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Viét tit/Abbreviations

aDSM Active drug-safety monitoring and Giam sat chti dong va quan ly an
management toan thudc diéu tri lao

AE Adverse event (Bién cé bat loi) Bién c0 bt loi

AESI Adverse Events of Special Interest Eiléetn c0 bat loi dugc quan tam ddc

ALT Alanine aminotransferase Alanine aminotransferase

ARV Antiretroviral Thubc khang virus

AST Aspartate aminotransferase Aspartate aminotransferase

AZT Zidovudine Zidovudine

Bdq Bedaquiline Bedaquiline

BMI Body mass index Chi s6 khéi co thé

BPaL Bedaquiline, pretomanid and Bedaquiline, pretomanid va
linezolid linezolid

BPaLM Bedaquiline, pretomanid, Bedaquiline, pretomanid, linezolid,
linezolid, and moxifloxacin va moxifloxacin

BPNS Brief Peripheral Neuropathy Sang loc nhanh bénh 1y than kinh
Screen ngoai bién

CA Causality Assessment Panh gia nhan qua

CHMP Committee for Medicinal Products Uy ban vé san pham thudc dung
for Human Use cho nguoi

DIm Delamanid Delamanid

DM Diabetes Mellitus bai thao duong

DOT Directly observed treatment Giam st diéu tri truc tiép

DR-TB Drug-resistant tuberculosis Lao khang thuoe

DS-TB Drug-susceptible tuberculosis Lao nhay cam

DST Drug susceptibility testing Khang sinh d6

DTG Dolutegravir Dolutegravir

E Ethambutol Ethambutol

ECG Electrocardiogram Pién tam dd

EFV Efavirenz Efavirenz

EMA European Medicines Agency Co quan Y t& Chau Au

EPTB Extrapulmonary TB Lao ngoai phoi

FBC Full Blood Count Cong thirc mau toan phan

FDA United States Food and Drug Cuc Quén ly Thye pham va Dugc
Administration pham Hoa Ky

FQ Fluoroquinolones Fluoroquinolone

H Isoniazid Isoniazid

Hb Haemoglobin Huyét sic to

HBV Hepatitis B virus Virus viem gan B

HCV Hepatitis C virus Virus viem gan C

HIV Human immunodeficiency virus Xglirlg gdy suy giam mien dich 6

Hr-TB Isoniazid-resistant TB Lao khang Isoniazid
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LFT Liver Function Tests Xét nghi€ém chirc nang gan

Lfx Levofloxacin Levofloxacin

Lzd Linezolid Linezolid

MDR-TB Multidrug-resistant tuberculosis Lao khang da thudc

Mfx Moxifloxacin moxifloxacin

M.tb Mycobacterium tuberculosis Mycobacterium tuberculosis
NTP National Tuberculosis Programme  Chuong trinh chdng lao qudc gia
Pa Pretomanid Pretomanid

Pl Protease Inhibitor Chat tc ché protease

Pre-XDR- Pre-Extensively Drug-Resistant Lao tién siéu khang
B B

PTB Pulmonary TB Lao phoi

R Rifampicin Rifampicin

RR-TB Rifampicin-resistant TB Lao khang rifampicin

SAE Serious adverse event Bién c6 bat loi nghiém trong
STR Shorter treatment regimen Phéc d6 diéu tri ngin han
B Tuberculosis Bénh lao

TdP Torsade de Pointes Xoan dinh

ULN Upper limit of normal Gidi1 han trén cia mic binh thuong
WHO World Health Organization T6 chirc Y té Thé gidi
XDR-TB  Extensively Drug-resistant TB Lao siéu khang

Z Pyrazinamide Pyrazinamit
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Gi6i thiu

Bénh lao (TB) la nguyén nhan gay bénh va tir vong hang dau trén thé gioi va 1a mot
trong nhitng bénh truyén nhiém bi anh huong nghiém trong do tinh trang khang khang
sinh. Theo bao cao ndm 2022 cua T6 chirc Y té Thé giéi (WHO), ude tinh 50 nguoi
méc lao khang da thudc hodc lao khang rifampicin (MDR-/RR-TB) tuong d6i 6n dinh
tir nim 2015 dén nam 2020, nhung con sb nay da tang Ién trong nam 2021. Trong
nam 2021, udc tinh ¢6 khoang 450.000 ca mac (95% Ul: 399.000-501.000), tang 3,1%
S0 Vo1 437.000 ca mic (95% Ul: 390.000-483.000) vao nim 2020. Nam 2021, ty 1
wéc tinh ca MDR/RR-TB lan luot 1a 3,6% (95% Ul: 2,7-4,4%) trong céc trudng hop
mic méi va 18% (95% UL: 11-26%) trong tong sb ca da diéu tri / Tuberculosis (TB)
is a leading cause of morbidity and mortality worldwide and one of the infectious
diseases severely affected by the emergence of antimicrobial drug resistance.
According to the World Health Organization (WHO) 2022 report, the estimated
number of people who developed multidrug-resistant TB or rifampicin-resistant-TB
(MDR-/RR-TB) each year was relatively stable between 2015 and 2020, but it grew
in 2021. There were an estimated 450,000 incident cases (95% Ul: 399,000-501,000)
in 2021, up 3.1% from 437,000 (95% UI: 390,000-483, 000) in 2020. In 2021, the
estimated proportion of people with TB who had MDR/RR-TB was 3.6% (95% UI:
2.7-4.4%) among new cases and 18% (95% Ul: 11-26%) among those previously
treated.

Tuy nhién, diém tich cuc 1a ty 1& diéu tri thanh cong MDR-/RR-TB di c6 su cai thién
dang ké. Theo dit liéu trén nhém bénh nhan m&i nhat duoc cap nhat trong nam 2019,
ty 18 diéu tri thanh cong 1én t&i 60%, s6 liéu di phan anh sy tang truong 6n dinh trong
nhitng nim gan day tir mac 50% vao nam 2012. / More positively, there have been
Improvements in the treatment success rate for MDR-/RR-TB. Globally in 2019 (the
latest patient cohort for which data are available), the treatment success rate was 60%,
reflecting steady improvements in recent years from 50% in 2012.

Lao khang thudc (DR-TB) dat ra nhirng thach thirc nghiém trong trong cudc chién
chéng lai bénh lao, can tro tién trinh kiém soat bénh lao trén toan ciu dong thoi ciing
mo ra nhu cau cip thiét ddi véi cac phac dd chéng lao an toan, hiéu qua va dung nap
t6t. / Drug-resistant tuberculosis (DR-TB) poses serious problems in the fight against
TB and at the same time, hinders progress of global TB control paving the way for
an urgent need for safe, effective, and tolerable anti-tuberculosis regimens.

Phan loai bénh lao: / Tuberculosis Classification

Ngwoi bénh lao: ngudi bénh khong ¢o tri¢u ching hoac co6 triéu chirng, dugc bac si
(hodc y ta theo quy dinh cua timg qudc gia) chan doan mic bénh lao va chi dinh diéu
tri, bat ké c6 bang ching vi khuin hoc hay khéng. / Tuberculosis case :
asymptomatic or symptomatic person, diagnosed by a physician (or a nurse based on
country regulations) of having tuberculosis and a decision to start treatment, whether
the diagnosis has been confirmed with laboratory testing (confirmed case) or not.
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Nguoi bénh lao ¢é bang chirng vi khuan hoc 1 viéc xac dinh ciia phong xét nghiém
su cO mit cta vi khuan Lao (Mycobacterium tuberculosis (M.th)) trong mau bénh
phim ctia nguoi bénh bang soi truc tiép, hodc nudi cay hodc c4c xét nghiém phan tir.
/ Bacteriologically confirmed tuberculosis case is laboratory identification of
Mycobacterium tuberculosis (M.tb) on a patient’s specimen either by microscopy,
culture or molecular tests.

Vi tri ciia bénh | Site of Infection/disease

Lao phoi (PTB) Lao hoat dong gay anh huong dén nhu mé phdi, dugce xac nhan
bang xét nghiém dom (soi truc tiép, nudi cay hoac xét nghiém phan tir) hoac cac thay
d6i trén phim X-quang. Tran dich mang phoi do lao nhung khong cé thay doi nao
trén mau dom hodc trén phim X-quang nhu mé phoi thi dugc két luan 13 lao ngoai
phéi. / Pulmonary TB (PTB): an active TB case affecting the lung parenchyma as
confirmed by sputum examination (microscopy, culture, or molecular testing) or x-
ray changes. Tuberculous pleural effusion, without any sputum or parenchymal X-
ray changes, constitutes a case of extra-pulmonary TB.

Bénh lao phdi ton thwong rong (hodc ndng): CO hang hai bén hoac ton thuong nhu
mo dién trén phim X quang nguc. O tré em dudi 15 tudi, lao phoi ton thuong rong
thudng duoc xac dinh khi ¢6 ton thuong phoi hai bén hodc ¢6 cac hang trén phim X
quang nguc. / Extensive (or advanced) pulmonary TB disease: the presence of
bilateral cavitary disease or extensive parenchymal damage on chest radiography. In
children aged below 15 years, advanced disease is usually defined by the presence of
cavities or bilateral disease on chest radiography.

Lao ngoai phéi (EPTB): Lao hoat dong anh hudng dén cac co quan khac ngoai phoi,
vi du nhu mang phoi, hach bach huyét, co quan tiéu hoa, co quan sinh duc, da, ndo,
khop va xuong. Viée chan doan Lao ngoai ph01 can dya trén bang ching vi khuan
hoc trén it nhat mot miu bénh pham hodc du hiéu 1am sang rd rang tién st mic lao
ngoai phéi hoat déng, ciing nhw chi dinh cta bac si 1dm sang. Bénh nhan c6 thé mic
ddng thoi ca lao phdi va lao ngoai phdi / Extrapulmonary TB (EPTB): an active
case of TB affecting organs other than the lungs, e.g pleura, lymph nodes, abdomen,
genitourinary tract, skin, brain, joints, and bones. The diagnosis of EPTB should be
based on at least one clinical specimen with laboratory confirmation of M.tb or strong
clinical or histological evidence of active EPTB and a decision by a clinician to treat.
PTB and EPTB can exist simultaneously.

Lao ngoai phoz nghiém trong: Lao k&, lao mang ndo, lao xwong khop hodc lao mang
ngoai tim. O tré em dudi 15 tudi, cac dang lao ngoai ph01 ngoai trur lao hach (hach
ngoai bién hodc khdi trung that don khong chén ép), déu dugce coi la nghiém trong. /
Severe extrapulmonary TB: presence of miliary TB, TB meningitis, osteoarticular
TB or pericardial TB. In children aged below 15 years, extrapulmonary forms of
disease other than lymphadenopathy (peripheral nodes or isolated mediastinal mass
without compression) are considered severe.
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Két qua xdc dinh vi khudn hoc véi lao nhdy cim | Result of bacteriological
investigation for tuberculosis : Vi khuan lao con nhay cam véi thudc chéng lao
hang mot (isoniazid [H], rifampicin [R], ethambutol [E] va pyrazinamide [Z]) va
thudc chéng lao hang hai / Drug-sensitive TB (DS-TB): caused by M.th strains
sensitive to first-line drugs (isoniazid [H], rifampicin [R], ethambutol [E] and
pyrazinamide [Z]) and second-line anti-TB drugs.

Lao khéng thuéc (DR-TB): Vikhuan lao khang voi thude chng lao (quan trong nhat
1a rifampicin [R], isoniazid [H] trong sb cac loai thudc lao hang mot va bat ky loai
thudc chdng lao hang hai nao). / Drug-resistant TB (DR-TB): caused by M.tb strains
resistant to anti-TB drugs (most importantly rifampicin [R], isoniazid [H] amongst
the first-line drugs and any of the second-line anti-TB drugs).

Phén logi Lao khdng thuéc | Types of DR-TB
- Lao khéang Isoniazid (Hr-TB) - Vi khuan lao khang it nhat véi isoniazid (cling
c6 thé khang cac thudc khac, nhung khéng khang R) / Isoniazid-resistant TB
(Hr-TB) - M.tb strains resistant to at least isoniazid (may be resistant to other
drugs as well, but not R)

- Lao khang rifampicin (RR-TB) — Vi khudn lao khang véi rifampicin (c6 thé
khang véi cac thude khac nhung khong khang H) / Rifampicin-resistant TB
(RR-TB) — M.tb strains resistant to at least rifampicin (may be resistant to other
drugs as well, but not H)

- Pa khdng thuéc (MDR-TB) — Vi khuan lao khang dong thoi véi it nhat hai
thudc rifampicin va isoniazid (ciing c6 thé khang cac thuc khac, nhung khong
khang vé&i cac thube nhom fluoroquinolones [FQ]) / Multidrug-resistant
(MDR-TB) — M.tb strains resistant to at least rifampicin and isoniazid (may be
resistant to other drugs as well, but not fluoroquinolones [FQ])

- MDR-/RR-TB khang Fluoroquinolone (FQ res MDR-TB) — Vi khuan lao
khang v6i ca hai thudc rifampicin va isoniazid hodc chi mot thube rifampicin,
ddng thoi khang them véi it nhit mot thube thudc nhém fluoroquinolone
(levofloxacin [Lfx], moxifloxacin [Mfx] ). Py con duoc goi 1a “Lao tién siéu
khang [Pre-XDR-TB])”. / Fluoroquinolone-resistant MDR-/RR-TB (FQ res
MDR-TB) — M.tb strains resistant to either both rifampicin and isoniazid or
just rifampicin, plus resistant to at least one fluoroquinolone (levofloxacin
[Lfx], moxifloxacin [Mfx]). This is also called “Pre-Extensively Drug
Resistant TB [Pre-XDR-TB]). @

- Lao siéu khang (XDR-TB) — Vi khuan lao dap tng dinh nghia cta lao da
khéng/lao khang rifampicin, dong thoi khang thém véi bat ky thude ndo thudc
nhom fluoroquinolone (FQ) va it nhit mot thudc khac thuéc nhom A /
Extensively Drug-Resistant TB (XDR-TB) — TB caused by M.tb strains that
fulfil the definition of MDR/RR-TB that is also resistant to any
fluoroquinolone (FQ) 2 and at least one additional Group A drug. ®
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3 Tor cuoi nam 2020, WHO da dinh nghia “Pre-XDR-TB ”(Lao tién siéu khdng) ld
bénh lao do cdc ching vi khudn lao ddp vmg dinh nghia cia lao da khing/lao
khang rifampicin, dong thoi khdng véi bat ky thuoc nao thude nhém FQ. Cdc
thuée thuéc nhém fluoroquinolone bao gom Lfx va Mfx, do déy la cdc thuoce dang
duwoc WHO khuyén nghi dwa vao phac do diéu tri ngd'n han va dai han thuéc ué'ng
hoan toan doi véi lao khdang thuée. | As from late 2020, WHO has defined “Pre-
XDR-TB” as TB caused by M.tb strains that fulfil the definition of MDR/RR-TB
and that are also resistant to any FQ. The fluoroquinolones include Lfx and Mfx ,
because these are the FQs currently recommended by WHO for inclusion in the
all-oral shorter and longer treatment regimens for DR-TB.

b Thuée nhém A hién nay la Lfc hodc Mfx, Bdg va linezolid (Lzd). Do dé, ké tir
cudi nam 2020, bénh lao siéu khang (XDR-TB) dwoc WHO dinh nghia la lao da
khang, lao khang Rifampicin, déng thoi khang Fluoroquinolone va hodc
Bedaquiline hodc Linezolid (hodc cd hai). Cac thuoc Nhom A co thé thay doi
trong twong lai, do vdy thudt ngir “Nhom A" \a phu hop hién nay va sé ap dung
cho bat ky logi thuéc Nhém A nao trong twong lai. | The Group A drugs are
currently Lfx or Mfx, Bdq and linezolid (Lzd). Therefore, as from late 2020, XDR-
TB is defined by WHO as MDR/RR-TB that is also resistant to a FQ and either
Bdq or Lzd (or both). The Group A drugs may change in the future therefore, the
terminology “Group A” is appropriate here and will apply to any Group A drugs in
the future.

Lao khéng thuéc (DR-TB) khé diéu tri hon va thwong gdy tir vong nhiéu hon so voi
Lao nhay cam. Phac do diéu tri doi héi thoi gian dai hon voi nhiéu sw két hop thuéc
déc hai va két qua kém khd quan hon. Sw phat trién gan ddy cia cdc loai thuée méi
nhu bedaquiline (Bdq), delamanid (Dim) va pretomanid (Pa), va viéc Cuc Quan Iy
Thire pham va Duwoc phdm Hoa Ky (FDA) chap thudn phdc dé BPaL (Bdg, Pava Lzd)
hita hen nhitng buéc phdt trién méi trong diéu tri Lao khdng thuée | DR-TB is more
difficult to treat and is often more fatal than DS-TB. Treatment requires a longer
duration with more toxic drug combinations and with less favourable outcomes. A
recent development of new drugs such as bedaquiline (Bdq), delamanid (DIm) and
pretomanid (Pa), and the approval of the BPaL (Bdq plus Pa and Lzd) regimen by the
United States Food and Drug Administration (FDA), were promising new
developments in the treatment of DR-TB.

FDA Hoa Ky (thdng 8/ 2019) va Uy ban Sdan pham Thuéc Sir dung cho Con nguoi
(CHMP) ciia Co quan Duoc pham Chdu Au (EMA) (thang 3/2020) da khuyén nghi
viéc phé duyét sir dung mét loai thuéc méi — Pretomanid — sit dung két hop véi Bdg
va Lzd d@é diéu tri Lao siéu khang (XDR-TB; Footnotel) hodc lao khing da thuéc
khong dung nap hoac khong dap wng. Phac d5 nay da dwoc thu nghiém trong nghién
ciru Nix-TB, do TB Alliance (TBA) tdi tro, dé sir dung cho nhitng bénh nhdn lao siéu
khéng, hodc khéng dung nap hodc thdt bai véi phdc dé diéu tri Lao khing thuéc.
Phdc d6 BPal kéo dai 6 thang va cé thé kéo dai toi da 9 thang. Nghién ciru cho thdy
két qua kha quan (NUbi cdy dm tinh) ¢ 98/109 (90%) bénh nhén tham gia diéu tri &
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thoi diém 6 thang theo déi sau két thiic diéu tri va két qua ndy da dwoc cong bé gan
day (footnote?). Mot phan tich sdu tiép theo cho thdy két qua kha quan nay dwoc tiép
tuc duy tri trong hai nam theo doi sau dé ./ In August 2019, the US FDA, and in
March 2020, the Committee for Medicinal Products for Human Use (CHMP) of the
European Medicines Agency (EMA) recommended approval of the new drug
pretomanid for the treatment of pulmonary extensively drug-resistant forms of TB
(XDR-TB; footnote ) or treatment-intolerant or non-responsive MDR-TB, in a
combination with Bdg and Lzd. This regimen was trialled in the Nix-TB study,
sponsored by the TB Alliance (TBA), for use in patients with XDR-TB, or intolerance
or failure of an MDR-TB treatment regimen. The BPaL regimen was given for 6
months with the possibility to extend the duration to 9 months. The results showed a
favorable outcome (culture-negative) in 98 of 109 (90%) enrolled patients after 6
months post-treatment follow-up and were recently published (footnote 2) A later
analysis showed that this high efficacy was sustained through a two-year follow-up.

TBA tiép noi nghién ciru Nix-TB bang nghién ciru ZeNix nham danh gid hiéu qud,
tinh an toan, kha nang dung nap ¢ cdc liéu wong khdc nhau va thoi gian diéu tri cia
Lzd (cung voi Bdq va Pa, hay phac d6 BPalL) sau 26 tudn diéu tri ¢ bénh nhan lao
phéi siéu khdng [footnote?’] tién siéu khang, lao khang da thuéc khéng dung nap diéu
tri hodc khong dap ing. Két qua cho thdy 84 - 93% s6 nguwoi tham gia o ca bon nhém
diéu tri phdc @6 BPaL déu cé két qua khd quan. Ty 1é rii ro-loi ich tong thé nghiéng
vé nhém ding phdc dé ba thubc véi Lzd ¢ liéu 600 mg trong 26 tudn, véi ty 1é tdc
dung phu dwoc bdo cdo thap hon va it diéu chinh liéu Lzd hon (Footnote*). / The
TBA followed the Nix-TB trial with the ZeNix trial which aimed to evaluate the
efficacy, safety and tolerability of various doses and durations of Lzd (plus Bdq and
Pa i.e. BPaL) after 26 weeks of treatment in participants with either pulmonary XDR-
TB [footnote 3], pre-XDR-TB, or treatment intolerant or non-responsive MDR-TB.
A total of 84 to 93% of the participants across all four BPaL treatment groups had a
favorable outcome. The overall risk—benefit ratio favoured the group that received
the three-drug regimen with Lzd at a dose of 600 mg for 26 weeks, with a lower
incidence of adverse events reported and fewer Lzd dose modifications (footnote 4).

Nghién cvu thir nghiém TB-PRACTECAL, do Médecins sans Frontieres chu tri, da
ddnh gid tinh an todn va hiéu quad cia phdc do diéu tri 24 tudn c6 chira Bdq, Pa va
Lzd dé diéu tri Lao khang Rifampicin. Giai doan dau, bénh nhdn duoc chi dinh ngc?u
nhién 1 trong 4 phdc d6, mét phdac dé c6 moxifloxacin (Mfx) va phéc do con lai ¢6
clofazimine (Cfz). Giai doan thir hai ciia nghién civu tién hanh kiém tra tinh an toan
va hiéu qud ciia phdc @6 diéu tri cho két qud kha quan nhdt tir giai doan 1. Thir

1 Theo dinh nghia ciia WHO vé Lao siéu khdng (XDR-TB) Id MDR/RR-TB céng vdi khdng FQ va bét ky loai thubc tiém
hang hai nao./As per WHO definition of XDR-TB used at the time of MDR/RR-TB plus additional resistance to a FQ
and any second-line injectable agent.

2 Conradie F, Diacon AH, Ngubane N, et al. Treatment of Highly Drug-Resistant Pulmonary Tuberculosis. NEJM
2020;382(10):893—902.

3 As per WHO definition of XDR-TB used at the time of MDR/RR-TB plus additional resistance to a FQ and any
second-line injectable agent.

4 Conradie F, Bagdasaryan TR, Borisov S, et al. Bedaquiline—Pretomanid—Linezolid Regimens for Drug-Resistant
Tuberculosis. NEJM 2022;387(9): 810-823.
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nghiém lam sang da quéc gia voi phac do diéu tri Lao khdng Rifampicin bang céc
thudce dwong udng kéo dai 24 tuan bao gom Bdq, Pa va Lzd da chi ra rang phdac do
BPaLM c6 hiéu qua hon, dong thoi ¢é dg an toan cao hon so véi phéc do tiéu chuan
(footnote®). Phdc dé BPaLC va BPaL ciing cé hiéu qud cao va c6 tinh an toan tuwong
tw nhir BPaLM. Két qud phdn tich dit liéu tir cdc nghién citu thie nghiém Nix-TB,
ZeNix va TB-PRACTECAL duwoc sir dung lam co sé cho cde khuyén nghi gan ddy cia
WHO vao thang 12 nam 2022. | The TB-PRACTECAL trial, led by Médecins sans
Frontieres, evaluated the safety and efficacy of 24-week regimens containing Bdq,
Pa and Lzd to treat RR-TB. In the first stage, patients were randomly assigned 1 of 4
regimens, one of the regimens included moxifloxacin (Mfx) and another regimen
included clofazimine (Cfz). The second stage of the study investigated the safety and
efficacy of the most promising regimen from stage 1. This multi-country RCT of 24-
week, all-oral regimens containing Bdq, Pa, and Lzd for the treatment of RR-TB
showed that treatment with BPaLM was more effective and had a better safety profile
than standard care (footnote °). BPaLC and BPaL were also highly efficacious and
had similar safety profiles as BPaLM. Analyses of the data from the Nix-TB, ZeNix
and TB-PRACTECAL trials, was used as the basis for the recent WHO
recommendations of December 2022.

Can lwu y rang nghién cueu Nix-TB, Zenix-TB, TB-PRACTECAL khong bao gom doi
tieong tré em dwéi 14 tuéi va thir nghiém Nix-TB, Zenix-TB khong bao gom nhitng
bénh nhdn ning dudi 35kg. Do d6, WHO khéng cé di dir liéu dé phdn tich vé cdc
nhém bénh nhdn nay truée khi ban hanh Hudng dan diéu tri Lao khdng thubc ban
cdp nhdt thang 12 nam 2022/1t needs to be noted that children below the age of 14
years were excluded from the Nix-TB, Zenix-TB and TB-PRACTECAL studies, and
patients weighing less than 35kgs from the Nix-TB and Zenix-TB trials. Therefore,
there was no data for WHO to analyse for these patient groups prior to the release of
their updated DR-TB treatment Guidelines in December 2022.

Huéng dan gan ddy nhat cia WHO vé diéu tri MDR-IRR-TB dwoc ban hanh vdo
thang 12 nam 2022, bao gém cdc khuyén nghi vé viéc sir dung thwong quy cac phac
d6 BPaLM/BPalL trong CTCLQG sau khi ddnh gid thém cdc bang chitng vé tinh hiéu
qud va an toan ciia cac phdc doé nay (Footnote®). BPaLM la phéc d6 dwege lya chon
cho bénh nhan MDR-IRR-TB, ¢6 hodc khong xac dinh tinh trang khang FQ. Trong
trwong hop phat hién tinh trang khang FQ trudc hodc sau khi bdt dau diéu tri, co thé
ngung fo va tiép tuc diéu tri bang phdc do BPalL trong thoi gian con lai. Tuy nhién,

dwa trén tit cd cdc bang chikng hién cé vé viéc sir dung Pa cho bénh nhan lao khang
thuée thi Pa hién déu dwoc két hop véi Bdg, Lzd, + Mfx. Do dé Pa chi dwoc khuyén
a0 sir dung trong phdc do BPAL hodc BPaLM; theo khuyén nghi cia WHO 2022,
6 thé sir dung cing Mfic néu 6 FQ trong phdc do./The most recent WHO Guidelines
on the treatment of MDR-/RR-TB, released in December 2022, includes
recommendations on the use of the novel BPaLM/BPaL regimens under
programmatic conditions after more evidence on their efficacy and safety became

5 Nyang’wa B, Berry C, Kazounis E, et al. A 24-Week, All-Oral Regimen for Rifampin-Resistant Tuberculosis. NEJM
2022; 387 (12):2331-2343.
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available for review by WHO (footnote °). BPaLM is the regimen of choice for
patients with MDR-/RR-TB, with absent or unknown FQ resistance. In cases where
resistance to FQ is detected before or after treatment initiation, Mfx can be stopped,
and treatment continued with BPaL regimen for the rest of the treatment. However,
all available evidence regarding the use of Pa for DR-TB patients, are in
combinations with Bdq, Lzd, £ Mfx. Hence Pa is only recommended for use in the
BPaL or BPaLM regimens, and as per WHO 2022 recommendations, with Mfx if an
FQ is included in the regimen.

