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LOINOI PAU

Niam 2022, Tb chirc Y té Thé gi6i da dua ra khuyén cao cap nhat vé cac phac
dd diéu tri lao khang thudc. Chuong trinh Chéng lao Quéc gia di ra soat cac noi
dung khuyén cdo nay dé ap dung trong diéu kién thuc té tai Viét Nam va cap nhat
trong tai liéu Huéng dan chan doan, diéu tri va du phong Bénh lao dugc B Y té
phé duyét tai Quyét dinh s6 162/QD-BYT ngay 19/01/2024.

Do dung lugng gidi han trong pham vi cua tai liéu huéng dan chung (tai QD
162/QD-BYT ngay 19/01/2024), cac ndi dung lién quan dén hudng dan thyc hanh
lam sang dbi voi viée trién khai phac dd diéu tri lao khang thude cap nhat can dugc
bo sung dé gitp thay thude co thém thong tin xir tri cac tinh hudng cy thé. Tai liéu
Huéng dan 1am sang diéu tri lao khang thudc vi vay duoc bién soan bao gom cac
huéng dan chinh lién quan dén chi dinh phac dd, theo doi diéu tri va quéan 1y nguoi
bénh.

Mic du tai liéu da dugc bién soan ky ludng, c6 tham khao cac tai li€u quéc
té va trong nudc ciing nhu gop ¥ tir cac chuyén gia trong céac linh vuc cy thé nhung
day 1a 1an bién soan dau tién nén kho tranh khoi cac thiéu sét. Ban bién tdp mong
duoc cac dong nghiép dong gop cac ¥ kién quy bau trong qua trinh thuc hanh dé
gitip cho viéc hoan thién trong céac 1an tai ban sau.

Ha Noi, ngay thang nam

GIAM POC BENH VIEN PHOI TRUNG UONG
TRUONG BAN PIEU HANH CTCLQG

TS. BSCC. PINH VAN LUQNG



MUC LUC

LOTNOIBAU .....oooeeeeeeeeeeeeeeeeeee et 1
DANH MUC CHU VIET TAT ..ot 4
DANH MUC HINH VA BANG ..ot 5
CAC KHATINIEM......coooimieiieeeeeeeeeeeeeeeeeee e 6
MUC TIEU CUA TATLIEU ..o 8
DOl TUGNG SU DUNG ...t eee e 9
CHUGONG I: HUONG DAN CHUNG VE BIEU TRI LAO KHANG THUOC... 10
1.1. Danh muc céac thudc diéu tri lao khang thudc (*).....ooeeeveeveeeeeereeres 10
1.2.  Phac d0 diéu tri cho NEUOT LOM......veeeeeeeeeeeeeeeeeeeee e 11
1.2.1. Phdc @0 ChUGT RGN AQN ..o, 11
1.2.2. PRAC @0 QAT RAN: ... 18
1.2.3. Phdc d0 khANg H NRAY R: ..., 20
1.3, PhAc d0 dieU tri ChO 0 €IM ..v.vveeeeeeeeeeeeeeeeeeee e, 21
1.3.1. Phdc @0 CRUAH NN AAN: ..o, 21
1.3.2. Phac d0 dai Nan: ........ocooovivoeeeeeeeeeeeeeeeeeeeeeeee e 23
2. Theo ddi diéu tri 120 KRANG thUBGC .........veeeeeeeeeeeeeeeee e 26
2.1.  Cdc kj thudt co ban trong theo doi diéu tri phic d6 BPaL(M)................ 26
2.2.  Cdc kj thudt co ban theo doi PRAC @0 C........cooeeveeeeeeeeeeeeeeeeeseeeeens 27
2.3. Cic ky thudt co ban theo doi diéu tri lao khéng thudc phdc do dai han
(DHAC AD D, CATHE) ... 30

2.4.  Diéu chinh tan sudt xét nghiém theo déi lao khdng thuoc déi véi tré em 33

CHUONG II: HUONG DAN THUC HANH LAM SANG DPIEU TRI LAO

KHANG THUOC ...ttt 34
1. Hudng dan thyc hanh khi thuc hién chi dinh cac phac d.........ccovvveeec.ne. 34
1.1. Trinh tu wu tién chi dinh phac d0 AU tri......oveveeeieeeeeeeeeee e, 34
1.2. Luya chon phac d6 diéu tri lao khang rifampicin, da khang va cac yéu t6
CAN CAN TINAC ..ot s e eeeen e 34
1.3.  So sanh phac dd BPaLM va BPaL: Thanh phr:fln, chi dinh, chéng chi dinh,
tOT GIAN GHEU T ..o 36

1.4. Chi dinh phac do tam thoi trong thoi gian chd két qua khang sinh do cia
Fluoroquinolone (FQ).......cuuiiiuiiiieiiee et et 38



1.5. Diéu chinh liéu nap Bedaquiline ¢ nguoi bénh di c6 tién st ding Bdg.. 40

1.6. Mitc @6 khang va tinh khang chéo ctia mot $6 thudc........ocvvveeveeveveeeeean, 40
1.7. Luu y khi chi dinh mot 6 thuSC........o.veeveeeeeeeeeeeeee e 41
1.7.1.  Déi v&i phdc do dai han & NGUOT ION ..o, 41
1.7.2.  D6i v&i phdc d6 dai han & t5é @M. .........oeeeeeeeeeeeeeeeeeeeeeeeeeeereeseeeeseeene. 41
1.7.3. D3I Vi tAt CA CAC PRAC @D, 42
2. Huodng din thuc hanh 14m sang trong qua trinh theo ddi diéu tri................ 44
2.1. Xirtri gian doan va diéu chinh lidu thudc trong thoi gian diéu tri............ 44
2,01, DOi VT PRAC TG BPAL ... 44
2.1.2. DI VO CAC PRAC AO KIAC ..o 44
2.2.  Chuyén doi gitta CAC PRAC AO.....ovvveeeeeeeeeeeeeeeeeee e 45
2.3.  Thoi gian st dung Bdq va tong thoi gian ctia ting PP ... 46
2.4, TUONE tAC TAUGC ..ot ees s 47
2.4.1.  Twong tdc ciia mét s6 thuoc lao hang hai véi 1 s6 thuéc khdc............. 47
2.4.2.  Twong tdc giita thuoc diéu tri lao khdng thudc va thuéc ARV.............. 59
3. DAnh Gid Kt QUA GIEU T oo 60
3.1. Dinh nghia va phan loai két qua dicu tri.........c.oocoeevvveeveeeeeeeeeeeeeens 60
3.2. Thoi diém danh gia Am hoa, tht bai clia ttng phac d0......cevvveevvveeeeanss 62
3210 PRAC @0 BPAL.........oooeeoeeeeeceee st 62
3.2.2.  Phdc d6 ngdn han (PRAC 30 C) w.eueeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeeseesessrens 62
3.2.3. PRAC A0 AQT RAN.......coooeeee s 63
CHUONG III: THONG TIN THUOC SU DUNG TRONG DIEU TRI LAO
KHANG THUOC ..ottt ettt st st 64
1. Théng tin thudc sir dung trong phac d6 diéu tri lao khang thuée ................ 64
2. Tuong tac thudc va dinh dUGNE ......c.veeeeeeeeeeeeeeeeeeee e 112
PHU LUC ..ttt ettt st st ettt 118
TAT LIEU THAM KHAO ...ccooiioiieeeeeeiseee sttt 125



ADR
CTCLQG
PKDT
FQ

HIV
Hr-TB
KSP
LDK
LPA
MAO
NAAT

preXDR-TB

PD
PQPV
RR-TB
XDR-TB
XN

DANH MUC CHU VIET TAT

Phan tmg c6 hai cua thudc

Chuong trinh Chdng lao Qudc gia
Ding ky diéu tri

Fluoroquinolone

Virus gay suy giam mién dich & nguoi
Lao khéng H, nhay R

Khang sinh d

Lao da khang

Line Probe Assay: Ki thuat lai mau do
Thudc tc ché enzyme Monoamine oxydase
Phuong phéap khuéch dai acid nucleic
Lao tién siéu khang thudc

Phéc d6

Phé quan phé viém

Lao khang Rifampicin

Lao siéu khang thudc

Xeét nghiém



DANH MUC HINH VA BANG

Hinh 1. Trinh tu wu tién ciia cic phac do diéu tri lao khang Rifampicin, da khang

................................................................................................................................ 34
Hinh 2. Chi dinh phac d6 tam thoi trong thoi gian cho két qua khang sinh d6 cua
Fluoroquinolone (FQ) va khi c6 két qua nhay FQ ........ccocooeveuvemeeieeeeeeeeenene. 39
Hinh 3. Chi dinh phac d6 tam thoi trong thoi gian cho két qua khang sinh d6 cia
Fluoroquinolone (FQ) va khi c6 két qua Khang FQ ........coovevueuveeeeeieeeeeeeeeeae. 39
Bang 1. Chéng chi dinh ctia Bedaquiline va can trong khi sir dung...................... 25

Bang 2. Lua chon phéac d6 diéu tri lao khang Rifampicin, da khang va cac yéu t6
CAN CAN NMNAC. ... 35

Bang 3. Hudng din str dung liéu nap Bdq ¢ ngudi bénh di c6 tién sir dung Bdq trude

Bang 4. Bién co bat lgi va tuong tac thudc-dinh dudng cua Isoniazid va Rifampicin
(di€u tr1 120 NNAY CAM)...viiiiiiiiieiiee e e eeaaee e 112

Bang 5. Thudc diéu trj lao da khang: Hudng dan st dung va bién cb bét loi...... 113



CAC KHAI NIEM

Phén loai lao khang thudc
Lao khdng don thuéc: vi khuan lao chi khang véi duy nhat mot thude chdng lao
hang mot.
Lao khdng nhiéu thuéc: vi khuan lao khang voi tir hai thude chdng lao hang mot
trd 1én, nhung khong khang véi dong thoi Rifampicin va Isoniazid.
Lao khéng H, nhay R (Hr-TB): vi khuan lao khang véi Isoniazid nhung nhay voi
Rifampicin
Lao da khdng thuéc - LDK (MDR): vi khuan lao khang dong thoi véi it nhat hai
thudc chdng lao 1a Isoniazid va Rifampicin.
Lao khdng Rifampicin — Lao khdng R (RR-TB): vi khuan lao khang voi
Rifampicin, c6 hodc khong khang thém véi cac thude lao khac kém theo (c6 thé 1a
khang don thudc, khang nhiéu thudc, da khang thudc hoic siéu khang thudc). Tuy
nhién ¢ Viét Nam hién nay, cac chung da khang vd1 Rifampicin thi c6 téi trén 90%
c6 kem theo khang Isoniazid, vi vdy khi phat hién khang Rifampicin nguoi bénh
duoc coi nhu da khang thude va thu nhan diéu tri phac d6 da khang.
Lao tién siéu khdng (preXDR-TB): lao da khang thubc hodc khang Rifampicin va
c6 khang thém voi bat ¢t thude nao thudc nhém FQ (bao gom Levofloxacin hodc
Moxifloxacin str dung trong phac db ngin han hodc dai han theo khuyén cdo hién
hanh).
Lao siéu khding thuéc (XDR-TB): Lao da khang, lao khang Rifampicin c¢6 khang
thém vai bat ¢t thude nao thudc nhom FQvait nhat mot thudc khac thudc nhom A
(Bedaquiline, Linezolid).
Lao phéi ton thwong réng (lao phéi ning): Khi c6 mot trong cac ton thuong dudi
day

e Nguoi 16n: C6 hang hai bén hodc ton thuong nhu mé dién rong (> 1/3 dién

tich ciia mot truong phoi)
e Treem:

o Lao hach trung that hodc hach ron phdi c6 chén ép duong din khi
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o To6n thuong lao (dong dac nhu mé hodc md phé nang) chiém toan bod
1 thuy phoi tré 1én
o Té6n thwong nhu mé phoi hai bén (PQPV lao)
o Ton thuong hang
o Ton thuong ké
Lao ngoadi phéi nghiém trong, phirc tap:

e Nguoi lon: lao mang ndo, xuong khop, mang ngoai tim, than, mang bung,
mt mang phdi do lao, lao toan thé- lao tir hai co quan tré 1én Tré em: Tét ca
cac thé lao ngoai phdi déu dugc coi 13 lao ning ngoai trir lao hach ngoai bién
don ddc, lao mang phoi khong phtc tap (khong bién chung tran khi, khong
viém mu mang phdi hodc tran dich mang phdi nhung khong c6 ton thuong

nhu mé phoi kém theo).



MUC TIEU CUA TAI LIEU

Tai liéu nham cung cip thém thong tin lién quan dén huéng dan thyc hanh
lam sang trong trién khai phac do6 di€u tri lao khang thudc, gitip thay thudc c6 thém
thong tin xur tri cac tinh hudng cu thé:

1. Hudng dan thyc hanh khi thyc hién chi dinh cac phac dd bao gém trinh tu vu
tién chi dinh phac do diéu trj va cac yéu tb can can nhic lién quan dén diéu
chinh liéu nap, tinh khang chéo cuia céc thudc va mot sd luu v khi stir dung,
chi dinh phac d6 tam thoi trong thoi gian chd két qua khang sinh do.

2. Hudng dan thuc hanh 1am sang trong qua trinh theo ddi diéu tri bao gdm xur
tri gian doan va diéu chinh liéu thudc trong thoi gian diéu tri, chuyén d6i giira
cac phac do, thoi gian sir dung cac thude va tong thoi gian cla timg phéc do,
cac tuong tac thude thuong gap.

3. DPanh gia két qua diéu tri dua trén dinh nghia chung, c6 xem xét to1 cac tinh
huéng khéac nhau khi ap dung vao timg phac dd diéu tri khac nhau.

4. Cung cap thong tin chi tiét vé cac thude diéu tri lao khang thudc theo hudng
dan cap nhat cua T chtrc Y té Thé gioi.



POI TUQNG SU DUNG

Tai lidu nay dung chi yéu dung cho béc si 1am sang, cac thanh vién thudc Hoi
déng diéu tri lao khang thudc tai don vi diéu trj va Hoi déng diéu tri tuyén Trung
wong, tuyén Mién. Cac thong tin lién quan dén theo ddi diéu tri, cach st dung thube
c6 thé sir dung cho diéu dudng khoa lao/lao khang thudc.



CHUONG I: HUONG DAN CHUNG VE PIEU TRI LAO KHANG THUOC
(Cdc phdc do dudi ddy dwoc trich dan tir trang 46 dén trang 70 tai Quyét dinh
162/0P-BYT ciia BY Y té ngay 19/01/2024 ban hanh Huwéng dan chéin dodn, diéu
tri va du phong bénh Lao)

1. Céc phac dd diéu tri lao khang thudc

1.1. Danh muc cic thudc diéu tri lao khang thudc (*)

Nhém thude Tén thube Tén viét tit

Nhém A: (*) | Levofloxacin HOAC Moxifloxacin Lfx hodc Mfx
Bedaquiline Bdq
Linezolid Lzd

Nhom B: (*) | Clofazimineee Ctz
Cycloserine HOAC Cs
Terizidone Trd

Nhom C: (*) | Ethambutol E
Delamanid DIm
Pyrazinamide Z
Imipenem-cilastatin HOAC Meropenem | Ipm-Cln hoic Mpm
Amikacin (HOAC Streptomycin) Am (S)
Ethionamide HOAC Prothionamide Eto hoac Pto
p-aminosalicylic acid PAS

Pretomanid (**) Pa

Ghi chu:

(*) Phan loai thuéc theo cdc nhém A, B,C dp dung cho phdc do dai han.

(**) Pretomanid: thuéc mdi, khéng xép hang theo nhém, hién chi dp dung doi véi
phdc @6 BPaL(M).

e Imipenem-—cilastatin va meropenem duoc ding cing véi axit clavulanic, chét
nay chi c6 ¢ dang cong thic két hop véi amoxicillin. Amoxicillin—axit
clavulanic khong duoc coi 1a thudc bd sung co hiéu qua dé diéu trj lao va
khong sir dung néu khong c6 imipenem—cilastatin hoic meropenem.

e Mic du Hh khong duoc xép vao cic nhom thudc A—C nhung van dugc
khuyén cdo str dung trong cac trudng hop (i) con nhay isoniazid, (i) khong
khang hoan toan véi isoniazid. Hh duoc cho 1a thanh phan quan trong trong
phac do diéu tri & tré em mac lao da khang.
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So d6 diéu tri Lao da khang

Khang R
|
P Phac d6 tam thoi QaCTN
Khéng CCA_PA ngén Xper XDRILPA2/KSD2() |  CCB véi PB ngin
Nhay Khang FQs [ siéuknang |
| Tiép tuc P ngdn Tiép tuc PP dai Bii didu kidn
"f Khéng dd diéu kién

THAT BAI

(*) Bao gom KSE ddi vdi cac thudc mai LPA12 /K391, 2()
(BDQ, Lzd, Cfz, Pa, Dim)

{**} PB C1a danh cho ngudildn, PO Clb PD cd the (%)

danh cho tré em

{***} Tredng ho'p khang FQs mai co thé s
dung PR E

1.2. Phac dd diéu tri cho ngudi lém

1.2.1. Phdc d6 chudn ngdin han

Phac do BPaLM

Poi twong - Lao da khang.

ap dung - Tudi tir 14 tudi trd 1én.

- Khong c6 tién st dung cac thubc trong phac dd (Bedaquiline,
Linezolid, Pretomanid, thuéc nhom Fluorouinolon) hodc Delamanid
trén 01 thang.

-C6 sir dung cac thudc trong phac d6 (Bedaquiline, Linezolid,
Pretomanid, thuéc nhéom Fluorouinolon) hodc Delamanid trén 01
thang, nhung xét nghiém KSD cho thay van nhay véi cac thudc nay.
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- Céc trudong hop lao phdi va lao ngoai phoi (khéng thudc nhom lao
ngoai phoi can loai trir nhu mo ta dudi day).

Chéng chi
dinh

- C6 tién st di Gmg nghiém trong véi bat ky loai thue ndo trong phac
do.

- Khang FQ hodc DIm hoic bét ky thudc nao trong phac do (Bdg, Pa,
Lzd).

- Men gan ting gap 3 1an trd 1én so voi gidi han cao ctia muc binh
thuong.

- Tim mach: QTcF trén 450 ms va cac nguy co khac gay kéo dai QT
(ngoai trir yéu td tudi va gidi); tién sir bénh tim, c6 tién sir ngét lién
quan téi tim mach, r6i loan nhip tim co6 triéu chimg hoac khong triéu
chtng (ngoai trir réi loan nhip xoang), bénh co tim khong duoc kiém
soat.

- Bénh Iy than kinh ngoai bién muc 3-4.

- Bénh tiéu duong khong duogc kiém soat.

- Tinh trang nguy kich (ngd doc muc 4 tro 18n, hap héi, c6 nguy co tir
vong cao, v.v...), cac tinh trang strc kho¢ khac co thé de doa tinh
mang.

- Str dung Zidovudine, Stavudine hodc Didanosine, sir dung chat trc ché
MAO.

- Lao hé than kinh trung wong, lao xuong khép, lao toan thé.

- Phu nir c6 thai, cho con bu.

- Ra so4t thém céc tiéu chi chéng chi dinh tuyét d6i, twong ddi, can
trong khi Ngudi bénh str dung phac d6 c6 Bedaquiline (bang 5). Than
trong di v&i nguoi bénh nhiém HIV c¢6 s6 luong CD4 dudi 100 té
bao/mm?.

Thanh phan
phac do va
thoi gian
diéu tri

6 BPaLM (26 tuan)

(Bdq, Pa, Lzd, Mfx)

Luu ¥: Liéu dung Bedaquiline: 400 *mg/ngay x 2 tudn, sau d6 cach
nhat 200mg/ngay x 3 ngay/tudn trong cac tuan ké tiép. Cac thudc
Linezolid, Pretomanid, Moxifloxacin st dung da 7 ngay/tuan (bao
gdm ca Chu nhat).

(%) diéu chinh liéu thuéc theo cdn ning

Phic do BPaL

Poi tuong
ap dung

- Khang it nhat véi R va FQ, hoic khong dung nap thudc trong phac dd
diéu tri lao da khéang.
- Tudi tir14 tudi tro 1én.
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- Khong c6 tién st dung cac thudc trong phac dd (Bedaquiline,
Linezolid, Pretomanid) hodc Delamanid trén 01 thang.

-C6 st dung cac thudc trong phac d6 (Bedaquiline, Linezolid,
Pretomanid) hodc Delamanid trén 01 thang, nhung xét nghiém KSD
cho thdy van nhay véi cac thudc nay.

- Céc truong hop lao phoi va lao ngoai phoi (trir lao ngoai phdi nghiém
trong, phuc tap).

Thoi diém

- Néu nguoi bénh chua c6 tién st di€u tri cac thude cé trong phac do

chi dinh BPaL (Bdq, Lzd, Pa) hodc DIm trén 01 thang cé thé chi dinh phac do
BPaL ngay sau khi phat hién khang FQ.
- Néu ngudi bénh c6 tién str dung bat ky loai thude nao trong phéac dd
BPal (Bdq, Lzd, Pa) hodac DIm trén 01 thang, can chd dé chi dinh
phéc d6 sau khi c6 két qua KSP con nhay ddi vdi cac thude nay.
- Ra so4t thém céc tiéu chi chéng chi dinh tuyét d6i, twong ddi, can
trong khi nguoi bénh str dung phac d6 c6 Bedaquiline (Bang 1).
Xét nghiém | KSP dbi voi cac thue Bdq, Lzd, DIm, Pa, Cfz.
trudc khi
thu nhan
Chong chi - Co tién st di ing nghiém trong véi bat ky loai thudc ndo trong phac
dinh do BPaL.

- C6 khang bat ky loai thudc nao trong phac d6 BPaL.

- Men gan tang gip 3 1an tro 1én so voi gii han cao ctia muc binh
thuong.

- QTCcF trén 500 ms, tién st QT kéo dai bam sinh, tién st xodn dinh,
nhip tim cham.

- Bénh Iy than kinh ngoai bién mirc 3-4.

- Bénh tiéu dudng hoic bénh co tim khéng duoc kiém soat.

- Sur dung zidovudine, stavudine hodc didanosine, sit dung chét tc
ché MAO.

- Lao ngoai phdi nghiém trong hodc phirc tap.

- Phu nir ¢6 thai hoac cho con bu.

- Can nang dudi 35 kg hodc chi s6 khdi co thé (BMI) duéi 17.

- Tinh trang nguy kich, c6 nguy co tir vong cao, cac tinh trang sutrc
khoé khac c6 thé de doa tinh mang.

- Ra soat thém cic tiéu chi chong chi dinh tuyét ddi, twong d6i, can
trong khi ngudi bénh sir dung phac d6 c6 Bedaquiline (Bang 1).
Than trong ddi véi nguoi bénh nhiém HIV ¢6 sb luong CD4+ dudi
100 té bao/mm?.
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Thanh phan
phéc do6 va
thoi gian
diéu tri

6-9 BPaL

(bedaquiline, pretomanid, linezolid)

- Thoi gian diéu tri tir 6 - 9 thang (26 - 39 tuan)
Thoi gian diéu tri chuan 1a 06 thang.

- Néu két qua nudi cay van duong tinh trong khoang thoi gian 4-6
thang diéu tri, hodc 1am sang khong cai thién thi bénh nhan c6 thé
duoc diéu tri thém 03 thang (tong cong 13 09 thang). Phac d6 c6 thé
duoc diéu chinh tuy thudc kha ning dung nap va dap ung diéu tri.

- Luu y: Liéu dung Bedaquiline: 400mg/ngdy x 2 tuan, sau d6 cach
nhat 200mg/ngay x 3 ngay/tuin trong cic tuan ké tiép. Cac thudc
Linezolid, Pretomanid st dung dt 7 ngay/tuan (bao gébm ca Chu
nhat)

Phac d6 C

Poi twong ap
dung

- Lao da khang (RR/MDR-TB).

- Khéng khang voi FQ (phac d6 van sir dung dugc khi khang thudce
tiém).

- Chua c6 tién str dung thudc lao hang hai c6 trong phac db
(Bedaquiline, Fluoroquinolones, Prothionamid/Ethionamide,
Linezolid, Clofazimine) hoac dung dudi 01 thang.

- Co sir dung céc thude co trong phac do (néu trén) trén 01 thang
nhung xét nghiém KSP cho thdy van nhay véi cac thude nay.
KHONG ap dung cho lao phoi va lao ngoai phdi thé ning

Xét nghiém
trudc khi
thu nhan

- Xpert XDR hoic LPA hang 2 dé loai trir khang FQ.

- LPA hang 1 d¢ phat hién céac vi tri d6t bién khang H, loai trir khi
d6t bién dong thoi inhA va Kat G.

- KSD kiéu hinh dé loai trir khi khang Z, E hoic k¥ thuat NAAT co
d6 phuc tap cao dé loai trir khang Z (chi dinh XN nay trén nhom
doi tuong nguoi bénh cu thé, wu tién cho nhom nguoi bénh tai phat
hoic thét bai phac d6 lao nhay thudc.

- Luu y: KSP kiéu hinh véi E khong tin ciy, can can nhic va dya
vao tién sir diéu tri khi xem xét két qua). Vi vay chi nén sir dung E
khi khong c6 tién sir sir dung E trudc day va két qua KSD nhay E.

Thoi diém
chi dinh
phac do

Ngay sau khi phat hién khang R trong thoi gian chd két qua LPA hang
2/Xpert XDR. Quyét dinh diéu tri tiép tuc hoic chuyén phac dd can ctr
vao két qua LPA hang 2/Xpert XDR.
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Thanh phin
phac do

- Phac d06 Cla:

4-6Bdq[6]-Lfx-Pto-E-Z-Hh-Cfz / 5§ Lfx-Cfz-Z-E
- Phac d6 C2a: thay thé Pto bang Lzd (4 thang Pto bang 2 thang Lzd)

4-6 Bdq[6]- Lfx- Lzd [2]- E -Z-Hh- Cfz/ 5 L{x/Mfx-Cfz-Z-E
Trwong hop khéng sir dung dweoc phac do CI1, C2: khi khéng dung nap
cdc thuéc H, E, Z trong phdc do CI, C2 hodc khdng mdt trong cdc
thuée nay (khang H khi dét bién dong thoi inhA va Kat G, khdng E,
Z), ¢6 thé sir dung phdc do C3:
- Phéc dd C3:

9-11 Bdq [ 6] Lfx Lzd Cfz (Z)

Phu nif c6 thai sir dung phac dd C2a thay cho Cla. Trong truong hop
c6 du diéu kién va nguén lyc, uu tién st dung phac dd C2ahon 1a Cla.

Chong chi
dinh

- C6 bang chimg khang hodc khong c6 hiéu luc voi mot thude trong
phac d6: khang FQ, khang H khi d6t bién dong thoi inhA va KatG,
khang Z, E (*).

- Phu nit c¢6 thai khong str dung phac d6 Cla (c6 Pto).

- Lao phoi ning hoic lao ngoai phoi nghiém trong, phoi phtc tap.

- Nguoi bénh c6 khoang QTcF > 500 ms trén dién tAm do.

- Nguoi bénh c6 men gan cao gap 3 lan trd 1én so voi gidi han trén
cua muc binh thuong.

- Ngudi bénh bi viém day than kinh thi gidc va than kinh ngoai vi.

- Ra soat thém céc tiéu chi chdng chi dinh tuyét doi, twong d6i, can
trong khi nguoi bénh str dung phac d6 c6 Bedaquiline (Bang 1).

* Luwu y: phac d6 C3 c6 thé st dung khi khang H, Z, E, tuy nhién néu

khang Z thi khong dung Z trong phéc db.

Thoi gian
diéu tri

- Thoti gian dung Bdq 1a 06 thang. Khi c6 chi dinh xem xét kéo dai
can théng qua hoi chan hoi ddng diéu tri lao khang thudc va theo
ddi an toan thude chit ché.

- Thoi gian st dung 07 thudc c6 thé kéo dai toi 06 thang néu xét
nghiém nhudm soi dom truc tiép va nudi céy van duong tinh sau 04
thang diéu tri).

- Néu xét nghiém nhudm soi tryc tiép khong 4m héa ¢ thang thir 6,
lam sang khong cai thién can xem xét viéc chuyén sang phac do
dai han.

- Thoi gian diéu tri cac phac dd Cla,ClbvaC2a phu thudc tinh trang
am hoa dom thong qua XN soi dom truc tiép va nudi cdy (xem bang
duoi).
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Thanh phin va thoi gian sir dung thudc phac @6 Cla (danh cho ngudi 16m)

10 11

Thoi gian diéu tri chuan (khi 4am ho4 dom truc tiép VA nudi cay

sau 4 thang).

Thoi gian bo sung (khi khong 4m hoa dom tryc tiép HOAC nudi
ciy sau 04 thang sau khi tién hanh hoi chan).

Khi 4m hoa dom truc tiép VA nudi
ciy sau 04 thang diéu tri (mau dom
tryc tiép cta thang thir 4 va miu cdy
ctia thang thir 3 déu 4m tinh)

4 Bdq Lfx-Pto-E-Z-Hh-Cfz/
2 Bdq Lfx-Cfz-Z-E/
3 Lfx-Cfz-Z-E

Pom truc tiép HOAC nudi cay sau
04 thang diéu tri van dwong tinh
(mau dom truc tiép cia thang thir 4
hoidc méu cdy cta thang thtr 3 van
duong tinh)

XN tién hodc siéu khang va hoi chan. Né
nguoi bénh c6 dap ung lam sang va X-quar
tot, KSP van nhay véi thude hang hai tror
phac d6 thi tiép tuc kéo dai thoi gian sir dur
thém 02 thang. Phac d6 nhu sau:

6 Bdq Lfx-Pto-E-Z-Hh-Cfz/
5 L{x-Cfz-Z-E

Trudng hop phat hién tién khang hoic siéu
khang hoic dién bién 1am sang, X-quang xau
di thi hoi chan chuyén phac dd ca thé

Luu y: Thong thuong Bdq dung trong 6 théang
tuy nhién c6 thé xem xét kéo dai dén 9 thang,

XN dom truc tiép HOAC nudi cay
van duong tinh sau 6 thang, dién
bién 1am sang x4u di (mau dom truc
tiép cua thang thi 6 hodc mau cay
cua thang thir 5 van duong tinh)

Chuyén phéac d6 cé thé
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Thanh phin va thoi gian sir dung thudc phac d6 C2a (danh cho ngudi 16m)

Thang/thuée | 1 | 2 | 3

Bdq
Hh
Lzd
Lfx
Cfz
Z

E

4| 5|16 | 7|89 10|11

. Thoi gian diéu trj chudn (khi am hoa dom truc tiép VA nudi cdy sau 04 thang)

Thoi gian bd sung (khi khong 4m hoa dom truc tiép HOAC nudi ciy sau 04
thang sau khi tién hanh hoi chan)

Khi 4m hoa dom tryc tiép VA nudi
cdy sau 4 thang diéu tri (miu dom
tryc tiép cua thang thir 4 va mau cay
ctia thang thir 3 déu 4m tinh)

2Bdq-Lfx-Lzd-E-Z-Hh-Cfz/
2Bdq-Lfx-E-Z-Hh-Cfz/
2Bdq-Lfx-E-Z-Cfz/

3 Lfx-Cfz-Z-E

Pom truc tiép HOAC nudi cdy sau
4 thang diéu tri van duong tinh (mau
dom truc tiép ciia thang thir 4 hoic
mau ciy cua thang tht 3 van duong
tinh)

XN tién/siéu khang va hoi chan. Néu nguoi
bénh c6 dap tng 1am sang va XQ tt, KSP van
nhay véi thudc hang hai trong PP thi tiép tuc
kéo dai thoi gian stir dung thém 2 thang (trir Lzd
khong kéo dai). Phac 6 nhu sau:
2Bdq-Lfx-Lzd-E-Z-Hh-Cfz/
4Bdq-Lfx-E-Z-Hh-Cfz/

S5Lfx-Cfz-Z-E

Truong hop phat hién tién khang hodc siéu
khang hoic dién bién 1am sang, X-quang xau di
thi hoi chan chuyén phac do ca thé.

Luu y: Thong thuong Bdq dung trong 6 thang,
tuy nhién c6 thé xem xét kéo dai dén 9 thang.

XN dom truc tiép HOAC nudi ciy
van duong tinh sau 06 thang, dién
bién 14m sang x4u di (mau dom truc
tiép cua thang thir 6 hodc mau ciy
cua thang thir 5 van duong tinh)

Chuyén phac do ca thé.
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1.2.2. Phdc do6 dai han:

Phic do D

Poi twong ap
dung

- Lao da khang.

- Khong khang véi FQ.

- Khong sir dung duoc PP chuin ngan han. (phdc do C, BPaLM,
BPal)

Cac xét nghiém
trudc khi thu
nhan

- Xpert XDR hodc LPA hang 2 dé loai trir khi ¢6 khang FQ.
- KSP d6i véi mot sb thude nhom C hodc thude bd sung néu duoc
Iira chon dé sir dung trong phac d6: Thudc tiém, Z, H liéu cao.

Thanh phin
phac do

(1) KHONG cé chéng chi dinh véi Bdq: sir dung phac do D1:
Bdq Lfx Lzd Cfz + 1 thuéc nhém C

Trudng hop khong sir dung dugc Cfz c6 thé sir dung Cs thay thé
néu khong c6 chdng chi dinh.

