuong.

Rifampicin chuyén héa & gan. Thudc bi khir acetyl
nhanh thanh chét chuyén héa chinh van ¢6 hoat tinh 14 25-
O-desacetyl rifampicin.

Rifampicin thai trir qua mat, phan va nudc tiéu va trai
qua chu trinh rudt - gan. Khoang 60% liéu dung thai trir
qua phan. Thoi gian ban thai ciia rifampicin lac khoi dau 1a
2 - 5 gi0; khi dung lap lai, thoi gian ban thai giam con 2 -
3 gi0. Thoi gian ban thai kéo dai & nguoi suy than.

Chi dinh

Phéi hop cung céac thude chdng lao khac trong cac phac
dd diéu tri lao cua Chuong trinh chéng lao Quéc gia.
Chong chi dinh

Man cam véi rifampicin va dan xuét.

Réi loan chuyén hoa porphyrin.

Liéu lwong va cach ding

Do thudc bi giam hip thu boi thirc an nén phai udng
thudc trude bita an 1 gio hodc sau bita dn 2 gio.

Liéu cho ngudi 16n: 10 mg/kg, uéng hang ngay (tdi da
600 mg/ngay).

Liéu cho tré em: 10 - 20 mg/kg, udng hang ngay (t6i da
600 mg/ngay).

Liéu trén nguoi bénh lao nhiém HIV: Giéng nguoi
khong nhiém HIV.

Li€u trén bénh nhan suy than: Véi bénh nhan c6 mirc
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loc cau than < 50 ml/phut, can nhéc hiéu chinh liéu ¢ muic
50 - 100% liéu binh thuong. Véi bénh nhan c6 muc loc cau
than < 10 ml/phit, liéu khuyén cdo bang 50% liéu lugng
binh thuong.

Liéu trén bénh nhan suy gan: Can giam liéu trén bénh
nhan suy gan, mirc liéu toi da co thé dung 1a 8 mg/kg/ngay.
Trén bénh nhan suy gan ning, c6 thé can nhic dimg thudc.

Than trong

V&1 nguoi suy gan, phai theo doi chirc nang gan trong
qué trinh diéu tri. Phai ngimg ding thudc néu thay c6 biéu
hién cua pha huy té bao gan cap. Vi rifampicin giy cam
ung enzym, nén phai dac bi¢t than trong khi dung thube
cho nguoi bénh c6 rdi loan chuyén hoa porphyrin tiém tang
do qué trinh hoat hdéa acid delta - amino levulinic
synthetase. Ciing do hé thong enzym & tré dé non va tré
moi sinh chua hoan thién, nén chi dung rifampicin cho d6i
turong ngudi bénh nay khi that can thiét.

Dung rifampicin phdi hgp véi isoniazid va
pyrazinamid s& lam tang ddc tinh véi gan. Can phai can
nhdc gilra nguy co gdy tai bién va nhu cau diéu tri.

Phai bao trudc cho ngudi bénh biét rang: phan, nudc
tiéu, nude bot, nude mat, md hoi va cac dich khéc cua co thé
s& ¢6 mau do trong khi dang ding thudc dé tranh lo ling
khong can thiét. Kinh sat trong c6 thé bat mau vinh vién.

Thoi ky mang thai

Néu dung rifampicin cho phu nir mang thai ¢ 3 thang
cudi, c6 thé xuat huyét do giam prothrombin - huyét & ca
ngudi me va tré so sinh. Pé tranh xuit huyét, ding thém
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vitamin K du phong cho ngudi me mang thai, sau khi sinh
va ca tré so sinh.

Céc thi nghiém trén stic vat cho thay rifampicin c6 kha
nang gay di tat & xuong. Vi vay, rifampicin chi dung cho phu
nit mang thai khi da xem xét can than cac rai ro va nhu cau.
Thoi ky cho con bu

Rifampicin dao thai qua sita me va nghién cuu trén
dong vat cho thiy thudc c6 tiém tang xu huéng giy ung
thu nén can thiét can nhic quyét dinh ngimg cho con bu
khi dung thude.

Tac dung khéng mong mudn (ADR):

Thuong gap, ADR > 1/100
Tiéu hoéa: Ia chay, dau bung, budn ndn, chan an.
Da: Ban da, ngtra kém theo ban hodc khong.

Noi tiét: R6i loan kinh nguyét.

It gap, 1/1000 < ADR < 1/100
Toan than: Pau dau, chong mat, mét moi, sot.
Than kinh: Ngu ga, mat diéu hoa, kho tap trung y nghi.

Gan: Tang transaminase, ting phosphatase kiém, ting
bilirubin huyét thanh, vang da va rdi loan porphyrin
thodng qua.

Mit: Viém két mac xuét tiét.

Hiém gdp, ADR < 1/1000

Toan than: Rét run, s6t.
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Méu: Giam tiéu cau, giam bach cau, tang bach cu ua
eosin va thiéu mau tan huyét.

Tiéu hoa: Viém dai trang mang gia.

Da: Ngoai ban, ban XUAt huyét.

H6 hap: Kho tho.

Tiét niéu: Suy than nang.

Co: Yéu co.
Hudéng din xir tri ADR
Trén tiéu hoa

Hiém khi phai nging thudc khi gip cac phan tng
khong mong mudn trén duong tiéu hoa. Mic di thude duge
khuyén ding t6t nhét vao 1 gid trude bita in hodc 2 gio sau
bita an dé dat duoc hap thu t6i da nhung trong trudng hop

can giam thicu tdc dung phu nay, c6 thé sir dung rifampicin
cung véi blra an hoac ngay sau bira an.

Trén gan

Tang bilirubin tam thoi khong kém theo triéu chiing
lam sang c6 thé xay ra trong thoi gian dau diéu tri do
bilirubin canh tranh dao thai voi rifampicin, hiém khi phat
trién thanh viém gan. Nong do bilirubin sé& tro lai binh
thuong khi van tiép tuc diéu tri bang rifampicin. Tuy nhién,
can luu ¥ truong hop viém gan 1am sang ning c6 & mat
ciing co thé xay ra.

Trén huyét hoc

Ngtg str dung rifampicin. Chéng chi dinh st dung lai
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rifampicin dé diéu tri cho ngudi bénh da bi xuat huyét giam
tiéu cau va thiéu mau tan mau.
Qua liéu va xir tri

Céc biéu hién ctia qua liéu co thé gap nhu budn non,
nén, dau bung, dau dau, hon mé, da, nude tiéu, md hoi,
nude bot, nudc mat, phan c6 mau dé nau hodc da cam, mirc
do phu thudc vao lugng thude da dung. Gan to, dau, vang
da, ting nong do bilirubin toan phan va truc tiép, co thé
tang nhanh néu lidu qué 16n. Viéc anh huong dén hé tao
mau, can bang dién giai hodc can bang acid base chua duoc
xac dinh rd rang.

Khi ngd doc, nguoi bénh thuong budn ndn va nén, vi
thé rtra da day tot hon 13 gay non. Udng than hoat 1am ting
loai bo thude & duong tiéu hoa. Néu gan bi suy ning xay ra
sau 24 - 48 gi¢ thi bai niéu tich cyc va tham tach mau co
thé phai chi dinh.

Twong tac thudc

Pa s6 twong tac thudc lién quan dén tac dung gay cam
{ing enzym ctia rifampicin. Tac dung gy cam ting nay xuét
hién ngay liéu 600 mg/ngdy, phat trién trong vai ngay va
dat muc toi da trong vong 3 tudn va duy tri 1 - 4 tuin sau
khi ngung rifampicin.

Rifampicin gdy cam rng enzym cytochrom P450 nén
lam ting chuyén hoa va bai tiét, vi vay lam giam tac dung
hoic ting doc tinh ctia 1 s6 thude khi ding dong thoi.

- Chéng chi dinh tuyét d6i phdi hop vé6i thude khang
protease: amprenavir, indinavir, nelfinavir, ritonavir,
lopinavir/ritonavir, saquinavir do lam giam ndng do trong



CAM NANG HUONG DAN SUDUNG THUGC BIEU TRILAO | 51

huyét twong va hiéu qua cta thudc khang protease.

- Tranh phoi hop véi isradipin, nifedipin va nimodipin,
halothan, maraviroc.

- Cac thudc can phai diéu chinh liéu khi dung kém:
Thudc kich thich B-adrenergic, thude chéng loan nhip tim
(disopyramid, mexiletin, quinidin), thudc chdng dong kinh
(phenytoin), thuéc chdng nim (fluconazol, itraconazol,
ketoconazol), thudc an than kinh (clozapin, haloperidol),
barbiturat, benzodiazepin (diazepam, midazolam), thudc
chen kénh calci, glycosid tr¢ tim, corticosteroid, dapson,
fluoroquinolon (ciprofloxacin), thuéc chong tram cam 3
vong (amitriptylin, nortriptylin), theophylin, thuéc chong
déong duong udng, erythromycin, clarithromycin,
cloramphenicol...

- Thudc tranh thai duong uéng: Co thé 1am giam hiéu
qua thudc tranh thai chtra estrogen va ting réi loan kinh
nguyét, nén can nhic str dung bién phép tranh thai khac.

- Mot sb thude khi dung véi rifampicin s& 1am giam
hap thu cuia rifampicin nhu: Céac khang acid, bentonit,
clofazimin... Khic phuc bang cach udng riéng cach nhau it
nhat 1 gio.

- Dung véi céac thude c¢6 doc tinh véi gan s& 1am ting
nguy co gy doc cho gan, nhét 1a nguoi suy gan.

D6 0n dinh va bao quin

Bédo quan ¢ noi kho rdo, ¢ nhiét d6 phong, tranh anh
sang.
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5. STREPTOMYCIN

Tén chung quéc té: Streptomycin.

Tén khac: Streptomisin, streptomycinum
Ma ATC: AO7TA A04,J01G AO01

Tén thwong mai: Strepto, Ambistryn, Cypstryn,
Solustrep, Trepmycin

Dang thudc va ham lrong

Dang bot pha voi nudc cit hodc natri clorid ddng
truong trudc khi dung chua 1,25 g streptomycin sulfat
tuong Uimg 1 g streptomycin base.

Duoc Iy va co ché tac dung

Streptomycin la khang sinh nhém aminoglycosid c6
tac dung diét khuan do gan vao tiéu phan 308 ciia ribosom
lam cho vi khuan doc sai ma thong tin trén ARNm dan dén
rdi loan qua trinh tong hop protein cua vi khuan. Thude c6
tac dung diét khuan manh trén cac vi khuan ngoai té bao va
c6 tc d6 phan chia nhanh. Tac dung t6i uu cta thude & pH
khoang 7,8.

Pho khang khuan cua streptomycin bao gom vi khuan
Gram 4m hiéu khi va mot sé vi khuin Gram dwong;
streptomycin khong c6 tac dung véi vi khuan yém khi.
Thudc c6 hoat tinh dac biét chéng M. tuberculosis va M. bovis.
Ngoai ra, streptomycin ciing con ¢ hoat tinh chéng mot
s6 vi khuan Gram duong va Gram am hiéu khi nhu:
Brucella, Francisella tularensis, Yersinia pestis,
Calymmatobacterium granulomatis, Escherichia coli,
Proteus  spp., Aerobacter aerogenes, Klebsiella
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pneumoniae, Enterococci faecalis, Streptococcus viridans,
Haemophilus ducreyi, Haemophilus influenza.

Do hau hét cac ching Pseudomonas aeruginosa va cic
tryc khudn Gram am va cau khuan Gram duong da khang
streptomycin nén lam han ché 4p dung diéu tri cua
streptomycin.

Hién nay, streptomycin dugc dung phdi hop ciing cac
thube chéng lao khéac dé diéu tri bénh lao va mot sb khang
sinh khac dé diéu tri viém mang trong tim, bénh do
Brucella gay ra, bénh ha cam, bénh dich hach.

Duwoc dong hoc

Thubc hap thu rt it (dudi 1%) khi ding duong udng,
nén chi dung duong tiém. Mot gio sau khi tiém bap 1 g,
nong d6 dinh huyét tuong dat khoang 25 - 50 pg/ml va
giam dan khoang 50% sau 5 - 6 gid. Ty 1é gin véo protein
khoang 20 - 35%. Nong do day cua streptomycin dao dong
tir 3 - 5 ug/ml. O nhitng ngudi trén 50 tudi hodc co chirc
nang than giam can chinh lidu luong va theo ddi ndng do
thudc trong mau dé duy tri nong do day khong vuot qua 1
ng/ml. Nong do tre ché tbi thiéu véi truc khuan lao 1a 8
pg/ml.

Streptomycin phan b6 vao hau hét cac mé va dich co
thé va co thé dat duge nong do dang ké trong dich mang
phdi va hang lao. Streptomycin di qua rau thai, nong do
trong mau dy rén twong duong trong mau me va trong
mau thai nhi dat trén hodc bang 50% ndong do trong mau
me. Mdt lugng nho streptomycin thai trir vao sira, nudc bot
va mo hoi. Khoang 20 - 30% streptomycin lién két voi
protein huyét tuong va co thé tich phan b 260 mL/kg.
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Streptomycin thai trir qua loc cau than; & nguoi co
chirc niang than binh thudng khoang 30 - 90% liéu ding
duoc thai trir nguyén dang ra nude tiéu trong 24 gid. Khi
suy giam chirc ning loc cau than s& dan dén giam thai trir
thudc va lam ting nong do thudc trong huyét twong va
trong céac to chirc. Khoang 1% thudc thai trir qua mat. O
ngudi binh thuong thude ¢ thoi gian ban thai 2,5 gio. Khi
chtic nang than giam thoi gian ban thai cta thude kéo dai
tir 50 dén 111 gio.

Chi dinh

Streptomycin duoc phéi hop véi cac thude chdng lao
khac trong diéu tri lao.
Chong chi dinh

Man cam véi streptomycin  hodc véi cac
aminoglycosid khac (man cam chéo).

Bénh nhuoc co.

Phu nir ¢6 thai.

Thén trong

Can kiém tra thinh luc khi diéu tri bang streptomycin
dai ngay, hodc c6 biéu hién U tai, ddnh tréng tai hodc cam
giac rdi loan kha ning nghe khi st dung streptomycin.

Nhitng ngudi thudng xuyén tiép xtc v6i thude can phai
deo ging tay, khau trang dé tranh cac phan tng trén da,
phan tng min cam ¢ da thudng xuat hién vao tuan thir 2 va
3. Chi tiém streptomycin vao nhimng co 16n va can than dé
giam thiéu kha nang gay thuong ton than kinh ngoai bién.

Hét stic than trong dé chon lidu thich hop véi nguoi
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bénh suy than. Véi nguoi tang uré huyét trim trong, mot
lidu don c6 thé tao nong do thudc cao trong mau vai ngay
va c6 thé tich liy gy doc trén tai. Khi diéu tri dai ngay
béang streptomycin, kiém héa nudc tiéu c6 thé giam thiéu
hodc ngan ngura kich ung than.

Tré em khong duge dung streptomycin vuot qua lidu
da khuyén céo, vi da gap hoi chimg trc ché than kinh trung
wong & tré dung qua licu.

Trong diéu tri bénh u hach ben hodc ha cam, néu nghi
ngd cd kém theo giang mai, phdi thuc hi€én mat sb xét
nghiém thich hop nhu thir nghiém soi xoan khuan trén kinh
hién vi nén den trude khi bat dau diéu trj va thuc hién kiém
tra huyét thanh hang thang, trong it nhét 4 thang.

Ciing nhu cac khang sinh khac, dung thudc nay c6 thé
gay phat trién céac vi sinh vat khong nhay cam, ké ca nam.
Néu c6 bdi nhidm, phai thuc hién liéu phap thich hop.

Thoi ky mang thai

Streptomycin gy thuong ton bao thai & ngudi mang
thai, vi streptomycin qua rau thai rit nhanh, vao tuan hoan
thai nhi va dich nudc 6i; ndong d6 thude trong méu thai nhi
dat duoc it nhat bang 50% ndng do trong huyét thanh me.

Vai truong hop duoc thong bao vé doc tinh trén tai ctia
streptomycin ¢ tré em do me di diéu tri lao bang
streptomycin; tré so sinh bi diéc vai phan xa dc tai - mi mét
am tinh. Ngoai thuong t6n dbi v6i day than kinh sé VIII,
khong c6 nhitng di tit bam sinh khac do dung streptomycin
gy nén. Dung streptomycin ¢ 3 thang dau thai ky c6 thé
gay diéc o tré.
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Thoi ky cho con bu

Streptomycin thai qua stra me véi lugng nhé nhung do
hap thu kém qua dudng tiéu hoa, nén khong phat hién cac
bat thuong & tré dang bu.

Liéu lwong va cach dung

Tiém bap hang ngay trong 2 thang dau. Streptomycin
sulfat chi dugc tiém bap sau vao ving co 16n mdi ngay mot
lan. Han ché tiém vao co delta cho tré em. Chi tiém vao co
delta khi co nay phat trién tot nhu & ngudi 16n va phai than
trong khi tiém dé tranh ton hai day than kinh quay. Khong
duoc tiém bap vao ving dudi va 1/3 giira canh tay. Can
phai thay doi viing tiém.

Khi truc khuan lao khang véi streptomycin c6 thé thay
thé bang ethambutol trong phac dd.

Liéu cho ngudi 10n: 15 mg/kg/ngay hodc 1 g/ngay.
Liéu cho tré em: 20 - 40 mg/kg.

Liéu cho ngudi cao tudi: 10 mg/kg/ngay, i da 1a 750
mg/ngay.

Khi dung liéu phap gidn cach, liéu thuong diung &
ngudi 1on va tré em 13 12 - 18 mg/kg (tdi dala 1,5 g),2-3
lan/tuan. Tong liéu cho mdi dot diéu tri lao khong vuot qua
100 - 120 g.

Liéu trén nguodi suy than: Lidu trung binh 750
mg/ngay, 2 - 3 lan/tuan. Can kiém tra ndng do thudc trong
mau va duy tri ndng d6 dinh trong huyét thanh khong duoc
qua 20 - 25 pg/ml. Néu khong xac dinh duoc ndong do thude
trong huyét thanh, c6 thé diéu chinh liéu dya trén hé sb
thanh thai creatinin. Liéu nap ban dau duoc khuyén cdo 1a
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1 g, cac lidu sau dung 7,5 mg/kg voi khoang cach 1an ding
duoc goi y nhu sau:

Hé s6 thanh thai creatinin | Khoang cach gitra cac lan
(mL/pht) dung thuoc (gio)
50-80 24
10 -50 24-72
<10 72 -96

Tac dung khong mong mudn (ADR)

Ciing nhu cac aminoglycosid khac, ADR quan trong
nhét 1a doc voi thinh giac, do tén thwong day than kinh s6
VIIL, gay ton thuong bc tai va ton thuong day tién dinh gay
chong mat, chen dan truyén than kinh - co, phan Gmg qué
man va gy doc cho than.

Thuong gap, ADR > 1/100

Tai: Kha nang doc d6i véi tién dinh ¢ tré em cao hon
ngudi 16n. O ngudi bénh ¢é chirc ning than binh thudng,
doc tinh trén thinh giac lién quan chu yéu 1a do lidu dung
hang ngay va tong lidu diéu trj trong mot thoi gian nhat
dinh. Khoang 30% tai bién trén tién dinh xay ra khi dung
lidu 1 g/ngay trong 4 thang, 5 - 15% trudng hop suy giam
kha ning nghe. Pdc tinh véi thinh giac ting 1én néu dung
streptomycin cung véi cac thude 1oi tiéu.

Chen dén truyén than kinh - co: Réi loan thi luc (50%),
yéu co, liét co va ngoai ra con gip di cam (thudng xay ra
quanh mom va ciing ¢6 ¢ cac vung khac trén mait va tay),
viém day than kinh ngoai bién.
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Phan ung di ung: Ngoai ban da (xdy ra & 5% nguoi
bénh 7 - 9 ngay sau miii tiém dau tién), ban do, s6t, may
day, phu Quincke, ting bach ciu wa eosin.

It gap, 1/1000 < ADR < 1/100

Than kinh va gidc quan: Mat khiru giac mot phan hoic
toan bo (sau diéu tri mot thoi gian dai), viém ré than kinh,
viém tiy va nhitng bién chtng than kinh khac.

U ché ho hap.

Hiém gdp, ADR < 1/1000

Than kinh va gidc quan: Mt tap trung tinh than nhét thoi.

Di tng: Hoi chiing Stevens - Johnson.

Thiéu méu tan mau, suy than, gidm bach cau, giam tiéu
cAu, giam toan bd huyét cau, giam calci, magnesi va kali
mau.

Huéng din xir tri ADR

Khi thiy xuat hién ADR, ngimg ngay diéu tri bang
streptomycin.

Qua liéu va xir tri

Qua liéu lam ting doc tinh véi thinh gidc. Vi khong co
thudc giai doc dic hiéu, nén xir tri qua lidu va phan tng
ddc cua streptomycin la diéu trj triéu ching va ho tro.

Céc bién phap gom:

- Tham tach than nhén tao hodc tham tach mang bung
dé loai streptomycin & ngudi suy than.

- Dung thudc khang cholinesterase, muoi calci, hodc
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dung liéu phap hd trg hd hip bang may, diéu tri chen dan
truyén than kinh - co, gdy yéu co hd hip va tc ché hodc liét
ho6 hap (ngimg thé).

Twong tic thudce

- Cac thudc khang sinh: Penicilin va cac dan xuat nhu
ampicilin, amoxicilin, bacampicilin, carbenicilin,
cloxacilin, dicloxacilin, floxacilin, hetacilin, methicilin,
mezlocilin, nafcilin, oxacilin, propicilin, quinacilin,
sultammicilin, temocilin, ticarcilin va cac cephalosporin c6
tac dung hiép dong lam ting tic dung diét khuén, tuy nhién
cling ¢o tuong ky hoa hoc lam mét tac dung cua
streptomycin va cac khang sinh thugc nhom aminosid khac.
Do vy, khong tron 1an cac khang sinh nay trong cling mot
bom tiém hodc cung dung dich tiém truyén.

- Capreomycin: Lam tang ddc tinh trén thinh gidc va
trén than cua streptomycin.

- Céac thudc gian co: Alcuronium, atracurium,
cistracurium, decamethonium, doxacuricum, fazadinium,
gallamin, hexafluorenium, mivacurium, pancuronium,
pipecuronium, rapacuronium, rocuronium, succinylcholin,
tubocurarin, vecuronium, khi két hop cac khang sinh nhém
aminoglycosid nhu streptomycin s€ lam tang va kéo dai tac
dung gidn co va co thé dan dén suy hé hap va liét co. Do
vay hét strc tranh phdi hop streptomycin véi cac thude nay.
Trudng hop can thiét phai phdi hop thi phai kiém soat liéu
dung can than va theo di chat ché cac ddu hiéu 1am sang
dic biét 1a chirc nang ho hap. Khi dung magnesi voi
streptomycin c6 thé gay yéu co, liét co van.

- Cac thude loi niéu: Ethacrynic, furosemid, pipetanid
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va cac thudc loi niéu khac khi két hop véi streptomycin s&
lam tang ddc trén thinh giac, trén than, do do hét strc tranh
két hop cac thudc nay trong diéu tri. Truong hop can thiét
phai két hop can phai theo ddi chat ché chic ning thinh
giac va than cua nguoi bénh.

- Thudc e ché virus va @e ché mién dich: cidofovir,
cyclosporin, tacrolimus lam tang doc tinh trén than cia
streptomycin.

Twong ky,

Streptomycin khong vimng bén trong méi truong acid
va kiém.

Streptomycin c¢6 tuong ky hoa hoc voi cac khang sinh
nhom penicilin, cephalosporin, do d6 khong dugc dung cac
khang sinh nay trong cung mot bom tiém hodc trong cung
mot dung dich tiém truyén.

Streptomycin c6 twong ky vat 1y véi cac thudec
amobarbital, clorothizid, erythromycin, heparin,
nitrofurantoin, norepinephrin, novobiocin,pentobarbital,
phenitoin, secobarbital, sulfadiazin, sulfisoxazol, calci,
magnesi bi mat tic dung va do d6 tranh tron 13n cac thude
nay voi nhau.

D¢ on dinh va bao quan

Bao quan lg bot pha tiém ¢ nhiét do 15 - 30°C va tranh
anh sang.
Sau khi pha, dung dich on dinh trong vong 1 tuan &

nhiét d6 phong va tranh anh sang hodc 14 ngay néu dé tu
lanh.
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6. AMIKACIN
Tén chung quéc té: Amikacin

Tén khac: Amicacina, Amikacina, Amikacinas,
Opekamin, Selemycin

Ma ATC: JO1G B06, DO6A X12; SO1A A21.

Tén thwong mai: Akacin, Amikin, Inflax, Mikapime,
Nicprime

Dang thudc va ham lwong

Dung dich tiém amikacin sulfat (c6 sulfit dé bao quéan):
1 ml chira 50mg (dung cho tré em) va 250 mg amikacin base.

Bot 1,3 g amikacin sulfat dé pha tiém (khong c6 sulfit)
tuong ung voi 1 g amikacin base: Lo 250 mg hoac 500 mg
bot kém theo twong tng 2 ml hodc 4 ml dung méi (nudc
dé pha thudc tiém).

Duoc Iy va co ché tac dung

Amikacin sulfat 1a khang sinh ban tong hgp nhom
aminoglycosid. Thudc diét khuan nhanh do gin vao tiéu
phan 308 ctia ribosom 1am cho vi khuan doc sai mi thong
tin trén ARNm dan dén r6i loan qué trinh tong hop protein
ctia vi khuén. Thudc co tac dung diét khuén manh trén céc
vi khudn ngoai té bao va c6 téc do phan chia nhanh. Ciing
nhu cac khang sinh nhém aminoglycosid khac, amikacin
di qua mang té bao phu thudc ning lugng trong méi truong
ua khi. Do vay, hoat tinh ctia thudc bi giam nhiéu trong moi
truong ky khi.

Amikacin van con tac dung diét khuan khi néng do
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thudc trong huyét thanh da xudng dudi ndong do trc ché toi
thiéu. Dac tinh nay co thé giai thich hi¢u qua cta thudc
ding mét lan trong ngay.

Hoat tinh khang khuan ctia amikacin cha yéu chéng
cac truc khuan Gram am wa khi nhu: Acinobacter,
Enterobacter, E. Coli, Klebsiella, Proteus, Provindencia,
Seratia, Pseudomonas. Thudc khong cé tac dung trén vi
khuén ky khi va khong tac dung trong méi truong acid hodc
c6 ap suét oxygen thap, tic dung han ché dbi voi da s vi
khuin Gram duong S. pneumoniae va Strept. pyogenes
khang thudc manh.

Amikacin c6 tac dung hiép dong véi penicilin va cac dn
xuét aztreonam, imipenem, ceftazidim... trén cac vi khuan S.
faecalis hodc alpha Streptococcus, Pseudomonas; voi
metronidazol hodc cac thudc khang vi khuan ky khi khac trén
cac vi khuan ky khi. C6 hiéu qua cao trén cac nhiém khuan
gdy ra boi tu cau vang (Staphylococcus aureus) khi két hop
v6i nafcilin hodc oxacilin. Amikacin c6 tac dung trén tryuc
khuan lao Mycobacterium tuberculosis va Mycobacterium
avium, M. Abscessus M.chelonae va M. fortuitum.