Cdc hwéng dan nhdn manh viéc can cé két qua Khang sinh do (KSP/DST) ciing nhu
thuwe hién Gidm sdt chii ddng va qudn 1y an toan thude diéu tri lao (aDSM). Tuy nhién,
viéc bat dau diéu tri khong nén bi tri hodan vi viéc cho doi két qua KSD voi FQ/The
guidelines stress the increased requirements for drug susceptibility testing (DST) and
active TB drug safety monitoring and management (aDSM). However, absence of
FQ DST results should not delay treatment initiation.

Muc tiéu chinh cia “Huéng dan lam sang” la hé tro quan Iy an toan bénh nhan
MDR-/RR-TB duoc diéu tri bang phdc d6 BPaLM/BPaL. “Hudng dan ldim sang”
cung cdp cdc chi dan sau dé hé tro bdc si diéu tri, cu thé:/The main objective of the
“Clinical guide” is to support safe management of MDR-/RR-TB patients taking
treatment with BPaLM/BPaL treatment regimens. This “Clinical guide” provides the
following instructions to aid the clinician on:

o Bit dau diéu tri bang phdc d6 BPaLM/BPalL,/Initiating patients on the
BPaLM/BPaL regimens;

o Theo déi qud trinh diéu tri cia bénh nhdn va qudn Iy bién cé bdt loi
/Monitoring patients’ treatment and providing adequate management of
potential adverse events;

e Phan logi va quan ly cac bién ¢é bat loi dwoc quan tam dac biét (AESI) lién
quan dén phdc d6 BPALM/BPalL;/Grading and managing adverse eventS of
special interest (AESI) related to the BPaLM/BPaL regimens;

o Ghi chép va bdo cdo cdc bién co bat lpi (AE), AESI, cdc bién cé bat loi nghiém
trong (SAE) va cach xu ly; Va/Recording and reporting of adverse events (AE),
AESI, serious adverse events (SAEs) and their management; and

e Quan ly cdac bénh Iy kem theo/Managing comorbidities.

1 Bt déu diéu tri bang phdc dé BPaLM/BPaL /Treatment initiation for
patients on BPaLM/BPaL

Phdc d6 BPaLM 6 thing dwong uong la phdc dé méi dwoe WHO khuyén céo trong
diéu tri bénh nhan MDR-IRR-TB. Phdc do nay nén dwoc wu tién hang dau cho tat cad
bénh nhan di diéu kién, tir 14 tuéi tré 1én va c6 chan dodn xdac dinh mac MDR-IRR-
TB./The all-oral 6-month BPaLM regimen is the newly WHO recommended regimen
in the treatment of MDR-/RR-TB patients. This regimen should be the initial choice
for all eligible patients, aged 14 years and older, diagnosed with MDR-/RR-TB.

5 WHO. WHO consolidated guidelines on tuberculosis Module 4: Treatment Drug-resistant tuberculosis treatment,
2022 update. Geneva, Switzerland: WHO, 2022.
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Phdc do BPal 6 thang dimg thuéc dwong uong dwoc khuyén nghi cho nhitng bénh
nhan MDR-/RR-TB, va ¢é bang chitng khdng fluoroquinolone./The all-oral 6-month
BPaL regimen is recommended for those MDR-/RR-TB patients who, in addition,
have proven fluoroquinolone resistance.

1.1 Tiéu chi thu nhdn vae phdc do BPaLM/BPaL / Eligibility Criteria for
BPaLM/BPaL

Viéc xét nghi¢m nhanh khang sinh do Véi FQ duoc khuyén nghi manh mé dsi véi
bénh nhan mdc MDR-/RR-TB. Tuy nhién, viéc chua c6 két qua KSP doi véi FO ciing
khong nén la yéu to tri hodn viéc bt dau diéu tri. Két qua KSP sé giip dwa ra quyét
dinh vé viéc liéu moxifloxacin c6 thé duwoc gizz lai hay logi bo khoi phdc do — trong
trirong hop c6 bang chitng khang FQ./ Rapid drug susceptibility testing for FQ is
strongly encouraged in people with MDR-/RR-TB. However, absence of a FQ DST
result should not delay treatment initiation. The DST test result should guide the
decision on whether moxifloxacin can be retained or should be dropped from the
regimen — in cases of documented resistance to FQ.

Trong triwong hop nghi ngo khang FQ (vi du: ¢6 tién sit sir dung FQ > 4 tudn hodc
tiép xUc gdan vdi nguoi nhiém chung khang FQ), nén bdt dau diéu tri véi phdc do
BPaLM ngay cho dén khi c6 két qua KSP véi FQ, két qud nay quyér dinh liéu c6 nén
tiép tuc dung moxifloxacin hay khdng. Bénh nhan cé két qud “dg nhay thdp ” véi FQ
bang Xpert MTB/XDR sé duoc coi la khdng FO va di diéu kién thu nhdgn vao phac
dé BPaL néu dap vng dong thoi cac tiéu chi khac. / In cases where FQ resistance is
possible or suspected (e.g a history of >4 weeks of FQ use or close contact with a
person infected with a FQ-resistant strain), BPaLM regimen should be initiated until
the DST for FQ is available, to decide whether moxifloxacin should be continued. A
patient with a result of FQ “low resistance” in Xpert MTB/XDR is to be considered
as being FQ-resistant and eligible for BPaL, if the other criteria are met.

Trong truong hop khong c6 hogc khong thé thuc hién KSP, nén sir dung phdc do
BPaLM dé diéu trj cho bénh nhan. / The BPaLM regimen should be used throughout
treatment in cases where FQ DST is not available or cannot be done.

Nén chi dinh phéc @6 BPaL trong triong hop bénh nhan c6 khd néing cao sé khang
thuoc (tirc 1a bénh nhdn dé dwoc diéu tri bang FQ trong > 4 tuan hogc bénh nhan c6
tiép xdc gan véi truong hop khang FQ va khong c6 kha néng Idy bénh tir nguén khéc,
hogc trong moi truong ¢ ty Ié cao khang FQ va khong ¢6 KSD)./The BPaL regimen
should be initiated in cases where resistance is highly likely (i.e. where the patient
has already been treated with a FQ for more than 4 weeks, or the patient is a close
contact of a FQ-resistant case and was unlikely to get TB from another source, or in
a setting with a high prevalence of FQ resistance and in the absence of DST).

Cdc tiéu chi sau ddy can digc xem xét doi Véi bénh nhan MDR-/RR-TB ¢6 thé thu
nhgn vao phac do BPaLM/BPaL: / The following eligibility criteria should be
considered for MDR-/RR-TB patients for the BPaLM/BPaL regimens:
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o Lao phéi hogc tdt ca cac dang lao ngoai phai, ngoai trir lao lién quan dén hé

than kinh trung wong, lao xwong khép va lao ké ;/ pulmonary TB or all forms

of extrapulmonary TB, except TB involving the CNS, osteoarticular TB and
disseminated (miliary) TB;

Bénh nhan tir 14 tudi tré 18n; / patient is aged 14 years or older;

o Can nang trén 30 kg / weighs over 30 Kkgs;

Khéong d; #ng véi bat ky logi thuoc thanh phan nao trong phéc do BPaLM; [

no known allergy to any of the BPaLM component drugs;

o Khong c6 bang ching khang bedaquiline, linezolid, delamanid hodc
pretomanid, hodc chua tirng sir dung bat ky logi thuéc thanh phan nao trén 4
tuan; khi da si dung cac thuoc thanh phan trong phdc do kéo dai hon 4 tuan,
bénh nhan co thé diéu tri bang phdc dé BPaLM néu da logi trir tinh trang
khang cua cac thusc cu thé da sir dung; / no evidence of resistance to
bedaquiline, linezolid, delamanid or pretomanid, or patient has not been
previously exposed to any of the component drugs for 4 weeks or longer; when
exposure to the component drugs is greater than 4 weeks duration, the patient
may receive the BPaLM regimens if resistance to the specific medicines with
such exposure has definitively been ruled out;

o Tdt ca bénh nhan bdt ké tinh trang nhiém HIV, gisi tinh hay chuing téc; /all
people regardless of human immunodeficiency virus (HIV) status, gender or
race;

o Khdng mdc lao siéu khing theo dinh nghia ndm 2021 cia WHO (tic 1a
MDR/RR-TB déng thoi khang FQ va Bdqg hodc Lzd hodc ca hai; va / no XDR-
TB according to the 2021 WHO definitions (i.e MDR/RR-TB that is also
resistant to a FQ, and either Bdq or Lzd or both; and

o Bénh nhan khéng dang mang thai hogc cho con bd; néu bénh nhan 1a phy ni
tién man kinh cdn chap nhdn siz dung bién phap tranh thai. /patient is not
pregnant or breastfeeding or, if the patient is a premenopausal woman, is
willing to use effective contraception.

O

O

Trude khi bat dau diéu tri, can thuc hién tat ca cdc xét nghiém sang loc ban dau, bao
gom ddnh gid ldm sang, xét nghiém vi khudn hoc va cdc xét nghiém cdn laim sdng
khac theo quy trinh giam sat truede diéu tri. | Before treatment initiation, ensure that
all baseline tests, including clinical evaluation, bacteriological and clinical laboratory
Investigation, are done according to the baseline monitoring schedule.

Danh gia lam Sang bao gom khdm lém sang (c6 sang loc nhanh cdc bénh Y than kinh
ngoai bién), chi s6 BMI, thi triong, thi luc, phdn biét mau sdc, va danh gid tinh trang
chirc nang toan than theo Thang Karnofsky. Can danh gid dién tam do (ECG) cho tat
ca bénh nhdn./The clinical evaluation should include physical examination (with
brief peripheral neuropathy screening), weight/body mass index (BMI), visual acuity
and colour discrimination screen, and performance status assessed by Karnofsky
Performance Status Scale. Electrocardiogram (ECG) recording should be available
for all patients.
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Pdm bdo tdt ca cdac két qua sang loc ban dau nam trong gioi han chap nhan duoc
trieée khi bat dau diéu tri bang phdc d6 BPaLM/BPaL. Néu can thiét, can xét nghiém
thém hodic tw van chuyén gia trong truong hop cé bénh di kém hodc c6 Cac chong chi
dinh twong doi. Két qua sang loc ban dau c6 thé dinh hudng C&c xét nghiém bé sung
trong qud trinh theo déi diéu tri. | Check that all baseline results are within acceptable
limits prior to treatment initiation with BPaLM/BPaL regimens. If necessary,
consider further investigations or specialist consultations in case of comorbidity or
relative contraindications. Baseline investigation results may guide additional tests
during the monitoring during treatment.

1.2 Chéng chi dinh va cdnh bao / Contraindications and warnings

Khéng c6 chéng chi dinh tuyét doi doi véi viée sir dung bat ky logi thube ndo trong
diéu tri lao khdng da thubc/khang Rifampicin, lao tién siéu khdng va lao siéu khang
(MDR-/RR-TB, Pre-XDR-TB va XDR-TB), do ddy la can b¢nh c6 nguy co tir vong
nghiem trong hodc gdy suy nhuoc cho bénh nhan néu khéng dwoc diéu tri day di.
Tuy nhién, van co nhiing chong chi dinh twong déi déi véi phac d6 BPaLM/BPal va
CaC canh bdo vé tirong tdc thudc hodc doc tinh thuéc nhuw trong Bang 1, 2 va 3. Néu
bac st lam sang danh gia loi ich thu dwoc lon hon nguy co tiém an (dong thoi xem
Xét lua chon phwong phap diéu tri thay thé) thi cé thé tién hanh diéu tri thdn trong
Va tham vin Héi dong chuyén mén. | There are no absolute contraindications for the
use of any drug in the treatment of MDR-/RR-TB, Pre-XDR-TB and XDR-TB, a
disease that poses serious risk of death or debilitation to the patient if treated
inadequately. However, there are relative contraindications for the BPaLM/BPaL
regimens and warnings on possible drug-drug interactions or overlapping toxicities
as listed in Tables 1, 2 and 3. If the clinician judges that the potential benefits
outweigh the potential risk (also considering alternative treatment options), treatment
may proceed with caution. In these situations, advice needs to be sought from the
assigned expert TB committee.

Bing 1. Cic chong chi dinh twong doi trong diéu tri phic do BPaLM/BPaL/Table
1. Selected relative contraindications to the use of the BPaLM/BPaL regimens

CI’zo"'ng chi dinh twong Chu y/Notes
doi/ Relative
contraindication

Bénh nhdn mdc bénh tim QTcF co ban > 500ms /Baseline QTcF > 500ms
/ Patients with cardiac

: Tién sir c6 con ngat, réi loan nhip that, suy tim hodc
disease

’ bénh dong mach vanh nang [History of syncopal
Nguy co roi loan nhip tim | episodes, ventricular arrhythmias, heart failure or
cao / High risk of cardiac | severe coronary artery disease

arrhythmia Tién sir gia dinh €O héi chitng kéo dai khodng OT/

Family history of long-QT syndrome

Thiéu mau nang | Severe | Haemoglobin < 8.0 g/dL / Haemoglobin level < 8.0
anaemia, g/dL
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Gidm tiéu cau mirc trung
binh / Moderate
thrombocytopaenia

Gidam bach cau mirc
trung binh / Moderate
neutropaenia

S6 heong tiéu cau <75.000/mm3 | Platelet count
<75,000/mm3

S6 heong bach cau trung tinh tuyét doi < 1000/mm3 [
Absolute neutrophil count < 1000/mm3

Bénh than kinh ngoai
bién mirc do nang |
Severe peripheral

Do 3 hodce Bé 4, theo dinh nghia cua Khoa Vi sinh va
Bénh truyén nhiém / Grade 3 or Grade 4, according to
the Division of Microbiology and Infectious Diseases
definitions ’

neuropathy

Bcing chitng suy gan | Alanine aminotransferase (ALT)/ Aspartate

Evidence of hepatic aminotransferase (AST) > 3,0 x gioi han trén cua mirc
impairment binh thuwong (ULN) | Alanine aminotransferase (ALT)/

Aspartate aminotransferase (AST) > 3.0 x upper limit
of normal (ULN)

Bilirubin toan phd‘n > 2,0 x ULN [ Total bilirubin > 2.0
x ULN

Albumin < 32 g/L

Suy than nang |
Significant renal
insufficiency

Creatinine huyét thanh > 3,0 x ULN / Serum creatinine
> 3.0 x ULN

Khéng nén diéu chinh liéu Bdg hodc Pa, ngoqi trir viéc
tam ding do BCBL. Cho phép giam liéu, tam dirng hodc
ngung su dung Lzd (xem phan 5.2). C6 tinh trang cac
chat chuyén héa chinh cia Lzd tich tu & bénh nhdn suy
than, tuy nhién hién chua ré co ché. Do kinh nghiém
con han ché, nén diéu tri thin trong ¢ nhitng bénh nhdn
bi suy than nang . INo dose adjustment, other than an
interruption for an adverse event, should be made for
Bdg or Pa. Lzd dose reductions, interruptions or
discontinuations are allowed (see section 5.2). Primary
metabolites of Lzd accumulate in renal impairment and
the clinical significance of this is unknown. Due to
limited experience, caution should be exercised in
patients with significant renal impairment.

NOTE: Chi so BMI thap khong phdi la chong chi dinh tuyét doi véi phéc do
BPaLM/BPaL. Trong nghién ciru ZeNix-TB, nhitng bénh nhan co chi so BMI dwoi 17

7 Dj cdm d6 3: khd chiju trém trong; cdn dung thuéc gidm dau gdy mé dé cdi thién triéu chirng; va/hodc ddnh gid BPNS
dat diém 7-10 & bét ky bén ndo. P6 4: mét khd ndng van déng; hodc khéng ddp tng vdi thubc gidm dau hudng
than./Paresthesia grade 3: severe discomfort; narcotic analgesia required with symptomatic improvement; and /or
BPNS subjective sensory neuropathy score 7-10 on any side. Grade 4: incapacitating; or not responsive to narcotic

analgesia.
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kg/m?2 da bi loai true. Tuy nhién, nghién cuu TB-PRACTECAL khong suw dung tiéu chi
loai trr nay | Patients with a low BMI should not be an absolute contraindication in
commencing the BPaLM/BPaL regimens. In the ZeNix-TB trial, patients with a BMI
of less than 17 kg/m2 were excluded. However, the TB-PRACTECAL had no such
exclusion criteria.

Can theQ doi chat ché cac bénh nhan co tinh trang nay néu chi dinh diéu tri bcfng
phac do BPalLM/BPalL. | They should be closely monitored if initiated with
BPaLM/BPaL treatment regimens.

Bing 2. Cic twong tic thuéc hoic dpc tinh tring lip khi diéu tri biang phdc do
BPaLM/BPaL / Table 2. Possible drug-drug interactions or overlapping
toxicities with the BPaLM/BPaL regimens

Co ché/Mechanism Cic thuébc cin tranh/Drugs to be avoided
Thudc gdy cdm ieng mirc trung ¢ ETaViren_Z ) S _
binh/manh véi enzyme CYP450 ¢6 o leam)_/cms (rifampicin, rifapentine,
thé lam giam néng d¢ Bdq hodc Pa ”fabfjtm) ) o
trong mau / Moderate/strong o Thuoc chong dong kinh | Antiepileptics
inducers of CYP450 enzymes may (phenytoin, carbamazepine,

decrease blood levels of Bdq or Pa phenobarbital)

Thuéc ke ché mire dé trung e Thudc tc ché Protease dugc ting cudng
binh/manh enzyme CYP450 ¢6 thé bang Ritonavir(PI) / Ritonavir-boosted
lam ting nong dé Bdq trong mau / Protease Inh'_b'tors (P1) ,
blood levels of Bdg candida ¢ miéng/thuc quan) | can be

used up to two weeks e.g
oral/oesophageal candidiasis)

e Clarithromycin/erythromycin

o T}iué'c chong lao hang 1 (HRZE) vién
hon hop | First line TB drugs (HRZE) in
fixed-dose combination

Chura 16 co ché | Mechanism not
clear

Thuéc gady kéo dai khodng QT hodc o Thubc chdng ndm azole dwong uong

anh hwong nhip tim | Drugs that (xem thém o muc trén): ketoconazol,
cause QT prolongation® or affect he itraconazol, fluconazol /Oral azole
heart rhythm antifungals (see also above):

ketoconazole, itraconazole, fluconazole
e Khang sinh nhém macrolide:
azithromycin, clarithromycin,

8 Ddy khéng phdi la danh muc déy dd. Cdc bdc sTIdm sang nén ty tim hiéu vé cdc loai thubc cé khd ndng kéo dai
khodng QT ma bénh nhén lao khdng da thudc clia ho ¢ thé dang dung (tham khdo https://www.crediblemeds.org/).
/This is not a comprehensive list. Clinicians should inform themselves about potentially QT-prolonging drugs that
their DR-TB patients may be taking (see https://www.crediblemeds.org/).
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erythromycin /Macrolide antibiotics:
azithromycin, clarithromycin,
erythromycin

Thuéc chéng loan than (déu cé riii ro):
vi du haloperidol, risperidone) |
Antipsychotics (all have some risk): e.g
haloperidol, risperidone)

Nhiéu loai thuéc chéng non: vi du
ondansetron, granisetron, domperidone,
chlorpromazine / Many anti-nausea
drugs: e.g ondansetron, granisetron,
domperidone, chlorpromazine
Methadone

Thudc diéu tri tim mach ¢ thé anh
hwéng dén nhip tim: vi du amiodarone,
thuéc chen beta, digoxin, quinidine |
Cardiac drugs that may affect the heart
rhythm: e.g amiodarone, beta-blockers,
digoxin, quinidine

Cdc loai thuéc lam tang nong do
serotonin va gdy hoi chung
serotonin/ Medicines that can
potentially increase serotonin
levels and cause serotonin
syndrome 10

Céc chadt ¢ ché tai hap thu serotonin c6
chon loc (SSRI), thusc chong tram cdam
nhu citalopram, fluoxetine, fluvoxamine,
paroxetine va sertraline / Selective
serotonin reuptake inhibitors (SSRISs),
antidepressants such as citalopram,
fluoxetine, fluvoxamine, paroxetine, and
sertraline

Thudc i#c ché tai hap thu serotonin va
norepinephrine (SNRI), thuéc chang
tram cam nhuw duloxetine va venlafaxine
/ Serotonin and norepinephrine reuptake
inhibitors (SNRIs), antidepressants such
as duloxetine and venlafaxine

9 Thém théng tin vé cdc logi thuéc cd thé lam tdng serotonin tai

https://www.msdmanuals.com/professional/SearchResults ?query=serotonin+syndrome

file:///C./Users/user/Downloads/Serotonin _Syndrome _after Initiation of Preqabalin .pdf

and https.//www.msdmanuals.com/professional/multimedia/table/v1114640./ For further information on drugs that can

increase serotonin level: https://www.msdmanuals.com/professional/SearchResults?query=serotonin+syndrome

file:///C:/Users/user/Downloads/Serotonin_Syndrome after Initiation _of Pregabalin .pdf

and https://www.msdmanuals.com/professional/multimedia/table/v1114640

10 Hj chirng serotonin la mét tinh trang c6 khd néng de doa tinh mang lién quan dén viéc tdng tiét serotonin trong hé thén kinh
trung wong. Trang thdi tdm thén thay déi c6 thé bao gdm lo Idng, mé séng kich déng, bén chén va mdt phuwong hudng. Cdc biéu
hién thén kinh tw chd cé thé bao gém todt md héi, nhip tim nhanh, sét, téing huyét dp, nén mdira va tiéu chdy. Tdng truong luc co
c6 thé biéu hién dudi dang run, cirng co, rung giét co va tdng phdn xa./Serotonin syndrome is a potentially life-threatening
condition associated with increased serotonergic activity in the central nervous system. Mental status changes can include anxiety,
agitated delirium, restlessness, and disorientation. Autonomic manifestations can include diaphoresis, tachycardia, fever,
hypertension, vomiting, and diarrhoea. Neuro-muscular hyperactivity can manifest as tremor, muscle rigidity, myoclonus, and

hyper- reflexia.
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https://www.msdmanuals.com/professional/multimedia/table/v1114640:/
https://www.msdmanuals.com/professional/multimedia/table/v1114640

e Bupropion, thuéc chdng tram cam va
thuéc cai nghién thuoc 14 / Bupropion,
an antidepressant, and tobacco-
addiction medication

e Thuéc chéng tram cam ba vong, nhuw
amitriptyline va nortriptyline (Pamelor)
/ Tricyclic antidepressants, such as
amitriptyline and nortriptyline
(Pamelor)

e Thudc irc ché monoamine oxidase
(MAOISs), thugc chéng tram cdam nhu
iIsocarboxazid va phenelzine /
Monoamine oxidase inhibitors
(MAOIs), antidepressants such as
iIsocarboxazid and phenelzine

e Thudc chira dau nira dau, nhuw
carbamazepine, axit valproic va
triptans, bao gom almotriptan,
naratriptan va sumatriptan / Anti-
migraine medications, such as
carbamazepine, valproic acid and
triptans, which include almotriptan,
naratriptan and sumatriptan

e Thuéc gidm dau, chang han nhw thuéc
gidm dau thuoc nhém opioid, nhw
codeine, fentanyl, hydrocodone,
meperidine, oxycodone va tramadol /
Pain medications, such as opioid pain
medications including codeine, fentanyl,
hydrocodone, meperidine, oxycodone,
and tramadol

e Pregabalin va gabapentin /Pregabalin
and gabapentin

Nhazng rai ro va loi ich trong trivong hop ding déng thoi Lzd cling cac logi thuéc co
khd ndng lam ting serotonin va gdy héi chitng serotonin déu can diroc xem xét va co
y kién tham vdn cia Héi dong chuyén mdn. Mgt sé thuac loai nay ciing lam ting nguy
co kéo dai khoang QT. / The risks and benefits of simultaneously taking Lzd and any
of the above drugs that can potentially increase serotonin levels and cause serotonin
syndrome, should be considered in consultation with Expert committee/consilium.
There is also a risk of QT prolongation with several of these drugs.

Bang 3. Cac twong tic thudc hoic ddc tinh trung Lip giira thudc khang retrovirus
va phac do BPaLM/BPaL / Table 3. Possible drug-drug interactions/overlapping
toxicities between antiretrovirals and the BPaLM/BPaL regimens
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Cic thuéc | Huwdng dan/Instructions
ARV can
tranh/
ARVs to
be avoided

Efavirenz | e  Xét nghiém tdi luwong virus: | Check viral load:

(EFV) o Néu tdi lu'ang virus dwoc e ché, tot nhat nén thay thé bang
cdc thudc irc ché integrase nhir dolutegradir (DTG) hodc
nevzmpme Cho phép ngung EFV trong tir 5-7 ngay (thay thé
vao ngay 1 va sau 5-7 ngay thi bt dau phac d6 BPaLM). Néu
bénh nhan tién trién ndng thém, khéng can giai doan “rira
troi” | if suppressed, substitute preferably with an integrase
inhibitor such as dolutegravir (DTG) or nevirapine. Allow a 5
to 7 day wash out of EFV if possible (substitute on day 1 and
then start BPaLM regimen 5-7 days later). If patient is
critically ill, no wash out period is necessary.

o Néu tdi wong virus khéng dwoc ik ché thi chuyén sang diéu
tri ART bdc 2 va tranh sur dung Pls /11 viral load if not
suppressed, switch to 2" line ART and try to avoid Pls

o Viéc tdi dieu tri EFV ¢6 thé dwoc thuc hién ngay sau khi két thiic

phdc dé BPaL. | Switching back to EFV can be done immediately

after BPaL is stopped at the end of treatment.

