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PIEU TRI BENH LAO

1. NGUYEN TAC PIEU TRI
B6n nguyén tic diéu tri bénh lao bao gdm:
1.1. Phoi hop cac thudc chéng lao

Mdi loai thude chdng lao cé tac dung khac nhau trén vi khuén lao (diét khuén, kim
khuan, mdi truong vi khuan), do vay phai phdi hop cac thude chong lao.

V6i bénh lao con nhdy cam véi thude: phdi hop it nhét 3 loai thube chéng lao trong
giai doan tin cong va it nhit 2 loai trong giai doan duy tri.

Véi bénh lao da khang: Cac thudc duge phdi hop theo nguyén tic riéng tiy thude vao
phac d6 dugc Bd Y té ban hanh (cin cir vao thé bénh, 1ra tudi, cac bénh 1y phdi hop
va tién sir diéu tri- tham khao phan phac d6 diéu trj lao khang thudc).

1.2. Ding thudc ding li¢u

Céc thude chéng lao tac dung hop dong, mdi thudc cé mot ndng do tac ﬂm nhét
. Lo 2 L~ o1va - . s % . . L jétham
dinh. Néu dung liéu thap s€ khong hig¢u qua va dé tao ra cac chung v

thudc, néu ding liéu cao dé gy tai bién. Ddi véi lao tré em can duge diéu chinh lidu
thubc hang thang theo can ning.

1.3. Dung thudc déu dan

Cac thube chdng lao phai dugc udng cing mot lan vao thoi gian nhat dinh trong ngay
va xa bira an dé dat hap thu thudc téi da.

Vi bénh lao da khang: dung thudce 6 ngay/tuan, da sb thudc ding 1 1an vao budi sang,
mét s thude nhu: Cs, Pto, Eto, PAS tuy theo kha nang dung nap cua ngudi bénh - cé
thé chia lidu 2 1an trong ngay (sang — chiéu) dé giam bién ¢ bat 1gi hodc c6 thé giam
lidu trong 2 tudn dau néu thude khé dung nap, néu bénh nhan gip bién cb bét loi lién
quan dén thudc tiém - co6 thé giam liéu, tiém 3 lan/tuan hodc ngimg str dung thudc
tiém cdn cr vao muc dd nang-nhe

1.4. Dung thudc di thoi gian va theo 2 giai doan tin cong va duy tri

Véi bénh lao con nhay cam véi thude (khong c6 bang ching khang thudc): Giai doan
tan cong kéo dai 2, 3 thang nhim tiéu diét nhanh s6 luong 16n vi khuan co trong cac
ving tén thuong dé ngin chin cac vi khuén lao dot bién khang thudc. Giai doan duy
tri kéo dai 4 dén 10 thang nhim tiéu diét triét dé cac vi khudn lao trong ving tén
thuong dé tranh tai phat.

V6i bénh lao da khang: Uu tién st dung thude ubng, vi vay da sb phac d6 khong co
giai doan tin cong (chi mdt ty 1& rAt nho bénh nhan c6 chi dinh thudc tiém trong
truong hop cén thiét & phac d6 dai han thi thoi gian tin cong 1a 6 thing)
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2. NGUYEN TAC QUAN LY

2.1. TAt ca céc can bd v té (cong va tw) tham gia didu tri ngudi bénh lao phai dugce tap

huén theo hudéng din ciia Chuong trinh Chéng lao Qudc gia va bao cao theo dung quy

dinh.

2.2. Str dung phéc @6 dwge Bd Y té ban hanh thong nhét trong toan quéc

2.3. Diéu tri sém ngay sau khi dwgc chin doin

2.4. Diéu tri phai dwoc theo ddi va kiém soat truc tiép

o Kiém soét viéc tuan thi diéu tri cua nguoi bénh, theo ddi két qua xét nghiém dom,
theo ddi dién bién 1am sang, xir tri kip thoi cac bién ching ctia bénh va bién cd bat loi
trong qua trinh diéu tri. V&i bénh lao tré em phai theo ddi can ning hang thang khi tai
kham dé diéu chinh liéu lwong thude.

o Vi bénh lao da khang:

+ Phai kiém soat chit ch& viéc dung thudc hang ngay trong ca liéu trinh diéu trj.

+ Phdi hop chit ché giira cac co s¢ y té — diém dicu trj - tinh 1an can trong quan 1y
diéu tri bénh nhan lao da khang.

+ Nguoi bénh lao da khang nén diéu tri ndi tra (khoang 2 tuan) tai cic co so y té
/diém diéu trj lao da khang dé theo ddi kha ning dung nap va xir tri cac phan tng
bat 1oi cia thude (co thé diéu tri ngoai tri ngay tir dau cho ngudi bénh tai cac dia
phuong néu co dii diéu kién: gan co s¢ y té diéu tri lao da khang, nhan lyc dam bao
cho viéc theo doi va giam sat bénh nhan mot cach chat ché).

+ Giai doan diéu tri ngoai trii — diéu tri c6 kiém soat truc tiép (DOT) CEJHf\ﬁHﬁﬁ‘iﬁn
tai cac tuyén: quan huyén, xa phuong, tii kham hang thang tai cic co so y té /diem
diéu trj lao da khang dé theo dai dién bién 1am sang, xir tri kip thoi bién ching cua
bénh va bién cd bat loi trong qua trinh diéu tri, theo ddi cac xét nghiém, X-quang
va mot s6 thim kham can thiét khac.

2.5. Thﬁy thudc cin tw van d%‘ly di cho ngudoi bénh trudc, trong va sau khi diéu tri daé
nguoi bénh thuc hién t6t liéu trinh theo quy dinh.

2.6. Chuong trinh Chdng lao Qudc gia cung cip thubc chéng lao dim bio chit
lwong, mién phi, diy di va déu din.

2.7. Dbi véi ngudi bénh lao da khang, cin thuce hién chim séc giam nhe va hd trg
tAm ly xi hdi trong va sau qua trinh diéu tri.

3. CHI PINH VA PHAC PO PIEU TRI

3.1. Cac thude chng lao

Chuong trinh Chéng lao chiu trach nhiém cung cip day du, lién tuc thudc chdng lao co
chat lugng.

o Thudc chong lao thiét yéu (hang 1)
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+ Cac thudc chéng lao thiét yéu (hang 1) la: isoniazid (H), rifampicin (R),

pyrazinamid (Z), streptomycin (S), ethambutol (E).

+ Hién nay TCYTTG da khuyén cao bd sung 2 loai thudc chdng lao hang 1 la

rifabutin (Rfb) va rifapentine (Rpt).

+ Thudc chong lao hang 2:

Céc thude chong lao hang 2 chu yéu cé thé phan ra thanh cac nhém nhu sau:
Bing 1. Phan loai cdc nhém thude diéu tri lao khang thude (TCYTTG 2019)

Nhém thudc va cac buée xiy dung Thudc
phac dé

Nhém A: Levofloxacin HOAC Lfx

Chon cé 3 thudce Moxifloxacin Mfx
Bedaquiline Bdq
Linezolid Lzd

Nhom B: Clofazimine Cfz

Thém 1 hoic ca 2 thude Cycloserine HOAC Cs
Terizidone Trd

Nhom C: Ethambutol E

Bo sung dé hoan chinh phac dd khi | Delamanid DIm

khong thé sir dung 1 sé thudc nhém Pyrazinamide 4

AvaB Imipenem-cilastatin HOAC Ipm-Cln
Meropenem Mpm
Amikacin Am
(HOAC Streptomycin) (S)
Ethionamide HOAC Eto
Prothionamide Pto
p-aminosalicylic acid PAS

Co ché tac dung, liéu heong, tiwong tdc thuée ciia mét sé thudc chong lao hang 2 xem chi

tiét & Phu luc 8.1
3.2. Chi dinh va phac db diéu tri lao

3.2.1. Phac dd diéu tri lao vi khuan nhay cam véi thudc

Phic do Al: 2RHZE/4RHE

o Hudng din:

+ Giai doan tan cong kéo dai 2 thang, gdm 4 loai thudc dung hang ngay.

+ Giai doan duy tri kéo dai 4 thang, gébm 3 loai thudc 1a R, H va E dung hang

ngay.

o Chi dinh: cho céc truong hop bénh lao ngudi 16n khong c6 bang chimg khang thude.
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Theo déi — danh gia két qua: xem chi tiét tai myc 6,7

Phac db A2: 2RHZE/4RH

o

o

o

Huéng din:

+ Giai doan tan cong kéo dai 2 thang, gém 4 loai thudc ding hang ngay.

+ Giai doan duy tri kéo dai 4 thang, gdm 2 loai thudc 1a R va H ding hang ngay.
Chi dinh: cho céc trudong hop bénh lao tré em khong c6 bang chimg khang thude.
Theo ddi — danh gia két qua: xem chi tiét tai muc 6,7

Phéc dé B1: 2RHZE (S)/10RHE

o

o

Huéng din:
+ Giai doan tdn cong kéo dai 2 thang, gdm 4 loai thudc H, R, Z, E dung hang
ngay.
+ Giai doan duy tri kéo dai 10 thang, gdbm 3 loai thudc 12 R, H, E dung hang
ngay.
Chi dinh: lao mang ndo, lao xuong khop va lao hach nguoi 1on. Diéu two
nén sur dung corticosteroid (dexamethasone hoac prednisolone) khi khong co chong
chi dinh liéu giam dan trong thoi gian 6-8 tuan dau tién (tham khao thém muc 4.8-sir
dung Corticosteroid trong mot sé truomg hop ) va ding Streptomycin (thay cho E)
trong giai doan tén cong.

Theo déi — danh gia két qua: xem chi tiét tai muc 6,7

Phac do B2: 2RHZE/10RH

(o]

Huwéng din:

+ Giai doan tin cong kéo dai 2 thang, gdm 4 loai thudc H, R, Z, E dung hang

ngay.

+ Giai doan duy tri kéo dai 10 thang, gdm 2 loai thudc 1a R, H ding hang ngay.
Chi dinh: lao mang nio, lao xwong khdp va lao hach tré em. Diéu tri lao mang nio
nén str dung corticosteroid (dexamethasone hodc prednisolone) liéu giam dan trong
thoi gian 6-8 tuan dau tién (tham khao thém muc 4.8-str dung Corticosteroid trong mot
sO truong hop) va dung Streptomycin (thay cho E) trong giai doan tan cong.

Theo déi — d4nh gia két qua: xem chi tiét tai muyc 6,7.

Luu y:

o

Déi voi cac trueong hop bénh nhan lao dwoc phan loai la tai phat, thét bai, didu
tri lai sau bé tri, tién sir diéu tri khac, khong ré tién sir diéu tri (nguy co khéng
thudc) - Khong ap dung phac @b IT nhur truée ddy ma cin duge lam xét nghiém
Xpert - Néu két qua Xpert ¢6 vi khuin lao khong khang R ( xem so dd chan doén lao
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khang thudc-Phu luc 2.1) cin chi dinh phac do A hoac phac dd B can ¢t vao vi tri ton
thuong (phoi, ngoai phdi), d tudi (ngudi 16n, tré em).

Trong qua trinh diéu tri PP A, PP B néu nguwoi bénh khong am hoa (sau giai doan
tan cong) hodc that bai (sau 5 thang diéu tri) can dugc kiém tra viée tuan thu diéu tri,
cac yéu to khac c6 thé anh huong hap thu thudc va lam xét nghiém Xpert va/ hoic
nudi cdy dom lam khang sinh dd vé6i thube lao hang 1 (tiy ngudn luc va thé bénh).
Cin ctr vao két qua khang R dé chi dinh diéu tri phu hop

+ Néu két qud khing R:

o Ut tién thu nhan vao phac d6 ngan han (PP C) néu du diéu kién:
% Tiéu chuén thu nhan:

Lao khang R, chua co tién s dung thude lao hang hai cé
trong phéc d6 hodic dung dudi 1 théng.

+* Tiéu chuan loai tru:

C6 bang ching khang hodc khong cé hiéu lyc véi 1 thude
trong phac dd, trir H ¢ luu v riéng:

* Pic biét luu v loai khoi phiac dd néu khang
Fluoroquinolones. Thoi gian c6 két qua MTB siéu
khang LPA cing sém cang tot, t6i da khéng vuot qué 1
thang tir lac giri mau dén lac nhan duoc két qua.

» Pbi véi H: Néu khang H do dot bién & mot trong 2 vi
tri hodc inhA, hodc KatG van c¢6 thé chi dinh phic do.
Néu khang do dot bién dong thoi ca Kat G va inhA thi
loai trir khoi phac d6

C6 ton thuong rong & phoi hodc lao ngoai phdi nghiém trong,
lao ngoai phdi phirc tap (luu y s6 3)

C6 thai hoac cho con bu

Ngudi man cam voi bt ky thube nao trong phac dd, khong
dung nap thudc hodc co nguy co ngd doc thudc (twong tic
thude)

Bénh nhan c6 khoang QTc > 500 ms trén dién tam dd

Bénh nhin c¢6 men gan cao gip 3-4 1an mirc binh thuong

Bénh nhén bi viém day than kinh thi giac va thin kinh ngoai
Vi

Tré em dudi 6 tudi

oTrudong hop khong du diéu kién thu nhan vao phac d6 ngin han (PP C), c6
thé chuyén sang phac do dai han
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+ Néu két qui khong khdng R:

o K&t qua Xpert (lao phdi, lao mang ndo) khong khang R: Tiép tuc diéu tri va
lam XN nuoéi ciy, KSD hang 1 (LPA hoidc KSD truyén théng) dé diéu chinh
phac db c4 nhan

o Két qua nuéi cdy, KSP hang 1 (lao ngoai phdi khac) khong khang R: Diéu
chinh phac d6 ca nhan can cir vao két qua KSP hang 1 déi véi cac thude
khac R.

o Trong qua trinh diéu tri PD A, PP B néu ngwoi bénh khong dung nap thi diéu
chinh phéac d6 c4 nhan phu hop (phdi hop thudce theo nguyén tic néu tai muc 1.1 —
nguyén tic diéu tri lao. C6 thé thong qua Hoi dong diéu tri tai co so hodc tuyén
Trung wong, Mién néu cén thiét)

3.2.2. Phac db diéu tri lao khang thuoc:

3.2.2.1. Céc khuyén cdo cip nhit chinh cia WHO vé phac db diéu tri lao khang
thuoc:

Thudc tiém khéng con duoc wu tién stir dung nira, thay vao d6 1a thude udng duge
khuyén cao str dung cho phan 16n ngudi bénh. Hién c6 hai loai phac @6 duoc chi dinh dé
diéu tri cho ngudi bénh ¢ vi khuan lao khang R/MDR-TB bao gom:

- Phéc d6 dai han kéo dai tir 18-20 thang, c6 thé 1a phac dd chuan hoic phac d6 ca
thé. Phac dd nay duoc xay dung trén nguyen tic Iwa chon cac thuoégagéil%u;%al
thude can sir dung 14 it nhit nhung van dam bao hidu luc cua phac db cin cir vao
két qua khang sinh d6 ctia nguoi bénh.