Amikacin 13 mot aminoglycosid khang lai phan 16n cac
enzym lam bét hoat thudc do ca 2 loai vi khuin Gram 4m
va Gram duong tiét ra. Do d6, thudc c6 thé tic dung trén
cac vi khuan khang cac aminoglycosid khac.

Duoc dong hoc

Thudc khong hap thu khi dung dudng udng, nén phai
dung dudng tiém bap hodc tiém tinh mach. Sau khi tiém
bap 1 liéu don 7,5 mg/kg amikacin cho nguoi 16n ¢é chirc
nang than binh thudng, ndng d6 dinh trong huyét trong 17
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- 25 pg/ml dat duogc trong 45 phut dén 2 gio. Khi truyén
tinh mach cung liéu trong 1 gid, ndong d6 dinh thude trong
huyét twong trung binh 38 pug/ml dat ngay sau khi truyén.

Sau khi tiém, amikacin khuéch tan nhanh va dat dugc
ndng do diéu tri & xwong, tim, phdi, mat. Ngoai ra thube
con duoc phan phdi t6t vao dom, chat tiét phé quan, dich
mang phoi, mang bung va hoat dich. Amikacin di qua rau
thai, néng d6 thude trong mau thai nhi dat dugc khoang
16% ndng do trong mau me nhung rét it di vao dich ndo
tay. Tuy nhién, ¢ tré em bi viém mang ndo, ndng do
amikacin trong dich ndo tay dat duoc bang 50% ndng do
trong huyét tuong.

O ngudi ¢6 chire ning than binh thuong, sau khi tiém
lidu don 94 - 98% amikacin duoc thai trir qua loc cAu than
dudi dang chua chuyén hoa trong vong 24 gid. Thoi gian
ban thai 1a 2 - 3 gio ¢ ngudi c6 chure nang than binh thuong
va 28 - 86 gid ¢ nguodi cd suy chic nang than nang.

Chi dinh

Amikacin duoc két hop véi cac thue chong lao khac
dé diéu tri cac thé lao hoat dong khi thét bai diéu tri bang
cac thude chdng lao hang mot do khang isoniazid va/hodc
rifamycin hodc do khong dung nap thudc chdng lao.

Thubc duoc phdi hop véi cac thude chdng lao khac dé
diéu tri nhiém khuan do M. Abscessus, M.chelonae va M.
fortuitum.

Chong chi dinh

Qué man véi cac aminoglycosid.



64 | AMIKACIN

Thén trong

Than trong khi str dung cho nguoi cao tudi va tré nho
do nguy co cao doc cho tai va than, dong thoi gidm sat chire
nang thinh giac va chtic nang than. Tranh dung thudc kéo
dai. Tranh dung dong thoi hodc ndi tiép véi cac thude khac
c6 ddc tinh cho thinh giac hodc than (ca duong toan than va
tai chd).

Khéng dung qué lidu khuyén cao. Nguoi bénh udng
nhiéu nude va c¢6 chire nang than binh thuong thi it nguy co
nhiém doc than néu khong vuot qué lidu khuyén cdo. Viéc
kiém tra chtc ning than trong qua trinh diéu tri bang
aminoglycosid & ngudi bénh cao tudi co giam chirc ning
than la dac biét quan trong.

Than trong khi st dung cho ngudi bénh c6 roi loan
hoat dong co, nhu nhugc co hoac Parkinson, do tac dung
ki€u cura cua thudc Ién ban van dong co dan dén nhuoc co.

Thoi ky mang thai

Tinh an toan cua amikacin cho ngudi mang thai chua
duoc xac dinh. Do vay, thudc c6 thé gay hai cho thai nhi khi
dung cho nguoi mang thai.

Néu dung amikacin trong khi mang thai hodc bat dau
c6 thai trong khi dang dung thudc, ngudi bénh phai dugc
thong bao 1a c6 kha niang nguy hiém cho thai nhi, ké ca hoi
chung nhuogc co.

Thoi ky cho con bu

Khong biét rd amikacin c6 vao trong sita hay khong.
Theo nguyén tic chung, khong cho con bt khi dung thude.
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Liéu lwong va cach dung

Két hop voi cac thude diéu tri lao khac theo phac dd.
Amikacin sulfat dung tiém bap hodc truyén tinh mach. Dé
tmyén tinh mach, d6i vai nguoi lon, pha 500 mg amikacin
vao 100 - 200 ml dich truyén thong thuong nhu dung dich
natri clorid 0,9% hoac dextrose 5%.

Liéu thich hop amikacin phai truyén trong 30 - 60 phit
dbi voi nguoi 16n va tré 16n. D6i v6i tré nho, thé tich dich
truyén phu thudc vao nhu cdu ngudi bénh, nhung phai du
dé co thé truyén trong 1 - 2 gio. Lidu 15 mg/kg (750 - 1000
mg) 1 lan/ngay, 5 - 7 1an trong 1 tuan lién tyc trong 2 - 4
thang dau hodc cho dén khi cdy truc khuan lao 4m tinh.

Tuy nhién, khi diéu tri néu ngudi bénh cé dap ung tot
v6i cac thude chdng lao khéac ¢6 thé dung amikacin 2 - 3 1dn
trong mdt tuan véi lidu 15 mg/kg ngay. Liéu amikacin
sulfat duoc tinh theo amikacin base va giéng nhau khi tiém
bép hodc tinh mach. Liéu lugng phai dua vao can nang,
churc nang than.

Liéu thong thuong ¢ ngudi 16n va tré 16m tudi, 6 chirc
nang than binh thudng 14 15 mg/kg/ngay, chia lam cac lidu
bang nhau dé tiém cach 8 hodc 12 gio/lan hodc 15
mg/kg/lan/ngay nhung khong dugc vuot qua 1,5 g/ngay.
Thoi gian dung thude khong kéo dai qua 7 - 10 ngay, tong
liéu khong vuot qua 15 g.

Liéu cho nguoi trén 60 tudi: Cach dung nhu nhiing
nguoi truong thanh khac nhung phai giam lidu xudng con
10 mg/kg, t6i da 750 mg/ngay.

Tré so sinh va tré dé non: Lidu nap dau tién 10 mg/kg,
tiép theo 1a 7,5 mg/kg cach nhau 12 gio/lan.
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Hién nay, c6 bang chimg vé viéc tiém aminoglycosid
1 lan/ngay it nhat ciing co tac dung bang va c6 thé it doc
hon khi liéu duoc tiém 1am nhiéu lan trong ngay.

O ngudi c6 ton thuong than, phai dinh luong ndng do
amikacin huyét thanh, phai theo ddi k¥ chtrc ning than va
phai diéu chinh liéu nham duy tri nong d6 tbi da trong mau
dudi 30 - 35 pg/mL va ndng d6 day dudi 5 - 10 pg/mL.

Cin ctr vao ndng do thude trong huyét thanh va murc do
suy giam cua than, dbi v6i ngudi suy than, ¢ thé dung cac
lidu 7,5 mg/kg, hoic khoang cach giita cac 1an dung theo
néng do creatinin huyét thanh hodc vao do thanh thai

creatinin trong bang dudi day:

Hé s6 thanh thai creatinin | Khoang cich gitra cac lan
(mL/phtt) dung thuoc (gio)
50-80 24
10-50 24 -72
<10 72 - 96

Tac dung khéng mong mudn (ADR)

Tac dung khong mong mubn phu thudc vao lidu ding

Thuwong gap, ADR > 1/100

Toan than: Chéng mat.

Tiét ni¢u: Protein ni¢u, tdng creatinin va tang uré mau.

Thinh giac: Giam kha ning nghe, doc v6i hé tién dinh
nhu budn ndn va mét thing bang.
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It gap, 1/1000 < ADR < 1/100
Toan than: Sét.
Méu: Tang bach cau ua eosin.
Da: Ngoai ban.
Gan: Tang transaminase.
Tiét niéu: Tang S:reatinin maéu, albumin niéu, nudc tiéu
c6 hong cau, bach cau va dai it.
Hiém gap, ADR < 1/1000
Toan than: Nhirc dau.
Mau: Thiéu mau, giam bach cau, giam tiéu cau.
Tuén hoan: Tang huyét ap.
Than kinh: Di cam, run, nhuoc co, liét.
Céc co quan khéc: Pau khop.
Tai: Diéc.
Huéng din xir tri ADR

Khi xuit hién ADR, nging ngay diéu tri bang
amikacin, diéu trj triéu chuing, loai thudc ra khoi co thé
bang tham phan mang bung hodc than nhan tao va hd tro hd
hap. C6 thé kiém hoa nudc tiéu dé giam thiéu hodc ngin
ngua kich trng than.

Khong dung cac thude loi tiéu tac dung nhanh va manh
nhu furosemid, acid ethacrynic dé ting thai trir thudc vi
gay tang nguy co doc vdi thinh giac va than.

Mot s6 ché pham c6 chira natri sulfit c6 thé gy di tmg
manh, dic biét véi ngudi c6 tién sir hen.
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Khi suy than, chi ding amikacin khi that can thiét va
diéu chinh liéu theo su thay doi néng d0 creatinin mau hoac
do thanh thai creatinin. Theo doi chat ch€ chiic ndng than
va thinh giac.

Qua liéu va xir tri
Khi gip qué liéu hodc c6 phan tng doc, co thé chay

than nhan tao hodc thim phan mang bung dé day nhanh
qua trinh thai trir amikacin.

Twong tac thude

- Dung ddng thoi hodc ndi tiép amikacin véi cac tac
nhan gay doc véi than hodc thinh gidc khac ¢6 thé 1am ting
doc tinh nguy hiém ctia amikacin.

- Céc thubc khang sinh c6 tac dung hiép ddong véi
amikacin: Penicilin va cic dan xuat (nhu ampicilin,
amoxicilin, bacampicilin, carbenicilin, cloxacilin,
dicloxacilin, floxacilin, hetacilin, methicilin, mezlocilin,
nafcilin, oxacilin, propicilin, quinacilin, sultammicilin,
temocilin, ticarcilin) va cac cephalosporin c6 tac dung hiép
dong lam tang tac dung diét khuan.

- Cac thude phong bé than kinh co, mot s6 thude mé c6
thé tang nguy co gay chen than kinh co dan dén liét ho hap
nhu: Alcuronium, atracurium, cistracurium,
decamethonium, doxacuricum, fazadinium, gallamin,
hexafluorenium, mivacurium, pancuronium, pipecuronium,
rapacuronium, rocuronium, succinylcholin, tubocurarin,
vecuronium. Do vdy, hét stc tranh phdi hop amikacin voi
cac thude nay. Trudng hop can thiét phai phdi hop thi phai
kiém soét liéu dung can than va theo doi chit ché cac dau



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRILAO | 69

hi€¢u 1am sang dac bi¢t 1a chirc nang hé hap. Khi dung
magnesi véi amikacin c6 thé gay yéu co, li¢t co van.

- Céc thude loi niéu: Ethacrynic, furosemid, pipetanid
va cac thude loi niéu khéc khi két hop v6i khang sinh nhom
aminosid nhu amikacin, streptomycin s€ lam tang doc trén
thinh giac, trén than. Do do, hét stre tranh két hop cac thude
nay trong diéu tri. Truong hop can thiét phai két hop can
phai theo doi chat ché chirc nang thinh giac va than cua
nguoi bénh.

- Thudc chdng viém khong steroid, trc ché virus va trc
ché mién dich: Indomethacin, cidofovir, cyclosporin,
tacrolimus lam tang dgc tinh trén than cia amikacin. Do
vay, can hét strc than trong khi két hop véi cac thude nay.

Twong ky,

Khong tron 1an amikacin vé6i cac thude khac, dic biét
v6i khang sinh beta - lactam.

Khang sinh beta - lactam c6 twong ky hoa hoc 1am mét
tdc dung cua amikacin va cac khang sinh thudc nhom
aminosid khac. Do vay, khong tron 1an cac khang sinh nay
trong cting mot bom tiém hoic cing dung dich tiém truyén.
Khi dung phdi hop amikacin v&i mot khang sinh beta -
lactam, phai tiém & 2 vi tri khac nhau.

Do on dinh va bao quan

Bédo quan amikacin sulfat ti€ém & nhiét d§ dudi 40°C,
tdt nhat & 15 - 30°C, tranh dong lanh. Néu gilt ¢ nhiét do
phong, bao quan dugc it nhat 2 nam ké tir ngdy san xuat.

Bao quan tranh anh sang.
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7. CAPREOMYCIN
Tén chung quéc té: Capreomycin
Ma ATC: J0O4AB30

Tén thwong mai: Capastat, Helpomycin, Kapocin,
Lykocin

Dang thudc va ham luong

B4t pha tiém capreomycin sulfat tuong duong véi 1 g
capreomycin base.

Dugc Iy va co ché tac dung

Capreomycin 1a khéng sinh chiét xuat tir Streptomyces
capreolus gdbm 4 thanh phan IA, IB, IIA va IIB, c6 tic dung
kim khuan nhung co ché tac dung van chua duoc 1am séng to.

In vitro va in vivo, thubc c6 tac dung ddi véi
Mycobacterium tuberculosis, M. bovis, M. kansasii va
M. avium. O néng dd cao, thude con co tac dung ddi véi
mot s6 vi khuan Gram duong va Gram am. P9 nhay cam
in vitro cia cac ching Mycobacterium d6i véi thude phy
thudc vao mdi truong va k¥ thuat nudi cy vi khuan.

Khang thudc tu nhién va khang thudc mac phai dbi véi
capreomycin da dugc chung minh in vitro va in vivo voi
cac chung M. tuberculosis. Dbi voi in vitro, su khang
thudc tién trién cham. Tuy nhién, trén 1am sang, cac ching
M. tuberculosis s& nhanh chong tré thanh khang thudc néu
capreomycin dugc dung don doc trong diéu tri. Co su
khang chéo mot phan giira capreomycin va kanamycin.
Chua c6 bang chung vé khang chéo giira capreomycin va
cac thude chdng lao khac.
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Capreomycin 1a mot trong nhiing thudc hang hai phoi
hop véi cac thudc khac dé diéu tri bénh lao. Chi dung
capreomycin khi vi khuan khang véi thudc chong lao hang
mot hodc khi bénh nhan khong thé st dung duoc thude
chdng lao hang mét.

Duwoc dong hoc

Capreomycin duoc hap thu rét it & duong tiéu hoa, do
d6 phai tiém bép hodc tiém tinh mach. Sau khi tiém bép
lidu 1 g, ndng d6 dinh huyét thanh dat duwoc 28 - 32 pg/ml
sau 1 - 2 gio.

Capreomycin khong hodc chi qua hang rao mau nao
vao dich nao - tiy khi c6 tinh trang viém mang ndo, nhung
khong 13 c6 di qua rau thai va vao sita hay khong. Thé tich
phan b6 cua thude ~ 0,40 + 0,09 1/kg.

Thudc duge thai trir qua loc cau than 50 dén 60% trong
vong 12 gio va mot lugng nho dugc bai tiét qua mat dudi
dang chwa chuyén héa. Thoi gian ban thai & nguoi ¢ chiic
nang than binh thuong: 2 - 6 gio (5,2 = 1,9 gio) va d6 thanh
thai 0,61 + 0,09 ml/phiit/kg. O ngudi giam chirc nang than,
thoi gian ban thai s€ kéo dai. Su kéo dai thoi gian ban thai
cua capreomycin ty 1€ thuin véi sy gidm dd thanh thai
creatinin.

Chi dinh

Phdi hop véi nhitng thude chng lao khac dé diéu tri
lao do Mycobacterium tuberculosis sau that bai voi nhiing
thudc chdng lao hang mot do vi khuan lao khang thude
hoac do doc tinh.
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Chong chi dinh

Qua man véi capreomycin.

Thén trong

Chi dung capreomycin khi da xac dinh dg thanh thai
creatinin va chirc nang thinh gidc ¢ ngudi suy than va suy
giam thinh giac. Phai can nhic nguy co ting suy than va
ton thuong day than kinh VIII v6i loi ich co thé dat duoc
khi dung capreomycin. Phai danh gid chic nang than,
thinh giac va tién dinh trudc khi diéu trj va dinh ky trong
diéu trj.

O bénh nhan suy giam chtic ning than, phai giam lidu
luong hodc ngimg thude.

Capreomycin c6 thé gay giam kali, calci, magnesi mau,
do d6 can thudng xuyén theo ddi cac ion nay trong huyét
thanh.

Can theo ddi chtrc niang gan (AST, ALT) hang thang
trong khi diéu tri.

Thudc c6 thé gay phong bé than kinh - co nén c6 thé
lam ndng thém tinh trang nhugc co ¢ ngudi cd bénh nhugce
co hodc hoi chimg Parkinson hodc gdy mé bang ete.

Phai dung than trong capreomycin & ngudi co tién sir
di ung, dic biét 1a di tmg thude.

Thoi ky mang thai

Khong nén diung cac thuéc nhém aminoglycosid cho
phu nit c6 thai. Capreomycin it gay tac dong lén tai &
nguoi 1on so voi1 kanamyicin. Khong o capreomycin di
qua rau thai hay khong va ciing khong 16 vé tic dong 1én
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tai ¢ thai nhi. Trong truong hop nang de doa tinh mang, c6
thé can nhic viée st dung thude tiém capreomycin ¢ phu
nir co thai.

Thoi ky cho con bu

Khong biét rd capreomycin c¢6 phan bd trong sita nguoi
hay khong, ciing nhu khong rd vé anh huong cia thude néu
c6 trong sira dén tré bu me, do d6 nén st dung sira cong
thirc thay thé trong truong hop nay.

Nguoi me dung capreomycin phai tranh cho con bu.

Liéu lwgng va cach ding

Chi dung capreomycin sulfat vé khuan bang cach tiém
bap sau vao mot khdi co 16n hodc truyén tinh mach. Khong
tiém nong vi c6 thé giy dau nhiéu hon va giy ap xe vo
khuan. Thubc c6 thé pha voi nude cit vo tring dé tiém
bép. Can pha thudc trong 100 ml nuéc mubi sinh 1y dé
truyén tinh mach véi thoi gian trén 60 phut.

Liéu cho nguoi 16n va tré em tir 15 tudi tré 1én: 15
mg/kg/ngay, hodc dén 1 g/ngdy (capreomycin base), mot
1an trong ngay, trong 60 dén 120 ngay; sau d6 dung liéu 1 g,
tiém 2 hodc 3 lan mot tuan. Liéu dung khong vuot qua 20
mg/kg/ngay.

Liéu cho ngudi trén 60 tudi: 10 mg/kg, t6i da khong
vuot qua 750 mg/ngay.

Liéu cho tré em dudi 15 tudi: 15 - 30 mg/kg, 1 lan/ngay
hodc 2 1an/tuan.

Nguoi suy giam chirc ning than: Can diéu chinh giam
lidu theo d6 thanh thai creatinin nham duy tri nong do trung
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binh & trang thai 6n dinh trong huyét thanh 10 pg/mL,
nhu sau:

Do thanh thai creatinin Liéu hang ngay
(ml/phut) (capreomycin base - mg/kg)
>110 Liéu thuong ding
110 13,9
100 12,7
80 10,4
60 8,2
50 7,0
40 5.9
30 4,7
20 3,6
10 2.4
0 1,3

Nguoi suy giam chtrc nang gan: Khong can diéu chinh
lidu.

Nguoi bénh loc mau: 2 - 3 1an/tuan va duy tri ¢ liéu 12
- 15 mg/kg dé dam bao tac dung diét khuan, can dua lidu
thube sau khi bénh nhan duoc loc mau.

Tac dung khéng mong muon (ADR)

Tac dung ddc hai véi than va tai 1a nhiitng ADR nghiém
trong nhit ctia capreomycin, mic du tac dung trén tai it hon
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so voi kanamycin. Nhiing tdc dung nay c6 kha nang xay ra
nhiéu nhit & ngudi suy than, ngudi cao tudi va ngudi dang
dung nhitng thudc khac doc hai v6i than hodc doc hai véi
tai, vi du nhu cac thudc loi niéu quai.
Thuwong gap, ADR > 1/100

Than: DPdc véi than (tang uré huyét).

Tai: Boc véi tai (mét thinh luc, u tai).

Huyét hoc: Tang bach cau wa eosin, tang bach cau,
giam bach cau.
It gdp, 1/1000 < ADR <1/100

Thén kinh trung wvong: Chong mit.

Noi tiét va chuyén hoa: Giam kali huyét.

Huyét hoc: Giam tiéu cau.

Tai chd: Pau, cting va chay mau & noi tiém.

Khéac: Qua méan (ban dat san, may day, sot).

Hudéng din xir tri ADR

Doc tinh trén than nhe thuong phuc hoi sau khi ngimg
capreomycin.
Qua lidu va xir tri

Noi chung, qua liéu c6 thé biéu hién chu yéu trén than,

thinh gidc, giam kali, calci, magnesi huyét va r6i loan dién
giai gidng nhu hoi chimg Bartter.

Viée diéu tri qua lieu capreomycin thuong gom diéu
tri triéu chirng va di€u tri ho trg. Nguoi bénh can dugc bao
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dam sy thong khi, duy tri thong khi hd trg va truyén dich.
Theo dbi ti mi cac dau hiéu séng, céc khi va céac chit dién
gidi trong huyét thanh. Ngoai ra, nguoi bénh can duge theo
ddi can than tinh trang can béng dich va d¢ thanh thai
creatinin. Nguoi bénh c6 chire ning than binh thuong can
dugc cung cap nude dé duy tri lugng nudc tiéu 3 - 5
ml/kg/gid. Tham phan méau co thé 1am ting thai trir
capreomycin khoi co thé, dic biét & ngudi co chirc ning
than suy gidm.

Twong tac thube

- Tranh st dung dong thoi hodc ké tiép capreomycin
v6i1 khang sinh nhom aminosid nhu amikacin, gentamicin,
kanamycin, neomycin, netilmicin, methoxyfluran,
polymycin A, vancomycin, colistin, dan xuét platin
(cisplatin, carboplatin) vi c6 thé 1am ting tac dung doc hai
v&i than, thinh giae va sy phong bé than kinh - co, dic biét
khi sir dung cung cac thude loi niéu quai.

- Cac thudc gian co atracurium, cisatracurium,
pancuronium, tubocurarin, vecuronicum: Co thé lam tang
tac dung gidn co khi ding dong thoi v6i capreomycin.

- Dung capreomycin véi acetophenazin, ethpropazin,
methotrimeprazin, perphenazin, procloperazin,
thiethylperazin, triflupromazin, trimeprazin c6 thé gay suy
giam chuc ning ho hip muc do khac nhau.

D6 on dinh va bao quan

Bao quan bot capreomycin sulfat vo khuan & nhiét do
15 - 30°C. Sau khi pha bot vo khuén véi natri clorid 0,9%
hoic nudc vo khuan dé tiém, dung dich capreomycin sulfat
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on dinh trong 24 gid & nhiét d6 2 - 8°C. Dung dich
capreomycin sulfat ¢6 thé bi chuyén tir khong mau sang
mau vang nhat va sim lai nhung khong anh huong dén hiéu
luc va doc tinh cua thude.

8. KANAMYCIN

Tén chung quéc té: Kanamycin

Ma ACT: A0O7A A08, JO1G B04, SO1A A24

Tén thwong mai: Kanamytrex, Kamicine, Kanamac,
Kantrex

Dang thudc va ham lwong

Kanamycin sulfat 1,2 g hodc kanamycin acid sulfat
1,34 g twvong duong 1 g kanamycin base.

Thube dang lo bot pha tiém két tinh mau tréng tuong
duong 1 g kanamycin base.

Vién nang kanamycin sulfat twong duong 500 mg
kanamycin base.

Dugc Iy va co ché tac dung

Kanamycin 1a m¢t khadng sinh nhom aminoglycosid,
duoc tach chiét tir moi trudng nudi cay Streptomyces
kanamyceticus c6 tac dung diét khuan do gin vao tiéu phan
30S ciia ribosom 1am cho vi khuan doc sai mi thong tin
trén ARNm dan dén rdi loan qua trinh tong hop protein cua
vi khuan.

Thudc ¢6 pho khang khuan véi vi khuan hiéu khi Gram
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am va mot s6 Gram dwong nhu Acinetobacter, Citrobacter,
Enterobacter, Escherichia coli, Klebsiella, Proteus co sinh
va khong sinh indol, Providencia, Pseudomonas, Serratia
marcescens, Neisseria gonorrhoea. Viéc su dung
aminoglycosid trong d6 c6 kanamycin chua hop 1y dan dén
hién tuong vi khuan khang thubc phat trién rat nhanh. Ty
1¢ vi khuan khang kanamycin cao hon so v&i gentamicin
hoic streptomycin. Thuong ¢ su khang thudc chéo giita
kanamycin, neomycin, framycetin, amikacin va
paromomycin. C6 su khang chéo khong hoan toan gitra
strepstomycin va kanamycin. Do vdy, truc khudn lao khang
streptomycin nhung van c¢6 thé van nhay cam voi
kanamycin va amikacin.

Chi st dung kanamycin cling nhu cidc khang sinh
aminoglycosid khac dé diéu tri nhiém khuan ning do tu cau
kém theo nhiém cac vi khuin gram am hodc tu cau con
nhay cam véi khang sinh.

Kanamycin c6 hoat tinh trén cac chung Mycobacterium
tuberculosis, M. kansaii, M. marinum va M. intracellulosa.
Ddi v6i M. tuberculosis, khi dung kanamycin don tri liéu
s€ bi khang rat nhanh, do vay khong dugc dung don doc
trong diéu tri bénh lao.

Duwoc dong hoc

Hap thu dudi 1% qua duong tiéu hoa, nhung khi duong
tiéu hoa bi viém, loét sy hip thu s& ting 1én cd ¥ nghia. Sau
khi tiém bap 1 gio, lidu 500 mg va 1 g, nong do tbi da dat
dugc trong huyét thanh tuong tng 20 va 30 pg/ml. Su hap
thu thudc khi cho vao mang bung tuong ty nhu khi tiém bép.

Phan bd tét vao dich mang phdi, dich khép, dich 6
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bung, dich ) chudng, tui mat va dich mat nhung rat kém
vao nudce bot, dich tiét khi phé quan va dich ndo tuy. Tuy
nhién, khi mang ndo bi viém ndng do thude trong dich nio
tay dat duoc khoang 50% ndng do trong huyét tuong.
Kanamycin di qua rau thai va tim thiy thudc trong méau day
ron, dich 6i. Nong d6 thude trong mau thai nhi dat 30 - 50%
ndng d6 thudc trong mau me. Kanamycin ciing xudt hién
trong stra me.