Thbféc e | o Kiém tra tdi lwong virus: /Check viral load:

ché - Néu tdi lwong virus dwoc irc ché, sir dung phdc do khang
protease retrovirus khong co PI. Mot giai phap kha thi la thay thé
chira PI bing chat irc ché integrase, vi du DTG hodc raltegravir
Ritonavir / if suppressed, use an antiretroviral regimen without PI.
(Pls) / One possible solution is to substitute the Pl with an
Ritonavir- integrase inhibitor, e.g DTG or raltegravir

containing - Néu tai lwong virus khéng giam, diéu chinh phdc do theo
protease hwéng dan quoc gia | 1f viral load not suppressed, adjust
inhibitors regimen according to national guidelines

(Pls) o Néu sir dung PI c6 chira ritonavir, kiém tra dién tam do (ECG)

hai tuan mét lan | | a ritonavir-containing Pl is used, check ECG
every two weeks

Zidovudine | e Nguy co suy tiy cao khi két hop véi Lzd. Néu cé thé, ngirng
(AZT) zidovudine va sir dung tenofovir hodc abacavir/High risk for
myelosuppression in combination with Lzd. If possible, stop
zidovudine and use tenofovir or abacavir

1.3 Liéu lwgng cia cac thudc thanh phan trong phac dé / Dosing of the
regimen components

Phac d6 BPaLM bao gom bedaquiline, pretomanid, linezolid (liéu 600 mg trong 16
tuan va 300 mg trong 8 tudn) va moxifloxacin da dwoc thu nghiém trong nghién cuu
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TB-PRACTECAL, mt nghién civu thir nghiém ldm sang ngdu nhién c¢é doi chimg
nhan mo, Giai doan 2-3, thu nghiém ba phac do diéu tri kéo dai 24 tuan trén co s¢
ciia phdc do BPaL va so sanh véi ph&c do tiéu chudn cia tirng quéc gia dwa trén
khuyén nghi cia WHO tai thoi diém dién ra nghién ciu. | The BPaLM regimen
consisting of bedaquiline, pretomanid, linezolid (dose of 600mg for 16 weeks and
300mg for 8 weeks) and moxifloxacin was studied under the TB-PRACTECAL trial,
which was a Phase 2-3, open-label randomised controlled trial investigating three
different 24-week regimens containing a backbone of BPaL against the locally
approved standard of care that was based on WHO recommendations at the time of
the study.

Thoi gian ciia phdc do BPaLM phan I6n dwoc tiéu chuan héa la 6 thang (26 tuan),
trong khi BPaL c6 thé dwoc kéo dai 1én tong céng 9 thang (39 tuan) trong truong hop
bi tri hodan. | The duration of BPaLM regimen is largely standardized for 6 months
(26 weeks),!* whereas BPaL can be extended to a total of 9 months (39 weeks) if the
response is delayed.

Viéc diéu tri ban dau nén dwa trén liéu luong cua tung logi thudc trong phac do theo
Bang 4 dudi ddy. Tat ca cdc loai thude nén dwoc ding hang ngay trong sudt thoi gian
diéu tri (trir Bdg) trong bita an. | Treatment initiation should be based on the dosage
of each of the drugs in the regimen as shown in Table 4 below. All medicines should
be given daily for the whole duration of the treatment (except Bdq) with food.

Sau khi phan tich dir liéu cua nghién ciru Nix-TB, Zenix-TB va TB-PRACTECAL,
trong Huwéng dan diéu tri Lao khdng thuéc cdp nhdt ciia WHO vao thang 12 ndm
2022, Lzd dwoc khuyén nghi bat dau siv dung véi liéu 600mg hang ngay va duy tri ¢
liéu nay trong toan bé thoi gian diéu tri néu cé thé. Viéc ding Lzd ngdt quing khong
dwoc khuyén c&o trong hwong dan cia WHO. | Following the analyses of the Nix-
TB, Zenix-TB and TB-PRACTECAL data, in WHO’s updated DR-TB treatment
Guide of December 2022, Lzd is recommended to be initiated at a daily dosage of
600mg and be maintained at this dosage for the whole duration of treatment if
possible. Intermittent dosing of Lzd is not recommended in the WHO guidelines.

Chi dwoc phép diéu chinh liéu Lzd sau 9 tudn dau sir dung liéu 600 mg hang ngay va
try thuoc vao déu hiéu nhiém déc lién quan dén Lzd, vi du nhur viém day than kinh
thi gidc, bénh 1y than kinh ngoai bién hodc suy tiy (chi tiét tham khdo phan “3.2 Piéu
chinh phéc d6” ¢ trang 20-21). | Dose modification of Lzd is only allowed after 9
weeks of 600mg daily depending on significant toxicity associated with Lzd e.g optic
neuritis, peripheral neuropathy, or myelosuppression (refer to section “3.2 Regimen
modification” on pages 20-21 for details).

" Hién tai khéng cd bang chirng nao vé viéc st dung BPaLM trén 26 tudn (nhu trong thir nghiém TB PRACTECAL). Do
dé, khong cé khuyén nghi nao vé viéc kéo dai diéu tri bang phac d6 BPALM |én 9 thang (39 tuan) nhw phac do
BPal./There is currently no evidence available regarding the use of BPaLM for >26 weeks (as in the TB PRACTECAL
trial). Hence, there is no similar recommendation for extension of BPaLM treatment to 9 months (39 weeks) as for
BPal.
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Bang 4. Liéu diing ciia cdc thuéc thanh phan cho ngwoi I6n va thanh thiéu nién
(tuoi >14), nang trén 30kg | Table 4. Dosing of the component drugs for adults
and adolescents (aged >14), weighing over 30 kgs 2

Tong so viénl

Thuéc/Drug Liéu ditng/Dose Total number
of tablets
400mg/lan/ngay trong 2 tuan, sau dé 200 - 238
N 200mg/3 lan/tuan trong 24 tuan; HOAC 200
Bedaquiline mg/ngay trong 8 tuan, sau dé 100 mg/ngay

(vién 100 mg) trong 18 tuan | 400mg once daily for 2
/(100 mg tablets) | weeks, then 200mg 3 times per week for 24
* weeks afterwards; OR

200mg daily for 8 weeks, then 100mg daily
for 18 weeks afterwards

Pretomanid ‘ 182
(vién 200 mg) 200mg/ lan/ngay | 200mg once daily
/(200 mg tablets)

Linezolid Khuyén nghi dimg 600 mg/lan/ngdy trong 182
(vién 600 toan bé thoi gian diéu tri /600mg once daily

mg)/(600 mg is recommended for the whole treatment

tablets) duration

Moxifloxacin 182
(vién 400mg) 400mg/ lan/ngayl400mg once daily

/(400mg tablet)

Khong duoc phép diéu chinh liéu hodc gidn doan déi véi Bdg, Mfx va Pa. Do thiéu
bang chimg ve viéc sur dung cdc thuéc khac thuée nhém F O, Nhom xdy dung huwong
dan cia WHO khéng khuyén nghi thay thé moxifloxacin bang levofloxacin. | Dose
modifications or individual interruption for Bdg, Mfx and Pa are not allowed. Due to
the lack of evidence on the use of other FQs, WHO’s Guideline Development Group
did not recommend substituting moxifloxacin with levofloxacin.

2pGu ndm 2022, WHO dd ban hanh “Hudng dén cdp nhat vé qudn ly bénh lao & tré em va thanh thiéu nién” st dung
trong CTCLQG va cdc bén lién quan, trong dé huéng dén Bdg cd thé duoc st dung & tré em moi lira tudi trong phdc
db diéu tri ngdn han (cé chira Bdg) duong uéng hodc trong phdc do dai han. Do d6, Bdg, DIim va Lzd hién dugc WHO
khuyén cdo st¥ dung cho bénh nhén & moi Itra tudi. Hién tai do thiéu bdng ching nén khéng cé hwdng dén ndo vé st
dung Pa & tré em dwdi 14 tudi va bénh nhén ndng < 30kg. Can cé nhitng nghién ctru séu hon va dang duoc bdt dau
d€ mé réng viéc sir dung BPaLM/BPal trén hai nhém bénh nhén nay./ In early 2022, WHO released “Updated guidance
on the management of TB in children and adolescents” informing NTPs and stakeholders that Bdg may be used in
children of all ages as part of the all-oral STR (Bdg-containing) regimen or as part of the LTRs. Hence, Bdg, DIm and
Lzd are now recommended by WHO for use in patients of all ages. Currently due to lack of evidence, there is no such
guidance for Pa for the use of Pa in children <14 years of age and patients weighing <30kgs. Further studies are
required and being initiated to expand the use of BPaLM/BPaLl to these two groups of patients.
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Hieén tai, WHO khuyén nghi doi véi tré em dudi 14 tuéi va bénh nhén nang duoi 30
kg mdc MDR-/RR-TB nén dwoc xem xét phic do diéu tri toan bg bang thuéc uong
trong 9 thing, mién la bénh nhin con nhay cam véi FQ | Currently, WHO
recommends that children aged below 14 years, and by default also those patients less
than 30 kgs in weight, with pulmonary MDR-/RR-TB, be given consideration for the
9-month all-oral treatment regimen, as long as the patient is FQ-susceptible.’

Luwu § * Néu mot bénh nhdn du diéu kién chi dinh phdac d6 BPaLM/BPaL nhwng gan
ddy da sit dung phdc do ngcfn han dwong uong cé chira qu diwoc WHO khuyén nghi
hodc cdc phdc do khdc c6 chita Bdgq khdc, thi can chii y 0 tinh trang khdng Bdg hay
khong. Neu Bdq da duoc sir dung trong phac dé diéu tri MDR-IRR-TB trudec dé trong
hon 4 tuan bénh nhan can con nhay cam véi cdc thudce thanh phdn (Bdq, Lzd va DIm
hodc Pa néu Dlm néu da sir dung trong phdc do truée do) moi du diéu kién thu nhdn
vdo phdc d6 BPaLM/BPalL bdt ké thoi diém phoi nhiém. Héi dong chuyén mén cin
héi chdn ting bénh nhédn va quyét dinh thu nhdn vao phdc dé BPaLM hay BPaL. /
Notes * If a patient who is eligible for the BPaLM/BPaL regimen but has recently
taken the WHO-recommended Bdg-containing all-oral STR or other Bdg-containing
regimen, a concern would be whether the patient may have developed resistance to
Bdg. If Bdg has been used in the previous MDR-/RR-TB treatment regimen for more
than 4 weeks, susceptibility to these component drugs (Bdq, plus Lzd and DIm or Pa
if DIm if used in previous regimen) is required for the patient to be eligible for
BPaLM/BPaL regardless of the timing of the previous exposure. The respective
Expert TB Committee needs to review the individual patient and decide whether the
patient can be initiated on BPaLM or BPaL.

Néu KSP cho két qud con nhay véi Bdg, Mfx (+ Lzd) va khong co bang chitng vé viéc
khOng dung nap Bdq, Mfx (hodc Lzd), thi bénh nhan du diéu kién thu nhdn vao phdc
d6 BPaLM. Néu KSP cho két qud con nhay véi Bdg nhung khdng Mfx thi bénh nhén
i diéu kién thu nhdn vao phdc dé6 BPaL. Can sir dung Bdq trong toan bé thoi gian
diéu tri bang phdc a”d BPaLM twong ung 6 thang (26 tudn) va phac d6 BPaL tirong
ung 6 thang (26 tudn, cé thé kéo dai dén 39 tudn). Tién sik phoi nhiém véi Bdg khéng
lam thay doi thoi gian sit dung Bdq trong phdc do BPaL(M) va chi nén dwoc can
nhdc trong trieong hop lién quan dén viéc diéu chinh liéu nap Bdq. Bén canh dé, Pa
chi dwoc khuyén nghi két hop véi Bdg va Lzd, ¢é hodc khéng c¢é FO. | 1f DST shows
susceptibility to Bdg, Mfx (+ Lzd) and there is no documented intolerance to Bdq,
Mfx (or Lzd), the patient is eligible for BPaLM. However, if DST shows
susceptibility to Bdg and resistance to Mfx, the patient is eligible for BPaL. Bdq
should be given throughout the full course of the BPaLM regimen, i.e., 6 months (26
weeks), and for BPaL i.e., 6 months (26 weeks, extendable to 39 weeks). Previous
Bdg exposure should not alter the duration of Bdg use in the BPaL (M) regimens.
Previous Bdqg exposure should only be considered in relation to the adjustment of
loading dose of Bdq as described below. Remember that Pa is only recommended in
combination with Bdg and Lzd, with or without a FQ.

Nén wu tien thuc hi¢n KSD voi Bdg (tot nhat la bang xét nghiém sinh hoc phdn tr
nhanh, tuy nhién hién tai chwa c6 san). Tuy nhién, KSP véi BAq c6 thé khéng c6 sdn
nén can phdi cé sw danh gid ddi nguy co phoi nhiém trén tirng bénh nhéan dan dén
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tinh trang khdng thudc tién trién dwa trén tién sir va phdn g véi thuoc (xem Bding
5). / Optimally Bdg DST would be conducted (and preferably by a rapid molecular
test, which unfortunately is not available yet). However, as Bdq DST may not be
available, there may need to be an individual patient judgement on their risk of
exposure having led to resistance developing based on drug history and response (see

Table 5).

Bing 5. Khuyén cdo vé liéu lwong sau khi giin dogn Bdq / Table 5. Dosing
recommendations after interruption of Bdq

Thoi diém o
g Thoi gian
gian doan ian doan / . . ]
theo tuan / glan 02 f Lieu nap can thiéet / Required loading dose
Interruption | . uratlon_o
at week interruption
1-2  (trong | <2 tuan/ <2 | Diing hét thoi gian b thubc, sau do tiép tuc voi Bdg
thoi gian liéu | weeks liéu 200 mg/ngay, ba lan moi tudn cho dén khi két
nap) | 1-2 thiic diéu tri. | Finish remaining loading days, then
(during continue with Bdg 200 mg/day thrice weekly
loading) until end of treatment
1-2 (trong > 2 tuan < 6 | 400 mg/ngdy trong mét tudn, sau do tiép tuc véi Bdg
thoi gian liéu | thang /> 2 | 200 mg/ngay ba lan méi tudn cho dén khi két thiic
nap) | 1-2 weeks <6 | diéu tri | 1 week of 400 mg/day, then continue with
(during months Bdg 200 mg/day thrice weekly until end of treatment
loading)
<2tuan | < | Khéng can liéu nap, tiép tuc ding Bdg 200 mg/ngay
-1 2 weeks ba lan maéi tuan cho dén khi két thiic diéu tri / No
- need for reloading, proceed with Bdq 200
mg/day thrice weekly until end of treatment
> 2 tuan < 6 | 400 mg/ngay trong mot tudn, sau do tiép tuc voi
thang / >2 | Bdg 200 mg/ngay ba lan méi tuan cho dén khi két
>3 weeks <6 | thic diéu tri / 1 week of 400 mg/day, then continue
months with Bdg 200 mg/day thrice weekly until end of
treatment
Bdt ké tuan | >6 thang / > | 400 mg/ngay trong 2 tuan sau do tzep tuc voi Bdq
gidan doan | | 6 months 200 mg/ngay ba lan madi tuan cho dén khi két thiic
Regardless diéu tri | 2 weeks of 400 mg/day, then continue
of week of with Bdg 200 mg/day thrice weekly until end of
interruption treatment

“Khoang gian doan” tir lfin dung Bdq cudi cung dén lan ding Bdg hién tai dwoc tinh
tie lieu Bdq cuoi cung bat ké do la trong giai doan sw dung liéu nap hay giai doan
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tiép tuc. Ngodi ra, déi véi nhitng bénh nhdn da dwoc chuyén tir phdc dé diéu tri cé
chita Bdq truéc dé sang phdc do BPaL/M, viéc tinh thoi gian diéu tri trong 26 tudn
bdt dau tir Ngay 1 ciia phédc dé6 BPaL/M thay vi vao Ngay 1 cia phdc do trude do. |
The “interruption gap” from the last Bdq intake and the current one is counted from
the last dose of Bdq irrespective of whether it is during the loading or continuing
phase. In addition, for patients who were shifted from a previous Bdg-containing
regimen to BPaL/M, the counting for the duration of 26 weeks of treatment starts
from Day 1 of the BPaL/M rather than on Day 1 of the previous Bdg-containing
regimen.

Néu mét bénh nhan c6 tién si si dung Bdg va/hodc Lzd ter 4 tuan tré én, trong khi
cho két qua KSD, viée diéu tri tly thugc vao tinh trang 1am sang cia bénh nhan. Do
vay: / If a patient has had 4 weeks or more of Bdq and/or Lzd, whilst awaiting their
DST results to be available, their treatment depends on their clinical condition. Hence:

Néu tinh trgng 1am sang cia bénh nhdan di tot dé doi két qua KSP, c6 thé ngirng diéu
tri tam thoi dé cho két qua dii diéu kién sit dung phdc do diéu tri ngan han (BPaL/M),
theo quy dinh cua ting quéc gia; Va / If the patient’s clinical condition is good and
hence the patient can wait for the DST results, stop treatment in the interim and hope
for eligibility to a shorter regimen (BPaL/M), as per country policy if allowed; and

Néu tinh trang bénh nhan khéng cho phép cho doi, nén si dung phdc dé cé nhan dua
trén hwéng dan ciia WHO véi sie tham vén cua Héi dong chuy@n mon. / If the patient
cannot wait, the best individual longer regimen should be designed and initiated based
on WHO guidelines in consultation with the TB Expert Committee.

Can thém bang chitng d@é hiéu ré hon vé md hinh khang thudc trén nhizng bénh nhan
nay. / More evidence is needed to better understand the resistance patterns in such
patients.

1.4 Thei gian diéu tri / Duration of treatment

Phdc d6 BPaLM kéo dai 6 thang (26 tudn) va phdc dé BPaL kéo dai 6 thang (26 tudn,
c6 thé kéo dai dén 39 tudn): | The BPaLM is given for a duration of 6 months (26
weeks) and BPaL regimen is given for a duration of 6 months (26 weeks, extendable
to 39 weeks):

o Thoi gian diéu tri tiéu chudn la 6 thang (26 tuan) | The standard treatment
duration is 6 months (26 weeks)

o Néu xdc dinh tinh trang khing FQ sau khi bdt dau diéu tri phic dé BPaLM thi
nén ngirng moxifloxacin va cé thé tiép tuc bang phdc doé BPaL. | If resistance
to FQ is identified after treatment initiation with BPaLM, moxifloxacin should
be discontinued, and the regimen can be continued with BPaL.

® Khi bénh nhan sw dung phac do BPalL ngay tur ddu hodc dwoc chuyén doi sang
phdc do BPalL, c6 thé kéo dai tong thoi gian lén 9 thang (39 tuan) (tiép tuc tir
khi bat dau diéu tri bang BPaLM/BPalL dia trén két qud cdy dom vdo thoi
diém 4 thang diéu tri ) | When the regimen is BPaL from the start or is changed
to BPaL, it can be extended to a total of 9 months (39 weeks) (continuing from
the start of the therapy with BPaLM/BPaL based on sputum culture at 4 months
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of treatment)

o Néu két qua cdy dom van dwong tinh sau khi da diéu tri 4 thang hodc
bénh nhdn khong dap iwng lam sang trong khoang thoi gian tir 4 dén 6
thang, bénh nhan co thé diéu tri thém 3 thang (tong cong 9 thang). Viéc
két qua nudi cdy dwong tinh sau khi kéo dai thoi gian diéu tri can dwoc
xw [y tuy theo tung truong hop, dong thoi xem xét dap ung lam sang cua
bénh nhan. Nhitng trieong hop nay co thé dwoc trinh lén Hpi dong
chuyén moén dé tiép tuc xir Iy. | If the sputum culture taken after the
patient has taken 4 months of treatment is still positive or lack of clinical
response between 4 and 6 months, the patient can receive an additional
3 months of treatment (total 9 months). Positive cultures after extension
of treatment should be dealt with on a ‘case by case” basis, considering
the clinical response of the patient as well. These cases can be presented
to the TB expert committee for decision on further management.

1.5 Piéu tri ndi tra va cap cau/Inpatient and ambulatory treatment

Viéc bat dau diéu tri ¢é thé dwoc thuc hién tai co so cdp cuu hodc tai bénh
vién tiy theo chinh sdch quéc gia. | Treatment initiation may be on ambulatory
or in-hospital settings based on national policy.
Néu cé lo ngai vé viéc theo déi an toan thudce, bénh nhén cé thé nhap vién trong
2 tudn dau diéu tri dé dam bdo bénh nhin dwoc cung cdp day di théng tin,
thuwee hién cdc xét nghiém co ban dé theo doéi khd nang dung nap déi véi phdc
dé diéu tri. | If there are concerns on the safety monitoring, patients may be
hospitalized for the initial 2 weeks of treatment to ensure the patient is well
informed, baseline tests are done to monitor patient’s tolerability of the
regimen.
Tét ca bénh nhadn phai dwoc co nguoi theo doi hé so va hé tro diéu tri dwoc
dao tao theo quy dinh cia timg quéc gia. | All patients should have a case
manager and a trained treatment supporter based on the national policy.
Piéu tri co kiém sodt triec tiép (DOT) nén duoc thuc hién bay ngay mot tudn
trong suét thoi gian diéu tri. Ho tro tudn thi diéu tri (vi du: tai co s6 'y té hodc
DOT qua hé tro cong dong hodc quan sdt tudn thi diéu tri qua Video) duwoc
thuwe hién theo quy dinh ciia tirng quéc gia./Directly observed treatment (DOT)
should be administered seven days a week throughout the full length of
treatment. Adherence support (e.g health facility or community-based DOT or
video observed treatment) should be initiated based on country specifications.
Can cung cdp hé tro chi phi di lai (va thue phdam bé sung néu can) trong toan
bé qud trinh diéu tri. | Enablers to cover travel expenditures (and food
supplements if relevant) should be provided during the whole treatment course.
Trdach nhiém ciia ngueoi ho tro diéu tri da qua dao tao la: | Responsibilities of
the trained treatment supporter to:
o Qudan Iy DOT chdt ché va cdp nhdt thé diéu tri hang ngay | Administer
strictly DOT and update the patient treatment card daily
o Bam bado bénh nhan kham va tai kham theo lich trinh; Va | Ensure that
the patient attends all scheduled follow-up visits and examinations; and
21
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o Theo dbi chdt ché BCBLL va xir Iy BCBL kip thoi bang cdch théng bdo
cho bac st lam sang,; Va | Monitor AE closely and address AE inatimely
manner by informing clinical staff; and

o Chu dong lién hé bénh nhdn néu bénh nhan khong quay lai diéu tri theo
lich trinh. / Initiate contacting the patient if the patient fails to return for
treatment as per schedule.

1.6 Quy trinh xi tri néu bé lidu/Procedure following missed doses

Viéc gian doan toan bg phdic do BPaLM/BPalL cé thé xdy ra bdt ky hic nao
trong thoi gian diéu tri, vi du do BCBL. | Interruption of the full BPaLM/BPaL
regimen may occur at any time during the treatment period, for example needed
due to adverse events.

Néu bénh nhan can ngirng Bdg hodc Pa thi phdi ngirng toan bé phdc do. Can
lew y rang Bdg va Pa phdi dwoc siv dung dong thoi. | If a patient needs to
interrupt either Bdg or Pa, it is required to interrupt the entire regimen.
Remember that Bdg and Pa must be given together.

Phdc @6 BPaLM/BPalL ddy di cé thé gidn doan tam thoi toi da 14 ngay lién
tuc trong 9 tudn dau hodc tong cong t6i da 4 tuan khéng lién tuc. | The full
BPaLM/BPaL regimen can be temporarily interrupted for a maximum of 14
consecutive days during the first 9 weeks of treatment or for a maximum
cumulative 4 weeks of non-consecutive days.

Néu phdc d6 bi gidan doan hon 14 ngay trong 9 tuan dau hodc hon 35 ngay lién
tuc sau 9 tuan dau thi bénh nhdn nén dwoc Hoi dong chuyén mén héi chan dé
chi dinh budc tiép theo (sir dung phdc do cd nhdn) | If the regimen is
interrupted for more than 14 days in the first 9 weeks or for more than 35
consecutive days after the first 9 weeks, the patient should be referred to the
expert TB clinical committee/consilium to decide on further management (an
individualized regimen needs to be designed)

Bt ky liéu ndo bi bé 16 trong thoi gian diéu tri phdc d6 BPaL (bao gém cd lién
tiép va khéng lién tiép) can dwoc bii VA0 thoi gian cudi cia dot diéu tri dé hoan
thanh 26 tuan hodc 39 tudn, thoi gian bii kéo dai toi da 60 ngay ké tir thoi gian
két thiic dy kién. | Any missed doses of the full BPaL regimen (including both
consecutive and non-consecutive) should be made up at the end of the
treatment to complete 26 weeks or 39 weeks of therapy within a maximum
period of 60 days after the intended end of treatment duration.

Khéng cdn b cdc liéu Linezolid bi bé 16 do BCBL | Missed doses of linezolid
alone due to adverse reactions are not to be made up at the end of treatment.
Can xdc dinh 1y do bé 16 liéu, xit Iy kip thoi va ghi chép trong bénh én dé phan
tich cac yéu t6 lién quan dén that bai diéu tri. | Reasons for missing treatment
must be identified and addressed early and noted in the patient’s file for
analysis for factors associated with (lack of) treatment success.

Viéc quan Iy day di va xir Iy kip thoi cac BCBL sé cdi thién viéc tudn thi diéu
tri cua bénh nhan. | Timely and adequate management of adverse events
Improves patient’s adherence.
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o Gidn doan diéu tri tir 2 thang lién tiép tré lén dwoc phan logi la "khéng theo
doi dwoc" va bénh nhan sé khong du diéu kién dé tié:p tuc diéu tri bcfng phdc
dé BPaLM./Interruption of treatment for two months or more in a row will be
classified as "lost to follow-up" and in this case the patient will no longer be
eligible for further BPaLM treatment.

1.7 Ngirng phac d6 / Discontinuation of the regimen

Viéc ngung sw dung phdc d6 BPaLM/BPal. & mét sé bénh nhin cé thé do mot sé
nguyén nhdn, cu thé nhw sau: | There might be a need to discontinue the
BPaLM/BPaL regimen in some patients, the most common reasons for permanent
discontinuation are:

«  Déc tinh khong thé dung nap. Tricong hop ngung hoan toan Bdq va/hodc Pa do
déc tinh khéng thé dung nap, bénh nhdn can dwoc chuyén sang phdc dé khdc theo
y kién ciia Hoi dong chuyén mon. Trong truong hop khong dung nap dwoc doc
tinh ciia Lzd, ¢é thé giam liéu xuong 300 mg sau khi hodn thanh it nhat 9 tuan
diéu tri bang Lzd véi liéu hang ngay 600 mg hodc ngwng vinh vién néu téng thoi
gian diéu tri con lai khéng qud 8 tuan. | Intolerable Toxicity®. In case Bdg and/or
Pa need to be suspended permanently owing to intolerable toxicity, the patient will
need to be shifted to another regimen as advised by the Expert Committee. In case
of intolerable toxicity to Lzd, the drug may be reduced to 300 mg if tolerable only
after completing a total of at least 9 weeks of Lzd treatment with a daily dose of
600mg or suspended permanently if the total remaining duration of the regimen
does not exceed 8 weeks.