- Phéac dd ngin han tir 9-11 thang. Py 1a phac dd véi thanh phéan thude va thoi gian
diéu tri da xay dung théng nhét.

3.2.2.2. Phac d6 dai han:
a. Cac khuyén cdo
e Khuyén cdo I: Lua chon thuoc dé xay dung phac do dai han dua trén nguyén tic sau
o Luwa chon ca 3 thudc nhém A (Bdq, Mfx/Lfx, Lzd) va it nhat 1 thuéc nhém B
(Cfz hodc Cs). Pam bao phac do van con it nhat 3 thude sau khi ngimg BDQ
o Néu chi chon 1 hodc 2 thudc cia nhém A thi phai c6 du ca 2 thudc nhom B.
Truong hop khong thé xay dung phac dd chi bao gdm nhom A va B, c6 thé bd
sung nhom C dé phac do du hiéu luc
e  Khuyén cdo 2: Km va Cm khdng duoc str dung nira.
e Khuyén cdo 3: Nén st dung Levofloxacin hodc Moxifloxacin trong phac d6 dai han
(khuyén cao manh m&)

o Khuyén cdo 4: Nén st dung Bedaquiline trong phac d6 dai han cho ngudi bénh trén 18
tudi (khuyén cdo manh mé), tuy nhién ciing c6 thé st dung cho tré tir 6-17 tudi
(khuyén céo co diéu kién).

e Khuyén cdo 5: Nén st dung Linezolid trong phac d6 dai han (khuyén cdo manh mé)
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Khuyen cao 6: Clofazimine va Cycloserine Cs c6 thé bo sung vao phac do (khuyén
cao co dicu kién)

Khuyén cdo 7: Ethambutol ¢é thé bd sung vao phac d6 (khuyén cdo co diéu kién)

Khuyén cdo 8: Delamanid co thé sir dung trong phac d6 dai han cho tré tir 3 tudi tro
1én (khuyén céo co diéu kién)

Khuyén cdo 9: Pyrazinamid co6 thé sir dung trong phac d6 dai han (khuyén céo c6
diéu kién)

Khuyén cdo 10: Imipenem—cilastatin hodc meropenem c6 thé sir dung trong phac dd
dai han (khuyén céo c6 diéu kién)

Khuyén cdo 11: Amikacin co thé sir dung cho ngudi bénh tir 18 tudi tré 1én khi con
nhay cam va co du diéu kién theo doi thinh luc.
Néu khong c6 Am c6 thé dung S (khuyén céo co diéu kién)

Khuyén cdo 12: Pto ¢6 thé sit dung tuy nhién chi khi phac d6 khong c6 du cac thude
hi¢u luc khac (Bdq, Lzd, Cfz, Dlm) hoac khi khong c6 lya chon nao khac (khuyén cao
c6 diéu kién)
Khuyén cdo 13: PAS co thé sir dung tuy nhién chi khi phac d6 khong!iiga?qg 8iﬁ Emloc
hiéu luc khac (Bdq, Lzd, Cfz, DIm) hodc khi khong c6 lya chon nao khac (khuyen cao
c6 diéu kién)

Khuvén cdo 14: Khong st dung Clavulanic acid don ddc nhu thudc diéu tri lao
(khuyén c4ao manh mg)

Khuyén cdo 15: Tong thoi gian diéu tri tir 18-20 thang d6i véi hau hét cac truong hop,
¢6 thé didu chinh theo dap tmg diéu tri ctia ngudi bénh

Khuyén cdo 16: Thoi gian sau khi am héa nudi cay 15-17 thang dbi voi hau hét cac
truong hop, c6 thé diéu chinh theo d4p Gng diéu trj ctia nguoi bénh

Khuyén cdo 17: Néu phac @6 co thude tiém (Am/S), thoi gian tin cong 6-7 thang ddi
v6i hau hét cac truong hop, ¢ thé diéu chinh theo dap tmg diéu tri cia ngudi bénh

. Luu y trén cic nhém doi twong

Tré em: Khong nén dung thude tiém cho tré nho va tré méc lao thé nhe (khong kém
suy dinh dudng). Thoi gian dicu trj ¢6 thé dudi 18 thang néu ton thuong khong rong

Lao ngoai phdi va lao mang nio: Lya chon thudc cin cir vao vi tri ton thuong. Tinh
tham cua thuoc qua hang rao mau nao:

o Tham tot: Lfx, Mfx, Cs, Lzd, imipenem-—cilastatin, meropenem, Pto

o Hh va Z thuong dat ndng d6 didu tri trong dich ndo tuy nén c6 thé dung néu con
nhay hodc khdng khang hoan toan. Tuy nhién ndéng dé trong dich ndo tay
khéng phan anh ndng d6 & mang nio, nio

o Am va S chi ngam tot trong giai doan viém.
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o PAS va E ngam kém, khong nén xem I3 thudc hiéu lyc déi véi lao mang nio
o Hién it c6 thong tin vé tinh thAm cua Bdg, Dlm, Cfz

o Tré lao mang ndo khi dung imipenem-—cilastatin thuong gap dong kinh hon; vi
vay nén dung meropenem

V61 phu nir ¢o thai va cho con bu
o Chéng chi dinh Am, S, Pto & phu nit c6 thai

o Dbi voi Bdg, DIm: Théng tin trén phu nir ¢6 thai va cho con b con han ché,
tuy nhién khuyén céo c6 thé xay dyng trong phac dd ca nhan, tuy nhién can
giam sat tot bién cd bat loi (bao gdm két qua diéu tri, két qua mang thai, tinh
trang sau sinh va di tat bAm sinh)

Vé&i ngudi ¢d HIV (+): Luu ¥ tuong tac thude lao véi ARV (didc biét Bdq). Chi tiét
tham khao bang twong tac thudc cua mot sd thude chdng lao va trang tai lidu tra ciru
tuong tac thudc (Bang 1, 2- twong tac giita Bdq va cac thudc lao hang hai véi cic
thudc khéc bao gom ARV- Luu y s6 9)

Ngudi bénh ¢6 vi khuan lao khang R c6 hay khong khang H: Tuy Hh khong c6 trong
danh muc, van c6 thé sir dung néu KSD con nhay H, hoic KSP khoné&@@mﬁm

toan (chi khang inhA). Viéc sir dung H liéu cao cho thiy c6 hiéu qua trong diéu trj lao
tré em

Vé6i NB ¢6 ton thuong rong: Can luu ¥ hon khi quyét dinh thoi gian diéu tri sau 4m
hoa nubi cdy tity thudc dap img ctia ngudi bénh

V6i BN lao ¢ két qua nudi cay am tinh:

o Thoi gian diéu tri khong thé ap dung khuyén cdo s6 16 (sau am hoéa 15-17
thang), vi vay nén la 18-20 thang, theo doi dva vao dap ing lam sang

o Luu y chat luong nudi cdy dé loai trir nguyén nhan 4m tinh do thuc hién sai quy
trinh

. Cac lru y khac va can nhac cac diéu kién khi trién khai

Viée sir dung ddng thoi Bdq va DIm: c6 thé chi dinh khi ngudi bénh khéng con lua
chon, tuy nhién can theo ddi an toan chit ché

Thoi gian st dung Bdq: Thong thuong dimg & 6 thang, tuy nhién mot sé trudng hop
can thiét c¢6 thé sir dung trén 6 thang néu c6 gidm sat chit ché
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e Viéc ding Lzd trén 6 thang c6 thé ting hiéu qua dicu tri nhung c6 thé bi han ché vi
cac bién cd bt loi.

e Imipenem—cilastatin va meropenem luén dwogc s dung cung véi clavulanic acid (chi
c6 0 dang két hop voi amoxicillin). Amoxicillin—clavulanic khong dugc coi la thuoc
lao bo sung va khong dugce dung khi khong c6 imipenem—cilastatin hodc meropenem.

e Néu phac d6 chi gdm thudc udng s& khong c6 giai doan tin cong (giai doan tin cong
chi 4p dung véi phac do c6 thude tiém. Néu dung Bdq hodc cac thude khac trong giai
doan dau diéu trj cling khong duoc coi 1a tan cong).

o Thoi gian diéu tri co thé kéo dai trén 20 thang tiy dap ing ctia ngudi bénh. Néu
ngudi bénh co ton thuong rong (¥), thoi gian sau 4m hoa nudi cay co thé didu
chinh theo tinh trang dap ung diéu tri. V&i nguoi bénh c6 vi khuan lao khang
R/MDR-TB c6 khang thém véi cac thude khac, tong thoi gian diéu tri ciing co
thé kéo dai hon 20 thang.

(*) Theo tai liéu cdp nhdt cia TCYTTG 2020:Ton thuong rong: Vai tro cua XQ la
quan trong dé dénh gia. Tén thwong rong khi c6 hang hai bén hodc tén thuong nhu méo
dién rong. O tré em dudi 15 tudi, tdn thwong rong 1 khi ¢ tén thuong phdi hai bén
hodc ¢o6 cac hang

e Khang sinh d6 va chi dinh st dung thude:

o Z chi dugc coi la ¢o hi¢u lyc khi khang sinh dd con nhay. Tuy@%%l‘éi Z

~

tuy thuéc nguon lyc cia Chuong trinh Chéng lao & mdi giai doan se co thong
bao vé dbi tuong duge chi dinh cu thé.

o Tatca nguoi bénh can duogc xét nghi¢m phat hi¢n khang FQs, néu chi dinh Am
can c6 LPA hang hai nhay Am

o GenoType MTBDRsl (LPA hang hai) c6 thé tién hanh truc tiép trén bénh phadm
dom hodc gian tiép trén ching nudi cdy ciia vi khuan lao. (Chung cdy c6 thé
trén bénh pham lay tir phoi hodc bénh pham tir cic co quan ngodi phoi)

o KSD kiéu hinh v6i thudc lao hang hai st dung khi ngudi bénh cé két qua
khong khang v&i LPA hang hai, dac biét d6i voi nguoi bénh co nguy co khang
FQs

o Khang sinh d6 co két qua khong tin ciy dbi vai mot s thude (vi du closerine,
streptomycin, ethambutol).

o KSP véi Bdq, Lzd, Cfz: Khi chua sin c6 KSP, chi dinh phac dd can ctt vao
tién sir dung thudc, s6 liéu qudc gia
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e Viéc chi dinh PD ngén va dai han c6 thé thyc hién trudc khi co két qua KSP véi thude
lao hang hai, tuy nhién luu y:

o NB dang diéu tri PD ngin han co6 thé chuyén sang PP dai han sau d6 néu can
thiét

o NB di diéu tri PD dai han tir | thang trd 1én thi khong thé chuyén sang PD ngén
duoc nira

e Cén tién hanh nudi ciy hang thang dé theo ddi dap tmg diéu tri. Tuy nhién, v6i tré nho
khong thé khac dom thi viée sir dung bénh pham la dich da day hodc dom tac dong
khé thuc hién nén khong nhat thiét xét nghiém nudi cay hang thang.

3.2.2.3. Phac dd ngin han
a. Khuyén cdo:

Thay Bdq cho thudc tiém trong phac do ngan han trude day. Tong thoi gian diéu tri
dao dong 9-11 thang dugc diéu chinh tity thude tinh trang ngudi bénh; tuy nhién Bdq van
cén dung du 6 thang

4-6Bdq[6]-Lfx[Mfx]-Eto-E-Z-Hh-Cfz / 5 Lfx[Mfx]-Cfz-Z-E

Déi tiwong dp dung:
o Khang R/ MDR-TB
o Khong khang v61 FQs
o Khong co tién sir dung thudc lao hang hai trén 1 thang
o Khéng co ton thuong rong hoic lao ngoai phdi nghiém trong (*)

(*) Theo tdi liéu cdp nhdt cia TCYTTG 2020:Tén thiong réng: Vai trd cia XQ la quan
trong dé danh gia. Ton thuong rong khi c6 hang hai bén hodc ton thuong nhu mé dién
rong. O tré em dudi 15 tudi, tén thwong rong 1a khi c6 ton thwong phéi hai bén hodc cé

cac hang

b. Luuy:

e Thanh phin phac d6: Hiéu qua twong duong giita Lfx va Mfx ( Mfx liéu thong
thuong). Trong PD ngén han co thudc tiém thi Mfx dugc lya chon nhiéu hon, tuy
nhién véi PP thudc udng c6 Bdq thi Lfx dugce khuyén cdo hon vi 1y do it anh hudng
hon t&i QT; tuy nhién Lfx c6 thé anh hudng toi phat trién hé thong co xwong khép cta
tré em

e Cac nhom doi tuong dic biét:

o Ngudi co6 HIV (+) cén luu ¥ twong tac ARV va thude lao (dic biét 1a Bdg. Bdg
va efavirenz khong nén dung dong thoi vi 1am giam ndng dé Bdq, cac thude tre
ché protease 1am ting nong d6 Bdq)

o Tré em: chi 4p dung cho tré> 6 tudi (chi dinh ciia Bdq)
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Phu ni ¢6 thai va cho con bi: Khong st dung phac do nay

Lao ngoai phdi: Chi ding cho lao ngoai phdi thong thuong, khong ding cho

cac thé bénh nghiém trong

e Vai tro cua KSD: Khong str dung PP nay khi c¢6 khang hodc khong co6 hi¢u
lyc voi bat ky thude nao trong phéac dd, trir H. Tuy nhién déc biét luu y:

Can LPA vdéi thube lao hang hai (MTBDRsl) dé phat hién va loai trir khéng

FQs

o Cin LPA vé6i thubc lao hang mot (MTBDRplus) dé phit hiéfu%éﬁ’.vi Itlri khang
H: Khang H do dot bién ddng thoi ca 2 vi tri inhA va KatG losr o Laenl

o KSP véi E va Pto khong tin cdy, can can nhic khi xem xét két qua trong quyét

dinh lya chon phac dd
3.2.2.4. Cac phac do diéu tri lao khang thudc ap dung tai Viét Nam

Ut tién chi dinh phac d6 ngén han (PD C). Chi 4p dung phac d6 dai han khi nguoi

bénh khéng du tiéu chuén thu nhan vao PP C
Phdc dé ngin han (PP C)
4-6Bdq[6]-Lfx-Pto-E-Z-Hh-Cfz / 5 Lfx|Mfx]-Cfz-Z-E.