Thot gian ban thai cia kanamycin ¢ nguodi c6 chuc
nang than binh thuong 2 - 4 gio. O tré em, ngudi gia, nguoi
bi bong nang va ngudi c6 chuc nang than giam, thoi gian
bén thai ctia kanamycin s& kéo dai. O nguoi suy than ning,
thot gian ban thai cua kanamycin kéo dai tir 27 - 80 gio va
tré so sinh thiéu thang 13 9 gio. Kanamycin duoc thai trir
nhanh qua loc cau than va phan 16n thai qua nude tiéu dudi
dang chua chuyén hoa trong vong 24 - 48 gio. Thude khong
duoc tai hip thu & dng than nén ndng do thude trong nude
tiéu cao gap 10 - 20 1an ndng do trong huyét twong. Thube
c6 thé loai ra khoi co thé bang phuong phép loc mau va
thiam phén phiic mac.

Chi dinh
Kar}amygin 1a thude 1a9 hé}ng hai dugc phdi hop véi
cac thuoc chong lao khac dé diéu tri lao da khang.
Chong chi dinh
Qua man véi kanamycin hoidc cac aminoglycosid khac.
Phu nir ¢6 thai.

Bénh nhén bj tic rudt.
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Thén trong

Trong truong hop chirc ning than suy giam, nong do
kanamycin trong huyét thanh ting 1én nhanh, can phai giam
lidu hodc kéo dai khoang cach giita cac 1an dung nhim diéu
chinh néng d6 dinh va ndng d6 day trong huyét twong
khong quéa 30 pg/ml va 10 ug/ml dé tranh doc. Chi nén
ding kanamycin trong truong hop nhiém khuan ning hoic
nhiém khuén do céc loai vi khuan di khang cac khang sinh
khéac nhung con nhay cam vé4i kanamycin.

Than trong khi dung kanamycin cho ngudi bénh nhugc
co vi kanamycin ¢6 tac dung gidng cura nén co thé gay gian
co, suy ho hdp hodc nging thg, dic biét khi bom
kanamycin vao phic mac & bénh nhan di dung thubc
phong bé than kinh - co.

Thoi ky mang thai

Khong dung kanamycin cho ngudi mang thai.

Thoi ky cho con bu

Kanamycin bai tiét vao sita nhung khong thiy c6 anh
hudng toi tré ba me, vi kanamycin hap thu kém qua duong
tiéu hoa. Phu nit dang st dung kanamycin van c6 thé cho
con bt nhung lwu ¥ thude 6 thé gdy loan khuan duong tiéu
hoéa cua tré.

Liéu lwong va cach dung

Phéi hop véi cac thude chong lao hang hai khac theo
phac db dé diéu tri lao da khang.

Kanamycin sulfat c6 thé pha trong dung dich natri
clorid 0,9% hoac glucose 5% voi thé tich thich hop dé tiém
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bép hodc tinh mach.

Liéu cho nguoi 16n va tré em tir 15 tudi trd 1én: Liéu
khoi dau tiém bép hodc tinh mach hang ngay 15 mg/kg
(trong tng 1 g/ngay) lién tuc tir 2 - 4 thang hoic dén khi
nudi ciy trye khuan lao 4m tinh. Sau d6, giam liéu bang cach
tiém 2 - 3 lan/tuan véi lidu 15 mg/kg (twong tmg 1 g/ngay).

Liéu cho tré em dudi 15 tudi: Liéu 15 - 30 mg/kg, tiém
hang ngay hodc 2 lan/tuan.

Liéu cho ngudi 60 tudi trd 1én: 10 mg/kg (twong Gmg
750 mg/ngay).

Nguoi suy giam chirc nang than: Piéu chinh liéu theo
muc loc ciu than, véi lidu tiém bép hodc tinh mach hang
ngay 12 - 15 mg/kg hang ngay hodc 2 - 3 lan/tuan & bénh
nhan c6 loc mau.

Tac dung khéng mong muén (ADR)

Tuong tu nhu cadc aminoglycosid khac, phan tng co
hai dang chii y nhat ciia kanamycin 1a doc vai thinh giac,
than kinh - co, phan ng qua méin, nhiém doc than va gay
dau, viém tai chd tiém.

Thuong gap, ADR > 1/100

Thudng gip nhét 1a doc voi thinh gidc mirc do khac
nhau. Sau khi dung kéo dai (1 g/ngay tir 30 - 180 ngay),
tan suat ctia phan Gng nay trén 40%. Doc tinh trén thinh
giac tang 1én khi két hop kanamycin véi aminoglycosid
khac hoac véi vancomycin, dac biét khi sir dung cung voi
cac thude loi tiéu quai. Bdc tinh trén thinh giac c6 thé
khong hoi phuc.
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Phan ung nhiém ddc than: Phan tng nay it gip khi
dung lidu thip dudi 15 mg/kg/ngay va thoi gian diéu tri
ngan, nhung néu tong lidu > 30 g, thi ty 1é nhiém doc voi
than ¢6 thé 1a 50% hodc hon.

It gdp, 1/1000 < ADR < 1/100

Poc tinh véi tién dinh xay ra dudi 10% trudng hop
diéu tri v6i liéu binh thuong va thudng hdi phuc sau khi
ngimg thude.

Phéan tmg mén cam khi tiém (ban d6 da, s6t do thudc)
it hon streptomycin.

Di ing chéo voi cac aminoglycosid khac.

Hiém gdp, ADR < 1/1000

Phong bé than kinh - co c6 thé dan dén suy ho hap, di
cam, soc phan v¢, dau dau, cang théng than kinh, viém than
kinh ngoai vi, dau, viém tai chd tiém.

Khi dung kanamycin duong uéng cé thé gay buon non,
non, ti€u chady va roi loan hap thu.

Huéng din xir tri ADR

Neéu xuat hién u tai hoac cac dau hiéu nhiém ddc thinh
giac khac, phai giam liéu hoac ngung kanamycin.

Doi khi thay co tru niéu trong va tru hat trong mau
nudc tiéu 13y trong 16 gio dau sau khi dung kanamycin liéu
cao, nhung khong gay ton thuong than vinh vién va céc try
niéu s& hét khi ngimg thude.

Thong thudng, kanamycin dugc thay thé bang cac
aminoglycosid khéc it doc hon.
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Qua liéu va xir tri

Khong co thude gidi doc dac hi¢u. Calci gluconat lam
giam tac dung giéng cura cia kanamycin. Trong trudng
hop qué lidu gy doc, can phai ngimg thudc va dung cac
bién phap duy tri chirc ning séng, diéu tri tridu ching va co
thé két hop tham tach mau hodc thim tich mang bung dé
loai bé kanamycin ra khoi mau.

Twong tac thude

- Khéng sinh penicilin va cac dan xuat nhu ampicilin,
amoxicilin, bacampicilin, carbenicilin, cloxacilin,
dicloxacilin, floxacilin, hetacilin, methicilin, mezlocilin,
nafcilin, oxacilin, propicilin, quinacilin, sultammicilin,
temocilin, ticarcilin va cac cephalosporin c6 tac dung hi¢p
dong 1am ting tac dung diét khuan, tuy nhién ciing c6
tuong ky hoa hoc 1am mat tac dung ciia kanamycin va cac
khéang sinh thugc nhom aminosid khéac. Do vay, khong tron
1an cac khang sinh ndy trong cting mot bom tiém hodc cung
dung dich tiém truyeén.

- Capreomycin: Lam tang dQc tinh trén thinh gidc va
trén than cta kanamycin. Do vay khong ding dong thoi hai
thudc nay.

- Céc thube gian co: Alcuronium, atracurium,
cistracurium, decamethonium, doxacuricum, fazadinium,
gallamin, hexafluorenium, mivacurium, pancuronium,
pipecuronium rapacuronium, rocuronium, succinylcholin,
tubocurarin, vecuronium, khi két hop véi kanamycin va cac
khéang sinh trong nhém aminoglycosid s€ lam tang va kéo
dai tac dung gidn co va c6 thé dan dén suy ho hap va liét
co. Do vay, hét strc tranh phdi hop kanamycin véi cac
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thudc nay. Truong hop can thiét phai phdi hop thi phai
kiém soét liéu dung can than va theo ddi chit ché cac dau
hiéu 1am sang, dic biét 1a chirc ning ho hdp. Khi dung
magnesi v6i kanamycin c¢6 thé gay tang triéu chimg yéu
co, liét co van.

- Céc thude loi niéu: Ethacrynic, furosemid, pipetanid
va cac thude loi niéu khac khi két hop voi kanamycin s&
lam tang dgc trén thinh giac, trén than, do do hét strc tranh
két hop cac thude nay trong diéu tri. Truong hop can thiét
phai két hop can phai theo ddi chit ché chic ning thinh
giac va than cua nguodi bénh.

- Thudc (e ché virus va e ché mién dich: Cidofovir,
cyclosporin, tacrolimus lam tang doc tinh trén than cua
kanamycin.

- Kanamycin lam gidm san sinh ra vitamin K ndi sinh, do
do6 lam ting tac dung cta cac thuoc chong dong duong udng.

Twong ky,

Dung dich kanamycin truyén tinh mach tuong ky véi
cac thude sau: Amphotericin, barbiturat, clopromazin, cac
chat dién giai (Ca?*, Mg, citrat hodc phosphat), heparin,
hydrocortison, methicilin, methohexiton, nitrofurantoin,
penicilin hodc cephalosporin, phenytoin, proclorperazin,
sulfafurazol. Do @6, khong duoc tron 1an kanamycin véi
cac thubc trén trong ciing mdt bom tiém hodc cing dung
dich tiém truyén.

D¢ on dinh va bao quan

Béo quan trong l¢ kin tranh anh sang, nhi¢t do tur 15 -
30°C.
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Khong duoc dung dung dich kanamycin khi xuat hién
van duc hodc bién mau.

9. LEVOFLOXACIN
Tén chung qudc té: Levofloxacin
Ma ATC: JOIM A12
Tén thwong mai: Tavanic, Levaquin, Cravit, Levocin
Dang thudc va ham lwong
Vién nén bao phim 250 mg, 500 mg, 750 mg.

Thudc tiém 250 mg/50 ml, 500 mg/100 ml,
500 mg/20 ml.

Dugc Iy va co ché tac dung

Levofloxacin 1 khang sinh diét khuan, do trc ché cac
enzym thiét yéu ctia vi khuan nhu topoisomerase IT (DNA-
gyrase) va topoisomerase [V, 1a nhitng enzym xtc tac trong
qua trinh sao chép, phién ma va téng hop DNA cua vi
khuédn. La dong phan L-isome cta ofloxacin, levofloxacin
c6 tac dung diét khuan manh gap nhiéu lan so véi dong
phan D-isome va tic dung manh gap khoang 2 1an so véi
ofloxacin racemic. Levofloxacin c¢6 phd khang khuan rong,
tac dung trén nhiéu ching vi khuan Gram am va Gram
duong, ké ca vi khuan ky khi. Cac vi khuan nhay cam véi
thudc bao gom:

Vi khuén ua khi Gram am: Enterobacter cloacae, E.
coli, H. influenza, H. parainfluenza, Klebsiella pneumonie,
Legionalla pneumophila, Moraxella catarralis, Proteus
mirabilis, Pseudomonas aeruginosa.
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Vi khuan wa khi Gram dwong: Bacillus anthracis,
Staphylococcus aureus nhay cam methicilin (meti-S),
Staphylococcus coagulase am tinh nhay cam methicilin,
Streptococcus pneumoniae, Enterococcus faecalis.

Vi khuan ky khi: Fusobacterium, Peptostreptococcus,
propionibacterium, Bacteroid fragilis, Prevotella.

Vi khuén khac: Chlamydia pneumoniae, Mycopasma
pneumoniae.

Levofloxacin con tadc dung trén Mycobacterium
tuberculosis va M. fortuitum, dac biét trén M. tuberculosis
da khang lai cac thude chdng lao thiét yéu (khang don véi
rifampicin hoic khang ddng thoi rifampicin va isoniazid).

Mot s6 vi khudn khang levofloxacin: Enterococcus
faecium, Staphylococcus aureus meti-R, Staphylococcus
coagulase am tinh meti-R.

Nghién ctru in vitro cho thay c6 su khang chéo gitta
levofloxacin va cac fluoroquinolon nhung chua thay co
khang chéo gitra levofloxacin va cac loai khang sinh khac.

Duoc dong hoc

Hap thu nhanh qua dudng tiéu hoa; ndng do dinh trong
huyét twong dat dugc sau khi udng 1 - 2 gid; sinh kha dung
xap xi 99%.

Phan b rong rai trong cac moé va dich cua co thé, ké
ca & da, chat nhay phé quan va phdi; tuy nhién thudc kho
thdm vao dich ndo tily. Levofloxacin gan vao protein huyét
tuong khoang 30 - 40%, ch yéu voi albumin. Thé tich
phan b6 Vd = 1,25 I/kg. Nong d6 thube trong huyét tuong
va dién tich dudi duong cong cua levofloxacin sau khi
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ubng va dung duong tinh mach véi liéu twong duong gan
nhu nhau.

ft bi chuyén hoa trong co thé va thai trir gan nhu hoan
toan qua nudc tiéu & dang con nguyén hoat tinh, chi duéi
5% liéu diéu tri dwoc tim thiy trong nudc tiéu dudi dang
chat chuyén hoa desmethyl va N-oxid (c6 rat it hoat tinh
sinh hoc).

Thai trr qua phan < 4%. Thoi gian ban thai cua
levofloxacin tur 6 - 8 gio, kéo dai & ngudi bénh suy than.

Chi dinh

Levofloxacin 1a thudc chdng lao hang hai, ding phdi
hop vé6i cac thude chdng lao khac dé diéu tri lao khang
thudc. Chi ding levofloxacin khi cac thudce tri lao thiét yéu
(thudc lao hang mot) bi khang hodc bi chdng chi dinh.

Chéng chi dinh

Qué man véi levofloxacin hoac cac quinolon khéc.

Than trong

Céc quinolon dé 1am ting nguy co viém gan dic biét 1a
gan got chan (Achille), co thé dan t6i dit gan (xay ra trong
qué trinh diéu tri hay sau ngimg thudc vai thang). Thuong
gidp & ngudi co tudi (trén 60 tudi), dang dung corticoid. Dé
dé phong, can diéu chinh liéu lugng thudc hang ngay ¢ nguoi
bénh 16n tudi theo mirc loc cau than va phai ngimg thude khi
thdy xuat hién dau, sung, viém hodc dit & mot gan.

Ciing nhu phan 16n cac quinolon khac, levofloxacin c6
thé gay thoai hoa sun & khép chiu trong luc trén nhiéu loai
dong vat non. Do d6, khong st dung levofloxacin cho tré
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dudi 6 thang tudi. Doi véi tré em dudi 18 tudi, sir dung than
trong sau khi can nhic gitra loi ich va nguy co, khi vi khuan
lao khang v&i cac thude chéng lao hang mot va can thiét sir
dung levofloxacin trong phéac do diéu tri.

Phai than trong & nguoi bénh bi nhugce co vi thude gay
phong toa than kinh co lam bénh nang thém, khong nén
dung levofloxacin & ngudi ¢o tién sir nhugc co ning.

Thudc c6 thé gay phan tmg man cam véi nhiéu biéu
hién 14m sang khac nhau, thim chi séc phan vé. Can ngimg
thudc ngay khi c6 cac ddu hiéu dau tién ctia phan mg man
cam va ap dung cac bién phap xu tri thich hop (adrenalin,
corticoid, thé oxy...).

Min cam véi anh sang mirc do tir trung binh dén ning
dd duoc thong bao v6i nhidu khang sinh nhdm
fluoroquinolon, trong d6 c6 levofloxacin véi cac biéu hién:
rat, ban do, mun nudc, phu... Ngudi bénh can tranh tiép xuc
truc tiép v6i anh sang trong thoi gian diéu trj va phai nglmg
thude khi xut hién cac dau hiéu tang cam voi anh sang.

Levofloxacin va mdt s6 khang sinh nhém quinolon ¢6
thé gy phan tng bét loi trén than kinh trung wong nhu rbi
loan tAm than, tang ap luc noi s, kich thich than kinh trung
wong dan dén co giat, run réy, bdn chdn, dau dau, mat ngu,
tram cam, I 1an, 40 giac, &c mong, c6 y dinh hoac hanh dong
tu sat (hiém gap). Can than trong khi sir dung cho nguoi
bénh c6 cac bénh 1y trén than kinh trung wong nhu dong
kinh, xo cirng mach ndo. .. vi ¢ thé ting nguy co co giat.

ba gap viém dai trang mang gia do Clostridium
difficiles khi dung levofloxacin, v6i cac murc d tir nhe dén
de doa tinh mang. Can chan doan chinh xéc cac trudng hop
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tiéu chdy xay ra trong thoi gian ngudi bénh st dung thude
dé co6 bién phap xir tri thich hop.

Céc quinolon (ké ca levofloxacin) c6 thé gy kéo dai
khoang QT trén dién tam dd dan dén loan nhip that & mot
s6 nguoi bénh. Tranh st dung thudce trén nguoi bénh tién sir
c6 khoang QT kéo dai, ha kali méu, dang str dung cac thude
chéng loan nhip nhém IA (quinidin, procainamid...) hodc
nhom III (amiodaron, sotalol...).

Levofloxacin c6 ddc tinh vdi gan, c6 the gay viém gan
cap. Nén ngung thuoc ngay khi nguoi bénh xuat hi¢n chan
an, budn nodn, ndn, so6t, mét modi, nglra, vang da, vang mat...

Gidng nhu cic quinolon khac, levofloxacin co thé gay
tang hay ha duong huyét trén ngudi bénh di thao duong
dang st dung thudc ha duong huyét duong udng hodc
insulin; do d6 can giam sat duong huyét chit ché trong qué
trinh diéu tri. Néu xdy ra ha dudng huyét, can ngimng
levofloxacin va tién hanh céc bién phap xir tri thich hop.

Thoi ky mang thai

Khong dung levofloxacin cho phu nit c6 thai.

Thoi ky cho con bu

Levofloxacin duoc phan b vao sita me sau khi udng
hodc tiém tinh mach. Vi thudc c6 nguy co ton thuong sun
khép trén tré nhd, khong cho con bu khi dung levofloxacin.

Liéu lwong va cach dung

Thoi diém uong levofloxacin khong phu thudc vao bira
an, tuy vay nén dung thudc trudc va sau bita an 2 gio.
Khong dugce dung céac thude khang acid c6 chira nhom va
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magnesi, ché pham c6 chira kim loai ning nhu sat va kém,
sucralfat trong vong it nhat 2 gio trude va sau khi uéng
levofloxacin.

Levofloxacin chi dugc dung bang dudng truyén tinh
mach cham (60 - 90 phut), truyén nhanh s& dan dén nguy
co ha huyét ap. Khong duge dung dé tiém bap, tiém vao
ong sdng, tiém phiic mac hodc tiém dudi da.

Liéu luong ap dung cho ca dudng udng va duong tinh
mach:

Nguodi 16n va tré em tr 15 tudi tré 1én: 10 -
15mg/kg/ngay, udng 1 lan/ngay; liéu thong thuong 1a 750
- 1000 mg/ngay, udng 1 lan.

Tré em dudi 5 tudi: 15 - 20 mg/kg/ngay, chia 2 1an sang
va toi.

Tré em trén 5 tudi: 10 - 15 mg/kg/ngdy, 1 1an/ngay.

Nguoi bénh suy than hoac tham tach mau: 750 - 1000
mg/ngdy, 3 lan/tuan (khong dung hang ngay) khi do thanh
thai creatinin < 30 ml/phtt.

Ngudi bénh suy gan: Khong can hiéu chinh liéu trong
truong hop suy gan vi levofloxacin dugc dao thai ra nudc
tiéu phan 16n dudi dang khong doi.

Tac dung khong mong muén (ADR)
Thuwong gap, ADR > 1/100
Tiéu hoa: Budn non, tiéu chay.
Than kinh: Mt ng, dau dau.

Gan: Tang enzym gan.
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Da: Kich tng noi tiém.

It gdp, 1/1000 < ADR < 1/100
Than kinh: Hoa mat, chong mat, kich dong, lo lang.
Ti€u hoa: Pau bung, dﬁy hoti, kho tiéu, non, tao bon.
Gan: Tang bilirubin huyét.

Tiét ni¢u, sinh duc: Viém am dao, nhiém nam candida
sinh duc.

Da: Ngura, phat ban, tding cam voi anh sang.

Hiém gdp, ADR < 1/1000

Tim mach: Tang hoac ha huyét ap, loan nhip.

Tiéu hoa: Viém dai trang mang gia, kho mi¢ng, viém
da day, phu ludi.

Co xuong - khép: Pau khép, yéu co, dau co, viém tuy
xuong, viém gan Achille.

Than kinh: Co giat, gidc mo bt thuong, tram cam, rdi
loan tAm than.

Qua man: Phu Quincke, sbc phan vé, hoi ching
Stevens - Johnson va Lyell.

Huéng din xir tri ADR

Ngtmg levofloxacin khi bit ddu c6 cac biéu hién ban
da hodc bat ky dau hiéu nao ctia phan mg man cam hay
phan tng c6 hai trén than kinh trung uong, trén dudng
huyét, trén tim,... Theo ddi sat ngudi bénh dé phat hién
viém dai trang mang gia va cd cac bién phap xu tri thich
hop khi xudt hién tiéu chay trong qua trinh diéu tri.
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Néu xuat hién triéu chimg viém gan can nglg ngay
thudc, dé hai gan got nghi v6i cac dung cu ¢ dinh thich
hop hodc nep got chan va hoi chan chuyén khoa.

Qua lieéu va xir tri
Qua liéu c6 thé dan dén cac triu ching trén h¢ than

kinh trung wong nhu: chong mdt, co giat, lu 13n; r6i loan
nhip tim...

Khong co thude giai doc dac hicu. Can loai thude ngay
khoi da day, theo ddi dién tam do va bu dich day du cho
nguoi bénh. Tham tich mau va thim phan phiic mac khong
loai duoc levofloxacin ra khéi co thé.

Twong tac thudc

- Céc thudc ha dudng huyét: Dung dong thoi c6 thé
lam tang nguy co rdi loan duong huyét.

- Cac thudc khang acid, sucralfat, ion kim loai,
multivitamin: Str dung dong thoi ¢ thé 1am giam hap thu
levofloxacin, nén udng cac thude nay cach xa levofloxacin
it nhat 2 gio.

- Theophylin: Khong thay c6 twong tac khi dung dong
thoi. Tuy nhién, nong d¢ trong huyét twong va AUC
theophylin thuong tang khi st dung cung vdi cac quinolon
khac; nén can giam sat chit ché nong do theophylin va
hiéu chinh liéu néu can khi st dung dong thoi véi
levofloxacin.

- Cac thude chdng viém khong steroid: C6 thé 1am tang
nguy co kich thich than kinh trung wong va co giat (do tc
ché tac dong cia GABA).



CAM NANG HUONG DAN SUDUNG THUOC BIEU TRILAO | 93

Do on dinh va bao quan

Bao quan ¢ nhiét do 15 - 25°C, trong 1o kin, tranh anh
sang.

10. MOXTIFLOXACIN HYDROCLORID
Tén chung qudc té: Moxifloxacin hydrochloride
Ma ATC: JOIM A14

Tén thwong mai: Avelox, Actira, Vigamox, Moflag

Dang thudc va ham lrgng
Vién nén hoac vién bao phim 400 mg

Thudc tiém 400 mg/250 ml

Duoc Iy va co ché tac dung

Moxifloxacin diét khuan do trc ché cac enzym thiét yéu
ciia vi khuan nhu topoisomerase II (ADN-gyrase) va
topoisomerase IV, 1a nhitng enzym xuc tac trong qué trinh
sao chép, phién ma va tong hop ADN cua vi khuan. Nho ¢o
cac nhom thé 8-methoxy va 7-diazabicyclononyl & nhan
1,8-napthyridin, moxifloxacin c6 tac dung diét khuin manh
hon va giam duoc sy chon loc cac thé dot bién khang thude
trén vi khuan Gram duong.

Moxifloxacin ¢6 tic dung trén mot sb ching
mycobacteria nhu Mycobacterium tuberculosis, M. avium
complex, M. kansasii va M. fortuitum. Mac du,
moxifloxacin tac dung trén M. tuberculosis da khang lai cac
thuc chong lao nhu isoniazid, rifampin hay streptomycin
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nhung dd c6 bang ching cho thiy chiung M. tuberculosis
khang moxifloxacin va cac fluoroquinolon khéc.

Trén 1am sang va ca in vitro moxifloxacin ¢ tac dung
v6i hau hét cac chung Staphylococcus aureus (chung nhay
cam véi methicilin), Streptococcus pneumoniae (bao gdm
ca chung khang penicilin), S. anginosus, S. constellatus,
Streptococcus pyogenes, Haemophilus influenzae, H.
parainfluenzae, Klebsiella pneumoniae, Moraxella
catarrhalis, Chlamydia pneumoniae, Mycoplasma
pneumoniae, E. coli, Enterococcus faecalis, Proteus
mirabilis, Enterobacter cloacae, Bacteroides fragilis,
Clostridium perfringens va Peptostreptococcus.

Moxifloxacin con co6 tac dung in vitro voéi
Staphylococcus epidermidis ~ (chung nhay cam voi
methicilin), Streptococcus agalactiae, Streptococcus
pneumoniae (chung khang penicilin) nhom Streptococcus
viridans, Citrobacter freundii, K. oxytoca, Legionella
pneumophila, Actinomycess, Bilophila wadsworthia,
Eubacterium,  Fusobacterium  spp, Lactobacillus,
Porphyromonas va Prevotella spp. Tuy vay, cho dén nay,
hiéu luc va d6 an toan ctia moxifloxacin ddi voi cac bénh
nhiém khuan do cac vi khuan trén gy ra van chua duoc
thir nghiém 1am sang day du.

So v6i modt sd quinolon khac (ciprofloxacin,
levofloxacin va ofloxacin), moxifloxacin c6 tac dung in
vitro tot hon d6i voi Streptococcus pneumoniae (bao gdm
ca chiing khang penicilin) va c6 tic dung twong dwong d6i
v6i cac vi khuan Gram 4m va nhimg vi khuan giy viém
phdi khong dién hinh (Chlamydia pneumoniae,
Mycoplasma pneumoniae, Legionella spp).
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Duoc dong hoc

Sau khi uéng, thudc duoc hap thu nhanh qua duong
tiéu hoa. Sinh kha dung khoang 90%. Thtrc dn khong anh
huong dén hip thu thude. Moxifloxacin dat nong do ti da
trong huyét tuong sau khi udng 0,5 - 4 gio.

Gan véi protein huyét twong khoang 30 - 50%. Thé tich
phan bd dat khoang 1,7 - 2,7 I/kg. Thube duoc phan bd
rong khip co thé (trong nudc bot, dich tiét & miii va phé
quan, niém mac xoang, dich trong ndt phéng 6 da, mo dudi
da va co xuong...).

Moxifloxacin dugc chuyén héa qua phan tmg lién hop
v6i glucuronid va sulfat, khong chuyén hoéa qua hé
cytochrom P450.

Thoi gian ban thai khoang 12 gio. Thai tror qua nude
tiéu (20% & dang con nguyén hoat tinh) va qua phan (25%
dué6i dang chua chuyén hoa).