Ra soat thém cac chéng chi dinh tuyét ddi, tuong dbi, can trong
khi ngudi bénh sir dung phac db c6 Bedaquiline (Bang 1).

(2) CO CHONG CHI PINH hodc chwa khuyén cdo sir dung
Bdq

Phac d6 D2: Lfx Cfz Lzd Cs +1 thu6c nhém C.

Thoi gian diéu
tri

- Tong thoi gian diéu tri: Tir 18 dén 20 thang (ti thiéu 18 thang,
thong thuong tir 18 dén 20 thang).

+ C6 thé diéu chinh theo dap tng diéu trj ciia ngudi bénh.
- Thoi gian diéu tri can dap tmg diéu kién kéo dai thém tir 15 dén
17 thang (sau khi dd 4m hoa nudi céy.

Phac d6 ca thé

Poi twong ap
dung

- Nguoi bénh khang FQ khong du tiéu chuan thu nhan phac do
BPaL.

- Nguoi bénh khang R, LDK khong d tiéu chuan thu nhan hoic
khong dung nap céc phac d6 C, BPaL (M), phac d6 D.

- Céc trudong hop khoé Iya chon loai phac d6 (phu nit ¢6 thai, lao
mang nao, mat s6 bénh nén, nguoi bénh that bai phac dd da
khang nhung KSP van nhay véi thudc lao hang hai, v.v...).
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Thanh phin
phac do

Déi voi nguoi bénh khang FQ méi (phat hién ngay tir dau trude
khi diéu tri khang thudc, mau dom lay tai thoi diém trude hodc
bat dau dicu tri lao da khang): xem xét chi dinh phéac d6 E.

PP E: Bdq Lzd Cfz Cs +1 thuéc nhém C

Déi v6i cac truong hop khac:

+ Can ctr vao két qua KSD, tién sir dung thudc trude day cia
ngudi bénh, cac thude khong dung nap dé xay dung phac do
phu hop.

+ Xay dung phac db theo nguyén tic chung ap dung véi phéc
dd dai han theo khuyén cdo cap nhat cua WHO.

+ Céc phac dd ca thé can thong qua hoi chan.

+ C6 thé 1am céc xét nghiém bo sung (tiy nguodn luc) dé co thém
thong tin, nhu do néng do thudce trong mau, xac dinh muc do
khang v&i nong do thude cu thé.

Ra soat thém cac tiéu chi chéng chi dinh tuyét doi, tuong doi.

Can trong khi ngudi bénh st dung phac dd c6 Bedaquiline

(Bang 1).

Luu y danh cho
phac db diéu tri
lao mang nio
da khang

Phéc d6 diéu tri lao mang ndo da khang can bao gdm it nhat 03
thudc c6 kha ning ngdm tot vao dich ndo tuy va cac thudc bd
sung theo nguyén tic xay dung phac do dai han can cir vao muc
do va tinh trang bénh.

Lfx Lzd Cs + it nhat 2-3 thudc nhém C.

Cac thudc nhom C wu tién trong diéu tri lao mang ndo (néu
KSD con nhay) theo trinh ty, bao gdbm:

+ Meropenem uu tién s dung trong lao mang nao va & tré em
vi it ¢6 nguy co gay co giat hon so véi Ipm. Ludn st dung
cung voi acid clavulanic.

+ Amikacin hodc Streptomycin néu con nhay (st dung trong
giai doan c6 biéu hién viém mang no).

+ Pyrazinamide (Z) néu con nhay va/hodc Izoniazid liéu cao
(Hh) néu khong khang H do dot bién vi tri KatG.

+ Prothionamid néu c6 thé con nhay (khong khang chéo véi H
do dot bién vi tri inhA, chua c6 tién st dung Pto).

Mic du chua c6 théng tin vé hiéu qua va tinh thim vao mang
ndo cua Bdq, DIm, Cfz. C6 thé bo sung cac thudc nay trong
truong hop ¢ lao phoi két hop voi lao than kinh trung wong.
Thoi gian sir dung Lzd trong diéu tri lao mang ndo khang
thudc c6 thé kéo dai hon so véi diéu tri lao phdi khang thude,
tham chi dén hét liéu trinh néu ngudi bénh dung nap duoc.
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Thoi gian diéu
tri

Tuong tu Phac db D.

XN theo doi

Can lam KSP véi cac thudc Am, S, H, Z va loai trir thudc
khang (luu y v&i H can 1am LPA hang 1 va chi loai khi c6 dot
bién KatG).

1.2.3. Phdc dé khdng H nhay R:

Phac d6 khang H nhay R

Poi twong ap
dung

Khang H: Kiéu khang H (£S)

Thanh phin
phac do

6 R(H)ZELfx

Khong str dung thém S hay thudc tiém nao khéc (c6 thé bo sung

khi lao mang ndo).

Tré em: néu ap dung phac dd nay, can phat hién som ton thuong

than kinh thi bang phan biét mau do-lyc.

B6 sung Hh: Néu chi khang inhA (khong khang KatG) thi can

nhic Hh ¢ lidu t6i da 13 15 mg/kg/ngay.

Trudng hop khong thé st dung dugce Lfx, co thé sir dung phéc

d6 6 R(H)ZE.

e Nghi ngo hoic c6 bang chung khang Lfx;

e Khong dung nap dugc voi FQ;

e Co nguy co hoic co bang ching kéo dai QT;

e Phuy nif ¢ thai hodc cho con bu (khong chong chi dinh tuyét
dbi);

Luu y: néu c6 vién R roi thi khong can dung H.

Xét nghiém
trude khi thu
nhén va trong
qua trinh diéu
tri

Can tién hanh 1am xét nghiém Xpert dé loai trir khang R trudc
khi diéu tri phac d6 khang H.

XN phat hién khang FQ la (XpertXDR) hodc LPA hang 2.
Néu ngudi bénh duge chan doan khang H bang LPA hang 1 ma
khong phai bang KSD, can lam thém xét nghiém KSP thudc
lao hang 1 d¢ loai trir khang nhiéu thudc.

Lam nhac lai xét nghiém Xpert néu khong 4m hoa (nhudm soi
tryc tiép) sau 02 dén 03 thang hodc that bai phac d6 khang H.

Thoi gian diéu
tri

06 thang. Tuy nhién, can luu :

Nguoi bénh c6 ton thuong rong hodc am héa cham cé thé kéo dai
thoi gian diéu tri, tim soat t6t khang R, FQ va c6 thé khang Z.
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- Ngudi bénh c6 HIV (+): khong can kéo dai phac d6 (diéu trj ARV
trong vong 08 tuan sau khi ding thudc lao).

- Lao ngoai phoi: thoi gian diéu tri diéu chinh tiy thudc timg thé
bénh.

1.3. Phac dd diéu tri cho tré em

1.3.1. Phdc d6 chudn ngdin han:

Phac d6 C1b, C2b

Poi twong ap
dung

- Khang R, Lao da khang (LDK).

- Khong khéang vai FQ.

- Chua c6 tién st dung thude lao hang hai co trong phac d6 hodc dung
dudi 01 thang.

- Khong thudc phan loai lao phdi, lao ngoai phdi ning.

- Tré duoc chan doan 1am sang (khong ¢ bang chimg vi khuan hoic
két qua khang sinh d6 nhung cé kha ning cao mac LDK, khang R
dua trén 1am sang, tién sir tiép xtc v6i ngudi bénh LK, khang R).

Xét nghiém
trudc khi thu
nhén va tiéu
chuan loai trir

Tuong tu d6i voi phac d6 Cla & nguoi 16n, tuy nhién ddi véi tré em,
loai trir H khoi phac dd néu phat hién khang H do d6t bién dong thoi
inhA va KatG trén mau XN cua tré hodc clia nguoi tiép xuc.

Thanh phin
phéc db va thoi
gian diéu tri

Phic d6 C1b :4-6Bdq[6]-Lfx-Pto-E [2]-Z-Hh-Cfz / 5 Lfx-Cfz-Z
Tuong tu phac d6 Cla, tuy nhién chi dung E trong thdi gian 02 thang
dau.

Phac @6 C2b: Thay thé Pto bang Lzd (4 thang Pto bang 2 thang Lzd)
4-6Bdq[6]-Lfx-Lzd|2]-E[2]-Z-Hh-Cfz / 5§ Lfx-Cfz-Z

Thanh phin va thoi gian sir dung thudc phac dd C1b danh cho tré em

10| 11

Thoi gian diéu tri chuan (khi Am hoa dom truc tiép VA nudi cay sau 04 thang)

Thoi gian bo sung (khi khong 4m hoa dom truc tiép HOAC nudi ciy sau 04
thang sau khi hoi chan)
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Khi 4m hoa dom truc tiép VA nudi ciy
sau 04 thang diéu tri (mAu dom tryc tiép
ctia thang thir 4 va mau cdy cua thang thir
3 déu am tinh).

Tré dwoce chan doan dya vao 1am sang,
khong c6 bing chirng vi khuin hoc hoic
khéong thé 1dy dom XN nhung cé dién
bién 1am sang tdt, ting cin sau 04 thing
diéu tri

2Bdq-Lfx-Pto-E-Z-Hh-C{z/
2Bdq-Lfx-Pto-Z-Hh-Cfz/
2Bdq-Lfx-Z-Cfz/

3 Lfx-Cfz-Z

Pom tryc tiép HOAC nudi cy sau 04
thang diéu tri vin duong tinh (miu dom
truc tiép cua thang thir 4 hodc miu cay
ctia thang thtr 3 van duong tinh)

Xét nghiém tién khang hoic siéu khang
va hoi chan. Néu nguodi bénh cod dép
g tot, KSP van nhay véi thudc hang
hai trong phac do thi tiép tuc kéo dai
thot gian stir dung thém 02 thang. Phac
d6 nhu sau:
2Bdq-Lfx-Pto-E-Z-Hh-Cfz/
4Bdq-Lfx-Pto-Z-Hh-Cfz/

5 Lix-Cfz-Z

Truong hop phat hién tién/siéu khang
hodc dién bién xau thi hoi chan chuyén
PD c4 the.

XN dom tryc tiép HOAC nudi cay van
duong tinh sau 06 thang, dién bién lam
sang x4u di (mAu dom truc tiép cua thang
thtr 6 hodc mau ciy cua thang tha 5 van
duong tinh).

Chuyén phac do ca thé

Thanh phin va thoi gian sir dung thudc phac @6 C2b danh cho tré em

Al‘ﬂ'l A
2]
+—Hat

cay sap 4

o PO

ML%I(H noa ¢
sauﬁinang d
cua tpang thu
3 dég am tinh) S

fz/

Tré duwgce chan do4n da vao 1am Sz‘mg,
khong cé bang chimg vi khuin hoc
hoic khong thé ldy dom XN nhung c6

2Bdq-L{x-Z-Ctz/
3 Lfx-Cfz-Z
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dién bién 1am sang tot, ting cin sau 4
thang diéu tri

Pom truc tiép HOAC nudi cdy sau 4
thang diéu tri van duong tinh (mau dom
tryc tiép cta thang thir 4 hoic miu ciy
cta thang thtr 3 van duong tinh)

XN tién/siéu khang va hoi chan. Né
nguoi bénh c6 dap ung tot, KSP v
nhay véi thubc hang hai trong PP tl
tiép tuc kéo dai thoi gian sir dung théy
2 thang. Phac d6 nhu sau:
2Bdq-Lfx-Lzd-E-Z-Hh-Cfz/
4Bdq-Lfx-Z-Hh-Cfz/

5 Lfx-Cfz-Z

Truong hop phat hién tién/siéu khan
hoic dién bién xau thi hoi chan chuyé
PD c4 the

XN dom tryc tiép HOAC nudi cdy van
duong tinh sau 6 thang, dién bién lam
sang x4u di (mau dom tryc tiép cua thang
thir 6 hodc mau cay cua thang thir 5 van
duong tinh)

Chuyén phac do ca thé

1.3.2. Phac d0 dai han:

Phac @6 dai ngay

Poi twong ap dung

Tré khong du tiéu chuan thu nhan vao phac do chuan ngin
han (C1b) bao gom:
- Khong c6 bang chimg loai trir khang FQ (trén bénh pham
cua tré) do:
o Két qua trén bénh pham cua tré khong xac dinh (sau
khi da lam lai XN), hodc
o Nguoi tiép xtic voi tré co két qua khang FQ nhung
khéng c6 bang chimg nhay FQ & tré.
- Lao phoi va lao ngoai phoi thé nang.
- Phat hién khang H do dot bién dong thoi inhA va KatG
trén mau XN cua tré hodc ctia ngudi tiép xtc.
- Tién str ding thudc lao hang hai trong phac d6 ngan han
trén 01 thang.
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Phac d0 dai ngay

Thanh phin phac do - Nguyén tic xay dung phac d6 dai han & tré em tuong tu
d6i voi nguoi 16n.
- Mot s6 luu ¥

e Can c6 it nhat 04 thudc o hiéu luc trong phac do, co
thé str dung 05 thudc néu mic lao thé ning.

e Khéong nén st dung thudc tiém Amikacin,
streptomycin cho tré, thoi gian sir dung Bdq va Lzd,
luu y trong sir dung PAS, Pto, DIm (xem tai Chuong
IT), Viét Nam han ché dung E va khong nén dung qua
02 thang, dac biét 1a tré dudi 06 tudi).

Thoi gian diéu tri Tuy thudc vao mirc do nghiém trong, thé bénh va kiéu
khang thudc:

- Tré mac lao thé nhe c6 thé diéu tri trong thoi gian dudi
18 thang.

- Tré mic lao thé ning c6 thé kéo dai thoi gian diéu tri can
clr vao dap ung diéu tri, vi tri t6n thuong (xwong, hé
théng than kinh trung uong), cac thudc khang va cac
thudc c6 hiéu luc trong phac dd. Lao xuwong khép (bao
gbm cot séng) thuong can kéo dai it nhat 18 thang.

Mot s6 phac do dai han goi y ¢ tré em tiy theo tinh trang khang FQ va mirc dd
bénh

Tinh trang khing FQ Phdc do* Thuéc bé sung
Nhay FQ Bdg-Lfx—Lzd—Cfz-(Cs) Cs, DIm, PAS, Pto>“(E, Z)*
Khéang FQ Bdq-Lzd-Cfz—Cs— (DIm)¢ | DIm ¢, PAS, Pto®“(E, Z)*
Khang FQ va khang Bdq | Lzd-Cs-DIm® —E- Z¢ Mpm/Clav, Eto”, Cfz néu
(x) Clofazimine nhay, PAS¢

a. Thuoc trong ngodc o cot nay

a. La thudc thir 5 dwoc sir dung néu ton thwong néng.

b. Chi sir dung Pto néu khéng khang H hodc khong nghi ngo khing H do dot bién
inhA (xét nghiém cia tré hodc ngueoi tiép xic).

c. PAS va Pto chi ¢é hiéu qua trong trieong hop phéc do khong sir dung Bedaquiline,
Linezolid, Clofazimine hoac Delamanid, va chi nén sw dung khi khong co lua chon
khdc dé xdy dung phéc do.
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d. Ethambutol va Pyrazinamide chi nén sir dung néu c6 bang chirng con nhay cdm va
phac do khong thé xay dung day du bang cac thuoc co hiéu lyc.

e. Trong truong hop sir dung dong thoi Delamanid va Cycloserine, can theo doi chdt
ché bién co bdt loi lién quan dén than kinh, tam than.

1.3.3. Phdc dé diéu tri Lao mang ndo da khdng thuéc 6 tré em:

C6 thé ap dung phac d6 dai han diéu trj lao mang ndo ¢ ngudi 16n dé ap dung cho
tré em.

Luu y tinh chat ngdm qua hang rao mau nao va nong do trong dich nao tiy cua mdt
s0 thuoc.

Thuéc Kha néing ngim vao dich ndo tiiy

Lfx, Mfx, Lzd, Cs, Pto, Mpm, Z | Tt

H khi da khang, PAS, Am Ngam kém, trir khi dang c6 phan ng viém mang
nao

E Kém

Bdq, DIm, Cfz Chua c6 du bang ching

Bang 1. Chong chi dinh ciia Bedaquiline va cin trong khi sir dung

Chong chi dinh tuyét doi:

Nguy co bién chimg tim mach cao: Bénh nhan c¢6 khoang QTcF trén 500ms, cd
tién sir xoan dinh hodc loan nhip tam that hodc co bénh Iy mach vanh nang.

Qua man véi Bedaquiline hodc vai cac thanh phan cta thuoc.

Bénh 1y gan nghiém trong (men gan cao kém bilirubin toan phan cao gap 2 lan
ngudng giéi han trén, hodc men gan cao gap 5 1an ngudng gidi han trén, hoic
men gan van cao lién tuc trong thoi gian trén 2 tuan sau khi di c6 cac giai phap
ho tro).

Roi loan dién giai nang (tr mic do 3 trd 1én) hodc kéo dai. Luu y: khong khai tri
khi dién giai bat thuong, néu bat thuong can xtr 1y vé mirc binh thuong roi méi
bit dau diéu tri.

Chéng chi dinh twong doi: can nhic cin trong gitra nguy co, loi ich trude khi dua vao
diéu trj va tang cudng theo ddi giam sat bién cb bat loi

Phu nir ¢6 thai hoac cho con bu.

Cin trong khi st dung: ting cuong theo doi giam sat bién cb bat loi dbi voi cc truong
hop sau:
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Bénh nhan trén 65 tudi.
Bénh nhan dudi 06 tudi.

Bénh gan hoic ton thuong gan tuy chua & mirc nghiém trong, nhung c6 men gan
cao gip 2 1an ngudng gidi han trén.

Suy thén, creatinine huyét thanh trén 2 1an ngudng gidi han trén.

Nhiém HIV (luu ¥ khi st dung cac thudc ARV, tranh st dung thudc cam tng
hodc trc ché CYP3A4 nhu Efavirenz, cac thude tc ché Protease).

Bénh nhan sir dung cac thude gay kéo dai QT: cac thubc FQ (Lfx murc d6 nhe
hon Mfx), Clofazimine, cdc Macrolide (Erythromycin, Clarithromycin,
Azithromycin), chat ddi khang thy thé Serotonin 5-HT3 (ondansetron, mot so
thudc chdng non), khang sinh chong nam nhom Azole (Ketonazole, Itraconzaole,
Fluconazole), mot s6 ARV, mot s6 thudc chéng sot rét (Quinine Sulfate,
Chloroquine), thudc diéu tri loan than (Chlorpromazine, Haloperidol,
Thioridazine). Chi tiét vé cac thudc gdy kéo dai khoang QT tham khao tai
https://www.crediblemeds.org/drugsearch.

Bénh nhan c¢6 chi s6 dién giai ngoai gi61 han binh thuong.

Bénh nhan c6 chi s6 xét nghiém amylase va lipase mau ngoai gi61 han binh
thuong.

Bénh nhan c¢6 tién st bénh 1y co van.

Phu nir ¢6 thai hoac cho con bu.

2. Theo dbi dicu tri lao khang thudc

2.1. Cdc kj thudt co ban trong theo doi diéu tri phéc do BPaL(M)
Noi dung Truwée diéu| 2 | Hang thang dén khi két
tri tuan thuc diéu tri
Danh gia lam sang
Céc tri¢u chung 1am sang va can X X X
nang/BMI
Tam ly X X
Bénh than kinh ngoai bién X X
Thi lyc va thi luc mau, soi day X X
mat (a)
Xouane ohai X Khi c6 chi dinh va khi
quang p két thic didu tri
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Nji dung Truéc diéu 2 | Hang thing qé’n khi két
tri tuan thuic dieu tri
ECG X X X
Xét nghigm vi khudn hoc (b)
Soi dom X X
Nubi cay X X
Khang sinh dd X Néu nudi cdy duong tinh
Cac xét nghiém theo doi khac
Cong thirc mau toan phan X X X
Chtrc nang gan (AST, ALT) X X X
Pién giai d6 X X
Puong huyét / HbAlc X X
Amylase/ Lipase (c) Khi c6 chi dinh
Acid lactic (d) Khi c6 chi dinh
Churc nang than (Urea, creatinine) X X
Thir thai X Khi ¢o6 chi dinh
Xét nghiém HIV / HBV / HCV X Khi ¢6 chi dinh
Albumin X Khi c¢o6 chi dinh
2.2. Cdc ky thudt co bdn theo doi phic do C
Thang
Ngi dung 0 213/ 4 (5] 6 [ 7| 8 |9l
Danh gia lam sang
Khdm lam sang va cin | X | X | X | X| X | X | X X X X
nang/BMI
Panh gia tam ly X XXX X |X| X | X X X
Than kinh ngoai bién XX | X[X] X
Do thi luc, thi luc mau, So1 [ X | X | X | X| X | X | X X X X
day mit (a)
X-quang phoi X | X X X X
ECG (#) X X[ XX X X X
Xét nghiém vi khudn hoc
Soi dom (b) X X[ XIX[XX|X|XX| X X XX
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Noi dung 0(1[2(3| 4 |[5] 6 | 7 9 (11)
Nudi ciy X|X[X|X| X |X| X | X X
Khang sinh do (c) X X
Cac xét nghiém theo doi khac
Cong thac mau toan|X | X X X X
phan(##)
Creatinin, ure mau X XXX X [ X]| X X
Pién giai do: K, Na, Ca X|X|[X|X| X |X| X X
Puong huyét / HbAlc X| X |X|X| X X X
Amylase/ Lipase (d) Khi ¢6 chi dinh
Acid lactic (e) Khi c6 chi dinh
AST, ALT, GGT, Bilirubin | X | X [ X |X| X | X | X X
(toan phan/truc tiép) (#)
TSH X X X X
Acid uric X X X X
Thir thai X Khi c¢o6 chi dinh
Xét nghiém HIV/HBV/ | X Khi ¢6 chi dinh
HCV
Albumin X Khi c¢6 chi dinh
Pong mau co ban Khi ¢6 chi dinh
Ghi chu:

(a) Thuc hién khdam mat ¢é do thi luc, thi livc mau va soi day mdt tai bat cir thoi

diém nao khi co dau hiéu nghi ngo

(b) Trong thang thir 4, thang thir 6 va thang thir 9, ldy 02 mdu dom budi sing dé

XN va quyét dinh thoi gian diéu tri

(¢c) Néu nudi cdy van dwong tinh tir thang thir 4 tré di hodc dwong tinh tré lai sau

am héa, can ddnh gia tong thé (Iam sang, Xquang, tudn thiy) va XN chan dodn
tién/siéu khang. Cdc ky thudt xét nghiém KSP cé thé chi dinh tiy thudc doi tirong
bénh nhén theo so do chan dodn lao khdng thudc

(d) Xem xét chi dinh tai thoi diém trudc khi diéu tri va tié}? tuc nhdc lai trong qua

trinh diéu tri néu co dau hiéu cua viéem tuy.

(e) Chi dinh khi ngwoi bénh sir dung Lzd hodc thudc khdng virus (ART) dé theo doi

va xw tri nhiém toan lactic
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(#) Diéu chinh tan sudt XN ddi véi tré em (tham khdo muc 2.4)
(##): Doi véi cong thire mdau

o Néu sir dung Lzd thi tan sudt theo déi trong 2 thang dau twong ti véi phéc do
BPaL(M).

o XN trude diéu tri: Néu NB c¢é van dé vé xét nghiém madu can dwgce héi chan
tim nguyén nhan, néu di diéu kién diéu tri thuoc lao can theo déi sat hon
trong qud trinh diéu tri, khdc véi NB ¢6 xét nghiém ban dau binh thurong.

o Gidm tiéu cdu thwong xudt hién sau 2 tudn diéu tri Lzd, tuy nhién c6 thé sém
hon ¢ NB sir dung phéi hop thudc khdc ciing c6 nguy co giam té bao mdu,
hodc ¢ nguoi ¢é nguy co thiéu mdu (nguoi cao tuéi...). Vi vay nén kiém tra
sém sau diéu tri tir 7-10 ngay

e Diéu chinh tan sudt doi véi tré em (tham khédo muc 2.4)
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2.3.  Cdc kj thudt co ban theo doi diéu tri lao khdng thuéc phéc do dai han (phdc dé D, cd thé)

Noi dung Truwéce Thang
didutri|1 [2 [3 (4[5 |6 |7 (8|9 |10 [11 [12 [13 |14 [15 |16 [17 [18 [19 |20 |21+
Danh gia lam
sang
Kham lam sang X X |[X | X |[X[X |X [X [|[X |[X[X [|X [X |x |x |x [|[x |x |x [|x |Xx

va can nang/BMI

Péanh giatamly |x X [X |[X |[X|X [X |X |[X |X|[X |X |X [xX |X |X |X [|[X |[X |[x |X
Than kinh ngoai | x X [X |X |[X|X X X X X X
bién (a)

bo thi luc, thi luc | x X |X [X [X[X |X |[X |X X X X X

mau, soi ddy mat

Xquang X X X X X

ECG (#) X X |X [X |[X[X |X |[X [X|X|X [X |X [X |X |X |X |x |X |X |Xx

Xét nghiém vi khudn hoc

Soi dom X X |X |X |[X|X |[X |X |[X|X|X |X |X |x [X |x |x |xXx |x |xXx |X
Nubi cay X X |X |[X |X|X |[X X |X|[xX|X [X |X [x |x |x [xX |x |x |x |[X
Khang sinh d (b) | x X (néu cdy dom con dwong tinh tir T4)

Cdac XN theo doi

khac

Cong thirc mau X X | X [X [X[|X |X |[X |X X X X X
(##)

Creatinin/ure X X |X |[X |X|X |[X |[X |X X X X X
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Noi dung Trudc Thang

didutri|1 [2 [3 (4[5 |6 |7 8|9 |10 [11 [12 [13 [14 [15 |16 [17 [18 [19 |20 |21+
Dién giai 46 (K, |x X [X |[X [X|X [X |X |X X X X X
Na, Mg, Ca)
Amylase/ Lipase khi ¢6 chi dinh
(c)
Acid lactic (d) khi c6 chi dinh
AST/ALT/GGT X X [X |[X [X|X [X |X |X X X X X
Bilirubin toan
phan/truc tiép (#)
TSH (e) X X X X
Thir thai khi c6 chi dinh
HIV /HBV / HCV khi ¢6 chi dinh
Puong huyét / X X |X |[X |X|X |[X |[X |X X X X X
HbAlc
Albumin khi ¢6 chi dinh
Acid uric X X X X X X
Do thinh luc (néu | x X |X |[X |X|X |[X |[X |X
dung thudc tiém)

Ghi chu: cac xét nghiém theo doi dwoc thuc hién theo doi dén hét liéu trinh theo chi dinh ciia bdc st lam sang.
(a) Can déanh gid lam sang hang thang dé phat hién bénh 1y than kinh ngoai bién néu nguwoi bénh c¢é sir dung Lzd
(b) Sit dung cdc xét nghiém khdang sinh dé phat hién khang thudc lao hang I va 2 (bao gom xét nghiém SHPT hodc KSP kiéu hinh theo

so do chan doan)
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(c) Khi nguoi bénh su dung Bdg, xem xét chi dinh tai thoi diém trude khi dieu tri va tiéb tuc nhdc lai trong qua trinh diéu tri néu cé dau
hiéu cua viém tuy.

(d) Chi dinh khi nguwoi bénh sir dung Lzd hodc thudc khang virus (ART) dé theo déi va xir tri nhiém toan lactic
(e) Can theo doi TSH thwong xuyén (3-6 thang/lan) ¢ bénh nhdn dimg PAS hodc Eto/Pto.

(#) Piéu chinh tan sudt XN doi véi tré em (tham khdo muc 2.4)

(##) D6i voi cong thire mdu:

o Néu sir dung Lzd thi tan sudt theo doi trong 2 thang dau twong tw véi phdc dé BPaL(M).

o XN trude diéu tri: Néu NB cé van dé vé xét nghiém mau can dwoc hoi chan tim nguyén nhdn, néu dv diéu kién diéu tri thuéc lao
can theo doi sat hon trong qud trinh diéu tri, khdc véi NB c6 xét nghiém ban dau binh thirong.

o Giam tiéu cau thuwong xudt hién sau 2 tuan diéu tri Lzd, tuy nhién cé thé sém hon & NB sir dung phéi hop thudc khéc ciing cé
nguy co giam té bao mdu, hodc ¢ ngudi ¢é nguy co' thiéu mau (ngueoi cao tudi...). Vi vdy nén kiém tra sém sau diéu tri tie 7-10
ngayDiéu chinh tan sudt doi voi tré em (tham khdo muc 2.4)
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2.4. Diéu chinh tan sudt xét nghiém theo déi lao khdng thuoc déi véi tré em

Xét nghiém

Tan suat

ECG

Bit dau diéu tri, sau 2 tuan va 1 thang, sau d6 dinh ky hang
thang

C6 thé bat dau diéu tri, sau 1 thang, 2 thang va 6 thang va bat
ctr khi ndo c6 dau hiéu bét thuong.

Cong thuc mau

Trude diéu tri, dinh ky 02 tuan trong 02 thang dau tién, tiép d6

toan phan lam hang théng.
- Khi giam dang ké Hb, tiéu cau hodc bach cau trung tinh (thay
doi tu 1 cap do trd 1€n) can lam hang tuan.
ALT, AST, - Trudc khi diéu tri, l3p lai hang thang trong 06 thang dau.
billirubin - Sau d6 02 thang mot 1dn va bét ctr khi nao c6 dau hiéu bt

thuong.
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CHUONG II: HUONG DAN THUC HANH LAM SANG PIEU TRI LAO KHANG
THUOC

1. Hwéng din thwe hanh khi thue hién chi dinh cic phac do
1.1. Trinh tw wu tién chi dinh phac db diéu tri

Phéc do vu tién hang dau 1a BPaLM dé diéu tri lao khang Rifampicin, da khang; tiép
d6 1a phac d6 C va lwa chon cudi cung 1a phac d6 dai han (D1, D2, cé thé) tuy thudc tinh
trang ctia ngudi bénh trong viéc dap Gmg cac tiéu chuan lua chon cua phac do va tinh trang
cung ung cua CTCLQG.

Péi v6i lao tién siéu khang, phac dd wu tién 1a BPaL. Trudng hop khong st dung duoc
BPal méi chuyén phac db ca thé dai han.

Hinh 1. Trinh ty wu tién ciia cic phac do diéu tri lao khang Rifampicin, da khing

BPalLM » » PP dai (D1 D2, ca thé)

Khang
~ R =

BPaL » PP dai (ca thé)

1.2. Lua chon phac do diéu tri lao khang rifampicin, da khang va cac yéu to can
can nhac
Chi dinh phéc d6 diéu tri can clt vao phan loai khang thudc, tién str di€u tri cua
nguoi bénh va ctia nguoi tiép xuc, tudi, muc do va vi tri ton thuong (Bang 2).
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Bang 2. Lua chon phac dd diéu tri lao khang Rifampicin, da khang va cac yéu to can
cAn nhic

Cac yéu to bo
sung can xem
xét

Ch < Co, trir lao than kinh
BPaLM/BPaL Khé y t laoké va  |kho
aLM/BPa (BPaLM)|(BPaL) ong [Co rung wong, ato ¢ va ong
lao xuong khop
Co, trir lao mang nao,
lao ké&, lao xuong khép
1 \ it
PbC Co Khong Khong |Khong Ve,l a0 r‘nang HBOALHL e
cac truong hop lao
ngoai phoi nghiém
trong, phtrc tap khac
PD dai han [Co6*® Co? Co Co Co Co
Kha niang dung nap thudc

Tién st di€u tri, cac thuoc da st dung va kha nang con hi¢u luc

Lua chon ctia nguoi bénh va gia dinh

Kha nang tiép can va chi phi cua phac do

*Néu khong dung BPaL/BPaLM va PP C

(*) Nguoi bénh lao phdi c6 ton thuong rong cod thé diéu tri phac d6 BPaLM/BPaL, tuy
nhién can theo ddi chat ché dép tmg 1am sang va vi khuan hoc.

Luuy:

e D041 voi phac do C, néu du diéu kién va nguodn luc, vu tién st dung phac do C2a hon la

Cla.

e Lfx duogc lya chon sir dung trong phac dd C tai Viét Nam. Tuy nhién trong mot )
truong hop, dic biét khi ngudn thude Lfx han ché thi c6 thé dung Mfx thay thé nhung
can ting cudng giam sat bién cd bat loi (Lfx va Mfx c6 hiéu qua tuong tu trong diéu tri
lao khang thudc nhung Mfx c6 nguy co gay kéo dai QT cao hon)

e Phuy nit c6 thai sir dung phac dd C2a (c6 Lzd) thay cho Cla
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e Néu khang Z thi khong dung Z trong phac d6 C3.

e Trudng hop khong dung nap thudc Z hodc E (va chi 1 thude duy nhat), 6 thé bo 1 trong
2 thudc nay trong giai doan duy tri va tiép tuc phac do C, khéng can chuyén sang phéc
dd dai han. Néu khong dung nap 1 trong cac thudc hang hai nhu Bdq, Lfx, Mfx, Lzd,
Pto/Eto, Cfz, nguoi bénh bi danh gia 1a that bai va phai chuyén phéac do.