Tong thoi gian didu tri dao dong 9-11 thang dugc diéu chinh tity thudc tinh trang
ngudi bénh; tuy nhién Bdq van can dung du 6 thang va khong vuot qua 6 thang. Thoi gian

dung 7 thudc (bao gom Bdq va 6 thude con lai) dao dong tir 4-6 thang.
Vi vay, c6 céc truong hop cu thé nhu sau:

e Ngudi bénh dap g tét va XN dom truc tiép am tinh sau 4 thang: thoi gian

dung du 7 thudc 13 4 thang

e Nguoi bénh c6 XN truc tiép duong tinh sau 4 thang, cin kéo dai thoi gian
dung du 7 thudc t6i 5 hodc 6 thang (tuy tinh trang cu thé cua ngudi bénh).

XN dom Giai doan 7 thudc Giai doan 5 thuoc | Giai doan 4 | Tong
truec tiép thudc (thang)
Théng 4 (-) | 4 Bdq Lfx-Pto-E-Z-Hh-Cfz | 2 Bdq L{x-Cfz-Z-E | 3 Lfx-Cfz-Z-E 9
Théng 4 (+) | 5 Bdq Lfx-Pto-E-Z-Hh-Cfz | 1 Bdq Lfx-Cfz-Z-E | 4 Lfx-Cfz-Z-E 10
Thang 5 (-)

Thang 5 (+) | 6Bdq Lfx-Pto-E-Z-Hh-Cfz 5Lfx-Cfz-Z-E | 11

Mot sé lwu y:

— Luwu y I: Viéc quyét dinh thoi gian ding 7 thude cin cir vao két qua XN dom truc
tiép. Tuy nhién can chi dinh XN MTB siéu khang LPA véi thudc lao hang hai néu
xét nghiém nudi cy cua thang thir 4 tro di c6 két qua dwong tinh. Truong hop XN
dom tryc tiép khong 4m hoa ¢ thang tht 6, 1am sang khong cai thién can xem xét

viéc chuyén sang PD dai han.
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+ Dbi tugng ap dung:

O
O
O

O

Khang R/ MDR-TB

Khéng khang véi FQs (PP van str dung duoc khi khéng thudc tiém)
Chua c6 tién sir dung thudc lao hang hai c¢6 trong phac d6 hoic ding
dudi 1 thang.

Khéng c6 tén thuong rong hodc lao ngoai phdi nghiém trong, lao
ngoai phdi phire tap (tham khao luu ¥ 3)

+ Thoi diém chi dinh: Ngay sau khi phat hién khang R trong thoi gian cho két
qua MTB siéu khang LPA. Quyét dinh diéu tri tiép tuc hodc chuyén phac d6
can cir vao két LPA

+ Tiéu chuén loai trir:

e Co béng chirg khéng hodc khong c6 hiéu luc voi 1 thude trong phac dd, trix
H c6 luu y riéng:
o Pic biét luu ¥ loai khoi phiac d6 néu khang Fluoroquinolones. Thoi

gian c¢6 két qua MTB siéu khang LPA cang som cang tbt, tdi da
khéng vuot qua 1 thang tir lte giri mau dén lac nhan dugce két qua.

o Déi v6i H: Néu khang H do d6t bién & mét trong 2 vi tri hodc inhA,

hodc KatG van co thé chi dinh phac d6. Néu khang do dot bién dong
thoi ca Kat G va inhA thi loai trir khoi phac d6

e (06 ton thuong rong & phoi hodc lao ngoai phdi nghiém trong, lao ngoai phoi
phure tap

e (o0 thai hoac cho con b

e Ngudi min cam véi bat ky thude nao trong phac dd, khong dung nap thude
hoidc ¢6 nguy co ngd doc thude (twong tac thude)

¢ Bénh nhan c6 khoang QTc > 500 ms trén dién tim do

e Bénh nhin c6 men gan cao gip 3-4 1an mirc binh thudng

e Bénh nhén bi viém day than kinh thi giac va thin kinh ngoai vi

e Tréem dudi 6 tudi

— Luu y 2: D6i voi PP C

+ PD C c6 Bdq ¢ Viét Nam hién uu tién chi dinh cho nguoi 1on tir 18 tudi tro
1én. Dbi vai tré tir 6-17 tudi chi danh cho cac truong hop dic biét khong co giai
phap thay thé, sau khi cén nhic giira lgi ich va nguy co

+ Dibu tri ndi tr tir it nhit 2 tuan t6i 1 thang dbi v6i ngudi bénh co st dung PP
C c6 Bedaquiline dé theo ddi chit ch& bién cb bat loi (Pic biét luu v dién tim
dé theo ddi khoang QT)

+ Phéc dd khong chong chi dinh trén ngudi nhiém HIV tuy nhién luu ¥ tuong téc
thudc diéu trj lao va ARV (tham khao bang 1,2 — Luu ¥ 56 9).
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+ Céc xét nghiém can thyc hién:

e Lam MTB siéu khang LPA (Hain test) vi thudce lao hang hai trude khi thu

nhén diéu tri dé loai trir khi c6 khang Fluoroquinolones

e Lam MTB da khang LPA (Hain test) v6i thudc lao hang 1 tai thoi diém ban

dau trude khi thu nhan vao PP ngin han dé loai trir khi khang dong thoi
inhA va Kat G. Viéc chi dinh XN nay trén nhom dbi twong ngudi bénh cu
thé s& tuy thudc vao ngudn luc cia CTCLQG & mdi thai diém. Trong giai
doan trudc mat chi tip trung thuc hién MTB da khdng LPA cho nguoi bénh
da tai phat hodc that bai phac d6 lao nhay cam.

e Lam KSDP voéi cac thudc hiang 1 tai thoi diém ban dau trude khi thu nhén

vao PD ngin han dé loai trir khi khang Z, E (luu ¥ KSP V0'1 l& lfﬁon tin

cdy, can can nhic va dya vao tién st diéu tri khi xem xét k chi
dinh XN nay trén nhom ddi tuong nguoi bénh cu thé s& tuy thudc vao
ngudn lyc cia CTCLQG & mdi thoi diém. Trong giai doan trudc mat chi
dinh cho ngudi bénh da tai phat hodc that bai phac dd lao nhay cam.

— Lwu v 3: Pinh nghia va phan loai ton thuong

Ap dung trong huwéng chén dodn va diéu tri bénh lao tai Viét Nam:

e Ton thuong réng: Vai tro cua XQ 1a quan trong dé danh gia. Tén thuong rong khi

tong dién tich cac vung ton thuong vuot qua 1/3 dién tich cia mdt phdi hodc co
hang ma tong dudng kinh cac hang cong lai vugt qua 4 cm . O tré em dudi 15 tudi,
ton thuong rong 1a khi c¢é tén thuong phdi hai bén hodc c6 cac hang. O Viét Nam,
lao ké duoc xép loai lao phdi co ton thuong rong.

*  Lao ngoai phéi nghiém trong, phirc tgp: Lao mang ndo 1 nghiém trong. Cac thé
lao ngoai phéi khac dugc coi 1a phire tap: lao xwong, lao than, lao mang bung, lao
mang tim, mu mang phdi do lao, lao toan thé- lao tir hai co quan tré 1én). O tré em

duéi 15 tudi, cac dang lao ngoai phdi ngoai trir lao hach (hach ngoai vi hodc trung

that biét lap khong chén ép) déu coi 1a nghiém trong.

Phdc db dai han (PP D)

- Déi tuong ap dung:

Khang R/ MDR-TB

Khong khang véi FQs (Khi khang thude tiém, luu y khong lwa chon thude tiém
trong nhom C)

Khéng sir dung duge PP ngin han: Tién sir dung thube lao hang hai (c6 trong
PD ngin han) trén 1 thang, lao phoi c6 tén thuong rong, lao ngoai phdi nghiém
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trong (ngoai trir lao mang nio cin phac dd ca nhan), lao ngoai phdi phirc tap,
khong dung nap hodc tuong tic vai mot sé thude trong PP C, tré dudi 6 tudi
(luu v khong ap dung phac dd D1), ngudi bénh khang H do dot bién dong thoi
¢ inhA va KatG.
— Phaén loai: C6 2 phéc d6 duoc chi dinh cin cir vao kha ning sir dung Bdq ctia nguoi
bénh nhu sau:

e Trudng hop khong c6 chdng chi dinh véi Bdq
Phic d6 D1: Bdq Lfx Lzd Cfz + 1 thuéc nhém C
e Truong hop co chéng chi dinh hodc chua khuyén céo st dung Bdq
Phéc db D2: Lfx Cfz Lzd Cs +1 thuéc nhém C
Mt 56 Iuu y:
— Luu y 4: Chéng chi dinh cua Bedaquiline va can trong khi sir dung
o Chong chi dinh tuyét doi:

o Nguy co bién chtng tim mach cao: Bénh nhan c¢6 khoang QTcF> 500ms, c6
tién str xodn dinh hodc loan nhip tdm that hodc co bénh Iy mach vanh nang.

o Qua man voi Bedaquiline hodc vai cac thanh phan cua thuoc

o Bénh Iy gan nghiém trong (men gan cao kém bilirubin toan phan cao gap 2
lan binh thudng, hodc men gan cao gap 5 lan mirc binh thudng, hodc men
gan van cao lién tuc trong thoi gian trén 2 tudn sau khi di co cac giai phap
ho trg)

o Rbi loan dién giai niang (tir mirc d6 3 tré 1én) hodc kéo dai;. Luu ¥: khong
khoi tri khi dién giai bat thuong, néu bat thuong can xir Iy vé muc binh
thuong roi méi bit dau diéu tri.

o Tré em dudi 6 tudi

o Chong chi dinh twong doi (**): can nhic can trong giira nguy co, loi ich trude
khi dwa vao diéu tri va ting cuong theo di giam sat bién cb bét loi

o Phu nir ¢6 thai hodc cho con bu
o Tréem < 18 tudi

(**) O Viét Nam, phac d6 c6 Bdq rat han ché sir dung cho tré tir 6-17 tudi hoac phu
nit co thai. PD D c¢6 Bdq trén tré 6-17 tudi hodc phu nit co thai chi danh cho cic
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truomg hop dic biét khong co giai phap thay thé, sau khi can nhic gitta loi ich va
nguy co. PP ngin han c6 Bdq khéng st dung & phu nit ¢é thai hodc cho con bu.
Khong st dung Bdq cho tré dudi 6 tudi

e Can trong khi sir dung: ting cuong theo ddi giam sat bién cd bat loi dbi voi cac
truong hop sau

O

o]

O

Bénh nhan trén 65 tudi

Bénh gan hodc ton thuong gan tuy chwa & mirc nghiém trong nhung ¢6 men
gan cao gap 2 lan mirc binh thudng.

Suy than, creatinine huyét thanh > 2 lan mic binh thuong

Nhiém HIV (luu § khi st dung cac thuéc ARV, tranh sir dung thudc cam
(g hoic e ché CYP3A4 nhu efavirenz, cic thudc tre ché protease)

Bénh nhan sir dung cac thudc giy kéo dai QT: Cac thude Fluorequinolones
(Lfx mc dd nhe hon Mfx), Clofazimine, cac Macrolidgélz!&&%ggycin,
clarithromycin, azithromycin), chit d6i khang thu thé Serotonin 5-HT3 (
ondansetron, mot sd thue chdng nén), khang sinh chong ndm nhom Azole
(ketonazole, itraconzaole, fluconazole), mét s6 ARV, mot sb thude chéng
s6t rét (quinine sulfate, chloroquine), thudc diéu tri loan than
(chlorpromazine, haloperidol, thioridazine). Chi tiét vé cac thube giy kéo
dai khoang QT tham khdo tai https://www.crediblemeds.org/drugsearch

Bénh nhan co chi so dién giai ngoai gidi han binh thuong

Bénh nhan c6 chi s0 xét nghiém amylase va lipase mau ngoai gioéi han binh
thuong

Bénh nhan co tién st bénh 1y co van

— Luuy 5: Huéng dan lua chon thube nhom C trong PP dai han

Thubc nhom C duge lua chon theo trinh tu wu tién theo bang phan loai. Tuy nhién
can nhic tuy thudc kha ning dung nap thudc ciia ngudi bénh, tinh khang thude, cic chong
chi dinh trén tirng nhom déi tuong khac nhau (vi du tré em khéng dung E, phu nir ¢6 thai
khéng dung Pto va thudc tiém Am/S; chi str dung Any/S khi thue su cin thiét, khong c6
chéng chi dinh va KSD con nhay cam, cé du diéu kién theo ddi thinh luc; chi dung H liéu
cao khi khong co dot bién vi tri KatG; khong ding Pto néu khang H c6 dot bién inhA.).
Nhitng trudng hop kho lua chon thube nhém C c6 thé thong qua Hoi ddng didu tri (tuyén
tinh hodc Mién, tuyén Trung wong tuy tirng trudng hop cu thé dé duge chi dinh phit hop)
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Phdc do cd thé:

— Ap dung cho ngudi bénh khang Fluoroquinolones, ngudi bénh khong du tiéu chuan
thu nhan PP C hodc PP D, cac truong hop dac biét kho lya chon loai phac dd (phu
nir co thai)

— Can ctr vao két qua khang sinh dd, tién sir dung thude trude ddy cua ngudi bénh,
cac thube khong dung nap dé xay dung phac d6 phu hop. Xay dung phac dd theo
nguyén tic chung ap dung véi phac d6 dai han theo khuyén cao cdp nhat cua
WHO. Cac phéac d6 ca thé can thong qua Hoi dong diéu tri tuyén Trung vong hoic
Khu vyec.