Chi dinh

Moxifloxacin 13 thudc diéu trj lao hang hai, dung phdi
hop véi cac thude chdng lao khac dé diéu tri lao khang
thudc. Chi ding moxifloxacin khi cac thudc tri lao thiét yéu
(thudc lao hang mot nhu rifampicin hay isoniazid) bi khang
hodc bi chdng chi dinh.

Chong chi dinh

Qua man véi moxifloxacin hodc véi cac quinolon
khac.
Thén trong

Cac quinolon dé 1am ting nguy co viém gan va dut
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gan. Thudng gip & ngudi co tudi (trén 60 tudi), dang ding
corticoid. Phai ngimg thudc khi thdy xuat hién dau, sung,
viém hodc dat & mot gan.

Than trong ¢ nguoi bénh bi nhugc co vi thude gay
phong toa than kinh co 1am bénh nang thém, khong nén
dung moxifloxacin & nguoi c6 tién sir nhuge co ning.

Dbi voi tré em dudi 18 tudi, st dung than trong sau khi
can nhéc giita loi ich va nguy co trén tré, khi vi khuan lao
khang véi thude chdng lao hang mot va can thiét s dung
moxifloxacin trong phac dd diéu tri.

Céc quinolon (ké ca moxifloxacin) ¢6 thé gay kéo dai
khoang QT trén dién tdm d6 dan dén loan nhip that & mot
s6 nguoi bénh. Tranh st dung thude trén nguoi bénh tién sir
c6 khoang QT kéo dai, ha kali mau, dang sir dung cac thude
chéng loan nhip nhém IA (quinidin, procainamid...) hoic
nhom III (amiodaron, sotalol...). Nén than trong khi su
dung moxifloxacin & nguoi bénh co 16i loan nhip tim nhu
nhip cham va thiéu mau co tim cép.

Moxifloxacin va mét s6 khang sinh nhém quinolon c6
thé gdy phan tng bét loi trén than kinh trung wong nhu rbi
loan tAm than, tang ap luc noi so, kich thich than kinh trung
wong dan dén co giat, run réy, bon chon, dau dau, mat ngu,
trAm cam, 10 1an, 40 giac. Can than trong khi sur dung cho
ngudi co cac bénh 1y trén than kinh trung wong nhu dong
kinh, xo cirmg mach ndo... vi c6 thé gdy con co git.

Viém dai trang mang gia do Clostridium difficiles da
gip khi dung moxifloxacin, vdi cac mirc d6 tir nhe dén de
doa tinh mang. Can chan doan chinh xac cac truong hop
tiéu chay xay ra trong thoi gian ngudi bénh st dung thube
dé c6 bién phap xir tri thich hop.
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Thudc c6 thé gay phan Gmg man cam véi nhicu biéu
hién 1dm sang khac nhau, tham chi soc phan vé. Can ngung
thudc ngay khi c6 cac dau hidu dau tién ctia phan g man
cam va ap dung cac bién phap xu tri thich hop (adrenalin,
corticoid, thd oxy...).

Man cam véi anh sang mirc do tir trung binh dén ning
dd duoc thong bao véi nhiéu khang sinh nhém
fluoroquinolon, trong d6 c6 moxifloxacin véi cac biéu hién:
rat, ban do, mun nude, phu. .. Nguoi bénh can tranh tiép xuc
truc tiép voi anh sang trong thoi gian diéu tri va phai ngimg
thudc khi xuét hién cac ddu hiéu ting cam voi anh sang.

Thoi ky mang thai

Khong dung moxifloxacin cho phu nit ¢6 thai do nguy
co ddc tinh trén thai nhi.

Thoi ky cho con bu

Moxifloxacin dwoc phan bd vao sira chudt thyc
nghiém. Vi thudc c6 nguy co ton thuong sun khép trén tré
nho, khong cho con bt khi dung moxifloxacin.

Liéu lwong va cach dung

Thudc duoc dung theo dudng udng hoic truyén tinh
mach cham (trén 60 phut). Khong duoc ding dé tiém biép,
tiém vao ng séng, tiém phiic mac hoic tiém dudi da. Khong
dugc dung cac thude khang acid c6 chita nhom va magnesi
hodc calci; thudc co chira cac ion kim loai nhu sét; sucralfat,
multivitamin hay céc ché pham c6 chira kém, didanosin
trong vong 4 gio trude va 8 gio sau khi ubng moxifloxacin.

Liéu cho nguoi 16n va tré em tir 15 tudi tro 1én: 400
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mg, 1 lan/ngay, phéi hop véi cac thude diéu tri lao khac
theo phac dd.

Nguoi bénh suy than va suy gan: Khong can thay doi
liéu vo1 nguoi bénh suy than, suy gan nhe va vira, nguoi
cao tuoi.

Tac dung khéng mong muén (ADR)

Thuong gap, ADR > 1/100
Tiéu hoa: Budn ndn, non, ti€u chay.
Than kinh: Chéng mit, dau dau.

It gap, 1/1000 < ADR < 1/100

Tim mach: Rung nhi, nhip tim cham, khoang QT kéo
dai, danh tréng nguc, suy tim, viém mach.

Tiéu hoa: Pau bung, kh6 mi¢ng, kho ti€u, roi loan vi
giac thuong & muc do nhe, tao bon.

Than kinh: Pau dau, co giat, tram cam, lu lan, run ray,
mat ngu, bon chon, lo lang, ngu ga.

Da: Ngura, ban do, tang cam vdi anh sang.
Co xuong: Pau khop, dau co.
Hiém gdp, ADR < 1/1000
Durt gan Achille va cac gan khac.
Tiéu hoa: Viém dai trang mang gia.
Than kinh: Ao giac, roi loan tdm nhin, suy nhuoc, c6

v nghi tu sat.

Hudéng din xir tri ADR
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Ngtng moxifloxacin khi bat dau cé cac biéu hién ban
da hodc bat ky dau hiéu nao ctia phan mg man cam hay
phan tng ¢ hai trén than kinh trung wong, trén tim...

Theo ddi sat nguoi bénh dé phat hién viém dai trang
mang gia va c6 cac bién phap xt tri thich hop khi xuit hién
tiéu chay trong qua trinh diéu tri.

Néu xuat hién tridu chimg viém gan can ngimg ngay
thudc, dé hai gan got nghi véi cac dung cu cb dinh thich
hop hodc nep got chan va hdi chan chuyén khoa.

Qui lidu va xir tri

Khong co thubc giai doc dac hiéu. Cén loai thude ngay
khoi da day, theo ddi dién tam dd, diéu tri triéu chimg va bu
dich day du cho ngudi bénh. Tham tach mau va thim phan

phuc mac loai trir dugc rat it moxifloxacin ra khoi co thé
(khoang 3 - 9%)).

Twong tac thudc

St dung moxifloxacin v&i cac thube cisaprid,
erythromycin, thudc chéng tram cam 3 vong, thubc chéng
loan than, thudc chéng loan nhip nhém IA (quinidin,
procainamid...) hodc nhém III (amiodaron, sotalol...) lam
tang nguy co kéo dai khoang QT.

Céc thube khang acid, sucralfat, ion kim loai, vitamin
téng hop, didanosin st dung dong thoi c6 thé 1am giam hap
thu moxifloxacin, nén uéng cic thuéc ndy cach xa
moxifloxacin it nhat trudc 4 gio hodc sau 8 gid.

St dung ddng thoi moxifloxacin véi cac thube chong
viém khong steroid c6 thé lam ting nguy co kich thich than
kinh trung wong va co giat.
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Moxifloxacin 1am ting tac dung chéng dong mau, thoi
gian prothrombin kéo dai, ting chi s6 INR khi dung cung
warfarin; can theo ddi thoi gian prothrombin va tinh trang
d6ng méu trong qué trinh diéu tri.

P 6n dinh va bio quan

Béo quan trong lo kin, ¢ nhiét do 15 - 30°C, tranh am,
tranh anh sang.

11. ACID PARA-AMINOSALICYLIC (PAS)
Tén chung quéc té: Acid aminosalicylic
Tén khac: Acidum aminosalicylicum, 4-Aminosalicylate
acid, para-aminosalicylic acid, 4-ASA, PAS
Ma ATC: JO4AAO1
Tén thwong mai, dang thudc va ham lwong
Acid aminosalicylicer: Thuc cdm bao tan trong rudt
(4 g/goi)
PAS 1000 (Aminosalicylic natridihydrat): viénnén 1 g

Duogc Iy va co ché tic dung

Acid aminosalicylic chi c6 tdc dung dac hi¢u véi
Mycobacterium tuberculosis voi co ché tac dung kim
khuén twong ty cac sulfonamid: thude trc ché tong hop acid
folic ¢ vi khuan nhay cam bang viéc trc ché su chuyén tir
acid aminobenzoic sang acid dihydrofolic.

Khéng thudc tién phat va mac phai cia M. tuberculosis
do1 véi acid aminosalicylic da dugc bao cao trén ca in vitro
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va in vivo. Cac ching khang thudc phat trién nhanh néu
acid aminosalicylic ding don doc dé diéu tri lao, nhung khi
dung phdi hop voi cac thude diéu tri lao khéac, khang thude
xuét hién it hon hodc khong xuét hién. Chua c6 bang ching
vé khang thudc chéo gitta acid aminosalicylic va cac thube
diéu tri lao khéc.

Duoc dong hoc

Acid aminosalicylic hp thu kha t6t qua duong udng.
Thubc dat ndng do dinh trong huyét twong sau khi udng tir
1 -4 gio.

Acid aminosalicylic phan b rong rii vao cac mo va
dich co thé bao gém phoi, than, gan, dich mang bung, dich
mang phéi, mang hoat dich véi néng do xép X1 né)ng do
thudc trong huyét trong, thude co thé qua duoc hang rao
mang ndo véi néng do 10 - 50% so vdi nong do thude trong
huyét twong khi mang néo bi viém. 50 - 73% thudc lién két
v6i protein huyét twong. Mot lugng nho thude duoc tim
thdy trong sita me va mat.

Acid aminosalicylic bi chuyén hoa & ni€ém mac rudt va
gan thong qua phan tng acetyl hoa thanh hai chat chuyén
héa chinh la N-acetyl-p-acid aminosalicylic va p-
aminosalicyluric acid.

Thoi gian ban thai ctia acid aminosalicylic xap xi 1 gio.
Acid aminosalicylic va chat chuyén héa ctia né dugc bai
tiét qua nudc tiéu nho loc & cau than va bai tiét vao ong
than. O ngudi co chirc nang than binh thudng, 77% lugng
thubc duoc thai trir qua nude tiéu trong vong 24 gio. Acid
aminosalicylic va cac chat chuyén hoa cta no bi tich luy &
nguoi bénh suy than nang.
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Chi dinh

Acid aminosalicylic 13 thudc chong lao hang hai, duoc
chi dinh phéi hop véi cac thude chdng lao khac dé diéu tri
lao khang thudc.

Chong chi dinh
Qua man véi acid aminosalicylic.

Suy than.

Than trong

Theo ddi chit ché trong sudt 3 thang dau diéu tri véi
acid aminosalicylic. Nging thudc ngay khi c6 nhitng biéu
hién cua hién tugng qua man (phat ban, sot, hiém gip 1a
chan dn, budn nén, tiéu chdy). Than trong khi str dung cho
nguoi bénh suy gan, loét da day, thiéu hut G6PD. Vi hoat
chét ¢ dang mudi natri, can than trong & ngudi bénh suy
tim sung huyét.

Thoi ky mang thai

Khong nén str dung cho phu nit ¢6 thai do thiéu dit liéu
nghién cuu.
Thoi ky cho con bu

Do thube qua dugc sitra me, khong nén sir dung cho
phu nit dang cho con bu.
Liéu lwong va cach dung

Phéi hop cting cac thude lao hang hai khac theo phac db
dé diéu tri lao da khang. Dung dudng udng, nén udng cliing
dd an hodc thurce uéng c6 pH <5 (nudc tdo, sira chua, buoi...).
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Liéu cho ngudi 16n va tré em tir 15 tudi tro 1én: 4 g/lan,
ngay 2 - 3 lan.

Liéu cho tré em dudi 15 tudi: 200 - 300 mg/kg/ngay,
chia 2 - 4 1an, t6i da 10 g/ngay.

Tac dung khong mong mudn (ADR)

Tac dung khong mong mubn cua acid aminosalicyclic
thudng gip 1a ri loan trén hé tiéu héa (non, budn non, dau
bung, tiéu chay) va phan ng qua man. C6 thé gip thiéu
nang tuyén giap c6 hoi phuc (nguy co ting 1én khi sir dung
dong thoi voi ethionamid).

Thuwong gap, ADR>1 /100

Da: Phat ban.

Tiéu hoa: Non, budn ndn, tiéu chay, dau bung, chan an.

Gan: Vang da, tdng enzym gan (21%).

Thiéu ning tuyén giap.

It gap, 1/1000 < ADR < 1/100

Tiéu hoa: Giam can, giam cholesterol huyét tuong,
giam acid folic, phan nhiém md, giam hap thu vitamin B12.
Hiém gdp, ADR < 1/1000

Tiéu hoé: Loét, xuat huyét da day.

Mau: Mét bach cau hat, methemoglobin huyét, giam
tiéu cau.

Tiét niéu: Nudc tiéu sém mau, xuat hién tinh thé trong
nude tiéu.
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Huéng dan xir tri ADR

Réi loan tiéu héa

Diéu tri cac triéu chimg budn non, tiéu chay. Ding
thudc cung bira dn. Néu khong hiéu qua nén ngimg thude.
Can nhic bd sung vitamin B12 v&i ngudi bénh sir dung
thudc it nhat mot thang.

Phan ung qua man

Néu c6 biéu hién cia phan tmg qua man, nén nging
thudc ngay lap tc. Khi cac tridu ching trén mat di, co thé
su dung lai thudc béng viéc bit dau tir lidu nho va tang dan
liéu dén khi dat liéu khuyén c40. Néu van xuat hién sdt nhe
hodc phan mg ¢ da, c6 thé giam li¢u (dung liéu thip hon
lién ké trude d6) hodc duy tri lidu hién tai thém mot chu
ky nita (2 ngay) trude khi tiép tuc ting lidu.

Qua lidu va xir tri

Loai thudc khoi da day bang cach gay non hoic rira da
day. Diéu tri triéu chung va hd tro.
Twong tic thude

- Céc thude diéu tri lao: Tang tac dung phu trén hé tiéu
hoa va doc voi gan khi st dung dong thoi voi ethionamid,
isoniazid.

- Acid aminosalicylic 1am tang hoat tinh chéng dong
va c6 kha niang gdy giam prothrombin huyét, can hiéu
chinh liéu thudc chéng dong dudng udng.

- Probenecid: Lam ting doc tinh cua thudc do 1am
cham thai trir thude qua than.
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- Diphenhydramin: Lam giam hap thu acid
aminosalicylic, do vay khong nén sir dung dong thoi.

- Acid aminosalicylic 1am giam hép thu digoxin, lam
tang kha nang hinh thanh tinh thé niéu khi dung dong thoi
v61 amoni clorid.

D6 on dinh va bao quan

D& bi hong khi tiép xtic v6i am, néng hodc anh sang.
Béo quan thudc dang cdm trong td lanh hodc ti mat, dang
vién nén c6 thé duogc bao quan ¢ nhi¢t d§ phong, tranh am,
néng hodc anh sang. Khong st dung thude néu bao bi bi hd
hodc thudc bi thay d6i mau sic.

12. CYCLOSERIN

Tén chung qudc té: Cycloserine

Tén khac: Cicloserina, Cycloserinum
Ma ATC: J0O4ABO1, QJO4ABO1

Tén thwong mai: Seromycin, Dong-A Cycloserine,
Coxerin 250

Dang thudc va ham lwong: Vién nang 250 mg

Duoc Iy va co ché tac dung

Cycloserin 1a khang sinh tach ra tor moéi trudng nudi
cdy Streptomyces orchidaceus hoic Streptomyces
garyphalus va ciing dugc san xuat bang phuong phap tong
hop hoa hoc. Thude ¢o ciu tric gidng acid amin D-alanin,
vi vay cycloserin trc ché su chuyén doi L-alanin thanh D-
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alanin trong qua trinh tong hgp vach t€ bao vi khuan.
Cycloserin trc ché ca vi khuan ndi bao va ngoai bao.

Cycloserin c6 tac dung kim khudn hay diét khuan tuy
theo néng dd cua thudce tai vi tri ton thuong va tinh nhay
cam cia vi khuan gy bénh. Nong do trc ché tdi thiéu cia
cycloserin dbi v&i Mycobacterium tuberculosis 13 25 pg/ml.

Phé tac dung: Cycloserin cé tac dung in vitro va in vivo
déi véi Mycobacterium tuberculosis, M. bovis, mdt sb
chung M. kansasii, M. marinum, M. ulcerans, M. avium,
M. smegmatis va M. intracellulare. Thudc cling c6 tac dung
d6i voi mot s6 vi khuan Gram duong va Gram 4m bao gom
Staphylococcus aureus, Enterobacter va Escherichia coli.

Khang thudc: Khang thudc tién phat va mic phai da
duoc ghi nhan in vitro va in vivo & cac chung
M. tuberculosis. Khi sit dung cycloserin don ddc, cac
chung M. tuberculosis lac dau nhay cam tro thanh khang
nhanh chéng, song khi ding cycloserin phdi hop v6i nhidu
thudc chdng lao khac, khang thude xay ra cham hon hoic
bi ngin chian. Chua c6 bang ching vé khang chéo giita
cycloserin va cac thube chdng lao khac.

Chi st dung cycloserin trong diéu trj lao da khang.
Cycloserin chi & mirc do kim khuan, do dé can phdi hop
v6i cac thude chong lao con hiéu luc khéac trong phac dd
lao da khang.

Duoc dong hoc

Sau khi udng, 70 - 90% cycloserin dugc hap thu nhanh
chong. Thuc an giau chit béo 1am giam ndng do dinh trong
huyét tuong, kéo dai thoi gian dat nong do t6i da va thoi
gian ban thai ma khong dnh hudng téi dién tich dudi duong
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cong (AUC). Sinh kha dung cua cycloserin khong bi anh
hudng boi nude cam hay cac thude khang acid, c6 thé cho
hiéu qua nhat khi uéng luc doi.

Cycloserin phan bd rong rdi vao hau hét cac mé va dich
trong co thé gdbm c6 phoi, dich ¢b trudng, dich mang phoi,
dich khdp v6i ndong do xap xi bang nong do trong huyét
thanh. Cycloserin ciing phan bd vao mat, ddm va mé bach
huyét. Nong d6 thude trong dich nio tiry bang 50 - 80% ndng
d6 thudc trong huyét twong & nguoi bénh c6 mang nio
khong viém va bang 80 - 100% ndng do thudc trong huyét
trong ¢ ngudi bénh c6 mang ndo bi viém. Thude khong lién
két véi protein huyét twong. Cycloserin dé dang qua nhau
thai va phan b vao nuéc 6i. Cycloserin qua dugc sita me.

Khi udng, thuc duge chuyén hoa 35% qua gan.

Thoi gian ban thai cta cycloserin xap xi 10 gio & nguoi
bénh c6 chirc nang than binh thuong. Nong do cycloserin
trong huyét trong cao hon va thoi gian ban thai kéo dai
hon & ngudi bénh c6 chire nang than giam. O ngudi bénh
c¢6 chirc nang than binh thuong, 60 - 70% mot lidu uéng
cycloserin duogc thai trir dudi dang khong ddi qua loc cau
than vao nudc tiéu trong 24 gio. Toc do thai trir t6i da trong
vong 2 - 6 gid dau, khoang 50% liéu dung duoc thai dudi
dang khong bién do6i trong vong 12 gio. Thai trir mot luong
nho qua phéan. Cycloserin c6 thé bi tich lily dén nong do
ddc & ngudi bénh suy than. C6 thé loai thude ra khoi co thé
bang thAm phan mau.

Chi dinh

Thudc chéng lao hang hai, dung két hop véi cac thude
chéng lao khac dé diéu tri bénh lao da khang thudc.
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Chong chi dinh
Qua man véi cycloserin.
Dong kinh, trAm cam, lo au nang, loan tdm than.
Suy than nang.

Nghién ruou.

Than trong

Can luu y khi nguoi bénh ding qua 500 mg/ngay.
Cycloserin c6 khoang diéu tri hep, vi vay can hiéu chinh
lidu theo ndng d6 thude trong huyét tuong. Theo ddi nong
dd thude trong mau it nhét 1 1an/tudn & bénh nhan suy than
nang, bénh nhan dung qua 500 mg/ngay va bénh nhan cé
nhitng déu hiéu vé nhiém doc than kinh. Ngo doc
cycloserin lién quan chit ché t6i ndng do thue qua nhiéu
trong méau (> 35 pg/ml), can hiéu chinh liéu sao cho ndng
d6 thude trong mau ludn dudi 35 pg/ml.

R&i loan tdm than, co y dinh tu sat 1a tac dung khong
mong mudn nguy hiém nhét, cdn ngimg str dung thude ngay
khi gip tac dung phu nay. Ngimg diéu tri hoic giam lidu
néu nguoi bénh xuét hién triéu chung doc trén than kinh.

Can tién hanh cac xét nghiém danh gia chirc ning than,
gan va huyét hoc trong sudt liéu trinh diéu tri cycloserin.
Liéu lugng va tan suat sir dung cycloserin nén dugc giam
¢ bénh nhan suy than, boi doc tinh cép 6 thé xay ra & lidu
thuong dung & nhitng bénh nhan nay. Ngimg diéu tri néu
xay ra phan g qua man hodc phan tmg trén da.

Thoi ky mang thai

Khong dii bang chimg vé tinh an toan caa thube ddi
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v6i su phét trién cta thai nhi. Phai cAn nhéc gitta loi ich va
nguy co khi s dung cycloserin cho phu nir mang thai do
thudc qua duoc hang rao nhau thai.

Thoi ky cho con bu

Do nguy co gip tac dung khong mong mudbn cua
cycloserin ¢ tré dang bi me, cho tré ngtrg bu khi nguoi me
bét budc phai dung cycloserin.

Liéu lwong va cach dung

Dung theo duong udng, phdi hop voi cac thude chéng
lao khac theo phac d6 dé diéu tri lao da khang thude.

Thirc n 1am giam hap thu caa thudc, t6t nhat nén uéng
khi doi.

Nén phéi hop cycloserin v6i vitamin B6 (Ngudi 16n:
B6 sung 50 mg vitamin B6 cho mdi 250 mg cycloserin. Tré
em: Dung 1 - 2 mg/kg/ngady, tong lidu 10 - 50 mg/ngay).

Liéu cho ngudi 16n: 10 - 15 mg/kg/ngay. Téi da 1
g/ngdy. Thong thuong sir dung liéu 500 -750 mg/ngay chia
2 lan. Liéu trén 500 mg/ngay thuong gip doc tinh nhiéu hon.

Liéu cho tré em: C6 thé bat dau véi liéu 10 - 20
mg/kg/ngay chia 2 lan. Piéu chinh liéu theo ndng d6 thude
trong mau va dap tng cua thude (t6i da 1 g/ngay).

Nguoi suy than: Giam liéu theo mtrc d6 suy than va
nong do thude trong mau.

Tac dung khéng mong mudn (ADR)

Céc tac dung khong mong mudn thuong gip nhat
thudc hé than kinh trung wvong, thudng xuat hién nhiéu vao
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2 tuan dau diéu tri va mat di khi ngimg thudc. Cac biéu
hién thuong théy la ngu ga, dau dau, run réy, loan van ngodn,
chong mat, 1a 14n, hdt hoang, kich thich, trang thai tam
than, c6 y dinh tu tur, hoang tuong, phan ing giam truong
luc, co giat co, rung giat ¢6 chan, tang phan xa, loan thi, liét
nhe, con co cimg giat rung hodc mat y thirc. Dung lidu cao
cycloserin hodc udng ruou trong khi diéu tri s& lam ting
nguy co co giat.

Rét hiém gip viém gan.

Thuwong gap, ADR > 1/100

Than kinh trung wong: Pau dau, hoa mat, lo au, chéng
mit, nga ga, run ray, co giat, trdim cam, giam tri nhd.
It gdp, 1/1000 < ADR < 1/100

Than kinh trung uong: Réi loan tim than, thay doi
nhan cach, kich thich, hung dir, c6 y dinh tu tu.
Hiém gap, ADR < 1/1000

Da: Ban do, nhay cadm anh sang.

Mau: Thiéu mau nguyén hong cau khong 10, thiéu méau
nguyén hong cau khong 16, thiéu mau nguyén bao sat.

Chuyén héa: Giam hap thu calci, magnesi; giam tong
hop protein.

Tac dung khac: Thiéu vitamin B12, thiéu acid folic,
loan nhip tim, suy tim sung huyét, ting enzym gan.

Huéng din xir tri ADR

Trén hé than kinh trung wong
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Panh gia cac nguyén nhan khac ¢ thé anh hudng t6i
hé than kinh.

Tang liéu vitamin B6 t6i toi da (200 mg/ngay).
Nging sir dung cycloserin va diéu tri bang cac thudc an
than, chéng dong kinh néu can.
Trén hé than kinh ngoai bién
Tang liéu vitamin B6 t6i toi da 200 mg/ngay.

Diéu tri bang thude (NSAID, thuoc chong tram cam ba
vong,...).

Co thé giam liéu cycloserin, hiém khi phai ngung
cycloserin.
Qua lieu va xir tri

Céc bi€u hién cua qua liéu la dau dau, chong mat, 1a
lan, ngu ga, tang kich thich, di cam, loan van ngon va roi

loan tdm than. Liét nhe, co giat va hon meé co thé xay ra khi
dung qua lidu cycloserin.

Céc bién phap xur tri bao gom dicu tri tri€u chirng va
cham soc hd trg.

- biéu tri triéu chirng:

+ Bao vé va lam thong thoang duong thd cho nguoi
bénh.

+ Dung than hoat, gdy non va/hodc rira da day dé loai
b6 thude chua hap thu tir dudng tiéu hoa.

- Diéu trj ho tro:

+ Dung thudc chdng co giat dé kiém soat co giat.
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+ Duing 200 - 300 mg vitamin B6 hang ngay chia nhiéu
lan dé diéu tri ngd doc than kinh.

+ C6 thé loc mau nhung nén danh cho bénh nhan c6
nguy co de doa tinh mang ma dap ing kém hoac khong
dap tng voi phuong phap diéu tri khong xam l4n.

Twong tac thude

- Ruou: Chéng chi dinh dung cycloserin ¢ ngudi bénh
nghién ruou do tdng nguy co dong kinh. Ngudi bénh
nghién ruou man tinh néu dung cycloserin can duoc kiém
soat huyét hoc, chttc nang than, chirc nang gan. Co ché
tuong tac chua ro, co thé rugu lam giam do thanh thai
cycloserin va gay dc tinh.

- Ethionamid, isoniazid: Tang tac dung khong mong
mubn trén h¢ than kinh trung wong nhu chéng mit, budn
non,... ké ca dong kinh. Can theo doi chit ché va giam lidu
néu can thiét khi nguoi bénh phai sir dung dong thoi cac
thudc trén.