1.3.  So sanh phic @0 BPaLM va BPaL: Thanh phén, chi dinh, chong chi dinh, thoi
gian diéu tri

Tiéu chi so sinh Phac d6 BPaL Phic d6 BPaLM
. BPaL.: 6-9 BPaLL BPalLLM: 6 BPaLLM (Bedaquiline,
T}l\“‘mh phan phic (Bedaquiline, Pretomanid, | Pretomanid, Linezolid,
do Linezolid) Moxifloxacin)
K,l:ac Khang R va FQ, khong Lao khang Rifampicin/da khang.
biét dung nap FQ

- Tudi tir 14 tudi trd 1én.

- Khong c6 tién st dung cac thudce trong phac db (Bedaquiline,

Chi Pretomanid, Linezolid) hoac Delamanid trén 01 thang.
dinh Twong | - C¢ st dung cac thudc trong PP (Bedaquiline, Pretomanid,
tu Linezolid) hodc Delamanid trén 01 thang, nhung xét nghiém KSD

cho thdy van nhay véi cac thudc nay (khong chi dinh phac d6
ngay ma can cho khi co két qua KSP con nhay d6i voi cac thube
nay).

- Khang FQ hoac Bdq, Pa, Lzd
hoac Dlm

- Khang Bdg, Pa, Lzd hoac | Tim mach: QTcF trén 450 ms va

Dlm. , A T dx:
cac nguy co khac gay kéo dai QT
- Can nang< 35 kg hoac (ngoai trir yéu t6 tudi va gidi); tién
Ch(”')ng Kh BMI< 17 (*). st bénh tim, ¢6 tién st ngét lién
ac A s reogs & .
chi . - QTCF trén 500 ms, tién sa | quan toi tim mach, r61 loan nhip
dinh 1€ QT kéo dai bam sinh, xodn | tim c6 triéu chimg hodc khong triéu
dinh, nhip tim cham. chimg (ngoai trir rbi loan nhip
.2 o xoang), bénh co tim khong duoc
- Lao ngoai phoi nghiém 2 2 o g aue
kiém soat.

trong hoac phuec tap. ‘
- Lao hé than kinh trung wong, lao
xuong khép, lao toan the.
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Tiéu chi so sanh

Phic do BPaL Phic do BPaLM

Twong
tur

- Co tién str di mg nghiém trong thudc trong phac do.

- Men gan tang gap 3 1an tr 1én so voi gidi han cao clia mirc binh
thuong.

- Bénh 1y than kinh ngoai bién murc 3-4.

- Bénh tiéu duong khong duoc kiém soét.

- Tinh trang nguy kich (ngd doc mirc 4 tré 1én, hap héi, c6 nguy
co tlr vong cao, v.v...), cac tinh trang stc kho¢ khac co thé de doa
tinh mang.

- Str dung Zidovudine, Stavudine hodc Didanosine, st dung chét
tic ché MAO.

- Phu nir ¢6 thai, cho con bu.

- Céc truong hop chdng chi dinh str dung Bedaquiline (tham khao
bang 17.3).

Thoi gian diéu tri

Tu 6 - 9 thang (26 - 39

udn)** 6 thang (26 tuan)

Str dung 07 ngay/tuan (bao gdm ca Chil nhat) tuong tu giita
BPaLLM va BPaL

Luu y: Liéu dung Bedaquiline: 400mg/ngay x 2 tuan, sau d6
200mg/ngay x 3 ngay/tuan (thtr 2, 4, 6) trong cac tuan ké tiép.
Céac thube Linezolid, Pretomanid, Moxifloxacin str dung du 7
ngay/tuan (bao gdbm ca Chu nhat)

(*) Phac d6 BPaLM duoc tién hanh trong thir nghiém TB-PRACTECAL khong loai trir
truong hop BMI<17, trong khi d6 phac d¢6 BPaL tién hanh qua thtr nghiém ZeNix-TB lai
loai trir ngudi c6 BMI<17. Mic du khuyén cdo cho rang BMI thap khong phai 1a chéng chi
dinh tuyét d6i va chi can theo ddi chit ché khi sir dung BPaLM/BPaL. Tuy nhién, hién
WHO chua c6 du bang chtng vé viéc sir dung phac d6 BPaLM/BPaL & ngudi bénh ¢
BMI <17 nén Viét Nam chi dinh phac db khac thay thé trong trudng hop nay.
(**) Thoi gian diéu tri chuan 13 06 thang. Néu két qua nudi cdy van duong tinh trong
khoang thoi gian 4-6 thang diéu tri, hodc 1am sang khong cai thién thi bénh nhan co thé
duoc diéu tri thém 03 thang (tong cong 1a 09 thang). Phac d6 co thé dugc diéu chinh tuy
thudc kha ning dung nap va dap ung diéu tri.
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1.4.

Chi dinh phic dd tam thoi trong thoi gian cho két qua khang sinh d6 cia
Fluoroquinolone (FQ)

e Ddi véi nguoi bénh du tiéu chuan thu nhan phac 6 BPaLM, uu tién chi dinh phac dd
nay trong thoi gian cho két qua KSP cua FQ va chuyén tiép dung BPaL néu phat hién
khang FQ/Mfx.

e Ddi voi nguoi bénh khong str dung dugc phac dd BPaLM, BPaL; du tiéu chuén chi dinh
phac d6 C nhung dang trong thoi gian chd két qua khang sinh d6 cua FQ:

O

Chi dinh tam thoi bang phac dd C2 (c6 Lzd) hon 1 C1 (c6 Pto), Iy do vi Lzd c6 hiéu

qua hon nhiéu so v&i Pto va ¢ thé bao vé va ngin ngira khang FQ.

Néu chéng chi dinh v6i Lzd thi dung tam thoi bang phac db ca thé dai han.

Sau khi c6 két qua khang sinh do nhay FQs, lya chon phac dd chinh thire tuy thuoc

vao tinh trang khang H.

= Néu khang H do d6t bién KatG don thuan (khong kém dot bién inhA): phac d6
C2 (c6 Lzd). Néu khong dung duoc Lzd, ngudi bénh khong c6 thai thi dung phac
dd C1 (co Pto).

= Néu phat hién dot bién inhA don thuan (khong kém dot bién KatG): phac d6 C2
(c6 Lzd). Néu khong dung duoc Lzd thi co thé dung phac d6 phac d6 ca thé dai
han.

= Néu phat hién dot bién dong thoi ¢ inhA va KatG: phac d6 C3. Néu khong ding
duoc Lzd thi ¢6 thé dung phac db ca thé dai han.

= Néu khong c6 két qua khang H ¢ thoi diém bat dau diéu tri, uu tién dung phac do
c6 C2 (C6 Lzd). Néu khong dung duoc phac dd C2 thi chi dinh phac do ca thé
dai han, d6ng thoi theo ddi chit ché dap umg 1am sang, lam lai xét nghiém xac
dinh tinh khang H dé diéu chinh phu hop sau d6, néu két qua khang H do dot bién
KatG don thuan, c6 thé dung phac dd C1 (Cé Pto).
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ac o Khing st dyng duge PP BPaL/BPaLM . Khéng sir dung dwgec PP C 2
Bpffatpi‘iM > Phic do C* gy PhicdoD1/D2

Phic a4 C1/C2 ED cathe dat
han

pzT 2%bap
Sunp Suouy
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KSP véi FQ

A 4

Phic 46 D1/D2

vy
Phac d"‘i Khong sir dung dwrgc PP BPaL/BPaLM _ Ll_l’ﬂ Ch(_)Il PD theo tinh
BPaL/BPaLM " trang khang H
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Phac db C2 3 Phac db C2

al &B al
ig 3E ig
Qe oF Qg
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v v
PD ca thé dai PD ca thé dai

PD ca thé dai
]lij]l**

han

han

Phac db C1

Hinh 2. Chi dinh phac @6 tam thoi trong thoi gian cho két qua khang sinh do ciia
Fluoroquinolone (FQ) va khi cé két qua nhay FQ

Phac dé Khéng sir dung dwgc PD BPaL/BPaLM B Khéng sit dung dwgc PD C )
BPaL/BPaLM > Phac do C* gy Phac do D1/D2

PD ca thé dai
han

pzy 26ap
Sunp Sugy

Chi két qua
KSP véi FQ

Phac db C1/C2

A4
N Khéng sit dung dwgc PD BPaL
Phac ddo BPaL >

PP ca thé dai han

Két qua KSD
khang FQ

Hinh 3. Chi dinh phac d6 tam thoi trong thoi gian cho két qua khang sinh do cia
Fluoroquinolone (FQ) va khi cé két qua khang FQ

* Uu tién C2 (c6 Lzd) hon 1a C1 (c6 Pto), Iy do vi Lzd c¢6 hiéu qua hon nhiéu so véi Pto

va c6 thé bao vé va ngan ngira khang FQ
** Lam lai xét nghiém xac dinh tinh khang H dé diéu chinh phu hop sau d6, néu két qua
khang H do dot bién KatG don thuan, ¢ thé dung phac d6 C1 (C6 Pto).
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1.5.

Piéu chinh liéu nap Bedaquiline & ngwoi bénh di cé tién sir ding Bdq

Bdq 13 thudc c6 thoi gian ban thai dai (5,5 thang), vi vay khi da ding st dung thi
ngudi bénh van phoi nhidm véi thude. Bdq duge dung véi liéu nap hang ngay (400%*
mg/ngay) trong 2 tuan dau, sau d6 chuyén lidu cach nhat (200 mg/ngay) dén hét liéu trinh.
Déi véi ngudi bénh di ¢ tién sir dung Bdq trude déy, viée chi dinh Bdq ¢ phac d6 1an sau
can can nhéc t6i kha ning thudc van con ton tai trong co thé cua 1an diéu tri trudc dé dam

béo tinh an toan, dic biét 13 bién cd bt loi lién quan dén QT kéo dai.

Hién nay WHO chuwra c6 hudng dan vé diéu chinh liéu nap Bdq cho 1an diéu tri sau d6i véi
ngudi bénh di co tién sir dung Bdq trude day; Viét Nam cin ¢t vao quy trinh 4p dung trong
nghién ctru thir nghiém 1am sang phac 6 BPaL dé dua ra huéng dan tam thoi (Bang 3)

Bing 3.Hwéng din sir dung liéu nap Bdq & ngudi bénh da cé tién sir ding Bdq
truwdc day

Thoi diém gian doan

Tong thoi gian gian

Li€u nap can thiet

(Tai tuin thir may) doan (trong bao lau) ?Ioz‘m Bo sung | Khéng | Tai nap
thanh (A) | (B) nap (C)| (D)
1 -2 (Pang nap) <2 tuan X
Pang nap trong tuan 1 | >?2 tuan dén <6 thang | X
Pang nap trong tuan 2 | > 2 tuan dén <6 thang X
>3 <2 tudn X
>3 > 2 tuan dén <6 thang X
Bat ctr thoi diém nao > 6 thang X

(A): Tiép tuc hoan thanh liéu nap, sau d6 chuyén cach nhat

(B): Thém 1 tudn 400* mg/ngay. Sau d6 sau d6 chuyén cach nhat

(C): Khong can lidu nap ma chuyén liéu cach nhat

(D): Nap lai 2 tuan 400* mg/ngay sau d6 chuyén cach nhat

(*)Lueu ¥ diéu chinh liéu thubc theo cén ning ¢ nguoi I6n va tré em (Tham khdo phu luc)

1.6. Mirc d6 khang va tinh khang chéo ciia mot s6 thudce

Cac thudc da c6 bang ching khang, khang chéo hoic khong con hiéu lyc s& khong
duoc sir dung trong phac d6.

e Isoniazid va Ethionamid/ Prothionamid: Khang H ¢ muc d6 thap xay ra khi chi c6 dot
bién & gen inhA nén luc nay Isoniazid liéu cao (Hh) duogc coi 1a ¢6 hiéu qua dé diéu tri,
tuy nhién dot bién inhA kém theo khang chéo v6i Eto/Pto. Khang H murc d6 cao khi c¢6
dot bién & gen katG va hi¢u qua cua Hh van chua rd rang. Tuy nhién, Hh van dugc chi
dinh trong phac d6 9 thang néu khang H do dot bién & mot trong hai vi tri (ma khong
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phai dong thoi ca 2). Truong hop dot bién ca 2 vi tri inhA va KatG thi ca Pto va Hh déu
khong ¢ hiéu luc nén khong chi dinh phac d6 9 thang.

e DOt bién & gen atp-E co thé gay khang bedaquiline ¢ mic d6 cao. Tién st dung
Clofazimine c6 thé goi ¥ tinh trang khang chéo véi Bedaquiline. Bedaquiline khang
chéo v6i Clofazimine néu c6 dot bién gen Rv0678 (1am bom thubc hoat dong qua murc)
va dot bién gen pepQ. Tuy nhién khang Bdq c6 thé xay ra tu nhién khi khong c6 tién st
dung Bedaquiline hoac Clofazimine.

e Fluoroquinolones: C6 khang chéo ¢ nhiéu murc d6 khac nhau giita cac thude trong nhém
qua céc phén tich trong phong xét nghiém. Tuy nhién, chua c6 két luan 16 rang vé moi
lién quan giita bang chimg trong phong XN va bang chimg 1am sang

o Fluoroquinolones thé hé sau (Levofloxacin, Gatifloxacin, Moxifloxacin) ¢6 thé vin
con hiéu luc khi khang thudc hé thap (Ofloxacin).
o Néu Levofloxacin c6 bang chtng khang, khong khuyén céo stir dung Moxifloxacin,
Gatifloxacin vi khong dam bao dugc nhiing thudc nay con nhay cam.
o Khang chéo hoan toan giira cic thudc FQ thé hé 4 (gitta Moxifloxacin va
Gatifloxacin).

Tién str dung Delamanid trudc day co thé goi ¥ tinh trang khang chéo vi Pretomanid

Prothionamide va Ethionamide khang chéo 100%
Tat ca Rifamycins (Rifampicin va Rifabutin) ¢ ty 1¢ khang chéo cao

Aminoglycosides va Polypeptides: Am va Km c6 ty 1¢ khang chéo rat cao; Am, Km,
Cm c6 thé khang chéo; S c6 ty 1¢ khang chéo thip véi Am, Km, Cm. Cycloserine va
PAS khong c6 bang ching khang chéo voi cac thude chdng lao khac.

1.7. Luu ¥ khi chi dinh mdt sé thudc (tham khdo thém chwong III. Théng tin cdc thudc

diéu tri lao khdng thudc):

1.7.1. Péi véi phic dé dai han ¢ ngwoi lén (phéic dé D va phdc do cd thé):

e Thudc nhom C duge lya chon theo trinh tu vu tién trong bang phan loai, tuy nhién:

o Phu nif c6 thai khong dung Pto va thudc tiém Am/S.

o St dung Am/S khi thuc su can thiét: khong c6 chéng chi dinh va KSD con nhay, c6
du diéu kién theo ddi thinh luc; khong str dung thude nhom C néu phat hién khang
(chi dung H liéu cao khi khong c6 dot bién vi tri KatG, khong dung Pto néu khang
H c6 d6t bién inhA).

1.7.2. Doi véi phdc dé dai han ¢ tré em:

e Phac dd can bao gém it nhat 04 thudc c6 hiéu lyc. Hau hét cac thude co thé dung hét
liéu trinh, tuy nhién, mot sé thude cé thé chi sir dung trong thoi gian ngan (Bdq trong
06 thang, Lzd c6 thé ngan hon vi kha ning c6 bién cb bét loi). Tré c6 ton thuong rong
hodc phtic tap c6 thé str dung 05 thudc trong giai doan dau va thoi gian sir dung tuy
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thudc vao muc do ton thuong, dap ung vai di€u tri, so lugng va hi€u luc ctua thudc trong
phac do, kha nang gap bién co bat loi.

e Uu tién sir dung thuéc nhom A va B dé xay dung phac dd cung voi Delamanid va cac
thudc khac thudc nhom C theo bang phan loai.

e Linezolid 1a thudc thudc nhom A c6 thé gy bién ¢ bat 1oi huyét hoc kha phd bién tuy
thude vao lidu luong va thoi gian str dung. Viéc stir dung kéo dai subt liéu trinh c6 thé
cai thién két qua diéu tri, tuy nhién cé thé gap bién cd bat loi va chi st dung dugc trong
vai thang dau.

e Delamanid 12 thudc nén sir dung néu tré c6 nghi ngd hodc khang FQ hodc ¢ ton thuong
nang can st dung 05 thude.

e Néu khong thé xay dung phac d6 véi cac thudc nhém A, B ¢6 thé bd sung E va/hoic Z
(néu két qua KSD cua tré hodc ngudi tiép xtic con nhay thudc). Tuy nhién, KSP ciia E
khong tin cdy nén chi sir dung néu kha ning hiéu luc con cao. Vi vay chi nén sir dung
E khi khong c6 tién st str dung E trudc ddy va két qua KSP nhay E. O Viét Nam, han
ché dung E va khong nén dung qua 02 thang, dic biét 1a tré dudi 6 tudi. PAS ciing 1a
thudc nhém C c6 thé str dung cho tré em néu khong c6 lua chon tét hon.

e Pto chi nén sir dung khi khong c6 bang chimg khang H do dot bién inhA hoic khi khong
thé str dung cac thude c6 hiéu luc tt hon (Bedaquiline, Linezolid, Clofazimine).

e O tré c6 khang FQ hodc c6 it lya chon xay dung phac d6, c6 thé kéo dai thoi gian st
dung Bdq trén 06 thang va/hodc phdi hgp Bdq va DIm. Can theo ddi chit ché bién cb
kéo dai QT khi str dung phdi hop hai thudc nay.

e Thudc tiém (Amikacin, Streptomycin) khong nén str dung & tré vi khé dung nap va nguy
co gy diéc vinh vién, ¢ thé gdy anh huong dén phat trién ngdn ngir va kha ning hoc
tap va phat trién sau ndy cua tré.

1.7.3. Déi véi tit ca cdc phdc do

e Clofazimine: Khong chdng chi dinh trén phu nit ¢ thai va cho con ba, tuy nhién khong
khuyén céo sir dung do hién chwa c6 du bang chimg. Viée str dung & ngudi cho con bu
c6 thé anh hudng sic td da cua tré. Can dugc can nhic nguy co, loi ich trudc khi sir
dung va theo doi, bdo cao bién cd bat loi.

e Linezolid: Can két hop Pyridoxine (vitamin B6) v&i lidu it nhat 50 mg hang ngay dé
phong tranh suy tuy. Tuy nhién, luu y néu st dung Pyridoxine lidu trén 100 mg/ngay
c6 thé gay bénh 1y than kinh ngoai bién.

o Amikacin hodc Streptomycin: st dung tai cic co so y té. Chi sir dung cho ngudi bénh
tir 18 tudi trd 1én khi con nhay cam va c6 du diéu kién theo ddi thinh luc
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Cycloserine: Poi véi nguwoi bénh bi dong kinh:

Khéng dung Cycloserine cho nhitng ngudi bénh van con dong kinh va chua duoc kiém
soat triét dé bang thudc. Tuy nhién, trong trudng hop ma Cycloserine 1a mot thudc thiét
yéu ctia phac do diéu tri thi loai thudc nay van c6 thé duge ké va thude chéng bénh dong
kinh phai duoc diéu chinh theo yéu cau dé kiém soat. Rui ro va loi ich cta viéc dung
Cycloserine phai dugc ban bac v6i ngudi bénh va cing v6i ngudi bénh dua ra quyét
dinh li¢u c6 dung Cycloserine hay khong.
Diéu chinh liéu thudc theo can ning (dbi véi moi phac dd bao g(‘A)m ca phéc d6 BPaL,
BPaLM, chi tiét tai phu luc “Liéu ding theo cAn niing ciia céc thude chong lao hang 2 &
ngudi 16m va tré em -Theo TCYTTG — nam 2022). Luu ¥ liéu ciia mot s6 thude:
o Bedaquiline (vién nén 100 mg, 10mg/ml):
= Can ning >30 kg: 4 vién/ngay x 2 tudn. Sau d6 2 vién/ngdy x 3
ngay/tuan (thtr 2,4,6) trong cac tuan tiép
= Can nang tor 16kg - <30 kg: 2 Vlen/ngay x 2 tuan. Sau d6 1 vién/ngay x
3 ngay/tuan (tht 2,4 6) trong cac tuan tiép
= Cénnang <16 kg: Liéu dung tinh theo ml (hoa tan vién), tham khéo chi
tiét tai phu luc
o Linezolid (vién nén 600 mg, 60mg/ml):
* (Can ndng >46 kg: 1vién
= Cén nang dudi 46 kg: Liéu dung tinh theo ml (hoa tan vién):
o Tur 36-<46 kg:0.75 vién (7,5 ml)
o Tu 16 kg -<36 kg: 0.5vién (5 ml)
o Dudi 16 kg: tham khao chi tiét tai phu luc
o Moxifloxacin (vién nén 400 mg):
* (Canndng >24 kg: 1 vién
= Cén nang dudi 24 kg: Liéu dung tinh theo ml (hoa tan vién)
o Tu 16-<24 kg:0.75 vién (7,5 ml)
o Can nang tr 10-<16 kg: 0.5 vién (5 ml)
o Can ndng <10 kg: tham khao chi tiét tai phu luc
= Luu ¥ dung liéu chuén (t6i da 400 mg), khong dung liéu cao. Liéu cao
(>400 mg-800 mg) chi ap dung ddi voi truong hop dic biét va dung nap
duoc (khong c6 nguy co nhidm doc) nhu ndng d6 thude thap do tuong
tac dugc dong hoc, kém hap thu, khang Fluoroquinolones ¢ muc do
thap.
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2. Huéng din thyce hanh 14m sang trong qua trinh theo déi diéu tri
2.1. Xir tri gian doan va diéu chinh liéu thudc trong thoi gian diéu tri

2.1.1. Péi véi phéc do BPaL

Bedaquiline va Pretomanid

» Khong duoc phép diéu chinh liéu luong ddi v6i Bdq va Pa, khong cho phép dimng don
doc cac thube Bdq, Pa khi co bién ¢ bt loi. Néu mot trong hai thude 1a Bedaquiline
hodc Pretomanid can ngimg hoan toan thi ca phac d6 BPaLM/BPaL ciing phai ngimg
hoan toan.

» Cho phép tam thoi dimg ca phac do khi c6 bién cb bat loi lién quan dén thudc. Thoi
gian tam nging t6i da 14 ngay lién tuc hoic 04 tuan khong lién tuc, sau d6 st dung lai
ca phac db.

Linezolid

» Tranh diéu chinh liéu Lzd trong thoi gian 09 tuan dau diéu tri lién tuc (liéu thong
thuong 1a 600mg/ngay c6 diéu chinh theo cin ning), néu Lzd budc phai ngimg hoan
toan trong thoi gian 09 tuan dau thi ngimg phac dd va chuyén phac d6 khac. Cho phép
diéu chinh liéu Lzd sau 9 tuan (giam xudng 300 mg hodc tam ngimg sir dung).

» Cho phép dimg hoan toan Lzd trong thoi gian 02 thang cudi (khong qua 02 thang) va
chi dung 02 thubc con lai (Bdq, Pa) néu ngudi bénh khong thé dung nap Lzd.

» Viéc gian doan Lzd (hodc thudc khac) trong BPaLM/BPaL c6 nguy co giy khuyéch
dai khang cac thude con lai. Dic biét nguy co cao hon ddi voi BPaL vi néu ngung mot
thudc, phac db chi con lai hai thudc.

» Than trong khi kéo dai thoi gian diéu tri ciia BPaL t6i 09 thang dbi voi nguoi bénh bi
gian doan Lzd nhiéu. Trudng hop nay xem xét chuyén sang phac dd ca thé dai han
thay vi kéo dai BPaL..

2.1.2. Péi véi cdc phdc dé khdc

Bedaquiline

e Gian doan trong giai doan liéu nap: b6 15 1 liéu Bdq khong can bu.
e Gian doan trong giai doan liéu duy tri:

o L& 1 lidu Bdq nhung trong khoang 48 gid: Bu cang som cang tot va diéu chinh
lich dé udng liéu tiép theo sau 48 giod, sau d6 tiép tuc quay lai lich cii (VD: Dung
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Bedaquiline

lich thtr 2,4,6. Néu NB bo 15 liéu Thi 4 thi bu vao Thi 3, uéng tiép vao Thtr 7, sau
do quay lai lich cti 2,4,6).

o Gian doan > 2 tuan (nhung <8 tuan), ding lai liéu nap trong 7 ngay trudc khi
chuyén liéu duy tri.

o Gian doan < 2 tuan lién tuc: khong can nap lai.

o Gian doan > 8 tuan lién tiép: B¢ tri, danh gia lai vi khong du tiéu chuan tiép tuc
diéu trj PD 9 thang

Linezolid

e N¢éu gian doan mot s6 licu Lzd:
o B0 sung vao cuoi thang thir 2 néu dung nap dugc doi voi phac do C

o Néu khong thé dung nap Lzd nhung di loai trir kha nang khang FQ hoic danh
gia nguy co khang FQ va cac thudc khac rat thap thi khong nhat thiét phai bu
licu

2.2. Chuyén ddi giira cac phac do

Mic du phac do wu tién hang dau 1a BPaL(M) dé diéu tri lao khang Rifampicin, lao
da khang; tuy nhi€n, ngudi bénh co6 thé duoc bat dau diéu tri bé‘mg phac dd C hoic phac dd
dai han trong diéu kién nguén cung ung khong 6n dinh hodc gian doan, hodc phac dd tam
thoi trong thoi gian chd doi két qua khang sinh d6. Lic ndy, cac phac do co thé duoc
chuyén d6i nhu sau.

e PDang diéu tri phac d6 BPaLM c6 thé chuyén sang phac dd C néu dap tmg duoc tiéu
chuan thu nhan.

e PDang diéu tri PP C trong thoi gian chd KSD, sau d6 két qua khang FQ thi c6 thé xem
xét str dung phac d6 BPaL néu du diéu kién.

e Pang diéu tri PP C va ban dau di c6 két qua nhay cam véi cac thudc nhom A va B,
nhung trong qua trinh diéu trji xuat hién khang thudc thi khong chi dinh phac d6 BPaL
vi d3 c6 nguy co khuéch dai khang thuc mic phai trong qua trinh diéu tri.

e Ngudi bénh bo tri phac dd C ¢6 thé duogc diéu tri lai béng phac dd C néu KSP cho théy
con nhay cam Bdq, FQ, Cfz, Pto hodc Lzd. Tuy nhién, trong thoi gian chd KSD nén
duoc chi dinh tam thoi bang PP ca thé dai han.
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e Pang diéu trj phac d dai han (phac d6 D) trong thoi gian khong qua 01 thang nhung
duoc danh gia lai 13 du tiéu chuan thu nhan vao phac db ngan han (phac d6 C) thi c6 thé
chuyén sang phac dd C. Tuy nhién, can dugc theo doi 1am sang chit ché.

2.3. Thoi gian sir dung Bdq va tong thoi gian cia tirng PP
Phac do | Thoi gian dung Bdq | Luu )’7’ th(‘)’i’gian dung | Tong thoi gian
mot so thuoc khac
Dai han | 00 thang 24 tuan), | 1.4 6 thé dung i 06 | -18 dén 20 thang
(nguoi nlét;(? tru:c‘.)rngAhqa thang hodc hon néu “Thém tir 15 dén 17
6n) tcjg n fg n(i?llf):;nqi a ngu:(‘yi bénh van dung thang sau khi da &m hoa
hoi chin va .. |map tot. nuoi cay
01 chan va theo do1 .
an toan thudc chat -Thude t1ém, (Am, §)
ch& dung tur 706 fién 07 thang
va co thé diéu chinh theo
dap tng diéu tri cua
nguoi bénh.
-Céc thudce khac dung ca
ligu trinh tir 18 dén 20
thang.
Dai han | Tré dudi 05 tudi, thoi | -Lzd: Trong trudong hop | Tuy thudc vao mic do
(tré em) | gian khuyén cdo 13 06 | c6 it lwa chon (lao mang | nghiém trong, thé bénh va
thang. Viéc kéo dai | ndo LKT, khang R, lao | kiéu khang thudc. Tré co
trén 06 thang chi nén | tién siéu khang FQ | ton thuong it co thé diéu
can nhac trong truong | nhung con nhay Lzd c6 | tri trong thoi gian dudi 18
hop khoéng con luwa | thé kéo dai thoi gian st | thang. Tré c6 ton thuong
chon nao khac (khang | dung Lzd t&i 06 dén 09 | rong, phuc tap co thé kéo
FQ, khong dung nap | thang néu kiém soat|dai thoi gian diéu tri
Lzd, v.v...) va can hoi | duoc bién cb bat 1oi). (xuong, hé thdng than
cheiln,.Athe(z c}éi .chét -Dlm: 06 thang. kinh trung wong)
ché bién co bat loi.
-E: khong nén dung qua
02 thang, dac bi¢t la tré
dusi 6 tudi
BPaLM 26 tuan -Lzd: Dung hét liéu trinh | 26 tuan

néu c6 thé dung nap.
Cho phép dung hoan

46




Phac do | Thoi gian dung Bdq | Luu y’ thoi 'gian dung | Tong thoi gian
mot so thuoc khac

toan trong 02 thang cudi
néu khong thé dung nap.
Pa: Dung hét liéu trinh
(26 tuan)

BPaL 26 tuan-39 wan (69 | | ;4. Tyong tu phac dd | 26 tudn-39 tuin

thang) BPaLM (6-9 thang)
Pa: Dung hét liéu trinh
(26-39 tuan)

C 24 tuan. CO thé xem | . 07 thane déi voi tré | 9-11 thang
xét kéo dai dén 9
cm
thang.

Luu $: Thoi gian sir dung Bdq trong phac dd khong tinh thoi gian sir dung Bdq trude day
(d6i voi nguoi bénh co tién st dung Bdq). Thong tin vé tién st dung Bdq chi danh cho viéc
diéu chinh liéu nap cho lan diéu tri hién tai. Thoi gian st dung Bdq trong phéac d6 hién tai

tinh tir ngdy bat dau phac do.

2.4. Twong tic thudc

2.4.1. Twong tic ciia mot sé thuoc lao hang hai véi 1 sé thudc khdc
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Mirc d0 | Mire do
Tén thudc Loai thudc twong tic va co ché tuwong bang Khuyén c4o
tac chirng
Nghiém Thay thé EFV bang Nevirapine
Efavi EFV . . .
* Efaviren ( ) trong Yeéu (NVP) hodc thuoc trc ché integrase
khac khi dung d6ng thoi véi Bdq
Chit cim img | * Rifamycins
CYP3A4 R?famp“fm’
manh/trung 1 apen.tlne,
1 A ez Rifabutin
binh lam giam .
ndng 49 Bdq | * Phenytoin
trong mau e (Carbamazepine
Bedaquiline e Phenobarmital
e St. John’s wort
(cAy Ban Au, diéu
tri tram cam)
h;(t J h/( i i
Chat ue che Tranh dimg phdi hop 2 thubc qué 14
CYP3A4 . N A £
) o ngay, trir khi lg1 ich cua viéc phoi
manh/trung e Atazanavir Nghiém J N £ £
e s Yéu hop vuot troi1 nguy co. Néu phoi hop,
binh lam ting (ATV) trong N . e A
N R can theo doi sat tac dung phu lién
nong do Bdq £
, quan dén Bdq
trong mau
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Mirc d0 | Mire do
Tén thudc Loai thudc twong tic va co ché tuwong bang Khuyén c4o
tac chirng
Thay thé ritonavir bang mot thudc trc
) ) ché integrase khac, vi du nhu
e Ritonavir (r) e ) . .
Nghiém X Dolutegravir (DTG) hodc Raltegravir
Yéu F A
trong (RAL). Néu Ritonavir can str dung,

can theo ddi ECG mdi 2 tuan trong 8
tuan dau diéu tri.

e Cic thudc udng
chdng nam ho
azole:
Itraconazole,
Posaconazole,
Fluconazole,
Voriconazole

e Khéng sinh ho
Macrolides (trir

Luu y: Azithromycin gay kéo dai

azithromycin): khoang QT nén ciing khong khuyén
Clarithromycin, céo dung phdi hop Bdq.
Erythromycin
Céc thude e Elvitegravir Nén tranh st dung dong thoi cac
dugc chuyén e Cobicistat thudc nay trong hon 14 ngay lién
héa bai e Emtricitabine tiép, co thé dan t4i viéc tang phoi

CYP3A4 c6 e Tenofovir
thé lam tang

alafenamide

nhiém voi Bdq, do d6 1am ting nguy
co gip cac phan mg bét loi.
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Tén thube

Loai thudc twong tic va co ché

Mirc do
tuong
tac

Mirc do
bang
chirng

Khuyén cao

tiép xuc voi
Bdq

Céc thudc gay kéo dai khoiang QT

(*):

e Clofazimine

e Khang sinh nhom quinolone
(Moxifloxacin, Levofloxacin)

e Delamanid

e Khang sinh hgo Macrolides
(erythromycin, clarithromycin,
azithromycin)

e Cac thudc udng chong nam ho
azole

e Chat ddi khang thu thé Serotonin 5-

HT3 (ondansetron)

e Mot s6 thubc chong non

e Mot so thudc diu tri ARV

e Mot s6 thude chong st rét: quinine
sulfat, chloroquine

e Thudc diéu tri loan than:
chlorpromazine, haloperidol,
thioridazine.

Nhe

- Tranh phbi hop cing Bdq do c6 thé
1am trAm trong thém kéo dai
khoang QT.