— Cdc PD khadng FQs
e Dbi v6i nguoi bénh khang FQs phat hién ngay tir du trude khi diéu tri khang
thudc (miu dom lay tai thoi diém truéc hodc bit dau diéu tri lao khang
R/MDR-TB)
o Phic dd6 E1-FQ méi (Chi dinh cho ngudi bénh tién siéu khang FQ hodc
siéu khang méi): Bdq Lzd Cfz Cs +1 thubc nhém C
e Dbi v6i ngudi bénh khang FQs phat hién trong qua trinh diéu tri PP C (miu
dom lay trong qua trinh dang diéu tri PD C do khong 4m hoa, that bai)
o Phac dd E2-FQ thit bai (Chi dinh cho ngudi bénh tién siéu khang FQ,
siéu khang that bai PP C) : DIm Lzd Cs Am (S) PAS Imp/Mrp
e D6i v6i nguoi bénh khang Fluoroquinolones phét hién trong qua trinh diéu tri
PD D (miu dom lay trong qua trinh dang diéu tri do khéng am hoa, that bai) :
can ctr vao PD di st dung (c6 hay khong c6 Bdq, thudc nhom C da str dung 1a
thudc gi) dé xay dung PP phu hop

e Trudng hop ngudi bénh thit bai PP C hodc PP D nhung két qua khang sinh d6
van nhay v6i Fluoroquinolones, can thong qua Hoi dong didu tri dé quyét dinh
can cir vao mot sé yéu to nhu: dap Gmg 1am sang hién tai, tién sir diéu tri trugc
day va mirc d6 tuan thi, kha ning dung nap thudc ciia ngudi bénh, cac sai sot
trong thuc hién xét nghiém néu co. Co6 thé 1am cac xét nghiém bd sung (tiy
ngudn lyc) dé c6 thém thong tin nhu do nong do thudc trong mau, xac dinh
mirc 46 khang vdi ndng do thude cu thé.

— PD lao mang ndo

Do chua c6 thong tin vé hiéu qua cua Bdq, Cfz, can lwa chon céc thudc co tinh thim tdt
vao dich nao tuy:

Lfx Lzd Cs + it nhét 2-3 thuéc nhém C.
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Mt sé luu y:

—  Luuy 6: Di v6i NB lao mang nio

e Céac thudc nhom C vu tién trong diéu tri lao mang ndo theo trinh ty bao gdm

o Imipenem cilastatin (Ipm) hodc Meropenem (Mpm). Luu ¥: mdc du Imipenem
cilastatin (Ipm) ngdm tét vao mang ndo, Meropenem (Mpm) wu tién st dung
trong lao mang ndo va ¢ tré em vi it co nguy co gay co giat hon so voi Ipm.
Lu6n stir dung cung acid clavulanic.

o Amikacin hodc Streptomycin néu con nhay (st dung trong giai doan c6 biéu
hi¢n viém mang nao)

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

o Prothionamid néu ¢6 thé con nhay (khong khang chéo véi H do dot bién vi tri
inhA, chua cé tién sir diing Pto)

e Can lam khang sinh d6 véi cac thubc Am, S, H, Z va loai trir thude khang (luu v voi

H can lam MTB da khang LPA va chi loai khi c6 dét bién KatG)

Luru ¥ 7: Mot s6 ndi dung thuc hanh lién quan dén PP dai han
Thoi gian dung BDQ trong PP dai han 14 6 thang (24 tuan), mot sd trudng hop can
kéq dai trén 24 tuan can théng’ qua Hoi dong diéu tri lao khém,g thu("')cl({l{l} I‘éllﬁ hﬁ)fc
Mién) va theo doi an toan thuoc (aDSM) chat ché. Lzd co6 thé dung tm‘g&m’ AC
hon néu ngudi bénh van dung nap tét, cac thude khac dung ca liéu trinh tir 18-20
thang, trir thude tiém (Am, S) dung 6-7 thang va ¢ thé diéu chinh theo dap ung diéu
tr1 cua nguot bénh.

Tdng thoi gian diéu tri tir 18-20 thang, co thé didu chinh theo dap ung didu tri cua
nguoi bénh. Thoi gian diéu tri can dap tmg diéu kién kéo dai thém 15-17 thang sau
khi dd 4m hod nubi cay.

Dicu tri ndi tra tir it nhat 2 tuan téi 1 thang ddi voi ngudi bénh cé st dung PP dai
han c6 Bedaquiline dé theo ddi chit ch& bién cb bét lgi (Dic biét luu ¥ dién tim dé
theo doi khoang QT)

Clofazimine khong chdng chi dinh trén phu nit ¢6 thai va cho con by, tuy nhién
khéong khuyén céo sir dung do hién chua c6 du bang ching. Viéc st dung ¢ nguoi
cho con bu ¢6 thé anh hudng sic td da cua tré. Can duogc can nhic nguy co, loi ich
truoc khi st dung va theo doi, bao cao bién cb bt loi.
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e Nguoi bénh sir dung Lzd can két hop Pyridoxine (vitamin B6) liéu it nhat 50 mg
hang ngay dé phong tranh suy tuy va c6 thé phong tranh bién c6 trén than kinh ngoai
bién. Tuy nhién luu ¥ néu st dung liéu > 100 mg/ngay cé thé gay bénh Iy than kinh
ngoai bién. Luu ¥ tuong tac ciia Lzd véi cac thude khac (tham khéo bang 3 — luu ¥ s6
9)

e Céc xét nghiém can thuc hién:

o Lam MTB siéu khang LPA (Hain test) voi thudc lao hang hai trudc khi thu
nhan diéu tri vao PP dai han co chua Fluoroquinolones dé loai trir khi c6
khang

o Mbt sb thubc nhom C hoic thude bd sung néu lua chon cin duge 1am khang
sinh dd va chi sir dung khi khang sinh db con nhay: Thudc tiém, Pyrazinamid,
H liéu cao. Dbi v6i Pyrazinamid, viéc chi dinh khang sinh d6 trén nhém dbi
tugng ngudi bénh cy thé s& tuy thude vao ngudn lue cia CTCLQG & mbi thoi
diém. Trong giai doan trudc mit chi dinh KSP véi Z cho ngudi bénh di tai
phat hodc that bai phac d lao nhay cam va co chi dinh dung Z.

e Cac thudc tiém can dugc s dyung tai cic co so y té theo quy dinh hién hanh.
Amikacin hodc Streptomycin chi sir dung cho ngudi bénh tir 18 tudi trd 1én khi con
nhay cam va c6 du diéu kién theo doi thinh luc.

e Cac phac dd co thé duoc tiép tuc cap nhat sau mot thoi gian trién khai (vi du két hop
Bdq va DIm trong mét sb truong hop cu thé, PD C chi sir dung thude udng, v.v)

Phac db diéu tri khang don va nhiéu thubc

Hi¢n nay, CTCLQG da md¢ rong dbi tuong duogc lam khang sinh dd v6i thube lao
hang 1 trén ngudi bénh da tai phat hodc that bai PP lao nhay cam dé loai trir truong hop
khang (tham khao luu ¥ s6 2 ddi v6i ngudi bénh thu nhan vao PP C va luu v s6 7 ddi voi
phac d6 dai han), do vay c6 thé tang sd nguoi bénh phat hién khang don va nhiéu thude.
Can luu ¥ dbi chiéu thoi diém nhan két qua khang sinh d6 va thoi diém ldy miu, can cir
vao phic do diéu tri trong khoang thoi gian nay dé du bao kha niang khang thudc mic
phai. Két qua khang sinh dd c6 thé khong phan anh dung tinh trang khang thudc o thoi
diém hién tai). Phac d6 dé diéu tri ngudi bénh khang don va nhiéu thude can duoc theo
doi, danh gia theo 16 bénh riéng.
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Phic do diéu tri lao khang don thudc va mot so luu y

Phdac do diéu tri cho nguoi bénh khang Isoniazid, nhay Rifampicin

Kiéu khang Phac do Luuy

H&S) |6 R(H)ZELfx/4|T: ién hanh Xpert tai thang 0, 2 va 3: Néu phat hién

R(H)ELfx khang Rif thi chuyén bénh nhan sang diéu tri theo
phac d6 lao da khang thudc.

Néu nguoi bénh duoc chian doan khang H bing xét
nghiém MTB da khang LPA ma khéong phai bang
khang sinh d6 truyén thdng, can lam thém xét nghiém
khang sinh dd véi thudc lao hang 1 dé loai trir cac
truong hop khang nhiéu thude, dic biét ddi v6i nguoi
bénh di that bai, tai phat phac dd lao nhay cam
(Tranh viéc bd sung don doc Lfx vao phac db da thuc

su thit bai truge do)

Mt sé luu pe

— Luu y 8: Dbi v6i phac d6 khang Isoniazid, nhay Rifampicin

Can tién hanh Xpert dé loai trir khang R trude khi diéu tri PP khang H
(thang 0) va nhic lai Xpert néu khoéng 4m hod dom tryc tiép sau 2,3
thang hodc that bai PP khang H.

Theo ddi dap Gng vi khuén hang thiang bang XN dom truc tiép va nudi
ciy

Khong khuyén cdo sir dung S hay thudc tiém niao khac (b6 sung S lam
giam hiéu qua diéu tri va khong giam tir vong, khong ¢ bing chimg véi
céc thude tiém khac

Tré em: van c6 thé ap dung PD nay (luu y lidu E ¢ tré em, phat hién som
tén thuwong than kinh thi bang phan biét mau do-luc)

Nguoi bénh cé ton thuong rong hodc am hoa cham: Co thé kéo dai thoi
gian diéu trj, tam soét tot khang R, FQs va co thé khang Z

Nguoi bénh ¢6 HIV (+): Can ding ARV trong vong 8 tudn sau khi ding
thudc lao, thoi gian didu tri 6 thang 1a phit hop ma khong can kéo dai

Lao ngoai phoi: Thoi gian c6 thé diéu chinh tiy thudc timg thé bénh
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e Viéc bd sung H: Néu chi khang inhA (khong khang KatG) thi can nhic

Hh ¢ lidu téi da 1a 15 mg/kg /ngay

o Mot sb truong hop khong thé sir dung duoc Lfx, ¢ thé st dung phac do 6

(H)REZ :

e Nghi ngo hodic co bang ching khang Lfx

o Khong dung nap dugc voi FQs

e Co nguy co hoic co bang chimg kéo dai QT
e Phu nit ¢6 thai hoic cho con bu (khong chdng chi dinh tuyét dbi).
- Luwu y 9: Thong tin vé tuong tac thude va cac thube khang chéo

Bang 1: Twong tac thudc c6 thé c6 gitra Bedaquiline va cac thudc khac

Twong tac thuoc — thudc

Thube

Luwru ¥ va Hwéng din

Céc chat cam Ung
manh/trung binh
Cytochrome P450 c6 thé
lam giam nong do
Bedaquiline trong mau

Efavirenz
Rifamycins:
Rifampicin
Rifapentine
Rifabutin
Phenytoin
Carbamazepine
Phenobarbital
St. John’s wort

Efavirenz (EFV) s& dan téi viéc giam nong
dé Bdq trong mau. Do%mﬁi@%hé
bang Nevirapine (NVP) hodc tich hop vai
chat trc ché cho EFV khi sir dung cling
Bdq.

Dé c6 danh sach tong thé nhing thude co
thé anh hudng hodc bi anh hudng boi hé
théng Cytochrome P450, xem thém phan
Twong tac thudc trén trang web ctia Khoa
Y — Pai hoc Indiana (https://drug-
interactions.medicine.iu.edu/)

Céc chat wrc ché
manh/trung binh
Cytochrome P450 c6 thé
lam ting nong do
Bedaquiline trong mau

Céc chét trc ché
protease ting
cuong Ritonavir
(PIs)

Cac thudc ubng
chéng ndm ho
azole (co thé str
dung t6i 2 tudn):
Itraconazole
Fluconazole

Khang sinh ho
Macrolides tru

Pls lam ting nong d6 Bdq trong mau. Do
d6, nén thay thé PI bang 1 chat wc ché tich
hop, nhu dolutegravir (DTG) hodc
raltegravir (RAL). Néu bét budc phai sir
dung | PI, viéc theo doi dién tam dd phai
duoc thuc hién 2 tudn/lan trong 8 tun dau.

Tét ca 4 thude uéng ho azole déu (rc ché
CYP3A4; itraconalzole va posaconazole la
nhing chét trc ché manh hon fluconazole
hay voriconazole.