- Vitamin B6: Cycloserin ¢6 tinh d6i khang véi vitamin
B6 va lam ting thai trir vitamin B6 ¢ than; nhu cau vé
vitamin B6 ¢ thé ting & ngudi bénh diung cycloserin.

- Phenytoin: Cycloserin trc ché chuyén hod & gan cia
phenytoin. Can theo ddi ngudi bénh néu ding dong thoi 2
thudc nay cac dau hiéu ngd doc phenytoin va giam liéu
phenytoin néu can.

Do on dinh va bao quan

Béo quan trong bao bi kin ¢ nhiét d¢ tot nhat ¢ 15 -
25°C. Cycloserin bén vitng trong moi trudng kiém nhung
bi phan huy nhanh trong moéi truong trung tinh hodc acid.



CAM NANG HUONG DAN SUDUNG THUGCDIEUTRILAO | 113

13. ETHIONAMID/PROTHIONAMID
Tén chung qudc té: Ethionamide Prothionamide

Tén khac: Ethionamidum, Etionamid Protionamida,
Protionmidum, Protionamidi

Ma ATC: Ethionamid: J04AD03, QJ04AD03
Prothionamid: JO4ADO01, QJ04ADO1

Tén thwong mai: Ethionamid: Ethionamid Tablet,
Trecator Prothionamid: Prothionamide, Ethide P

Dang thudc va ham lwong:

Vien nén bao phim chta 250 mg
ethionamid/prothionamid

Ehionamid, prothionamid 1a cic dan xuit cua acid
isonicotinic, khac nhau & nhom thé: ethionamid (nhém
ethyl) va prothionamid (nhém propyl). Do phan mang tac
dung duoc 1y trong cdu tric phan tir 1a gidng nhau nén vi
khudn lao co sy d& khang chéo giita ethionamid va
prothionamid.

Duogc ly va co ché tic dung

Thionamid (ethionamid/prothionamid) c6 tac dung dac
hiéu dbi voi vi khuan lao. Co ché tac dung cua thude chua
dugc biét 13, c6 thé 1a do wre ché tong hop peptid. In vitro va
in vivo, prothionamid tac dung v&i M. tuberculosis, M.
bovis, M. kansasii, M. intracellulare va mot $b chung M.
avium complex (MAC). Thubc ciing c6 hiéu qua phong thi
nghiém véi M. leprae trong bénh phong & chudt nhét. Trén
in vitro, ndng d6 tc ché t6i thiéu (MIC) ctia thudc trén cac
chung Mycobacterium nhay cam vao khoang 0,6 - 10 pg/ml.
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Khang thudc: Khang thudc ban dau hay mac phai cua
thudc da ghi nhan duogc trén in vitro va in vivo & M.
tuberculosis. Cac chiing vi khuan lao luc dau nhay cam trg
thanh khang nhanh chong khi stir dung thionamid don dgc
dé diéu tri lao. Khi dung thionamid phdi hop véi nhiéu
thube chéng lao khac, khang thudc xuit hién chdm hon
hoac bi ngan chan. Do co céu trac héa hoc giéng nhu
thioacetazon nén thionamid cé khang thudc chéo khong
dong déu voi thioacetazon: vi khuan khang véi
thioacetazon thudng van nhay cam véi cac thionamid
nhung nguoc lai cac truc khudn khang voi thionamid
thuong khang véi thioacetazon (> 70%). Pén nay, chua co
bang chimg vé khang chéo gitra thionamid voi cycloserin,
PAS va streptomycin. C6 hién tugng khang chéo mirc do
nhe giira cac thionamid véi thude ¢ cau triic tvong tu 1a
isoniazid, tuy nhién phan 16n céc ching M. tuberculosis
khang isoniazid hay khang ethionamid thuong nhay cam
vé6i thude con lai.

Duoc dong hoc

Thudc duoc hip thu gan nhu hoan toan theo dudng
udng.

Thubc duge chuyén héa gan nhu hoan toan thanh dang
c6 hoat tinh va khong c6 hoat tinh tai gan.

Thubc dugc phan bd nhanh va rong trong mé va dich
co thé v6i ndng do thude trong huyét twong va cac co quan
gan bang nhau. Thudc vao dich nio tiry véi ndng do trung
binh x4p xi ndng do trong huyét twong, qua dwoc nhau thai
va c6 thé phan bd vao sita me. Thude lién két 30% voi
protein huyét tuong.
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Chat chuyén hoa c6 hoat tinh va khong con hoat tinh
dugc bai tiét qua nudc tieu. Chi c6 mot lugng nho
thionamid bi loai b&i loc mau.

Chi dinh

Thionamid (ethionamid/prothionamid) 14 thudc diéu tri
lao hang hai dung phdi hop véi cac thude chdng lao khac
dé diéu tri lao da khang. Chi dung thionamid khi cac thube
trj lao thiét yéu (thudc lao hang mot) bi khang hoic chong
chi dinh. Do khang thudc cta vi khuan ¢ thé phat trién
nhanh néu chi diéu tri bang thionamid don ddc, phai dung
phéi hop véi it nhat 3 loai thudc chdng lao khac con hiéu
luc dbi véi ngudi bénh.

Chong chi dinh
Qua man véi thionamid.

Suy gan nang.

Than trong

Vi ¢6 kha niang gay doc cho gan, can x4c dinh nong do
AST (SGOT) va ALT (SGPT) trong huyét thanh trudc va
hang thang trong khi diéu tri v6i thionamid. Néu enzym
gan tang cao khi dung thudc, c6 thé dugc tam thoi nging
thionamid va cac thudc chéng lao phdi hop khéac cho t6i
khi cac chi sb xét nghiém duogc cai thién.

Cac danh gia vé mit (bao gém ca soi ddy mit) nén
dugc tién hanh trude va dinh ky khi sir dung thionamid.
Khuyén cao bénh nhan tham khao ¥ kién béc si nhan khoa
néu thay nhin mo hay khong nhin thay c6 kém hoic khong
kém theo dau mat.
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Theo ddi chirc ning tuyén giap khi bat dau diéu tri va
hang thang cho bénh nhan.

Nguoi bénh déi thao dudng: Can dugc theo ddi can
than vi viéc diéu tri dai thao dudng c6 thé kho khan hon va
nguy co doc hai gan c6 thé xay ra nhiéu hon.

Ngudi dong nhiém lao - HIV: C6 thé xuat hién hoi
ching hip thu kém, lam giam hiéu qua diéu tri. Trong
truong hop nay, cn nhic viée kiém soat thude diéu tri.

Tré em: Co rat it thong tin vé sir dung thionamid & tré
em. Cac nha san xuat khuyén cédo khong nén s dung
thionamid cho tré nhd hon 12 tudi, trir khi M. tuberculosis
khang voi thude chdng lao hang mdt va ¢ nguy co de doa
tinh mang.

Thoi ky mang thai

Do nguy co giy khuyét tat cho thai nhi, khong nén
dung thionamid trong thoi ky mang thai.

Thaoi ky cho con bu

Chua rd thionamid c6 phan bd trong sita hay khong,
chi nén st dung sau khi can nhac giita loi ich va nguy co
trén tré so sinh. Can theo ddi chat ché tac dung khong mong
mudn trén tré so sinh.

Liéu lwong va cach dung

Thoi gian udng tiry thudc ngudi bénh, c6 thé chia liéu
udng cung bita n, ubng mot lidu duy nhat sau bita in tdi
hodc trude khi ngti dé han ché téi thiéu tic dung khong
mong mubn trén duong tiéu hoa.
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Liéu cho ngudi 16n: Liéu thong thuong 15 - 20
mg/kg/ngay, thuong sir dung 500 - 750 mg/ngdy. C6 thé
chiara 1 - 2 1an/ngay. Téi da 1 g/ngay.

Liéu cho tré em: Dung véi lidu 15 - 20 mg/kg, ngay 2
- 3 1an. THi da 1g/ngay. C6 thé dung lidu ting dan dé han
ché kich thich da day - ruét.

Bénh nhén suy than: Khong can hi¢u chinh licu.

Tac dung khéng mong mudn (ADR)

ROi loan tidu hoa 1a ADR thuong gip nhit cua
thionamid va c6 thé lién quan t¢i liéu ding. Khoang 50%
bénh nhan khéng thé dung nap dugc mot lidu don 1 g.

Nhitng ADR thudng gip khac 1a trén than kinh va gan.
Viéc phdi hop thionamid véi cac thude khac didu tri lao
(rifampicin, clofazimin) lam tang ty 1€ viém gan 4,5 - 5%.
Mot s6 nghién ctru trén thé giGi cho thay ty 16 tac dung
khong mong mudn trén gan ctia prothionamid cao hon so
véi ethionamid.

Thuwong gap, ADR > 1/100

Ti€u héa: Chan an, budn nén, nén, cam thay vi kim
loai, ia chay.

Gan: Tang men gan, viém gan, vang da.
Tim mach: Ha huyét ap tu thé.

Hé than kinh trung wong: Rdi loan tim than, ngi lo
mo.

Than kinh - co va xuong: Yéu 6t.

It gap, 1/1000 < ADR < 1/100
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Than kinh trung uong: Chéng mit, nhirc dau.

Da: Rung toc.

Noi tiét va chuyén hoa: Giam duong huyét, to v dan
ong.

Ti€u hoa: Pau bung.

Mat: Viém day than kinh thi gidc, nhin mo.

Miii: Ri loan khitu giac.
Hiém gdp, ADR < 1/1000

Thén kinh trung uvong: Viém day than kinh ngoai bién,
di cam, dong kinh, run.

Da: Ban, nhay cam vdi anh sang.

Noi tiét va chuyén hoa: Thiéu ning tuyén giap hoic
budu giap.

Ti€u hoa: Viém miéng.

Huyét hoc: Giam tiéu cau, ban xut huyét.
Hudéng dén cach xir tri ADR
Trén tiéu hoa

C6 thé han ché tdi thiéu su kich ung da day - rudt béng
cach chia lidu udng cung bita an, hodc uéng mot liéu duy
nhét sau bira an toi hodc trudc khi ng.
Trén hé than kinh

Dung vitamin B6 trong khi diéu tri bang thionamid dé
ngan ngira va giam tac dung doc than kinh.
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Twong tac thudc

- Than trong khi phdi hop véi cac thude diéu tri lao
khéc nhu pyrazinamid, PAS, rifampin, ethambutol: Tang
phéan ung c6 hai trén duong ti€u hoa va doc tinh trén gan
(vang da, viém gan, budn ndn, non, tidu chay, dau bung).
Can kiém tra thuong xuyén chtic ning gan khi phai phdi
hop prothionamid véi mot trong cac thude trén, dic biét
trén nguoi bénh c6 tién sir dai thao duong.

- Cycloserin, ruou: Tang kha nang xuat hién ADR trén
than kinh trung uong, c6 thé gy rdi loan tim than, co giat.
Tranh phdi hop véi cycloserin & ngudi bénh c6 tién sir dong
kinh va nguoi bénh nghién ruou ning.

- Isoniazid: Tang tam thoi ndng do isoniazid trong
huyét thanh, ting phan tng c6 hai vé viém day than kinh
ngoai vi, doc véi gan.

Qua liéu va xir tri

Loai bo thubc khoi dudng tiéu hoa, mot luong nho
thionamid c6 thé duoc loai bé nhd loc mau. Tién hanh cac
bién phap diéu tri cham soc hd tro.

P 6n dinh va bio quan

Bao quan trong lo day kin ¢ 15°C - 25°C.

14. CLOFAZIMIN
Tén chung quéc té: Clofazimine

Tén khac: Clofazimine, Clofazimina, Clofaziminum,
Klofazimin
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Ma ATC: J0O4BAO1, QJO4BAO1
Tén thwong mai, dang thudc va ham lwong

Lampren, Hansepran: vién nang 50 mg, 100 mg

Duogc Iy va co ché tic dung

Clofazimin thudc nhém phenazin, c6 tac dung chong
viém va chéng Mycobacterium. Co ché tic dung cua
clofazimin trén Mycobacterium chua duge biét rd. C6 thé
do thudc lién két vai DNA ctia Mycobacterium (chi yéu 1a
chudi base cua guanin) va tic ché sy sao chép, phat trién
cua Mycobacterium.

Clofazimin con c¢6 tac dung chdng viém va trc ché
mién dich ca in vitro va in vivo. In vitro, clofazimin trc ché
su di chuyén bach cau trung tinh va wrc ché sy chuyén dang
lympho bao, ting cudng kha ning thuc bao ctia bach cau da
nhan va dai thuc bao.

Tac dung chdng viém va uc ché mién dich cua
clofazimin cung véi tac dung chéng Mycobacterium dong
gop 1 rang vao hiéu qua cua thude trong diéu trj va phong
phan ung ban doé nut do bénh phong.

Pho tac dung: Clofazimin c6 tac dung in vitro véi nhiéu
chung Mycobacterium, bao gdém M. leprae, M.
tuberculosis, M. avium complex (MAC), M. bovis, M.
chelonei, M. fortuitum, M. kansasii, M. marinum, M.
scrofulaceum, M. simiae va M. ulcerans. Theo phan loai
ctia WHO, clofazimin thudc nhom thude thi 5 (la cac thude
¢6 co ché va hiéu qua chua rd rang) trong cic nhém thude
str dung trong diéu tri lao khang thudc.

Duoc dong hoc
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Clofazimin duoc hap thu khong hoan toan qua duong
tiéu hoa. Sinh kha dung cta thuc dao dong trong khoang
20 - 70% va thay doi nhidu giita cac ca thé va phu thudc
vao nhiéu yéu t6 nhu kich thudc phan tir thude, dang thude,
lidu ding va c6 hay khong c6 thirc an trong duong tiéu hoa.
Su ¢6 mit ctia thire an trong duong tiéu hoa co thé 1am ting
tdc d6 va muirc do hép thu thudc.

Clofazimin 1a chat rat than lipid nén dugc phan bé chu
yéu vao md md va té bao hé ludi ndi md, bao gém ca dai
thuc bao. C6 rat it dir liéu vé kha ning qua hang rao méau
ndo cua clofazimin. Thudc qua dugc nhau thai, tiét duoc
vao sita me va khong phan bd vao ndo va dich nio tuy.

Thudc chuyén hoa tai gan thanh hai chat chuyén hoa
phan cuc.

Sau khi ubng mét liéu clofazimin, thoi gian ban thai
pha cudi khoang 8 ngay. Thoi gian thai trir & mo sau khi
dung nhiéu liéu cua clofazimin x4p xi 70 ngay. Clofazimin
tim théy & da va hach bach huyét mac treo lan luot 12 2 nam
va 4 ndm sau khi ngimg thudc. Clofazimin bai tiét chu yéu
qua phan, ca dang khong hap thu va dang thai trir qua mat.
Thudc ciing bai tiét mot lugng nho qua nudc tiéu, tuyén ba
nhon, tuyén nudc bot va tuyén mo hoi.

Chi dinh

Ngoai chi dinh chinh trong diéu tri bénh phong,
clofazimin con duge chi dinh dé diéu tri cac vi khuan
Mycobacterium avium complex. Thudc c6 tac dung in vitro
trong diéu tri lao da khang, tuy nhién khuyén cao hién nay
chi su dung ddi véi lao da khang khi con it su lua chon
thudc hodc danh cho diéu trj lao siéu khang.



122 | CLOFAZIMIN

Chong chi dinh

Man cam v6i clofazimin.

Thén trong

Clofazimin dung nap kha tot véi liéu nho hon 100
mg/ngay. Mac du da sb tac dung phu déu & muc do nhe,
lién quan t&i lidu va co thé hdi phuc khi ngimg thude,
nhung di ¢ bao cao vé anh hudng nghiém trong trén tiéu
hoa, co thé gay tir vong khi nguoi bénh st dung clofazimin.
Nén giam liéu néu ngudi bénh bi dau bung ndng rat, budn
ndn, non, ia chay khi diéu tri béng clofazimin va néu can,
tang khoang cach thoi gian udng thude hoic nging thude.

Nguoi bénh dung clofazimin phai dugc thong bao
thudc c6 thé gy doi mau tir hdng sang nau den ¢ da ciing
nhu & két mac, nudc mét, md hoi, dom, nude tiéu, phan,
nudc mili, tinh dich va stra. Mong tay c6 thé bi ddi mau khi
dung liéu cao. Can théng bao cho ngudi bénh 1a hién
tuong d6i mau da tuy c6 hoi phuc nhung c¢é thé phai mét
vai thang hodc vai nam sau khi ngung dung clofazimin.
Clofazimin qua hang rao nhau thai, m¢ mang thai dung
thude co thé lam ddi mau da cua tré khi méi sinh. Do an
toan va hiéu qua cta clofazimin & tré em dudi 12 tudi chua
duoc xac dinh.

Thoi ky mang thai

Khong khuyén céo sir dung cho phu nit mang thai do
khong du bang ching vé tinh an toan cua thude cho thai
nhi & phu nit ¢6 thai. Thude chi dung cho phu nit mang
thai khi c4n nhéc ki gitra loi ich va nguy co ¢6 thé c6 cho
thai nhi.
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Thoi ky cho con bu

Han ché str dung clofazimin trong thoi ky cho con bi.
Clofazimin bai tiét vao sita va da cia tré bi me ¢6 thé bi doi
mau. Do vay chi ding thudc cho ba me cho con bu khi ¢6
chi dinh r0 rang.

Liéu lwgng va cach ding

Nén udng clofazimin trong bira an dé hap thu thudc dat
murc toi uu.

Liéu cho ngudi 16n: 100 - 200 mg/ngay. Thuong bat
dau 200 mg/ngay trong 2 thang, sau d6 sir dung lidu 100
mg/ngay.

Liéu cho tré em: Khong du bang chimg vé an toan va
hiéu qua cua thudc trén tré em, tuy nhién lidu 1mg/kg/ngay
da duoc str dung.

Ngudi bénh suy than: Khong can hiéu chinh lidu.

Tac dung khéong mong mudn (ADR)

Clofazimin dung nap tét & liéu 100 mg hang ngay hoic
thap hon. Nhitng phan tmg c¢6 hai thudng gip chu yéu &
da, mit va dudng tiéu hoa.

Thuwong gap, ADR > 1/100
Da: Kho da, noi ban, ngira, vay nén, thay d6i mau da.

Ti€u hoa: Non, budn ndn, ia chay, dau bung, dau
thuong vi, mat cam giac thém an (40 - 50%).

Phéan tng khac: Phan va nudc tiéu doi mau.

It gdp, 1/1000 < ADR < 1/100
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Tim mach: Phu, dau mach, nhip nhanh that, kéo dai
khoang QT

Huyét hoc: Giam bach céu, huyét khéi, tang tde do
mau lang.

Da: Mun trimg cé, nhay cdm anh sang.

Thén kinh trung wong: Chéng mit, hoa mét, budn ngu,
mét moi, dau dau.

Ti€u hoa: Tac rudt, chady mau dudng ti€u hda, chan an,
tao bon, sut can.

Gan: Gan to, viém gan, vang da, tang albumin,
bilirubin va AST huyét thanh.

Noi tiét: Tang duong huyét, ha kali mau.

Thi giac: Mat mau gidc mac, nhin md, khd mit, bong
rat mat.
Huéng din xir tri ADR
Trén tiéu hoa

Hiém khi phai ngimg thudc khi gip cac phan tng
khong mong mudn trén duong tiéu héa. Co thé giam licu
hodc ting khoang cach thoi gian dung thude, c6 thé can
nhic ngimg thuc néu van khong kiém soat dugc tac dung
phu trén tiéu hoa.
Qua liéu va xir tri

Loai thudc khoi da day bang cach gay non hoic rira da

day. Diéu tri triéu chung va ho tro.

Twong tac thude
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- Cac thudc co kha ning kéo dai khoang QT
(bedaquilin, fluoroquinolon, macrolid, delamanid, cac
thudc chéng nam azol): Can thudng xuyén kiém tra dién
tam do ctia nguoi bénh.

- Dapson va rifampicin: Clofazimin khong anh huéng
dén dugc dong hoc cua dapson, nhung c6 b?mg chung la
dapson c6 thé lam giam hodc 1am mat mot vai tac dung
chdng viém ciia clofazimin, nén can phai ting lidu khi ding
cung voi dapson so voi khi dung clofazimin don doc.
Clofazimin c6 thé lam giam tdc d¢ hap thu rifampin, lam
rifampin chdm dat t6i ndong d6 dinh trong huyét tuong,
nhung khong anh huéng dén nong do cua rifampin trong
huyét tuong hodc thai trir rifampin qua nudc tiéu. Viée didu
tri phdi hop clofazimin, dapson va rifampin van dugc
khuyén cao.

- Isoniazid: Co thé lam tang nong do clofazimin trong
nudce tieu, huyet tuong va giam nong dg isoniazid trén da.

- Cac thudc khang acid hay nudc cam: Khong nén
dung dong thoi do 1am giam ndng d6 clofazimin trong méu,
giam sinh kha dung cua thude.

Do 6n dinh va bio quan

Bédo quan trong lo kin, tranh am, & nhiét do 15 - 25°C
hoic thap hon.

15. LINEZOLID
Tén chung quéc té: Linezolid

Tén khac: Linezolidum, Linezolide
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Ma ATC: J01XX08, QJ01XX08
Tén thwong mai, dang thudc va ham lwong

Zyvox: Vién nén 600mg, hon dich 100mg/5ml, dung
dich tiém truyén 2mg/ml (tai 100, 200, 300mg)
Linod: dung dich tiém truyén 200mg/ml (tGi 300ml)
Linopro: vién nén bao phim 600mg

Dugc ly va co ché tic dung

Linezolid 1a khang sinh dau tién thudc nhom
oxazolidinon dugc chirng minh trén thuc nghiém c6 tac
dung d6i v6i cac chung vi khuan lao nhay cam va khang
thubc ma khong gy khang chéo véi cac thude lao khac.

Co ché tac dung cua linezolid 1 gin chon loc vao vi tri
23S ribosom ARN cua tiéu don vi 50S, do d6 ngan qua
trinh tong hop phtrc hop khai dau tiéu don vi 708 (yéu tb
can thiét cho qua trinh dich ma cua vi khuan).

Duoc dong hoc

Linezolid dugc hap thu nhanh va gan nhu hoan toan
qua duong udng. Thube dat nong d6 dinh trong huyét
tuong sau khi udng 1 - 2 gio.

Thudc phan bd rong téi cac md va to chirc nhu xuong,
mo ma, phéi, co, dich ndo tuy. Néng d6 thube trong dich
ndo tiy bang khoang 1/3 ndng d6 thudc trong huyét twong.
Thubc lién két 30% véi protein huyét twong.

Thudc duoc chuyén hoa ¢ gan chil yéu boi phan Gng
oxy hoéa thanh hai chit chuyén héa khong ¢ hoat tinh
(hydroxyethyl glycin va acid aminoethoxyacetic).

Thudc thai trir chti yéu qua than dudi dang con hoat
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tinh (30%) va dang khong con hoat tinh (50%). Mot luong
nhd thdi trir qua phan. Thoi gian ban thai cua linezolid
khoang 5 - 7 gid & ngudi trudng thanh va ngin hon & tré em
(2 - 4 gid). O ngudi bénh suy than, ndng do thude dang
khong con hoat tinh ting 1én nhung khong c6 ¥ nghia nhiéu
trén lam sang.

Chi dinh

Linezolid dugc xép vao nhém 5 trong diéu tri lao da
khang thudc. Trong nhom nay, linezolid dwoc coi 1a mot
trong cac thude diéu tri lao hiéu qua nhat va la thuc quan
trong trong phac dd diéu tri lao siéu khang thudc.

Chéng chi dinh

Qua man voi linezolid.

Tang huyét ap khong kiém soat.

C6 tién str dong kinh trir khi c6 bién phap kiém soat
chat ché.

Khong sir dung trén ngudi bénh vu ning tuyén giap, u
nguyén bao wa crom, ding cung cac thude trc ché tai nhap
serotonin, cac thudc kich thich hé giao cam (epinephrin,
norepinephrin, dopamin, dobutamin), thuéc chdng tram
cam 3 vong, thudc e ché MAO.

Thén trong

Nguoi bénh dung linezolid trén 2 tuin c6 thé gap suy
tiy (thiéu mau, giam bach cau, giam tiéu cau). Can kiém
soat hang tuan cong thirc mau, dac bi¢t & nguoi bénh cod
tién st suy tiy hay dung dong thoi véi cac thude e ché
ty xuong, ngudi bénh nhiém khuan man tinh dang ding
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cac thudc chéng nhiém khuan khac. Ngung linezolid néu
hién tuong suy tuy tré nén tram trong, cac chi sb huyét hoc
thudng tro vé trude diéu tri sau khi ngimg thude.

Mot s6 nguoi bénh cé biéu hién nhin mo, r6i loan than
kinh ngoai bién sau khi st dung thude trén 28 ngay. Réi loan
than kinh ngoai bién va ton thuong thi giac c6 thé khong hoi
phuc, can ngimg linezolid néu cac biéu hién tré nén tram
trong. Panh gia than trong vé nguy co mui vinh vién hogc réi
loan than kinh c6 thé xut hién trén nguoi bénh.

DA ¢6 bao céo vé hién tuong ddi mau ludi hodc rang
khi sir dung linezolid song c6 thé loai bo mau trén ring
bang bién phap co hoc théng thuong.

Nguy co tir vong cao hon khi dung linezolid trén nguoi
bénh nhiém khuan nang co6 dat catheter so vdi khi sir dung
vancomycin, dicloxacillin, oxacillin.

Hoi ching serotonin véi céc triéu chimg vé thay doi
tinh than (1an 16n, van dé vé tri nhé..), co giat, ra mo hoi
nhiéu, run ray, tiéu chay, bao gdm ca mot sé trudng hop tir
vong, da duoc bao cdo ¢ nhitng ngudi bénh dung dong thoi
linezolid véi cac thude chdng tram cam e ché tai thu hoi
serotonin.

C6 thé gap tiéu chay hodc viém dai trang gia mac khi
dung linezolid dai ngay.
Thoi ky mang thai

Khong st dung thude cho phu nit ¢6 thai do con thiéu
dir liéu nghién clru 1am sang.

Thaoi ky cho con bu
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Do thudc c6 thé phan bd qua sita me, khong str dung
cho phu nir dang cho con bt.

Liéu lwong va cach dung

Linezolid 1a thudc diéu trj lao nhém 5 duge dung két
hop véi cac thude chdng lao khac theo phac do dé diéu tri
lao da khang.

Linezolid c6 thé dung dudi dang udng hoic truyén tinh
mach (30 - 120 phut). C6 thé udng thudc trong bita an hodc
xa bira an. Tuy nhién, nén tranh thirc an hoac dd uéng co
chua lugng 16n tyramin (pho mai, nudc tuong, bia, rugu
vang...) khi dung linezolid.

Nguoi bénh khoi dau diéu tri bang linezolid dang
truyén tinh mach c6 thé chuyén sang dang uéng ma khong
can hiéu chinh lidu do sinh kha dung dudng udng cao gan
100%.

Liéu cho ngudi 16n: 600 mg/ngay, c6 thé giam con 300
- 400mg/ngay néu xuat hién tac dung phu nghiém trong.