- Néu can phéi hop dé dam bao hiéu
luc phéac @6 diéu tri thi cn theo ddi
chit ché dién tam do.
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Tén thube

Loai thudc twong tic va co ché

Mirc do
tuong
tac

Mirc do
bang
chirng

Khuyén cao

Linezolid

Tang ndng do serotonin c6 thé dan toi

hoi chung serotonin:

e Thudc e ché tai hap thu Serotonin
(SSRIs): fluoxetine va paroxetine

e Céc thudc chong tram cam
Tricyclic: Amitriptyline va
nortriptyline

e Chét chi van thua thé Serotonin 5-
HT1

e Céc chat rc ché Monoamine
oxidase (IMAO): phenelzine va
1socarboxazid

e Cac chat gay hoi ching serotonin
khac: Meperidine va Bupropion
hodc Buspirone va Quetiapine

e C6 thé 1am ting cac phan tng trén
than kinh trung wong nghiém trong
nhu hoi chimg serotonin (thay doi
vé tinh than: 1an 10n, van dé vé tri
nhd..., co gidt, ra md hoéi nhiéu, run
ray, tiéu chay)

Phai ludn c¢b ging tranh sir dung
nhimg thudc c6 tuong tac thudc —
thudc hodc c6 doc tinh chéng chéo
v6i Linezolid.

Tuy nhién van c6 nhing tinh huéng
khong con su lya chon nao khac, va
loi ich c6 kha niing dem lai van lén
hon nguy co khi st dung Linezolid.
Vi dy, mot nguoi bénh c6 tam ly
nhay cdm v&i nguy co tu tr cao va
phai dung Linezolid trong phac d6
(khi khong con lua chon thude chéng
lao nao khac) van co thé can ding 1
thudc gay anh hudng t6i ndng do
serotonin.

Céc thudc kich thich hé giao cam,
thudc kich thich dopaminergic: Nguy
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Mirc d0 | Mire do
Tén thudc Loai thudc twong tic va co ché tuwong bang Khuyén c4o
tac chirng
co tang huyét ap khi str dung ciing
Lzd.
Insulin hodc cac thude dai thao dudng
duong ubng: co thé gy tut duong
huyét qua mure khi st dung cung Lzd.
Mot sb thude
ARV: Xem xét thudc thay thé EFV Khuyén
Tang n.guy co | > Efaviren (_EFV) cao theo doi trén lgm sang bao géi]li
kéo dai > Atazanavir (ATV), danh gid ECG khi dung 2 thudc déng
khoang QT Ritoravir (r): keo thr, diic biét 13 ngudi cao tudi va
(hi¢p dong di} QFE Vi tang . | Nghiém p nguoi bénh ¢ nguy co xoan dinh
tac dung phu) bién co bat loi trén trong Yeu (Kéo dai QT truéc d6, ha K méu) la
(*) Mfx co tm m,E‘ICh (locan nhitng ddi twong nguy co d& bi anh
Fluoroquinolones | nguy co gay nhip tim, xoan huong.
(Levofloxacin va | kéo dai dinh)
Moxifloxacin) khoang QT » Lopinavir (LPV)
cao hon Lfx e Bedaquiline
e Delamanid
e Cic thudc (¥) 6 trén
Efaviren (EFV),
. .| Ritoravir (r): cdm Ung
Moxifloxacin men UGTIAL
(chuyén hoa Mfx) dan
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Mirc d0 | Mire do

Tén thudc Loai thudc twong tic va co ché tuwong bang Khuyén c4o
tac chirng

t6i 1am giam nong do
Mfx

Tang nguy co kéo dai khoang QT

(hiép dong tac dung phuy):

e Mot s6 thuéc ARV: Efaviren
(EFV), Atazanavir (ATV),
Ritoravir (r), Lopinavir (LPV) Nghiem | o Theo ddi sat ECG khi dung thudc

e Bedaquiline trong phdi hop
e Delamanid

Clofazimin

e Thudc khang sinh nhom
Quinolones

e Cac thudc (*) o trén

e Rwogu va phenytoin: Cycloserin
lam tang tac dung ctia rugu va
phenytoin.

e Isoniazid va ethionamid/ Tranh dung phdi hop hodc luu y theo
prothionamid: Cycloserin khi st ddi chit ché khi dung phdi hop.
dung cung s€ lam tang tac dung
khong mong mudn dbi vi hé than
kinh trung uong,

Cycloserine
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Mirc d0 | Mire do
Tén thudc Loai thudc twong tic va co ché tuwong bang Khuyén c4o
tac chirng
e Pyridoxin: Cycloserin c6 tinh d6i
khéng v&i Pyridoxin va lam tang
thai trir Pyridoxin & than; nhu cau
vé Pyridoxin c6 thé ting & ngudi
bénh dung Cycloserin
Tang nguy co kéo dai khoang QT
(hi¢p dong tac dung phu): Xem xét thudc thay thé EFV.
* Mot 50 thuoc ARV: Khoéng dung Delamanid khi nguoi
» Efaviren (EFV), bénh dang dung 1 thudc gy kéo dai
> Atazanavir (ATV) khoang QT khac. Néu viéc phdi hop
> Ritonavir (r): trc ché manh thudc khong thé tranh khoi, can theo
, CYP3A4 lam ting néng do chat | Nghiém | _ . ddi sat ECG (cu thé, it nhat 2
Delamanid 2 ., ) Yéu N N , N e .
chuyén hod ctua delamanid DM- | trong lan/tuén trong thang dau tién va néu

6705 1én 25-30%, tir d6 gia tang
nguy co kéo dai khoang QT
e Bedaquiline
e Thudc khang sinh nhom
Quinolones

e Cic thudc (*) o trén

khoang QTc nam trong pham vi binh
thuong thi ¢6 thé giam sb 1an theo
ddi xudng con hang thang sau do, toi
thiéu 1 1an/thang) trong sudt qua
trinh diéu tri vi Delamanid.
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Mirc d0 | Mire do
Tén thudc Loai thudc twong tic va co ché tuwong bang Khuyén c4o
tac chirng
PAS va chit chuyén hoa ctia n6 duogc
bai tiét chu yéu ¢ than a tuong tac véi
mdt s thude thai trur qua than:
e Emtricitabine (FTC) hoac
Lamivudine (3TC): C6 kha nang
canh tranh thai trur tai cac kénh
protein van chuyén qua mang 6ng | Tuong
than dan dén ting ndng d6 trong tac it co | Rat yéu
mau cta 1 trong 2 thude khi ding | kha ning

P-aminosalicylic
acid (PAS)

dong thoi.

e Dolutegravir (DTG): trc ché OCT2
(kénh van chuyén hap thu tai than),
do d6 c6 thé 1am ting nong do Para-
aminosalicylic acid trong mau khi
dung dong thoi

Tang tdc dung phu trén h¢ ti€u hoa va
doc v6i gan khi st dung dong thoi véi
ethionamid, isoniazid.

Acid aminosalicylic lam tdng hoat tinh
chéng dong va c6 kha nang gy giam
prothrombin huyét, can hiéu chinh liéu
thudc chdng dong duong udng
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Tén thube

Loai thudc twong tic va co ché

Mirc do
tuong
tac

Mirc do
bang
chirng

Khuyén cao

e Probenecid: Lam tang ddc tinh cua
thudc do lam cham thai trir thude
qua than.

e Diphenhydramin: Lam giam hap thu
acid aminosalicylic, do vay khong
nén str dung dong thoi.

e Acid aminosalicylic 1am giam hap
thu digoxin, lam tang kha nang hinh
thanh tinh thé niéu khi dung déng
thoi véi amoni clorid

Pyrazinamide

Zidovudine (AZT): dung dong thoi co
thé 1am giam tac dung cta
Pyrazinamide.

Nghiém
trong

Tot

Giam sat ndng do Pyrazinamid khi
phéi hop hodc lya chon thudc diéu tri
lao khac thay thé.

Pyrazinamide, PAS, Rifampicin,
Ethambutol: Khi st dung phéi hop sé&
la tang ddc tinh trén gan va phan ung
khong mong mudn trén duong tiéu hoa

Piéu chinh liéu cta cac thude diéu tri
gut (colchicin, allopurinol, probenecid,
sulfinpyrazon) khi ding dong thoi voi
pyrazinamid vi pyrazinamid lam tdng
acid uric huyét (do lam giam thai trir
acid uric) va gidm hi€u qua tri bénh
gut.
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Tén thube

Loai thudc twong tic va co ché

Mirc do
tuong
tac

Mirc do
bang
chirng

Khuyén cao

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

Prothionamide

e Pyrazinamide, PAS, Rifampicin,

Ethambutol: Khi sir dung phdi hop
s€ la tang doc tinh trén gan va phan
g khong mong mudn trén duong
tiéu hoa

Cycloserin, uéng ruou: khi str dung
phéi hop 1am ting kha ning xuat
hién ADR trén than kinh trung
uong

Tranh st dung ddng thoi cing lac

Isoniazid

Isoniazid wrc ché hé enzym chuyén
hoa thudc tai gan, cha yéu la
CYP450, nén c6 thé lam giam
chuyén hoa mét sd thude dan dén
tang néng do huyét twong va lam
tang doc tinh cua thude dung phoi
hop.

Ruou lam tang doc tinh trén gan
clia isoniazid, khong nén udng rugu
khi dung thudc.
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Tén thube

Loai thudc twong tic va co ché

Mirc do
tuong
tac

Mirc do
bang
chirng

Khuyén cao

Khong khuyén cao sir dung cuing
vO1 itraconazol, ketoconazol do lam
giam hodc mat tic dung chong
nam. Chi sir dung khi loi ich diéu
tri vugt hon han nguy co.

Can theo ddi chit ché chiic nang
gan khi dung véi ethionamid/
prothionamid, rifampicin,
paracetamol, dac biét & nguoi co
tién sir suy gan.

Theo ddi ddc tinh trén hé than kinh
trung wong khi dung véi
clofazimin, cycloserin.

Hiéu chinh liéu khi dung véi thude
chéng dong kinh (carbamazepin,
ethosuximid, primidon), phenytoin,
dan chat benzodiazepin (diazepam,
triazolam), chlorzoxazon,
theophyllin, disulfiram, diclofenac,
domperidon, amiodaron, warfarin.
Thudc khang acid (nhém hydroxyd,
magnesi hydroxyd) lam giam hap
thu isoniazid, can uéng 2 loai
thudc ndy cach nhau it nhét 1 gio.
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2.4.2. Twong tdc giiva thuoc diéu tri lao khdng thuéc va thuéc ARV

Hién tai, khong co twong tac ndo giita thude diéu tri lao khang thudc va cac thudc ARV
dan t&i chdng chi dinh st dung phdi hop. Dbi voi mot sb twong tac cd ¥ nghia 1am
sang, can luu ¥ ting cudng theo ddi, chinh liéu hodc thoi gian st dung thude.

=
<
[
9
S - S E
O |u o | = |=1= | & sl |0 O |2
Z|E |8 |E|8|Q& |5 |B|5|&5|z|2|& |8 |=
Am 1
Bdq 2 3 (2 |4
Cfz 5 5
DIm 6 7 |6
Eto/Pto
Imp/Ci
H
Lfx 8 8 9
Mpn
Mfx 10 11 (10 | 11 9
V/

3TC Lamivudine; ABC Abacavir; ATV/r Atazanavir/ritonavir, BIC/FTC/TAF
Bictegravir/emtricitabine/tenofovir ~ alafenamide =~ DTG  Dolutegravir; DRV/r
Darunavir/ritonavir; EFV Efavirenz; FTC Emtricitabine; LPV/r Lopinavir/ritonavir;
NVP Nevirapine; RAL Raltegravir; RPV Rilpivirine; TAF Tenofovir alafenamide;
TDF Tenofovir-DF; ZDV Zidovudine

. Khong nén phdi hop

Tuong tac c¢6 y nghia 14m sang, can ting cudng theo ddi, chinh lidu hoic thoi

gian str dung thudc

Tuong tac yéu, khong nhat thiét can ting cudng theo doi hodc chinh liu

Khong co6 tuong tac y nghia 1am sang
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Giai thich ki hi€u trong bang:

1. Tranh sir dung Tenofovir-DF khi hién tai hodc gﬁn day co6 st dung thude c6 doc tinh
trén than, can theo doi chit ché chic nang than.

2. Dung d6ng thoi c6 thé 1am ting tac dung cua 2 thudc. Nén than trong vi ca hai déu
c¢6 nguy co kéo dai QT. Theo ddi ECG. Khong nén st dung qua 14 ngay lién tiép.

3. Sir dung ddng thoi c6 thé 1am ting tac dung cta 2 thude. Theo ddi ECG. Khong nén
str dung qua 14 ngay lién tiép.

4. Str dung dong thoi lam giam tac dung. Khong nén phdi hop 2 thude nay.

6. Str dung dong thoi c6 thé 1am ting tac dung ctia 2 thudc. Nén than trong vi ca hai déu
co nguy co kéo dai QT. Theo doi ECG

7. C6 thé 1am tang tac dung ctia DIm, luu ¥ nguy co kéo dai QT, can theo ddi ECG

8. Khong co twong tac duge dong hoc. Tuy nhién, nén than trong vi ca hai thudc déu co
nguy co kéo dai QT, can theo doi ECG.

9. Khéng co tuong tac duge dong hoc. Tuy nhién, nén than trong vi ca hai thudc déu co
nguy co kéo dai QT

10. C6 thé giam tac dung cua Mfx. Theo ddi dap tmg diéu tri va ting liéu néu can.
Ngoai ra nén than trong vi ca hai thudc déu c¢6 nguy co kéo dai QT, can theo ddi ECG.

11. Dung dong thoi c6 thé 1am giam hiéu qua cua ca 2 thude. Can theo doi dap ung diéu
tri va tang liéu néu can.

3. Panh gia két qua diéu tri

3.1. Pinh nghia va phan loai két qua diéu tri

Két qua Dinh nghia

Thét bai Nguoi bénh phai dimg hodc thay d6i hoan toan phac d6 diéu tri
hodc chuyén phac d6 méi do:

- Khong dap tmg 1am sang hodc vi khuan hoc™, hoic ca hai;
- Bién ¢ bat loi;

- C6 bang chung khang thém thudc khac.

Khoi Nguoi bénh lao phdi c6 bang ching vi khuan khi bat dau diéu tri
d3 hoan thanh liéu trinh diéu tri theo phac d6 hudéng dan quéc
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Két qua Dinh nghia

gia, c¢6 bang chimg dap umg vi khuan hoc®™ va khong c6 bang
chting that bai.

Hoan thanh diéu tri | Ngudi bénh hoan thanh liéu trinh diéu tri nhung khéng dap tng
tiéu chuan khoi hodc tiéu chuén thit bai.

Chét Nguoi bénh lao chét do bat ctr nguyén nhan gi trude hodc
trong qua trinh diéu tri lao.

Khong theo doi Nguoi bénh lao khong duoc diéu trj hodc Nguodi bénh lao ngung
duoc (b6 tri) diéu trj lién tuc tir 02 thang trd 1én.
Khong dénh gia Nguoi bénh lao khong duge danh gia két qua diéu tri.

Bao gom cac trudng hop chuyén t6i don vi diéu tri khac va khong
c¢6 phan hoi két qua diéu tri, cling nhu cac trudng hop don vi bao
c4o khong biét két qua diéu trj ciia bénh nhan.

Khéng bao gém cac trudong hop khong theo ddi duoc.

Piéu tri thanh cong | Bao gom tong sb khoi va hoan thanh diéu tri.

Ghi chu:

(*) Khéng ddp vng vi khudn hoc la khéng am héa vé vi khuan hoc hodc c¢é dwong tinh
tré lai. Vi khudan dwong tinh tré lai 1a truong hop c6 it nhdt 02 mdu cdy lién tiép (doi
Vvéi lao nhay cam thuéc va lao khdng thuéc) hodc it nhdt 02 mdu xét nghiém dom truc
tiép (d6i véi lao nhay cam) cdch nhau it nhat 07 ngay déu c6 két qua dwong tinh sau
khi dia am hod hodc trén nguwoi bénh dwoc chdn dodn lam sang (khéng cé bang chitng
vi khudn) truée dé.

(**) Ddp 1ing vi khudn hoc la aGm héa vé vi khudan hoc va khéng c¢é dwong tinh tré lai:
Vi khudan dm héa la truong hop cé it nhat 02 mdu nudi cdy lién tiép (doi véi lao nhay
cam thuéc va lao khdng thuéc) hodc it nhdt 02 mau xét nghiém dom truc tiép (36i véi
lao nhay cam) cach nhau it nhdt 07 ngay déu cé két qua ém tinh.

Luu y: Poi voi trwong hop c6 két qud diéu tri thanh céng, bénh nhan lao khding thudc
van can dwoc theo doi trong vong 24 thang sau khi hoan thanh diéu tri @é kip thoi phat
hién truong hop tdi phat hodc bién co bat loi kéo dai, ddc biét doi véi cdc phdc @6 ngdn
han ¢é thuée méi, s6 luong thuéc it nhw BPaL/BPal.M

61



3.2. Thoi diém danh gia Am hoéa, that bai ciia tirng phac do
3.2.1. Phdc d6 BPaL

Panh gia dya trén dap tng 1am sang va vi khuan hoc lién quan dén hiéu qua va do
an toan ctia phac do.
Thit bai diéu tri PP BPaL, BPaLM:

e Bién cd bat loi dan t6i viéc gian doan ca phac d6 nhiéu hon
14 ngay lién tuc hodc nhiéu hon 4 tuan gian doan khong
lién tuc.

Bin b bét loi o Ngfmg ¥1oém toan ca phac d6 do Bdq hodc Pa can ngirng
hoan toan.

e Ngimg hoan toan ca phac dd do Lzd budc phai ngirng hoan
toan va khong thé tiép tuc diéu tri trong thoi gian 9 tuan
dau, ngimg Lzd som khi thoi gian con lai >8 tuan.

e Bing ching that bai VK hoc: nudi ciy duong tinh lién
tuc, khong am hoa hodc duong tinh tr¢ lai tur thang thu 4

Khong dap ung dén khi két thuc (6 thang ddi vi PP BPaLM, 9 thang d6i
lam sang, vi khuan voi PD BPal).

e Pap tng 1am sang kém, phai thay d6i PP (Chuyén PP dai
han, theo d&i chat ché, lam lai KSP dé xay dung PP)

Khang thuéc méc phai trong qué trinh diéu tri véi 1 trong cac

Khéne thud ) .
ang thuoc thuoc ctua phac d6 BPaLM/BPaL (trir Mfx va FQs)

3.2.2. Phdc dé ngin han (Phdc do C)

Hiéu qua cta phac d6 diéu tri can dugc danh gia dua trén dap umg 1am sang va
vi khudn hoc théng qua tai kham va xét nghiém vi khuan hoc soi ddm va nudi cdy hang
thang.

Thit bai diéu tri PP C:
- Duong tinh lién tuc tir thang thtr 6 tré di (c6 thé danh gia sém trude 6 thang néu kém

cac dau hiéu 1am sang that bai)

- Dumg thudc vinh vién vi bién cd bat loi hodc khang thudc mac phai:

o Dung 1 trong cac thudc chi dao (Bdq, FQ, Pto/Lzd, C{z), hoac

o Dumg tir 2 thudc tré 1én trong cac thuée Hh, E, Z

TAt ca bénh nhan diéu tri phac dd ngfm han nén dugc theo ddi dé danh gia lai [am

sang sau khi hoan thanh diéu tri dé theo ddi kha ning tai phat.
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3.2.3. Phdc dé dai han
Hiéu qua cua phac d6 diéu tri can duoc danh gia dua trén dap tng 1am sang va vi
khuén hoc thong qua tai kham, xét nghiém soi dom va nudi cdy hang thang. D6i véi tré
em, viéc theo ddi xét nghiém dom (soi, nudi ciy) thudng khé khan hon, can luu y:
- Néu tré c6 bang ching vi khuan (VK) hoc: ¢ ging theo doi d¢én khi 4m hoa
- Néu tré khong c6 bang chimg VK hoc: c¢in ctr vao dap ing 1am sang, cin ning
va luu ¥ chinh liéu thudc theo can ning.
Thdt bai diéu tri PP dai han:
- Duong tinh lién tuc tir thang th(r 6 tr& di hoac duong tinh tr¢ lai sau 6 thang.
- Dtumg thudc vinh vién vi bién cb bt loi hodc khang thude méc phai véi tir 2 thude
chu dao tré 1én trong phac do dan toi viée phai thay doi PP diéu tri dé dam bao
hiéu luc.
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CHUONG III: THONG TIN THUOC SU DUNG TRONG PIEU TRI LAO KHANG THUOC
(Theo tai lidu cap nhat ciia T6 chic Y té Thé gidi nam 2022 “WHO operational handbook on Tuberculosis — Module 4: Drug-

resistant tuberculosis treatment”)

1. Théng tin thudc st dung trong phac dé diéu tri lao khang thudc

Bedaquiline (B hoac Bdq)

Nhom thude

Diarylquinoline

Hoat dong chéng
lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Chuyén hoa bén trong cua vi khuin lao (M. Tuberculosis). Uc ché tong hop ATP
(Adenosine triphosphate), 1am cho vi khuan khong con ngudn ning luong can thiét cho qua trinh sao
chép va ca thoi gian tiém an.

Hoat dong: Hoat tinh diét khuan cao, nhung c6 thé mat 7—14 ngay dé thay tac dung diét khuan.
Hoat dong diét khuan: Dang ké; co6 thé hd trg giam thoi gian diéu tri.

Thoi gian ban hity va bai tiét: c6 thoi gian ban huy 1a 5,5 thang, v6i su giai phong cham Bedaquiline
tir cac mo ngoai vi, ¢6 thé co ¥ nghia vé doc tinh va trong trudng hop mat theo ddi (liéu phap don tri
kéo dai). Pugc chuyén hoa & gan boi enzyme CYP3A4 (cytochrome p450) din dén sy hinh thanh chét
chuyén hoa chinh M2, khong dong gop dang ké vao hoat dong chéng vi khuan lao so voi hop chat
gbc. Bedaquiline chu yéu duoc dao thai qua phan. Do thanh thai qua than ctia thude khong thay doi 1a
khong dang ké.

Khang chéo d3 duogc bao cdo giita bedaquiline va Clofazimine, thong qua co ché khang thudc qua

Khang cheo bom déy thudc ra va cac co ché khac.
o Ngwoi 16n: 400 mg mdt 1an mdi ngdy trong 2 tudn dau, sau d6 1a 200 mg mot 1an mdi ngay, ba lan
mdi tun trong 22 tuan ké tiép (Pbi voi phac d6 BPaLM, BDQ can dung du 24 tuan). Liéu tdi da hang
3 ngay la 400 mg.
Lieu

Déi voi bénh nhan duoc diéu trj bang phac dd BPaLM/BPaL (> 14 tudi), bedaquiline ciing c6 thé dugc
dung 200 mg mdt 1an mdi ngay trong 8 tuan, sau d6 1a 100 mg mot 1an mdi ngay cho dén khi két thiic
diéu trj.
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« Tré em: Khong c6 giéi han do tudi (xem Phu luc dé biét cac dai can ning).

« Suy than hoic chay thian nhén tao: Khong can diéu chinh lidu ddi véi suy than nhe dén trung binh.
Céan than trong khi str dung thudc & nhiing bénh nhan chay than nhan tao (xem Phu luc dé biét lidu
dung dua trén can nang ¢ nguoi 16n va tré em).

Céch dung

Ubng.

O tré em, vién nén 100 mg c6 thé duge ding nguyén vién hoic nghién nat va hoa tan trong nudc ma
khong anh huong dén kha dung sinh hoc. Can khudy hodc lac manh trude khi dung. Vién nén 20 mg
c6 thé duoc dung nguyén vién hodc nghién nat va hoa tan trong <1-3 mL nuéc cho mdi vién (t6i da 5
vién trong 5 ml nudc) hodic nghién nat va tron voi thic an.

Dang bao ché

Vién nén phan tan, c6 khia 20 mg.

Vién nén khong bao phim 100 mg.

Bao quan

Vién nén c6 thé duoc bao quan ¢ nhiét d6 phong (15-30°C). Sau khi 14y ra khoi bao bi gdc phai duoc
bao quéan trong hop kin, tranh 4nh sang va dan nhan ngay hét han (khong qua 3 thang).

Hap thy
dudong miéng

qua

Dung thudc cung vé6i thirc an (Iy tudng nhét 1a cac bita an nhiu chat béo) s& lam ting gip d6i kha
dung sinh hoc.

Phan bé vao dich

nao tuy

Cac nghién ctru c6 su tham gia ctia mot s6 it ngudi tham gia cho thdy bedaquiline va M2 (chit chuyén
hoa chinh) tham thau tot vao dich néo tuy cua bénh nhan méc bénh lao phé)i v61 hang rao mau nao
duogc cho 1a con nguyén ven.

Céac truong hop
dac biét

Phu nit ¢6 thai/phu nir cho con bai: Khong phat hién thay tac hai nao d6i voi thai nhi trong cac nghién
ctru trén dong vat. Thude tich liy dang ké trong sita me va tré so sinh bu sita me duoc dung lidu
bedaquiline twong duong véi liéu ding cua me

Suy thin: Khong can diéu chinh liéu ¢ nhitng bénh nhan suy than nhe dén trung binh. Can than trong
khi sir dung thudc ¢ nhitng bénh nhan can thim phan phic mac hodc thim phan mau (loc mau). Theo
ddi thuée diéu tri néu co.
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Suy gan: Nén than trong khi sir dung Bedaquiline. Vi thuc duoc chuyén héa & gan. Khong can diéu
chinh liéu & nhitg bénh nhan suy gan nhe dén trung binh. Thudc chwa duoc nghién ctru ¢ nhitng bénh
nhan suy gan ning va hét stc than trong khi str dung & nhimg bénh nhan nay, chi st dung khi loi ich
16n hon nguy co. Khuyén cao nén theo ddi 1am sang cac phan tmg c6 hai lién quan dén Bedaquiline.

Tac dung khong
mong mudn
(ADR)

Dung nap: Dung nap tot.

it gip: Budn non, dau khép va dau dau (~10%). Kéo dai QTc (udc tinh QTc ting 10—15 ms, toi da
vao tuan 15). Kéo dai QTc chung trong cac nhom st dung Bedaquiline va cac thude kéo dai QTc khéc
1a 2,7%, v&i thoi gian xuét hién trung binh la 2,5 thang.

Hiém gip: Tang acid uric mau, phospholipidosis (tich tu phospholipid trong cac mé cia co thé) va
ting men transaminase trong mau 1a tin hiéu sdm cho thay nguy co viém tuy ting cao.

Chong chi dinh

Qu4 man véi bedaquiline.

Pang dung cac thuéc khic co tic dung gdy cam ung manh CYP3A (vi du Rifamycin va
Carbamazepine).

Than trong khi dung cho cac trwong hgp c6 kha nang lam tang khoiang QT: Nhirng truong hop
nhu vy 14 bénh nhan trén 60 tudi, suy tim, hoi ching QT dai, tién st TdP, ha Kali mau, suy giap chua
dugc diéu tri,

BMI thép, HIV, st dung dong thoi cac thude kéo dai khoang QT khac. Bat ky truong hop ngét xiu
nao hodc hoi hop déu phai duge danh gia y té va dién tim d6 ngay lap tic. Trong mot sb nghién ciu
theo d&i hoi ctru vé ty 1& kéo dai khoang QTc va cac bién cb tim, muc ting 1a khiém ton va khong cd
rdi loan nhip tim hodc tr vong lién quan ndao duogc bao céo ngay ca khi dung dong thoi Bedaquiline
va Delamanid.

Ngirng hodc khong sir dung khi co:

« Loan nhip that c6 ¥ nghia lam sang;

« Khoang QTcF >500 ms (xac nhan bang ECG lip lai);

* Bénh gan nang; hodc
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« DBién giai bt thuong.

Tuong tac thude

Bedaquiline dugc chuyén hoa boi CYP3A4 (cytochrome p450).

« Dung d6ng thoi voi rifamycin (vi du nhu Rifampicin, Rifapentine va Rifabutin) lam giam dang ké
ndéng do bedaquiline (<50%). Cac chit gy cam ung CYP3A4 manh khac (vi du nhu Efavirenz,
Phenytoin va Glucocorticoid) cling c¢6 thé can than trong va diéu chinh liéu.

« Céc chit rc ché CYP3A4 (vi du nhu thude chéng nam azole, mot s6 macrolide va Ritonavir-thube
tang cudng tc ché protease - PI) c6 thé lam tang ndong d6 Bedaquiline. Nén thay thé PI bang chat trc
ché integrase (vi du nhu dolutegravir hoic raltegravir). Néu phai st dung PI ting cudng ritonavir, can
thyuc hién ECG 2 tuin mét 1an trong 8 tuan dau tién.

« Sir dung voi cac thude khac truc tiép hodc gian tiép gay kéo dai khoang QT c6 thé gay kéo dai thém,
do vay can than trong va theo doi khi sir dung. Céc loai thudc d6 bao gém thude diéu tri lao
(fluoroquinolones, clofazimine va delamanid) va céc loai thudc hd trg va thude thong thuong (azoles,
macrolides, metoclopramide, efavirenz, furosemide, hydrochlorothiazide, citalopram, escitalopram,
methadone, thube chéng loan nhip tim va cac loai thube khac).

Tuong tac voi
thirc an

Dung cung thirc an; 1y twong nhat 1a ding cing céc bita an nhiéu chat béo (lam ting kha dung sinh
hoc qua dudng udng).

Gidm sat sur dung
thude

Ly tudng nhét 14 nén thuc hién ECG trudc khi bat dau diéu tri va it nhat 2, 12 va 24 tuan sau khi bét
dau diéu tri. Nén nging dung Bedaquiline néu QTc >500 ms. ECG va ndng d6 kali nén duoc theo doi
thudng xuyén cho dén khi QTc trd lai binh thudong. Khuyén cdo nén theo déi thuong xuyén hon néu
c6 tinh trang tim, suy giap hodc rdi loan dién giai. Nén thuc hién xét nghiém chirc ning gan khi bat
dau diéu tri, sau d6 hang thang.

Gido duc nguoi
bénh va cac dau
hién canh bao

Thudc phai dugc udng cing véi thire an. Nén tranh udng ruou.
Hwéng din bénh nhan thong bao ngay cho nhén vién y té ngay 1ap tirc néu bat ky diu hiéu nao
sau day xay ra sau day:

* Cac van de€ vé tim mach, nhip tim nhanh hodc khong déu, hodc néu bénh nhan ngat xiu; hoac
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 Cac van dé vé gan (doc tinh véi gan): budn ndn hoac non dir ddi, dau da day, vang da, sot, yéu, ngua,
mét moi bat thuong, chan an, phan nhat mau, nudc ti€u sam mau va vang da hodc mat long trang.

Levofloxacin (Lfx)

Nhom thudc

Fluoroquinolone

Hoat dong chong
lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Chuyén hoa bén trong té bao M. tuberculosis. Mot fluoroquinolone thé hé thi ba (cung véi
Moxifloxacin), né trc ché cac enzyme rat quan trong cho qua trinh sao chép DNA cuia vi khuan. O M.
tuberculosis, co vé nhu DNA gyrase 1 topoisomerase duy nhat duoc dua vao.

DNA gyrase 1a mot protein A2B2 bon phan tir (hai tiéu don vi A va hai tiéu don vi B). Uc ché DNA
gyrase (& bat ky tiéu don vi nao) dan dén su phong toa qua trinh sao chép DNA, trc ché sy phan chia
té bao va dan dén cai chét cua té bao M. tuberculosis c¢6 kha ning sao chép va khong sao chép.

Hoat dong khang vi khuan lao cta Fluoroquinolone nay phu thudc vao i lyc ctia phan tir véi enzyme
va bom day ra, va tinh tham thap tu nhién cta thanh té bao M. tuberculosis.

Hoat dong: Levofloxacin duoc coi 1a ¢6 tac dung diét khuan cao (hoat dong diét khuan sdm rat tét) va
khtr khuan cao.

Thoi gian ban hiy va bai tiét: Thoi gian ban hiy ctia Levofloxacin 1a 6-8 gio. Thudc bai tiét chil yéu
qua nudc tiéu mot luong khong doi.

Nhin chung, c6 mot hi¢u irng khang chéo gitra cac fluoroquinolone trong ong nghiém. Dit li¢u cho thay
Levofloxacin va Moxifloxacin c6 thé ti€p tuc thé hién mot s6 hoat dong, ngay ca doi voi cac chung co

Khang chéo kha nang khang in vitro voi Fluoroquinolone thé hé th hai, chang han nhu Ofloxacin. M6 hinh khang
hoac nhay cam voi cac Fluoroquinolone khac nhau phu thudc vao dot bién diém cu thé va la chu dé
ctia nghién ctru dang dién ra.

« Nguoi 16m: 7501125 mg/ngay (udng hodc tiém tinh mach); thuong 1a it nhit 750 mg/ngay va liéu

Liéu hang ngay tiéu chuan 1a 1,5 g.

* Tré em: Xem Phu luc dé biét cac dai can nang.
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« Suy thén hoic loc mau: 750-1000 mg/liéu, ba lan mot tudn ddi v6i d6 thanh thai creatinin <30
ml/pht.

Xem Phu luc dé biét liéu dung dwa trén can nang o nguoi lon va tré em.