«  Trong truong hop chi ngirmg diing Mfx, cé thé tiép tuc diéu tri bang phdc dé BPaL.
/ In case Mfx alone is discontinued, the regimen can be continued as the BPaL
regimen.

« Thit bai diéu tri. Néu dap ung diéu tri trén 1am Sang va xet nghiém Vi khuan hoc
kém thi nén xem xét thay déi phéc @6 diéu tri. Néu két qud nudi cdy van dirong
tinh ¢ thang thir 4, can thwce hién lai KSP dii ¢é thay doi phdc @ hay khéng, nham
cung cdp théng tin cho cdc chi dinh tiép theo | Treatment failure. If clinical and
bacteriological responses to treatment are poor, a change in the treatment regimen
should be considered. DST should be repeated if culture is still positive at month
4, whether the regimen is changed or not, to inform future management decisions.

« Khang cac thuéc thanh phdn trong cdc phdc dé BPaL. Déi véi nhitng bénh nhan
c6 mau dom xét nghiém KSP hang 2 dwa trén két qud nudi cdy khi bdt dau diéu
tri, ¢6 thé chua c6 két qua vao thoi gian bdt dau diéu tri. Néu phat hién tinh trang
khéng bat ky loai thuoc thanh phan nao trong cdc phdc dé BPalL sau khi bt dau
diéu tri, thi phdi ngirng phdc dé va chuyén bénh nhédn sang phdc do khdc. |
Resistance to drugs in the BPalL-based regimens. For patients who submit a
sputum sample for culture-based second-line DST at the beginning of treatment,
results may not be available until after treatment has started. If resistance to any
of the BPal-based regimen component drugs is discovered after treatment is

1BWHO operational handbook on tuberculosis. Module 4: treatment - drug-resistant tuberculosis treatment. ISBN
978-92-4-000699-7
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initiated, the BPaL-based regimen must be discontinued, and the patient switched
to another regimen.

* Mang thai trong thoi gian diéu tri. Doi v6i nhitng bénh nhdn c6 thai trong thoi
gian dzeu tri, can diéu chinh hodc ngirng sir dung phac do BPaLM/BPalL. Bénh
nhdn can dwoc Hji dong chuyén mén héi chan dé xem xét va thao ludn vé phirong
an diéu tri, bénh nhan can dwoc tham gia vao cac cugc hop hay hoi chan lién quan
dén dén chi dinh diéu tri | Pregnancy during treatment. For patients who
become pregnant during treatment, it may be advisable to modify or discontinue
the BPaLM/BPaL regimen. The patient needs referral to the Expert
Committee/Consilium for review and discussion on future treatment. The patient
needs to be involved in any discussions and decision making in relation to future
treatment.

Trong tdt cd cdc trwong hop néu trén, bénh nhan can dwoc Héi dong chuyén héi chan
va chuyén phdc dé cd nhan diea trén hréng dan cia WHO [ In all above cases, patients
should be evaluated by the Expert Committee/consilium and switched to an
individualized regimen, based on the WHO guidelines for regimen design.

1.8 Theo déi diéu tri / Patient monitoring schedule

Tt ca cdc bénh nhan diéu tri bang phac @6 BPaLM/BPaL phdi duwoc dinh gid
triede, trong va sau khi diéu tri, bao gom danh gid lam sang, xét nghiém vi khudn hoc
va xét nghiém can lam sang khac theo lich trinh (Xem Bang 6). | All patients
receiving treatment with the BPaLM/BPaL regimens should undergo appropriate
evaluation at baseline, during and after treatment, including clinical evaluation,
bacteriological and laboratory testing, according to the monitoring schedule (See
Table 6 below).

Bang 6. Lich theo doi diéu tri phac d6 BPALM/BPaL / Table 6. Monitoring
schedules for BPaLM/BPaL regimens

Panh Ban 2 tuan/ | Hang Két thac | 6 va 12 thang
gi&/Examination dau/ 2 thang/ diéu tri/ | sau két thic
Baseline | Weeks | Monthly | End of diéu tri/ 6
Treatment | and 12

months post-
treatment

Panh gia 1am sang/Clinical Evaluation

Lam sang / Clinical | X X X X X

Assessment

CanngngvaBMI/ | X X X X X

Weight and BMI
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Than kinh ngogi bién | X X X X
| Peripheral
neuropathy

Thi luc va thi luc X X X X
mau (VD: Test
Ishihara) / Visual
acuity and colour
vision test (e.g.
Ishihara test)

Danh gia va theo doi | X X X X X
BCBL / Assessment
and follow up of
Adverse Events

Pdnh gid két qua | X X
Outcome evaluation

Xét nghiém vi khuan hoc /Bacteriological Evaluations

Soi dom [ Sputum X X X X

Smear

Nubi cdy dom / X X X X

Sputum Culture

KSP [ DST X Néu két qua cay dwong I If culture
positive

Soi/cay/KSP cac X Néu khéng dap vng diéu tri / 1f no

mdu khac / Other documented response to treatment

samples

smear/culture/DST

X quang, Pign tam dé va cac xét nghiém cdn 1am sang khac / Radiology, ECG,
and other Lab Tests

X-quang nguc / X X X
Chest X-Ray

Dién tim d6 / ECG | X X X X

Cong thic mau toan | X X X X

phan / Full Blood

Count (FBC)

Xeét nghiém chuc X X X X

nang gan | Liver
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Function Tests (LFT)

i.e ALT, AST,

bilirubin

pién gidi dé | Serum | X
electrolytes

Urea, Creatinine X

Tha thai / Pregnancy | X
Test

HIV/Viém gan B X
(HBV) / Viém gan C
(HCV)/
HIV/Hepatitis B
virus (HBV) /
Hepatitis C virus
(HCV)

Puong huyét lic déi | X
/HbA1C / Fasting
Blood Sugar/HbA1C

Luu y bé sung: | Additional remarks:

o Két qud ddnh gid lim sang co ban, xét nghiém mdau va ECG c6 thé dwoc sir dung
de sang loc ban dau néu dwoc thuce hién < 2 tuan trudc khi bat dau diéu tri. |
Results for baseline clinical evaluation, laboratory blood tests and ECG are valid
if dated < 2 weeks before treatment initiation.

o Can thuc hién lai xét nghiém mauw/ECG néu thoi diém xét nghiém > 2 tuan trude
khi bdt dau diéu tri va can kiém tra cdc két qud nay truwde khi bét dau diéu tri. Nén
ldy mdu dé nuéi cdy va lam KSP ngay truéc khi bit dau diéu tri. Ching phén Idp
tir cdc mau dwong tinh trong cdc lan tdi kham, bao goém ca lan ddnh gid ban ddu
va sau khi hoan thanh diéu tri dwoc luu trit dé kiém tra bo sung néu can thiét. Néu
mot bénh nhdn di diéu kién thu nhdn vao phdc d6 BPaLM/BPalL sau khi da diéu
tri bang bat ky phéac do RR/MDR-TB nao khdc va cé két qua nudi cdy ban dau dm
tinh, thi ching phdn Idp tir mdu cdy dwong tinh cudi ciing trong vong 3 thang ké
tir phdc dé truée , nén dwoc luu triv dé xét nghiém trong twong lai. | Blood
tests/ECG dated > 2 weeks before treatment initiation should be repeated, and
results should be checked before treatment initiation A sputum sample for culture
and DST should be collected just before start of treatment. Isolates from all
positive cultures collected during every visit, including baseline and after
treatment completion, will be stored to allow additional investigations if necessary.
If a patient who is eligible for the BPaLM/BPaL treatment following treatment
on the any RR/MDR-TB regimen and has a negative baseline culture, the last
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positive culture isolate collected within the last 3 months from when the patient
was on the previous regimen, should be stored for future testing.

o Viéc theo déi diéu tri nén duoc tién hanh dinh ky hang thang (néu co chi dinh)
trong sudt thoi gian diéu tri (tikc la 6 thang hodc 9 thang trong truong hop kéo
dai thoi gian diéu tri)./Monitoring should be continued at monthly intervals
(where indicated) for the duration of treatment (i.e 6 months or 9 months in case
of treatment prolongation).

o Viéc danh gid bo sung cé thé dwoc khuyén khich trong tirng tinh huéng cu thé, bao
gom trieong hop bénh nhéan cao tuéi, bénh nhan nhiém HIV, ¢é tinh trang viém
gan lién quan dén HBV hodc HCV, ddi thdo dwong hodc suy gan, suy thdn mirc
dé tir trung binh dén ngng. | More frequent monitoring may be advisable in
specific situations, including elderly people, patients infected with HIV, affected
by HBV- or HCV-related hepatitis, diabetes mellitus, or with moderate to severe
hepatic or renal impairment.

o Trong truong hop roi logn dién giai hodc dién tdm do bat thwong, nén thuc hién
ddanh gid bé sung (xem Qudn Iy BCBL tai Chuwong 3). | In case of electrolyte
disturbances or ECG abnormalities, more frequent monitoring should be
performed, (see management of adverse events Chapter 3).

Tinh trang chirc ndng toan than nén dwoc danh gid trong sang loc ban dau bang cdch
su dung Thang do Karnofsky (Bang 7). Bénh nhdn dwoc phdn logi theo mirc do suy
gidm chirc ndng va cé thé dwoc sir dung dé so sanh hiéu quad ciia cdc phac do, dong
thoi danh gid tien lwong o tirng bénh nhan. Diém Karnofsky cang thap thi kha nang
song sot doz véi hau hét cdc bénh nghiém trong cang kém. Piém s6 phdi dwoc ghi
trén Biéu mau thu nhdn dé xdc dinh cdc yéu té cé thé lién quan dén hiéu qua diéu tri
kém cua BPalLM/BPalL. | The performance status of all patients should be assessed at
baseline using the Karnofsky Performance Scale Index (Table 7). This allows patients
to be classified as to their functional impairment and can be used to compare
effectiveness of different therapies and to assess the prognosis in individual patients.
The lower the Karnofsky score, the worse the survival for most serious illnesses. The
score should be indicated on the patient enrollment form to identify possible factors
related to poor outcomes of the BPaLM/BPaL regimens.

Bing 7. Thang do hiéu sudt Karnofsky/Table 7. Karnofsky Performance Scale

Cdc dinh nghia; Xép hang (%), va tiéu chi IDefinitions; Rating (%); and Criteria

C6 thé thye hién cac | 100 | Binh thuwong khéng than phién; khéng cé bang chirng

hoat dong va lam bénh tat/Normal no complaints; no evidence of

viéc binh thuong; disease

khéng can chiam séc | 90 | C6 thé tién hanh cdc hoat ddng binh thuong, ¢é mot

déc biét IAble to s6 dau hiéu hodc triéu chirng nhe ciia bénhlAble to

carry on normal carry on normal activity; minor signs or symptoms of

activity and to work; disease

no special care 80 | Hoat dong binh thuong can co gcfng, c6 mot s6 dau

needed hiéu hodc triéu chirng cua bénh/Normal activity with
effort; some signs or symptoms of disease
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Cdc dinh nghia; Xép hang (%), va tiéu chi IDefinitions; Rating (%); and Criteria
Khéng thé lam viée; | 70 | Tw chdm séc ban thin, khéng thé tién hanh cdc sinh
c6 thé song tai nha hoat binh thuwong trong nha hay lam cong viéc co

va tw lam hau hét céc tinh chat hoat déng /Cares for self; unable to carry
nhu cau cd nhan; hé on with normal activity or do active work

tro can thiét 6 nhiéu | 60 | Déi khi can tro givip nhing c6 thé tw chim séc da sé
murc do /Unable to cde nhu cau cia ban than/Requires occasional
work; able to live at assistance, but can care for most of his personal
home and care for needs

most personal needs; | 50 | Can tro gitip nhiéu va chdam soc y té thuong

varying amounts of xuyén/Requires considerable assistance and frequent
assistance needed medical care

Khéng thé ty cham 40 | Mdt kha nang hoat dong, can chdm soc va tro gip
soc ban than, yéu dac biét/Disabled; requires special care and

cau mirc dd cham séc assistance

twong dwong co so 30 | Mdt kha nang hoat dong tram trong; can nhdp vién,
cham soc hodc bénh nhung chia phdi sdp chét/Severely disabled; hospital
vién; bénh cé thé tién admission is indicated although death not imminent
trién nhanh chong 20 | Bénh rat nang, can nhap vién, can ho tro diéu ti tich
/Unable to care for cuc/Very sick; hospital admission necessary; active
self; requires supportive treatment necessary

equivalent of 10 | Hap hoi, tién trinh chét dién tién rat nhanhl
institutional or Moribund; fatal processes progressing rapidly
hospital care; disease | 0 | Ché t/ Dead

may be progressing

rapidly

2 Giam sat va quan ly cac bién cé bat lgi / Monitoring and management of
adverse events

Quan Iy BCBL hiéu qua la yéu to trong tam trong diéu tri Lao khdng thuéc. Viéc quan
Iy kém c6 thé dan dén diéu tri khéng day du, khéng déu dan hodc b6 tri. Quan Iy hiéu
qud bao gom cd viéc xdc dinh nhanh chéng va xit Iy kip thoi BCBL. | Effective adverse
events management is a central component of DR-TB treatment. Poorly managed
AEs can lead to inadequate or irregular treatment or to abandonment of treatment
altogether. Effective management entails both rapid identification and timely
management.

Nhitng bénh nhén ¢6 chan dodn bénh di kém hién tai hodc cé tién stk bénh di kém nén
duoc danh gid va co hop tdac danh gia voi cdc bac si chuyén khoa dwa trén chinh sach
quoc gia./Patients with a current diagnosis or history of concomitant disease should
be assessed and managed as appropriate in collaboration with a specialist based on
national policy recommendations.

Hau hét bénh nhan diéu tri bang phac d6 BPaLM/BPalL sé gap phdi mét s6 BCBL
(trong nghién cuu Nix-TB va TB PRACTECAL, tdt ca cac bénh nhdn déu gap phdi it
nhdt mot BCBL). Cdn phai tich cuc theo doi cac két qua xét nghiém trong qud trinh
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diéu tri (vi du: cong thirc mdu, chirc nang gan, dién gidi dé theo lich hodc b6 sung
néu can thiéﬂ dé xac dinh va xir ly som cac BCBL, dam bdo an toan cho bénh
nhéan./Most patients taking the BPaLM/BPaL regimens will experience an adverse
event of some kind (in the Nix-TB and TB PRACTECAL study, all patients
experienced at least one AE). Active follow-up of monitoring test results is required
(e.g CBC, LFTs, electrolytes within the investigational schedule and more frequently
when necessary) to identify and manage AEs early and ensure patient safety.

Mgt BCBL la bat ky sir co y té khong mong muon nao xudt hién trong qud trinh diéu
tri bang thuoc, nhing khong nhdt thiét ¢6 moéi quan hé nhan qua véi viéc diéu tri.
Cdc BCBL ¢6 thé & mire do nhe, trung binh, nang hodc de doa tinh mang va co thé
do nguyén nhan khac ngodi thuoc hodc phdc do diéu tri dang dimg./An AE is any
untoward medical occurrence that may present during treatment with a
pharmaceutical product, but which does not necessarily have a causal relationship
with this treatment. AEs may be mild, moderate, severe or life threatening, and may
be caused by something other than the drug or therapy being given.

o Viéc quan Iy BCBL can cén nhac dén nhu cau diéu tri va an toan cho bénh
nhan./Management of AEs should take patient safety and treatment
requirements into consideration.

o Cdc BCBL muc do nhe hodac trung binh thuong co thé dwoc kiém sodt bcing
cach sir dung cdc thude bé tro, gidm liéu luong thubc cé lién quan (vi du Lzd),
hodc tam thoi gidn doan toan d3 phdac d6./Mild or moderate AEs can usually
be managed by using adjunct medications, reducing the dose of responsible
drug (e.g Lzd), or temporarily interrupting the full reglmen

e Déi véi ciac BCBL kéo dai va ndng hon, ¢ thé can phdi ngieng sir dung Lzd
hodc ngung toan bg phac dé BPaLM/BPalL./For refractory and more severe
AEs, Lzd or the full BPaLM/BPaL regimens may need to be discontinued.

e Ting BCBL can dwgc phén logi theo mike do nghiém trong (Bdng 8). [Each AE
should be graded according to the severity grading scale for AEs (Table 8).

Bing 8. Thang phén logi bién cé bit lgi theo mirc dp nghiém trong / Table 8.
General severity scale to grade adverse events

Transient or mild
discomfort (<48
hours); no medical
intervention/therapy
required.

can mot s6 ho
tro; khong can
hodc can can
thiép/diéu tri y
té & mikc 10i
thiéu./ Mild to

tri, co thé phai
nhdp vién./ Marked
limitation in
activity*, some
assistance usually
required; medical

Do 1 Nhe Do 2 Trung Do 3 Nang Do 4

Grade 1 mild binh Grade 3 severe De doa tinh mang
Grade 2 Grade 4 life-
moderate threatening

Kho chiu thoang Han ché hoat | Han ché hoat dong | Cuc ky han ché

qua hodc nhe (<48 | dong tir nhe ro rét*, thuong can | hoat dong*, can cé

gio); khéng can can | dén trung mét s6 hé tro; can | sw hé tro dang ké;

thiép/diéu triy té./ | bInh* -c6 thé | can thiép y té/diéu | can nhiéu can thiép

y té/liéu phép, c6
thé phdai nhdp vién
hodc cham soc cudi
doi./Extreme
limitation in
activity*,
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moderate intervention/therapy | significant
limitation in required, assistance required;
activity* -some | hospitalizations significant medical
assistance may | possible. intervention/therapy
be needed; no required,

or minimal hospitalization or
medical hospice care
intervention/ probable.

therapy

required.

* Luu y: Thugt ngir 'hoat dong' bao gom cac hoat dong tu cham séc co ban
nhw tam rira, Méc qUan do, di vé sinh, di chuyén, tiéu tién, dai tién va ndu dn;
ngoai ra con bao gom hoat déng xa hoi thong thwong, hoar dong thich imng
va cac hoat déng theo mong muon khac nhuw di lam, mua sam, ndu dn, si
dung phwong tién di lai, theo dudi so thich, v.v. / Note: The term ‘activity’
covers basic self-care functions such as bathing, dressing, toileting, transfer/
movement, continence and feeding; but also, usual social and functional
activities or adaptive tasks and desirable activities, such as going to work,
shopping, cooking, use of transportation, pursuing a hobby, etc.

2.1 Ghi nhan va bao cdo BCBL / Recording and reporting adverse events

Tét cd cac BCBL dan dén viéc ngieng Lzd tam thoi/vinh vién hodc ngimg toan bo
phdc @6 BPaLM/BPal phdi dwoc ghi chép can thin trong hé so bénh dn va trong
biéu madu thu thdp dir liéu BCBL ciia CTCLOG. Khi mét BCBL xdy ra, bdc si lim
sang chinh trude tién phai danh gid liéu ddy cé phdi la BCBL nghiém trong hay can
dac biét quan tam hay khong./All AEs leading to temporarily or permanent
discontinuation of Lzd or the full BPaLM/BPaL regimens should be carefully
recorded in the patient file and documented in the NTPs AE data collection form.
When an AE occurs, the clinician responsible for the care of the patient must first
assess whether the event is serious or is of special interest.
Mot bién cé bat lgi nghiém trong la bdt ky sw c6 y té khéng mong mudn ndo xdy ra &
bat ky liéu lrong ndo:IA serious adverse event is any untoward medical occurrence
that at any dose:
e Ddn dén tir vong/Results in death.
o Can phai nhdp vién hoac kéo dai thoi gian nam vién hién tai./Requires
inpatient hospitalization or prolongation of existing hospitalization.
e Ddn dén tinh trang khuyét tat/mdt nang lec kéo dai hodc nghiém
trong./Results in persistent or significant disability/incapacity.
e DPe doa tinh mang./1s life-threatening.
o Gady bat thuong hodc dj tat bam sinh./Cause a congenital anomaly or a birth
defect.
e Quan trong vé y té. [1s otherwise medically important.

Tt cd AESI/SAE phdi dwoc bdo cdo (sir dung biéu mdu bdo cdo canh gidc dwoce quic
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gia) theo chinh sach quoc gia. Ngodi ra, SAE/AESI phdi dwoc bdo cdo trong vong 72
gio' cho 1ty ban cdnh gidc dwoc quéc gia/co quan qudn 1y quéc gia phu trach
aDSM./All AESI/SAE should be reported (using the national pharmacovigilance
reporting form) in-line with national policy. However, SAE/AESI should be reported
within 72 hours to the national pharmacovigilance committee/national regulatory
authority in-charge of existing aDSM framework.

Cac BCBL duoc dac biét quan tam doi véi phac dé BPaLM/BPaL la:/Adverse
events of special interest for the BPaLM/BPaL regimens are:

e Bénh Iy than kinh ngoai bién;/Peripheral neuropathy;

e Suy tuy/Myelosuppression;

e Viém day than kinh th; giac;/Optic neuritis;

e Nhiém dgc gan; Va/Hepatotoxicity; and

e Khoang QT kéo dai/QT-prolongation.

Bdt ky BCBL nao néu trén ciing can dwoe dic biét quan tam va bat ky BCBL nao dan
dén ngung diéu tri hodc thay déi liéu lwong thudc ciing phdi dwoc bao céo cho uy
ban cdnh gidc dwoc quic gia/co quan quan ly quac gia phy trach aDSM./Any of the
above adverse events of special interest and any AE leading to treatment
discontinuation or change in drug dosage should also be reported to the national
pharmacovigilance committee/national regulatory authority in-charge of existing
aDSM.

Mang thai trong qud tinh diéu trj bang phdc d6 BPALM/BPalL ciing phdi diroC béo
c4o 1a BCBL. Mdc du trong hdu hét trieong hep, bénh nhan sé dwoc chuyén sang
phdc do diéu tri khdc, nhung cdc lan tai kham tiép theo nén diroc 1€n lich dé theo ddi
thai ky va cdac thong tin lién quan deén tré so sinh néu bénh nhan san sang hop tac va
chia sé nhing thdng tin cdn thlet Vigc nay phai duoc thuc hién dua trén quy dinh
cua 1y ban cdnh gidc dwoc quéc gia/co quan quan ly quéc gia./Pregnancy during
treatment with the BPaLM/BPaL regimens should also be reported as an AE.
Although the patient will be switched to another regimen in most cases, follow-up
visits should be scheduled to document the outcome of the pregnancy and information
concerning the infant if the patient is willing to collaborate and share the necessary
information. This should be done based on the national pharmacovigilance
committee/ national regulatory.

Piéu quan trong la phai danh gid tat cd cdc BCBL dé xdc dinh méi quan hé nhan quda
Vi cac thudc trong phdc dé, dac biét 1a cac thudc méi hodc bdt ky logi thudc nao
khdc dwoc sik dung dé kiém sodt cac bénh di kém. Viéc danh gia can xem xét tat cd
Ccac yéu to c6 lién quan (vi du: tién si bénh, cac yéu té nguy co, tién sir dung thuac,
cac thu thudt, tién trién cua bénh) dé logi trir cac yéu té nhiéu nham xdc dinh moi
quan h¢ cua BCBL trong ké hoach quan ly. Danh gia nguyén nhan (CA) phdi dwoc
theec hién boi cdp cao hon trong hé theng y té, vi du: Co quan Canh gidc DurgC QUOC
gia, chiz khong phdi boi bdc si diéu tri. Nhiing tuyén bo khdng chinh xac co thé cé
tac dong lén dén logi thuéc méi nhw Pa, vi vay Pdnh gid nguyén nhan chi nén diroc
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thuec hién boi nhiing chuyén gia c6 chuyén mén sau vé Pdnh gid nguyén nhdn /1t is
important that all adverse events be evaluated to determine their causal relationship
with the drugs in the treatment regimen, especially novel drugs, or any other drug
used for comorbidity management. This evaluation should consider all other possible
causal factors (e.g medical history, risk factors, past drug use, concomitant
procedures, TB progression). This will determine the relationship of the AE by ruling
out other possible factors which can support on the management plan. Causality
Assessment (CA) should be done by a higher level of the health system e.g by the
National Pharmacovigilance Unit, and not by the attending physician. Inaccurate
statements could have major impact on a new drug such as Pa, so CA should only be
done by those with the expertise on how to do CA.

2.2 Piéu chinh phac d6 / Regimen modification

Quan Iy an toan BCBL c¢6 thé dan dén giam liéu hodc ngimng sir dung cdc thuéc thanh
phan Tuy nhién, do phic d6 BPALM/BPaL di dwoc nghién ciru nhi mét phdc dé
diéu tri tiéu chudn nén viéc diéu chinh phac. do bang viéc nging sém hodc thay thé
bt ky loai thubc thanh phan nao cé thé din dén két qua diéu tri kém./Safe
management of AEs may warrant dose reduction or discontinuation of the component
drugs. However, the BPaLM/BPaL regimens has been studied as a standardized
course of treatment. Modification of the regimen through early discontinuation or
replacement of any of the component drugs may result in poor treatment outcomes.