Liéu cho tré em:
- Tré em dudi 11 tudi: 10 mg/kg chia 3 1an/ngay.
- Tré em tir 11 tudi tro 1én: 10 mg/kg mdi 12 gio.

Ngudi bénh gan, suy than: Khong can giam liéu.

Tac dung khong mong muén (ADR)

Cac tac dung khong mong mudn thuong gip bao gom
anh huong 1én duong tiéu hoa (tiéu chay, noén, budn non,
tao bon, miéng vi kim loai), dau du, mat ngu, ngira, chong
mit, nhiém ndm Candida, thay d6i thong s6 chirc ning gan.
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Thwong gap, ADR > 1/100

H¢ tiéu hoa: Dau bung, ti€u chay, non, budn nédn, thay
doi vi giac.

Hé tuan hoan: Suy tiy (thiéu mau, giam tiéu cau, giam
bach cau, bat san nguyén hong cau nguyén phat, ting bach
ciu ua eosin).

Hé than kinh: Chong mat, dau dau.
Gan: Tang bilirubin mau.

Nhiém nam Candida am dao.

It gap, 1/1000 < ADR < 1/100
Nam Candida miéng, d6i mau ludi.
Gan: Thay d6i thong s chirc ning gan.
Heé than kinh: Pong kinh.

Maiu: Nhiém acid lactic méu, giam bicarbonat.

Hiém gip, ADR <1/1000

Da: Ton thuong da dang bong nuéc, hoi ching Stevens
Johnson.

Thi giac: Nhin mo, mét thi lyc.

Tac dung khac: Réi loan chuyén hoa porphyrin.
Huéng dan xir tri ADR

Trén hé tuan hoan

Ngung linezolid néu bi suy tily ndng. Can nhac truyén
mau néu thiéu mau nang. Can giam licu néu phai su dung
lai linezolid.
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Trén thi giac

Theo ddi chitc nang thi gidc khi ngudi bénh co ligu
trinh st dung linezolid trén 3 thang. Can nhic vé nguy co
va loi ich khi tiép tuc st dung linezolid & nguoi bénh co
biéu hién rdi loan thi giac.

Nhiém toan lactic

Biéu hién: non, budn noén, thé nhanh, dau bung, hon
mé, lo au, tang lactat mau, nhip tim nhanh, ha huyét ap.

Xr tri: Kiém tra dién giai dd, khi mau dong mach va
ndng do lactat mau. Nging sir dung linezolid va khong nén
str dung lai. Piéu tri hd tro.

Qua liéu va xir tri

Loai thudc khoi da day bang cach gay non hoic rira da
day. Diéu tri triéu chung va hd tro.

Twong tac thude

- Linezolid 13 chét trc ché MAO c6 hdi phuc va khong
chon loc, vi vay thudc co tiém nang tuong tac vdi cac thudce
tac dung trén hé adrenergic va serotonergic nhu IMAO, céc
thudc we ché tai thu hdi serotonin (SSRI), thudc chdng tram
cam ba vong. D c¢6 bao cao vé hdi chimg serotonin khi st
dung linezolid v6i cac thube trén, triéu chimg twong tu
cling xay ra khi st dung véi dextromethorphan. Trong
trudng hop khan cap phai diéu tri bang linezolid, can nging
thudc dang str dung ké trén va phai theo ddi céc triéu ching
doc trén hé than kinh (thay doi thm ly, co co, ra md hoi
nhiéu, tiéu chay, mat van dong, sot) trong vong 2 tudn (hoic
cho t6i 24 gio sau lidu linezolid cudi cung). Chi sir dung lai
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thudc sau khi ngimg linezolid it nhat 24 gio.

- Nguy co ting huyét ap khi str dung linezolid cting cac
thuéc kich thich hé giao cam, thubc kich thich
dopaminergic, chi st dung cac thudc nay khi di c6 nhing
bién phap kiém soat huyét ap trén ngudi bénh.

- Cac thube ha duong huyét: Tut dudong huyét qua mirc
da duogc ghi nhan trén nguoi bénh dai thao dudng typ 2 su
dung linezolid véi cung insulin hodc cac thude dai thao
duong duong udng. Ngudi bénh nén duoc canh bao vé
nguy co ha duong huyét, c6 thé can diéu chinh lai liéu
thudc dai thdo dudng hodc ngimg linezolid.

- Han ché thuc pham c6 chtra nhiéu tyramin (pho
mai, nudc tuong, bia, rugu vang...) do nguy co lam tdng
huyét ap.

P 6n dinh va bio quan

Bao quan trong bao bi kin ¢ nhiét do phong tot nhit &
15 - 25°C.

Dbi voi dang udng, st dung trong vong 21 ngay ké tir
khi mé nip.



PHAN 3

S0 DUNG THUGC BIEU TRI LAO TREN
MOT SO DOI TUONG DAC BIET

1. Sir dung thudc diéu tri lao ¢ phu nir ¢6 thai

Phac d6 diéu tri (trong truong hop khong khang thudc):
2RHZE/4RH.

Diéu trj bénh lao da khang, trong khi mang thai can
phai dugc can nhic than trong, trong d6 bat budc bénh
nhan phai dugc quan 1y cia thay thudc chuyén khoa.
Khéng chdng chi dinh diéu tri lao khang da thudc ddi véi
phu nit ¢6 thai. Tuy nhién, viéc diéu tri c6 thé tao ra nguy
co cho ca me va thai nhi, cac bénh nhan lao c6 thai cin
duoc hoi chan, xem xét mirc do nghiém trong cia bénh
lao da khang va thoi ky thai nghén. Can nhic k§ nguy co
va lgi ich ctia viée diéu tri, véi muc tiéu hang dau 1a am
hod dom dé bao vé me va thai nhi, ca trudc va sau khi
sinh. Pa s6 nguy co din dén di tat thai nhi thudng xuét
hién trong 3 thang dau, do vay dwa vao nhitng danh gia
lam sang cua thdy thudc thong qua phan tich cac dau
hi¢u, cac triéu ching de doa tinh mang va muc d nang
nhe va tinh trAm trong cia nguoi bénh, viéce diéu tri nén
can nhéc 1ui lai dén 3 thang gitra thai ky. Quyét dinh lui
thoi gian bat dau diéu tri phai dugc sy dong ¥ cta bénh
nhan, sau khi bac si da phan tich rai ro va loi ich cho
bénh nhan biét.

- Phan 16n cac thude tiém aminoglycosid c6 thé doc
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hai d6i v6i viéc phét trién thinh lyc cua thai nhi. Mic du
capreomycin c6 thé gay doc cho thinh Iyc thai nhi, nhung
1a lya chon bét budc khi phai dung mét loai thude tiém.

- Tang nguy co nhiém ddc gan trong khi mang thai va
trong 2 - 3 thang dau sau khi sinh.

- PAS ¢6 thé gy di tat bam sinh, khong nén sir dung
trong thai ky néu co su lua chon khac.

- Tat ca céc loai thudc diéu tri lao dudng udng déu
duoc hap thu dé dang qua duong tiéu hoa va c6 kha ning
di qua nhau thai. Dung vitamin B6 liéu 25 mg hang ngay
néu c6 diéu tri isoniazid.

- Céc thude chdng lao khac khong dung trong thoi ky
mang thai: Fluoroquinolon, ethionamid, cycloserin.

2. Sir dung thudc diéu tri lao & phu nir dang cho
con bu

Phac do diéu tri (trudng hop khong khang thudc):
2RHZE/4RH.

- O phu nir dang cho con bu, phan 16n cac thudc chong
lao dugc tim thiy trong sita me v6i nong do chi bang mot
phan nho cia lidu lwong diéu tri cho tré. Tuy nhién, dén
nay van chua rd thudc co tac dong gi t6i tré hay khong
trong subt qué trinh nguoi me diéu tri. Do vay, co thé can
nhic dung sita nhan tao cho tré thay thé cho sita me.

- Phy nit dang cho con bt mic bénh lao khang da thude
can dugc diéu tri du thoi gian. Piéu tri ding thoi diém va
dung phuong phap 1a cach tot nhat dé ngan chin 1y truyén
vi khuén lao tir me sang con.
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3. Str dung thudc diéu tri lao & phu nir dang dung
thuoc tranh thai

Rifampicin c¢6 twong tac vi thudce tranh thai, ding
rifampicin dong thoi vai cac thude tranh thai s& lam giam
tac dung ctia thudc tranh thai. Néu phu nit dang udng thude
tranh thai khi diéu tri lao bang phac dd c6 chira rifampicin
c6 thé chon mot trong hai giai phap: hodc dung thude tranh
thai c¢6 chua liéu lugng estrogen cao hon (50 pg), hoic
dung cac bién phap tranh thai khac.

4. Sir dung thudc diéu tri lao & tré em

Phac d6 diéu tri (truong hop khong khang thudc):
2RHZE/4RH hoac 2HRZ/4RH.

- Thude chéng lao can dugc tinh liéu lugng theo can
ning co thé. Kiém tra can ning hang thang va diéu chinh
lidu dung khi tré em tang can. Tét ca cac loai thude, bao
gom ca fluoroquinolon, nén dugc ké & muc lidu cao nhat
trong khoang cho phép khi co thé, trir ethambutol.

- Dung ethambutol rat kho giam sat bién ching viém
day than kinh thi gidc & tré em, do d6 chi nén sir dung liu
15 mg/kg/ngay.

- Piéu tri lao khang thudc & tré em, ddc biét 1a thude
hang hai trong thoi gian dai nén can hét sirc than trong, can
nhic nguy co va loi ich dé chi dinh va xay dung phac do.
Khong c6 thude chéng lao ndo chdng chi dinh tuyét doi ddi
v6i tré em. Nhitng tré em diéu tri lao khang da thuong c6
kha ning dung nap tot voi thude hang hai. Ethionamid,
PAS va cycloserin da cho thay hiéu qua trén tré em va duoc
dung nap t6t. Loi ich cua cac fluoroquinolon trong diéu tri
lao khang da thudc cho tré em vuot trdi hon nguy co.
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Bang 1. Liéu lwgng thudc chong lao ding cho tré em

Thudc Liéu mdi ngy Tén suit
(mg/kg)

Isoniazid 10-15 1 lan/ngay
Rifampicin 10-20 1 lan/ngay
Hang 1 | Pyrazinamid 30-40 1 lan/ngay
Ethambutol 15-25 1 lan/ngay
Streptomycin 20 - 40 1 lan/ngay
Kanamycin 15-30 1 lan/ngay
Amikacin 15-22,5 1 lan/ngay
Capreomycin 15-30 1 lan/ngay
Ciprofloxacin 20 - 40 2 lan/ngay
Ofloxacin 15-20 2 lan/ngay
Hang 2 Levofloxacin 7,5-10 1 lan/ngay
Moxifloxacin 7,5-10 1 lan/ngay
Ethionamid 15-20 2 lan/ngay
Prothionamid 15-20 2 lan/ngay
Cycloserin 10-20 lléllllfrfigcéi

Aci.d para- 150 2 hodc 3
aminosalicylic (PAS) lan/ngay




CAM NANG HUONG DAN SUDUNG THUGC DIEUTRILAO | 137

5. Str dung thudc diéu tri lao cho nhirng ngudi
bénh lao nhiém HIV/AIDS

Céac thudce chéng lao c6 tac dung tdt véi bénh lao &
ngudi bénh lao nhiém HIV. Diéu trj lao cho nguoi bénh
HIV/AIDS n6i chung khong khéc biét so voi ngudi bénh
khong nhiém HIV/AIDS. Khi diéu tri can luu y mot sd
diém sau:

- Str dung thudc diéu trj lao som & nguoi nhiém HIV ¢6
chan doan lao.

- Viée str dung thude diéu tri lao cho nhiing trudng
hop nhiém HIV s& khé hon nhiéu va tac dung phu xdy ra
thuong xuyén hon. Tt vong trong qua trinh diéu tri do
bénh lao hoac do cac bénh co lién quan dén HIV thuong
gap hon d6i v6i bénh nhan nhiém HIV, dic biét trong
giai doan AIDS. Bénh nhan HIV c¢6 phan Gng v6i thude
no6i chung bao gdm thude chita lao va cac thudc khong
chita lao. Cac tac dung khong mong mudn di biét 1am
taing muc d6 tram trong d6i v6i bénh nhan ddng nhidm
lao va HIV bao gdom bénh than kinh ngoai vi
(aminoglycosid, cycloserin, pyrazinamid), phan tng da
va qua man chiam (thioacetazon), tic dong phu dbi voi
hé tiéu hoa, doc tinh v&i than (thube tiém) va tac dong
tam than (cycloserin).

- Than trong khi diéu tri phdi hop thudc chdng lao va
ARV vi ¢6 hién tugng twong tac thude gitra rifampicin véi
cac thude tre ché enzym sao chép nguoc non-nucleotid va
cac thudc tic ché enzym protease. Mot vai biéu hién twong
tac thudc khac trong chira tri lao va HIV, cac thudc ho
rifamycin (rifampicin, rifabutin). Rifamycin ¢ thé giam
ndng do cac chat trc ché protease va chat trc ché enzym sao
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chép nguogc, gop phan lam ting kha niang khang lai cac
thudc nay. Rifabutin cé it tic dong nhét trong s6 cac thudc
rifamycin. Cac thubc ARV ting ddc tinh cua rifampicin va
c6 nguy co ddc tinh cao.

- Khi dung cac fluoroquinolon cung véi didanosin ¢
thé dan dén viéc cham hép thu thudc fluoroquinolon; do
vay thudc didanosin phai udng trudce 6 gio hodc sau 2 gio
ding fluoroquinolon (clarithromycin, mot loai thudc khong
dugc WHO khuyén céo cho lao khang da thudc).

- Phéi hop diéu tri lao vé6i diéu tri du phong nhiém
tring co hdi khac bang co-trimoxazol va thuéc ARV.

- Liéu phap ARV cho bénh nhan nhiém HIV c¢6 méc
bénh lao lam ting kha ning séng, kéo dai tudi tho va giam
qua trinh phat trién thanh AIDS. Tuy nhién, viéc bét dau
dung ARV cho nhiing bénh nhan HIV mic lao thuong di
lién véi cac tac dung phu c6 thé dan dén gian doan viéc
diéu tri ca lao va HIV.

- Hoi chimg phuc hdi mién dich c6 thé xay ra & mot sb
bénh nhan nhiém HIV diéu tri lao c6 st dung thudc khang
virus biéu hién béng cac triéu ching lam sang, can lam
sang nang 1én. Diéu tri triu chimg, trong trudng hop niang
c6 thé sir dung corticosteroid voi lidu lugng 1 mg/kg trong
1 - 2 tuan.

- Can giam sat viéc sir dung thude chong lao va ARV
cho nhitng bénh nhéan lao/HIV. Khéac véi diéu trj lao khang
da thubc, cac thuéc HIV phai dung hang ngay. Do viy,
diéu tri lao khang da thudc van phai duoc giam sat va thuc
hién diéu tri ARV theo chién luoc diéu tri c6 kiém soat
duogc tién hanh dong thoi. Sy phirc tap cia cac phac dd
ARV va diéu tri lao khang thudc, mdi cach didu tri ¢ thé
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xuat hién cac doc tinh khac nhau - mot s6 trudng hop do
viéc clng diéu tri gay ra - do d6 doi hoi giam sat chit chd
nhém bénh nhén dic biét nay. Cac qui trinh giam sat chuan
cho nhitng bénh nhan diéu tri v6i ARV phai duogc tuan thu
chat ché.

- Diéu tri dy phong lao cho tat ca nhitng nguoi 16n
nhiém HIV va tré 0 - 14 tudi c6 HIV sdng ciing nha voi
nguoi bénh lao phéi, da duoc sang loc hién khong méc
bénh lao. Nguc‘wi 16n: isoniazid 5 mg/kg/ngay (t6i da 300
mg/ngay); uong mot 1an hang ngay trong 9 thang Tré em:
isoniazid liéu dung 10 mg/kg/ngay, ubng mot lan Vao mot
gio nhét dinh (thuong ubng trude bira an 1 gio), udng hang
ngdy x 6 thang (tong s6 180 liéu). Phbi hop vitamin B6 lidu
luong 25 mg hang ngay.

6. Str dung thudc diéu tri lao cho nhirng ngudi
bénh lao cé bénh ly gan

Cac thudc hang mot isoniazid, rifampicin va
pyrazinamid déu co doc tinh trén gan. Rifampicin 1a loai
thudc it co kha ning gay ton thuong té bao gan (ting enzym
gan). Tuy nhién, rifampicin cé thé gay tang bilirubin huyet
thanh (bénh nhan thuong xuat hién vang da, vang mit).
Trong s6 ba thudc trén, isoniazid 1 thudc thudng co phan
{rmg trén gan xuat hién véi tan suit cao nhat.

Trong s cac thude hang hai, ethionamid, protionamid
va PAS c6 thé cling gdy doc cho gan, mdc du vdi mic do
it hon cac thudc hang mot. Bénh viém gan hiém khi xuét
hién v6i fluoroquinolon. Bénh nhan c6 tién st bi bénh gan
c6 thé dugc diéu tri lao nhu ché do diéu tri thong thuong
néu khong c6 biéu hién 14m sang vé bénh gan man tinh, c6
mang virus viém gan, c6 tién st gan day bi bénh viém gan
cap tinh hodc nghién rugu.
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6.1. Nguoi bénh c6 ton thwong gan niing tir truée

- Phai duoc diéu tri ndi tra tai bénh vién va theo doi
churc nang gan trude va trong qua trinh diéu tri.

- Phac db diéu tri s& do béc si chuyén khoa quyét dinh
theo kha ning dung nap thudc ctia ngudi bénh.

- Sau khi nguoi bénh dung nap thudc tot, enzym gan
khong ting va co dap ung t6t vé 1am sang, c6 thé chuyén
diéu tri ngoai tra va theo doi sat.

Nguwoi bénh lao co tiéen sur viem gan cap, nghién ruou,
nguoi mang virus viém gan va khong co dau hiéu bi bénh
gan man tinh

Van c6 thé diéu trj lao theo phac do thong thuong. Tuy
nhién, can luu ¥ cac phan ung doc tinh trén gan lién quan
dén thudc chdng lao thuong gip & cac d6i twong nay hon
s0 voi cac bénh nhan khac va nén luong trude.

Nguoi bénh lao co bénh gan man tinh

- Néu chirc nang gan binh thudng, ¢é thé tiép tuc diéu
tri va khong can thiét xét nghiém trir khi bénh nhan c6 tri¢u
chting ctia nhiém doc gan.

- Néu chi sé enzym gan dudi 2,5 1an giéi han trén cua
mirc binh thuong, bénh nhan co thé dugc bit dau diéu tri
nhung phai theo ddi danh gia triéu chimg cua nhiém doc
gan va céc chi s6 enzym gan hang thang, hoac khi c6 biéu
hién bat thuong.

- Néu chi s6 enzym gan trén 2,5 lan va dué6i 5 1an gi6i
han trén cia muc binh thuong va khong kém theo triéu
chimg 1am sang, co thé bat dau diéu tri lao nhung phai theo
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doi sat tri¢u chung cua nhiém ddc gan va cac chi so enzym
gan.

- Néu chi s6 enzym gan trén 5 1an va dudi 10 lan giéi
han trén ctia mac binh thuong, co hodc khong kém theo
triéu chu’ng lam sang va néu chi s6 enzym gan trén 2,5 1an
va dudi 5 1an gidi han trén ciia mirc binh thudng kém theo
triéu chimg 1am sang: cin nhic lya chon phac d6 diéu tri
lao gém cac thudce it 6 nguy co doc véi gan va diéu tri tai
bénh vién.

- Néu chi s6 enzym gan trén 10 1an gi6i han trén cua
muc binh thuong, ngudi bénh phai dugc diéu tri tich cuc tai
bénh vién, can két hop v6i chuyén khoa ti€u hda, can nhéc
lya chon phac dd diéu tri lao gém cac thude it co nguy co
doc v6i gan nhu streptomycin va ethambutol, hodc két hop
v6i mot thude nhém fluoroquinilon (trong trudng hop bénh
lao ndng). Than trong khi str dung pyrazinamid, isoniazid
va rifampicin, dic biét khi duing dong thoi ca 3 loai thube
(pyrazinamid, isoniazid va rifampicin).

Nguweoi bénh lao ¢é viém gan cap tinh, bénh gan khéng on
dinh hoac dang dién tién

- Bénh nhan c6 bénh lao va dong thoi bénh viém gan
cap tinh (vi du nhu viém gan siéu vi cip tinh) khong lién
quan dén lao hodc diéu tri lao: Panh gia 1am sang 1a can
thiét trong viéc dua ra quyét dinh diéu tri. Trong mot sb
truong hop co thé tri hodn viéc diéu tri lao cho dén khi bénh
viém gan cap tinh da diéu tri 6n dinh.

- Trong trudong hop can thiét phai diéu tri bénh lao
trong viém gan cép tinh, sy két hop ciia streptomycin va
ethambutol trong 3 thang dau tién 14 lya chon an toan nhat.
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Néu viém gan da on dinh, sau d6 bénh nhan co thé dung
isoniazid va rifampicin tiép tuc giai doan 6 thang. Néu
viém gan khong 6n dinh, streptomycin va ethambutol nén
tiép tuc cho téng cong 12 thang. Do do, luva chon diéu trj 1a
3SE/6RH hodc 12SE. Hodc c6 thé can nhic két hop véi
mot thuéc nhom fluoroquinilon (levofloxacin hoic
moxifloxacin).

- Trong mdt sd truong hop khac khi can thiét phai diéu
trj lao khang da thudc trong khi van bi viém gan cap tinh,
viéc dung tong hop 4 loai thude khong giy doc cho gan 1a
giai phap an toan nhat.

6.2. Nguoi bénh dwoc xac dinh cé ton thwong gan do
thudc chong lao

Ngtg st dung nhiing thudc lao gdy doc cho gan, xem
xét st dung thudc fluroquinolon néu viéc diéu tri lao can
thiét, diéu tri hd tro chirc nang gan cho dén khi enzym gan
vé binh thuong, hét vang da. Can theo ddi 1am sang va
enzym gan, bilirubin.

Néu khong dap Gmg hodc c6 biéu hién viém gan do
thubc, chuyén dén co so chuyén khoa dé diéu tri (xem
phan 4).

Trong mot ) truong hop, co thé 1ui viée diéu tri lao
cho dén khi bénh viém gan cép tinh duoc giai quyét xong.

7. Str dung thudc diéu tri lao cho nhirng ngudi
bénh lao c6 suy than

- Phac d6 diéu tri lao cho ngudi suy than: 2RHZ/4RH.
Céc thudc (rifampicin, isoniazid, rifapentin, moxifloxacin)
va ethionamid, prothionamid c6 thé sir dung véi liéu binh
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thuong ¢ nhiitng bénh nhan suy than c6 d¢ thanh thai
creatinin < 30 ml/phat hodc bénh nhan c6 thAm tach mau.
Tuy nhién, c6 thé thay doi phac d6 diéu tri va lidu lwong khi
c6 suy than nang.

- Ethionamid/prothionamid cling dugc Iya chon trong
phéc dd diéu tri & bénh nhan khang da thubc c6 suy than
(hiéu chinh liéu khi c6 suy than ning).

Déi véi bénh nhan suy than nang, chay than nhan tao

Trong suy than ning, hiéu chinh liéu thudc lao diéu tri
1a can thiét va thay ddi theo do thanh thai cua creatinin.
Truong hop bénh nhan c6 suy than va trong nhiing ngay
chay than (bé sung diéu trj vitamin B6 ngan chan bénh than
kinh ngoai vi).

Truong hop bénh lao nang nguy co cao, de doa tinh mang

Can nhic loi ich va nguy co, cé thé lwa chon
streptomycin, ethambutol va hiéu chinh lai liéu theo do
thanh thai creatinin.

Trong mot s trudng hop can thiét phai diéu tri lao
khang da thudc, viéc kiém soat dung thude diéu tri lao hang
hai cho bénh nhan suy than can phai hét sirc chu y, liéu
lwong va thoi gian giira cac lidu can diéu chinh theo hudng
dan d6i v6i bénh nhan suy than.
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Biang 2. Can nhic hiéu chinh li¢u thudc chong lao
trong trwong hgp suy than®

Liéu khuyén cao® va tin suit
Thube Hi¢u |cho bénh nhén c6 creatinin <30
chinh lieu| ml/phut hodc bénh nhén dang
tham phan phic mac
Isoniazid Khéng 30(3 mgkl lan/ngay, hodc 900 mg,
3 lan/tuan
R Khéng 60(3 mgkl lan/ngay, hoac 600 mg,
3 lan/tuan
Pyrazinamid C6  |25-35mgkg/lan - 3 lan/tudn
Ethambutol C6 |15-25mg/kg/lan - 3 lan/tudn
Ciprofloxacin Co 1000 - 1500 mg/lan - 3 lan/tuan
Ofloxacin C6 600 -800mg/lan - 3 lan/tudn
Levofloxacin C6  |750-1000 mg/lan - 3 lan/tuin
Moxifloxacin | Khong |400 mg, 1 lan/ngay
. , 250 mg 1 lan/ngay, hoidc 500
Cycloserin €O I mg/lan - 3 lin/tuan®
Prothionamid | Khéng |250 - 500 mg/lan/ngay
Ethionamid Khong |250 - 500 mg/lan/ngay
PAS©@ Khong |4 g/lan, 2 lan/ngay
. , 12 - 15 mg/kg/lan - 2 hoic 3
Streptomycin Co JAn/tudn®©
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Liéu khuyén cao® va tin suit
Thube Hi¢u |cho bénh nhén c6 creatinin <30
chinh lieu| ml/phut hodc bénh nhén dang
tham phan phuc mac
. . |12-15mg/kg/lan - 2 hoic 3
Capreomycin Co 1An/tudn®
Kanamycin Cé 13 -1 ?' mg/kg/lan - 2 hodc 3
lan/tuan®©
Amikacin Co 13 - 1? mg/kg/lan - 2 hoac 3
lan/tuan®©

a. Dya vao diéu tri bénh lao.

b. Dwa vao wu viét cua tac dung diét khudn phu thugc néng do cua
nhiéu thuéc chong lao, ké don theo liéu heong chudn.

c. Hién tai chia ¢6 minh chirng vé tinh hop Iy ciia liéu lwong 250 mg
méi ngay. Do vy, can gidm sdt bénh nhdn d@é phat hién cdc tac dung
phu tdc dong trén than kinh.

d. Céc phéc do chira PAS c6 thé dan dén thira natri vi vy tranh ding
doi véi bénh nhan suy than. Céc phdc do chita PAS ma khong ding
muoi natri ¢6 thé sir dung ma khéong gay nguy hai lam tang natri.

e. Can than diing cdc thubc tiém doi voi nhitng bénh nhan suy than boi
vi né sé lam tang nguy co doc cho tai va than.