Céch dung Puong udng.
Vién nén phan tdn 100 mg.
Vién nén bao phim 250 mg, 500 mg, 750 mg (co thé duoc chia vach & mot sb thi truong).

Dang bao ché Viéc nghién nat va hoa tan vién pén jbao phim (100 mgrvé 3:00~mg) trong 10 ml nuéc co thé giup tré
nhd hodc nhiing nguoi khong thé nudt nguyén vién thuéc dé dé udng hon; cach nay cling tranh dugc
viéc phan doan cac ché pham ran, mac du kha dung sinh hoc cta vién nén danh cho nguoi 16n da hoa
tan, nghién nat van chua chac chan (vién nén phén tan dugc ua chuong hon).

Bao quan Nén bao quan & nhi¢t d¢ dudi 30 °C, noi kho rdo, tranh anh sang.

Hép thu tt qua duong uéng.

Hap thu qua|C6 thé giam hap thy bang cach udng thudc khang axit nhom hodc magie, sucralfat, cation kim loai (vi

duong mig¢ng du: sat va ché pham multivitamin c6 k&m). Khi can sir dung cac san pham nay, nén dung it nhat 2 gio
trude hoac 2 gid sau khi dung Fluoroquinolone.

Nhin chung, Fluoroquinolone dat duoc néng d6 hiéu qua trong nio va mang ndo. Nong do

Phan b6 vao dich | Levofloxacin it nhat bang 65% ndng dd trong huyét thanh. Levofloxacin cling c6 kha dung sinh hoc

nao tuy

rong rai trong cac co quan va dich co thé khac. Thuoc da dugc st dung thanh cong trong diéu tri viém
mang nao do lao.

Céac truong hop
dac biét

Phu nir mang thai/phu nir cho con bii: Thudc c6 lién quan dén bénh khép & chod. Pa ¢o nhiéu bao
cao ve truong hop sir dung Fluoroquinolone an toan & ngudi trong thoi ky mang thai va cho con bu.
Suy than: Nén diéu chinh liéu néu d6 thanh thai creatinin <50 mL/phat. Thudc khong dugc dao thai
qua tham phan mau; khong can dung thém liéu sau khi thadm phan.

Suy gan: Nong do thudc khéng bi anh hudng bsi bénh gan. Thude duge cho 1 an toan & bénh gan
nang.
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Héi chirng Marfan, hdi chirng Ehlers—Danlos hoc sir dung steroid: Tang nguy co ton thuong gan
hodc dong mach chu.

« Pai thao dwong: Tang nguy co ha dudng huyét.

* Hoi chirng QT dai (bénh nhin hodc thanh vién gia dinh), ha kali mau, suy dinh duwéng, suy giap
& nhirng ngwoi tir >60 tudi, dung nhiéu loai thudc kéo dai khoang QT: Ting nguy co kéo dai
khoang QTec.

Tac dung khong
mong mudn

Dung nap tong thé: Nhin chung dung nap tdt, c6 kha ning gay doc tinh cap tinh thap.

Rat thuwong gip: Tiéu chay, budn non va day hoi, va dau khop.

it gap: kéo dai khoang QTc (levofloxacin dugc coi 1 an toan hon moxifloxacin); c6 thé lam giam
hodc thay doi duong huyét (diéu nay dung vai tat ca cac fluoroquinolone thé hé thir ba); va dat gan,

(ADR) dac biét 1 gan Achilles.
Hiém gip: Bénh than kinh ngoai bién, thay d6i tim trang hodc hanh vi, méat ngu va tach dong mach
chu.
Khong dung nap Fluoroquinolone.
Nén than trong khi str dung trong nhing truong hop c6 thé 1am ting khoang QT: bénh nhan >60 tudi,
suy tim, hoi chimg QT dai, tién st TdP, ha kali mau, suy giap chua duoc diéu tri, BMI thap, nhiém
HIV va sir dung dong thoi cac thude kéo dai khoang QT khac.
Bat ky bién cb ngat xiu ndo hodc hdi hop déu can duoc danh gia y té ngay 1ap tirc va lam dién tam do.
, Trong mdt s6 nghién ctru theo ddi hoi ctru vé ty 18 kéo dai khoang QTc va céc bién ¢d tim mach, muc
Chong chi dinh

tang 1a khiém ton va khong c6 trudng hop loan nhip tim hodc tir vong lién quan nao dugc bao cao ngay
ca khi dung dong thoi bedaquiline va delamanid.

Ngirng hoac khong sir dung khi co:

« loan nhip that c6 ¥ nghia lam sang;

« khoang QTcF >500 ms (xac nhan bang dién tam db lap lai); hoic

« nong d6 dién giai bat thuong.

70




Tuong tac thude

Kha ning tuong tac thudc-thude thip.
St dung steroid dong thoi ¢ thé lam tang nguy co dit gan.
Céc san pham chua cation da hoa tri bao gom thudc khang axit va cation kim loai ¢6 thé 1am giam kha
nang hap thu. Khong nén dung dong thoi dang thuoc ti€ém tinh mach qua cung mét dudng truyén tinh
mach voi cation da hoa tri, chang han nhu magié.

Tac dung cua thudc nay co thé ting 1én. Can theo ddi thoi gian prothrombin va INR, va can theo ddi
tinh trang chdy mau cia bénh nhan.

Thudc chdng tiéu dudng: Theo ddi can than lwgng duong trong mau.

Tuong tac vo1
thirc an

C6 thé dung cung hodc khong cung thic an, khong anh huong dang ké vé miat 1am sang dén kha ning
hap thu hodc sinh kha dung. Khong c6 twong tic 16n nao giira sira hodc cac san pham tir sita va
fluoroquinolone thé hé thir ba. Thudc khang axit (ddc biét 1 nhiing loai c6 chira nhom), chat bo sung
khoang chat (vi du nhu sat hodc magié) hodc multivitamin nén ding truéc hodc sau khi dung thube
nay hon 2 gio.

Gidm sat sir dung
thude

Khong yéu cau cac xét nghiém theo ddi dic biét.

Ly twong nhat 1a nén thuc hién ECG trudce khi bat dau diéu tri va it nhat sau khi bat dau diéu tri 2, 12
va 24 tuan. Nén ngimg Levofloxacin néu QTc >500 ms va nén theo ddi ECG va kali thudng xuyén cho
dén khi QTc trd lai binh thuong.

Khuyén cao nén theo doi thuong xuyén hon néu co tinh trang tim, suy giap hodc roi1 loan dién giai.

Gido duc nguoi
bénh va cac dau
hién canh bao

Thudc ndy nén duge dung cung hoic khong cung thire an. Thude khang axit (ddc biét 1a thude co chira
nhom), chit bo sung khoang chét (vi du nhu st hodc magié) hodc vitamin tong hop nén dugc ding
trudc hodc sau khi ding thudc nay hon 2 gio. Thude ndy c6 thé gdy nhay cam véi anh nang mat troi;
nén str dung kem chong ning.

Bénh nhan nén duoc hudéng dan thong bao ngay cho nhan vién y té néu xay ra bat ky triéu chimg nao
sau day:

« dau, sung hoic rach gn (nhu mit sau mat ca chan, khuyu tay) hoic dau co hodc khép;

71




* tiéu chay nang (phan 16ng hoac c6 mau);

* co giat, dong kinh, thay ddi tm trang hodc hanh vi; hoac

e tri¢u chung ha duong huyét (trc 1a nhuc dau, doi, dd6 md hoi, cau kinh, chéng mat, budn non, nhip
tim nhanh hoac cam thay lo lang hodc run ray).

Moxifloxacin (M

hoac Mfx)

Nhom thude

Fluoroquinolone

Hoat dong chong
lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Chuyén héa bén trong cua M. tuberculosis. Mt loai fluoroquinolone thé hé tht ba (loai con
lai 12 levofloxacin), trc ché cac enzyme dong vai trd quan trong trong qua trinh sao chép DNA cua vi
khuan. O M. tuberculosis, c6 vé nhu DNA gyrase 1 topoisomerase duy nhét.

DNA gyrase la mot protein A2B2 bon phén tir (hai tiéu don vi A va hai tiéu don vi B). Uc ché DNA
gyrase (¢ bat ky tiéu don vi nao) sé& din dén sy phong toa qua trinh sao chép DNA, trc ché sy phan chia
té bao va dan dén chét té bao cua M. tuberculosis c6 kha ning sao chép va khong sao chép.

Hoat dong khang vi khuan lao cu thé cua fluoroquinolone thé hé tht ba phu thudc vao ai luc phan tir
ctia chiing voi cac enzyme dich va bom dy, cling nhu tinh thim thap tu nhién cua thanh té bao M.
tuberculosis.

Hoat ddng: Moxifloxacin dugc coi 1a ¢ kha nang diét khuan cao (hoat dong diét khuan sém rat tot)
va khtr khuan cao. Dua trén dit liéu trong phong thi nghiém, hoat tinh chéng vi khuan lao cua
moxifloxacin cao hon cac fluoroquinolone hién tai khac.
Thoi gian ban hity va bai tiét: Thoi gian ban huy ctuia moxifloxacin 13 11,5-15,3 gio. Thube chu yéu
duoc chuyén hoa qua lién hop glucuronide va sulfate, va 45% dugc bai tiét dudi dang thude khong ddi
qua nudc tiéu va phan.

Khang chéo

Nhin chung, c6 mét hiéu ing 16p khang chéo gitta cac fluoroquinolone trong éng nghiém. Dir liéu cho
thay Levofloxacin va Moxifloxacin c6 thé tiép tuc chimg minh mot sé hoat dong, ngay ca ddi voi cac
chung c6 kha nang khang trong ong nghiém véi cac fluoroquinolone thé hé thi hai nhu Ofloxacin. M6
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hinh khang thuéc hodac nhay cdm véi cac fluoroquinolone cu thé phu thudc vao cac dot bién diém cu
thé, day 1a chu dé cua nghién ctru dang dién ra.

o Nguoi 16m: 400 mg mdi ngay (udng hodc tiém tinh mach Liéu cao 1a 600-800 mg mdi ngay, tiy
thudc vao mirc can nang.

e Tré em: Xem hudng dan tai Phy luc dé biét dai cAn ning twong tmg véi lidu dung.

Licu « Suy than hoic loc mau: Khong can diéu chinh.
Xem hudng dan sir dung tai phu luc dé biét cach sir dung liéu trong ddi cdn ndng ¢ tré em va nguoi
[om.

Cach dung Puong uéng.
Vién nén phan tan 100 mg (kha nang ngon miéng kém; cac nghién ciru vé an vi dang dugc tién hanh).

’ Vién nén bao phim 400 mg. Viéc nghién nat va hoa tan vién nén bao phim (400 mg) trong 10 ml nuéc

Dang bao ché c6 thé gitp tré nhé hodc nhitng ngudi khong thé nudt nguyén vién thude dé dang hon khi ding; ngoai
ra, nd tranh dugc viéc phan doan cac ché pham ran, mac du kha dung sinh hoc ctia vién nén nguoi 16n
da hoa tan, nghién nat van chua chac chan (vién nén phan tan dugc wu tién).

Bao quan Nén bao quan dudi 30 °C, tranh anh sang. Vién nén phan tan nén dugc bao quan ¢ noi kho rao.

Hip thy qua C6 kha nang hap thu qua duong udng tot (sinh kha dung 90%). Nén dung thudc it nhat 4 gio trude hodc

dudong miéng

8 gi¢ sau khi dung thube khang axit hodc cac thudc khac (vi du nhu sat, magie, canxi, k&m, vitamin va
sucralfat) vi chiing c6 thé can tré qua trinh hép thu.

Phan bd vao dich

nao tuy

Nhin chung, fluoroquinolone dat duoc néng d6 hiéu qua trong ndo va mang nio.

Moxifloxacin c6 kha ning thim nhép tdt trong cac nghién ctru mé hinh dong vat va & nguoi bi viém
mang nédo do lao, dat ndng d6 cao trong dich ndo tiy khi c6 va khong co tinh trang viém mang nio.
Thudc da duoc sir dung thanh cong trong viém mang nio do lao.

Céac truong hop
dac biét

Phu nir mang thai hodc phu nir cho con bu: C6 lién quan dén bénh khép & ché. C6 nhiéu béo cao
truong hop vé viée st dung fluoroquinolone & ngudi mot cach an toan trong thoi ky mang thai va cho
con bu.
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Nguoi suy than: Bai tiét khong thay d6i trong thoi gian suy than; khong co dit lidu vé tac dung cia
thAm phan.

Ngudi suy gan: Moxifloxacin hiém khi lién quan dén doc tinh v6i gan, nhung nén than trong khi sir
dung. Khong can diéu chinh lidu ddi v6i bénh gan nhe dén trung binh.

Hoi chirng Marfan, hgi chirng Ehlers—Danlos hoic st dung steroid: Trong nhiing truong hop nay,
nguy co ton thuong gan hodc dong mach chu tang 1én.

Bénh tiéu dwdng: Ting nguy co ha dudng huyét.

Ho¢i chirng QT dai (6 bénh nhan hoic thanh vién gia dinh), ha kali mau, suy dinh dudng, suy
giap & bénh nhan >60 tuoi hoic dung nhicu loai thudc kéo dai khoang QT: Ting nguy co kéo dai
khoang QTec.

Tac dung khong
mong mudn
(ADR)

Kha ning dung nap tong thé: Nhin chung dung nap tét, c6 kha ning gay doc cap tinh thap.

Rat thuong gip: Tiéu chay, budn non va day hoi, va dau khép.

it giip: Kéo dai khoang QTc (dugc coi la thude kéo dai QTc nhiéu nhit trong cc fluoroquinolone, giy
ra udc tinh tang QTc tir 10-20 ms). Pau dau va chong mat. Tat ca cac fluoroquinolone thé h¢ thir ba
deéu c6 thé gay ro1 loan duong huyét. Bat gan, dac biét 1a gan Achilles.

Hiém giip: Bénh than kinh ngoai bién; thay doi tAm trang hodc hanh vi; mat ngii; rdi loan kha ning
tinh than; vo phinh dong mach chu va tdch dong mach chu.

Chéng chi dinh

Khong dung nap fluoroquinolone.

Than trong khi sir dung trong nhiing truwong hop cé thé 1am tiing khoang QT:

Bénh nhan >60 tudi, suy tim, hoi ching QT dai, tién st TdP, ha kali mau, suy giap chua duogc diéu tri,
BMI thap, nhiém HIV, st dung dong thoi cac thude kéo dai khoang QT khac. Bét ky bién c¢b ngat xiu
nao hodc hoi hop déu can duoc danh gia y té ngay 1ap tirc va lam dién tim d6. Trong mot sd nghién
ctru theo dai hdi ctru vé ty 16 kéo dai khoang QTc va cac bién cb tim mach, mirc ting

1a khiém ton va khong c6 trudng hop loan nhip tim hodc tir vong lién quan nao dugc béo cdo, ngay ca
khi dung dong thoi bedaquiline va delamanid.
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Ngurng hoac khong sir dung khi ¢6:
« loan nhip that c6 y nghia 1am sang;
* khoang QTcF >500 ms (x&c nhan br:?mg dién tm do 1ap lai); hoac

« ndng d6 dién giai bat thudng.

Tuong tac thude

Kha ning tuong tac thudc-thude thap (hé thong cytochrome P450 khong tham gia vao qué trinh chuyén
hoa). St dung steroid dong thoi ¢ thé lam ting nguy co dit gan.

Céc san pham chira cation da hoéa trj (bao gdm thudc khang axit va cation kim loai) ¢ thé lam giam
kha nang hap thu.

Warfarin: tac dong cua moxifloxacin c6 thé tang 1én. Can theo ddi thoi gian prothrombin va INR
(international normalized ratio), cling nhu tinh trang chdy mau.

Thudc chdng dai thao dudng: Can theo ddi can than luong dudng trong mau.

Nén tranh sir dung dong thoi voi thue chdng loan nhip tim Nhém IA (vi du nhu quinidine, ajmaline
va disopyramide) va Nhom III (vi du nhu amiodarone, dronedarone va sotalol) vi c6 thé ting cudng
tac dung gay loan nhip tim.

Tuong tac voi
thirc an

C6 thé dung cung hoic khong cing thirc an; thirc an it anh huéng dén sy hap thu. Khong c6 tuong tac
161 ndo voi sita hodc cac san pham tir sita trong nhom fluoroquinolone thé hé thir ba. Thudc khang axit
(ddc biét 1a nhitng loai c6 chita nhom), chat bo sung khoang chat (vi du nhu st hodc magié) hoic
multivitamin nén duogc dung trude hodc sau khi dung thudc nay hon 2 gio.

Gidm sat sir dung
thudc

Theo déi triéu chimg. Ly tudng nhét 1a nén thyc hién ECG trudc khi bat dau diéu tri va it nhat 2, 12 va
24 tuan sau khi bat dau diéu tri. Nén nging dung moxifloxacin néu QTc >500 ms va nén theo ddi ECG
va Kali thuong xuyén cho dén khi QTc trd lai binh thudng. Khuyén cdo nén theo doi thuong xuyén
hon néu c6 tinh trang tim, suy giap hodc rbi loan dién giai.

Gido duc nguoi
bénh va cac dau
hién canh bao

C6 thé dung cung hodc khong cuing thtrc n. Thudc khang axit (dic biét 13 nhitng loai c6 chira nhom),
chat bo sung khoang chat (vi du nhu sat hodc magié) hogc vitamin tong hop nén duogc ding trong vong
2 gio sau khi dung thudc nay.
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Bénh nhan nén duogc hudng din can thong bao ngay cho nhan vién y té néu xay ra bat ky triéu ching
nao sau day:

« dau, sung hoic rach gan (nhu mit sau mat ca chan, khuyu tay) hoic dau co hodc khép;

* tiéu chdy nang (c6 nudc hodc c6 mau);

* co giat, dong kinh, thay ddi tam trang hoac hanh vi; hoac

« triéu chung ha dudng huyét (vi du nhu nhtrc dau, d6i, @6 md héi, cau kinh, chong mat, budn nédn,
nhip tim nhanh hodc cam thay lo lang hodc run ray).

Linezolid (L hoac Lzd)

Nhom thude Oxazolidinones
Muc tiéu: Ribosome vi khuan. Linezolid ngin chin qua trinh tong hop protein tai ribosome vi khuan.
Thudc can trd qua trinh dich md mRNA cia vi khuan thanh protein bang cach lién két vai thanh phan
RNA ribosome 23S (mét phan cua tiéu don vi ribosome 16n). Néu khong c6 kha ning tong hop protein,
| vi khuan khong thé sinh san va ton tai.
Hoat dong chong

lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Hoat dong: C6 hoat tinh diét khudn ban dau khiém ton trong dng nghiém, c6 kha nang khir khuan va
sinh kha dung rét tot trong cac mo.

Thoi gian ban hiy va bai tiét: Nong do toi da trong huyét tuong dat dugc sau khoang 1-2 gid sau
khi ding thubc. Thoi gian ban hiy udc tinh 1a 5—7 gio. Khoang 31% lién két véi protein huyét tuong
(cht yéu 13 albumin).

Thudc cha yéu duoc chuyén hoa bai gan (cac con dudng chuyén hoa sinh hoc chua rd rang) va sau do
duoc dao thai qua than, vé1 mot luong nho dugce dao thai qua phan.

Khang chéo

Hién tugng khang chéo gitra Linezolid va cac Oxazolidinone khac & M. tuberculosis chua dugc ghi
nhan day du.

Liéu

« Nguoi 16n: 600 mg/lan, 1 1an/ngay, liéu t6i da hang ngay 13 1,2g.

* Tré em: Xem Phu luc dé biét cac dai can ndng.
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« Suy than hoiic loc mau: Khong can diéu chinh lidu. Tuy nhién, c6 thé xay ra tinh trang tich tu hai
chat chuyén héa chinh; do d6, can than trong khi str dung.

« Pyridoxine (vitamin B6): Khong c6 du dir liéu dé hd tro viéc dung vitamin B6 toan than cho nguoi
16n hodc tré em dung linezolid. Tuy nhién, mot sé nghién ctru cho thay tac dung trong viéc phong ngira
doc tinh voi tity va cai thién tinh trang giam tiéu cau.

Xem Phu luc dé biét liéu dung dya trén can nang o nguoi lon va tré em.

Céch dung Puong uéng.

Bot, 100 mg/5 ml dé pha dung dich ung. Sau khi pha, dung dich phai dugc tron nhe nhang trudc khi
dung; khong duoc lac.
Vién nén phan tan 150 mg.

Dang bao ché Vién nén bao phim 600 mg. Nghién va hoa tan vién nén bao phim (600 mg) trong 10 ml nudc c6 thé
gitp tré nhé hodc nhitng ngudi khong thé nuét nguyén vién thuéc dé dung hon; ngoai ra, cach nay
tranh duoc viéc phan doan cac ché pham ran, mac du kha dung sinh hoc cua vién nén danh cho nguoi
16m da hoa tan va nghién nat van chua chac chan (vién nén phan tan dugc wa chudng hon).

Bot pha dung dich udng phai duoc bao quan dudi 25 °C, tranh anh sang va d6 4m. Hon dich pha sén

Bao quan co thé dugc bao quan ¢ nhiét d§ phong trong 21 ngay.

Vién nén phai duoc bao quan duéi 25 °C, tranh anh sang va do am.
?L?gng iliuéng T Thuée duoc hip thu tét sau khi ubng va c6 sinh kha dung tuyét di khoang 100%.
E;ljr‘iﬁl;o vao dich N6 ¢6 kha nang thim thau dich ndo tiy va ndo rét tot.

Cac truong hop
dac biét

O nhitng bénh nhan co6 tinh trang huyét hoc tur trude, nén st dung hét strc than trong.
Phu nir mang thai hodc phu nir cho con bii: Cac nghién ciru trén dong vat di chi ra bang chung vé
viéc tang nguy co ton thuong thai nhi. C6 dit liéu han ché & ngudi nhung khong c6 bao cao nao vé tinh
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trang tang di tit hodc cac tac dong co hai truc tiép hodc gian tiép khac d6i voi thai nhi. Nong d6 thudc
xuat hién trong sita me ¢ murc thip hon lidu dung thong thuong cho tré so sinh.

Ngudi bénh than: Khong khuyén cdo diéu chinh liéu, nhung cic chit chuyén hoa cé thé tich tu.
Ngudi bénh gan: Mic du chuyén héa ¢ gan, nhung thudc hiém khi lién quan dén ting men
transaminase.

Ngudi bénh dai thao dwong: C6 nguy co nhiém toan lactic ting & nhiing bénh nhan dugc diéu tri
bang metformin. Ha dudng huyét da duoc bao cdo & nhimg bénh nhan dung insulin hodc thubc ha
duong huyét udng va linezolid.

Nguwdi mic bénh mach mau nio hoiic tim mach, u té bao wa crom, hdi chirng carcinoid hoic
cuong giap khong dwoc diéu tri: Linezolid ¢ thé lam tram trong thém céc triéu ching cua nhiing
tinh trang do.

Ngudi bénh tram cam: St dung linezolid dong thoi voi ngay ca SSRI (thudc tc ché tai hdp thu
serotonin c6 chon loc) thong thuong ciing ¢ thé dan dén cac phan Gmg nghiém trong nhu hoi chimg
serotonin hoac hdi chirng ac tinh do thudc an than

Tac dung khong
mong mudn
(ADR)

Dung nap tong thé: it dung nap.

Thuong gip/rat thwong gip:

e Budn ndn, nén va tiéu chay.

« Suy tity, c6 thé biéu hién trong vong 2 thang dau diéu tri véi tinh trang giam tiéu cau hodc bach cau
va thiéu mau.

« Pjc tinh than Kinh thi giac va bénh than kinh ngoai bién c6 xu hudng phat trién sau vai tuan diéu
tri va c6 thé dan dén mu loa khong hoi phuc hoac bénh than kinh ngoai bi€n gay tan tat vinh vién. Poc
tinh than kinh thuong 1a 1y do dé nguing dung linezolid.

it giip: Viém dai trang gia mac, nAm candida 4am dao, ha dudng huyét, hoi ching serotonin va nhiém
toan lactic; va loan nhip tim (nhip tim nhanh), con thiéu mau cuc bo thoang qua, viém tuy, co giat.

Hiém gip: Hoi chimg Stevens-Johnson, phit mach va rung toc.
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Chéng chi dinh

* Qua man véi Oxazolidinone.

« Néu bénh nhan dang dung thubc e ché MAO khac hodc da dung thube trong 14 ngay qua, khong
nén dung Linezolid.

« Nén dung hét strc than trong v6i thude chéng trdim cam, thude chong dau nira dau va cac thude khac
(xem phan Tuong tac thuoc va can bang nguy co mac hoi chiing serotonin so véi 1gi ich).

« Khong nén dung dong thdi véi stavudine hodc didanosine.

« Nén dung hét strc than trong voi lamivudine, zidovudine va abacavir.

« Nén dung hét stc than trong néu dung metformin liéu cao; trong nhiing trudng hop nhu vay, t6t nhat
nén can nhac chuyén sang thuéc chong dai thao duong dang uéng khac hoac insulin dé han ché nguy
co nhiém toan lactic.

« Khong nén ding cho bénh nhén ting huyét ap khong kiém soat, u té bao ua crom, cuong giap hodc
ho1 chig carcinoid.

Tuong tac thude

C6 kha nang cao xay ra tuong tac thudc-thudc. Khong co twong tac hé thong enzyme CYP450 nhung
Linezolid 1a chit trc ché MAO va viéc két hop véi cac thude khac ¢ thé lam ting nguy co méc cac
tinh trang 1am sang nghi€ém trong va doc tinh do Linezolid gay ra.

Ting nguy co giam toan thé huyét ciu: Zidovudine va co-trimoxazole.

Tang nguy co nhiém toan lactic: Metformin, stavudine, didanosine, lamivudine, zidovudine va
abacavir.

Ting nguy co mic hdi chirng serotonin: Vi linezolid 1a chit tc ché MAO, nén nguy co mic hoi
chtng nay tang khi dung SNRI (chit trc ché tai hap thu serotonin va norepinephrine), SSRI (chét trc
ché tai hép thu serotonin ¢6 chon loc), TCA (thuéc chéng trAm cam ba Vc‘)ng,chét chil vén thy thé
serotonin 5-HT 1, bupropion, thudc chdng co giat, thuéc giam dau opioid, buspirone, thudc chéng nén,
thube chéng Parkinson, thudc cuong giao cam, thudc co mach, thude dopaminergic va cac loai thube
thong thuong dung dé diéu tri cam hodc nghet mili va mua khong can ké don nhu dextromethorphan,
pseudoephedrine, diphenhydramine hodc guaifenesin.
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Tuong tac voi
thirc an

Su hap thu qua dudng ubng khong bi anh hudng dang ké khi dung chung véi thirc an; do d6, co thé
dung thudc cung hoidc khong cung thirc an, nhung dung cing thirc in c6 thé 1am giam kich tng da day.
Tiing nguy co ngd ddc tyramine: Bénh nhan nén tranh cac loai thuc pham va chat bo sung c6 chira
tyramine nhu pho mat 1au nam, dau fava, thuc phém da qua xtr ly, thit kho, thuc phém ngam chua, dua
cai bép, kim chi, nudc twong, nudc sOt teriyaki, nudc méam va ruou vang do, bia tuoi va rugu manh.

G1am sat st dung
thudc

Bénh nhan can duoc theo doi:

« Bénh than kinh ngoai bién va viém day than kinh thi giac, thong qua thi luc mat (ca hai mat) va xét
nghiém Ishihara 2 thang mot 1an hodc néu triéu chting phat trién, kham 1am sang dé phat hién bénh
than kinh ngoai bién hang thang;

« Cong thirc mau toan phan hang tuan trong giai doan dau, sau d6 hang thang va sau d6 khi can dua
trén cac tri¢u chirng; va

« pH, khoang tréng anion va nong do lactat trong trudng hop nghi ngd nhiém toan lactic (ting lactat
maéu, néu lactat >2,0 mmol/L va xac nhan nhiém toan lactic & mirc >4,0 mmol/L), ha huyét ap, 1o do
hoic tinh trang 1am sang x4u di ma khong c6 16 giai thich rd rang.

Gido duc nguoi
bénh va cac dau
hién canh bao

Thudc c6 thé ding cung hodc khong cung thirc an nhung bénh nhan nén tranh cac thuc pham cé chira
tyramine (xem trong phan Tuong tac voi thirc an ¢ trén).

Bénh nhan nén dugc hoi vé bat ky loai thudc hodc thuc pham bd sung nao dang dung, dic biét 1a
metformin, thuoéc chong tram cam va thudc cam lanh thong thuong

(xem phan Tuong tac thubc & trén).

Bénh nhin nén dwgc huéng din thong bao ngay cho nhan vién y té néu xay ra bat ky triéu ching
nao sau day:

* dau, té, ngtra ran hodc yéu O cac chi;

 mét moi bt thuong, yéu, ha huyét ap;

« phan den, hic in hodc tiéu chay ning;

« chay méu hozc bam tim bat thudng;
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« thay ddi thi luc; hodc

* dau dau, budn nén hoac nén, d6 mo hoi, cirng co, run hoac thay doi tam trang, hanh vi hodc y thuec.

Clofazimine (C h

oac Cfz)

Nhoém thude Iminophenazine
Muc tiéu: Thanh t€ bao M. tuberculosis; clofazimine c6 tinh wa md cao va no6 can thi€p vao luc day
) proton, dan dén céc tac dong 1am mat 6n dinh mang va cudi cung 1a san xuat ATP.
Hoat dong chong

lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Hoat ddng: Cac nghién ciru cho thay tac dung diét khuan va khir khuan.

Thoi gian ban hiiy va bai tiét: Thoi gian ban huy ciia moé ude tinh khoang 25-70 ngay. Puoc chuyén
hoa boi gan va dao thai rat cham, chu yéu qua mat trong phan.

D3 c6 bao cdo vé tinh trang khang chéo giita Bedaquiline va Clofazimine thong qua tinh trang khéng
trung gian bom day va céc tinh trang khac.

Khang chéo

Khang chéo da duoc bao cdo gilta Bedaquiline va Clofazimine théng qua khang thudc qua trung gian
bom day thudc ra va cac khang thudc khac.

Liéu

« Nguoi 16n: 100 mg mdi ngay (liéu dung hang ngay ti da 1a 100 mg).
« Tré em: Xem Phu luc dé biét cac dai can nang.
* Suy than hodc chay than nhan tao: Khong can diéu chinh.

Xem Phu luc dé biét liéu dung dva trén can nang o nguoi lon va tré em.

Céch dung

Uéng.

Nén udng vién nang nguyén vién. Vién nén c6 thé udng nguyén vién hodc phan tan. Vién nén
Clofazimine hoa tan cham (~5 phut) trong nudc (lan lugt 1a 5 ml va 10 ml cho vién nén 50 mg va 100
mg).

Nén khuay hdn dich truée khi dung.

Dang bao ché

Vién nén hodc vién nang 50 mg.

Vién nén hodc vién nang 100 mg.
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Bao quan

Nén bao quan ¢ nhiét d§ duoi 30 °C. Vién nang nén dugc bao quan tranh am.

Hap thy
dudng mi¢ng

qua

Hap thu 70% sau khi udng.

Phan bd vao dich
nao tuy

Co rat it dit liéu vé sy tham nhap vao h¢ than kinh trung uwong.

Céac truong hop
dac biét

Phu nir mang thai hodc cho con bii: Co dit liéu han ché; khuyén céo st dung trong thoi ky mang thai
khi loi ich vuot troi hon nguy co. Thube di vao sita me. Tré so sinh tiép xtc véi thude trong tir cung
hoic trong thoi ky cho con bl ¢6 thé ¢6 sac t dam hon.

Ngudi bénh than: Khong can diéu chinh lidu.

Ngudi bénh gan: Puoc chuyén héa mot phan ¢ gan; than trong hodc diéu chinh lidu cho suy gan ning.

Tac dung khong

Dung nap tong thé: Dung nap tét.

Rat thuwong gip: O 75-100% bénh nhan dung Clofazimine, da, két mac va dich co thé s& bi d6i mau
cam, héng hoac nau den (do léng dong, chu yéu 0 m6 mo). Thubc thuong bi thanh thiéu nién hodc &
nhimg nhom ngudi coi trong hinh anh co thé tir chéi. Thude cling gay kho da (bénh vay ca va kho da)

mong mubn | .
va ngua.
(ADR) TR
Thwong gap: Kéo dai khoang QT (10-20 ms).
Hiém gip: Nhay cam véi anh sang, dau bung va tic nghén hoic chay mau, do lang dong thudc va hinh
thanh tinh thé trong niém mac rudt.
Chéng chi dinh | Di tng véi clofazimine.

Tuong tac thude

Str dung véi cac thude khéc truc tiép hodc gian tiép c6 thé gay kéo dai thém khoang QT, doi hoi phai
than trong va theo doi khi str dung cung:

« thudc chdng lao: Fluoroquinolone, Bedaquiline va Delamanid; va

o thubc hd tro va thude thong thuong: azole, macrolide, metoclopramide, efavirenz, furosemide,

hydrochlorothiazide, citalopram, escitalopram, methadone, thube chéng loan nhip tim va cac thube
khac.
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Tuong tac voi
thirc an

Dung trong bita dn dé tranh dau da day va tang kha ning hap thuy.