Azithomycin khong wrc ché enzyme
CYP3A4 nhung c6 thé gay kéo dai khoang
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Twong tac thudc — thude Thudc Lwru ¥ va Hréng dan
azithromycin: QT do d6 ciing nén tranh dung thube vi Iy
Clarithromycin do nay.
Erythromycin
Mot sd twrong tac thude co Elvitegravir Viéc str dung dong thoi Bdq véi cac thude
thé co: cac thude duoc Cobicistat nay chua duoc nghién ctru nhidu; tuy
chuyén hoa boi CYP3A4 Emtricitabine nhién, nén tranh str dung dong thoi cac
c6 thé lam tang tiép xuc Tenofovir thudc nay trong hon 14 ngay lién tiép. Boi
voi Bdq alafenamide vi cac thude nay ciing duoc chuyén hoa bai

CYP3A4, cic thude ndy c6 thé dan téi viée
tang phoi nhiém v&i Bdq, do dé c6 kha
nang lam tang nguy co gdp cac phan ng
bat loi.
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Bang 02: Twong tac ciia mdt sé thude lao hang hai véi thuée ARV

P-
Tén thube Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
, ’ , ’ ’ acid (PAS)
- Co ché: - Co ché: dung | - Coché: dung | - Co ché: - Co ché:
Efaviren cam | dong thoi co dong thoi co dung dong ding dong
mg manh thé 1am ting thé 1am ting thoi c6 thé thoi ¢ thé
CYP3A4 lam | nguy co kéo nguy co kéo lam tang lam tang nguy
giam néng do | dai khoang QT | dai khoang QT | nguy cokéo | co kéo dai
bedaquilline. (hiép ddng tac | (hiép ddng tac | dai khoang khoang QT
- Mirc d9 dung phu) dung phu) QT (hi¢p (hiép dong tac
tuong tac: - Muc do - Muc do ddng tac dung phu)
nghiém trong. | tuwong tac: tuong tac: dung phu) [1]. Ngoai ra,
Mitc d6 bang | nghiém trong. | nghiém trong. | - Mtc do nong do
ching: Yéu Mirc d6 bang | Muc do bang | twong tac: Moxifloxacin
Efavirenz - Khuyén cao | chimg: Yéu chimg: Yéu nghiém trong. | c6 thé giam
(EFV) thay thé EFV - Khuyén cdo: | - Khuyén cdo: | Murc d6 bang | do cam tng
béng Theo doi sat Xem xét thuée | chimg: Yéu men chuyén
Nevirapine ECG khi dimg | thay thé - Khuyén hoa UGTIA1
(NVP) hoac thude [1] efavirenz [1] cao: Xem xét | boi efavirenz.

thube tre ché
integrase khac
khi dung dong
thai véi
bedaquiline

[11,[2]

thudc thay
thé efavirenz

[1]

(2]

- Mitrc do
tuong tac:
nghiém trong.
Mirc d6 bang
chung: Yéu
[1]

- Khuyén cao:
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P-

Tén thude Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
acid (PAS)
Xem xét
thudc thay thé
efavirenz [1].
Theo doi dap
img diéu tri
trén lam sang
khi dung
dong thoi 2
thubc [2]
- Co ché: Dung | - Co ché: dung | - Co ché: dung | - Co ché: - Co ché:
ddng thoi dong thoi co ddng thoi co dung dong ding dong
Bedaquilline | thélamting | thé 1am ting thoi c6 thé thoi 6 thé
v6i thude tre nguy co kéo nguy co kéo lam tang lam tang nguy
ché manh dai khoang QT | dai khoang QT | nguy co kéo | co kéo dai
CYP3A4 ¢o (hiép ddng tac | (hiép ddng tic | dai khoang | khoang QT
thé lam ting dung phuy) dung phy) QT (hi¢p (hiép ddng tac
Atazanavir néng d('h.) . - Muc d,é - Mire d,@ déng tac R duung p‘}:lu) \:é
(ATV) bedaquilline tu’or.lig tac: tuor}g tac: de_mg Pl}u) va ta,ng l)-lenA co
trong mau. nghiém trong. | nghiém trong. | ting bién ¢6 | bat 1gi trén
- Mirc do Mirc d6 bang | Mtrc 46 bang | bat loi trén tim mach, bao
tuong tac: ching: Yéu ching: Yéu tim mach, gdm loan
nghiém trong. | - Khuyén cao: | - Khuyén cdo | bao gdm loan | nhip tim va
Mic d6 bang | Theo doisat | khong ding nhip tim va | xoan dinh,
ching: Yéu ECG khi dimg | delamanid khi | xon dinh. - Muc do
- Khuyén céo: | thudc [1],[2] | bénh nhin - Mire do trong tac:
Tranh dung dang dung 1 tuong tac: nghiém trong.
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P-

Tén thubce Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
acid (PAS)

phéi hop 2 thudc gay kéo | nghiém trong. | Mirc d6 bang

thudc qua 14 dai khoang QT | Murc d6 bang | chitng: Yéu

ngay, tru khi khac. Néu viéc | chimg: Yéu - Khuyén céo:

loi ich cua viée phdi hop thude | - Khuyén Khuyén cao

phéi hop vuot khong thé c4ao: Khuyén | theo ddi trén

trdi nguy co. tranh khoi, can | cao theo ddi | 1am sang bao

Néu phéi hop, theo doi sat trén 14m sang | gdm danh gia

can theo doi
sat tac dung
phu lién quan
dén
bedaquilline
[1]

ECG (tbi thiéu
1 1an/thang)
trong sudt qua
trinh diéu trj
véi delamanid

[1]

bao gdm
danh gia
ECG khi
dung 2 thudc
dong thoi,
ddc biét 1a
nguoi cao
tudi va bénh
nhan co6 nguy
co xodn dinh
(Kéo dai QT
trude do, ha
K mau) 1a
nhirng ddi
tuong nguy
co dé bi anh
huong.

[11.[2]

ECG khi
ding 2 thuée
déng thoi, dac
biét 1a nguoi
cao tudi va
bénh nhan co
nguy co xoén
dinh (Kéo dai
QT trudc do,
ha K mau) la
nhitng dbi
fugng nguy
co dé bi anh
huong.

[11.[2]
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P-

Tén thube Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
acid (PAS)

- Co ché: - Co ché: dung | - Co ché: - Co ché: - Co ché:
Ritonavir trc dong thoi co Ritonavir trc dung dong ding dong
ché CYP3A4 | thélamting | ché manh thoi 6 thé thoi cé thé
lam tang ndng | nguy co kéo CYP3A4lam | lam tang lam tang nguy
d6 bedaquiline | dai khoang QT | tang nong do nguy co kéo | co kéo dai
trong mau khi | (hiép dong tac | chét chuyén dai khoang khoang QT
ding dong dung phu) hoa cau QT (hiép (hiép dong tac
thoi. - Muc do delamanid dong tac dung phu) va
- Mtrc do tuong tac: DM-6705 1én | dung phu) va | ting bién cb
tuong tac: nghiém trong. | 25-30%, tird6 | ting bién c6 | bat loi trén
Nghiém trong. | Mirc dd bang | gia ting nguy | bat loi trén tim mach, bao
Mirc dd béng chung: Yéu co kéo dai tim mach, gém loan

Ritonavir ching: Yéu - Khuyén cao: | khoang QT. bao gom loan | nhip tim va

(r) - Khuyén cdo | Theo doi sat - Murc do nhip tim va xoin dinh [1]
thay thé ECG khi dung | tuong tac: xodn dinh. Ngoai ra,
ritonavir bang | thude [1] Nghiém trong. | - Muc do ndng do
mot thube te Mirc d6 bang tuong tac: Moxifloxacin
ché integrase chiing: Yéu nghiém trong. | co thé giam
khac, vi dy - Khuyén cao: | Mirc do bang | do cam (g
nhu theo doi sat chiung: Yéu men chuyén
dolutegravir dién tdm d6 khi | - Khuyén hoa UGTIA1
(DTG) hodc dung 2 thude cdo: Khuyén | boi ritonavir
raltegravir dong thoi trong | cdo theo doi | [2]
(RAL). Néu sudt qué trinh | trén 1am sang | - Mirc d
Ritonavir cin diéu tri voi bao gr?)m tuong tac:
su dung, cén delamanid (cu | danh gia nghiém trong.
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P-

Tén thudce Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
acid (PAS)
theo déi ECG thé, it nhat 2 ECG khi Mitc db bang
mdi 2 tudn lan/tuan trong | dung 2 thude | chitng: Yéu
trong 8 tuan thang dau tién | dong thoi, - Khuyén céo:
dau didu tri. va néu khoang | dic biétla Khuyén cao
[1],]2] QTc nam trong | ngudi cao theo doi trén

pham vi binh
thuong thi co
thé giam s6 lan
theo ddi xudng
con hang thang
sau do). [1], [2]

tudi va bénh
nhan c6 nguy
co xodn dinh
(Kéo dai QT
trude do, ha
K mau) la
nhirng doi
tuong nguy
co dé bi anh
huong. [1]

lam sang bao
gbm danh gia
ECG khi
ding 2 thude
déng thoi, dac
biét 1a nguoi
cao tudi va
bénh nhan co
nguy co xoén
dinh (Kéo dai
QT trudc do,
ha K mau) la
nhing déi
fugng nguy
co dé bi anh
huong.

[11.[2]

68




P-

Tén thubce Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
acid (PAS)
- Co ché: - Co ché:
dung dong ding ddng
thoi l1am tang | thoi lam tang
nguy co kéo | nguy co kéo
dai khoang dai khoang
QT (hiép QT (higp
ddng tac dong tac dung
dung phu) phu)
- Mtrc @0 - Mtrc do
twong tac: co | tuong tac: co
Lopinavir kha nang. kha nang.
(LPV) Mirc do bang | Miurc do bang
chimg: Rat chimg: Rat
yéu yéu
- Khuyén - Khuyén céo:
cao: Theo doi | Theo ddi trén
trén 1am sang | lam sang bao
bao gém gém danh gia
danh gia ECG khi
ECG khi ding 2 thude
dung 2 thuéc | dong thoi [2]
dong thoi [2]
- Co ché: C6
Emtricitabine kha nang canh
(FTO) tranh thai trir 2

thudc tai cac
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Tén thube

Bedaquiline

Clofazimin

Delamanid

Levofloxacin

Moxifloxacin

P-
aminosalicylic
acid (PAS)

Pyrazinamid

kénh protein
van chuyén
qua mang ong
than dan dén
tang nong do
trong mau cua
1 trong 2 thude
khi ding dong
thoi.

- Mitrc do
turong tac:
tuwong tac it co
kha nang. Murc
do bang
chimg: Rét yéu

[2]

Lamivudine
3TO)

- Co ché: Co
kha nang canh
tranh thai trir 2
thude tai cac
kénh protein
véan chuyén
qua mang ong
than din dén
tang nong do
trong mau cua
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P-

Tén thubce Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
acid (PAS)

1 trong 2 thude

khi dung dong

thoi.

- Muc do

tuong tac:

twong tac it co

kha ndng. Murc

d6 bang

chimg: Rat yéu

(2] ,
- Co che:
khéng ro
Dung déng
thoi ¢6 thé
lam giam tac
dung cua
Pyrazinamid.

Zidovudine - Murc do
(AZT) tuong tac:

nghiém
trong. (Mtrc
d6 bang
chimng: tot)
- Khuyén

cao: Giam sat
nong do
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P-

Tén thudce Bedaquiline Clofazimin Delamanid | Levofloxacin | Moxifloxacin | aminosalicylic | Pyrazinamid
acid (PAS)
pyrazinamid
khi phdi hop
hoac Iuya

chon thue
dicu trj lao
khac thay thé
[1]

Dolutegravir
(DTG)

- Co ché: Para-
aminosalicylic
acid va chat
chuyén hoa
cua no duogc
bai tiét chu yéu
tai than. Dir
liéu invitro chi
ra dolutegravir
e ché OCT2 —
kénh van
chuyén hip thu
tai than, do do
c6 thé 1am ting
nong do para-
aminosalicylic
acid trong mau
khi ding dong
thoi
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Tén thude

Bedaquiline

Clofazimin

Delamanid

Levofloxacin

Moxifloxacin

P-
aminosalicylic
acid (PAS)

Pyrazinamid

- Muc doé
tuong tac:
tuong tac it co
kha nang. Murc
do bang
chimng: Rit yéu
[2]

[1]: Micormedex

[2]: https://www.hiv-druginteractions.org
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Bang 03: Twong tac thudc c6 thé cé giira thude Linezolid va cac thude khac

Twong tac
thude — thube

Thubc Luu y va Huéng din

Ting nong d6
serotonin cé thé
dan t6i hoi

Phai luén c6 ging tranh sir dung
nhimg thudc cé tuong tac thudc —
thude hodc cé doc tinh chf“)ng chéo

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

chirng ’ , ‘ voi Linezolid. Tfﬁa”lwﬂi van co
serotonergic - Cac thudc chong tram cam nhirng tinh hinh ]T[l'OTI'g‘l&I’GFI'g_C
Tricyclic: amitriptyline va su lua chon nao khac, va lgi ich ¢co
nortriptyline kha ning dem lai van 16n hon nguy
- Chét chu van thu thé Serotonin 5- co khi str dung linezolid. Vi du,
HT1 mot bénh nhan co6 tam ly nhay cam
- Céc chat wrc ché Monoamine v&1 nguy co tu tir cao va phai dung
oxidase (MAOQO): phenelzine va linezolid trong phéc do (khi khong
isocarboxazid con lya chon thude chéng lao nao
- Céc chat gay serotoninergic khac: | khac) van co6 thé can dung 1 thudc
meperidine va bupropion hodc serotoninergic.
buspirone va quetiapine
Bing 04: Tém tit cdc thubc khdng chéo
Rifamycins Tat ca rifamycins (rifampicin va rifabutin) c6 ty 1é khang chéo cao
Isoniazid Ty 1¢ khéang chéo cao giira isoniazid va ethionamide, Prothionamid néu
c6 dot bién inhA
Aminoglycosides | Am va Km c6 ty 18 khang chéo rét cao.
va polypeptides Am, Km, Cm c¢6 thé khang chéo
S ¢6 ty 1¢ khang chéo thap véi Am, Km, Cm
Fluoroquinolones | Fluoroquinolones c6 khang chéo & nhiéu murc d6 khac nhau giita cac

thudc trong nhom. Cac phan tich trong phong xét nghiém cho thiy
Fluoroquinolones thé hé sau (levofloxacin, gatifloxacin, moxifloxacin)
c6 thé van con hiéu luc khi thudc hé thip (ofloxacin) cé bang chung
khang. Tuy nhién, chwa c6 két ludn ro rang vé moi lién quan gita bang
chimg trong phong XN va biang chimg 1am sang

Néu levofloxacin (FQ thé hé 3) co bang ching khang, khong khuyén
céo str dung FQs thé hé 4 (moxifloxacin, gatifloxacin) vi khéng thé dam
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bao dugc nhitng thudc ndy con nhay cam

Mic du chua cé két ludn 1d rang nhung cac nghién ctru trong phong XN
cho thiy khang chéo hoan toan giira cac thudc FQs thé hé 4 (giita
moxifloxacin va gatifloxacin)

Thiamides

Prothionamide va ethionamide khang chéo 100%
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PHU LUC 3

Phu luc 3.1. So' @6 chin doan lao khing thude

So dé 3.1.1 So do chan dodn khing thudc theo cdc nhém nguy co

Lao moi
Nhém 6,8

Xpert MTB/RIF (1%)

Ngwo'i nghi lao da khang
(Nhém 1,2,3,4,5,7)

Xpert MTB/RIF (1*)

MTB (+)/Rif MTB (+) /Rif MTB (+)/Rif MTB (-) / MTB (+)/Rif Bao 18i MTB
(+) ) (+) Rif(-) khéngxdcdinh Co vét
| | | I I I | |
Xpert 2 PD A, PDB Hoichédn Xpert MTB/RIF Ian 2 So do
KSP 1 Chan doan, (4%) 3.1.2
-I—I—l- (2%) diéu tri khang
R (3%)
Rif Rif
(-) (+)
CO tién sidu khang
PD Hain 2/KSD 2 hodc siéu khang Diéu trj tién/siéukhang
A'B (5*) ) (6*)

Ti€ptuc diéu tri
khang R

1

4 thang
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Nubi cdy dwong tinh sau

S Hain 2/KSD 2
”
(5%)




Luu v sodd 3.1.1

(1*) Mot s6 bénh pham ngoai phoi chua ¢ chi dinh Xpert, ¢6 thé chi dinh khang sinh dd
(2*) Chi dinh diéu tri theo phac d6 lao vi khuan nhay cam véi thude (phac d6 A hoic B
theo vi tri ton thuong ).