Bing 9. Liéu diung Linezolid | Table 9. Linezolid dosing
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Phic d6/ | 1-9tudn | 10-18 tuén diéu >18-26 tuin dicu 27-39
Regimen | diéw tri/l- | tri/ 10-18 weeks | tri/>18-26 weeks of | tuan/27-39
9 weeks of of treatment treatment weeks
treatment
BPaL (M) | 600 mg Néu khéng dung | Néu can cé thé bé Lzd | Khéng thé
mai ngay, | nap, Lzd ¢6 thé | cho dén khi két thiic kéo dai phac
16t nhat la giam xuéng 300 mg diéu tri, ding cdc liéu | dé IRegimen
keo dai moi ngay cho dén | Bdg, Pa + Mfx con lai | cannot be
trong suot | khi két thiic diéu tri | dé hoan thanh phdc extended
thoi gian | hodc tiép tuc dimg | do; hodc Lzd c6 thé
diéu tri lai lieu 600 mg moi | tdi sir dung lai bat cir
1600 mg | ngdy bdt cit thoi | thoi diém ndo véi liéu
daily, diém nao néu dung | 600 mg hodc 300 mg
ideally nap dwoc, nhung Iy | méi ngay, tiy theo
continued | wong nhdt 14| khd ndang dung nap /1f
throughout | khong bo I6 /If not | necessary, Lzd may
the tolerated, Lzd may | be omitted until the
regimen be reduced to 300 | end of treatment with
duration mg daily until the [ Bdg, Pa + Mfx
end of the | remaining to
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Phac d6/ | 1-9 tudn | 10-18 tuidn diéu >18-26 tuin diéu 27-39
Regimen | diéu tri/l- | tri/ 10-18 weeks | tri/>18-26 weeks of | tuan/27-39
9 weeks of of treatment treatment weeks
treatment

treatment, or | complete the regimen;
resumed anytime to | or Lzd may be
600 mg daily, as |restarted anytime at

tolerated, but | either 600 mg or 300
ideally not be | mg daily, as tolerated
omitted

Linezolid c6 thé bi gidan doan tam thoi hodc gidm liéu xuong 300 mg tiry thudc vao
mitc 36 BCBL hodc cdc BCBL nghiém trong, cé thé ngirng vinh vién linezolid sau
khi hoan thanh 9 tudn diéu tri ¢ liéu 600 mg (Bang 9). Tuy nhién, néu cé déc tinh
dang ké lién quan dén Lzd (tuy thuoc vao mirc do cua cac BCBL cu thé hodc céc
BCBL nghiém trong), bao gém viém ddy than kinh thi gidc, bénh 1y than kinh ngoai
bién hodc suy tity 36 2 tré 1én, ¢6 thé thyc hién cdc diéu chinh sau: | Linezolid can
be temporarily interrupted or reduced to 300 mg depending on the severity of
adverse events or serious adverse events, or permanently discontinuation of
linezolid after completing 9 weeks of treatment with 600 mg (Table 9). However, if
there is significant toxicity (depending on the severity of specific adverse events or
serious adverse events) associated with Lzd, including optic neuritis, Grade 2 or
higher of peripheral neuropathy or myelosuppression, the following modifications
are possible:

Nén tranh bat ky sw gidn doan hodc thay déi liéu lwong ndo ciia Lzd trong 9 tuan dau
tién vai liéu 600 mg mdi ngay, dé xudt diéu chinh can dwoc Hoi dong chuyén mon
xem xét va danh gid danh gid ldm sang can thdn dé qudn Iy va theo déi phit hop theo
chi dinh trong hwéng déan lam sang. Hoi dong chuyén mén nén can bang nguy co diéu
tri khéng ddy di va tdi phat véi ganh ndang diéu tri bo sung/kéo dai. Bénh nhdn c6
thé can ngung toan bo phdc do va chuyén sang phdc do diéu tri ca nhdn dai han. |
Any interruption or dosage modification of Lzd with a total exposure of less than 9
weeks with 600mg Lzd daily, should be avoided, and any such proposal must be
discussed with the Expert Committee and followed by a careful clinical assessment
to observe the effect and managed accordingly, as specified in the clinical guide. The
Expert Committee should balance the risk of inadequate treatment and recurrence
with the burden of additional/ prolonged treatment. The regimen may need to be
discontinued and the patient started an individualized longer treatment regimen.

Néu BCBL xay ra trong bon tudn dau diéu tri ma khong can phai diéu chinh liéu,
gian doan hoac nging Lzd thi dwoc phép gian doan PHAC PO BPaL PAY PU
(trong 16i da 14 ngay (dung ca ba loai thudc thanh phan trong thoi gian nay), sau do
nén bat dau lai PHAC PO BPaL PAY PU bao gom Lzd 600mg moi ngay. Néu thoi

gian gidn doan qud 14 ngay, bénh nhan phdi dwoc rit khéi phdc @6 diéu tri BPaL va
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dwoc diéu tri bang phac do thay thé. | If an AE occurs during the first four weeks of
treatment that does not require a dose modification, interruption, or discontinuation
of Lzd, then an interruption of the FULL BPaL REGIMEN is allowed fora
maximum of 14 days (all three component medicines must be withheld together
during this time), after which the FULL BPaL REGIMEN should be recommenced,
including Lzd 600mg daily. If the interruption exceeds 14 days, the patient must be
withdrawn from the BPaL treatment cohort and provided with an alternative regimen.

Bt ky diéu chinh nao vé liéu lrong Lzd can phdi dwoc thao ludn véi Hoi dong chuyén
moén. Trong truong hop cé ddc tinh can ngirng sir dung/giam liéu Lzd, Héi dong
chuyén mon nén cdan bang nguy co diéu tri khong day di va tdi phat véi ganh ndng
diéu tri bé sung/kéo dai. Tang cuong hiéu qua diéu tri bang cdch chuyén bénh nhan
tir phdc d6 BPaLM hodc BPalL sang phdc dé cd nhdn dai han. | Any modification of
the Lzd dosage needs to be discussed with the Expert Committee. In case of toxicities
requiring Lzd interruption/dose reduction, the Expert Committee / Consilium should
balance the risk of inadequate treatment and relapse with the burden of
additional/prolonged treatment. The regimen may need to be strengthened, with the
patient being switched from a BPaLM or BPaL regimen and started on an
individualized longer treatment regimen.

Bedaquiline and/or Pretomanid

- Khéng dwoc phép diéu chinh liéu Bdg va Pa trong qud trinh diéu tri bang phdc
d6 BPaLM/BPalL (chi dwoc phép diéu chinh liéu Lzd, theo cdc han ché nhw trén).
Liéu Bdq va Pa dwoc c6 dinh (ngoai trir viéc giam liéu Bdg 400 mg méi ngay
xuéng 200 mg 3 lan mét tuan sau 14 ngay diéu tri dau tién hodc tir 200 mg méi
ngay xuong 100 mg sau 8 tuan diéu tri)./No dose modifications are allowed for
both Bdq and Pa at any time during treatment with the BPaLM/BPaL regimens
(only dose modification of Lzd is allowed, according to the restrictions above).
The doses of Bdg and Pa are fixed (except for the routine reduction of Bdg 400mg
daily to 200mg 3 times a week after the first 14 days of treatment or from 200 mg
daily to 100 mg after 8 weeks of treatment).

—  Liéu nap Bdq can tudn theo khuyén cdo tqi Bang 5, trang 13./Loading dose of Bdg
should follow the recommendations given in Table 5, page 13.

- Khong duoc phép gidn doan chi Bdq hodc Pa. Néu can ngirng Bdq hodc Pa thi
can ngung toan bg phdc dé BPaL ngay ldp tire./NO interruption of Bdq or Pa alone
Is allowed. If Bdqg or Pa need to be interrupted, then the full BPaL regimen must
be interrupted at once.

- Khéng dwoc phép nging vinh vién Bdg hodc Pa. Néu can ngirng sir dung Bdg
hodic Pa, thi phdi ngimg sir dung toan bg phdc dé6 BPaLM/BPal va bénh nhdn
dwoc chuyén sang phéc do diéu tri thay thé./Permanent discontinuation of Bdg or
Pa is not allowed. If Bdg or Pa need to be discontinued, then the full BPaLM/BPaL
regimens must be discontinued, and the patient transferred to an alternative
regimen.

- Khéng dwoc sit dung Pa ngodi phdc dé diéu tri BPaLM/BPaL./Pa should not
be used ever outside the BPaL M/BPaL treatment regimens.
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Phic d6 BPaLM/BPaL day dii / The full BPaLM/BPaL regimens

e Néu mot BCBL xdy ra trong 9 tudn diéu tri dau tién ma khéng can phai diéu
chinh liéu, gian doan hodc ngung s dung Lzd, thi duwoc phép gian doan PHAC
DO BPaL PAY PU (tdt ca cac logi thuéc thanh phan phai déu ngung sie dung
trong thot gian nay) trong t6i da 14 ngay, sau do nén bdt dau lai PHAC PO
BPaL PAY PU, bao gom Lzd 300mg moi ngay. Neu thoi gian gian doan virot
qud 14 ngay lién tuc trong 9 tuan dau tién hodc tong céng 4 tuan gian doan
khéng lién tiép, bénh nhdn phdi ngirng phdc do diéu tri BPaLM/BPaL va diéu
tri bang phdc do thay thé./If an AE occurs during the first nine weeks of
treatment that does not require a dose modification, interruption, or
discontinuation of Lzd, an interruption of the FULL BPaLM/BPaL
REGIMENS (all component medicines must be withheld together during this
time) is allowed for a maximum of 14 days, after which the FULL
BPaLM/BPaL REGIMENS should be recommenced, including Lzd 300mg
daily. If the interruption exceeds 14 consecutive days during the first 9 weeks or
a cumulative 4 weeks of non-consecutive interruption, the patient must be
withdrawn from the BPaLM/BPaL treatment regimens and provided with an
alternative regimen.

Bat ky sw gian doan diéu tri nao ciing nén dwoc thao ludn trudc, t6t nhat la trong
vong 1-2 ngay véi Hoi dong chuyén mén, va wu tién truée khi ngirng diéu tri. Néu
bénh nhdn thdt bai diéu tri, Hoi déng chuyén mon can xem xét va chi dinh phac do
cd nhén dwa trén cac khuyén céo cia WHO. | Any treatment interruptions should be
discussed in advance or preferably within 1-2 days with the Expert
Committee/Consilium, and optimally prior to interruption of treatment. If a patient is
failing treatment, he/she should be referred to the Expert Committee / Consilium for
review and design of a new individualized regimen based on WHO recommendations
on regimen design.

Sai s6t vé thuéc dwoc dinh nghia la nhitng sai sét ngodi y muon trong viéc ké don,
cdp phdt va sir dung thudc cé thé gdy hai cho nguwoi bénh (vi du ké sai thudc, sai liéu
lwong, qud liéu). Sai sét nay phdi dwoc quan 1y theo ting truong hop cu thé, ddc biét
khi can diéu chinh phdc dé diéu tri. Bdo cdo sai sét vé thubc phdi tudn theo huéng
dan quoc gia. Tuy nhién, néu can nhdp vién thi phai bdo cdo la BCBL nghiém trong
VA cdn dwoc bdo cdo khi ngimg diéu tri. | Medication errors are defined as
unintended mistakes in the prescribing, dispensing and administration of a medicine
that could cause harm to a patient (e.g prescription of wrong drug, wrong dosage,
overdose). This must be managed on a case-by-case basis, especially when regimen
modification is required. Reporting for medication error should follow national policy
guide. However, if it requires hospitalization then it should be reported as SAE and
should also be reported when it required treatment interruption.

Trong truong hop sai sét vé thuoc dan dén gian doan diéu tri hodc nging vinh vién
phdc dé thi can dwoc thdo ludn véi Héi dong chuyén mén dé danh gid tinh trang cia
bénh nhén va Idp ké hoach qudn 1y. | In cases were the medication error leads to either
a treatment interruption or permanent discontinuation of the regimen should be
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discussed with the Expert Committee/Consilium to assess the patient’s condition and
plan management.

2.3 Qudn ly lim sang BCBL dwgc dac biét quan tam / Clinical management of
adverse events of special interest

2.3.1 Bénh Iy than kinh ngoai bién | Peripheral neuropathy

Tinh trang cdc ddy than kinh truyén théng tin tir ndo hodc tity song dén cdc co quan
khdc bi ton thuwong hodc c6 bénh. Cdc day than kinh ngoai bién tgo thanh mot mang
lwdi phite tap két néi ndo va tiy song véi hé thong co, da va cdc co quan ndi
tang./Occurs in conditions in which nerves that carry messages to and from the brain
or spinal cord to the rest of the body are damaged or diseased. Peripheral nerves make
up an intricate network that connects the brain and spinal cord to the muscles, skin,
and internal organs.

Bénh Iy than kinh ngoai bién cuwc ky phé bién & nhitng bénh nhéan ding Lzd va gdp
phdi ¢ 80% bénh nhan trong nghién ciru Nix-TB. Bénh Iy than kinh ngoai bién thuong
xdy ra sau 3 thang bdt dau diéu tri (thwong khéi phdat mudn). Tuy nhién, & hau hét
bénh nhén, cdc triéu chieng ciia bénh Iy than kinh ngoai bién sé bién mdt sau khi gidm,
gidn doan hodc ngimg vinh vién Lzd | Peripheral neuropathy is extremely common
in patients taking Lzd and was experienced by 80% of the patients in the Nix-TB
study. The peripheral neuropathy generally occurred after 3 months of treatment
initiation (i.e onset is generally delayed). In most patients however, the symptoms of
peripheral neuropathy disappeared after reduction, interruption, or discontinuation of
Lzd.

Két qua nghién cvu thu nghi¢m Zenix-TB va TB-PRACTECAL méi hodan thanh gin
ddy cho thdy rang viéc sir dung liéu thap hon 1200mg va/hodc thoi gian dung
linezolid dwéi 6 thang cé thé cé hidu qud cao va cdi thién do an toan, bao gom cd
bénh 1y than kinh ngoai bién. | The recently completed Zenix-TB and TB-
PRACTECAL trials observed that lower doses and/or shorter durations of linezolid
than 1200mg for 6 months appear to have high efficacy and improved safety,
including in relation to peripheral neuropathy.

Tdt ca bénh nhdn nén dwoc danh gid hang thang doi véi cdc triéu chitng goi ¥ dau
than kinh bang cdch sir dung “Thang sang loc nhanh bénh 1y than kinh ngoai bién”
(BPNS - xem Phu luc 1), cho phép phan loai dua trén cac triéu chirng chu quan. | All
patients should be assessed monthly for symptoms suggestive of neuropathic pain
using the “Brief Peripheral Neuropathy Screen” (BPNS — see Annex 1), which allows
for subjective grading of the symptoms.

Mdc du cac trigu ching thirong kho xdc dinh va c6 thé thay doi theo ting cé& nhan,
nhiung con dau than klnh thwong dwoC MO ta la “bong rat”, “cam giac nhw dién
glat” “ngiva Yam ran” va “dau nhéi”. Triéu chirng 0 thé thay doi tir dau lién tuc
dén dau nhéi tieng con, con dau thwong xuat hién ma khéng can kich thich, nhung cé
thé tang néu co kich thich. / Although difficult to define and variable for everyone,
neuropathic pain is often described as “burning”, “electric”, “tingling”, and
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“shooting” in nature. It can vary from a constant pain to intermittent sharp shooting
pains. As described, the pain is most often present without associated stimulation, but
can be exacerbated by stimuli.

MGt sé nguyén nhan phé bién khac gay bénh Iy than kinh ngogi bién bao gom siz dung
rurou, cac thuoc khac, nhiém HIV hodc ddi thio dwong; can danh gid cdc nguyén
nhan nay trén bdt ky bénh nhdn ndo dwoc phét hién mdc bénh ly than kinh ngoai
bién./Other common causes of peripheral neuropathy include alcohol use, other
medications, HIV infection or diabetes mellitus, and these causes should also be
assessed in any patient found to have peripheral neuropathy.

Bénh nhan c6 cac ddu hiéu va triéu chiing cua bénh Iy than kinh ngogi bién (khdng
lién quan dén linezolid) nén dwoc chan dodn phan biét ban dau, xét nghiém dién gidi
va sang loc cac tinh trang khac dnh hiedng dén bénh ly than kinh ngoai bién nhu roi
logn si dung rirou hodc dai thdo dwong. Xem xét gidi quyét/ngdn chdn tdt cd cac yéu
té khac c6 lién quan va sang loc lgi. /Patients with signs and symptoms of peripheral
neuropathy (not associated with linezolid) at baseline should have a differential
diagnosis, check electrolytes, and screen for other conditions impacting on peripheral
neuropathy such as alcohol use disorder or diabetes. Consider solving/stopping all
the contributing factors and invite the patient for rescreening.

Néu cac triéu chizng thuyén giam, co thé bdt dau diéu tri BpaLM/BPaL. O nhing
bénh nhan c6 triéu chizng dé 1 va 2, can can nhdc rai ro va loi ich cua viée diéu tri
bang phdc dé BpaLM/BPaL va c6 ké hoach theo déi truée khi bt dau diéu tri. Bénh
ly than kinh ngoai bién dé 3 va 4 tai thoi diém sang loc ban dau 1a chong chi dinh
twong doi doi Véi phac do BpaLM/BPaL, nhitng bénh nhén nay nén dwoc Héi dong
chuyén mén xem xét chi dinh va viéc qudn 1y nén co su hé tro cua bdc si chuyén
khoa./If the symptoms resolve, BpaLM/BPaL treatment can be initiated. In patients
with grade 1 and 2 symptoms, weigh the risks and benefits of treatment with the
BpaLM/BPaL regimens and consider establishing a monitoring plan prior to
treatment initiation. Grade 3 and 4 peripheral neuropathies at baseline is a relative
contraindication for the BpaLM/BPaL regimens, these patients should be discussed
with Expert Committee/Consilium and management should include a specialist
support wherever possible.

Ngoai ra, tat ca bénh nhan cé triéu chung bénh than kinh ngoai bién nén dwoc kiém
tra phan xa gan sdu tai mdt cd chan, cham nhe bc%ng tam bong/chi hodac kiém tra d¢
rung bang dam thoa 128 Hz (Phu luc 1)./In addition, all patients with symptoms of
peripheral neuropathy should be examined including deep tendon ankle reflexes, light
touch perception with a cotton swab / monofilament or vibration testing with a 128-
Hz tuning fork (Annex 1).

Bing 10. Qudn Iy lam sang bénh Iy than kinh ngoai bién theo mivc dp nghiém
trong/Table 10. Clinical management of peripheral neuropathy according to
severity grading
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D¢ nghiém Do 1 Nhe Do 2 Trung P06 3 Nang Do 4
trong/Grade | Grade 1 binh Grade 3 De doa tinh
Severity mild Grade 2 severe mang Grade 4
moderate life-threatening
Com gide Kho Ch,il:l Kh?, ch,i}u vit:a Kho’_ Ach_iu Md:t cdmA giéc;’
thén kinh/ | Mhe: khong | phai: can ding nghiém hodc khong ddp
Neurosensory can dieu tri; | thuoc giam dau | trong: hodc | ung voi thuoc
alteration va/hodc khdng gay can dung giam dau gay
diem BPNS | nghién; va/hodc | thuoc giam mé/Incapacitating;
tir 1-3 6 bdt | diém BPNS tir 4- | dau gdy mé | or not responsive
ky bén 6 ¢ batky bén | dé cai thién | to narcotic
nao/Mild nao/ Moderate triéu churng; | analgesia
discomfort: | discomfort: non- | va/hodc diém
no treatment | narcotic BPNS twr 7-10
required; analgesia & bat ky bén
and/or required; and / nao/ Severe
BPNS or BPNS discomfort:
subjective subjective or narcotic
sensory sensory analgesia
neuropathy | neuropathy required with
score 1-3 on | score 4-6 on any | symptomatic
any side side improvement;
and / or
BPNS
subjective
sensory
neuropathy
score 7-10 on
any side
Xir Iy/Action | Dirng hodc | Dirng Lzd, diéu | Dirng Lzd, Dung Lzd, khong
gidm liéu tri triéu chung. | khong su st dung lai. Diéu
Lzd. Néu Néu céc triéu dung lai. tri triéu churng
cdc triéu chitrng dwoc cdi | Diéu tri triéu | IStop Lzd, do not
chirng dwoc | thién, cdn nhéic | chirng IStop | restart. Provide
cdi thién, st dung lai Lzd | Lzd, do not symptomatic
can nhdc sit | & liéu 300 mg. restart. relief
dung lai Lzd | Dirng vinh vién | Provide
& liéu 300 | Lzd néu cdc symptomatic
mg./Stop or | triéu chitng xudt | relief
reduce dose | hién lai/Stop
of Lzd. If Lzd, provide,
symptoms | symptomatic
improve, care. If
consider symptoms
restarting improve,
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Lzd at a
lower dose
300 mg.

consider
restarting Lzd at
or 300 mg. Stop
Lzd permanently
If symptoms
reappear

Piéu tri triéu chirng/Symptomatic relief:
- D6 1, xem xét tang liéu pyridoxine lén 200 mg/ngay./In grade 1, consider increasing
the dose of pyridoxine to 200 mg/day.
- D6 2, tw van bénh nhén va theo doi chat ché. Néu con dau, can nhdc bdt dau dung
thubc chong viém khéng steroid, acetaminophen. Néu khéong cdi thién, cdn nhic
chuyén sang ding gabapentin hodc pregabalin dé giam triéu chirmg./In grade 2,
counsel patient and monitor closely. If painful, consider starting non-steroidal anti-
inflammatory drugs, acetaminophen. If there is no improvement, consider changing
to gabapentin or pregabalin to alleviate symptoms.

Bing 11. Thuéc diéu tri bénh Iy thin kinh ngoai bién/Table 11. Drugs used in
the treatment of peripheral neuropathy

Gabapenti | Bénh ly Pau than kinh, liéu ban | Tdc dung phu: buon
n than kinh dau 100-300 mg méi ngulAdverse events:
ngoai ngay; tang liéu sau moi | drowsiness
bién/Periph %_7 ngd’y fity Atheo a"c?p Thén trong: Piéu chinh liéu
eral ting; mikc thong.thu"o’ng Vi bénh nhan suy
neuropathy |1a1,8-3,6gmoingay | 4., icaution: Dose adjustment
chia 3 lan /Neuropathic | i, vena| failure
pain, initially 100- ,
300 mg daily; increase | 7rdnh ditng dot ngot (c6 the
dose gradually every 3— | g4 lo lang, mat ngu, buon
7 days according to non, dau va do mo hoi); giam
response; usual range dan l{'éu trong It nhat mot tuan
1.8-3.6 g daily in /Avoid stopping abruptly (may
3 divided doses cause anX|ety, INSsomnia,
nausea, pain, and sweating);
gradually reduce dose over at
least a week
Pregabalin | Bénh Iy Tdn céng: 150-300 mg | Tdc dung phu: chéng mat,
than kinh moi ngay chia 8-12 buon ngu/ Adverse events:
ngoqi gioflInitial: 150-300 mg | dizziness, somnolence
bién/Periph | daily divided g8-12hr Tranh dimg dét ngét (c6 thé
eral Duy tri: Cé thé tang lén | gay lo lang, mat ngii, buén
neuropathy ] nén, dau va dé mé héi); giam

300 mg moi ngay chia
8-12 gio sau I tuan, néu
can/Maintenance: May

dan liéu trong it nhdt mét tudn
/Avoid stopping abruptly (may
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increase to 300 mg daily | cause anxiety, insomnia,
divided g8-12hr after 1 | nausea, pain, and sweating);
week, as needed gradually reduce dose over at
least a week

Can thdn trong vi pregabalin gdy tang tiét serotonin ¢ khd nang gdy ra hoi chung
serotonin va gabapentin lam ting nong dé serotonin trong co thé ngwoi./Caution
should be applied as pregabalin with its serotonergic action has a liability to cause
serotonin syndrome and gabapentin increases serotonin concentrations in the human
body.

Sur dung pyridoxine/Use of pyridoxine

Truoc day, pyridoxine da dwoc khuyén nén su dung o bénh nhdn lao, ca lao nhay
cam va lao khdng thuéc, nhitng ngwoi c6 nguy co cao mdc bénh than kinh ngoai bién
do thuée, vi du nhw bénh nhdn dwoc diéu tri bdng isoniazid hodc linezolid liéu cao
hodc nhitng ngwoi dang dimg cycloserine/teridizone. Mot vi dy vé liéu phong ngiva
dwoc khuyén nghi la 50 mg méi ngay cho méi 250 mg cycloserine. Poi voi nhitng
nguoi xudt hién cdc dau hiéu va triéu chieng lién quan dén bénh 1y than kinh ngoai
bién, cé thé ting liéu lén toi da 200 mg mdi ngay. Tuy nhién, khéng c6 bang chirng
cho thdy pyridoxine lam giam nguy co Q8y bénh 1y than kinh ngoai bién do
Lzd./Previously pyridoxine has been advised to be used in TB patients, both drug-
susceptible and drug-resistant, who are at high risk of drug-induced peripheral
neuropathy, e.g patients treated with high dose isoniazid or linezolid, or those being
given cycloserine/teridizone. An example of the recommended preventive dosage
was 50 mg daily for every 250mg of cycloserine. For those who develop signs and
symptoms related to peripheral neuropathy, the dosage can be increased to a
maximum of 200 mg daily. However, there is no evidence for pyridoxine reducing
the risk of developing Lzd-induced peripheral neuropathy.

2.3.2 Suy tuy/Myelosuppression

Suy tuy la sy vrc ché tity xwong, khi hoat déng ciia tiy xwong suy gidam, dan dén giam
sdn xudt té bao mau, gay ra:/Myelosuppression refers to bone marrow suppression
in which there is a decrease in bone marrow activity, resulting in reduced production
of blood cells. This leads to:

o Thiéu maul Anaemia

e Gidam bach cau trung tinh/Neutropaenia

e Giam tiéu caulThrombocytopaenia
Bién chitrng suy tiy rdt phé bién ¢ nhitng bénh nhdn ding Lzd va 47% bénh nhén
trong nghién ciru Nix-TB gdp phdi tinh trang thiéu mdu, ddy la tinh trang phé bién
nhdt va it gdp hon & nhitng bénh nhédn dimg Lzd liéu thdp trong cdc thir nghiém

ZeNix-TB va TB PRACTECAL. Suy tuy thuong xay ra trong vong 3 thang dau diéu
tri (tiee 1a khéi phdt sém). Hau hét cac truong hop cé thé dwoc xit Iy bang cdch giam
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liéu hodc ngimg Lzd./Myelosuppression is very common in patients taking Lzd and
was experienced by 47% of the patients in the Nix-TB study with anaemia being the
most prevalent and less common in patients who low doses of Lzd in ZeNix-TB and
TB PRACTECAL trials. Myelosuppression occurred generally within the first 3
months of treatment (i.e early onset). Most cases can be managed with Lzd dose
reduction or interruption.

Can theo déi chdt ché nhitng ‘thay doi vé huyét sdc té (Hb), ddc biét la trong thing
dau va thang thir 2 diéu tri, bang viéc kiém tra cong thirc mdu toan phan dinh ky vao
tuan 2, tuan 4 va hang thang. IClose monitoring of changes in haemoglobin (Hb) is
necessary, especially in the 1%t and 2" months of treatment, with a routine check of
FBC at week 2 and week 4, and then monthly.

Cac nguyén nhan khac gay thiéu mau (lao, thiéu sat, xuat huyét da day-tiéu hoa, v.v.)
can dwoc chdn dodn logi trar, mgc du nhzing nguyén nhan nay it xudt hién trong qua
trinh diéu tri, dac biét néu bénh nhan da co cdi thién trén 1am sang. C6 rdt it bang
chitng cho thdy viéc bé sung pyridoxine vao ché dé diéu tri BPaLM/BPaL sé ngdin
ngura tinh trang suy tuy./Other causes of anemia (TB, iron-deficiency, occult gastro-
intestinal bleeding, etc.) are possible and should be checked and excluded, although
these are less likely to occur in the middle of treatment, especially if the patient is
clinically improving. There is limited evidence that adding pyridoxine to the
BpaLM/BPaL regimens will prevent myelosuppression.