Giam sat sur dung
thudc

Theo dbi cac dau hiéu va triéu chung 1am sang. Thuc hién ECG néu dung déng thoi cac thude kéo dai
khoang QT khéc.

Gido duc nguoi
bénh va cac dau
hién canh bao

Dung cung thirc dn dé tranh dau da day va ting kha nang hap thy.

C6 thé lam do6i mau da va dich tiét co thé thanh mau cam, hdng hodc niu den. Anh huéng nay s& bién
mat sau khi ngirng thu6éc nhung c6 thé mat nhicu thoi gian (nhi€u thang dén nhi€u ndm). Bénh nhan
nén tranh nang va st dung loai kem chong nang manh.

Bénh nhan nén duoc huéng din thong bao ngay cho nhan vién y té néu xay ra bat ky triéu chimg nao
sau day:

* dau bung, buén noén dit doi, ndn, phan den hodc ti€u chay.

Cycloserine (Cs)

hoac terizidone (Trd)

Nhém thude

Analogue of D-alanine

Hoat dong chong
lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Cycloserine (Cs) hoiic Terizidone (Trz) duoc coi la nhitng thudc tuong duong va thuong duge sir
dung thay thé cho nhau. Terizidone dugc hinh thanh béi hai phan tir cycloserine két hgp. Khong co6 su
khac bi¢t dang ké vé do an toan giira hai loai thudc nay.

Muc tiéu: Thanh té biao M. tuberculosis. Nhitng loai thuéc nay ngin chin sy hinh thanh 16p
peptidoglycan (c6 vai tro cau trac, dac biét 1a ¢ thanh t€ bao Gram duong).

Hoat dong: Diét khuan hodc kim khuan (hoat tinh diét khuan thap), tily thudc vao nong do.

Thoi gian ban hity va bai tiét: C6 thoi gian ban hay 13 10 gio. Bai tiét qua than.

Khang chéo

Khong c6 kha nang khang chéo véi céac thuoc khac.

Liéu

« Ngudi lon: 10-15 mg/kg/ngay (licu toi da hang ngay 1a 1 g).

* Tré em: Xem Phu luc huéng dan dé biét cac dai can ning.
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« Suy than hoic chay thin nhén tao (loc mau): 250mg mot 1an mdi ngay hodc 500 mg, ba 1an mot
tuan; theo doi néng dd thudc, néu c6 thé, dé gilr néng do tdi da <35 mcg/ml.

Pyridoxine (vitamin B6): thuong duoc sir dung dé han ché ddc tinh ciia cycloserine nhung khong ¢
du dit liéu dé hd trg viéc dung vitamin B6 mot cach c6 hé théng cho ngudi 16mn hodc tré em dung céc
loai thudc nay.

Xem Phu luc huong ddn dé biét liéu dung dua trén can nang o nguoi lon va tré em.

Ubng.

Céch ding Nén ubng nguyén vién nang. Tuy nhién, viéc hoa tan vién nang trong 10 ml nudc va dung thé tich
tuong ing vai lidu chinh xac timg miligam c6 thé gitip tré nhé dé dung hon, mic du kha dung sinh hoc
van chua chic chéan.

o Vién nang nho 125 mg (chi ¢6 sin cho cycloserine).

Dang bao ché »

Vién nang 250 mg.

Bao quan Nén bao quan ¢ nhiét d6 phong (15-25 °C) trong hop kin. Tranh am.

Hap thu qua | Giam nhe theo thtic 4n (t6t nhat 1a udng luc bung d6i); khong bi anh huéng dang ké boi thudc khang

duong miéng axit hodc nudc cam.

Phén b vao dich | . N ,

néjr‘iﬁyo vao e Nong dg trong dich ndo tuy gan bang nong do trong huyét thanh.

Cac truong hop
dac biét

Phu nir mang thai hoic phu nir cho con ba: Chua duoc nghién ctru ky; c6 su phoi nhiém trong tir
cung va nhiing loai thubc ndy c6 trong sita nhung chua c6 tai liéu ndo ghi nhan vé kha nang gy quai
thai.

Ngudi bénh thian: Cycloserine dugc dao thai qua than va can diéu chinh lidu cho bénh nhan suy than
(xem phan Liéu dung & trén). Str dung than trong.

Nguoi bénh gan: Nhiing loai thudc nay duoc coi 1a than thién véi gan, nhung da c6 bao cdo vé doc tinh
vGi gan va vang da.
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Tac dung khong

Kha ning dung nap: Thay ddi; nhiéu bénh nhan dung nap kém do doc tinh than kinh tdm than phd
bién.

Rt thuong gip: Khong c6 kha ning tap trung, 10 do, bénh than kinh (30%) va tram cam (10%).
Thuwong gip: TAm than phan liét (7,6%).

mong mubn | | o s

(ADR) It gap: Co giat (3%), vang da, y dinh tu tfr‘ va cac van dé vé da. q -
Céc tac dung phu nghi€ém trong trén hé than kinh trung wong co6 thé lién quan dén ndng d¢ dinh >35
mcg/ml, nhung ciing c6 thé thdy trong pham vi diéu tri binh thuong, dic biét & nhiing bénh nhan c6
tinh trang strc khoe tdm than tir trude.

Ch 6ng chi dinh Cé cac tinh trang strc khoe tam than hodc than kinh nghi€m trong tu trudc bao gém roi loan co giat,

tram cam, lo au, bénh loan than, r61 loan nhan cach hodc lam dung rugu va cac chat gay nghién khac.

Tuong tac thude

Tang nguy co doc tinh trén hé than kinh trung wong khi dung cing véi Isoniazid.
Dung dong thoi voi Delamanid c6 thé 1am ting nguy co xay ra cac tic dung phu vé than kinh, dic biét
l1a & tré em.

Tuong tac voi
thirc an

Tot nhat nén udng khi bung doi, véi nude trai cay hodc thude khang axit. Nén tranh céc bira an nhiéu
chat béo, cling nhu rugu, vi rugu lam tang nguy co co giat.

Gidm sat sir dung
thude

Nén theo ddi ban dau va hang thang tinh trang tram cam bang mot céng cu (vi du: Chi s tram cam
Beck). Néu c6 thé theo dbi thude diéu tri, ndng do dinh nén dat duogc trong vong 1-2 tuan dau tién cua
liéu phép va theo ddi lién tuc trong qué trinh diéu tri. Nong d6 dinh nén duoc gitt & mitc <35 mcg/ml.
Khi dung delamanid va cycloserine dé)ng tho1, viéc theo doi cac tdc dung phu vé than kinh tAm than 1a
rat quan trong. Nhitng su kién ndy nén duogc bao céo thong qua hé théng canh giac dugc qubc gia.

Gido duc nguoi
bénh va cac dau
hién canh bao

Bénh nhin cin duwgc huéng din thong bio ngay cho nhin vién y té néu xay ra bat ky triéu chirng
nao sau day:

* co giat;

« run ray, kho néi hoic suy nghi hoic mat tri nhé;

e tram cam hodc c6 y dinh lam hai ban than hodc nguoi khac; va
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« lo lidng, 1t 14n hodc thay dbi tinh cach (vi du: hanh vi hung hing).

Delamanid (Dlm)

Nhom thude

Nitroimidazole

Hoat dong chong
lai vi khuén lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Thanh té bao M. tuberculosis. Uc ché qué trinh tong hop axit methoxymycolic va keto-
mycolic, 1a cac thanh phan cta thanh té bao mycobacteria.

Hoat ddng: Diét khuan, hoat dong manh trong 6ng nghiém. Hoat dong khir tring tiém tang

vi cac dan xuét nitroimidazooxazole dugc cho 13 tao ra cac loai nito phan tng, bao gdm nito oxit, gy
ngd doc té bao.

Thoi gian ban hity va bai tiét: Tién chat duoc kich hoat bai nitroreductase mycobacteria va lién két
chit ché véi protein huyét twong. Thudc dugc chuyén hoa cha yéu boi albumin va & mic do thap hon
boi isoenzyme CYP3A4 trong gan (cytochrome P450). Thoi gian ban hay 1a 30-38 gio. Thude duoc
bai tiét chu yéu qua phan, véi ty 18 bai tiét qua nudc tiéu dudi 5%.

Khang chéo

Co¢ rat it thong tin dugc cong bo vé cac dot bien khang thuoc, tan suat va moi tuong quan vai su lién
quan v€ mat lam sang.

Liéu

o Nguoi 16n: 200 mg mdi ngay (liéu t6i da hang ngay 1a 200 mg).

e Tré em: Khong giéi han do tudi. Vién nén 1a lua chon uu tién. Xem Phu luc cta s6 tay huéng dan dé
biét cac dai can nang.

* Suy than: Khéng can diéu chinh lidu ddi v6i suy than nhe dén trung binh; khong c6 dit lidu vé viéc
st dung & nhitng bénh nhan suy than nang. Ban dau, delamanid khong dugc

khuyén céo cho nhitng bénh nhén suy than ning.

Céch dung

Puong udng.

Nén st dung dang vién nén 25 mg & tré em.

Vién nén Delamanid danh cho nguoi 16n (50 mg) nghién nat va hoa tan trong nude da duoc ching
minh la cé tac dung tuong duong sinh hoc véi vién nén nudt toan bd, va co thé st dung & tré nho hoac
nhimg ngudi khong thé nudt toan bd vién néu khong c6 dang vién nén.
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Dang bao ché

Vién nén phan tdn 25 mg.

Vién nén bao phim 50 mg

Bao quan

Nén bao quan & nhiét d6 phong (15-25 °C) va trong bao bi gbc dé tranh am.

Hip thu qua
dudng mi¢ng

Su hép thu ting 1én khi dung bira an tiéu chuan (gip khoang 2,7 1an so vé6i khi nhin an); 25-47% liéu
delamanid duoc hip thu sau khi udng

cung vai thirc an.

Phan bé vao dich

nao tuy

Mot nghién ctru cho thiy rang, mic di nong do thude trong dich ndo tiy twong ddi thap,
delamanid dat duoc nong do thich hop trong mé ndo va dang udng c6 thé du dé co tac dung diéu tri
viém mang nao do lao.

Cac truong hop
dac biét

Sir dung trong thoi ky mang thai hoiic cho con bii: Dir liéu vé viéc sir dung delamanid trong thoi ky
mang thai con han ché. Dir liéu trén dong vat khong cho thdy bang ching

vé kha ning gy quai thai. Nha san xuét cho phép sir dung thudc ndy & phu nit mang thai

trong phac dd st dung nhan dao ctia hg. Mac du loat ca bénh phu nir mang thai dung delamanid con it,
nhung tat ca tré so sinh déu c6 két qua sinh né tuyét voi, cho thiy phu nit mang thai can thudc khong
bi tir chéi tiép can. O dong vat, delamanid va cac chat chuyén hoa cua thudc nay xuat hién trong sira
me. Khong c6 thong tin tir cdc nghién ctru trén ngudi, nhung thudc thudng khoéng duoc khuyén céo
trong thoi ky cho con bu.

Bénh nhén c6 bénh than: Khong can diéu chinh liéu ¢ nhitng bénh nhan suy than nhe dén trung binh,
nhung delamanid khong duoc khuyén céo cho nhitng bénh nhéan suy than ning.

Bénh nhan c6 bénh gan: Khong can diéu chinh liéu ¢ nhitng bénh nhéan suy gan nhe, nhung delamanid
khong duoc khuyén cédo & nhimg bénh nhan suy gan trung binh dén ning.

Bénh nhan c6 bénh tim: Bénh nhan c6 nhiéu yéu td nguy co tim mach, bao gdm kéo dai khoang QTc,
khong nén dung delamanid trur khi 1o1 ich tiem nang cua vi¢c diéu tri duoc du kién s& 16n hon céc rai
ro co thé xay ra. Pdi vai tht ca bénh nhan, nén lam dién tim dd trude khi bat dau diéu tri, sau d6 hang
thang trong sudt qua trinh diéu tri. Bénh nhan c6 ndng do albumin huyét thanh <3,4 g/mL (nhung it
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nhat 14 2,8 g/mL) hodc c6 yéu td nguy co tim mach nén duoc theo ddi dién tam d6 thuong xuyén hon.
Nén kiém tra va diéu chinh céc chét dién giai trong huyét thanh khi can thiét.

Sir dung ¢ bénh nhén suy dinh duong: Delamanid chong chi dinh ¢ bénh nhan c6 ndng d6 albumin
huyét thanh <2,8 g/mL. Tuy nhién, cac nghién ctru PD va PK gan day cho thay khong c6 thay d6i nao
lién quan dén nong do albumin.

Sir dung trén 6 thang va két hop véi bedaquiline dwoc xem 13 an toan.

Tac dung khong
mong mudn
(ADR)

Dung nap: Dung nap tbt, ho so doc tinh thép.

it gip: Kéo dai QTc (trung binh 5-15 msec, dat dinh & tuan thtr 8). Kéo dai QTc chung ¢ cac nhom
st dung delamanid, bedaquiline va cac thude kéo dai QTc khac 1a 2,7%, v&i thoi gian xudt hién trung
binh 1a 2,5 thang, khéng cé trudng hop tir vong do tim nao duge bao céo. Cac tac dung khac 13 budn
non, ndn, chong mat, mét ngu, lo léng, do giac, kinh hoang vé dém va dau bung trén.

Chéng chi dinh

Qua man cam véi delamanid.

Nong d6 albumin huyét thanh <2.8 g/mL.

Than trong khi dung cho bénh nhan nhay cam véi lactose.

Ngirng hoac khong dung khi cé:

« loan nhip that c¢6 ¥ nghia 1am sang;

« Khoang QTcF >500 msec (xac nhan bang ECG lap lai);

* bénh gan nang; hodc

« dién giai bat thuong.

Thén trong khi diing trong cac trudng hop cé thé lam ting khoang QT: O bénh nhan >60 tudi,
suy tim, hoi ching QT dai, tién st TdP, ha kali méu, suy gidp khong duoc diéu tri, BMI thap, nhiém
HIV va stir dung dong thoi cac thudce kéo dai QT khac. Bat ky bién c¢6 ngat xiu nao (vi du nhu ngat xiu)
hodc hoi hop nén dugce danh gid y t€ ngay lap tic va ECG. Trong mdt s6 nghién ctru theo doi hoi ctru
ve ty 1€ kéo dai khoang QTc va céc bién cd tim mach, murc tang 1a khiém ton va khong c6 truong hop
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loan nhip tim hoic tr vong lién quan nao dugc bao céo, ngay ca khi dung dong thoi bedaquiline va
delamanid.

Tuong tac thube

Kha ning tuong tac thudc-thude thip.

Nén tranh dung dong thoi cc chét gay cam tmg CYP3A manh (vi du nhu rifampicin

va carbamazepine).

Nén can nhic dung dong thoi v6i cac chat e ché CYP3A manh (vi du nhu ritonavir va
ketoconazole): can theo ddi dién tm d6 thudng xuyén.

Chua phat hién thiy twong tac nao gitta delamanid, dolutegravir va cac thudc khang vi-rat chinh.
Delamanid c6 thé 1am giam déng mau phy thudc vitamin K va lam ting thoi gian prothrombin va thoi
gian thromboplastin mQt phan dugc hoat hoa.

Dung chung véi cac thude khac kéo dai truc tiép hodc gian tiép khoang QT c6 thé gay kéo dai thém,
can than trong va theo doi:

« thudc chéng lao: fluoroquinolone, clofazimine va bedaquiline; va

« thudc phu trg va thude thong thuong: azole, macrolide, metoclopramide, efavirenz, furosemide,
hydrochlorothiazide, citalopram, escitalopram, methadone, thube chéng loan nhip tim va céc thude
khac.

Dung dong thoi voi cycloserine c6 thé lam ting nguy co cac tic dung phu vé than kinh tdm than, dic
biét 1a & tré em.

Tuong tac voi
thirc an

Delamanid nén dugc dung cung véi thuc an va tranh uong rugu.

Gidm sat sir dung
thudc

Trude khi bat dau dung delamanid, diéu quan trong 1 phai dam bao rang muc albumin

1a 2,8 g/dL hodc cao hon.

Nén lay dién tam d6 va dién giai co ban bat ¢t khi nao co thé trudce khi bat dau diéu tri va lap lai néu
can (vi du: kéo dai QTc¢ da dugc ghi nhan hodc nhi€u yéu t6 nguy co kéo dai QTc).
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Khi dung ddng thoi delamanid va cycloserine, viéc theo ddi cac tac dung phu vé than kinh tdm than 13
rat quan trong. Nhitng bién cb nay can dugc bao céo thong qua hé théng dugc canh giac qudc gia.

Gido duc nguoi
bénh va cac dau
hién canh bao

Bénh nhin cin dwogc hwong din thong bao ngay cho bac si néu bat ky trwong hop nao sau diy
x4y ra:

« Tién st bénh tim, dau tim, hoi chung QT dai bam sinh hodc cac van dé vé nhip tim;

* Bénh gan hodc than;

* HIV; hoac

* Dang mang thai hodc c6 y dinh mang thai.

Ethambutol (E)

Nhom thude

Khong phan nhom

Hoat dong chong
lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Thanh té bao M. tuberculosis. Thubc Gc ché su tong hop arabinogalactan va
lipoarabinomannan (16p thanh té bao dic biét thuong tir cac loai Mycobacterium), ngin ngira su phan
chia.

Hoat dong: Hoat dong diét khuan thap (kim khuan; chi diét khuan ¢ muc lidu cao). O liéu ding trong
thoi gian dai, ethambutol bao vé chong lai su phét trién thém cua tinh trang khang thudc khang thudce
khéc.

Thoi gian ban hity va bai tiét: c6 thoi gian ban hay 13 3,3 gid; chu yéu 1a bai tiét qua

than (20-22% liéu dung duoc dao thai dudi dang khong ddi trong phan)

Khang chéo Khong ghi nhan
« Nguoi 16n: 15-25 mg/kg/ngay. Liéu t6i da hang ngay 1a 1200 mg.
* Tré em: Xem Phu lyc cua s6 tay huéng dan dé biét cac dai can nang.
Liéu « Suy than hodc tham phan: 15-25 mg/kg/liéu, ba 1an mot tuan (khéng hang ngay).

Xem Phu luc cua s6 tay hudng dan dé biét liéu dung dua trén can nang & nguoi 1én va

tré em.
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Cach dung

Duong udng

Vién nén phan tan 100 mg.

Vién nén bao phim 400 mg.

Dang bao ché Viéc nghéén r}ét va hoa tan vién nén 400 mg trong 10 mL nudc co thé gjﬁp tré nhf’) hoac nhitng ngudi
khong thé nuot nguyén vién dang vién, va tranh viéc chia nhé cac ché pham dang ran, mac du kha dung
sinh hoc ctia vién nén nguoi 16n d hoa tan va nghién nat van chua chic chin (nén dung vién nén phan
tan).

Bdo quan Nén bao quan ¢ nhiét do dudi 30 °C.

Hap thu qual o1 dung sinh hoc 80%, khong phu thude vao thitc an.

dudong miéng

Phan bd vao dich | Khong thAm qua mang nio dugc.

nao tuy

Cac truong hop
dac biét

Str dung trong thoi ky mang thai hodac cho con bu: Ethambutol dugc coi 1a an toan trong thoi ky
mang thai; c6 thé st dung trong thot ky cho con bl nhung c6 thé xuat hién trong stra me.

Sir dung & bénh nhin than: Nén than trong khi str dung; ethambutol duoc dao thai qua than. Can diéu
chinh li€u (xem phan Liéu ¢ trén) vi c6 nguy co dgc tinh tang I1én.

Sir dung & ngwoi béo phi: Nguy co qua lidu méan tinh; can diéu chinh lidu (xem phan Liéu, & trén).

St dung & bénh nhan gan: Pugc coi la an toan.

Tac dung khong
mong mudn

(ADR)

Khi niing dung nap: Puoc dung nap t6t; tac dung phu thuong lién quan dén qué liéu méan tinh (vi du:
don thudc sai, suy than hodc qua lidu & ngudi béo phi).
it giip: Giam thi luc va thi lyc mau (viém day than kinh sau nhan cau). Tac dung c6 thé lién quan dén
lidu lwong va thoi gian diéu tri; nén ngimg dung ethambutol trong truong hop viém day than kinh thi
gidc vi dd c6 bao co vé tinh trang mu khong hoi phuc.

Hiém gip: Doc tinh v6i gan.
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Chéng chi dinh

Viém day than kinh thi giac tu trude hodc cac van dé nghi€ém trong vé thi lyc; thay ddi thi lyc sau khi
st dung ethambutol.

Tuong tac thude

Kha ning tuong tac thudc-thude thap. Khong c6 twong tac 16n voi CYP450.
Nén tranh st dung dong thoi v6i thube khang axit co chira nhom hydroxide trong it nhét 4 gio sau khi
dung ethambutol.

Tuong tac voi
thirc an

Khéng c6 tuong tac; thire an c6 thé lam giam kich ing dudng tiéu hoa.

G1am sat st dung
thudc

Bénh nhan nén duoc tu vin dé bao cao bat ky thay ddi nao veé thi luc. Nén thuc hién theo ddi thi luc
va phan biét mau sic ban dau va hang thang; can dic biét chu y dén nhitng c4 nhan dung liéu cao hon
hoic bi suy than. Mdi mét phai duoc kiém tra riéng biét va ca hai mat phai duoc kiém tra ciing nhau.

Gido duc nguoi
bénh va cac dau
hién canh bao

C6 thé dung cung thie dn hodc khi bung doi.
Bénh nhan can dwoc hwéng din thong bao ngay cho bac si néu xay ra bat ky trudong hop nao sau
day:

Bat ky van dé€ nao vé thay doi thi luc, mo mat, mu mau, kho nhin hodac dau mat.

Ethionamide (Eto) hoac Prothionamide (Pto)

Nhom thude Nhom carbothionamides, din xuét cia axit isonicotinic
Ethionamide va prothionamide (mdt chat twong tu propyl cta ethionamide) déu 1a thioamide; chung
c6 hiéu qua tuong tu nhau va duoc coi la co thé thay thé cho nhau; tuy nhién, ethionamide c6 san rong
) rai hon.
Hoat dong chong

lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Ciing nhu pyrazinamide, chiing 13 din xuét axit nicotinic lién quan dén isoniazid.

Muc tiéu: Thanh té bao M. tuberculosis. Ethionamide va prothionamide 1a tién chat thudc. Sau khi
hoat hoa béng enzym boi EthA cua vi khuan lao, chat chuyén hoa hoat dong urc ché enzym inhA, chiu
trach nhiém cho qua trinh tong hop axit mycolic (axit mycolic 1a mot phan thiét yéu cta thanh té bao
mycobacterium), voi co ché turong tu nhu isoniazid.

Hoat ddng: Diét khuan yéu (tuy thudc vao ndng d6 thude dat duoc trong mo, chu yéu 1a kim khuan).
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Thoi gian ban hity va bai tiét: C6 thoi gian ban huy 1a 2-3 gid. Bai tiét qua qua trinh chuyén hoa ¢
gan.

Khang chéo

C6 su khang chéo hoan toan giita ethionamide va prothionamide. Trong truong hop dot bién & gen
inhA, c6 sy khang chéo voi1 isoniazid (khang ethionamide va prothionamide & muc d§ cao, nhung
khang isoniazid & muc do thap)

Liéu

« Nguoi I6n: 15-20 mg/kg/ngay; lidu tdi da hang ngay 1a 1 g. Nén dung liéu mot 1an mdi ngay nhung
bac si lam sang c6 thé chia thanh 2 li€éu néu kha nang dung nap la van dé hodc cho dén khi kha nang
dung nap dugc cai thi¢n. Nhiéu ca nhan can tang dan liéu va di€u tri do rd1 loan tiéu hoa.

* Tré em: Xem Phu luc s6 tay huéng dan dé biét cac dai can ning.

« Suy thin hoic chay than nhan tao: Khong thay doi.

« Pyridoxine (vitamin B6): Khong c6 du dit liéu dé hd tro viéc ding vitamin B6 ¢6 hé thong cho ngudi
16m hoac tré em dang dung ethionamide va prothionamide.

Xem Phy lyc s6 tay huéng dan dé biét liéu dung dua trén can ning & nguoi 1on va tré em.

Céch dung

Puong udng.

Viéc nghién nat va hoa tan vién nén 250 mg trong 10 mL nudc ¢ thé gitp tré nho hodc nhitng ngudi
khong thé nudt nguyén vién thudc dé dang hon; diéu nay gitip tranh viéc phan chia cac ché pham dang
ran, mic du kha dung sinh hoc cua vién nén danh cho ngudi 1én da hoa tan va nghién nat van chua
chéic chin (nén dung vién nén phén tan).

Dang bao ché

Vién nén phan tan 125 mg (chi c6 ethionamide).

Vién nén bao phim 250 mg (ethionamide va prothionamide)

Bao quan

Nén bao quan ¢ noi kho rao, nhiét do dudi 30°C.

Hap thy
dudong miéng

qua

C6 kha dyng sinh hoc dudng udng gan nhu day di nhung c6 kha ning hip thu khéng déu, c6 thé do
céc roi loan duong tiéu héa lién quan.
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Phan bd vao dich
nao tuy

Nong d6 gan bang ndng d6 trong huyét thanh; mot nghién ctru nhi khoa danh gia néng do thude trong
dich néo tay cho thiy ethionamide nén duogc dung & lidu cao hon trong pham vi liéu dung cho bénh
nhan bi viém mang nao.

Cac truong hop
dac biét

Sir dung trong thoi ky mang thai hoic cho con bui: Nhiing loai thuc ndy thuong duoc tranh ding
trong thoi ky mang thai do budn nén va nén ting, nguy co giam TSH (1a yéu t6 co ban dbi voi phu nir
mang thai va thai nhi) va bao céo han ché vé kha ning gy quai thai. Nong d6 TSH can duoc theo ddi
va bd sung néu can dé ngan ngira bénh suy giap bam sinh.

C6 rat it dir liéu vé viéc st dung nhiing loai thudc nay trong thoi ky cho con bu: wdc tinh rang 20%

lidu diéu tri cho tré so sinh s& duoc truyén sang tré qua sita me (tré so sinh can dugc bod sung vitamin
B6 néu bt me).

Tré em: Nong d6 TSH can duoc theo ddi va bo sung néu can dé tranh tinh trang cham phat trién va
khuyét tat tri tué vinh vién.

Sir dung & bénh nhan than: Khong can phong ngira dbi véi suy than.

Sir dung ¢ bénh nhin gan: Nhimg loai thudc nay co thé gay doc cho gan tuong tuw nhu isoniazid; can
than trong khi stir dung trong bénh gan.

Tac dung khong
mong muon
(ADR)

Kha nang dung nap: Khong dung nap.

Pho bién: Hau hét bénh nhan (nguoi 16n va tré em) s& gap phai tinh trang khong dung nap duong tiéu
hoa lién quan dén liéu luong véi ethionamide va prothionamide, dan dén budn ndn, non, vi kim loai,
chan an, khé chiu ¢ bung, ti€éu chay va sut can. Cac triéu chimg dugc diéu chinh béng thirc an hoac
bang cach udng thude trude khi di ngt. Nhiéu ¢4 nhan can ting dan liéu luong va diéu trj do rdi loan
duong tiéu hoa. Viée dung thude chdng nén trude

thuong co ich.

Tinh trang r6i loan dudng tiéu hoa co thé ting 1én khi sir dung dong thoi axit paraaminosalicylic.
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it gip: Suy giap & nguoi 16n thuong 1a dudi 1am sang va co thé hdi phuc nhung c6 kha ning gay ra
hau qua quan trong & phu nir mang thai va tré em, can theo ddi TSH va b sung levothyroxine. Nguy
co suy giap tang 1én khi dung thudc véi axit para-aminosalicylic.

C6 thé xay ra doc tinh v&i gan va nguy co ting 1én khi st dung ddng thoi rifampicin. Cac tac dung phu
vé than kinh (vi du co giat) ¢ thé ting 1én & nhitng bénh nhan ciing dung cycloserine.

Hiém gip: Vi to & nam gidi, rung toc, mun trimg c4, bat luc va kinh nguyét khong déu.

Chéng chi dinh

Nhay cam v6i ethionamide va prothionamide hodc isoniazid.

Tuong tac thude

Tang tam thoi nong do isoniazid trong huyét thanh. Khong c6 tuong tac thudc- thude chinh nao duge
tim thay nhung c6 kha nang tang tac dung phu khi cé thuc chong lao khac (axit para-aminosalicylic,
cycloserine, 1soniazid va rifampicin).

Tuong tac voi
thirc an

C6 thé dung cung hodc khong cung thic an. Dung ethionamide va prothionamide ciing thirc dn c6 thé
lam gidm tinh trang khé chiu & duong ti€u hoa.

Nén tranh uéng rugu vi ¢ thé lam tang nguy co phan tng loan than.

G1am sat sir dung
thudc

TSH can duoc theo ddi dé tim bang chimg suy giap can liéu phap thay thé; can theo ddi thude diéu tri
néu nghi ngd kém hip thu. Can theo ddi xét nghiém chirc ning gan.

Gido duc nguoi
bénh va cac dau
hién canh bao

Nén dung cung thuc an.

Bénh nhan can dwoc hwéng din thong bao ngay cho bac si néu xay ra bat Ky truong hop nao sau
day:

* Co giat, thay ddi tinh cach nhu tram cam, 14 13n hodc hung hang;

« Budn non va non dir doi hodc mat nudc;

* Vang da hodc mét hodc nude tiéu sim mau; hodc

* Sung vu.

Imipenem—cilastatin (Imp—Cln)

Nhom thude

Beta-lactam — carbapenem
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Hoat dong chng
lai vi khuén lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Thanh té bao M. tuberculosis. Imipenem 1a mét loai khang sinh beta-lactam

thudc phan nhom carbapenem. Thude can duoc sir dung két hop véi axit clavulanic dé ngin chin qua
trinh tiét B-lactamase c6 trong vi khuan nhu M. tuberculosis, néu khong s& bat hoat

hau hét cac penicillin. Carbapenem cé mot sb co ché hoat dong, bao gém bt hoat cac protein lién két
penicillin va transpeptidases, (rc ché qua trinh tong hop sinh hoc 16p peptidoglycan cua thanh té bao vi
khuan (tao ra su phan hiy) hodc can thiép vao qua trinh hinh thanh thanh té bao.

Hoat ddng: Hoat dong diét khuan va c6 thé 1a hoat dong khtr tring.

Thoi gian ban hiiy va bai tiét: Imipenem bi phan huy nhanh chong bdi dipeptidases 6ng than gan; do
d6, thube duoc st dung két hop véi chat tc ché dipeptidase cilastatin. Sau khi tiém tinh mach,
imipenem c6 thoi gian ban huty 1a 1 gid; sau khi tiém IM, thudc c6 thoi gian ban huy 13 1,3-5,1 gid.

Cilastatin duoc chuyén hoa mot phan qua than. Imipenem chi yéu dugc bai tiét qua nudc ticu (70%).

Khang chéo

Imipenem va meropenem co6 thé c6 kha nang khang chéo, nhung bang chimg vé M. tuberculosis con
han ché.

Liéu

Khéng nén dung nhiing loai thudc nay cho tré em dudi 15 tudi.

« Nguoi 16n: 1000 mg hai 1an mdi ngay. Liéu toi da hang ngay 1a 2000 mg.

* Suy than hoac chay thén: Piéu chinh liéu dya trén mic do nghi€m trong cua suy than; vi du, 750
mg moi 12 gid doi véi do thanh thai creatinine 2040 mL/phut hoac 500 mg moi 12 gid doi voi do
thanh thai creatinine <20 mL/phut.

Xem Phy luc cta sb tay hudng din dé biét lidu dung dya trén can ning ¢ nguoi 16n.

Céch dung

Khéng hap thu qua dudng udng. C6 thé dung qua duong tinh mach hodc tiém bap.

MB&i liéu phai dugc dung trude 30—60 phit clavulanate (xem td thong tin thudc amoxicillin—clavulanic
acid dé biét liéu dung).

Tiém tinh mach: Truyén dich phai cham va c6 thé mat 20—-60 phat dé hoan tt (hodc tham chi 1au hon
trong truong hop budn nén). Déi véi viée str dung lau dai nhur mot phan cia qué trinh diéu tri bénh lao,
hay can nhac viéc dat duong truyén trung tim dugc chén ngoai vi.
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Dang bao ché

Bot tiém, 500 mg/500 mg trong 1o 10 mL

Bao quan

Bot phai duoc gitr ¢ nhiét do phong (15-25 °C); san pham da pha lai phai duoc st dung trong vong 2
gid va khong dugc dong lanh. Bat ky san pham chua sir dung hodc vat liéu thai ndo phai dugc xu Iy
theo quy dinh cua dia phuong.

Hap thy
dudng mi¢ng

qua

Khong &p dung

Phan bd vao dich

nao tuy

Kha nang tham thau dich nao tuy tot. Meropenem thuong dugc uu ti€n dung cho bénh viém mang nao
do lao va cho tré em vi nguy co co giat tdng cao lién quan dén viéc str dung imipenem.

Cac truong hop
dac biét

Sir dung trong thoi ky mang thai hoiic cho con bii: C6 thong tin han ché vé viée sir dung thudc nay
trong thoi ky mang thai; tinh an toan trong thoi ky cho con bu chua dugce biét.