C6 thé 1am KSP véi thude lao hang 1 néu ngudi bénh thudc nhom tai phat, that bai hodc
khong 4m hoa nhung két qua Xpert khong khang R

(3*) Chi dinh diéu tri da khang, wu tién PP C néu du tiéu chuan.

(4*) Luu y trén NB dang diéu tri lao (khong 4m hoa, that bai), tuy nhién két qua Xpert lai
cho théy khong méc lao. Can hoi chdn va kiém tra chat luong mau Iﬁ%%%ﬁ%tﬁr Vi
khuan Mycobacteria khong lao (NTM). Néu két qua hoi chan khang dinh khoéng mic lao,
¢6 thé 1am nudi cdy, dinh danh NTM

Mét sé truong hop cé két qua MTB (-), tuy nhién can ctr vao cac tridu chirng 1am sang,
XQ ciing khong loai trir bénh lao (khéng c6 bing ching vi khusn)

(5*) Uu tién sir dung Hain test hang 2 dé chan doan nhanh tién/siéu khang. KSD truyén
thdng chi st dung dé thuc hién cho cac truong hop can khing dinh lai két qua Hain 2
(van nghi ngod c¢6 khang thudc lao hang hai khi két qua Hain van nhay).

Trudng hgp nguoi bénh that bai phac d6 da khang, ngoai chi dinh Hain test hang hai, c6
thé chi dinh khang sinh db hang 2, Hain test hang 1 va KSP hang 1 dé c¢o6 thém lwa chon
thudc cho ngudi bénh

(6*) Chi dinh didu tri tién, siéu khang (phic d6 ca nhan)
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So d6 3.1.2. Huwéng din doi véi két qua “vét” trong thue hign Xpert MTB/RIF Ultra

Xpert Ultra

MTB VET

Khéng xéc“héng RIF

Tré em
Nguwoi co H

Nghi lao mang nao

Nguoi Ién khac

Xpert Ultra 1an 2

NGUY iﬁio

-Hoi chén PD khang
-Ultra lan 2

-KSD hang 1

-Piéu chinh PP

|
KHAC

-Hdi chan PP nhay
(A.B)

-Ultra 1an 2

-KSD hang 1

-Piéu chinh PD

CO VK LAO
(MTB+)

= So dd
3.1.1.

MTB (-):
MTB VET
-Hoi chan

-KSP hang 1

Co tién str BT

thanh céng/2 nam:

> Hoi chén o

Khéng tién st BT thanh
cbng/ 2 nam:
-PDAB
-KSDb hang 1
-Diéu chinh PD can ct
vao KSD




Gidi thich so db 3.1.2.
1. MTB c6 vét, khong cung cip thong tin vé nhay hay khang RIF

2. Nguoi bénh co thé duong tinh v&i HIV hodc chua rd vé tinh trang HIV nhung c6
bang ching 1am sang rd rang vé& nhiém HIV tai noi co ty 1€ cao nhiém HIV hoac
trong nhom ngudi nguy co cao nhiém HIV. Dbi voi dm tucmg chua nam rd tinh
trang HIV thi can thuc hién XN HIV theo huéng dan qubc gia.

3.1

Néu ngudi bénh thudc nhém co nguy co cao khing thude, trude tién can
tién hanh hoi chan dé xem xét chi dinh diéu trj. Vige quyet dinh c6 diéu trj
hay khong can can cir vao tri¢u chimg lam sang, tién sir tiép xtic voi nguoi
bénh lao khang thube, diu hiéu XQ va cac ddu hiéu cin 1am sang khac
huong to1 mac lao. Truong hop nguoi bénh dugc chi dmﬁ@@!ﬂﬁ@ su
dung phéac d6 lao khang thudc, sau dé diéu chinh phac dd cin ctr vao két
qua Xpert Ultra 1an 2 va/hodc khang sinh d6. Cac nhém nguy co cao khang
thudc bao gom:

Nguroi tiép xiic véi NB lao da khdng,

b. NB that bai diéu tri phic do lao nhay cam, phdc do khéong khang R
3.2.

Néu ngudi bénh khong thuée nhom nguy co cao khang thube, can tién hanh
hoi chan dé quyét dinh ¢6 nén diéu tri hay khong. Viéc quyét dinh diéu trj
cin cir vao triéu chimg 14m sang, tién sir tiép xtic véi ngudi bénh lao nhay
cam, dau hiéu XQ va cac diu hiéu cén 1am sang khac hudng toi mic lao.
Trudong hop ngudi bénh duge chi dinh diéu tri, can st dung phac do lao
nhay cam, sau d6 diéu chinh phéc dd cin ctr vao két qua Xpert Ultra 1an 2
va/hodc khang sinh do.

Vé&i ngudi 16m da diéu tri lao thanh cong trong 5 nim gin day, ca 2 lan xét nghiém c6

thé c6 két qua vét do con xac vi khuan lao. Quyét dinh diéu tri can dua trén triéu
chung lam sang X-quang, dap u:ng vGi diéu tri thir bang khang sinh phd rong, co thé
nuoi cay, lam khéng sinh dd v6i thude lao hang 1.

Quyét dinh diéu tri can dua trén triéu ching 1am sang X-quang, dap tmg véi diéu tri

thir bang khang sinh phd rong, c6 thé nudi ciy, lam khang sinh dd véi thude lao hang

l.

95



Phu luc 3.2: So d6 diéu tri

Nghilao valao da khang

|

| Xpert * |
TB/RIF (-,?)** TB/RIF (-,?)**
PD lao PD lao
nhaycam — Khang thudc
* %k
[
PD A PD B
Khong am hoa Khong dung
That bai nap
Xpert * . M?}t sc“)'ﬂjbér]h pbé’n}
/\ ngoai phoi co the chi
: - T dinh khang sinh d6
:/T\:Bi Kh’ong PO cenhen ** K&t qua khong khang
khangR hoac chua cd két qua XN
: *¥** Xem so' do diéu tri
Cay, KSD 1, lao khang thudc3.2.2
PD ca nhan
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Khéng CCP v&i PD ngan han (PD C)

So do 3.2.2. So do diéu tri lao khdng thuéc

CCP véi PP ngan han (PP C)

§ LPA 2/ KSD ;
; Nhay FQs Khang FQs
| TiéptucPD C Tiép tuc PD D
| o S |
PD C* PD D*
PD E1
TSFQ ma&i
| |
Thét bai Thét bai

LPA 1,2/KSD 1,2

Nhay FQs

e

Ho6i chan

Khang FQ

PD E2

LPA1,2/KSD 1,

Nhay FQs

’ Hoi chan
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Phu luc 8.1: Théng tin vé mdt s thudc diéu tri lao hang 2

BEDAQUILINE (Bdq)

Nhom thude

Diarylquinoline

Co ché tac dung
chéng i
khuan lao
Chuyén héa va
thai trir

lai  wvi

Bdq c6 kha ning tc ché enzyme sinh tong hop ATP (ATP synthase) —
moét loai enzyme can thiét cho viéc cung cdp ning luong cho vi khuan
lao. Bdq c6 4i luc voi ATP synthase ciia vi khuan cao gap 20.000 lan so
vdi ATP synthase cua nguoi, do vay ma dich tic dung cua thude co tinh
chon loc cao.

Thudc duge chuyén hoa & gan bdi enzyme CYP3A4. Chat chuyén hoa

ct}inh la N-monodesmethy}-bedaqt}iline (M2), hoat ’d{)n‘jﬁiﬂé‘% ba
dén sau lan so vdi hoat chat ban dau. Tuy nhién, chat chuyen hoa co
thé gy ra doc tinh twong ty nhu bedaquiline. Nong do M2 ¢ vé lién
quan to1 kéo dai khoang QT.

Thudc phan b rong & cac mo, lién két voi protein huyét twong > 99.9%).
Thoi gian ban thai trung binh cia Bedaquiline va chit chuyén hoa N-
monodesmethyl 1a khoang 5.5 thang. Thudc thai trir cha yéu qua phan.

Liéu dung

Nguoi 1on:

- Tuan 1-2: 400mg/ngay, mot 1an/ngay.

- Tuan 3-24:200mg/lan x 3 lan/tuan,

- Tong thoi gian diéu tri 1a 24 tuan. Nén udng thudc cing thirc an.
Quén udng thudc: Néu quén udng mot lidu trong 2 tudn dau diéu tri,
ngudi bénh khong phai ubng bu lidu bé quén ma van tiép tuc ubng thude
theo lich trinh diéu trj thong thuong.

Tur tuan thir 3 tro di, néu quén mét liéu thude (200mg), nguoi bénh phai
ubng bu lidu bi bé quén ngay va diéu chinh thoi gian udng thudc dé dam
bao tong liéu trong sudt 7 ngay khong vuot qua 600mg (udng 3 lan/tuan,
200mg/lan, khoang cach giira cac licu it nhét 24 gio).

Tré em: Dit liéu con han ché.

Dang bao ché

Vién nén 100mg

Bao quan

Bao quéan ¢ nhiét d¢ phong 15-25°C

Hap thu

Bedaquiline c6 dugc déng hoc tuyén tinh va hap thu tot hon khi ding
thudc cung thirc an.

Phan bo vao dich
ndo tuy

Chura ¢6 du dit liéu thude vao duoc dich nio tiy.

Cac truong hop
dac biét

- Phu nir ¢é thai/phu nir cho con bi: Khong khuyén céo st dung do
thiéu cac dit liéu nghién ciru.
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- Suy than: Khong cin hiéu chinh liéu ¢ ngudi bénh suy than nhe t6i
trung binh. Truong hop bénh nhén suy thin ning hodc bénh nhan giai
doan cudi can loc mau hodc tham phéan phic mac, can hét stc than trong
khi stir dung.

- Suy gan: Khong can hiéu chinh liéu & nguoi bénh gan nhe toi trung
binh. Liéu ding va doc tinh chua dugc nghién ctru & bénh nhan suy gan
nang, st dung thén trong va chi st dung khi lg1i ich vuot troi nguy co.

Tac dung khong

Thuong gip: Roi loan tiéu hoa (budn nén, ndn, dau bung, chan dn), dau

mong mudn | khédp, dau co, dau dau, ho ra mau, dau nguc, phat ban

(ADR) it gip: QT kéo dai, ting acid uric mau, ting phospholipid, ting enzyme
gan. Co6 thé 1am ting nguy co viém tuy.

Chéng chi dinh | Chdng chi dinh tuyét ddi:

+ Bénh nhan tir chdi sir dung thude;

+ Qué man véi bedaquillin hozc cac thanh phan cia thudc;

+ Bénh nhan c6 nguy co bién ching tim mach cao: Khoang QTcF> 500
ms (x4c nhan bang ECG lip lai), ¢ tién st xoén dinh hoic loan nhip tim
that hodc ¢o bénh Iy mach vanh ning.

+ Bénh 1y gan nghiém trong (men gan cao kém bilirubin toan phan cao
gip 2 lan binh thuong, hodc men gan cao gip 5 lan binh thuong, hodc
men gan van cao lién tuc trong thdi gian trén 2 tuan sau khi da c6 cac giai
phap ho trg)

+ Roi loan dién giai ning (mirc do 3; 4) hoic r6i loan dién giai kéo dai
khong kiém soat dugc.

+ Tré em dudi 6 tudi.

Chéng chi dinh twong dbi: can can nhic can trong gifra nguy co, loi ich
trude khi dua vao diéu trj va ting cudng theo déi giam sét bién cd bat lgi.
+ Tré em dudi 18 tudi

+ Phu nir ¢o6 thai hoac cho con bu

Than trong: Sir dung thin trong trong cac trudng hop sau (can theo dai
dién tam dd tan suat cao hon, két hop véi danh gid nguy co va loi ich):

+ Bénh nhan trén 65 tudi.

+ Bénh gan hodc ton thuong gan tuy chua & muc nghiém trong nhung ¢
men gan cao gip 2 lan binh thuong.

+ Suy than, creatinine huyét thanh > 2 1an muc binh thuong.

+ Str dung cung cac thube kéo dai QT khac

+ Bénh nhan c6 chi s6 dién giai ngoai gidi han binh thudong

+ Bénh nhén c6 chi s6 xét nghiém amylase va lipase mau ngoai gidi hanh
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binh thuong.

+ Bénh nhén c6 tién sir bénh 1y co van.