Bing 12. Qudn Iy lim sang suy tiy theo mirc d¢ nghiém trong/Table 12. Clinical
management of myelosuppression according to severity grading

Do nghiém Do 1 Nhe Do 2 Trung | Do 3 Nang Do 4
trong/Grade | Grade 1 mild binh Grade 3 De doa tinh
Severity Grade 2 severe mang Grade 4
moderate life-threatening
Thiéu  mdul | 10.5—9.5 94-80g/dL|7.9-6.5 < 6.5 g/dL
Anaemia g/dL g/dL
Giam tiéu caul | 99,999- 74,999- 49,999- < 20,000/mm?
Platelets 75,000/mm3 50,000/mmsé | 20,000/mm?
decreased
Gidam bach <LLN - <3,000 — <2,000 - < 1,000 /mm3
cau/ While 3,000/mm3 2,000/mm3 1,000/mm3
blood cells
decreased
S6 lwong bach | 1500 — 999 — 749 — <500/mm?
cau trung tinh | 1000/mms3 750/mm3 500/mm3
tuyét doi thdp
/Absolute
neutrophil
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count low

Xur IylAction

Theo déi can
than, xét
nghiém cong
thirc mau
hang tudn va
Xem xét giam
liéu Lzd hodc
dUng liéu 300
mg moi ngayl
Monitor
carefully, do
weekly FBC
and consider
reduction of
Lzd dose to or
300 mg daily

Theo déi cén
than, xét
nghiém cong
thirc mau
hang tudn va
Xem xét giam
liéu Lzd
xuong 300
mg moi ngay.
Trong truong
hop giam
bach cau do
2, dung Lzd.
Bat dau lai ¢
liéu thap hon
khi doc tinh
da giam
xuéng dg 1/
Monitor
carefully, do
weekly FBC
and consider
reduction of
Lzd dose to
300 mg daily.
In case of
Grade 2
neutropenia,
stop Lzd.
Restart at
lower dose
once toxicity
has reduced
to Grade 1

Dung Lzd
ngay lap turc.
Trong
truong hop
thiéu mdu dé
3, cdn nhdc
sw dung
EPO néu cé.
Bat dau lai ¢
liéu thap hon
khi doc tinh
da giam
xuong do 1
hodc xem xét
ngung Lzd
vinh vién
/Stop Lzd
immediately.
In case of
Grade 3
anemia,
consider
EPO if
available.
Restart at
reduced dose
once toxicity
has
decreased to
Grade 1 or
consider
stopping Lzd
permanently

Dung Lzd ngay
ldp tuc. Nhdp
vién va xem xet
truyén mau hodc
EPO. Bdt ddu lai
& liéu thdp hon
khi doc tinh da
gidm xuong dg 1
hodc xem xét
ngung Lzd vinh
vién IStop Lzd
Immediately.
Hospitalize
patient and
consider blood
transfusion or
EPO. Restart at
reduced dose
once toxicity has
decreased to
Grade 1 or
consider
stopping Lzd
permanently

X 1y b6 sung trong truwong hop thiéu mau:/Additional work up and management in

case of anaemia:

o Xem xét cong thirc mdu, chdan dodn phdn biét va cdc két qua kiém tra khéc dé
xdc dinh nguyén nhén cé thé gdy thiéu mau;/Review of FBC, differentials and
other investigations to determine possible aetiology of anaemia;

o Xem xét cdc logi thudc khdc c6 thé 9ay thiéu mdau;/Review of other medications
that could possibly be associated with anaemia;

o Thir thai voi bénh nhan niz/Test for pregnancy in women; and
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e Ddnh gid cdc bénh nhiém tring khdc, bao gom ky sinh tring va virus (VD

parvovirus)./Assess for other infections,
pathogens (i.e parvovirus).

including parasites and viral

Lueu y: Bénh lao la nguyén nhdn phé bién gdy thiéu mdu nén viéc diéu tri bang phdc
d6 bao gom Lzd ¢6 thé cdi thién tinh trang bénh. Do d6, can cé gang sir dung lai Lzd
va theo déi chdt ché, dong thoi xdc dinh va diéu tri nguyén nhan khdc gdy ra tinh
trang Hb thap. Trong thoi gian si dung lai, can xét nghiém céng thirc mdu trong 4
tuan dau lién tiép/It is important to note that, since TB disease is a common cause of
anaemia, treatment with an effective regimen including Lzd may sometimes cause
the Hb to improve. For this reason, all efforts should be made to reintroduce Lzd with
close clinical monitoring and to identify and treat other causes of a low Hb. FBC
should be checked weekly for the subsequent 4 weeks during reintroduction.

e Cdn nhdc bé sung sdt néu thiéu sat/Consider iron replacement if iron-

deficient

B6é sung sdt it nhdt 2 gio trude hodc sau khi ding thuéc lao. Viéc bé sung sdt
c6 thé lam tram trong thém cdc bién co bat lpi & dwong tiéu héa va khéng cdi
thién tinh trang thiéu mdu do bénh ly man tinh./Give iron supplementation at
least 2 hours before or after TB drugs. Iron supplementation may exacerbate
gastro-intestinal adverse events and will not correct anaemia of chronic disease.
CO nhiéu san pham bé sung sdt dwong udng — Mot s6 vi du vé sk dung sdt
fumarate nhuw duwdi day (Bang 13). Tuy nhién, cdc qudc gia cé thé sir dung sdt
gluconate hoac st sunfat. Vui long tham khao
https://www.uptodate.com/contents/treatment-of-iron-deficiency-anemia-in-
adults#HS5 for further information dé biét thém théng tin./There are several oral
iron products - the example of use of ferrous fumarate is given below (Table
13). However, countries may use ferrous gluconate or ferrous sulphate. Please

refer to

https://www.uptodate.com/contents/treatment-of-iron-deficiency-

anemia-in-adults#H5 for further information.

Bang 13. Sit fumarate diéu tri thiéu mau/Table 13. Ferrous fumarate for
treatment of anaemia

Thuoc bé sung Piéu tri 1-2 vién méi ngdy trong 3 | Tdc dung phu: dau
sdt thiéu mdu thang, sau do xét nghiém | bung, tdo bon,

185 mg sdt (60 thiéu lai huyét sdc t6 11-2 phdn chuyén sang

mg Fe nguyén | sat/Treatme | tablets per day for 3 mau sam/Adverse

16) + vién axit nt of iron months, then repeat events: abdominal

folic 0,4 mg deficiency | haemoglobin pain, constipation,
/Ferrous anaemia changes in stool to
Fumarate T6t nhat nén uéng vao dark colour

185 mg of iron budi téi cing véi bita toi

(60 mg dé giam dau bung

elemental Fe) + /Preferably taken in
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folic acid 0.4 mg evening with dinner to
tablet reduce stomach upset

LUU Y: Viéc truyén mau phdi dwoc thuc hién theo hwdng dan ciia timg quoc gia.
Nhiéu bénh nhdn tré tuéi cé dw triv tim-phéi [6n sé dung nap dwoc muc Hb dudi
7,0g/dL. Thiéu mdu do Lzd gdy ra c6 thé hoi phuc va bénh nhan sé hoi phuc sau vai
ngay dén vai tuan./NOTE: Blood transfusion should be undertaken according to local
guidelines. Many younger patients with reasonable cardio-respiratory reserve will
tolerate Hb levels less than 7.0g/dL. Lzd-induced anaemia is reversible, and patients
will recover over days to weeks.

2.3.3 Viém ddy than kinh thi giac/Optic neuritis

Viem day than kinh thi gidc la tinh trang ddy than kinh thi gidc bi viém dan dén mat
thi lyc vinh vzen Linezolid la nguyén nhan phé blen nhdt gdy viém ddy than kinh thi
gidc trong sé tat cd cdc logi thuéc tri lao, chii yéu khoi phdt sau ba thang diéu tri.
Bénh nhdn cé thé bi roi loan thi giac doi xung, tién trién, hai bén, khong dau./Optic
neuritis is an inflammation of the optic nerve eventually resulting in permanent vision
loss. Linezolid is the most common cause of optic neuritis amongst all the TB drugs,
mostly developing after three months of treatment. Patients may develop painless,
progressive, bilateral, symmetrical visual disturbances.

Trong nghién ciru Nix-TB, roi loan than kinh thi giac da dwoc bao cdo o 11% bénh
nhén, hau hét cac BCBL & B¢ 1 hodc B 2. Ghi nhdn 2 truong hop dwoc bao cao la
BCBL nghiém trong véi bénh 1y than kinh/viém ddy than kinh thi gidc, cd hai déu hoi
phuc sau khi ngieng diing Lzd va thi lyc tré lai mike co ban. Dé so sanh, trong cdc thiv
nghiém ZeNix-TB va TB-PRACTECAL, hon 90% nguoi tham gia cé thé hoan thanh
hon 75% liéu lwong va thoi gian dw kién toi da ciia Lzd./In the Nix-TB study, optic
nerve disorders were reported in 11% of the patients, most AEs were Grade 1 or
Grade 2. Two cases were reported as SAE with confirmed optic neuritis/ neuropathy,
both resolved after discontinuation of Lzd, with visual acuity returning to baseline
levels. In comparison, in the ZeNix-TB and TB-PRACTECAL trials, more than 90%
of participants were able to complete more than 75% of the maximal intended dose
and duration of Lzd.

Ddu hiéu ddu tién cia viém ddy than kinh thi gidc thwong la mdt kha ndng phdn biét
mau dé-xanh. Ddu hiéu nay dwoc kiém tra ré rang nhat bdng Test Ishihara hodc nén
stk dung Cac Test kiém tra thi e (vi du biéu do Snellen) de phat hién bat ky ddu hiéu
suy giam thi lirc nao. Xem Phu luc 2 hudng dan chi tiét vé cdc test nay. Luén so sanh
két qua véi két qua sang loc ban dau/két qua triede dé dé xac dinh suw thay doi vé thi
lyc (mau scfc) hodc thi lyc thong thuong. Bénh nhdn co thi luc han ché (dwoi 20/40
hodac 6/12) hoac két qua thi lyc mau bat thuwong trong sang loc ban dau nén duwoc
chuyén dén bdc si nhan khoa dé danh gia./The first sign of optic neuritis is usually
the loss of red-green colour distinction. This is best tested using the Ishihara test or a
visual acuity test (e.g Snellen chart) should be used to detect any sign of visual
impairment. See Annex 2 for detailed instructions on these tests. Always compare
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test result to baseline/previous test to establish a change in (colour) vision or visual
acuity. Patients with limited visual acuity (less than 20/40 or 6/12) or an abnormal
colour vision test at baseline should be referred to the ophthalmologist for an
assessment.

Cdc buée bo sung/Additional steps

Sau khi ngung dung Lzd, tat ca bénh nhan nghi ngo bi viém day than kinh thi
gidc can chuyén dén bdc si nhan khoa dé danh gid va xir 1y ngay./After
discontinuation of Lzd, all patients with suspected optic neuritis should be
referred to an ophthalmologist for immediate evaluation and management.
Néu ¢6 thé dirng thuéc sém, viém ddy than kinh thi gidc thwong cdi thién ngay
sau do./Optic neuritis generally improves following cessation of the offending
drug if it can be stopped early enough.

Néu chan dodn xdc dinh c6 bénh ly than kinh thi gidc, khong sw dung lai Lzd.
/1 optic nerve pathology is confirmed, do not restart Lzd.

Néu chéin dodn khéng lién quan dén Lzd, can nhdc sir dung lai ¢ liéu thdap hon
hodc ngang bang sau khi cdc triéu chieng da thuyén giam va theo doi chdt ché.
/If there is an alternative diagnosis unrelated to Lzd, consider restart at lower
or same dose once the symptoms have resolved and follow up with close
monitoring.

Bénh nhan ddi thdo dwong c6 nguy co cao bi viém day than kinh thi gidc. Bénh
nhdn can dwoc dw phong bang cdch kiém sodt chdit ché dweong huyét/Patients
with diabetes are at increased risk for optic neuritis. They should be managed
with tight glucose control as a means of prevention.

Bing 14. Xir tri lam sang réi loan than kinh thi gidc theo mirc dé nghiém
trongl/Table 14. Clinical management of optic nerve disorder according to
severity grading

Do nghiém Do 1 Nhe Do 2 Trung Do 3 Nang Do 4
trong/Grad | Grade 1 mild binh Grade 3 De doa tinh
e Grade 2 severe mang Grade 4
Severity moderate life-
threatening
Roi loan Khong co triéu | Co triéu Han ché tam Mu (20/200
than kinh | chitng hodc chitng; thi lwc | nhin 6 mdt bi | [6/60] hodc té
thi gidc nhe; chi chan giam vira phai | bénh, thi lyc hon) o mdt bi
/Optic dodn bang (20/40 [6/12] | kém hon 20/40 | bénh
nerve quan sdt hodc | hodc nhiéu [6/12] nhung | IBlindness
disorder bénh nhan hon) hodc giam | tot hon 20/200 | (20/200 [6/60]
khéng thé doc | 2 dong trén [6/60]) hodc or worse) in the
dwoc tir 4 tam | biéu do thi lyc | gidm hon 2 affected eye
tro lén trong (Snellen) hodc | dong (biéu do
bai kiém tra | khong thé doc | Snellen) hodc
thi lyc mau duwoc tir 4 tam khong thé doc
[Asymptomati | tro lén trong diege tir 4 tim

HOI CHONG LAO HOANG GIA HA LAN — KNCV TB PLUS

45



c or mild

bai kiém tra thi

tro lén (kiem

than kinh thi
gidc va chuyén
bac st nhan
khoa /Stop
Lzd
immediately if
there are any
suspicions of
optic neuritis
and refer to an
ophthalmologi
st

thi giac va
chuyén bdc si
nhan khoa
/Stop Lzd
immediately if
there are any
suspicions of
optic neuritis
and refer to an
ophthalmologis
t.

symptoms; lywe mau tra thi luc
clinical or /Symptomatic; | mau)/Limiting
diagnostic moderate vision in the
observations decrease in affected eye;
only or unable | visual acuity visual acuity
to read 4 or (20/40 [6/12] worse than
more plates in | or better) or 20/40 [6/12]
color vision drop of 2 lines | but better than
test on VA 20/200 [6/60])

(Snellen) chart | or drop of more

or unable to than 2 lines

read 4 or more | (Snellen chart)

plates in color | or unable to

vision test read 4 or more

plate (color
vision test)
Xur Dung Lzd Dung Lzd ngay | Dung Lzd ngay | Dung Lzd ngay
ly/Action ngay ldp tirc lp tirc néu c6 | ldp tirc néu cé | ldp tikc néu cé

néu cé bat ky | bat ky nghi ngo' | bat ky nghi ngo | bat ky nghi ngo
nghi ngo nao | ndo vé viém nao vé bénh | nao vé bénh
vé viém dady day than kinh | viém ddy than | viém ddy than

kinh thi giac va
chuyén bdc st
nhan khoa.
Khong s dung
lai néu c6 chan
doan xac dinh
/Stop Lzd
immediately if
there are any
suspicions  of
optic  neuritis
and refer to an

kinh thi giac va
chuyén bdc st
nhan khoa.
/Stop Lzd
immediately if
there are any
suspicions of
optic neuritis
and refer to an
ophthalmologis
t.

Khong su dung | Khong su dung
lai ;rif khi co ophthalmologis lai néu cé chan
chan doan ’ tf DdO not re_Sta_r t doan xdc
khac thay thé | f'_agn‘zjs's IS @inh/Do not
/Do not restart | CONTIMME restart if
unless there is diagnosis is
an alternative confirmed
diagnosis
2.3.4 Kéo dai khoang QT/QT-interval prolongation
46
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Viéc thudc chong lao gdy kéo dai khoang QT trong phdc dé6 BPaLM/BPaL c6 thé lién
quan dén Bdq va Mfx. Ngodi ra, nhiéu loai thudc khéc cé thé gay kéo dai khodng OT
(tham khao https://crediblemeds.org/new-drug-list/), bén canh do la nguyén nhan di
truyén nhw héi chirng OT kéo dai, réi loan dién gidi hodc suy gidp. Cdc logi thube
chong lao khdc c6 thé lién quan dén viéc kéo dai khoing OT c6 thé la
Sfluoroquinolones, delamanid hodc clofazimine./The possible anti-TB drug causing
QT-prolongation in the BPaLM/BPaL regimens can be related to Bdg and Mfx. In
addition, many other drugs can cause QT-prolongation (please refer to
https://crediblemeds.org/new-drug-list/) as well as genetic causes such as long QT
syndrome, electrolyte abnormalities or hypothyroidism. Other anti-TB drugs that can
be associated with QT prolongation can be fluoroquinolones, delamanid, or
clofazimine.

Trong nghién citu Nix-TB, 6 bénh nhan (6%9) bi kéo dai khoang QT do 1 hodc do 2.
Khong BCBL nao trong s6 nay dan dén phdi ngirng phac d6 BPalL. Bedaquiline va
moxifloxacin c6 thé kéo dai khodang QT, tuy nhién, rdt hiém cdc bdo cdo vé BCBL
nghiém trong va tu vong./In the Nix-TB study, 6 patients (6%) developed QT-
prolongation Grade 1 or Grade 2. None of these AE lead to discontinuation of the
BPaL regimen. Bedaquiline and moxifloxacin can prolong QT interval however,
reports of serious adverse events and mortality are rare.

Pé theo déi sw an toan ciia bénh nhén trong qud trinh diéu tri hodc trong thoi gian
theo doi, phai lam dién tdm do trong tat ca cdac tham kham theo lich trinh ciia bénh
nhan. Viéc theo déi b6 sung dwéi hinh thirc tham khdam ddt xudt nén dwoc thue hién
trén cac bénh nhdn gap CAC triéu chirng ldm sang goi ¥ nhiém déc tim nhw nhip tim
nhanh, ngat, danh trong nguwc, suy nhwoc, chéng mdt hodc bénh nhan ¢é khodng OT
kéo dai nhu mé ta trong Bang 10./To monitor patient safety whilst on treatment or
follow up period, ECG should be done during scheduled visits according to the
monitoring schedule in all patients. Additional monitoring in the form of unscheduled
visits can be done for those patients experiencing any clinical symptoms suggestive
of cardiotoxicity such as tachycardia, syncope, palpitations, weakness or dizziness or
patients with QT prolongation as described in Table 10.

Trong qua trinh giam sat:/In the monitoring process:

o Lam dién tam do/Perform ECG

o Ddadnh gia dién tam do va logi trir roi loan nhip tim/Evaluate the ECG and rule
out arrhythmia.

e Tinh khodng OT bang céng thire Fridericia diéu chinh theo nhip tim, cong thic
da dvwoc chung minh la chinh xdac hon o nhip nhanh hodc cham so voi cdac cong
thiee khac. ICalculate QT-interval using the Fridericia's formula which corrects
for the heart rate and has been shown to be more accurate at slower or faster
heart rates than other correction formulae.

Phuwong phdp tinh todn QT: C6 thé sir dung cdc vng dung di dong hodc cong thirc
trén cdac web dé don gian hoa viéc tinh toan. Tuy nhién, khoang RR va QT nén duoc
do thi cong khi neu cé nghi ngo./Methods for QT calculation: There are mobile apps
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or web-based formulas that can be used to simplify the calculation. However, RR and
QT intervals should be measured manually when in doubt.

Ung dung trén di¢n thogi/Smart phone

application

Calculate (Medical Calculator)

4 Q=MD Medical Software

Héo - C T IEE e

&  [ECG:Correct.. * @ <

Questions

QT Correction? Fridericia
QT Interval? 320 msec
Heart Rate? 75 bpm
Results
[comectedfonineval
345 msec

* Open the QxMD app

* Go to cardiology, select ECG
ECG: Corrected QT

QT correction?

Select Fridericia

QT interval ?

Enter uncorrected QT interval
Heart rate?

o Enter HR

QT interval and HR can be taken
from ECG reading or counted
manually when in doubt

o 0O 0O 0 0 O

Mé& app QxMD
PE&n muc tim mach, chon ECG
ECG: QT diéu chinh
Diéu chinh QT?
Chon Fridericia
Khodng QT
Nhép khodng QT chua diéu
chinh

o Nhijp tim

o Nhdp nhijp tim
Khodng QT va nhip tim c6 thé
duwoc thu thap bang doc ECG
hodc dwoc tinh tha céng néu
nghi ngo

O O O O O

Website: http://www.thecalculator.co/health/QTc-Calculator-385.html

QTc Calculator

This QTe calculator estimates the corrected QT interval expressed in seconds or milliseconds and
based on patient's heart rate in beats per minute. Read more on this subject below the form.

Heart rate/Pulse (HR):* 75

* Enter uncorrected QT interval

and heart rate from ECG

reading (or manually counted
if in doubt)

QT interval (QT):* 320

Calculate

|

| Miteeconds ] * Click on “calculate”; four QTc
values will automatically

M QTc Interval by Bazett's formula = 0.358 sec OR 357.8 msec

QTc Interval by Fridericia's formula = 0.345 sec OR 344.7 msec

B QTc Interval by Framingham's formula = 0.351 sec OR 350.8 msec

B QTc Interval by Hodges's formula = 0.346 sec OR 346.3 msec

M RR Interval = 0.800 sec OR 800.0 msec

appear.

* Choose Fridericia, this is

QTcF

* Nhdp khoang OT chua diéu chinh va nhip tim tir két qua ECG (hodc thii cong

néu nghi ngo)

o Chon “Calculate”: 4 gia tri QTcF tw dong hién.

e Chon Fridericia, ddy la QTcF

Poéi véi bang “QTc Nomogram”, xem Phy Iuc 3./For “QTcF Normogram” table, see

Annex 3.

Cdc budc can thue hién & bénh nhéan kéo dai khodang QT do 1 (451-480 ms) hoac do
2 (481 — 500 ms):/Steps to take in a patient with of grade 1 QT prolongation (451-
480 ms) or grade 2 (481 — 500 ms):
o Ldp lai ECG sau it nhdt 30 phit dé xdc nhan gid tri bat thuong./Repeat ECG
after at least 30 minutes to confirm abnormal value.
o Kiém tra tién si triéu chimg cia bénh nhdn — ngat, danh trong nguc,
v.v./Check with patient any history of symptoms — syncope, palpitations etc.
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Theo doi bénh nhan va do lai ECG dya trén lam sang./Monitor the patients
and repeat ECG based on the clinical management.

Xem lai lich suw dung thuéce ciia bénh nhdan d@é tim cdc loai thuéc khdc ngoai
thuéc lao c6 thé gép phdn gdy ra BCBL kéo dai khoang OT ngoai phdc do
BPaLM/BPaL dé ngirng hodc thay thé néu cé thé, xem danh sdch cdc loai thuéc
kéo dai QT tai https://crediblemeds.org/new-drug-list//Review the patient’s
medication history for any possible contributing non-TB drugs associated with
QT prolonging effect apart from the BPaLM/BPaL regimens and discontinue
or replace, if possible, see list of QT-prolonging drugs:
https://crediblemeds.org/new-drug-list/.

Viéc diéu tri AR V thuwong khong dung lai true khi bénh nhan xudt hién tinh trang
khéng on dinh nghiém trong./ARV treatment is usually not stopped unless the
patient is severely unstable.

Néu kali thap, can xét nghiém magié va canxi ion héa dé bir lai néu can. (Néu
khéng thé xét nghiém theo déi, hdy can nhdc ding liéu thay thé magie va canxi
theo kinh nghiém bang dwong uéng)./If potassium is low, always check
magnesium and ionized calcium and compensate as needed. (If unable to check,
consider oral empiric replacement doses of magnesium and calcium).

Bénh nhan co khodng QT kéo dai dp 3 (>500ms) hoac do 4 (>501 hodc >60 ms so
v6i mirc co ban va xodn dinh (TdP) hoiic cdc diu hiéu, trigu chirng ciia réi loan
nhip tim nghiém trong):/Patients with a grade 3 QT prolongation (>500ms) or
grade 4 (>501 or >60 ms change from baseline and Torsade de Pointes (TdP) or
signs and symptoms of serious arrhythmia):

C6 nguy co xodn dinh cao gap 2-3 lan. Nguy co nay ting 1én khi khodng QT
kéo dai ngay cang tang va do do, nhitng bénh nhdn co khoang QT cuc dai
va/hodc bién dang ro rét o song T va U nén dwoc diéu tri thin trong. Néu c6
nguy co xodn dinh cao, bénh nhédn can nhdp vién Va sir dung thiét bi theo doi
nhip tim. Ngirng phéc dé BPaLM/BPaL va cac loai thuéc kéo dai khodng QT,
theo déi chdt ché bang ECG cho dén khi QTcF tré vé dg 1 hodc thap hon./Are
at 2-3 times an increased risk of TdP. This risk increases with increasing QT
prolongation and therefore, patients with extremely long QT and/or marked
deformation of the T and U waves should be treated cautiously. Whenever
possible, hospitalize the patient if there is high risk of TdP and ensure access
to a cardiac monitor. Stop full BPaLM/BPaL regimens immediately and any
other QT prolonging drug and monitor closely with ECG until QTcF has
returned to grade 1 or less.