Sir dung ¢ bénh nhén than: Can diéu chinh liéu (xem phan Liéu & trén); liéu ding sau khi chay than.
Sir dung & bénh nhéin gan: Men gan ting cao da dugc ghi nhan ¢ 6% bénh nhan, nhung chua 6 ton
thuong gan rd rang nao dugc ghi nhan.

Tac dung khong

Kha ning dung nap: {t dung nap, do gian doan cudc séng hang ngay do truyén dich kéo dai va phai
cham soc dudng truyén trung tim dugc dua vao ngoai vi, cd thé can trong nhiéu thang.

mong mudn | Thwong gip: Tiéu chay, buén ndn hodc nén; nhiém ndm men (twa miéng).
(ADR) it giip: Viém dai trang gia mac (phat trién qua murc Clostridioides difficile).
Hiém giip: Co giat (ghi nhan khi nhiém tring CNS), hdi hop.
. Khong dung nap carbapenem.
Chéng chi dinh & CUhg Nap catbap

Viém mang nio (st dung meropenem thay vi imipenem—cilastatin).

Tuong tac thude

Kha ning tuong tac thudc-thude thap. Ganciclovir: Tang nguy co co giat.

Valproate: Imipenem 1am giam ndng d6 valproate trong huyét thanh. Tranh sir dung dong thoi

Tuong tac voi
thirc an

Khong ghi nhan
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Giam sat str dung
thudc

Theo doi cac dau hi€u va tri€u chiing lam sang.

Gido duc nguoi
bénh va cac dau
hién canh bao

Ho6i bénh nhan vé thudc dung dong thoi véi ganciclovir hodc tién sir di Gmg vdi penicillin hodc
cephalosporin.

Bénh nhan nén dugc hudng dan thong bao bac si néu bat ky truong hop nao sau day xay ra:

* Ti€u chay nang (phan nudc hoac c6 mau);

* Co giat hodc dong kinh; hodc

« Nhip tim nhanh hoic khong déu.

Isoniazid high dose (Hh)
Nhém thude Axit isonicotinic hydrazide
Muc tiéu: Thanh té bao M. tuberculosis. Isoniazid 1a mot tién chat thudc sau khi duge
kich hoat boi1 enzyme katG (catalase cua vi khu:fm), s€ ngan chan hoat dong ciia enzyme inhA chiu
trach nhiém cho qué trinh téng hop sinh hoc céc axit mycolic, mot thanh phan chinh cua thanh té bao
, mycobacteria. [soniazid 1a mdt thude diéu tri lao hang dau co thé c6 hiéu qua nhu mdt tac nhan hang
Hoat dong chong

lai vi khuan lao,
co ché hoat dong
va chuyén hoa

thr hai néu duoc st dung ¢ lidu cao khi khong c6 tinh trang khang thubc ¢ mirc do cao.

Hoat dong: Co tac dung diét khuan manh ddi v6i M. tuberculosis ndi bao va ngoai bao dang phat trién
tich cuc. Cho dén nay, isoniazid dugc coi la thudc diét khuan manh nhat trong s6 céc thude hang dau
va hang tht hai.

Thoi gian ban hity va bai tiét: Chu yéu 1a chuyén hoa & gan (N-acetyl transferase). Thoi gian ban
hay 14 0,5-1,6 gid & cac acetylator nhanh va 2—5 gidr & cac acetylator cham (tdc do acetylation & ngudi
duoc xéac dinh vé mat di truyén). Isoniazid duoc bai tiét 50-70% qua nudc tiéu.

Khang chéo

Pot bién & ving khoi dong inhA co6 thé gy ra tinh trang khang isoniazid & mutc do thap va khang
thionamide.

Liéu

Trong diéu tri lao khang thudc, co thé sir dung liéu isoniazid cao hon nhu mét phan cta phac d6 9

thang ngan hon.
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« Nguoi 16n: 10-15 mg/kg/ngdy. Liéu hang ngay tiéu chuan 1a 300 mg/kg; lidu cao 13 600 mg.

« Tré em: Xem Phu lyc s6 tay hudng din dé biét cac dai cAn ning.

« Suy than hodc tham phan: 300 mg mot 1an mdi ngay.

« Pyridoxine (vitamin B6): Nén st dung khi dung isoniazid liéu cao. Phu nit mang thai va sau sinh va
tré so sinh bu sira me hoan toan nén luén dung vitamin B6 trong khi dung isoniazid.

Xem Phu lyc s tay hudng dan dé biét liéu dung dya trén can ning ¢ tré em.

Céch dung

Puong udng

Dang bao ché

Dung dich udng 50 mg/5 mL.

Vién nén phan tan 100 mg.

Vién nén co khia va khong khia 100 mg.

Vién nén c6 khia va khong khia 300 mg.

Nghién va hoa tan vién nén khéng bao (100 mg va 300 mg) trong 10 mL nudc co thé gitp tré nho hodc
nhitng nguoi khong thé nuot nguyén vién thudc dé uong hon; cach nay ciing tranh dugc viéc phan doan
cac ché pham dang ran, mac du kha dung sinh hoc cua vién nén nguoi 16n da hoa tan, nghién nat van
chua chac chan (vién nén phan tan dugc ua chudng hon).

Bao quan

Dung dich udng nén duogc bao quan dudi 25-30 °C.
Vién nén nén dugc bao quan dudi 30 °C va tranh anh sang.

Vién nén phan tan nén dugc bao quan tranh am.

Hap thu qua
duong miéng

Hap thu t6t qua dudng udng hodc tiém bap. Hap thu t6t nhat khi bung doi (ndng do dinh giam >50%
néu dung cung bira an nhiéu chit béo).

Phan bé vao dich

nao tuy

La mot phan tr nhé wa m& ¢ mirc do vira phai, ndng do trong Dich nio tiy twong dwong voi ndng do
trong huyét trong & mang ndo bi viém, nhung chi bang 20% ndng d6 trong huyét trong & mang nio
khong bi viém.
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Céac truong hop
dac biét

Sir dung trong thoi ky mang thai hoiic cho con bii: Khong chéng chi dinh sir dung thudc nay. Khi
cho con bu, cé tré so sinh va me déu nén bd sung pyridoxine.

Sir dung & bénh nhan than: Khong can diéu chinh liéu trong trudng hop suy than, nhung nén bd sung
pyridoxine.

Sir dung & bénh nhan gan: Thudc c6 thé lam tram trong thém tinh trang suy gan va nén st dung than
trong.

Tac dung khong

Khi niing dung nap: Dung nap t6t.
Thwong gap: Bénh than kinh ngoai bién: té, yéu, nglra ran, hodc dau rat ¢ tay hodc chan; budn nodn,
nén va kho chiu da day; va két qua xét nghiém chirc ning gan bat thuong (viém gan do transamin).

it gap: Viém gan (nguy co cao hon & nguoi lon tudi, lam dung rugu, mang thai, viém gan do vi-rit,

mong mudn | bénh gan nhiém md hodc viém gan nhiém m& khong do ruou va lao gan); va sot, 6n lanh, dau khép
(ADR) (dau khop) va cac tac dung nhe 1én h¢ than kinh trung wong (tang 1én khi dung dong thoi cycloserine).
Hiém gip: Phan tng qua man (di tng) nghiém trong; cac van dé vé gan nghiém trong
va doi khi gay tir vong (thudng gip hon & liéu phap don tri isoniazid, it gdp hon & liéu phap dong thoi
rifampicin—isoniazid); va lupus do thuoc.
. ) Bénh nhan c¢6 tinh trang khang isoniazid & murc d0 cao ma phac dd c6 chira isoniazid d3 that bai.
Chong chi dinh

Tién str phan tng di tng v41i isoniazid hodc ethionamide hoac prothionamide.

Tuong tac thude

Nén udng khi bung do6i (1 gid truée hodc 2 gio sau bita an); kha nang hip thy va sinh kha dung giam
khi uéng cung thirc an. Trong truong hop dau da day, isoniazid c6 thé uong cung voi d6 an nhe.

Nén udng riéng véi thudc khang axit (Iam giam kha nang hép thu).

Nén tranh uéng rugu vi c6 thé lam tang nguy co gy viém gan va bénh than kinh ngoai bién.

Nén tranh udng caffeine va s6 co la, cling nhu cac loai thuc pham va thuc phdm bd sung co chira
histamine va tyramine.
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Tuong tac voi
thirc an

Kha ning tuong tac thudc-thude thap. Isoniazid 1a chat tc ché CYP3A4 yéu va c6 thé lam ting ndng
d6 cua mot sd chat nén cua enzyme cytochrome P450 nhu phenytoin (lam ting ndng do) va
carbamazepine (nguy co gay ddc cho gan).

Ruou c6 thé lam tang nguy co co giat.

C6 nguy co tang doc tinh trén hé than kinh trung uvong khi dung isoniazid déng thoi véi cycloserine.

Gidm sat sir dung
thudc

Nén tién hanh theo d&i 14m sang va xét nghiém chire ning gan, 1y tudng nhit 13 hang thang.

Déi v6i nhitng bénh nhan dang dung nhiéu loai thude diéu tri lao hodc cac loai thude gay doc cho gan
khac, hodc co bénh gan tiém an (bao gdm viém gan do vi-riit), nén xét nghiém chirc nang gan ban dau
. Xét nghiém churc nang gan theo doi1 dugc xac dinh dua trén cac mbi quan tam ban dau va cac triéu
ching cua tinh trang doc gan.

Gido duc nguoi
bénh va cac dau
hién canh bao

Thudc nén duoc udng khi bung déi dé hap thu tét hon. Khong nén udng thudce cling véi bira an nhiéu
chét béo. Trong truong hop dau da day, c6 thé udng isoniazid cing véi dd an nhe. Khong nén dé hon
dich l6ng trong tu lanh.

Bénh nhan nén tranh ruou, thude khang axit, s6 c6 la, caffeine va thuc phém va cac chat bod sung co
chtra histamine va tyramine trong khi dung thuoc nay.

Bénh nhan nén dugc hudng din thong bao ngay cho bac si cham soc sttc khoe ctia minh néu bat ky
truong hop nao sau day xay ra:

« Co giat (dong kinh) hoic thay doi hanh vi;

« Bo bing, d6 md hoi hodc dau dau;

 T€, dau hodc ngtra ran hoac nong rat & ngon tay hoac ngon chan;

« M& mit hodc dau mét;

* Chan an, mét moi, yéu, da hodc mét vang hodc nudc tiéu sAm mau; hodc

« SHt va phat ban trén da lan rong va gy phong rdp va bong troc

Meropenem (Mpm)
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Nhoém thudc

Beta-lactam — carbapenem

Hoat dong chong
lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Thanh té bao M. tuberculosis. Meropenem 1a mot loai khang sinh beta-lactam

thudc phan nhom carbapenem. Thudc phai dugc sir dung két hop voi axit clavulanic dé ngan chin su
tiét B-lactamase c6 trong vi khuan nhu M. tuberculosis, néu khong s&

bat hoat hau hét cac penicillin. Carbapenem, thong qua mot sé co ché (vi du nhu bat hoat cic protein
lién két penicillin va transpeptidases), trc ché qua trinh sinh tong hop 16p peptidoglycan cua thanh té
bao vi khuan, giy ra sy phan hiy hodc can thiép vao qua trinh hinh thanh thanh té bao.

Hoat dong: C6 kha ning diét khuan va c6 thé c6 kha nang khir triang. Mot nghién ciru da tim thay ho
so hiéu qua t6t hon voi meropenem so v4i imipenem.

Thoi gian ban hily va bai tiét: Meropenem 6n dinh voi dipeptidases than va khong céan cilastatin.
Thudc chil yéu duoc bai tiét qua nudce tiéu (70%) va co thoi gian ban huy khoang 1-1,5 gid ¢ ngudi
16m va tré em.

Imipenem va Meropenem c6 thé c6 kha nang khang chéo, nhung bang ching véi M. tuberculosis rat

Khang chéo han ché.

« Ngudi 16n: 1 g (20 mL) tiém tinh mach ba 1an mdi ngay hodc 2 g hai lan mdi ngay. Mdi liéu duoc
dung trude bang 125 mg clavulanate (dung axit clavulanic 60 phut trude moi li€u meropenem). Liéu
hang ngay t61 da 1a 6000 mg.

« Tré em: Xem Phu lyc cua sb tay huéng dan dé biét cac dai can nang.

Liéu * Suy than hodc chay than: Viéc diéu chinh liéu dya trén mirc do nghiém trong cua suy than; vi du, 750
mg moi 12 gid doi véi do thanh thai creatinin 2040 mL/phut hodac 500 mg moi 12 gio d61 voi do thanh
thai creatinin <20 mL/phut.

Xem Phy lyc cta s6 tay hudng din dé biét lidu dung dua trén cin nang 6 ngudi 16n va
tré em.
Céch ding Chi tiém tinh mach (khong khuyén cdo tiém bap); khong hap thu qua dudng udng. Clavulanate nén

duoc udng 30-60 phit trudce khi tiém tinh mach mét lidu meropenem (mdi 8 gid)
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Dé sir dung lau dai trong bénh lao, nén can nhic dit dudng truyén tinh mach trung tm tir ngoai vi.

Bot tiém hodc truyén (1 g) phai duoc pha (1 g trong 20 mL) v6i nude pha tiém hodc dung dich natri

Dang bao ch¢ clorid 0,9% hoic dung dich glucose 5% dé truyén trude khi dung.
Béao quan Bt phai dugc bao quan ¢ nhiét do duadi 25-30 °C.
Diéu kién bao quan dung dich pha ché khac nhau; do d6, can kiém tra nhdn san phém cu thé.
?ﬁgﬂg ili%:ng ana Khong ap dung
Phén bd vao dich | C6 kha ning tham thau dich ndo tay day du va dugce khuyén cdo trong truong hop viém mang ndo do
nao tay lao (trong d6 meropenem dugc wa chudong hon imipenem).

Cac truong hop
dac biét

Sir dung trong thoi ky mang thai hoiic cho con bii: Thude duoc coi 12 an toan nhung c6 it thong tin
vé viéc sir dung 1au dai thude diéu tri lao trong thoi ky mang thai. Meropenem duoc bai tiét vao sita
me va tinh an toan ctia thudc trong thdi ky cho con bu van chua duoc biét.

Sir dung ¢ bénh nhén thian: Can diéu chinh lidu trong bénh than (xem phan Liéu dung ¢ trén); lidu
dung sau khi chay than.

Sir dung & bénh nhén gan: Bénh gan khong 1am thay doi duoc dong hoc ctia meropenem.

Tac dung khong

Dung nap: Thudc dugce dung nap kém do gy gian doan dang ké cudc song hang ngay do phai truyén
tinh mach va can phai cham s6c duong truyén tinh mach trung tim duoc dua vao ngoai vi, doi khi
trong nhiéu thang.

mong mudn | Thwong gip: Pau dau, tiéu chay, budn non hodc nén, va nhiém nim men (twa miéng).

(ADR) it giip: Thiéu mau va viém dai trang gia mac (phat trién qua muc Clostridioides difficile).
Hiém gip: Co giat (duoc ghi nhan khi nhiém tring CNS), nhung hiém khi so v&i imipenem; va tiang
men gan, doc tinh vé huyét hoc va qua man.

Chéng chi dinh | Khong dung nap carbapenem.

Tuong tac thude

Kha ning tuong tac thudc-thude thap.
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Dung dong thoi probenecid trc ché bai tiét qua than ciia meropenem. Dung dong thdi acid valproic
hoic divalproex sodium lam giam ndng d6 acid valproic trong huyét thanh, c6 kha ning 1am ting nguy
co co giat.

Tuong tac voi
thirc an

Khong

Giam sat sur dung
thudc

Theo doi cac dau hi€u va tri€u chiing lam sang.

Gido duc nguoi
bénh va cac dau
hién canh bao

Bénh nhéan nén dugc hoi vé thude dung dong thoi véi axit valproic va liéu ho ¢6 bi dj img voi penicillin
hodc cephalosporin khong.

Bénh nhén nén dwoc huwéng din thong biao ngay cho bac si néu bat ky truwong hop nao sau diy
x4y ra:

* Ti€u chay nang (phan nudc hodc c6 mau);

« Phat ban trén da, ndi mé day hodc ngira;

« Da nhot nhat, mét méi bat thuong; hodc

« Sung & mit, c¢6 hong hoic mdi, thé kho khe hodc kho tho.

Pretomanid (Pa)

Nhém thube Nitro-dihydro-imidazooxazole

Muc tiéu: Thanh té bao M. tuberculosis va qua trinh chuyén hoa té bao bén trong.

Pretomanid 13 mét tién chat dugc hoat héa vé miat chuyén hoa bdi enzyme Ddn hodc dong enzyme
Hoat dong chéng F420, tao ra nhiéu chit chuyén hoa hoat dong chiu trach nhiém cho tac dung chéng lao cta no:

lai vi khuan lao,
co ché hoat dong
va chuyén hoa

« M6t dan xuét des-nitro chju trach nhiém tao ra oxit nitric, dan dén ngd doc té bao ngay ca trong diéu
kién ky khi, va do d6 giét chét vi khuan hoat dong ciing nhu vi khuan tiém an hozc khong hoat dong.
« Cac chét chuyén hoa khac trc ché qua trinh tong hop axit mycolic, ddn dén e ché qua trinh tong hop
thanh té bao vi khuan. Co ché nay van chua duoc hiéu ddy du, nhung dit liéu cho thay no lién quan
dén cac gen fasl va fasll, efpA va iniBAC cyd.
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Hoat dong: Thudc co tac dung diét khudn va ¢ hoat tinh manh trong dng nghiém dé tiéu diét vi khuan
dang sao chép tich cuc. Thude c6 kha niang khtr tring tuyét voi, nhu da duoc chimg minh trong céc thir
nghiém nghién ctru ché 46 BPaL/BPaLM.

Thoi gian ban huay va bai tiét: bay 1a mdt tién chat can dugc hoat héa sinh hoc. Thudc lién két chit
ché véi protein huyét twong (86,4%). Thude co thoi gian ban huy 1a 18 gid. Qua trinh chuyén hoa &
gan dién ra theo nhiéu con duong khac nhau va chua xac dinh dugc mot

con dudng chuyén hoa chinh nao. CYP3A4 (cytochrome P450) chiu trach nhiém cho 20% qua trinh
chuyén héa cua thude. Khoang 53% duoc bai tiét qua nudc tiéu va 38% qua phan.

Thong tin dugc cong bd han ché veé cac dot bién co6 thé dan dén khang chéo, tan suat, su phan bo va

Khang chéo £ s 1A
moi tuong quan voi 1am sang.
« Nguoi 16n: 200 mg mot 1an mdi ngay cung véi thie an (liéu ding hang ngay ti da 1a 200 mg).
Liéu Xem Phuy luc cta s6 tay hudng dan dé biét lidu dung dua trén can ning trong cac ché do BPaLM/BPalL.
WHO khéng khuyén céo st dung Pretomanid cho nhitng ngudi dudi 14 tudi.
) . Ubng (thube duge hap thu tét hon khi dung cung thire an).
Cach dung o o z . \ 2 9 .
Nén uong nguyén vién thuoc; khong dugc bé, nghién hoac nhai.
Dang bao ché Vién nén 200 mg
Bao quan Nén bao quan ¢ nhiét d6 dudi 30 °C va trong bao bi gdc
Hap th . : : 3 . .
a? uA afa Su hap thu tang 1én khi dung cung vdi thirc dn c6 nhiéu calo va nhiéu chat béo.
dudong miéng
Phén b vao dich .
N anq O vao dic Khong co dir li¢u
nao tuy

Céac truong hop
dac biét

Sir dung trong thoi ky mang thai hoiic cho con bii: Khong c6 nghién ciru ¢6 san vé viée st dung
pretomanid & phu nit mang thai va khong cé loai thuéc mang thai nao dugc chi dinh. Cac nghién ctru
trén dong vat (vé qué trinh phat trién truéc va sau khi sinh) cho thay nhiing thay doi ¢ thai nhi & liéu
doc hai nhung khéng phai ¢ lidu twong duong dugce str dung & ngudi. Pretomanid di vao sita me.
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Hién tai khong khuyén cdo dung thudc nay trong thoi ky mang thai hodc cho con bi.

Sir dung & bénh nhan than: Tinh an toan, hiéu qua va dugc dong hoc chua duoc biét.

Sir dung & bénh nhan gan: Tinh an toan, hiéu qua va duoc dong hoc chua dugc biét.

Sir dung & bénh nhén tim: Day 1a thudc kéo dai khoang QTc; do d6, nén sir dung than trong & nhiing
bénh nhan c6 cac yéu to6 nguy co kéo dai khoang QTc.

Str dung ¢ nguoi suy dinh dudng: Khong 0.

Str dung trén 6 thang: Khong 0.

St dung than trong trong trudng hop khang thudc delamanid da xac nhan hoic nghi ngd (kha ning
khéng chéo)

Tac dung khong
mong mudn
(ADR)

Dung nap: Dung nap tot.

Céc doc tinh phd bién nhat dugc bao cdo lién quan dén pretomanid 13 dau dau (32%), budn non (12%),
viém da tiép xuc (11%), gidam muc hemoglobin (11%), ti€u chdy (9%) va chong mét (8%).

Cac tac dung phu dic biét quan tim: Trong cic nghién clru trén dong vat, cac tdc dung doc hai do
pretomanid gay ra 1a r61 loan vé mat va doc tinh doi véi kha nang sinh sdn ctia nam gi61; tuy nhién,
mot danh gia gan day vé cac bang chiing c6 san da bao cao khong c6 thay doi nao v€ hormone nam
trong bon thir nghiém lam sang, cho thay khong c6 moi li€én quan nao gitta phuong phap diéu tri co
chtra pretomanid va ddc tinh do1 vai tinh hoan. Bang chung hién tai dugce coi la du dé giai quyét tinh
an toan tuong doi cua pretomanid (mac du nguoi ta cho rang khong c6 kha nang anh hudng dén kha
nang sinh san ciia nam gioi).

Céc tac dung phu khac bao gom:

* Co giat;

« Pién tam d6 kéo dai khoang QT: trung binh 5 msec, khong c6 hau qua 1am sang dang ké;

* Doc tinh vo1 gan (tang GGT); va

« Suy tiy (thiéu mau).
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C6 mdt s0 nghién ctru dang dugc tién hanh dé danh gia thém vé hiéu qua va tinh an toan ctia pretomanid
don 1¢ hodc két hop vo1 céac loai thudc khac

Chéng chi dinh

Hién tai, thudc nay chéng chi dinh ¢ nhiing bénh nhan bi chdng chi dinh dung bedaquiline hoic
linezolid

Tuong tac thube

C6 kha nang tuong tac thudc-thude thap.

Khéng c6 tuong tac 16n ndo duge bao cao nhung dir liéu con han ché.

Néu c6 thé, nén tranh dung dong thoi cic chit gdy cam ung CYP3A manh. Trong cac nghién ciru,
rifampicin lam gidam 66% AUC cua pretomanid va nevirapine lam giam 35% AUC cua pretomanid.

Nén than trong khi dung thude nay véi cac thude kéo dai QTc khac.

Tuong tac vo1
thirc an

Nén dung thudc cing thirc n; nén tranh udng ruou vi lam ting nguy co gy doc cho gan.

G1am sat st dung
thudc

Céac dau hiéu va triéu chig cua doc tinh voi gan can dugc theo ddi, va cc xét nghi¢m chirc nang gan
duoc theo dbi khi bat dau, sau 2 tuan va sau d6 hang thang khi can thiét. Phac d6 BPaL c6 lién quan
dén cac phan Gmg bt loi & gan. Can lay dién tim d6 va dién giai ban dau bat cr khi nao co thé trude
khi bat dau diéu tri va lip lai néu can (vi du: kéo dai QTc d3 duoc ghi nhan hodc nhiéu yéu té nguy co
kéo dai QTc)

Gido duc nguoi
bénh va cac dau
hién canh bao

Nén udng thube cung véi thire an. Nén nudt toan bo vién thude va khong duoc nghién nat, nhai hoic
bé nhd. Nén tranh uong ruou.

Bénh nhén nén dwoc huwéng din thong bio ngay cho bac si néu bat ky trwong hop nao sau diy
xay ra:

« Tién st bénh tim, dau tim, hoi chung QT dai bam sinh hodc cac van dé vé nhip tim;

* Bénh gan hodc théan;

* HIV; hoac

* Dang mang thai hodc c6 y dinh mang thai.

Pyrazinamide (Z)
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Nhoém thudc

Dan xuat tong hgp cia nicotinamide

Hoat dong chong
lai vi khuan lao,
co ché hoat dong
va chuyén hoa

Muc tiéu: Chuyén hoa M. tuberculosis bén trong v6i nhiéu co ché tiém an. Pyrazinamide 1a mot tién
chit, thong qua enzyme pyrazinamidase, dugc hoat hoa thanh axit pyrazinoic (dang hoat dong); n6 céd
hoat tinh cao trong diéu kién axit ma hau hét cac loai thude tré nén bat hoat va truc khuan chuyén sang
dang khong sao chép, hoac tiém 4n hodc khong hoat dong.

Pyrazinamide 1a nguyén mau cho cac loai thudc nham muc tiéu cu thé vao céac dang M. tuberculosis
tiém 4n hodc khong hoat dong. Trong diéu kién axit (tim thiy bén trong dai thyc bao va trong tinh trang
viém va caseum), axit pyrazinoic xAm nhap vao thanh té bao va c6 thé tiéu diét M. Tuberculosis bang
cach:

* Tich tu bén trong té bao, dan dén té bao chit ctia vi khuan axit;

. Déy nhanh qué trinh ti€u thu nang lugng: cac bom thoat cua truc khuén trén thanh té bao lién tuc
bom axit pyrazinoic ra khoi té bao;

« Pha v& dién thé mang va can thiép vao qua trinh san xuat ning luong cia tryc khuan trong méi trudng
axit;

« C6 kha ning trc ché qua trinh tong hop axit béo; va

« Lién két voi protein ribosome S1 (RpsA) va trc ché dich ma trans.

Hoat ddng: Pyrazinamide c6 kha niang khir tring manh; no c6 thé tiéu diét truc khuan tiém an hoic
khong tiém an; tuy nhién, n6 c6 hoat tinh di¢t khuan yéu hoac khong co, vi thude chi co tac dung chéng
lai truc khuan trong moi trudng axit.

Thoi gian ban hity va bai tiét: Nong do dinh trong huyét trong dat dugc trong vong 2 gid va thoi
gian ban hity 1a 9—10 gid (trong diéu kién binh thuong). Khoang 10% lién két voi protein huyét tuong.
N trai qua qua trinh chuyén hoa & gan va 70% dugc bai tiét qua nudc tiéu (chi yéu qua qua trinh loc
cau than trong vong 24 gid)

Khang chéo

Chua c6 ghi nhan

Liéu

« Nguoi 16n: 20-30 mg/kg/ngay. Liéu t6i da hang ngay 1a 2000 mg.
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« Tré em: Xem Phu lyc cua sb tay huéng dan dé biét cac dai can ning.
« Suy than hodc tham phan: 25 mg/kg/liéu, ba lan mot tuan (khong phai hang ngay).

Xem Phu luc cua s6 tay hudng dan dé biét liéu dung dua trén can nang & nguoi 1én va tré em

Céch dung Puong udng
Vién nén phan tan 150 mg.

Vién nén 400 mg.
Vién nén 500 mg.

Dang bao ché Viéc nghién nat va hoa tan vién nén khong bao (400 mg va 500 mg) trong 10 mL nudc co thé gitp tré
nho d& udng hon hoic nhimg nguoi khong thé nudt nguyén vién thudc; ngoai ra, nd gitp tranh viéc
phan doan cac ché pham dang ran, mic du kha dung sinh hoc ctia vién nén ngudi 16n di hoa tan, nghién
nat 1a khong chac chan (vién nén phéan tan dugc wa chudng hon).

Bao quan
Khong nén bao quan ¢ nhiét do trén 25-30 °C. Vién nén phan tan phai dugc bao v¢ khoi do am.

Hap th , : :

a? uA i Duoc hap thu tot qua duong tiéu hoa.

duong miéng

Phén b6 vao dich | La mot phan tir nh6 va m& & mirc do vira phai, nong d¢ trong dich nio tuy twong dwong véi nong do

ndo tuy trong huyét thanh & nhitng bénh nhan bi mang nao bi viém.

Str dung trong thoi ky mang thai hodc cho con bu: Khong c6 kha nang gay quai thai nao dugc biét
dén. Thudc dugc phan phdi vao sita me nhung thuong duoc sir dung trong thoi ky cho con bt.
Sir dung & bénh nhén thin: Thuog dugc dao thai qua than; c6 thé can diéu chinh liéu luong; vi du,

Cac truong hop | khi chuyén sang liéu dung ba 1an mdi tuan va sau khi tham phan.

déc biét Sir dung ¢ bénh nhan gan: Can than trong khi str dung. Bénh nhan c6 bénh gan tir trudc (nghién ruou,

viém gan nhiém m& khong do ruwou, viém gan do vi-rit man tinh hodc viém gan lao) can dugc theo ddi
can than. Thudc c6 lién quan dén dgc tinh vé1 gan & khoang 1% bénh nhan. Doc tinh vdi gan co thé
nghiém trong va c6 thé lam xau di két qua diéu tri.
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Sir dung cho bénh nhén bi bénh gut: Thudc can tranh néu bénh nhan bi bénh gut thudong xuyén hoic
dang dién ra.
Sir dung & bénh nhan dai thao dwdng: Can thin trong khi sir dung.

Tac dung khong
mong mudn
(ADR)

Dung nap: Thay dbi.
Rit thuong gap (>10%): Tang axit uric khong triéu chimg la mot tac dung dy kién va khéng nén

dugc diéu tri hodc coi 1a bénh 1y. Chi nén ngimg thudc néu ting axit uric di kém voi viém khép cap
lién quan dén bénh gut.

Pau khép (dau ¢ cac khép 16n va nho) va cac tac dong 1én duong tiéu hoa (budn ndn, ndn va chan an).
Thuong gap (5-10%): Dau khop (dau ¢ cac khop 1on va nho khong bi viém) va cac tac dong 1én
duong ti€u hoa (budn nén, ndn va chan an).

it gip (>1%): Poc tinh v4i gan c6 thé xay ra bat ¢ liic ndo va cd vé lién quan dén licu dung. Tang
ALT/AST tam thoi (<4 lan ULN) 14 biéu hién thuong gap nhat. Tuy nhién, da c6 bao cao ve cac truong

hop t6n thuong gan nghiém trong, bao gdm mat s6 trudng hop tir vong. Thudc can phai ngimg dung &
nhitng bénh nhan c6 hoac khong c6 triéu ching

c6 néng dd ALT >4-5 1an ULN va ¢ nhiing bénh nhan c6 ndng d¢ bilirubin huyét thanh cao hon ULN.
Bénh g}’lt dugc mo ta 1a cac con dau, sung, do va dau dot ngdt, dir doi & mdt hoac nhiéu khép, thuong
gap nhat 1a & ngon chan cai, ¢6 hodc khong co tang acid uric mau.

Bénh c6 thé gy ra chimg nhay cam véi anh sang va viém da.

Hiém giip (<1%): Thiéu mau nguyén bao sit, phan Gtng qua man va anh huong dén qua trinh dong
mau

Chéng chi dinh

Qué man cam véi pyrazinamid.
Tén thuong gan nghiém trong.
Bénh gt cap tinh hodc bung phét thuong xuyén.

Tuong tac thude

C6 kha ning tuong tac thudc-thude thap. Néu ding chung véi cc thude gy doc gan khac, tac dung cd
thé tich tu.

Tuong tac voi
thirc an

Su héap thu khong bi anh hudng bai thirc an.
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Gidm sat sir dung
thudc

Chtrc ning gan (AST, ALT va bilirubin) can duogc theo ddi vao luc ban dau va hang thang néu co thé.
Bénh nhan can dugc theo dbi chit ch& néu ho ¢6 nguy co méc viém gan lién quan dén thude (vi du:
lam dyng rugu, viém gan nhiém m& khong do ruou hodc viém gan siéu vi mén tinh) va néu cac dau
hi€u hoac tri¢u ching ctia doc tinh gan xay ra.

Gido duc nguoi
bénh va cac dau
hién canh bao

Co thé dung cung hodc khong cung thirc an. Pyrazinamide c6 thé gay phat ban sau khi tiép xtc véi anh
nang mit troi (do d6 nén han ché tiép xtic v6i anh nang mit troi). 'Khong nén sir dung thudc nay néu
c6 bénh gut hoat dong vdi cac dot bung phat thuong xuyén hoac néu bénh nhén co6 biéu hién bénh gan
ning (vi du: lam dung ruou, viém gan nhiém md khong do ruou hodc nhiém trung gan do virus man

tinh).