8. Str dung thu(")c diéu tri lao cho nhirng nguoi
bénh lao mac dai thao dwong (PTD)

- Piéu trj lao cho nhimng ngudi mac bénh DT ciing
gidng nhu d6i vai tat ca cac bénh nhan lao khac. Tuy nhién,
tang nguy co doc tinh cua cac thudc chdng lao bénh nhan
DTD co nguy co ton thuong than kinh ngoai vi, isoniazid
c6 nguy co cao gy viém than kinh ngoai vi, do d6 nén
dung thém vitamin B6 (10 - 25 mg/ngay).
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- Két hop chit ché vai thay thude chuyén khoa dé kiém
soat dudng huyét, cac bién chung ciia TP (trong trudng
hop vuot qua kha ning didu tr1) Dam bao kiém soat duong
huyét toi wu, khi duong huyét on dinh theo ddi luong
dudng trong mau hang thang, gido duc bénh nhan tuan thu
diéu tri, ché do6 an udng, hoat dong thé chat.

- Xem xét dén tuong tac thubc trong viéc két hop
diéu tri lao va diéu tri PTD (rifampicin véi nhém
sulfonylure), twong tac thudc diéu tri lao véi thude diéu
tri cac bién chung cua dai thio thao dudng (thudc ha
huyét 4p, ha lipid méu...). Nhom thudc it gay twong tac
v6i thudc lao: biguanid (vi du: metformin khong c6
tuong tac vdi rifampicin, tuy nhién, metformin gy tac
dung phu dén hé tiéu hoa khi két hop voi thude lao va
than trong nhung truong hop suy gan, than). Can nhic
sir dung thudc ha dudng huyét bang insulin dé kiém soat
duong huyét.

Nguoi bénh lao két hop dai thio dwong cé suy thin

- Nguoi bénh lao mac DTD c6 suy than, co tén thuong
gan: Chong chi dinh dung cac thuoc ha glucose mau duong
udng. Uu tién sir dung insulin dé kiém soat dudng mau.

- Piéu tri lao cho ngudi bénh DTD ¢6 bién ching suy
than: Cac loai thudc dau tay (rifampicin, isoniazid,
pyrazmamld) va ethionamid, prothionamid hoan toan
chuyen hoa qua gan, c6 thé duge sir dung mot cach an toan
v6i lidu binh thuong & nhitng bénh nhan c6 suy than. Phac
dd 2RHZ/4RH c6 thé 4p dung cho bénh nhén lao thudng.
Tuy nhién, c6 thé thay d6i phac d6 diéu trj va liéu luong khi
c6 suy than nang. Ethionamid/prothionamid cling dugc lua
chon trong phac d6 diéu tri & bénh nhan khang da thudc co
suy than (hiéu chinh liéu khi cé suy than ning).
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- Nguoi bénh lao két hop PTD suy than ndng, chay
than nhan tao: Trong suy than nang, hi¢u chinh liéu thube
lao diéu tri 1a can thiét dugc tinh theo do thanh thai cua
creatinin. Isoniazid do6i khi gay ra bénh nao & nhirng bénh
nhan c6 suy than va trong nhitng ngay chay than (b sung
diéu tri vitamin B6 ngan chan bénh than kinh ngoai vi).

- Nguoi bénh DTD mic lao ning nguy co cao, de doa
tinh mang: Lua chon loi ich va nguy co, c6 thé lua chon
streptomycin va ethambutol diéu chinh licu Ia can thiét
trong suy than, lidu diéu tri dugc tinh theo do thanh thai
cua creatinin.

Bénh nhan ddi thdo dwong mdc bénh lao khang da thudc

Nguy co tac dong khong t6t dén két qua diéu tri. Hon
nita, bénh DTD c6 thé tao diéu kién cho cac tac dung khong
mong mubn cia thude chéng lao, dic biét 1a rdi loan chirc
nang than va bénh than kinh ngoai vi. Bénh DTD phai dugc
giam sat chit ché trong sudt ca qua trinh diéu tri lao khang
da thudc. Can bd y té dicu tri lao phai lién hé chat ch& voi
bac si chuyén khoa ndi tiét dé giam sat bénh DTD cho bénh
nhan. Thudc udng dé kiém soat duong huyét khong chong
chi dinh trong qu4 trinh diéu trj lao khang da thudc nhung
c6 thé can tang lidu. Viéc su dung ethionamid hodac
prothionamid s& gy kho cho viéc kiém soét lugng insulin.
Nong do creatinin va kali can duoc giam sat thuong xuyén
hang tuan trong thang dau tién va sau d6 it nhat mdi thang
1 lan.



PHAN 4

XU TRi BIEN 00 BAT LOI LIEN QUAN DEN
THUOC DIEV TRI LAO

1. Phén loai mirc dd bién c6 bét lgi thwong gip
lién quan dén thudc diéu tri lao

Murc do 1 (nhe): Thoang qua hodc kho chiu nhe (<48
gio), khong yéu cau can thi¢p y té/liéu phap diéu tri.

Miuec do 2 (vira): Anh hudng cac hoat dong tir mirc nhe
dén mirc trung binh, c6 thé can ho trg can thiép y té nhung
khong nhiéu.

Murc do 3 (nang): Anh hudng céc hoat dong mot cach
dang ké, yéu cau ho trg diéu tri tai chd hodc nhap vién.

Mitc d 4 (de doa tinh mang): Anh huong hoat dong
rat nghiém trong, can can thip di€u tri tai bénh vién.

Bang 1. Mt s bién c6 bat lgi thwong gip khi sir dung
thudc diéu tri lao theo cdc chi so cin 1am sang

Bién c6 | Théngsé | Mirc d | Mire dd | Mirc d§ Mirc dd

batloi (can lAm sang 1 2 3 4
80-94 [70-79 |65 -

Giam | Heb ol gt leogn | <0

tiéu cau, |Gigm tiéu | 100000 -| 50000 - 25000 - |<

thicu | cau 124999/1{99999/1 |49999/1 |25000/1

mau tan [ Giam bach [2000- [1500- [1000- |<

huyét, | cau 2500/1 |[1999/1 |1400/1 |1000/1

giam |Giam L2 |075- [05- <

bgch cau, | fibrinogen & 0,99 g/1 10,74 g/1 |0,5¢g/1

roiloan | ... LI- 1126- [1,51- [>30

dong . |1,251an | 1,5 lan [3,0 lan |lan

) Prothrombin| .} ? 2 s

mau (PT) bm}} bll’ﬂ"l blIll:l blIll:l

thuong |thuong |thuong |thuong
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Bién ¢ Ly sb
bat loi can lam Mirc d§ 1 Mirc do 2|Mirc do 3|Mirc d¢ 4
: sang
1,25 - >2,5- |>50-
AST 2,51an  |5,01an | 10,0 Ian E‘;O’% :
(SGOT) gidi han | gidi han | gioi han han%)inh
binh binh binh thuon
Tang thuong |thuong |thuong &
transam
inase 1,25 - >25- [>50-
ALT 251n |501in |10,013n 125?;3; :
gidi han | gidi han | gidi han g
(SGPT) Tpinh ~ [binh  |binh | janPinn
thuong |thuong |thuong &
1,25 - >2,5- |>50-
Tang 251an  |5,01an | 10,0 Ian ;;Ogloo ,
GGT gidi han | gidi han | gidi han )
GGT bih  |binh |binh | RnPIR
thuong |thuong |thuong &
>1,0- [>1,0- |>1,5-
Y Y A > 235 -5
g (Ll Lk 23l
et els binh  |binh  |binh Effr‘dt:nh
thuong |thuong |thuong &
>1,0- |>1,5- |>3,0- A
1,51an  |3,01an |6,0 lan igiohﬁln
Tang creatinin gidi han | gidi han | gidi han l%inh :
binh binh binh thuon
thuong |thuong |thuong &
3,0-3412,5-2,9 [2,0-24 <20
mEq/1 mEq/1 mEqg/l  |mEq/l
Giam kali mau hoac hoac hoac hoac <
30-3412,5-2,9 [2,0-24 |2,0
mmol/l |mmol/l |mmol/l |mmol/l
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Bang 2. Mt s bién c6 bat loi thuwong gip lién quan
dén thudc diéu tri lao theo diu hi¢u 1Am sang

Biél} Thong Mic dé
c0 bat| so lam 1 Murc d§ 2| Mucdo3 | Mirc do 4
lgi | sang
Nhe Kho chiu
hoac vira phai, ,
, Luong nudce
thoang |luong \ n
ua nude vao | oo khong
Buon | U - |MUOCVa dang ké, yéu | Yéu cau
n duy tri | giam dang| 1 A A in
nén 2 cau truyén | nhap vién
luong | ke, han C
. R dich tinh
nudc ché mot
X £ mach
vao hop | so hoat :
ly dong
Hau qua
> 6 1an trong Slén;l:gu
11an  |2-514n |24 gio hodc | Yoo &%
2 A A nhap vién
Non |trong |trong 24 |can truyén A
24 giy | gid dhgh | R
Tiéu mach cau dinh
hoa : dudng
ngoai rudt
Nhe > 7 lan, phan
hoa? Vura phai lonvg/n%ay
thoang . .. |hoactiéu £
hoac dai ; ; Soc ha
qua: 3 - dine: 5 - chay mau huvét 4
4 1an, ;g' hodc ha Y Ap
R 7 lan, L, hoac hau
n phan A huyét ap tu ;
Tiéu X phén 21 oz |qudthay
5 long/ng |, . |thé¢ hoac mat| ;. .
chay |, > |léng/ngay | . doi sinh
ay hodc = .27 |can bang A
A hodc ti€u | ... .S ly, yéu
tiéu . 1. |dién giai X A
\ chay kéo . = i _|caunhap
chay AR hodc yéu cau| .,
, |daitrén 1 S vién
nhe kéo twAn truyén dich ;
dai <1 tinh mach >
tuan 2 lan
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A K Thﬁng , A
Bicn 0/ g 1am MU0 NMicdg2 | Mie dp 3| Mire dp 4
bat lgi |~ 1 : : :
sang
Lo auvua |Thay doi IEOI log}n
i1 < A tam than
A phadihodc |tamtrang | z .
Lo au A < .2 |cap tinh
A tram cam, |ndngyéu | . 1
R Bénh |nhe P S R A yéu cau
Tam A : yé€u cau dicu | cau dicu A ia
x tam hoiac . 2. . <, |nhap vién,
than A 1 tri, thay doi |tri, hodc y o,
than |tram 4 ; 7 | hoac cu
. trong sinh  |dinh tutu,| 5 2 ¢
cam < s ~_| chi/cO gang
hoat binh |y dinh gay oo
\ 2 tu tir hoac
thuong g0 .
ao giac
Dau vura o
2s K Dau nédng,
phai, mat
. dau
Pau cam giac T
NS va/hoac
nhe va/hoac dau |z, -
khong |anh huong | Mot Sam
Hong | ani auong giac lam | Pau khong
Pau | gdy anh|toi chic : oo ooF
: : < anh lam gi
khop |hudng |ndng nhung X .
. S hudng téi | dugc
té1 khong anh A
, X .. |hoat dong
chic |hudng toi z
< A song
nang | hoat dong :
£ > | thuong
song thuong nod
ngay gay
Xuong Dau bau vira
khop nhe voi e e
. phai véi <
viém, A Pau néang
, | viém, ban oA
bando | ., . véi1 viem,
o do hoac )
hoac . ban do ,
sung khop, < Cung
sung \ ; hodc sung | ,, 2.
n . anh hudng . va/hodc
Viém | khop A khép, anh | "% 5
. toi chuce X .. | mat kha
khoép |nhung | . hudng téi | A
A nang nhung . |nang van
khong o hoat dong | . .
. khong anh z dong khop
anh . .. |song
. hudng toi :
hudng A thuong
e hoat dong \
tot séng thuong | "84
chuc n ég &
nang gay
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Thong

38,6°C

Bicn o) o 1am MUC A0\ noe a5 2| Mircdp3 | Mire g 4
batlgi |~ 1
* | sang
Bfl N Ehal?.’ Céc tén
not san rai thuon
rac hodac ban n &
dang séi véi lan rong
Phan Ban c é . i &t hodac toan
ung | Ban cham, not A ., |than hoac
, £ z_ .. ., |phongnuéc |, .. .,
cuada |cham |sanrdirac|; . —x hoi chiing
x. , < hoac ton
-n6i | khu tra | hodc ban .. |Stevens-
.. | thuong loét
ban dang soi A e Johnson,
bé mat cua A
n hoac hoi
niémmac | o
2161 han tai L ellg
mot vi tri YL
Phan vé
hodc co
Noi may that phe
Phan _ Noi day khu quan nang
g di may trd nhung | NOi may de doa
ung Phan |day canchi |day toan tinh mang
ung di | khu tra |dinh can |than hodc hoac phu
ung |nhung |thi¢py phumach |thanh
toan |khong |khoa hoac|can chi dinh |quan, ton
than | can chi |phu mach |can thi€¢py |thuong
cap dinh nhe khong| khoa hodc bi | viém cau
tinh | can can chi co that phé |than/ hoi
thi¢p y |dinh can |quéan nhe ching
khoa |[thiépy than hu,
khoa viém
mach,
Lupus
37,7°C
: ’ 38,8°C - |39,4°C -
A 5 s > 0
Sot 3930C | 40,5C 40,5%C




CAM NANG HUONG DAN SUDUNG THUGC BIEU TRILAO | 153

2. Xir tri mdt s6 bién c6 bat loi thuong gip lién
quan dén thuoc diéu tri lao

2.1. Phan &rng trén da

2.1.1. Phdn wrng trén da mirc dj nhe
-Loail

+ Biéu hién: Da c6 mau do, c6 thé kém theo méan ngua
da (c6 hoic khong xut hién phat ban); thudng xudt
hién trén mat va da dau, c6 thé gay ra dé/chay nudce
mit, thong thuong 2 - 3 gio sau sir dung thude.

+ Thudc gdy ADR: rifampicin, pyrazinamid

+ Xur tri: Biéu hién thuong nhe va thuong tu hét. Néu
biéu hién gay khé chiu cho ngudi bénh, c6 thé diéu
tri hodc ngan ngira phan (mg bang mot thude khang
histamin.

- Loai 2

+ Biéu hién: Da c6 mau do, c6 thé kém theo méan ngira
da (c6 hodc khong xut hién phat ban) két hop véi
cam giac néong bung, hoi hop, dau dau kém hodc
khong kém theo tang huyét ap; co thé xay ra ngay
1ap tirc sau khi an va thuong hét trong vong 2 gio.

+ Thubc gy ADR: Tuong tac giira isoniazid véi thirc
an co6 chtra tyramin (phomat, rugu vang dé) hoac
thirc an c6 chtra cé (ca ngu, ...).

- Xt tri: Khong su dung nhitng thurc an c6 tuong tac

vo1 isoniazid nhu liét ké & trén.
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Bang 3. Thudc khang histamin sir dung diéu tri ADR
mirc d§ nhe

Tén thudc

Dang liéu

Liéu nguoi

Liéu tré em

lon
% <9 kg: Ubng
Uong25- 165 T 105mg 1
. 50mg 1 gio | 7, o1
Vién 25 L s gio trude dung
trudc dung £ .
mg, 50 mg J thuoc, sau do 4 -
. thuoc, sau .
Diphenhydramin Siro 12,5 d625m 6 gio.
phenty mg/sml (lo| x" " 6g > 9 kg: Ubng
120 ml, e 12,5-25mg 1
gio, toi da o,
240 ml) 300 me/24 | 810 trudc dung
o TET thude, sau do 4 -
glo- 6 gior khi can.
6 - 12 tudi: Udng
2 mg 1 gio trudc
£ dung thudc, sau
Vién 4 mg, [lj"‘ilf éurgf d6 mdi 4 - 6 gio
8mg, 12 | B9 UU9C ki can, t6i da 12
m dung thude, me/24 uiy
Clopheniramin 'S saudo 4 -6 |ELTES
Siro 2 . a1. A |2-6tuoi: Udng
gi0 khi can, x. ..
mg/ml (o | 5. 1 mg moi gio
toi da 24 o as
120 ml) me/24 oid trudc dung
g% 810, thuoc, sau do
mdi 4 - 6 gio khi
can.
> 6 tudi: Ubng
10 mg, 2 - 3 gio
Vién 10 Uobng 10 trude dung
... mg mg, 2 -3 thuoc.
Loratidin Siro 5 gio trudc Khuyén cao
mg/ml dung thuoc. | khong st dung

cho tré dudi 6
tuoi.
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2.1.2. Phén irng trén da mirc dé viva dén ning (phdn trng
qud mén)

- Biéu hién: Phat ban ¢6 thé kém theo sét.

Luuy: O tré em, tinh trang nhiém virus (vi du: Herpes
simplex) thudng ciing gap phat ban nén c6 thé 1an 16n véi
mot phan Gng cta thude.

- Nguyén nhan: C6 thé gip & tit ca cac thude va thudng
o muc do thuong gap xay ra nhu sau:

Isoniazid < Rifampicin < Pyrazinamid < Ethionamid
< Ethambutol < PAS < Streptomycin

- Xr tri

Trén nguoi 1on: Dimng tat ca cac thude dén khi hét phan
ung.

Trén tré em

+ Ngung tat ca cac loai thue dang dung.

+ Kiém tra can nguyén virus (cac test chan doan, cong
thirc mau...).

+ Néu do cin nguyén nhiém virus thi tiép tuc sir dung
lai tat ca cac thuoc lao.

+ Néu loai trir cin nguyén nhiém virus thi theo doi
nguyén tac thay doi liéu & nguoi 16n, hi¢u chinh lai
liéu theo tudi va can nang.

2.1.3. Gidi mdan cam

Chi nén can nhic sau khi danh gia giira yéu t6 nguy
co/lgi ich va dic biét luu ¥ yéu td ca thé trén timg nguoi
bénh.



156 | XUTRIBIEN COBAT LOI LIEN QUANDEN THUGC BIEU TRI LAO

- Chi dinh giai man cam
+ Thubc gy di tng 1a thudc khong thé thay thé bang
thudc khac trong qua trinh diéu tri (diéu tri dac hiéu)

+ Thudc gay di tng 1a thude c6 hidu qua tot nhét cho
lya chon liéu phap diéu trj (first-line), vi du: thube
diéu tri lao, cotrimoxazol cho bénh nhan HIV.

- Chong chi dinh gidi man cam

+ Bénh nhan c6 nguy co cao bénh phdi hop: Hen phé
quan (FEV1 < 70%), dang diéu tri bang thudc chen
beta, tién sir sdc phan v€ ndng va bénh gan than
nang.

+ Chéng chi dinh tuy¢t dbi & bénh nhan nang, phan
g doc té bao mién dich ning hodc de doa mang
song (hoi chimg Stevens - Johnson), hdi ching
Lyell, Dress.

- Nhan dang thubc gay ADR va giai man cam

Nguyén tic viéc dua thude vao trong test kich thich dé
nhan biét thudc gay di img phai gibng nhu dudng ma thude
d6 gy ra phan Gmg, dua thudc bang ubng, tiém dudi da,
tiém tinh mach, tiém bap va tai chd (miii), phé quan, két
mac, da va tuy thudc vao thudc thuc hién test.

Tuy nhién, duong udng van dugc coi 1 hop 1y hon ca
néu co thé do thude s& hip thu cham va c6 thé xir tri cac
phan ung kip thoi hon.

Véi thude diéu tri lao tiém, viéc giai man cam chi thuc
hién sau khi nhan biét thudc gay di tmg bang test kich thich
(Drug Provocation Test: DPT).

- Thyc hién test kich thich bang duong udng dé nhan
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dang thudc giy ADR:

Bit dau sir dung lai timg thudc c6 thé mdi 4 ngay (tham
khao liéu khuyén céo & bang 4).

Biang 4. Nhin dang thudc giy ADR

Huoéng din liéu test

Thude Ngay 1 Ngay 2
Isoniazid 50 mg 300 mg
Rifampicin 75 mg 300 mg
Pyrazinamid 250 mg lg
Ethionamid 125 mg 375 mg
Cycloserin 125 mg 250 mg
Ethambutol 100 mg 400 mg
PAS lg 5¢

+ Bit dau voi isoniazid liéu 50 mg trong ngay dau,
néu phan tmg nang 1én thi bit dau thay doi lidu bang
1/10 liéu cta ngay 1 nhu liét ké & bang 4 (vi du:
isoniazid 5 mg).

+ Néu phan tmg khong xay ra sau liéu & ngay dau tién
thi tang liéu isoniazid 1én 300 mg & ngay thi 2.

+ Néu phan tng khong xay ra sau ngay dung thudc
thir 2 thi tiép tuc sir dung isoniazid liéu 300 mg mdi
ngay tiép theo.

+ Tiép tuc thém thudc khac theo nguyén tic va lidu Iy
thuyét nhu bang 4 sau mdi 4 ngay: Néu céc tricu
ching ning 1én, bit dau lidu thay doi bang 1/10 lidu
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ctia ngdy 1 nhu liét ké ¢ bang 4. Néu liéu & ngay thir
2 thap hon liéu khuyén céo dua trén cin ning cua
bénh nhan thi ting liéu twong duong & ngay thir 3.

+ Néu phan tng van xdy ra trong sudt qué trinh thay
doi licu va khong the tiép tuc dung thude gay phan
{mg, viéc giai man cam thudc 1a can thiét.

- Phuong phap gidi man cam

+ Liéu khoi dau thap hon 1/10 lidu diéu tri hodc thap
hon liéu thap nhét giy di tmg.

+ Thong thudng 1a 1/10.000 - 1/100 licu diéu tri.

+ D41 voi bénh nhin co tién st hen phé quan:
1/1.000.000 - 1/10.000.

+ Tang lidu gap doi sau mdi 15 - 20 phit, kéo dai vai
gid cho dén khi dat liéu diéu tri .

- Céach giai man cam thong dung

+ Khoi dau véi lidu nhu liéu ngay thir nhat duoc liét
ké trong Bang 4.

+ Néu c6 phan ung xay ra trong ngay dau tién sau sir
dung thudc nay thi bat dau giai man cam véi lidu
bang 1/10 lidu ngay dau.

+ MOdi ngay ting lidu 1én gap doi (dung 2 lan/ngay)
cho dén khi dat duoc liéu khuyén céo su dung.

+ Duy tri liéu khuyén céo (2 lan/ngay) nay trong 3
ngay, sau do str dung tong lidu 1a 1 1an/ngay (vi dy:
duy tri 3 ngay lidu isoniazid 150 mg x lan/ngay x 3
ngay, sau do tiép tuc diéu tri cac ngdy sau la 300
mg/1 1an mdi ngay).
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+ Néu phan mg phat trién trong subt thoi gian giai
man cam thi giam liéu dén liéu cao nhat trudc kia
ma khong giy ra phan ng va bat dau ting dan ting
lwong nho liéu.

- Giai min cam nhanh

Tao ra tinh trang dung nap thudc tam thoi véi thude

gdy ra phan Gmg qua man. Nhic lai timg liéu nho va ting
dan liéu di nguyén gay di Gmg va sau mdi khoang thoi gian
cb dinh va thyc hién liéu va khoang cach ting liéu dya trén
lwong gid tridu chimg & timg c4 thé bénh nhén.

+ Gial man cam nhanh véi isoniazid tham khao theo

bang 5.
Bing 5. Giai man cam nhanh véi isoniazid
Thoi gian Liéu (mg)

8:00 0.1

8:15 0.5

8:30 1.0

8:45 2.0

Sang 9:00 4.0

9:30 8.0

10:00 16

10:30 32

11:30 50

1:30 100

Chiéu 2:30 150

3:00 150
Ngay tiép theo Tiép tuc 150 mg mdi 12 gid
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+ Giai man cam nhanh véi rifampicin va ethambutol
tham khao theo bang 6.

Béang 6. Gidi man ciAm nhanh véi rifampicin va

ethambutol
Thmsgfia;u?lit 38U | pitampicin (mg) | Ethambutol (mg)
8:00 0.1 0.1
8:45 0.5 0.5
9:30 1.0 1.0
10.15 2.0 20
11:00 4.0 4.0
11:45 8.0 8.0
12:30 16 16
13:15 32 3
14:00 50 50
14:45 100 100
15:30 150 200
16:00 300 400
Ngél:yogészrtll;eo, 300 mg 2 lAn/ngdy | 400 mg 3 lan/ngay

+ Corticoid c6 thé duoc sir dung khi tién hanh giai
mén cam trong cac trudng hop khan cép hodc ning
nhu: Bénh lao nang, bién ¢6 ¢6 hai murc do nang tro
1én, bénh nhan qua man v6i nhiéu hon mot thude.
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+ Bénh nhan nén st dung liéu hang ngay sau khi hoan
tat qua trinh giai man cam (khong st dung phac db
2 lan/tuan hodc 3 1an/tun).

2.2. Soc phan vé

2.2.1. Chin dodn séc phin vé

Tiéu chuan chan doan sb¢ phan vé theo T6 chire Dj tng
Qudc té (WAO) 2011. Nghi nhidu dén sc phan vé khi bénh
nhan c6 day dit mot trong 3 tiéu chuan sau:

(1) Khéi dau cdp tinh (vai phit t6i vai gio) véi biéu
hién ton thirong trén da, niém mac hodc ca hai (may day
toan than, ngira, xung huyét, phu thanh mon, moi, luoi) va
¢ thém it nhat mot trong cac déu hiéu sau:

- Tbn thuong duong ho hap (khé thé, kho khé-co that
thanh quan, rit, giam PEF, thiéu oxy mau)

- Tut huyét ap hodc két hop voi cac dau hiéu réi loan
chirc nang co quan dich (giam y thirc, ngét lim, rdi
loan co tron)

(2) C6 hai hodc nhiéu hon cdc dau hiéu sau xay ra
ngay khi bénh nhén tiép xiic véi chdt dwoe cho la khdng
nguyén (vai phut toi vai gio):

- Tén thwong da niém mac (may day, nglra, xung

huyét, sung phit méi, ludi, thanh mon)

- Tén thuong dudng ho hap (kho the, kho khe, co that
thanh quan, rit, giam PEF, thiéu oxy mau)

- Tut huyét ap hoac két hop véi cac dAu hiéu rdi loan
chirc ning co quan dich (giam y thirc, ngat lim, rdi
loan co tron)
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- Dau bung lién tuc (dau quan bung, non )

(3) Tut huyét dp sau khi bénh nhdn tiép xiic véi chdt da
biét la di nguyén doi véi bénh nhén (vai phiit t6i vai gio):
- Tré so sinh va tré nho: Huyét 4p tam thu thap (theo
lira tudi) hodc giam nhiéu hon 30% huyét 4p tam

thu

- Ngudi truong thanh: Huyét ap tim thu thdp hon 90
mmHg hodc giam hon 30% huyét ap tim thu nén
cua bénh nhan

2.2.2. Xir tri soc phdin vé

- Phat hién sdém va thuc hién theo diing nguyén tac xur
tri sdc phan vé.

- Mét s6 diém chinh trong xtr tri soc phan vé

+ Adrenalin duogc chi dinh cho tit ca nguoi bénh dugce
chan doan 1a sdc phan vé (khi co 1 trong 3 tiéu
chuan chin doan). Adrenalin dung theo duong tiém
bép 1a duong t6t nhat dé diéu tri cho bénh nhéan c6
soc phan vé. Adrenalin phat huy duoc tic dung diéu
tri tot nhat néu ding sém sau khi xuat hién sc phan
vé. Tiém nhic lai liéu adrenalin néu thiy tinh trang
lam sang ciia nguoi bénh khong cai thién. Cac lidu
bd sung co thé duoc dung mdi 5 phut/lan tuy theo
dap tmg cua nguoi bénh. Tac dung khong mong
mudn rat hiém gip néu thude dugc dung dung lidu
theo dudng tiém bap.