+ Nhidm HIV (lwu ¥ khi ding cac thubc ARV, thudc cam tng hodc tre
ché CYP3A4 nhu efavirenz, thubc trc ché protease)

Luu ¥: Khéong khéi tri v6i bedaquiline khi dién giai dd bt thuong, can
diéu chinh dién giai d6 vé mirc binh thudng mai bat dau dung thude.

Twong tac thude

- Bedagquiline dugc chuyén hoa bai CYP3A4. Do d6, nén tranh str dung
két hop voi cac thude cam g hodc e ché CYP3 A4,

+ Str dung két hop v6i chit trc ché CYP3A4 manh (vi du: nhom thudc
diéu tri nAm azole, mot vai khang sinh macrolid, thudc tre ché protease. ..)
c6 thé lam ting nong d6 bedaquiline, theo dé ting nguy co phan tmg phu.
Vi vdy, nén tranh vi¢c st dung voi cac chét e ché CYP3A4 trong hon 14
ngay lién tuc, trir cac trudng hop dic biét sau khi da can nhic ky giira loi
ich va nguy co.

+‘Efavirenz (EFV) lém’ giam nong d,cf) bedaquiline trong m%,“l <E llin%l:ﬁilg
dong thoi. Do do, khuyén cao thay thé EFV bang Nevirapine (NVP) hodc
thudc e ché integrase khac khi dung dong thdi véi bedaquiline.

+ Ritonavir-thudc ting cuong e ché protease (Pls) s& lam ting ndng dd
bedaquiline trong mau khi ding dong thoi. Khuyén céo thay thé PI bang
mot thude e ché integrase khac (INSTI), vi du nhu dolutegravir (DTG)
hodc raltegravir (RAL). Néu Ritonavir can sir dung, cén theo ddi ECG
mdi 2 tuan trong 8 tuan dau diéu tri.

- Tranh dung phdi hop ciing cac thude kéo dai khoang QT do c6 thé lam
trdm trong thém kéo dai khoing QT (vi du: clofazimine, khang sinh
quinolone: Lfx muc do nhe hon Mfx, cdc Macrolide: erythromycin,
clarithromycin, azithromycin; delamanid, thube diéu tri nam nhom azole,
chat d6i khang thu thé Serotonin 5-HT3: ondansetron, méot sb thudc
chéng non; mot s6 thude didu tri ARV; mot sd thude chéng sOt rét:
quinine sulfat, chloroquine; thuéc diéu tri loan than: chlorpromazine,
haloperidol, thioridazine.

Giam sat su dung
thude

- Pién tam dd phai dugc thuc hién trude khi bit dau diéu tri, va it nhét 2,
4,8, 12 va 24 tuan sau khi bit dau diéu tri.

Theo ddi thuong xuyén hon néu xuit hién bat thudng trén tim mach, suy
giap hodc rdi loan dién giai.

- Theo ddi dién gidi, chirc nang gan hang thang khi dung bedaquiline.

Giao duc nguoi
bénh va cac dau

Hudng dan bénh nhan thong bao cho nhén vién y té ngay lap tirc néu bat
ky dau hi¢u nio sau day xay ra:
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hién canh bao

* Dau bung

« Vang da hodc mit

« Danh tréng nguc

* Tlrc nguc

« Ngét xiu va gan nhu ngat xiu

LINEZOLID (Lzd)

Nhom thude

Oxazolidinones

Co ché tac dung
trén vi khuan lao

Khang sinh thuéc nhom oxazolidinones duoc chirng minh trén thuc
nghiém co tac dung dbi vai cac chung vi khudn lao nhay cam va khang
thubc ma khong gay khing chéo véi cic thude lao khac.

Co ché tac dung cua linezolid 1a ge‘in chon loc vao vi tri 23S ribosom
ARN cua tiéu don vi 50S, do d6 ngan qua trinh tong hop phirc hop khoi
déu tiéu don vi 70S (yéu t cén thiét cho qua trinh dich ma cua vi khuén)

Liéu ding

Ngudi bénh khoi dau diéu tri bang linezolid dang truyén tinh mach co thé
chuyén sang dang udng ma khéng can hiéu chinh liéu do sinh kha dung
duong ubng cao gan 100%.

Ngudi 16n: 600mg, mot lan/ngay; Liéu giam xudng 300-400mg/ngay néu
phat hién cac bién cb bat loi nghiém trong

Tré em: 15mg/kg hang ngay (can nang <l16kg); 10-12mg/kg/ngay (can
ning >15kg), toi da 600mg/ngay.

Tt ca cac bénh nhan ding linezolid nén duge bo sung vitamin B6

Dang bao ché

Vién nén: 600mg, 400mg
Hon dich udng: 100mg/5ml; chai 240ml
Dung dich tiém truyén 2mg/Iml (tai 100, 200 hodc 300mg)

Bédo quan Biao quan trong bao bi kin ¢ nhiét do phong tot nhat & 15 - 25°C.
Déi v6i dang udng, sir dung trong vong 21 ngay ké tir khi mé nép.
Dang thudc tiém: can bao quan tranh anh sang va khong lam déng lanh
thude.
Hap thu Linezolid dugc hap thu nhanh va gan nhu hoan toan qua dudng udng.
Phan b vio dich | Nong d thude trong dich ndo tily bing khoang 1/3 néng do thudc trong
nao tuy huyét tuong.

Cac truong hop
dac biét

- Phu nir c6 thai/Phu nir cho con biu: khong khuyén cdo st dung do
cac dir liéu nghién ctru han ché

- Suy thin: nong do thudc dang khong con hoat tinh ting 1én nhung
khéng c6 ¥ nghia nhiéu trén 1am sang. Khong can hiéu chinh liéu.

- Ngudi bénh gan: hiém khi ghi nhan ting enzyme gan

Tac dung khong

Thuong gap:
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mong muébn
(ADR)

+ Suy tily (giam tiéu cau, bach cu, va/hodc thiéu mau, bit san nguyén
hong cau nguyén phat, tang bach cau ua eosin)

+ Non, budn néon, tiéu chay

it gsjp/Hiém gap:

+ Thi gi4c: nhin mo, mt thi lyc va than kinh ngoai vi cé thé bi dao 1én.

+ Nhiém toan lactic, gidm bicarbonat

Chong chi dinh

- Qué man v6i nhoém oxazolidinones
- Céc tri¢u chung cua bénh than kinh tién trién (dau, té, ngtra ran hoac
yeu ¢ cac chi).

Tuong tac thude

- Tranh dung cung cac thudc tac dung trén hé adrenergic va serotonergic
nhu IMAO, céc thude e ché tai thu hoi serotonin (SSRI), thudc chéng
trdm cam ba vong do c6 thé 1am ting cac phan Gmg trén Lt%m!x%ﬁ%@ung
vong nghiém trong nhu hoi ching serotonin (thay dbi vé tinh than: lan
16n, van dé vé tri nhé..., co giat, ra md héi nhiéu, run réy, tiéu chay)

- Nguy co ting huyét ap khi sir dung linezolid cung céac thude kich thich
hé giao cam, thudc kich thich dopaminergic.

- Tut duong huyét qua mirc da duoc ghi nhén trén ngudi bénh dai thao
duong typ 2 st dung linezolid véi cung insulin hodc céc thudc dai thao
duong duong udng.

Giam sat su dung
thude

- Theo ddi cong thirc mau day du hang tuan trong thoi gian dau, sau d6
hang thang va khi can thiét dva trén céc tridu chimg; c6 it kinh nghiém
1am sang khi st dyng kéo dai.

- Kiém tra mit hai thang mdt lan hodc néu cac triéu ching phat trién;
kham bénh than kinh ngoai bién hang thang hodc néu phat trién cac triéu
ching trén lam sang.

- Viém day than kinh thi gidc: Nén ngtmg linezolid néu phét trién cac
triéu ching trén thi gidc va than kinh ngoai vi; danh gia nguy co co thé
mu vinh vién hodc bi vo hiéu hoa vinh vién than kinh ngoai vi.

Gido duc nguoi
bénh va cac dau
hién canh bao

Thudc co thé dugc dung clng hodc khong véi thirc dn. Udng cling bira dn
néu thubc gy kich thich da day. Tranh thirc an va d6 ubng c6 chira
tyramine: pho mat lau nam, thit kho, dua cai bép, nude tuong, cac loai bia
va ruou vang do.

Hudng dan bénh nhan thong bao cho nhan vién y té ngay lap tirc néu bét
ky diéu ndo sau day xay ra:

* Pau, té, ngira ran hodc yéu céc chi

* Phan den, c6 nhya duong hodc tiéu chay niang

« Chay méu hodc bam tim bat thuong
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« Mét moi hoidc suy nhuoc bat thudng
* Nhirc dau, budén nén hodc non.

MEROPENEM

Nhom thude Khang sinh nhom carbapenem, ho beta-lactam

Tac dung trén vi | Tac dung intro trén vi khuén lao, dir liéu nghién ctru trén 1dm sang con

khuan lao han ché

Liéu dung Nguoi l6n: 1g mdi 8 gio hoic 2g mdi 12 gid. Can dung cung voi
clavulanate (d6ng géi dudi dang phdi hop amoxicillin/clavulate), 125mg
mdi 8-12 gio
Tré em: 20-40mg/kg mdi 8 gid

Puong dung Tinh mach, khong hap thu qua duong udng

Dang bao ché

Lo bdt pha tiém chira meropenem trihydrat twong duong véi 500mg, 1g
meropenem khan

Bao quan

Bao quan lo thudc bdét & nhiét d6 phong 15 - 25 °C.
Dung dich thudc dugc pha lodng trong dung dich natri clorid 0,9% dé
truyén tinh mach: khong qua 4 gio & nhiét do phong hoic 24 gio ¢ ti
lanh 2-8°C

Phan b6 vao dich
ndo tuy

Thudc phan bo rong rii vao dich nio tay

Céac truong hop
ddc biét

- Phu nit ¢6 thai, phu nir cho con bu: Con it dit li€u sit dung trén phu
nit co thai; than trong tranh dung meropenem.

- Ngudi bénh suy than: hiéu chinh lidu, dung sau khi loc mau

Nguoi bénh suy than/loc mau:

Do thanh thai creatinine 20-40ml/phiit: 750mg mdi 12 gid

Do thanh thai creatinine < 20ml/phut: 500mg méi 12 gid

- Ngudi bénh suy gan: Khong can hi¢u chinh liéu.

Tac dung khong
mong
(ADR)

mudn

Thuwong gap:

+ Tiéu chay, non, budn nén, dau dau

+ Tang transminase, phosphatase kiém
it gip:

+ Tang bilirubin huyét thanh

+ Téang ure, creatinine mau

Hiém gap:

Pong kinh (it gap hon so véi imipenem)

Chéng chi dinh

Qua man vdi meropenem hodc carbapenem khac

Giam sat s dung
thube

Giam sat cac dau hiéu trén lam sang
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Gido duc nguoi
bénh va cac diu
hién canh bao

Thong bao cho bac si diéu tri néu dang ding axit valproic hoic bi di ng
vé1 penicillin, cephalosporin.

Hudng dan bénh nhédn théng bao cho nhan vién y té ngay lap tirc néu

bét ky diéu nao sau day xay ra:

* Tiéu chay nghiém trong (tiéu chay toan nudc hodc c6 mau)

« Phat ban da, n6i mé day hoic ngta

* Sung ¢ mit, ¢ hong hodc moi

* Tho kho khe hodc kho tho.

IMIPENEM (Imp)/CILASTATIN (Cln)

Nhom thube Khang sinh nhom carbapenem, ho beta-lactam
Hiéu qua trén vi | TAc dung intro trén vi khuan lao, dit liéu nghién ctru trén 14m sang con
khuan lao han ché.

Liéu dung

Nguoi 16n: 1g Imipenem/lan mdi 12 gio. Can dung cing véi clavulanate
(d6ng goi dudi dang phdi hop amoxicillin/clavulate), 1 I 12
gio

Tré em: Khong khuyén cdo str dung cho tré dudi 15 tudi. Meropenem
duoc uu tién hon.

Duodng dung

Tinh mach. Khong hap thu qua duong udng

Dang bao ché

Lo bot pha tiém Imipenem va cilastatin ti 1& 1:1; Lo déng géi sin ham
lrgng 250mg, 500mg, 750mg (tinh theo imipenem)

Bao quan

Biao quan lo thudc bdét ¢ nhiét &6 phong 15 - 25 °C.
Dung dich thudc duoc pha lodng trong dung dich natri clorid 0,9% dé
truyén tinh mach: khong qua 4 gio & nhiét do phong hodc 24 gio ¢ ti
lanh 2-8°C;

Phan bd vao dich
nao tuy

Thuoc phan bo dugce vao dich ndo tay, nhung tré em viém mang nao dugc
diéu tri boi imipenem c6 ti 1€ dong kinh cao (meropenem dugc uu tién sur
dung viém mang ndo va cho tré em)

Cac truong hop
dac biét

- Phu nir cé thai, phu nir cho con bi: It dit liéu st dung trén phuy nit
¢6 thai, chua du bing chimg vé an toan trén phu nit cho con bu

- Ngudi bénh suy than: hiéu chinh lidu, ding sau khi loc mau

+ Do thanh thai creatinine 20-40ml/phit: 750mg moéi 12 gio

+ Do thanh thai creatinine <20ml/phut: 500mg mdi 24 gid

- Nguoi bénh suy gan: Khong can hiéu chinh liéu

Tac dung khong
mong
(ADR)

mudn

Thwong gip:

+ Tiéu chay, non, budn nén, dau dau

+ Tang transminase, phosphatase kiém
it gap:

110




+ Con dong kinh
+ Ha huyét ap, danh trong nguc
+ Viém dai trang gia mac

Chéng chi dinh

Qua man v&i Imipenem hodc carbapenem khéc;

Giam sat su dung
thude

Gidm sat cac dau hi¢u trén lam sang

Gido duc nguoi
bénh va cac dau
hién canh bao

Hudng dan bénh nhén thong béo cho nhén vién y té ngay lap tirc néu bat
ky diéu nao sau ddy xay ra:

« Nhip tim nhanh hoic khéng déu

* Co giat

* Tiéu chay nghiém trong (ra nudc hodc ¢ mau)

« Phat ban da, n6i mé day hodc ngira

* Sung mat, ¢ hong hoac moi

* Tho kho khe hodc kho tho.