Bénh nhan nén dwoc huwéng din thong bao ngay cho bac si néu xay ra bat ky truwong hop nao
sau day:

* Phat ban trén da, ngtra dir doi hodc ndi mé day;

* Pau hodc sung ¢ cac khop;

* Vang da hoac mét hodc nude tiéu sim mau; hodc

« Mét moi bat thuong hodc chan an.
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2. Twong tac thudc va dinh dudng

e Isoniazid (H) 12 mét trong nhitng thudc chdng lao phd bién nhit. Thude nay 1a mot

chat d6i khang cua vitamin Bs (bdng cach wc ché hoat dong cua vitamin B6) va co

thé gay bénh 1y than kinh ngoai vi (twong d6i hiém gip) do thiéu vitamin Be.

e Trd/Cs la thudc lao hang hai (diéu tri lao da khang) lam ting bai tiét B6 qua than va

cling c6 thé gdy bénh 1y than kinh ngoai bién.

e B0 sung Pyridoxine c6 thé gitip du phong bénh than kinh ngoai bién do thiéu B6

trén nguoi bénh st dung H hodc Trd/Cs. Ngudi bénh stir dung Isoniazid, Cycloserin

nén udng Pyridoxin dy phong (50 mg d6i v6i ngudi 16m, 25 mg di véi tré em). Tuy

nhién khong vugt qua 100 mg ddi véi ngudi 16n vi ¢6 thé 1am cho triéu chimg than

kinh ngoai bién ndng lén.

e Ngudi bénh sir dung Lzd nén két hop Pyridoxin lidu it nhat 50 mg hang ngay c6 thé

gitip phong tranh bién c6 suy tuy

Bang 4. Bién ¢6 bat lgi va twong tac thudc-dinh dwéng ciia Isoniazid va Rifampicin

(diéu tri lao nhay cam)

Thudc Huéng din sir Bién c6 bat lgi Twong tac thudc-dinh
dung duong
Isoniazid | Dung khi doi, 30 Tang nhu cau C6 thé gay giam hap thu
phut trude hodc 2 pyridoxine, folate, pyridoxine, canxi, vitamin D.
10 sau khi an niacin, magie LA e - e
& > Iagle, Co thé phan rng véi chudi,
Viém gan, tdo bon, bia, ca uop mudi, men nd, sita
thiéu mau, mét moi chua
Rifampin | Dung khi doi, 30 Kich thich da day rudt | Co thé twong tac véi folate va
phut trude hoac 2 A, vitamin Bi.
o L Thiéu mau
210 sau khi an.
2 . Vang da
B0 sung v6i1 10 mg
vitamin B hang Viém tuy
neay. Thay déi vi gidc
K,h.onkg dung cung Chan in
véi con.
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Bang 5.

Thudc diéu tri lao da khang: Huwéng din sir dung va bién ¢ bat loi

Thudc

Huéng din sir dung

Bién c6 bat lgi c6 thé gip

Lfx

C6 thé dung luc no hodc d6i ma
khong anh huéng dén hip thu
thudc. Khong cé twong tac gitta
sita, ché pham tr sita voi
fluoroquinolone thé hé ba. Thudc
khang axit (ddc biét loai chua
nhom), khoang chit (sit, magié)
hodc vitamin tong hop nén ding
hon 2 gi¢ trude hodc sau khi dung
thudc nay.

Dung nap tong thé: dung nap tot, it
nguy co doc tinh cap.

Thuwong gip: tiu chay, budn non,
chudng bung, dau khép.

Thinh thoang: kéo dai QTc, co thé giy
giam hoic thay doi glucose mau (dtng
v6i tat ca fluoroquinolone thé hé thu
ba), dGt gan, nhat 1a gin got chan
Achille.

it gdp: Bénh than kinh ngoai bién, thay
doi tam trang hodac hanh vi, mét ngu,
phinh tach dong mach chu.

Bdq

Nén ubng thudc sau an, 1y tuong
nhat 13 véi ché d6 an giau chat
béo, gitp tang gip ddi kha dung
sinh hoc.

Dung nap tong thé: Dung nap tot.
Thinh thoang: budn nodn, dau khop,
nhtrc dau, QTc kéo dai

it gip: Tang acid uric mau, tich tu
phospholipid trong cic md co thé,
transaminase tang cao 13 dau hiéu som
cua tang nguy co viém tuy.

Lzd

Hép thu qua dudng udng khong
bi anh hudng dang ké khi c6 mit
dong thoi thuc pham. Do do,
thudc duge dung lic no va lic
d6i, nhung dung thudc lac no sé&
giam kich ung da day.

Tinh trang tang nguy co ngd doc
tyramine: Nguoi bénh nén tranh
thuc pham va chit bd sung co
chtra tyramine nhu phé mai u,
dau fava, thuc phrflm chira bénh,
thit kho, thuc phém ngam tam,
dwa cai bap, kim chi, nuéc twong,

Dung nap tong thé: Dung nap kém.

Thuong gip: Budn non, non, tidu chay.
Suy tuy c6 thé biéu hién trong vong 2
thang dau khi diéu tri tinh trang giam
tiéu cau, giam bach cau va thiéu mau.
Nhiém doc than kinh thi giac va bénh
than kinh ngoai bién xuat hién sau vai
tudn diéu tri, c6 thé dan t6i mu loa
khéng hoi phuc, hodc bénh 1y than kinh
vinh vién gay tan phé. Poc tinh than
kinh thudng 14 1y do dé ngimg linezolid.
Thinh thodng: Viém dai trang gid mac,
nhiém ndm candida 4m dao, ha duong
huyét, hoi ching serotonin va nhiém
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nudc sot teriyaki, nudc mam,
ruou vang do, bia tuoi, ruou.

toan lactic; nhip tim nhanh, con thiéu
mau cuc bo thoang qua, viém tuy, co
giat

it gip: Hoi chung Stevens-Johnson,
phu mach, rung téc.

Ctfz

Nén dung thudc khi no nhiam
tranh dau bung va gitp cai thi¢n
hép thu thude.

Thudc dung qua dudng miéng,
vién nang nén udng ca vién. Vién
nén c6 thé ubng ca vién hoic
nghién nat. Dang dung dich can
lac déu trudc khi dung

Dung nap tong thé: Dung nap t6t.
Phoé bién: 75-100% nguoi bénh dung
clofazimine xuit hién da mau cam,
héng, hodc nau den, tich tu chét long &
két mac, dich co thé (do léng dong, chu
yéu & mdé md). Co thé gy kho da va
ngua.

Thuwong xuyén: QT kéo dai

it gip: Nhay cam véi anh sang, dau
bung, tac nghén hoac chay mau do su
lang dong ctia thudc va hinh thanh tinh
thé trong niém mac rudt.

Cs/Trd

Vién nang nén udng ca vién. O tré
nho c6 thé hoa tan trong 10 mL
nuéc va st dung liéu theo can
ning, tuy nhién khong chic chin
vé sinh kha dung.

Hép thu thudc giam khi cé thic
an, vi vdy nén udng luc déi; tuy
nhién khong bi anh huéng nhiéu
boi chit khang axit hodc nudc
cam.

Néu dung thudc cung thirc an,
can tranh thyc pham nhiéu chat
béo, rugu, vi gy tdng nguy co co
giat.

Dung nap tong thé: Thay d6i, nhiéu
nguoi dung nap kém do doc tinh than
kinh.

Phé bién: Tép trung kém, tho o, bénh
than kinh ngoai bién (30%), trim cam
(10%).

Thuwong gip: Rbi loan tdm than
(7,6%).

Thinh thoang: Co giat (3%), vang da,
y dinh tu tr, cac van dé vé da.

St dung duong udng. Sinh kha
dung dat 80%, khong phu thudc
vao thure an.

Dung nap tong thé: Dung nap tot, tac
dung phu thudng lién quan dén qua licu
man tinh (nhu ké don sai, suy than, hoac
qua liéu trong béo phi).
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Khong c6 tuong tac gi voi thuc
pham, c6 thé udng luc no hodc luc
doi.

Thinh thoing: Giam thi luyc va kha
nang nhan biét mau sic. Anh hudng nay
lién quan toi lidu lugng va thoi gian
diéu tri. Nén dung thudc ethambutol
trong trudng hop viém day than kinh thi
giac vi din t6i mu loa khong hoi phuc.
it gap: Nhiém doc gan.

DIm

Thudc duoc str dung duong udng.
Tré em nén st dung vién nén 25
mg. Vién nén danh cho nguoi lé6n
(50 mg) duoc nghién nat va hoa
tan trong nude duge chimg minh
1a tuong duong sinh hoc véi vién
nudt ca vién, va chang co thé
dung cho tré nhd hodc nguoi
khong nudt duge nguyén vién.
Can uéng thubc luc no, va tranh
d6 udng c6 con. Udng lc no ting
hap thu thudc gap 2,7 lan so véi
lac doéi; 25-47% licu thude
delamanid duoc hap thu sau khi
an.

Dung nap tong thé: Dung nap tot, doc
tinh thap

Thinh thoang: QTc kéo dai, budn non,
non, chong mit, mét ngu, lo au, 4o giac,
dau bung trén.

Thuéc duoc st dung qua dudng
udng. Nghién va hoa tan vién nén
khong bao (400 mg va 500 mg)
trong 10 ml nudce cho tré em hoac
nguoi khong thé nudt ca vién.
C6 thé ubng lac no hoic lac doi.

Dung nap tong thé: Thay doi.
Thuwong gap (> 10%): Tang acid uric
mau khong triéu chimg va khong nén
diéu tri hodc coi 1a bénh 1y. Chi nén
dimg thudc néu tang acid uric mau di
kém viém khép cap tinh. Pau khép va
tri¢u ching ti€u hoa (buén noén, non,
chéan an)

Thwong xuyén (5-10%): Dau khép
(dau khop 16mn, khdp nho nhung khong
viém) va triéu chimg tiéu hoa (budn
non, non, chan an).

Thinh thoing (> 1%): Nhiém doc gan
xay ra bat ctr khi ndo va c6 lién quan t&i
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lidu luong. Hay gip ting men gan
thoang qua. Nhung c6 thé gip ton
thvong gan ning, gy tir vong. Can
dimg thubc khi ngudi bénh co hoic
khong c6 triéu chimg véi ndong d6 ALT
> 4-5 1an ngudng giéi han trén va &
nguoi bénh c6 muc bilirubin cao hon
ngudng gidi han trén.

Hiém gip (< 1%): Thiéu mau nguyén
bao sit, phan Gng qua min va anh
huong lén qua trinh dong mau.

Ipm-
Cln

Khéng dung dudng udng, ma
dugc dung qua duong tinh mach.
Clavulanate nén dugc ubng 30-
60 phut trudce khi tiém tinh mach.
Can truyén tinh mach cham (co
thé t6i 20-60 phut hodc lau hon
néu nguoi bénh budn non).

Dung nap tong thé: Dung nap kém.
Thuong gip: tiéu chay, budn non, non,
nhiém nam bé mit.

Thinh thoing: Viém dai trang gia mac
it gap: Pong kinh.

Am
hoac S

Tiém bap hoic tiém tinh mach.
Khéng c6 tuong tac gitta thude va
thuc pham.

Dung nap tong thé: Dung nap kém, bi
dau cuc bd khi tiém bép hoac tiém
truyén kéo dai.

Thuwong gap: protein ni¢u.

Thinh thoang: Doc tinh trén than, doc
tinh trén tai (mat thinh giac), réi loan
tién dinh, réi loan dién giai bao gdm ha
kali méu, ha canxi mau, ha magie mau.
it gip: Bénh than kinh ngoai bién va
phat ban.

Eto/Pto

C6 thé udng cung hodc khong
cung thtrc dn. Dung thubc cung
thirc n c6 thé 1am giam kho chiu
& duong tiéu hoa. Nén tranh udng
rvou vi lam tdng nguy co cac
phan tng tam than. O tré em va
ngudi khong thé ubng ca vién,
can nghién va hoa tan vién nén

Dung nap tong thé: Dung nap kém.
Phé bién: Khong dung nap dudng tiéu
hoé dan téi budn ndn, ndn, vi kim loai,
chan an, kho chiu ¢ bung, tiéu chay, sut
can.

Thinh thodng: Suy gidp & nguoi 16n
thuong khong c6 triéu chimg 1am sang
va c6 thé dao nguoc, nhung c6 hau qua
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250 mg trong 10 ml nudc (sinh
kha dung khong chic chan).

nghiém trong & phu nir mang thai va tré
em. Nhiém doc gan co thé gip va nguy
co ting khi dung dong thoi véi
rifampicin. Co thé co giat & nguoi ding
cycloserine.

it gap: Chimg v to & nam gidi, rung
toc, mun trung ca, cuong duong kém,
kinh nguyét khong déu.

PAS

St dung duong udng. Nén dung
thudc ciing v&i thire an dé han ché
roi loan tiéu hoa. Thirc an khong
lam anh hudng t6i sy hip thu
thudc. Pé cai thién kha ning
dung nap, can tron thudc voi sira
chua hoac thirc an tuong tu.

Dung nap tong thé: Dung nap kém.
Pho bién: Hau hét ngudi bénh cam thay
kho chiu ¢ dudng tiéu hoa; budn nén,
non, ti€u chay, dau bung.

Thwong gap: Suy gidp & nguoi 16n
thuong khong biéu hién 1am sang va co
thé dao nguoc, nhung cé thé nghiém
trong ¢ phu nit mang thai va tré em.
Nguy co suy gidp tang khi dung voi
ethionamide va prothionamide. N6 lam
giam hap thu vitamin By, bt thuong
hdng cau. Can bo sung vitamin Bi,.

it gap: Nhiém doc gan va rdi loan dong
mau.

Pa

Nén dung cung bita an (dac biét
la thuc an giau nang lugng va
chat béo). Nén nudt ca vién va
khong duoc nghién nat, nhai hoic
bé. Khong nén udng rugu trong
thoi gian sir dung thudc.

Dung nap téng thé: Dung nap tot.

Céac doc tinh phd bién nhat 1a nhirc dau,
budn non, viém da tiép xtc, giam mirc
huyét sic td, tiéu chay va chong mit.
Cac bién cb bat loi khac bao gém: co
giat; ECG kéo dai QT, nhiém ddc gan
(ting GGT); suy tay (thiéu mau).
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PHU LUC
Liéu dung theo cin niing ciia cic thudc chdng lao hang 2 ¢ ngudi 16m va tré em (Theo TCYTTG — ndam 2022)

Thudc nhém
A

Dang thude
(vién nén, pha
loAng trong
10ml nwére)

Liéu dung (vién) theo cAn niing cho bénh nhin khang thudc nguoi 16n va tré em

Ghi chu

3-<5kg

5- <7 kg

7- <10 kg

10- <16 kg

16 - <24
kg kg

24- <30

kg

30- <36 kg 36-<46

46-<56
kg

56-<70
kg

>70 kg

Levofloxacin
(Lfx)

\Vién nén
iphéan tan 100
mg
(10mg/ml)

(0,5
vién
nén
phan
tan)

Sml 1

1,5

2

3 -

Vién nén 250
mg
(25mg/ml)

2mlb

5ml (0,5 vién nén)®

1,5 2

Vién nén
500mg

1,5

Vién nén
750mg

1,5

Moxifloxacin
(MfX)

Vién nén
iphan tan 100
mg
(10mg/ml)

4ml 8ml

1,5

'Vién nén 400
mg
(40mg/ml)
Liéu chudn

Iml° 2ml®

3ml°

Sml
(0,5 vién)®

7,5ml 1
(0,75
vién)®

Vién nén
400mg
Liéu cao®

1 hoac 1,5
1,5

1,5
hodc 2

Bedaquiline
(Bdq)

Vién nén
phan tan
20mg

0-<3 th: 1,5vién/
ngay x 2 tuan;
sau d6 0,5 vién/
ngay x 3 ngay/
tuan (Thu 2,4,6)
trong 22 tudn

0-<3 th: 1,5vién/
ngay x 2 tuan;
sau do 0,5 vién/
ngady x 3
ngay/tuin (thir

2,4,6) trong 22

3-<6 th: 3vién/
ngay x 2 tuan; sau
d6 1vién/ ngay x 3

10 vién/ ngay x 2

tuﬁn; sau do Svién/
ngay x 3 ngay/ tuan

ngdy/ tun (thtr
2,4,6) trong 22 tuan
>6th: 6vién/ ngay x

(Thw 2,4,6) trong 22

tuan

20 vién/ ngay x 2
tu??m; sau do 10
vién/ ngay x 3
ngay/ tuln (tht
2,4,6) trong 22

tuan
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>3 th: 3vién/
ngay x 2 tuan;
sau do lvién/
ngay x 3 ngay/
tuan (thir 2.4.6)
trong 22 tuan

tuan

3-<6th: 3vién/
ngdy x 2 tuan;
sau d6 1vién/
ngdy x 3
ngay/tuan (thir
2,4,6) trong 22
tuan

>6th: 4vién/
ngiy x 2 tuan;
sau do 2vién/
ngay x 3 ngay

2 tuan; sau do
3vién/ ngay x 3
ngay/ tuan (thir
2,4,6) trong 22 tuin

tuan (Thu 2,4,6)
trong 22 tudn
0-<3 th: 3ml/ ngay [0-<3 th: 3ml/  [3-<6 th: 6ml/ ngay | 2 vién/ngay x 2 4 vién/ngay x 2 tuan
X 2 tudn; sau d6 ngay x 2 tudn; [x 2 tudn; sau d6 tuin Sau do6 2 vién/ngdy x 3 ngay/tudn (thir 2,4,6)
Vién nén 100 [Iml/ ngay x 3 ngay/ [sau d6 1ml/ 2ml/ ngay x 3 Sau d6 1 trong cac tuan tiép
mg(10mg/ml) [tuan (Thir 2,4,6)  |ngay x 3 ngdy/ |ngay/ tuan (thtr vién/ngay x 3
d trong 22 tuan ° tuan (thu 2,4,6) [2,4,6) trong 22 tudn| ngay/tuan (tht
>3 th: 6ml/ ngay x 2|trong 22 tuan ® [ 2,4,6) trong cac
tuan; sau d6 2ml/  [3-<6th: 6ml/ >6 th: 12ml/ ngay x| tuan tiép
ngay x 3 ngay/ tuan [ngay x 2 tuan; |2 tuan; sau d6 6ml/
(thtr 2,4,6) trong 22 [sau d6 2ml/ ngay x 3 ngay/ tudn
tudn ® ngay x 3 ngay/ |(thtr 2,4,6) trong 22
tudn trong 22 [tudn®
tudn °
>6th: 8ml/ ngay
x 2 tudn; sau do
4ml/ ngay x 3
ngay/ tuan trong
22 tuan P
Vién nén 100 - 200mg/ngay x 8 tuan  [Liéu dung trong
mg(10mg/ml) Sau d6 100mg udng  [phac dd
hang ngay trongcac ~ |BPaLM/BPaL
tuan tiép (>14 tudi)
20 mg/ml 2ml 4 ml 6 ml 8 ml 11 ml 14 ml 15 ml 20 -
hdn dich ml
Linezolid
(Lzd) IVién nén 2,5ml Sml 1 2¢ 2 3 -
hén tan (0,5
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150mg vién)
(15mg/ml)
Vién nén - 7,5 1 1
600 mg 1,25 ml 2,5ml® 5ml 5ml ml
(60mg/ml) b (0,5 vién) e 0,5 0,7
vién) ° 5
vién
) b
Thudc nhém | Dang bao |3-<5kg [5- <7 kg [7- <10 kg 10- <16 kg 16- <24 24- <30 [30- <36 kg36-<46 | 46-<56 |56-<70 (>70 kg Ghi chu
B ché kg kg kg kg kg
1 vién/ 1 vién/ngay x 3 ngay/ 1 2 2 Vi tré dudi
Vién nén/ ngay x tuan (Tht 2,4,6) 24 kg,
Clofazimine nhdng 50mg’ | 2 ngay/ khuyén cdo
(Cfz) tuan st dung vién
(Tha nén 50mg
2,6)
- 1 vién/ ngay x 2 ngay/ 1 vién/ngay x 3 ngay/ tuan
Vién nén/ tuan (Thw 2,6) (Thtr 2,4,6) 1 1
nhong 100
mg’
Vién nhong | 2ml%¢ | 4m]® 1 2 3 4 4
Cycloserine nho 125 mg
hodc (Cs)
Terizidone  |(12,5mg/ml)
(Cs/Tz) 'Vién nhong Iml>¢ | 2ml® 5ml® 1 2 2 2
250 mg
(25mg/ml)
Thuoc nhém [Dang thudce 3-<5 | 5-<7 7- <10 kg 10- <16 kg 16- <24 [24-<30 30- 36-| 46-<56 |56-<70|>70 kg Ghi chu
C (vién nén, pha kg kg kg kg <36 kgl <46| kg kg
loang trong kg
10ml nwérc)
Ethambutol (E[Vién nén phan | 5ml 1 2 3 4 - -
hodc EMB) tan 100 mg 0,5
(10mg/ml) vién)
Viennén 400 | 1,5ml | 3ml® 4ml ® 6ml ® 1 1,5 2 4
img(40mg/ml) b
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e (Eto/Pto)

Delamanid  [Vién nén phan | 1 vién, [<3 th: 1 vién, hang ngay lvién, hai 2 vién, budi sang 2 -
(DIm) tan 25mg hang [3 th: lvién, hai lan/ngay lin/ngay lvién, budi chiéu
ngay
Vién nén 50 S5ml  [<3 th: 5ml (0,5 vién), 5ml (1 vién), hai {10ml (1 vién), budi 1 vién, hai lan/ 2 vién, hai lan/ ngay
mg " (5Smg/ml) [ (0,5 |hang ngay lin/ngay ® sang ngay
vién) P3 th:5ml (0,5 vién), hai Sml (0,5 vién), budi
hang [lAn/ngay ® sang
ngdy®
Pyrazinamid [Vién nén phan | S5ml 1 2 3 5 - -
(Z hoac PZA) ftan 150 mg 0,5
(15mg/ml) vién)
'Vién nén 400 | 2,5ml® 5ml 7,5ml (0,75 1 2 2,5 3 4 5
mg (40mg/ml) 0,5 vién)
vién)
'Vién nén 500 2 ml° 5ml® 1 1,5 2 2,5 3 4
mg (50mg/ml)
Imipenem-  [S00 mg + Khong st dung cho tré < 15 tudi (Dung Meropenem) 2 1o (1g+1g) hai lan / ngay Chi dugc su
cilastatin 500 mg 1o bot dung vo6i acid
(Ipm/Cln) pha tiém (10 clavulanic
mL)
Meropenem |lg bot pha Imlx | 2mlx3 | 4mlx31an/ | 6mlx3lan/ngdy | 9mlx3 [I1mlx3 | 1lox 3 lan/ ngay hodc 2 lo x hai lan / ngay Chi dugc su
(Mpm) tiém (20 mL) | 3 lan/ 1an/ ngay lin/  [lan/ ngay dung véi acid
ngay ngay ngay clavulanic
|IAmikacin 500 mg/2 ml - 3-4 ml 4ml 4ml | Khuyén nghi sir
(Am) dung dich tiém dung cho guoi
16n> 18 tudi
Streptomycin [1gr 1o bot pha - Tinh toan theo do pha loang| Khuyén nghi sir
(Sm) tiém duogc str dung dung cho nguoi
16n> 18 tudi
Ethionamide [Vién nén phan [ 3ml® 7ml ® 1 2 3 4 4 - Khuyén nghi
hoic tan 125 mg dung 1 1an/ ngay,
Prothionamid |(Eto) tuy nhién lidu

ding chia 2 1an/
ngay dé ting kha
nang dung nap
thudc
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Vién nén - 3ml® | 5ml (0,5 vién) 1 2 4
250mg (25 b
mg/ml)
P-aminosal  |PAS mudi 0,3¢g 0,75¢g lg, 2g, 3g, 35¢g 4g, 2 1an/ ngay 4-6g, [Thuong dung voi
icylicacid  [natri 2 lan/ 2 lan/ 2 1an/ ngay 2 1an/ ngay 2 lan/ 2 1an/ 2 1an/ |cac liéu chia nho
(PAS) (twong duong ngay ngay ngay ngay ngay
4 g PAS acid)
Cac thuéc  [Dangbaoché | 3-<5 | 5-<7 7- <10 kg 10- <16 kg 16- <24 | 24- <30 30- 36- 46- 56- | >70 kg Ghi chu
khac kg kg kg kg <36 kgl <46 <56 <70
kg kg kg
Isoniazid J 50mg/ Sml Sml 9ml 15ml 20ml - - Pyridoxine luén
(INH hoac H) dung dich dugc dung kem
(lidu cao) khi sir dung lidu
cao isoniazid &
tré em (1-2
mg/kg) va &
nhitng nguoi cd
nguy co bi tac
dung phu (vi du:
nhiing ngudi bi
HIV hodc suy
dinh dudng). O
tré so sinh,
pyridoxine c6 thé
duogc dung dudi
dang mdt thanh
phén trong siro
multi vitamin
\Vién nén/ phan| 5ml 1 1,5 2 3 o 4 4,5
tan 100mg 0,5
(10ml/ml) vién)
'Vién nén - 1 1,5 1,5
300mg
IAcid 62,5mg acid LSml | 2ml, 3 3ml, Sml, 8ml, |10ml, 10ml, 3 lan/ Chi c6 san trong
Clavulanic’ |clavulanic 3 lan/ lan/ 3 lan/ ngay 3 lan/ ngay 3lan/ 3 lan/ ngay dang phdi hop
(dang dang ngay ngay ngay [ngay véi amoxicillin.
Amoxicillin/ |[amoxicillin/ Dugc cho cung
clavulanate) |clavulanate v6i mdi liéu
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(Amx/clav) ((250/62.5 mg), imipenem/cilasta
Bot pha udng, tin (2 lan/ngay)
5 ml hodc meropenem
(3 lan/ngay)
125mg acid 1vién, 3 1vién, 2 lan hoic 3 lan/ ngay
clavulanic lan/ ngay
dang
amoxicillin/
clavulanate
(500/125 mg),
Vién nén
Pretomanid [Vién nén 1 vién Hién nay chi str
(Pa) 200mg dung nhu 1 thanh
phan ciia phac do
BPalLM/ BPalL
Ghi chu:

@ _Huong dan vé liéu dira trén dir liéu dang co va co thé dwoc sira doi khi cé thém dir liéu. Liéu dwoc dwea ra béi nhém xdy dung hwong
dan diéu tri lao khéng da thudc ciia T6 chire Y té thé gioi-WHO (nam 2018 va nam 2020 cdp nhdt), nhém chuyén gia toan cau cua WHO
vé Duoc dong hoc va Duoc lyc hoc (PK/PD) cho thuée diéu tri lao va chuyén gia tw van vé liéu do WHO triéu tdp vao thang 10 nam
2021, sau cudc hop ciia nhém GDG vé bénh lao 6 tré em va thanh thiéu nién vao thang 6 nam 2021.

Liéu ding cho tré em va thanh thiéu nién cé can nang dwdi 46 kg da dwoc sira doi theo Phu luc 6- S6 tay quan Iy bénh lao nam 2022
ciia WHO — Phdn 5: Quan 1y bénh lao ¢ tré em va thanh thiéu nién (153) ma dwoc cdc chuyén gia tu van vé liéu diing thuoc do WHO
triéu tdp vao thang 10 nam 2021 thong bao (154). Cac chuyén gia dya trén cac danh gia gan day nhdt va cdc thuc hanh tét nhat trong
diéu tri lao khdng da thuoc/ khang R (nhi khoa). Doi véi mét s6 logi thuoe nhat dinh, liéu lwong dwoc dwa ra duwa trén két qua mo hinh
duoc dong hoc dwa trén nguyén tic twong quan sinh truong va truong thanh (155). Do ddc tinh dwoc dong hoc cua mot s logi thuoc
liéu lwong dwoc dé xudt cé thé vieot qud 1 pham vi mg/kg/ngay duoc hién thi ¢ ddy dé dat dwoc nong do trong mdu twong tw nhir nong do
trung binh & nguwoi trudng thanh. Huwéng dan cho dai cdan néing tir 03 dén dudi 05 kg va cho bedaquiline va delamanid dya trén dir liéu
hién tai va cé thé dwoc sira d6i khi c6 dir liéu mdi.

® Can hoa tan vién nén danh cho nguoti on da duoc nghién vun hodc vién nang trong 10 mililit (ml) mede dé ldy di liéu ding tinh theo
ml. S6 ml trong bang phan dnh liéu dimg. Diéu nay tranh dwgc viée chia nhé cdac vién thude, méc di sinh kha dung ciia thuoc sau khi
dwoc ngh‘zen va pha voi nuwoc la khong dam bao (wu tién sw dung vién nén phan tan).

© C6 thé sir dung liéu cao hon ngoaqi trir khi ¢é nguy co nhiém ddc; mirc du kién sé thap hon do twong tic dwoc dong hoc, kém hap thu
hodc cac ly do khac; hodc chung co kha nang khang thuée ¢ mike do thap.

@ Vien Bedaquiline 100mg cho nguwoi lon khi nghién nat va hoa tan lo limg trong nwée da dwge chirng minh la twong dwong sinh hoc
VGi vién nén nuot nguyén vién. Can khudy/ldc manh truée khi ding vién nén 100 mg dwoc nghién va hoa tan trong nuée.
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© Khi sir dung vién nén 600 mg va vién phan tan 150 mg cho tré em can nang tu 16 dén duéi 24 kg, liéu tinh theo mg/kg sé virot qud

10-12 mg/kg va bac st lam sang co thé chon dung 1,5 vién nén phan tan hodac 4 ml khi hoa tan vién nén 600 mg trong 10 ml nudc

"Vién nén Clofazimine vé mat ky thudt khong thé phdn tan nhung ching hoa tan cham trong nudc (qua trinh ndy mat khoang 5 phut)
(twong vng la 5 mlva 10 ml doi véi vién nén 50 mg va 100 mg). Hoén dich nén dugc khudy truée khi dimg. Vién nang gel mém 100 mg
rat kho nuot doi voi tré nhé va do dé cac quoc gia diroc khuyén khich nén cung cap dang vién nén 50 mg.

© O tré em cdn ndng tir 3 dén duwéi 7 kg, lieu dimg la thiap hon so véi khuyén cdo trude day. Piéu nay la do nguy co bién cé bat lpi vé
tdm than kinh, ddc biét khi diing dong thoi cycloserine véi Delamanid
™ Vién nén Delamanid danh cho ngiweoi Iém (50 mg) dwoc nghién nat va hoa tan trong nuée di dwoc chimg minh la twong dwong sinh
hoc véi vién nén nuot nguyén vién.

@ Amikacin va streptomycin c6 thé dwoc sir dung cho nguwoi I6n tir 18 tudi tré 1én, trong nhitng truong hop khéng thé chi dinh phdc dé
thudc uong khi tinh nhay cam dwoc ching minh va co dcfy dii cdc bién phdp phit hop dé theo doi tac dung phu. Do anh hidng nghiém
trong ciia viéc mdt thinh lwc c6 thé gdy ra doi véi viéc tiép thu ngon ngit va kha nang hoc tdp, viéc sir dung thudc tiém & tré em phdi la
truong hop ngoai I¢é va chi giGi han ¢ liéu phap ciru canh, va viéc diéu tri can dwoc giam sat chat ché dé dam bdo phat hién sém cdc
tac dung bat loi trén thinh lyc. Néu dwoc sir dung, liéu lwong hang ngay cho tré tw 2 tudi tro lén dva trén can nang cho amikacin la ti
15 dén 20 mg/kg va doi véi streptomycin la tir 20 dén 40 mg/kg. Pé xdc dinh liéu ding cho tré so sinh va tré em dudi 02 tuéi, nén cé
chuyén gia vé lao khang thudc nhi khoa tw vin va sir dung liéu mg/kg thap hon d@é bii cho dé thanh thdi chira hodn thién. Nén ding dong
thoi véi lidocain dé giam dau tai cho tiém.

@ Nhitng logi thuéc nay chi dwoc khuyén cdo nh mét thuée bé tro (Amoxicillin/axit clavulanic) hodc khéng dwoc dwea vao Nhém A, B
va C, do thiéu di liéu tir phén tich méi nhdt vé phdc d6 dai cho lao khding da thuéc ¢ nguwoi lom (Isoniazid).

Nhén xét cu thé vé liéu ding thuoc hang 2 trong phdc dé diéu tri lao khdng da thudc cho tré:

- Doi vdi liéu ding cho tré sinh non va nhe cdn c¢é can ndgng dwéi 03 kg, nén tham khdo y kién tir chuyén gia lao khang thuéc nhi
khoa;

- Doi véi liéu ding cho tré so sinh can nang tir 03 dén duwéi 5 kg, nén tham khdo y kién ciia chuyén gia lao khdng thuéc nhi khoa bat
cir khi nao c6 thé;

- Viéc sur dung cac vién nén phan tan, than thién voi tré em o tré so sinh va tré nho dwoc wu tién hon so voi viéc swr dung cac vién
thude danh cho nguwoi I6n hodc cdc vién nang. Néu cé thé dp dung, liéu lrong diing dwa trén viéc hoa tan ché pham c6 thé phan tan
trong 10 ml nudce va su dung s6 ml (cdc phan nhd). S6 ml trong bang phan dnh liéu thuéc can ding. Dung dich da hoa tan nén dwoc
su dung ngay lap tirc va phan con lai nén dwoc logi bo.

- Doi v6i mét s6 nhém can nang, viée dinh lwong dwge chi dinh véi ca dang bao che thén thién véi tré em va dang bao ché danh cho
nguweoi I6n. Néu cdc dang bao ché danh cho nguoi lon dwoc sir dung, bang cung cap liéu lwong bang mL va vién chia nhé néu cé thé
dp dung (néu phan nhé la 0,5 vién tré 1én). Liéu ding nho thé tich tinh bang ml sau khi nghién va hoa tan vién thuéc trong 10 ml
nuoc.
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