Sir dung lai phdc d6 BPaL va theo déi ECG chdt ché, it nhat la hang tuan.
/Restart full BPaL regimen with close ECG monitoring initially at least weekly.
Néu khéng thé bt dau lai phdc dé6 BPaLM/BPaL ddy dii trong vong 35 ngay,
can tham van Hoi dong chuyén mén dé xay dung phdc dé diéu tri méi./1f unable
to restart the full BPaLM/BPaL regimens within 35 days, refer to expert TB
committee to construct a new treatment regimen.
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Bing 15. Qudn ly ldm sang khodng QT kéo dai theo mirc dp nghiém trong/Table
15. Clinical management of prolonged QT interval according to severity

grading
D¢ nghiém Do 1 Nhe Do 2 Trung Do 3 Nang Do 4
trong/Grade Grade 1 binh Grade 3 severe | De doa tinh
Severity mild Grade 2 mang Grade
moderate 4 life-
threatening
Gia trl binh [ QTcF 450 — | QTcF481— | QTcF>500 ms | QTcF >= 501
/Norrﬁgal 480 ms 500 ms trén it nhat 2 | hode chénh
VAlues. s v | 16ch >60 ms
Nasn Male ECG riéng bi¢t | '¢cit ~OV TS
cach nhau >30 ‘ZO Vod’l;g’a i
an aau va co
(F /F<e4n7]%l$ns phut, khong co mot trong cdc

ddu hiéu hay
triéu chitng roi
loan nhip tim
nghiém
trong/QTcF>
500 ms on at
least 2 separate
ECGs >30 min
apart, without
signs and
symptoms of
serious
arrhythmia

ddu hiéu sau:
(xodn dinh
hoac nhip
nhanh that da
hinh hodc cac
ddu hiéu/triéu
chitng clia réi
loan nhip tim
nghiém
trong)|QTcF
>= 501 or
>60 ms
change from
baseline and
one of the
following:
(Torsade de
pointes or
polymorphic
ventricular
tachycardia
or signs /
symptoms of
serious
arrhythmia)
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D¢ nghiém Do 1 Nhe Do 2 Trung Do 3 Nang Do 4
trong/Grade Grade 1 binh Grade 3 severe | De doa tinh
Severity mild Grade 2 mang Grade
moderate 4 life-
threatening
Xur ly/Action Theo doi e Theo doi e Nhdp vién, e Nhdp vién,
ECG chat ECG chdt kiém tra va kiém tra va
ché hon (it ché hon; it b6 sung dién | b sung
nhat 1a nhat la gidi khi can | dién gidi
hang tuan) hang tudn thiét/ khi can
cho dénkhi | cho dén khi Hospitalize, | thiét/
QTcF tro QTcF tro check, and Hospitalize,
ve dé 1/ lai dudi do replace check, and
Monitor 1/Monitor electrolytes replace
ECG more ECG more as necessary | electrolytes
closely (at closely; at | e Dung phdc as
least least d6 BPaL va | necessary
weekly) weekly tt ca cdc e Dirng phdc
until QTcF | until QTcF logi thuéc dé BPalL va
has has nghi ngo tat ca cdc
returned to returned to khac, ké ca loai thuéc
less than less than cdc thuéc nghi ngo
grade 1 grade 1 khong phdi khac, ké ca
Xet nghiém | e Xeét nghiém thuée laol cdc thubce
dién gigi do | dién gidi Stop the khong phdi
va thay thé dé va bé BPaL thuéc laol
khi cdn sung khi regimen and Stop the
thiét/Check | can all other BPaL
electrolytes |  thiét/Check suspected regimen
and replace electrolytes causative and all
as and replace drugs, other
necessary as including suspected
Kiém tra necessary non-TB causative
nguyén e Kiém tra drugs drugs,
nhén tiém nguyén e Kiém tra cdc including
an khdc va | nhan khac nguyén nhan non-TB
co xur ly va co xu ly khac va xu ly drugs
phu hop/ phu hop/ phu o Kiém tra
Check for Check for hop/Check Cac nguyeén
other other for other nhan khac
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D¢ nghiém Do 1 Nhe Do 2 Trung Do 3 Nang Do 4
trong/Grade Grade 1 binh Grade 3 severe | De doa tinh
Severity mild Grade 2 mang Grade
moderate 4 life-
threatening
potential potential potential va xir ly
causes and causes and causes and phu
manage manage manage hop/Check
accordingly | accordingly | accordingly for other
o Lap lai ECG potential
trong vong causes and
>24 gio - < manage
48 gio, cho accordingly
dén khi QTcF | o Lap lai
< 500 ms/ ECG trong
Repeat ECG vong >24
after >24 gio - < 48
hours but < gio, cho
48 hours, dén khi
until QTcF < QTcF <
500 ms 500 ms/
Repeat
ECG after
>24 hours
but < 48
hours, until
QTcF <
500 ms

2.3.5 Nhiém déc gan/Hepatotoxicity

Nhiém djc gan cO cac ddu hiéu dac trung nhw buén nén, non, vang da, nudc tiéu
vang, phdn nhat, mét moi va giam cam gidc théem an khi men gan tang cao./Hepatitis
Is characterized by nausea, vomiting, jaundice, scleral icterus, tea-colored urine, pale
stool, fatigue, and diminished appetite in the setting of elevated liver function tests.

Tang nhe men gan, ddac biét vao thoi diém sang loc ban dau, cé thé lién quan dén
bénh lao hon la BCBL tir viéc diéu tri. Viém gan ciing cé thé khéng cé triéu chimg va
chi biéu hién khi men gan tang (transaminase, bilirubin)./Mild elevation of liver
enzymes, especially at baseline, may be related to TB disease rather than an adverse
effect of treatment. Hepatitis can also be asymptomatic and only show in increased
liver enzymes (transaminases, bilirubin).
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Nhiém déc gan o bénh nhdn dwoc diéu tri bcfng phac d6 BPaLM/BPal cé thé lién
quan dén Bdg va Pa. Trong nghién ciru Nix-TB, hau hét cac BCBL nhiém djc gan &
do 1 hoac do 2. Phac do BPaL da bi gian dogn o 8 bénh nhan do tang
transaminase/men gan va ton thwong gan do thuéc. O 8 bénh nhin nay cdc bién co
da dwoc xir Iy VA stk dung lai phdc dé BPaL, bénh nhdn hoan thanh ddy di thoi gian
dieu tri du kién./Hepatotoxicity in patient treated with the BPaLM/BPaL regimens
can be related to Bdg and Pa. In the Nix-TB study, most hepatic disorder AEs were
grade 1 or grade 2. The BPaL regimen was interrupted in 8 patients due to increased
transaminases/hepatic enzyme and drug-induced liver injury. In all 8 patients, the
events resolved and BPaL was restarted, resulting in full completion of the intended
length of therapy.

Bang 16. Xur tri ldm sang tinh trang men gan tang cao theo mirc dp nghiém
trong/Table 16. Clinical management of elevated liver enzymes according to
severity grading

Do nghiém Do 1 Nhe Do 2 Trung binh | Dy 3 Nang Do 4
trong/Grad Grade 1 mild Grade 2 Grade 3 | Pe doa tinh
e moderate severe mang
Severity Grade 4
life-
threatenin
g
ALT /AST |>ULN -3.0x >3.0-5.0x ULN |[>5.0-20.0 | >20.0x
ULN x ULN ULN
Bilirubin >ULN -1.5x >15-3.0xULN |>3.0-10.0 |>10.0x
ULN x ULN ULN
Xir Tiép tuc phic do. | Ti iefp tuc phdc do Dung phac | Dung phac
Iy/Action Bénh nhan nén diéu tri. Bénh dé BPalL dé BPalL
duwoc theo doi cho | nhan nén duoc day du, bao | day du, bao
dén khi khoi bénh | theo déi cho dén | gém cd cdc | gom ca cdc
(tré vé mikc co khi khéi bénh (tré | logi thuée | logi thudc
ban) hodc 6n dinh | vé mirc co bdn) khéng phdi | khdng chita
mikc tang hodc 6n dinh mire | thudc lao; lao khac;
AST/ALT./Continu | tang do LFT do LFT
e treatment AST/ALT./Continu | hdang tudn. | hang tuan.
regimen. Patients | e treatment Viéc dieu | Viéc dieu
should be regimen. Patients | tri cé thé | tri c6 thé
followed until should be dwoc bat | dwoc badt
resolution (return | followed until dau lai sau | dau lai sau
to baseline) or resolution (return | khi xu Iy khi xu ly
stabilization of to baseline) or dwoc doc doc tinh
AST/ALT stabilization of tinh (men (men gan
elevation AST/ALT gan tré vé | tré vé P

HOI CHONG LAO HOANG GIA HA LAN — KNCV TB PLUS

53



elevation do do 1) 1)/Stop full
/Stop full BPaL
BPaL regimen,
regimen, including
including other non-
other non- | TB drugs;
TB drugs; | measure
measure LFTs
LFTs weekly.
weekly. Treatment
Treatment | may be
may be reintroduce
reintroduce | d after
d after toxicity is
toxicity is | resolved,
resolved, (liver
(liver enzymes
enzymes returned to
returned to | Grade 1)
Grade 1)

Cdc buée bé sung trong truong hop nhiém déc gan:/Additional steps from those in
Table 16 in case of hepatotoxicity:

Xem xét cdc nguyén nhan tiém dn khdc nhw HIV, viém gan siéu vi (4, B, C),
rirou, cdc loai thuée khac./Consider other potential causes such as HIV, viral
hepatitis (A, B, C), alcohol, other drugs.

Trong treong hop dong nhiém HIV, NVP va/hodc cotrimoxazole c6 thé la
nguyén nhan gdy nhiém doc gan, néu bénh nhan da diéu tri ARV trén 6 thing
thi khé c6 kha nang déy la nguyén nhédn va nén tiép tuc diéu tri ARV, nhung
nén dung cotrimoxazole./In HIV co-infection, NVP and/or cotrimoxazole can
be a cause of hepatotoxicity, if patient has already been on ART regimen for
more than 6 months it is unlikely that this is the underlying cause and ART
should be continued, but cotrimoxazole should be stopped.

Trirong hop VANG DA: Ngirng tdt cd céc logi thuéc chéng lao cho dén khi
khoi bénh./In case of JAUNDICE: Stop all anti-TB drugs until resolution.
Kiém tra ALT/AST/bilirubin mdi tuan mét lan./Check ALT/AST/bilirubin once
a week.

Sir dung lai phdc dé BPaLM/BPaL day dii khi men gan tré vé mizc co ban hodc
it nhat la P 1 va theo dbi AST/ALT/bilirubin hang tudn trong thing dau tién
va sau do la hang thang./Reintroduce full BPaLM/BPaL regimens once liver
enzymes return to baseline or at least Grade 1 and monitor AST/ALT/bilirubin
weekly for the first month and then monthly.

Néu khéng thé bt dau lai phdc dé6 BPaLM/BPaL ddy dii trong vong 35 ngay,
tham van Hoi dong chuyén mén dé xdy dwng phéc dé diéu tri méi./If unable to
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restart the full BPaLM/BPaL regimens within 35 days, refer to expert TB
committee to construct a new treatment regimen.

Tdng men gan khi sang loc ban dau:/Increased liver enzymes at baseline:

Nhitng bénh nhdn bi c0 tang transamin nhe (<3xULN) co thé dwoc coi la doi twong
tiém nang dé thu nhan vao phac d6 BPaLM/BPalL. Nhitng bénh nhan nhiw vay can
dwoc sang loc can thin vé viéc sir dung rieou va cdc chat gdy nghién khac. Can nhdc
thwc hién siéu am bung trong truong hop co yéu té nguy co nhlem doc gan (bang
chitng xo gan, ung thu biéu mé té bao gan, cé truéng). Loqi trir tdt cd cdc yéu to nguy
co VA ¢6 thoi gian “riva tréi” néu bénh nhan dang ding thudc hodc chdt anh hwéng
dén men gan./Patients with mild pre-existing transaminitis (<3x ULN) can be
consider a candidate for BPaLM/BPaL treatment initiation. Such patients should be
carefully screened for alcohol and other substance use. Consider performing an
abdominal ultrasound in case of risk factors for hepatotoxicity, (evidence of cirrhosis,
hepatocellular carcinoma, ascites). Rule out all contributing factors and allow a
washout period if the patient is taking medication or substance impacting on the liver
enzymes.

2.3.6 Cac BCBL khac/Other adverse events

Tét ca BCBL phdi dwoc phdn logi theo thang mirc d6 nghiém trong chung (xem Bang
8, trang 19). Viéc quan Iy cac BCBL ndy phai tudn theo Huong dan quéc gia, bao
gom cd viéc ghi nhdn va bdo cdo. Tat cd cdc bénh nhdn cé BCBL (nghiem trong),

dan dén viéc ngimg sir dung phdc dé6 BPaLM/BPalL day di can dwoc héi chan Hi
dong chuyén mén./All other adverse events should be graded according to the general
severity grading scale (see Table 8, page 19). Management of these AEs should be
according to National guidelines, including recording and reporting. All patients with
a (serious) adverse event, resulting in discontinuation of the full BPaLM/BPaL
regimens, should be discussed with the expert TB committee.

C6 mét s6 BCBL nhat dinh can dwoc chil ¥y do ¢co thé lién quan dén mot trong cac
AESI hodc dan dén gidn doan diéu tri va can dwoc quan 1y can than./There are certain
adverse events which require attention as they may be related to one of the AESI or
lead to treatment interruption and should be manage carefully.

Buén nén va nén/Nausea and vomiting

Buon nén la mét réi logn dic trung boi cam giac buén nén va/hodc muén nén va nén
la mét réi loan ddc trung boi hanh déng phdan xa ddy chdt chira trong da day qua
dwong miéng. Nhitng BCBL nay thuong gdp & nhitng bénh nhdn dang diéu tri Lao
khdng thuéc do sir dung thudc chéng lao hodc c6 thé la dau hiéu/triéu chimg ciia
nhiém djc gan./Nausea is a disorder characterized by a queasy sensation and/or the
urge to vomit and vomiting is a disorder characterized by the reflexive act of ejecting
the contents of the stomach through the mouth. These AEs are frequent in patients
taking DR-TB treatment due to the anti-TB drugs or they can be signs and symptoms
of hepatotoxicity.
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O bénh nhdn buén nén va nén, can logi trir cic nguyén nhdn nghiém trong hon gay
buén nén va nén (vi du: viém gan, ngé doc thie pham, viém da day, cdp civu ngoai
khoa, v.v.)./In patients with nausea and vomiting, rule out more serious causes of
nausea and vomiting (e.g hepatitis, food poisoning, gastritis, surgical emergency etc.).

Bing 17. Xir tri buon nén va nén/Table 17. Management of nausea and
vomiting

Metoclopram | Buon nén | 10 mg, 30 phit truée | Tdc dung phu: buon ngi, hiém

ide va nén/ khi ding thuéc lao, ¢é | hon la nhirc dau, dau bung, co
Vién Nausea thé tang lén 20 mg neu thdat co mdat va co, keo dai khoang
10mg/10 mg and bénh nhan van ndn /10 | QT /Adverse events: drowsiness,

vomiting | mg, 30 minutes before | very rarely headache, abdominal
taking TB drugs, can | upset, muscle spasm of face and
be increased to 20 mg | neck muscles, QT prolongation
if patient continue
vomiting

tablet

Ondansetron | Buén nén | 8 mg, 30 phiit truée Tdc dung phu: rat hiém, kéo dai
Hydrochlorid | va nén/ khi dung thuoc laol8 | khoang QT/ Adverse events: very

e Nausea mg, 30 minutes before | rare, QT prolongation
vVien and N taking TB drugs

8mg/8mg vomiting

tablet

Cdc thuéc kiém sodt tic dung phu, chc{ng han nhw metoclopramide, ondansetron
thwong dwoc sur dung dé kiém sodt buén nén va nén, cé tac dung kéo dai khodng QT
va can sur dung can trong ¢ nhitng bénh nhdn bi kéo dai khoang QT./Side effect
medications, such as metoclopramide, ondansetron which are commonly used in the
management of nausea and vomiting, have QT interval prolonging effects, and should
be used carefully in patients with QT interval prolongation.

Dzeu chinh liéu sau khi non: kha nang hdp thu thudc trong vong 30 phiit dau sau khi
uong thuoc la rdt it, do d6, néu bénh nhdn non ngay sau khi uéng (trong vong 30 phuit
sau khi uéng thuéc) thi nén uong lai toan bé liéu thudc./Dose replacement after
vomiting: the likelihood of drug absorption within the first 30 minutes of drug intake
Is very unlikely, therefore patients who vomits immediately after (within 30 minutes
of the dose intake) should have the whole dose re-administered.

Chirng khé tiéu (¢ néng)/Dyspepsia (heartburn)

Réi loan ddc trung bdi cam gidc khé chiu, thwong la dau da day do hé tiéu hoa bi suy
giam chitc nang. Cdc triéu chitng bao gom néng rdt da day, day hoi, ¢ néng, buon
ndn va non./A disorder characterized by an uncomfortable, often painful feeling in
the stomach, resulting from impaired digestion. Symptoms include burning stomach,
bloating, heartburn, nausea, and vomiting.
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Bing 18. Diéu tri chirng khé tiéu va viém da day/Table 18. Management of
dyspepsia and gastritis

Omeprazole O nong 20 mg méi ngay mét lan/20 | Tdc dung phu rat hiém.
Vién nang 20 Viem da | M9 once daily Doi khi co the gay ha
mg/20 mg day Néu viém da day ning, c6 thé | Ma8Le mau dai dang co

thé dan dén kéo dai

capsule Heartburn | diing 20 mg x 2 ldn/ngdy khodng OT/ Adverse
oang 8157

trong thoi gian ngan./\f

Gastritis severe gastritis, 20mg twice EVeNts: very rare. May
daily can be given for a short occasionally cause
time refractory

hypomagnesaemia
which can lead to QT
prolongation
Ranitidine O nong 150mg hai lan mdi ngay Tdc dung phu: cé thé
Vién nang Viem da | /150mg twice daily gay viém da day tdi phat
150mg/150mg | day neu ding kéo dai. It
tablet Heartburn hieu qua hon
- omeprazole /Adverse
Gastritis events: may cause

rebound gastritis if used
on a prolonged basis.
Less effective than
omeprazole

LUU Y: Tranh sir dung thuéc khdng axit do twong tdc véi thuée chéng lao. Chi nén
sir dung trong nhitng truong hop ddc biét va dwoc ding it nhat 2 gio trude hodc 2
gio sau khi ding thuoc lao./NOTE: Avoid the use of antacids due to interactions with
anti-TB drugs. They should only be used in exceptional cases and given at least 2
hours before or 2 hours after the TB drugs.

Hg Kali mau/Hypokalaemia

Thirong gdp ¢ bénh nhan diéu tri Lao khdng thudc. Nguyén nhéan phé bién nhat c6
thé la nén va tiéu chay. Mot nguyén nhan khdc la do thuée chong lao dang tiém - tuy
nhién ddy khong phai la nguyén nhdn déi véi nhitng bénh nhéan dang sir dung phdc
d6 BPaLM/BPaL. Cén theo déi cdn thin nhitng bénh nhdn ding thudc trc ché bom
proton (vi du Omeprazole) vi thudc nay gdy ha magie mdu dai ding cé thé dan dén
ha kali mau gép phan kéo dai khodang QT./JCommon in patients receiving DR-TB
treatment. The most common causes can be vomiting and diarrhoea. Another cause
Is related to injectable anti-TB agents which the patient may be on — however this
should not be the cause for patients in the BPaLM/BPaL regimens. However, careful
monitoring should be applied to patients on proton pump inhibitors (e.g Omeprazole)
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as it causes refractory hypomagnesemia which may lead to hypokalaemia
contributing to QT interval prolongation.

Bing 19. Xir tri ha kali mau/Table 19. Management of hypokalaemia

Nong dp Liéu lwong thuéc Khi néo cin theo doi nong dg
K*(theo KCI (600 vién)/KC1 | K+:/When to monitor K* levels:
mmOI/_L)/K+ Drug dosages (600 Can xét nghiém lgi som hon néu bénh
level (in tablet) nhan co cac triéu chung lién tuc hodc
mmol/L) néu c6 nguy co (nhw trén)/Repeat test
earlier if patient has continuous
symptoms or if risk patient (see above)
30-34 (M6 |KCl2vién3lanmdi | Xét nghiém lai sau 2 tuan, néu K+
1/grade 1) ngay /KC1 2 tablets 3 | binh thuwong thi gidm liéu KCI xuéng
times per day con 1-2 vién, ngay 2 lan. Theo doi
creatinine va kali hang thang/Repeat
tests after 2 weeks, if normal K* level,
reduce the dose of KCI to 1-2 tablets 2
times daily. Monitor creatinine and
potassium on monthly basis
2.5-2.9 (Do KCl2 vién4 dén 6 | Xét nghiém lai sau 3 ngay. Néu K+
2/grade 2) 1an mot ngay/KCl 2 | khdng tang thi bé sung magie ciing voi
tablets 4 to 6 times a | KCI. Cdn nhdc nhdp vién dé truyén
day tinh mach KCI (chuyén sang dg 3)/
Repeat tests after 3 days. If the K*
Ngoai ra, ké don level does not increase, give
thudc magie (1 vién | magnesium supplement together with
Mg2+ mdi ngay vao | KCI. Consider hospitalization for IV
budi tbi)/Also, infusion of KCI (becomes grade 3)
prescribe magnesium
tablets (1 tablet of
Mg?* a day in the
evening)
2.0-2.4(D6 | Nhdp vién. Truyén Xét nghiém lai hang ngdy cho dén khi
3/ grade 3) kali va magié. Khi mire K+ trén 2,5 va hét triéu chimg ha

muc K+ trén 2,5 thi
chuyén sang diéu tri
bang dwong uong
/Hospitalization.
Infusion of potassium
and magnesium. Once
K™ level is more than

kali mau/Repeat tests daily until K*
level is more than 2.5 and the
symptoms of hypokalaemia disappear
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2.5, then change to
oral therapy

<2.0 (b0 Nhu Do 3/As per K+ hai lan méi ngdy cho dén khi mirc
4/grade 4) grade 3. K+ trén 2,5 va hét triéu chirng ha kali
mau/Twice daily K™ until K* level is
more than 2.5 and the symptoms of
hypokalaemia disappear.

Dau khoplviem khop (Bénh viém gan)/Arthralgia/arthritis (Tendinopathy)

Pau khép hodc viém khép co thé lién quan dén bénh viém gan do Moxifloxacin gay
ra. Cac FQ nhw Mfx, c6 thé gay ton thuwong bénh ly 6 mé gan (bénh & gan). Nhing
tac dung phu nay co thé xdy ra trong vong vai gio sau khi bar dau diéu tri hodc vai
thang sau khi ngirng si dung cac logi thuoc ndy. Trong mét sé trieong hop, viéc sir
dung FQ ¢ thé ddn dén dit gan hoan toan va gay tan tdt nghiém trong vé sau. Bénh
nhén diéu tri bdng phac d6 BPaLM nén dwoc kiém tra bénh ly vé gan dé quyét dinh
thu nhdn hogc loai tree/ Arthralgia or arthritis can be a related to Moxifloxacin induced
tendinopathy. FQs such as Mfx, can cause pathologic lesions in tendon tissue
(tendinopathy). These adverse effects can occur within hours of commencing
treatment or months after discontinuing the use of these drugs. In some cases, FQ
usage can lead to complete rupture of the tendon and substantial subsequent disability.
Patients receiving BPaLM should be examined for tendinopathy to confirm or role
out.

Triéu chizng phé bién nhdt la dau, thwong khoi phat dét ngét va c6 thé kém theo céc
dau hiéu viém va sung cdp tinh. Siéu am va chup céng hwong tir déu cé dé nhay va
dé dac hiéu cao dé hé tror chan dodn lém sang bénh viém gan./The most common
presenting symptom is pain which is usually of a sudden onset and may be
accompanied by acute signs of inflammation and swelling. Ultrasound and magnetic
resonance imaging are both sensitive and specific for assisting in the clinical
diagnosis of tendinopathy.

Xir 1y: 1buprofen 400 - 800mg, 2-3 lan/ngay trong bita an khi can thiet (Néu khang
thé dung nap ibuprofen do dau da day, co thé sir dung Paracetamol 1000mg téi da 4
lan mai hgay). Néu viém gdan dé 2 tré 1én, can nhdc tam dieng MfX va tiép tuc diéu tri
theo phdc d6 BPal./Management: Ibuprofen 400 - 800mg two to three times per day
with a meal as needed (If ibuprofen cannot be tolerated because of stomach upset,
paracetamol 1000mg up to 4 times daily can be used). If grade 2 or higher
tendinopathy, consider suspending Mfx and continue with the BPalL treatment
regimen.

3 Quan ly bénh di kem/Management of concomitant disease
4.1 SARS-CoV-2 (COVID-19)/SARS-CoV-2 (COVID-19) disease
SARS-CoV-2 (Covid-19) la mgt bénh nhiém tring dwong hé hdp do logi vi-rit Corona
maéi xudt hién gdy ra, chii yéu ldy tir nguwoi sang nguoi qua cdc giot ban dwong hé

59
HOI CHONG LAO HOANG GIA HA LAN — KNCV TB PLUS



hdp thodt ra khi nguwoi nhiém bénh ho hodc hdt hoi. Vi cdc giot bin thuong roi trong
pham vi vai mét nén khd nang Iy truyén sé giam néu giit khoang cdch it nhat 1,5 — 2
m hodc tranh tiép xiic véi cdc bé mdt phoi nhiém./SARS-CoV-2 disease (COVID-19)
IS a respiratory tract infection caused by a newly emergent coronavirus which is
primarily spread from person to person through respiratory droplets released when an
infected person coughs or sneezes. Because droplets usually fall within a few metres,
the likelihood of transmission is decreased if people remain at least 1.5 — 2 m apart
or avoid encountering infected surfaces.

Thoi gian 1 bénh trung binh, tir khi tiép xiic dén khi khéi phat triéu chitng, la khodng
4 dén 5 ngay va 97,5% bénh nhén triéu chirmg néu cé sé xudt hién trong vong 11,5
ngay sau khi nhiém bénh. Céc triéu ching ciia SARS-CoV-2 giong nhw cdc triéu
chitng ciia bénh lao va c6 thé bao gom sot, ho, dau hong, khé chiu, mat khiru gidc va
dau co. Mot s6 bénh nhén xudt hién cdc triéu churng o dwong tiéu hoa, bao go”‘m chan
an, buén nén va tiéu chay. Hau hét nhitng nguwoi mdac bénh COVID-19 déu biéu hién
bénh nhe hodc khéng bién chieng. Tuy nhién, nhitng truong hop ndng can phdi nhdp
vién va hé tro oxy./The median incubation period, from exposure to symptom onset,
is approximately 4 to 5 days, and 97.5% of patients who are symptomatic will have
symptoms within 11.5 days after infection. SARS-CoV-2 symptoms are like TB
symptoms and may include fever, cough, sore throat, malaise, anosmia, and myalgia.
Some patients reported gastrointestinal symptoms, including anorexia, nausea, and
diarrhea. Most people with COVID-19 develop mild or uncomplicated illness.
However severe cases require hospitalization and oxygen support.

Cdc yéu t6 nguy co dan dén bién chitng ciia COVID-19 bao gém tudi cao (vi du: >65
tu6i), bénh tim mach, bénh phéi man tinh, ting huyét dp, dai thdo dwong va béo phi.
Cac chuyén gia vé lao lo ngai rang bénh lao ciing cé thé la mét yéu t6 riii ro dan dén
két qua diéu tri kém, mdc di hién chwa ¢é nhiéu bang chirng cho nhdn dinh trén.IRisk
factors for complications of COVID-19 include older age (e.g., >65 years),
cardiovascular disease, chronic lung disease, hypertension, diabetes, and obesity.
There are concerns amongst TB experts, that TB may also be a risk factor for poor
outcomes, although published evidence of this is currently lacking.