+ Adrenalin tiém tinh mach duoc khuyén céo chi nén
ap dung tai co s y té chuyén khoa c6 kinh nghiém
dung thube van mach. Gap nguy co 16n hon nhiéu
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khi xuat hién cac bién cd bat loi nguy hiém do ding
lidu adrenalin khong dang hodc chan doan sai soc
phan v¢ nhung lai tiém adrenalin tinh mach. Tiém
tinh mach c6 thé gay tang huyét 4p nguy hiém, nhip
tim nhanh, ri loan nhip tim nguy hiém va thiéu
mau co tim... do tiém qué nhanh, lidu khong duoc
pha lodng hoic lidu qua mirc. Dé han ché céc tac
dung khong mong muén cua adrenalin, chi st dung
adrenalin véi liéu pha loang 1:10000.

+ Su dung adrenalin theo duong dudi da hoac duong
hit (h6 hap) khong duoc khuyén cdo trong diéu tri
so¢ phan vé vi khong co hiéu qua.

+ Diéu tri phan ung phan vé nang can dya trén cic
nguyén ly hoi sinh tim phdi chung

¢ St dung tiép can ABCDE (Airway - duong thd,
Breathing - ho hap, Circulation - tuan hoan,
Disability - chirc nang than kinh, Exposure - boc
16 toan than) dé phat hién va xu 1y su cd.

¢ Goi ngay ngudi hd trg.

¢ Xur ly trude tién cac nguy co/de doa 16n nhat dbi
v6i tinh mang.

¢ Can bét dau diéu tri ngay ma khong tri hodn du
chua c6 du bénh st tién st hoan chinh hodc chan
doan chic chan.

+ Ngung tuan hoan sau phan tmg phan vé

¢ Tién hanh hoi sinh tim phoi (PCR) ngay lap tic
va tuan thu theo huéng dan hién hanh. H tro
chirc nang séng nang cao rat can thiét.



164 | XUTRIBIEN COBAT LOI LIEN QUANDEN THUGC BIEU TRI LAO

¢ Sur dung adrenalin theo khuyén céo trong huéng
dan hién hanh.

¢ Khong khuyén cdo sir dung adrenalin tiém bap khi
xuat hién ngimg tim.

2.3. Bién c6 bat lgi trén gan

2.3.1 Theo doi thuwong quy cdc chi sé enzym gan co bin

O bénh nhan < 35 tudi, néu c6 cac thong s6 enzym gan
binh thudng va khong co tién sir bénh gan: Khong yéu
cau bat budc theo ddi cac chi sé enzym gan dinh ky
mdi 4 - 6 tudn, trir khi bénh nhan c6 triéu ching biéu
hién.

O bénh nhan > 35 tudi, bénh nhan c6 yéu t6 nguy co:
Can theo ddi cac chi sb enzym gan dinh ky mdi 4 - 6
tuan.

2.3.2. Thuéc gay ADR

Isoniazid + Rifampicin > Isoniazid >> Pyrazinamid >

Rifampicin > Ethionamid

Kha ning gay ton thuong kiéu & mat fluoroquinolon

dd duoc dé cap nhung ciing c6 thé 1a kiéu ton thuong té
bao gan hodc kiéu phdi hop.

2.3.3. Yéu té nguy co chinh

Nguoi nghién rugu, ma tly, thuoc 14
Viém gan siéu vi hodc bénh gan tur trude

Ngudi ¢ bat thuong chi s6 enzym gan ban dau, hoic
d3 viém gan do thudc lao tir trude
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- Pang mang thai hodc 3 thang sau khi sinh
- Bénh nhan c6 HIV, dai thao duong
- Nguoi bénh > 35 tubi

- Chuyén hoa thudc: Tuong tac thude c6 thé lam trim
trong thém nhig nguy co t6n thuong gan do cac thude
khang lao.

2.3.4. Biéu hién lam sang

Buon ndn, non, dau bung, dau ha suon phai, vang da,
vang mit (thuong khi bilirubin huyét thanh vuot qua 3,0
mg/dl), gan to, tding enzym gan.

2.3.5. Xuwr tri chung

- Ngung str dung thudc lao. Panh gia mic do nghiém
trong ciia bénh gan, mtrc d§ nghiém trong cua bénh lao
va nang luc cua cac don vi y té dé quan 1y cac bién ¢
bat loi trén gan ciia dicu tri lao.

- Diéu tri hd trg chirc ning gan cho dén khi enzym gan
da giam xudng dudi 2 1an gii han binh thudng trén,
hét vang da hodc enzym gan vé binh thudng ¢ ngudi co
nguy co cao. Can theo dai tridu ching cta nhiém doc
gan va cac chi sb vé chirc nang gan, bilirubin. Néu
khong dap tng hodc c6 biéu hién viém gan do thude,
chuyén dén co sé chuyén khoa dé diéu tri.

- Chén doan viém gan A, B, C..., viém gan tu mién va
can xac dinh bénh 1y duong mat, phoi nhiém véi nguy
co doc tinh trén gan tiém tang khac, phan 16n do ruou
va céc thude khac c6 doc tinh véi gan.
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2.3.6. Xir tri theo mikc d¢ ton thwong gan

- Enzym gan tang nho hon 5 1an gi6i han trén binh
thuong khong kém triéu chung 1am sang (da loai trir can
nguyén khac va /hodc khong c6 bénh gan tir trude, tién st
nghién ruou...)

+ Co thé xdy ra trong cac tuan dicu tri dau tién.

+ Nging str dung thude lao va diéu tri hd tro chirc
nang gan.

+ C6 thé khong can phai ngimg thude hodc thay doi
diéu tri, enzym gan c6 thé tu tré lai mic binh
thuong. Nhung can theo dai chit ché cac dau hiéu
go1 y trén 1am sang (mét moi, suy nhuoc, chan an,
budn nén, dau bung), xét nghiém danh gia chuc
ning gan do co thé tién trién ning lén.

- Enzym gan ting 16n hon 5 lan giéi han trén binh
thuong (c6 kém hodc khong kém tri¢u chirng 1am sang)
hodc 1én hon 2,5 lan gi61 han trén binh thuong c6 kém tri¢u
ching lam sang

+ Ngtng thudc lao va diéu tri hd tro chirc ning gan.

+ Xem xét va phai ddnh gia 1am sang can than,
bilirubin tang la nguyén nhan gay tang tién lugng
xau cho ngudi bénh.

- Enzym gan tang 16n hon 5 1an va dudi 10 1an gi6i han
trén binh thuong (c6 kem hodc khong kém tri¢u chung 1am
sang) hodc 16n hon 2,5 1an giéi han trén binh thudng ¢
keém tri¢u ching lam sang

+ Ngung thudc lao va diéu tri hd trg chirc ning gan
tich cuc
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+ Danh gia 1am sang can than va xem xét cic nguyén
nhan gay tién luong xau: ting bilirubin va réi loan
cac yéu to dong mau (fibrinogen, prothrompin va
INR).

- Enzym gan tang 16n hon 10 lan giéi han trén binh
thuong

+ Ngung thude lao.

+ Bénh nhén can duoc diéu tri tich cuc tai bénh vién,
két hop v6i chuyén khoa tiéu hoa.

+ Danh gi4 1am sang can than va xem xét cac nguyén
nhan tién luong xau: tang bilirubin, albumin mau
giam va rdi loan cac yéu to dong mau (fibrinogen,
prothrompin va INR).

Mot 56 luu y

+ Néu bilirubin trong huyét thanh ting duéi 2,5 lan
gidi han binh thuong va khong ¢ triéu ching lam sang,
thong thuong khong yéu cau phai thay doi diéu tri. Tuy
nhién, theo di sat chi s6 enzym gan, bilirubin va dau hiéu
lam sang ctia viém gan do thudc.

+ Néu bilirubin toan phan trong huyét thanh tang trén
2,5 1an gi6i han binh thuong va kém tri¢u chimg 1am sang
can xem xét mirc do can thi¢p hoac diéu tri béng thudc, c6
thé phai nhap vién. Néu triéu chung lam sang ning, can
nhic str dung bién phap thay huyét trong nham hd tro gan
& bénh nhan suy gan cip ning. Trong trudng hop ning,
nguy co de doa tinh mang va c6 diéu kién can nhic chi dinh
ghép gan.

+ Bénh nhén bi tén thuong gan do thudc nén duoc theo
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ddi cac dau hiéu 1am sang va sinh hoa cho dén khi nao bénh
hoi phuc hoan toan.

+ Bénh nhan ton thuong gan do thudc kiéu & mat cap
tinh va nang dé c6 nguy co phat trién thanh man tinh, do d6
phai theo ddi can than trong mot thoi gian dai.

+ Céac ton thuong gan do thudc man tinh c6 thé duoc
diéu tri bang corticosteroid sau khi nhitng nguyén nhan gay
ton thuong da duogc loai tru.

2.3.7. Xir tri bing thay déi phdc dé diéu tri lao

- Néu murc do viém gan c6 kha ning de doa tinh mang
va cin nguyén khong phai do virus hodc bénh nhan mic
thé lao nang ma viéc ngung tam thoi viéc diéu tri lao 1a
khong an toan, can nhéc lwa chon phac d6 diéu trj lao gdm
cac thudc it c6 nguy co doc v6i gan (6 bénh nhan lao khong
c6 da khang: streptomycin va ethambutol, hoic két hop véi
mot thube nhom quinolon).

- Néu viéc diéu tri lao c6 thé tam ngimng thi nén chd
cho céc triéu chirng lam sang va xét nghi¢ém danh gia chirc
ning gan vé binh thuong, nén tién hanh s dung lai cac
thudc chong lao. Thudng diéu tri it nhat 3 thubc khong doc
v6i gan dén khi c6 thé xac dinh duoc nguyén nhan giy
viém gan va can kéo dai thoi gian diéu tri cho phu hop.
Nén bat dau sir dung lai timg thudc nghi ngd & mdi thoi
diém sau khi nong d6 enzym gan da giam xudng dudi 2 1an
gi6i han binh thuong trén (& bénh nhan c6 tién st bi bénh
gan, thoi diém khuyén sir dung lai thudc khi ndng do
enzym gan giam vé gan muc gioi han binh thuong). Viée
tai s dung mot loai thude duge cho 1a gay doc tinh gan
tuyét d6i cAm ky didc biét néu ton thuong gan nay lai két
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hop véi enzym gan ting cao (cao gap 5 lan gi6i han trén
cua muc binh thuong, kém vang da). Tuy nhién, trong
nhiing tinh hudng bét budc khong con lya chon nao khac,
can nhéc tai s dung lai thudc gay doc tinh gan.

- Céc thude 1an luot dugc can nhic chi dinh st dung lai
thudc c6 thé sau mdi 3 ngay dén 1 tuan diéu tri néu enzym
gan khong tang (voi lao khong da khang: R — H — Z)

- Phac db diéu tri thay thé phu thudc vao thude nio c6
thé 1a nguyén nhan gay viém gan va phai loai trir khoi phac
dd. C6 thé can nhic lya chon phac dd sau cho bénh nhan
lao khong c6 da khang thudc:

+ Néu viém gan lién quan dén rifampicin, phac d6 dé
nghi: 2SHE/10HE

+ Néu khong thé sir dung isoniazid, can nhic sir dung
phac d6 9 thang (rifampicin, pyrazinamid,
ethambutol).

+ Néu can ngimg diéu tri pyrazinamid trong khi chwa
két thic giai doan tin cong thi kéo dai diéu tri bang
rifampicin, isoniazid t¢i 9 thang.

+ Néu ca 2 thudc isoniazid, rifampicin déu khong thé
st dung lai thi phac d6 khuyén cdo phdi hop
streptomycin, ethambutol va mét fluoroquinolon
(c6 thé kéo dai téi 18 - 24 thang).

2.4. Bién cd bat loi trén than

2.4.1. Biéu hién
- Pau thit lung dot ngot, s6t, gidm ni¢u, vO niéu cép

- Tang ndng do creatinin/huyét thanh trong 7 - 10 ngay
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dau dieu tri

- C6 thé giam magnesi, kali huyét thanh

2.4.2. Nguyén nhin

- Thuong nguyén nhan gay doc trén than gip o
kanamycin = amikacin > streptomycin, co ché gay doc lién
quan dén pha huay té bao dng than cap.

- Ngoai ra c6 thé gip phan tng suy than cdp do
rifampicin, thuong hiém gap, theo co ché mién dich trung
gian.

2.4.3. Yéu t6 nguy co

- Nong d6 aminoglycosid/huyét thanh cao

- St dung aminoglycosid kéo dai

- Piéu tri ngit quing hodc diéu tri thit thudng
rifampicin

- Str dung dong thoi voi cac thude cd doc voi than

- Bénh gan

- Tudi cao

- Ha huyét ap

- Giam thé tich tudn hoan

- C6 tién sir suy giam chuc niang than

- C6 bénh than tir trudc

- Ung thu

- bai thao duong

2.4.4. Xuw tri
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- Ngumng sir dung thudc nghi ngo.

- Kiém soat cac yéu t6 nguy co c6 lién quan.

- Phac d6 2RHZ/4RH c6 thé 4p dung diéu tri cho ngudi
bénh lao c6 suy than.

- Truong hop bénh lao ndng nguy co cao, de doa tinh
mang: Can nhic loi ich va nguy co, c6 thé sir dung
streptomycin va ethambutol, hiéu chinh thudc lao theo
d0 thanh thai creatinin.

- Trong phac d6 diéu tri & bénh nhan da khang thudc co
suy than ethionamid/prothionamid cling dugc uu tién
lya chon (hi¢u chinh lidu khi co suy than nang).

- Can nhic st dung capreomycin néu mot
aminoglycosid tiém 1a can thiét cho phac do diéu tri.
Hiéu chinh liéu thudc tiém xudng 2 - 3 lan/tudn néu
can va giam sat chit ch& nong do creatinin huyét thanh,
ngumg ding thudc tiém néu ndng do creatinin tiép tuc
tang mac du dd giam lidu.

2.5. Pau khép

25.1. Tyl

- Nguyén nhan: Pyrazinamid >> Ethambutol >
Isoniazid

- Biéu hién lam sang: Pau khop chan, vai, dau
gbi...(thudng & mirc d6 nhe)

- Xr tri:
+ Khéng bat budc phai ding thude chéng lao.
+ Liéu thip NSAID c6 thé sir dung trong truong hop
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dau nhe.

+ Néu céc triéu chimg van con dai dang, cin nhic
chuyén dén chuyén khoa xwong khop dé danh gia
va diéu tri.

2.5.2. Typ 2 (bi gur)

- Nguyén nhan: Pyrazinamid >> Ethambutol

- Biéu hién 1am sang:

+ Triéu chimg: dau va sung cac khop: chén, vai, dau
gbi...

+ Tri¢u chung thuong 1a nang

+ Dau hiéu: tang acid uric mau

- Xr tri

+ Thoéng thuong, khong bat budc phai ding thude
chdng lao

+ Néu sung kh6p cip van ton tai, am thanh ctia khép
khong tu nhién va xét nghiém c6 tinh thé urat thi
nghi dén triéu chimg cua dot gut cap

+ bibu trj

¢ Sir dung mot thude chéng viém khong steroid
(NSAID): Indomethacin 50 mg x 3 - 4 lan/ngay
dén khi giam bt dau, sau d6 ding 25 mg x 3 - 4
lan/ngay hodc ibuprofen 800 mg ngay 3 1an hoic
naproxen 750 mg/lan dau va sau d6 250 mg mdi
8 gio.



CAM NANG HUONG DAN SUDUNG THUGC DIEUTRILAO | 173

¢ Colchicin dugc st dung nhu moét liéu phéap thay
thé NSAID: Liéu 0,5 - 1,2 mg/lﬁn dau, sau d6 0,5
- 0,6 mg mdi 1 - 2 gid dén khi dau khép da giam
hodc c6 biéu hién budn non, non hodc tiéu chay.
Triéu chimg dau thudng hét sau tong liéu 4 - 8 mg.
Liéu téi da 8 mg.

¢ Str dung corticoid giam dan lidu trong truong hop
con gut nang.

¢ (o thé xay ra nhitng dot tai dién trong qua trinh str
dung phac d6 c6 pyrazinamid hodc ethambutol.

¢ Can nhic str dung du phong bang colchicin véi
lidu 0,6 mg: 1 - 2 lan/ngay.

¢ Tiép tuc sir dung dén khi ding sir dung thudc gay
triéu ching dau.

¢ Can nhic chuyén dén chuyén khoa xuong khop
dé luong gia dot gut cap.

2.6. Bién co bat lgi trén dwdng tiéu héa

2.6.1. Buén nén/nén

Nguyén nhan do cac thudc xay ra voi cac cap muac do
nhu sau:

- s ot
Khong phd | ++ D -+ R4t phd
% EP Pho bién 2 P

bién bién

+++++ clofazimin, ethionamid, PAS
++++ rifampicin
+++ rifabutin, isoniazid (ché d¢ liéu 2 - 3 lan/tudn)
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++ ethambutol, pyrazinamid, ofloxacin, levofloxacin
+ isoniazid (liéu hang ngay), rifapentin, cycloserin,
aminoglycosid, capreomycin

X tri trén tré em

- Tim c4c nguyén nhéan khéac gay budn non va non. Tré
¢6 thé bi nhiém virus?

- Néu thude diéu tri lao 1a nguyén nhan gay oe, budn
ndn hodc ndén. Xem xét thude da duoc dung nhu thé nao?
Ubng thudc khi d6i? Tré bi oe khi st dung thude? Dé dua
ra bién phap khic phuc (cho tré udng sau bita dn, hodc dua
thudc qua duong tiém néu co thé).

Xur tri trén nguoi lon
- Tim cac nguyén nhan khac gay budn noén va non. Can

nhic vé viéc cho chi dinh cac xét nghiém danh gia chuc
nang gan dé loai trir kha nang thudc gy bat thuong vé gan.

- Néu thudc diéu trj lao 12 nguyén nhan gay ra budn
ndén/nén ¢ bénh nhan thi theo déi cach xur tri:

(1) Panh gia tinh trang mat nudc, diéu tri bu nude dién
giai néu ¢ chi dinh

(2) Piéu tri thudc chéng nén

(3) Giam liéu (hodc c6 thé ngimg) cac thude nghi ngo,
néu khong anh hudng téi phac do
2.6.2. Tiéu chay

- Biéu hién trén 1am sang: > 3 lan di ngoai phan long
moi ngay



CAM NANG HUONG DAN SUDUNG THUGCBIEUTRILAO | 175

- Nguyén nhan do céc thudc xay ra vdi cac cap muc
d0 nhu sau:

+ e e

Khong pho |++ 2.z -+ Rat pho
2 Pho bién %

bién bién

+++++  clofazimin, ethionamid, PAS

+++ rifampicin

++ rifabutin, ofloxacin, levofloxacin

+ isoniazid, ethambutol, pyrazinamid, rifapentin, cycloserin,

aminoglycosid, capreomycin

- Xur tri: Loai trir can nguyén khac gay tiéu chay

Trén tré em

- Dang bao ché ciia dung dich thudc?

+ Tiéu chay c6 thé do lactose va sucrose chira trong
dang bao ché cua dung dich thudce

+ Théng thudng, ban dau tiéu chay thudng xay ra khi
dugc diéu tri thude

+ Bién phap nghién nho thudc dugc thay thé cho dang
dung dich trong truong hop nay

- Tiéu chay c6 thé do nguyén nhan virus?

+ Rotavirus la nguyén nhan gay ti€u chay thuong gap
& tré em vao giita thang 3 dén thang 5

+ Giri bénh pham (phan) tim virus

+ Mot vi du vé tiéu chay c6 nguyén nhan virus cao
hon cdn nguyén do thudc 1a tiéu chay xay ra sau khi

bénh nhan di dung nap thudc trong mot thoi gian
kha lau.
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Trén nguoi lon
(1) Tim cac nguyén nhan khac gay ti€u chay
(2) Tam dirng thudc dén khi hét tiéu chay

3) Bit dau su dung lai thudc tai mot thoi diém trong
4 ngay

(4) Bit dau dung lai v6i cac thude cho 12 it ¢ kha ning
gay tiéu chay nhat

(5) Néu tiéu chay xuat hién tro lai khi st dung mot
thudc cy thé thém vao phac dd, can nhic ngimg thudc nay
va thém vao bang mot thude diéu tri lao khac hoic kéo dai
liu trinh diéu tri

(6) Néu tiéu chay xdy ra véi nhiéu thude, cAn nhic tach
thoi diém st dung céc thude ra:

+ Céc thudc khac nhau trong phac d6 nén duoc sir

dung thanh cic 1an cach nhau vai gio.

+ Khong chia nho liéu cua timg thudc (ngoai trir

ofloxacin va ethionamid).

+ Vi du: Sir dung isoniazid 300 mg vao budi sang,

rifampicin 600 mg vao buodi tbi.

(7) Néu tiéu chay van tiép tuc xay ra va mot phac dd
thay thé 1a khong thé thi can nhic sir dung thém mot thude
giam nhu dong rudt nhu loperamid.

*Didu tri bang loperamid

- Liéu trén ngudi 16n

4 mg/ban dau, sau d6 2 mg sau mdi l1an bi di ngoai
phan 10ng (t6i da 16 mg/ngay).
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- Liéu trén tré em

Ngay 11 2-61tudi (13 - 20 kg): 1 mg/lan x 3 lan/ngay
6 - 8 tudi (20 - 30 kg): 2 mg/lan x 2 lan/ngay
8 - 12 tudi (> 30 kg): 2 mg/lan x 3 lan/ngay

Ngay 2 va cac ngay tiép theo: 0,1 mg/kg/lan sau mdi
lan di ngoai phan long (liéu khong vuot qua ngay dau Gmg
v6i mdi lta tudi/can nang).

*Cac thuéc c6 ban chat nhu kaolin - pectin,
polycarbophil... khong dugc chi dinh trong truong hgp nay
vi ¢6 kha ning 1am giam hép thu cta thudc chong lao.

2.7. Bién co bit lgi trén mét (viém than kinh thi giic)
2.7.1. Nguyén nhan: Ethambutol >> Isoniazid

2.7.2. Biéu hién lam sang

- Nhin mo.

- Cam gi4c nhin c6 dom, vét.

- Khong phan biét dugc mau dé va mau xanh la cay.

- Khong c6 dit liéu vé viém than kinh thi giac ¢ tré.
2.7.3. Xur tri

- Ngtng ubng ethambutol, isoniazid.

- Chuyén bénh nhan t&i chuyén khoa mét kham va
dicu tri.

- Néu tré phan nan vé viéc rdi loan thi giac can dua tré
di kiém tra thi giac.
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2.8. S6t do thude lao

- S6t do thude lao thuong xuét hién lai & nhirng bénh
nhan da dugc diéu tri vai tuan, dic biét & bénh nhan c6 cai
thién vé vi khuan hoc va trén hinh anh X-quang. Tuy nhién,
can ch ¥ rang sot do bénh lao co thé kéo dai téi 2 thang sau
khi bat dau diéu tri.

- Khong c6 chuan déc biét cho ghi nhan dau hi¢u sot.
Biéu hién tang bach cau eosin c6 thé c6 hoac khong.

- Cén phan biét nguyén nhan nhiém trung, bénh lao
dang dién bién x4u hon, thudc diéu tri lao ké chua du liéu,
chan doan nhdm cin nguyén. Sot ciing c6 thé 1a biéu hién
cua hdi chung phuc hdi mién dich (IRIS), dac biét trén
bénh nhan HIV.

- Can ngung tam thoi tit ca cac thude. Biéu hién sot
do thudc sé& ty hét trong vong 24 gid sau khi ngimg thudce
va str dung lai thude co thé thuc hién tuong ty nhu phﬁn XU
tri phat ban.

3. Xir tri mot s bién c6 bat lgi khac

Bang 7. Mot s6 bién c6 bat lgi khac va cach xir tri

Biéen co

Koy e Tac nhan Cach xtw tri
bat loi

- Tam ngig thudc nghi ngd t6i khi
xt tri hét co giat

- Dung thudc chdng co giat

bong Cs, H, (phenytom acid Valpr01c)

kinh Fluoroquinolon |- Tang lidu vitamin B6 lidu t6i da
(200 mg/ngay)

- Bit dau dung lai thudc nghi ngd tir
lidu thip va ting dan
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Bién c6
bét lgi

Tac nhan

Cach xi tri

Triéu
chiing
tam than

Cs,H
Fluoroquinolon,
Eto/Pto

- Ngimg thudc nghi ngd trong mot
thoi gian ngén (1 - 4 tuan) trong lac
c6 triéu ching tam than chua duoc
giam sat

- biéu trj thudc chéng loan than

- Giam liéu (hodc c6 thé ngimg) cac
thu6c nghi ngo, néu khong anh
hudng toi phac do

Viém day
than kinh
ngoai vi

Cs, H,

Km, Am,

Cm, Eto/Pto,
Fluoroquinolon

- Tang vitamin B6 t6i liéu téi da (200
mg/ngay)

- Thay d6i thudc tiém sang
capreomycin néu bénh nhan c6 két
qua nhay cam voi capreomycin

- Piéu tri thudc chdng tram cam nhu
amitriptylin, thudc chdng viém khong
steroid hodc paracetamol c6 thé gitp
lam giam bat triéu chung

- Giam lidu (hodc c6 thé ngimg) cac
thudc nghi ngo, néu khong anh
huéng t6i phac dd

Giam
thinh lyc,
diec

S, Km,
Am, Cm, Clr

- Lam thinh d va so sanh véi thinh
giac luc ban dau

- Thay d6i diéu tri capreomycin néu
bénh nhan ¢6 bang chimg nhay cam
véi capreomycin

- Tang tan xudt hodc giam lidu (hodc
¢6 thé ngimg) thube nghi ngd ma
khong anh hudng t6i phac db (c6 thé
3 1an/tudn)

Thiéu
nang
tuyén
giap

PAS, Eto/Pto

- Diéu trj bang thyroxin
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Bien 0 1 r4¢ nhan Cach xir tri
bat loi
- Dung thude khang receptor H2,
hodc thuoc khang acid
Viém da | PAS, ggf‘flgf’(ﬁocfﬁggfo trong thot
day Eto/Pto - Giam liéu (hodc c6 thé ngimg) cac
thuoc nghi ngd, néu khong anh
hudng toi phac do
- Kiém tra kali huyét thanh
- Néu kali trong méu thap thi kiém tra
Roi loan |Cm, thém nong do magnesi (calci néu ha
dién giai | Km, Am calci mau)
- Chuyén tuyen deé di€u tri tich cuc khi
can
Chui thich: cycloserin (Cs), isoniazid (H), ethionamid (Eto), prothionamid|
(Pto), kanamycin (Km), capreomycin (Cm), amikacin (Am), streptomycin|
(S), clarithromycin (Clr), acid para-aminosalicylic (PAS)
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