CYCLOSERIN (Cs)

Co ché tac dung
trén vi khuan lao

Cycloserin ¢6 thé kim khuan hodc diét khuan tuy theo nong dé thudc tai
vi tri ton thwong va tinh nhay cam cia vi khuan gy bénh

Thudc ¢o cau tric gidng acid amin D-alanin, vi vy cycloserin {rc ché su
chuyén ddi L-alanin thanh D-alanin trong qua trinh téng hop véch té bao
vi khuén.

Liéu dung

Ngudi 16n: 10-15mg/kg/ngay (t6i da l1g/ngdy). Thong thuong sir dung
lidu 500-750mg/ngay, chia 2 lan hoic ding 1 lan/ngay néu nguoi bénh
dung nap duogc.

Tré em: 10-20mg/kg/ngdy (t5i da 1g/ngay)

Nén phdi hop cycloserin véi vitamin B6 (Nguoi 16n: B6 sung 50 mg
vitamin B6 cho mdi 250 mg cycloserin. Tré em: Dung 1 - 2 mg/kg/ngay,
thong thuong 10 - 50 mg/ngay).

Puong dung Udng

Dang bao ché Vién nang 250mg

Béao quan Bao quan trong bao bi kin ¢ nhiét d6 t6t nhat & 15 -25°C. Cycloserin bén
viing trong méi truong kiém nhung bi phan hiyy nhanh t ong
trung tinh hodc acid.

Hap thu Hap thu 70-90% qua duong udng. Thirc dn c6 thé lam giam nhe hap thu

thude, tét nhat nén udng thude khi doi, kha nang hap thu khong bi anh
huong bai nude cam, cac thube antacid.

Phan béd vao dich
nao tuy

Nong d6 cycloserin trong dich ndo tuy bang 50 - 80% nong do thudc
ddng thoi trong huyét twong & nguodi bénh c6 mang ndo khoéng viém va
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bing 80 - 100% néng do thude dong thoi trong huyét twong & ngudi bénh
cd mang nao bi viém.

Cac truong hop
dac biét

- Phu nir c6 thai, phu nir cho con bii: Chi dung khi thit can thiét. Tré
em dang bi me can duoc bod sung vitamin B6

- Bénh nhéan suy théan: thudc thai trir qua than, cin hiéu chinh liéu

D6 thanh thai < 30ml/phut hodc bénh nhan dang chay than nhan tao (chu
¥: cAn dung sau khi loc mau): 250mg mot 1an/ngay, ding hang ngay hodc
500mg/ngay dung 3 lan/tuan.

- Bénh nhin suy gan: khéng can hiéu chinh liéu

Tac dung khong
mong
(ADR)

mudn

Than kinh trung wong la phan ung thuong giap nhat, thuong xuat hién
nhiéu trong 2 tudn dau diéu tri va mat di khi ngimg thudc: nga ga, dau
dau, run réy, loan van ngon, chong mat, 1a 1an, hot hoang, kich thich,
trang thai tdm than, c6 ¥ dinh ty tir, hoang tudng, phan ung giam truong
luc, co giat co, rung giat cd chén, tang phan xa, loan thi, liét nhe, con co
cting gidt rung hodc mat y thirc. Ding li¢u cao cycloserin hodc udng rugu
trong khi diéu tri s& lam tang nguy co co giat.

Chong chi dinh

Qua man véi cycloserin
Chong chi dinh tuong doi: dong kinh, tram cam, lo au nang, loan tam
than, nghién ruou.

Tuong tac thude

Cycloserin lam tang tac dung cua ruou va phenytoin. Tac dung
khong mong mudn cua cycloserin d6i v6i hé than kinh trung uong, ting
lén khi dung phdi hop véi isoniazid va ethionamid/prothionamid.
Cycloserin c6 tinh ddi khang voi pyridoxin va lam tang thai trir
pyridoxin & thin; nhu ciu vé pyridoxin cé thé ting & ngudi bénh
dung cycloserin

Giam sat s dung
thude

- Cycloserin ¢6 khoang diéu tri hep, vi vdy can hiéu chinh
lidu theo nong do thudc trong huyét twong. Theo ddi ndng do thude trong
mau it nhat 1 1an/tudn & bénh nhan suy than ning, bénh nhan dung qua
500 mg/ngay va bénh nhan ¢ nhitng dau hiéu vé nhiém doc than kinh.
Ngo doc cycloserin lién quan chit ché téi ndng dd thudc qua nhiéu trong
mau (> 35 pg/ml), can hiéu chinh liéu sao cho ndng d6 thudc trong mau
luén dudi 35 pg/ml.

- Can ngimg sir dung thudc ngay khi gap tac dung phu (réi loan tdm than,
¢6 v dinh tu sat). Nging diéu tri hodc giam lidu néu nguoi bénh xuét hién
triéu chirng ddc trén than kinh.

Giao duc nguoil
bénh va cac dau

Tranh ding cing bita dn nhiéu chat béo. Khong st dung rugu bia. Nguoi
bénh can dwoc bd sung vitamin B6 dy du.
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hién canh bao

Hudng din bénh nhan thong b4o cho nhén vién y té ngay lap tirc néu
bat ky didu ndo sau day xdy ra:

* Co giat

« Run riy hodc kho néi chuyén

« TrAm cam hodc nghi dén viéc 1am ton thuong ban than

* Lo ling, 14 14n hodc mat tri nho

* Thay ddi tinh cach, vi du: tré' nén hung hén

* Phat ban hoac phat ban

« Pau dau.

CLOFAZIMINE (Cfz)

Nhom thude:

Iminophenazine

Co ché tac dung
trén vi khuan lao

Clofazimin thuéc nhém phenazin, co tac dung chdng viém va chong
Mycobacterium. Co ché tac dung cua clofazimin trén Mycobacterium
chua duoc biét 16. C6 thé do thude lién két véi DNA ctia Mycobacterium
(cht yéu 1a chudi base ciia guanin) va rc ché su sao chép, phat trién cua
Mycobacterium

Liéu dung

Ngudi 16m: 100-200mg/ngay, udng hang ngay.
Tré em: Dit liu con han ché. Co thé dung lidu 2-5mg/kg (t6i da
100mg/ngay)

Dang bao ché

Vién nang 50mg, 100mg

Puong dung Udng
Béao quan Bao quan trong lo kin, tranh 4m, & nhiét do 15 - 25°C hodc thap hon.
Hap thu Clofazimin duogc hap thu khong hoan toan qua duong tlettﬁlﬁﬂllgmﬁﬁlmat

cua thirc 4n trong dudng tiéu hoa cé thé lam ting toc dd va muc do hap
thu thudc.

Phan b vao dich
nao tuy

Co rat it dir liéu v¢ kha nang qua hang rao mau nio cua clofazimin

Cac truong hop
dac biét

- Phu nir ¢6 thai, phu nir cho con ba: Khong khuyén cdo st dung cho
phu nir mang thai do khéng du bang chimg vé tinh an toan ciia thudc cho
thai nhi & phu nir c6 thai. Han ché st dung clofazimin trong thoi ky cho
con bu. Clofazimin bai tiét vao sita va da coa tré ba me ¢o thé bi ddi mau.
- Nguoi bénh suy than: Khong can hiéu chinh lidu

- Nguoi bénh gan: thudc chuyén hoéa cha yéu qua gan, st dung than
trong va/hodc hiéu chinh liéu trén nguoi bénh suy gan ning

Tac dung khong
mong mudn
(ADR)

Clofazimin dung nap t6t & liéu 100 mg hang ngay hodc
thip hon. Nhitng phan (mg c6 hai thuong gip cha yéu ¢
da, mit va duong tiéu hoa.
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Thuong gap:

+Po6i mau da cam/do, két mac, gidc mac va dich co thé

+ Kho da, ngira, phat ban, mun nudc, sdn da, nhay cam vai anh sang
+MAt cam giac them an, tiéu chay, dau thuong vi

It giip:

+ Phul, dau mach, nhip nhanh thét, kéo dai QT

+ Chay méu dudng tiéu hoa, tic rudt, gan to, viém gan, vang da

Chong chi dinh

Man cam voi clofazimine

Twong tac thude

- Cac thude c6 kha ning kéo dai khoang QT (bedaquilin, fluoroquinolon,
macrolid, delamanid, cac thudc chéng nam azol): Can thuong xuyén kiém
tra dién tdm do6 cua nguoi bénh.

Giam sat su dung
thude

- G1am sat céc triéu chimg 1am sang.

- Nén giam lidu néu nguoi bénh bi dau bung nong rat, budn
nén, non, ia chay khi diéu tri béng clofazimin va néu can,
tang khoang cach thoi gian udng thude hodc ngimg thudce.

Giao duc nguoi
bénh va cac dau
hién canh bao

Nén udng clofazimin trong bita dn dé hap thu thude dat mure toi wu

Thuéc c6 thé lam d6i mau da va dich tiét co thé thanh mau cam, d6 hodc
nau den. Piéu niy s& bién mat sau khi dimg thudc, nhung cé thé mat
nhiéu thoi gian. Tranh 4nh ning mat troi va sit dung kem chéng ning
manbh.

Bénh nhén can thong bao cho nhén vién y té ngay lap tirc néu bat ky diéu
nao sau day xay ra:

* Phan c6 mau hoac den hoac tiéu chay.

« Vang da hodc mit

« Budn nén, ndn mura, dau bung, chudt rit hodc bong rat

« Tram cam hoic ¢6 v nghi lam t6n thuong ban than.

PROTHIONAMID (Pto)

Nhém thudc:

Carbothionamide

Co ché tac dung
trén vi khuan lao

Thudc co tac dung dac hiéu ddi v6i vi khuan lao. Co ché tac dung chua
duogc biét 15, co thé 1a do e ché téng hop acid mycolic 1a acid duy nhat
va la thanh phan cdu tao chil yéu cua thanh té bao vi khuan lao.
Ethionamid va protionamid thudc nhom carbothionamid, ¢é céu tric hoa
hoc gidng nhu thioacetazon nén c6 khang thudc chéo mét phan giira
ethionamid va thioacetazon; khang chéo hoan toan gitta ethionamid voi
protionamid.

Liéu dung

Nguwoi lon: thong thuong 15-20mg/kg/ngay, thuong st dung 500-
750mg/ngay. C6 thé chia ra 1-2 lan/ngay. Téi da 1g/ngay
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Tré em: 15-20mg/kg/ngdy, chia 2-3 1an. Téi da 1g/ngay. C6 thé ding
lidu ting din dé han ché kich ting da day-ruot.

Du chua c6 du dit liéu ung hd, cac chuyén gia diéu tri lao khang thude
khuyén céo: tit ca cac bénh nhan nén duoc bd sung vitamin B6 khi diéu
tri prothionamid (Nguoi 16n: liéu 100 mg/ngay. Tré em: Dung 1 - 2
mg/kg/ngay, thong thuong 10 - 50 mg/ngay).

Puong dung Udng

Dang bao ché Vién nén bao phim 250mg

Hap thu Thude duge hap thu gan nhu hoan toan theo dudmng udng.

Phén bd vao dich | Thudc vao dich ndo tity véi nong do trung binh xip xi nong do trong
ndo tuy huyét tuong

Céac truong hop
dac biét

- Phu nir c6 thai, phu nir cho con ba: do nguy co giy khuyét tat cho
thai nhi, khong nén dung trong tho1 ky mang thai. Chi nén dung cho phu
nit cho con bt sau khi can nhéc giira loi ich va nguy co trén tré so sinh.

- Bénh nhén suy than: Khong can hiéu chinh licu

- Bénh nhin c6 bénh gan: Str dung than trong do c¢6 kha nang gay doc
tinh trén gan tuong tu nhu Isoniazid

Tac dung khong

R6i loan tiéu héa 13 ADR thudng gip nhat cua thionamid va co thé lién

mong mudn | quan tdi liéu dung. Nhimg ADR thuong gip khac 1a trén than kinh va
(ADR) gan.
- Hé tiéu hoa: Rdi loan tiéu héa, chan an, ndn, budn non (¢o thé diéu
chinh bang thirc an, hodc udng thudc trude khi di ng, dl!'#gam‘%g%ng
noén), miéng vi kim loai, ting men gan, viém gan, vang da.
- Nai tiét: Rung toc, mun trimg c4, roi loan kinh nguyét, thiéu nang
tuyén giap hodc budu giap, ri loan/ting dudng huyét
- Viém day than kinh ngoai bién
Chéng chi dinh Qua man voi ethionamid/prothionamid

Twong tac thude

- Tang doc tinh trén gan va phan Gng khéng mong muén trén duong
tiéu hoa khi phdi hop cung cac thudc didu tri lao khac: pyrazinamide,
PAS, rifampicin, ethambutol

- Tang kha ning xuat hién ADR trén than kinh trung wong khi dung
cung cycloserin, uéng ruou

Giam sat su dung
thude

- Theo doi chirc ning tuyén giap, danh gi4 vé mit (bao gom ca soi day
mit) khi bat dau diéu tri va dinh ky cho bénh nhén.

- Vi c6 kha ning gy doc cho gan, can x4c dinh nong do
AST (SGOT) va ALT (SGPT) trong huyét thanh trude va hang thang
trong khi diéu tri v6i thionamid
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Bao quan

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

Gido duc nguoi
bénh va cac dau
hién canh bao

Théng bao cho nhan vién y té ngay lap tirc néu bat ky diéu nao sau day
Xay ra:

« Bt ky van dé nao v6i mat: dau mat, mo mat, mu hodc khé nhin
* T€, ngira ran hoac dau ¢ ban tay hodc ban chan

* V&t bAm tim hoic chay mau bét thuong

« Thay doi tinh cach nhu trim cam, nham 1an hodc hung hing

* Vang da hodc mét cua ban

« Nude tiéu sim mau

« Budn nén va 6i mua

* Chong mat

* Sung vi (6 nam gidi).
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