Piéu tri COVID-19 nhin chung mang tinh hé tro. C6 thé la diéu tri néi trii hodic ngoai
tri theo quy trinh cua quoc gia. Can gidm thiéu viéc gidn doan diéu tri bénh lao va
né lic tiép tuc diéu tri khi i an toan/Treatment of COVID-19 is generally supportive.
This may be in-or outpatient care as per local protocols. Interruption to TB treatment
should be minimized and all efforts should be made to continue care where it is safe
to do so.

Phwong phdp diéu tri bang thuéc (vi du dexamethasone) cé thé dwoc xem xét theo
hiweéng dan quoc gia. Bat ky logi thude nao dwoce dé xudt diéu tri déu can dwoc kiém
tra twong tac thuéc. Loi ich - riii ro cua viéc dinh chi diéu tri lao can dwoc nhém diéu
tri va Hoi dong chuyén mén xdc dinh ré rang./Pharmacological treatments (e.g
dexamethasone) may be considered according to local guidelines. Whichever drugs
are proposed as therapies, drug to drug interactions need to be checked for. The risk
benefit of suspending TB treatment should be determined in conjunction with the
treatment team and TB Expert committee.
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Can thiét ldp sw hop tdc giita cdc chuyén gia quan 1y bénh lao va COVID-19 dé c6
phirong dn diéu tri an toan va hiéu qud cho bénh nhdn. ICollaboration should be
established with the COVID-19 and TB expert management teams for the safe and
effective treatment for the patient.

4.2 Ddi thdao dwong (DM)/Diabetes mellitus (DM)

Pdi thdo dwong la mét nhém bénh chuyén héa ddc trung béi tinh trang tang dwong
huyét man tinh do thiéu hut tiét insulin, tdc dung cua insulin hodc ca hai. Pdi thao
dwong gdy ke ché mién dich dang ké dan dén nguy co mdc bénh lao cao hon do tai
hoat dong hodc tdi phdt va két qua diéu tri kém hon. Can cé cdch tiép cdn qudn 1y
bénh nhén ddi thdo dwong dé hé tro diéu tri dai thdo dwong trong khi dang dung
phdc do BPaLM/BPaL do déc tinh chong chéo. Bénh nhdn ddi thao dwong cé nguy
co cao bi duc thuy tinh thé, bénh vong mac, bénh thdn, bénh than kinh ngoai bién va
bénh tim man tinh va can dwoc danh gid can than vé tién sir bénh ly./Diabetes mellitus
Is a group of metabolic diseases characterized by chronic hyperglycaemia resulting
from defects in insulin secretion, insulin action, or both. Amongst sufferers, it confers
significant immunosuppression leading to a higher risk of TB disease due to
reactivation or relapse and poorer treatment outcomes. There should be an approach
for management of diabetic patients to support diabetic therapy whilst on a
BPaLM/BPaL regimen due to overlapping toxicities. Diabetic patients are at higher
risk for cataract, retinopathy, nephropathy, peripheral neuropathy, and chronic heart
disease. Patient should be carefully evaluated for pre-morbid disease.

Néng d¢ glucose c6 thé tang trong thoi gian mdc bénh lao va trong thoi gian dzéu tri.
Bénh nhdn ¢é thé yéu cau tang cuong dzeu tri bénh dai thao duong va dé xudt nay
dwoc can nhdc thin trong. O mét s6 quic gia, bac si ngi tiét la sé la bdc si chinh
trong diéu tri bénh tiéu dwong chinh, & mét sé qudc gia khac thi ddy la nhiém vu cua
bdc si cham séc sirc khée ban ddau. Dii la ai thi ciing cdn xdy dung maoi quan hé hop
tdac chat ché trong giai doan dau diéu tri Lao khdng thudc va tudn thi cdc huéng
dan quéc gia kém theo./Glucose levels may increase during TB disease and the
treatment period. Patients may require escalation in their treatment of the DM, and
this should be reviewed carefully. In some countries, local endocrinologists are the
principal diabetic care provider, in others this may be the primary health care doctors.
Whoever it is, a close collaboration should be formed in the early phase of DR-TB
treatment and the local guidelines followed.

Duéi day la mét vi du hon vé cach tiép cdn tirng bude doi véi diéu tri bénh ddi théo
dwong type 1l (Bang 20)./Below is an older example of a stepwise approach to type
Il diabetic therapy (Table 20).

Tuy nhién, liéu phap ha dwong huyét can dam bdo toan dién va phil hep véi ting cé
nhdn theo hwéng ddn quoc gia./However, glucose lowering therapy should be
comprehensive and individualised according to the local guidelines.

Bang 20. Quéan ly bénh dai thao dwong typ II/Table 20. Management of type |1
diabetes mellitus

Budc 1/Step 1 | Bwéde 2/Step | Buwée 3/Step 3 Budc 4/Step 4
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2

Thay doi l6i Thém Thém INSULIN Thém INSULIN
song [Lifestyle | Glibenclamid | /Add INSULIN /Adjust INSULIN
changes Add
+ Glibenclamide Tiép tuc Tham khdo néu kiém sodt
METFORMIN Metformin insulin kém /Refer if
Tiép tuc Continue poorly controlled on
Metformin Metformin/ Thay insulin
Continue doi 16i séng Cdn bang riii ro véi loi ich
Metformin [Lifestyle va tranh ha dwong huyét
Thay doi Ioi changes /Balance risks with
song/Lifestyle | Gidm mot nia benefits and avoid
change liéu .
Glibenclamid hypoglycemia

/Halve the dose
of Glibenclamide

>

4.3 Quan ly bénh nhan ddng nhiém Virus gy suy giam mién dich &
ngwoi/Management of patients co-infected with Human Immunodeficiency
Virus

Twwong tac gitta Bedaquiline voi ART: Khi su dung két hop bedaquiline va efavirenz
(EFV), EFV da dwoc ching minh la lam giam nong do Bdq tir 20-50%. Cac nghlen
ciru vé twong tdc thuéC véi cde nghién ciru liéu don va mé hinh hén hop phi tuyén
tinh cho thdy khéng cé twong tic ddng ké ndo giita Bdq va nevirapine (NVP). Mot
nghién civu twong tw véi Bdg va lopinavir/ritonavir cho thdy cé sy twong tdc ddang ké
giira viéc gia tang nong do Bdg va chat chuyén héa M2./Bedaquiline interactions with
ART: When bedaquiline and efavirenz (EFV) are used in combination, EFV has been
shown to decrease the concentration of Bdq by 20-50%. Drug-drug interaction studies
with single dose studies and non-linear mixed effects modelling have suggested no
significant interactions with Bdq and nevirapine (NVP). A similar study with Bdq
and lopinavir/ritonavir suggests there is a significant interaction with an increase in
the levels of Bdg and its metabolite M2.

Twong tdc Pretomanid véi diéu tri ARV: Trong nghién citu chéo nhan mé giai doan
1 & nhitng nguwoi tinh nguyén khée manh, sau 1 tudn sir dung két hop EFV va Pa dan
dén giam nong do Pa véi gid tri Pa mau twong doi & nong do tO,l da (Cmax), dién tich
duoi dwong cong cua thoi gian tap trung tir 0 dén 24 gio va nong do day (Cmin) giam
twong ung 28%, 35% va 46%, trong khi nong do EFV thay doi khong ding ké. Y
nghia lam sang cua viéc giam nong do Pa nay van chwa ré rang. Twong tac gitra
lopinavir/ritonavir va Pa khéng déang ké va tirong tw véi NVP hodc NRTI./Pretomanid
interactions with ARV treatment: In a phase 1 open label cross-over study in healthy
volunteers 1 week of combined EFV and Pa resulted in a reduction in Pa levels with
plasma Pa values for maximum concentration (Cmax), area under the concentration-
time curve from 0 to 24 hours, and trough concentration (Cmin) were reduced 28%,
35%, and 46%, while EFV levels were not significantly changed. The clinical

62
HOI CHONG LAO HOANG GIA HA LAN — KNCV TB PLUS



significance of this reduction in Pa levels is not clear. Interactions between
lopinavir/ritonavir and Pa were not significant, and similarly interactions with NVP
or NRTIs are thought not to be significant.

Tét ca cdc loai thudc chéng lao khdc duwoc sur dung dé diéu tri Lao khang thuée, bao
gom ca Dlm, déu khéng ghi nhédn vé twong tac thuoc véi cdc nhom thuéc ARV thuwong
duoc swr dung. [All other anti-TB drugs used for the treatment of DR-TB, including
DIm, do not have documented significant drug-drug interactions with the commonly
used ARV drug classes.

Duea trén cdc bang chitng néu trén, cé nhitng lo ngai lién quan dén viéc sir dung mot
s6 phwong phdp diéu tri ARV cu thé & bénh nhan dimg Bdg va/hodc Pa. Do d6, huwéng
dan dwoc dira ra dé hé tro quan 1y bénh nhéan dong nhiém lao/HIV bang phdc do
BPalL (tham khdo Bdng 3). Can tudn thii toi da cdc hwéng dan diéu tri HIV ciia quoc
gia, tuy nhién néu cé khé khan, cé thé tham van Hoi dong chuyén mén dé xdy dung
phdc do diéu tri phit hop./Given the evidence above, there are concerns regarding the
use of some specific ARV treatments in patients taking Bdqg and /or Pa. Therefore,
guidance is given to support on the management of TB/HIV co-infected with HIV
taking the BPaL treatment regimen (refer to Table 3). The local HIV treatment
guidelines should be followed as much as possible but if there are difficulties in
designing a regimen, the TB Expert committee can be consulted for further support.

4 Quadn ly qua lieu/Management of overdose

Néu bénh nhdn ding qud liéu bat ky loai thuéc thanh phan ndo cia phdc dé
BPaLM/BPaL, hwdng xit Iy sé dwoc xdc dinh dwa trén loai thudc quda liéu ciing nhu
cdc triéu chimg, dau hiéu ciia bénh nhan. Vi du, néu bénh nhén c6 ngat, thuc hién
ECG dé xdc dinh c6 kéo dai khoang QTc hay khong. Phuwong dan diw phong la chuyen
bénh nhdn di kham mat, bdt ké viéc Lzd c6 dwoc xdc dinh 14 thude dung qua liéu hay
khong./If a patient takes an overdose of any of the component drugs of the
BPaLM/BPaL regimen, the appropriate management of such a patient will be
determined by which of the component drugs the patient has overdosed on, and the
symptoms and signs that the patient may present. For example, if the patient presents
with syncope, performing an ECG to determine whether the QT is not prolonged,
would be the appropriate action. A precautionary step would be to refer the patient
for ophthalmological examination, irrespective of whether Lzd is deemed the drug
taken in excess.

5 Tai kham bénh nhan gip bién cé bat lgi/Rechallenging a patient who
develops an adverse event

Khuyén cdo chung la khi bénh nhén dwgc dimg lai thube, nén tdi sir dung dong thoi
cd 3 hodc 4 logi thuéc dé tranh cdc nguy co trong thoi gian don tri liéu. Pong thoi
kiém tra nguyén nhan cdc nguyén nhan gdy ra BCBL cu thé. Vi du, liéu phdt ban lan
rong cé thé lién quan dén cdc logi thuéc ding dong thoi, chang han nhw ARV hodc
thuoce diéu tri nhiém trung co hoi, vi du: cotrimoxazole ¢ bénh nhdn nhiém HIV./A
generic recommendation would be that when a patient is re-challenged, all 3 or 4
drugs should be re-started at the same time to avoid any risk of a period of
monotherapy. Also investigate if there could be another reason for the specific AE.
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For example, could a widespread rash be related to concomitantly taken medicines,
such as ARVs or drugs given for an opportunistic infection, e.g., cotrimoxazole in
PLHIV patients.

Tuy nhién, cé nhiéu logi phdt ban dwoc quan sat thay khi sir dung phdc dé BPaL. O
nhém bénh nhdn BPaL OR ¢ Philippines trong dw dn LIFT-TB, phat ban hodc ton
thwong da dwoc tim thdy ¢ 24% bénh nhan. Tuy nhién, tdt ca déu dwoc xir Iy bang
diéu tri triéu chung don gian hodc thdm chi khong can diéu tri./However, a variety
of rashes are observed with the use of the BPaL drugs. In the Philippines BPaL OR
patient cohort under the LIFT-TB project, a rash or a cutaneous lesion were seen in
24% of patients. All resolved however with simple symptomatic treatment, or even
with no treatment.

6 H& tro tuan tha dieu tri/Adherence and Patient Support

Nhiém/mdc lao cé thé la mot trdi nghiém kho khan vé mdt tinh than doi véi bénh nhén
va gia dinh, su ky thi ldu dai voi bénh, thoi gian diéu tri kéo dai va tac dung phu cua
thubc c6 thé can tré viéc tudn thii diéu tri; cac yéu té ndy cé thé dan dén tram cam,
lo ling va gdy nhiéu khé khdn hon doi voi viéc tudan thu diéu tri. Do do, gido duc sirc
khée nén dwoc thuc hién lién tuc trong suét thoi gian a”zeu tri va viéc tw van nén dwoc
thwc hién thwong xuyén, cho du bénh nhdn co gap van dé véi viéc tudn thii dieu tri
hay khéng. Cdc yéu t6 sau ddy can dwoc xem xét khi gidi quyét cac khé khan:/TB
infection/disease can be an emotionally devastating experience for patients and their
families, while stigma attached to the disease, the long duration of TB treatment and
drug side effects may interfere with treatment adherence. These may lead to
depression, anxiety and further jeopardize treatment adherence. Health education
should be seen as an ongoing process throughout the treatment period. Thus,
counselling should be performed on a regular basis, whether adherence problems
exist or not. The following factors should be considered when addressing the
challenges:

e Quan ly tac dung phu (BCBL),Side effects (adverse event) management;

e Gido duc sitc khde va tam quan trong cia viéc tudn thi diéu tri;/Health
education and importance of adherence to treatment;

e Ho tro di lgi/Transportation support;

e Kho khan tai chinh, va/Financial difficulties; and

e Ho tro tam Iy xd héi/Psychosocial support.

Viéc quan Iy kém cdc tic dung phu (BCBL) thuong dan dén viéc bénh nhén bo tri.
Viéc hop tac chat ché voi bénh nhdn truoc va trong qud trinh diéu tri la rat quan
trong. Viéc quan 1y cdc tac dung phu (BCBL) c6 thé can nhiéu cdch tiép cdn khéc
nhau dé kiém sodt day dii cac triéu chitng. Cung cdp théng tin ré rang cho bénh nhan
va y td/nguwoi ho tro DOT vé viéc ghi nhédn va bdo cdo kip thoi, thoi gian va cdch sie
dung thuéc kém theo nham tranh tinh trang bénh nhan bi qua tai voi nhiéu loai thuéc
cung lic. Can dam bdo bénh nhdn tham gia vao viéc qudn 1y cdc tdc dung phu cang
nhiéu cang tot./Poorly managed side effects (adverse events) generally lead to patient
abandoning treatment. It’s good to collaborate with patients prior to initiation and
during the whole treatment period to manage expectations. Management of side
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effects (adverse events) may require different approaches to get adequate symptom
control. Give clear information to patients and DOT nurses/supporters on timely
detecting and reporting, duration and how best to administer the ancillary drugs to
avoid overloading patient with many drugs at once. Give the patients as much as
possible to participate in the side effect management.

Can phdai luwong truoc cac van d@é xa hoi nhue khé khan vé di lai va/hodc thiéu hut thu
nhdp. Néu c6 thé, hdy danh gid cdach bénh nhdn quan 1y nguén tai chinh ciing nhu
cung ccfp khodn hé tro vé di chuyén, hé tro xd hoi hodc thuc phcfm./SOCial issues such
as difficulty with transportation and/or inadequate income should be anticipated. If
possible, assess how the patient is managing financially. Where possible provide
transportation reimbursements, social or food packages.

Viec sur dung chat gay nghién, dac biét la lam dung ruwou rat ph(f bién & mot s6 khu
viee. Bénh nhan cé thé khong tiét 16 diéu nay truoc khi bat dau diéu tri va ciing co thé
bat chwoc mét s6 hoi chung. Bénh nhan doi khi co thé bi ap luyc khi thuc hién cdc
hoat dong thong thuong nhw di lam hodac di hoc do bi ky thi. Nhitng bénh nhan nay
va gia dinh ho can dwoc hé tro thém vé tam ly xd hoi va co thé duwoc huwong loi tir sy
hé tro ciia nhdn vién tw van./Substance use, particularly alcohol abuse is common in
certain areas. Patients may not have disclosed it prior to treatment initiation and may
also mimic mood disorders. Patients may sometimes be under pressure to continue
their usual activities such as work or school due to stigma. These patients and their
families need extra psychosocial support and may benefit from counsellor support.

7  Theo doi sau diéu tri | Post-treatment follow-up

Viéc theo doi sau diéu tri la rat quan trong, nham danh gia hiéu quda cua phdc dé va
phat hién som vigc tai phat. Sau khi hoan tdt diéu tri, bénh nhan cdn dwoc théng bdo
vé nguy co tdi phat va nén quay lai dé danh gid ldm sang trong truong hop co bat ky
triéu chung nao lién quan dén bénh lao, bao gom ca viéc theo doi BCBL. Bénh nhdn
ciing nén duoc khuyén cdo tdi kham & thoi diém 6 va 12 thang sau khi két thiic diéu
tri, bao gom danh gid lam sang, kiém tra thi luc, sang loc nhanh bénh Iy than kinh
ngoai bién, chup X-quang nguc va ldy mau dom dé xét nghiém SOl truee tiép va nudi
cdy. Néu c0 chi dinh, can do dién tdm do, xét nghiém cong thirc mdu toan phan, chirc
ndng gan hodc dién giai do./Post-treatment follow up is important to assess the
effectiveness of the regimen and detect any relapse early. After completion of
treatment, patients should be informed of the risk of recurrent TB and advised to
return for clinical assessment in case of any TB symptoms, including follow-up of
AEs. Patients should also be advised to return for post-treatment follow up 6 and 12
months after completion of treatment, which includes a clinical evaluation, vision
tests, brief peripheral neuropathy screening, chest X-ray and collection of a single
sputum specimen for smear and culture. If indicated also repeat ECG, FBC, liver
function, or electrolytes.

Néu bénh nhén c6 két qua cdy dieong tinh dwoc ghi nhén trong thoi gian theo déi sau
diéu tri, nén thuc hién KSP sau diéu tri, bao g5m cd Bdq, Pa va Lzd. Can thuc hién
gidi trinh tir thé hé tiép theo va so sanh véi mdau dom sang loc ban dau dé phdn biét
gifta tdi phdt va tai nhiém. Néu két qud nudi cdy dwong tinh ma khéng cé dau hiéu
hay triéu chitng ldm sang hodc tinh trang xdu di trén phim X quang, mau dom thir
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hai sé dwoc thu thgp sau 30 ngay dé xét nghiém soi tryc tiép va nuédi cdy dudi dang
chiing phdn ldp d@é soi truc tzep hodc nuéi cay ma khong co dau hiéu lam sang hodc
X quang sau khi hoan thanh diéu tri, cung cdp bang chirng dé xdc dinh 1ao tai phat.
Ldn tham khdm vao thang thir 6 va 12 ciing nén dwoc dwa vao chirong trinh theo doi
thwong quy doi véi bénh nhan lao khdang thuée./In a patient who has a positive culture
documented during the post-treatment follow-up period, a post-treatment DST should
be performed, including for Bdg, Pa and Lzd. Next generation sequencing should be
done and compared to the sputum sample frozen at baseline to differentiate between
relapse and reinfection. If the culture is positive without clinical signs and symptoms
or radiographic deterioration, a second sputum specimen will be collected 30 days a
part for smear and culture as an isolated positive smear or culture without clinical or
radiographic deterioration after treatment completion provides insufficient evidence
to define recurrent TB. These visits at months 6 and 12 should also be incorporated
into the routine monitoring for DR-TB patients.
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Phu luc 1. Sang loc so' bé bénh Iy than kinh ngogi bién /Annex 1. Brief

Peripheral Neuropathy Screen

I. Phdn loai triéu chiung chu quan/Grading of subjective symptoms
Yéu cau bénh nhan danh gia mirc d6 nghiém trong ciia ting triéu ching theo thang
diém tir 01 (nhe) dén 10 (ndng nhét) dbi véi ban chan/chan phai va chan trai. Nhap
diém cho ting triéu chirng vao cac cot duoc danh diu Phai va Trai./Ask the patient
to rate the severity of each symptom on a scale from 01 (mild) to 10 (most severe)
for right and left feet/legs. Enter the score for each symptom in the columns marked

Right and Left.

Binh Trung binh/Mild ----==-==- o=

thuong/ | ------------ Nang/Severe

Normal

00 01 | 02 | 03 | 04 | 05| 06 | O7 | O7 | 09 | 10
Triéu chung/Symptoms Phai/Right | Trai/Left

a. Pau, nhirc hodc néng rdt & ban chdn, cang
chan/Pain, aching, or burning in feet, legs

b. “Ram ran va cam gidac kim cham” ¢ ban chan,
chan ton tai it nhat 2 tuan /*“Pins and needles”
in feet, legs present for at least 2 weeks

c. Te (mdt cam gidc) o ban chdn, chan kéo dai it
nhat 2 tuan INumbness (lack of feeling) in
feet, legs present for at least 2 weeks

Sir dung diém céng cao nhat theo bang trén dé tinh diém bénh Iy than kinh theo cam
gidc chu quan /Use the single highest severity score above to obtain a subjective

sensory neuropathy score

Diém bénh Iy than kinh theo cam Micc d§ nang/
gidc chii quan/Subjective Sensory Severity
Neuropathy Score grade

00 0
01-03 1

04 - 06 2
07-10 3

14 Developed and validated by the National Institutes of Health—funded AIDS Clinical Trials Group
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ii. Banh gia cam giac rung/Evaluate Perception of Vibration
Giai thich quy trinh cho bénh nhan trucc khi tien hanh thir nghiém./Explain the
procedure to the patient before conducting the test.

Nén cdc dau ciia Gm thoa 128 Hz vira @i dé cdc canh cham vdao nhau. Pat am thoa
rung /én mot diém néi trén xwong cé tay hodc ban tay cua bénh nhan dé bénh nhén
nhén biét do rung hodc tiéng "y 0" ciia dm thoa. Mot lan nita, nén cdc dau cia am
thoa vira dit manh dé hai bén cham vdo nhau. Ngay lap tirc dat am thoa rung lén dau
khép lién dot xa (DIP) cua mot ngon chan cdi va bat dau dém gidy. Hu’ong dan doi
twong cho bdc si biét khi nao tiéng "i u" dirng lai. Ldp lai trén ngén chdn cdi con
lai./Compress the ends of a 128-Hz tunmg fork just hard enough that the sides touch
each other. Place the vibrating tuning fork on a bony prominence on the subject's
wrist or hand for the patient to recognize the vibration or "buzzing" quality of the
tuning fork. Again, compress the ends of the tuning fork just hard enough that the
sides touch. Immediately place the vibrating tuning fork gently but firmly on the top
of the distal interphalangeal (DIP) joint of one great toe and begin counting the
seconds. Instruct the subject to tell you when the "buzzing" stops. Repeat for the other
great toe.

Sor do bén dudi minh hoa vi tri dat am thoa (theo Nhom lam viéc quo”'c 1é vé ban chén
nguoi bénhddi thao dwong, Hudng dan thwe hanh vé qudn 1y va phong ngiva cho bénh
nhan dai thao dwong, 2007)/The diagram below illustrates where to place the tuning
fork (adapted from International Working Group on the Diabetic Foot, Practical
guidelines on the management and prevention of the diabetic, 2007)

Nhén thirc cam giac
rung/ Vibration Két qua/Result Piém/Score
perception

Cam giac > 10 gidy/ Felt
> 10 seconds

Binh thuong/Normal 0
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Cam giac tir 6-10 Mat cam giac murc do 1
gidy/Felt 6-10 seconds | nhe/Mild loss

Mat cam giac muc do
trung binh/Moderate 2

Cam giac < 5 giay/Felt

<5 seconds

loss
Khong cam thay/Not Mat cdm giac mirc do 3
felt nang/ Severe loss

lll. Panh gia phan xa gan sdu/Evaluate Deep Tendon Reflexes

Khi doi twong ngoz nguoi kiém tra dimg mét tay an 1én mu ban chdn, uén cong mdt
cd chén ciia doi twrong mét goc 90 dg. Sau do, nguwoi kiém tra dung biia phdan xa danh
vao gan Achilles. Phan xa gan duoc ban tay cua nguoi kham cam nhan nhw mot dong
tac gdp long ban chdn, xudt hién sau khodng thoi gian ngdan ké tir thoi diém gan
Achilles dwoc tac dong. Co thé yéu cau ddi twong nam chdt tay truée khi phan logi
la khong co phan xa./With the subject seated, the examiner uses one hand to press
upward on the ball of the foot, dorsi flexing the subject's ankle to 90 degrees. Using
a reflex hammer, the examiner then strikes the Achilles tendon. The tendon reflex is
felt by the examiner's hand as a plantar flexion of the foot, appearing after a slight
delay from the time the Achilles tendon is struck. Use reinforcement by having the
subject clenching his/her fist before classifying the reflex as absent.
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Phu luc 2. Kiém tra thi luc/Annex 2. Vision Tests
1. Biéu d0 Snellen/The Snellen Eye Chart 1°

E 1 20/200 6 / 60

F 20/100
o ' P

Nn

T o 3 2070 %
BT 4 B s20 T OZ4 ¢
g
PECFD s 2m 6/215 L PED
EDFC2ZP 6 20/30 2
6/12 PECPFD £
FELOPZD 7 2025 6/9 - S
DEFPOTEC 8 20/20
_—
rEron»recT 9 6/8 FELOPZD
""""" “? 6/6 DEFPOTEGC
E—

o Biéu do Snellen la cong cu kiém tra thi luc hodc d6 sdc nét cua thi luc trung
tam. Biéu do cé thé sir dung hé do lwong Anh quéc hodc hé mét, nhu trong hinh
trén/The Snellen Eye Chart is a tool to test for visual acuity or sharpness of
central vision. The chart can have an imperial or metric scale, as shown in the
pictures above

e Biéu d6 dwoc chudn héa vé kich thuée va dé twong phan nén khéng dwoc sao
chép hodc tw lam; can s dung mét biéu dé chinh thire ¢é san./The chart is
standardized for size and contrast and so do not photocopy or make your own;
rather, get a chart that is officially available.

e Biéu do hién thi 11 hang chit in hoa kém cdc con sé. Dong dau tién chi cé mét
chiv cdi rdt 16n. M6i hang tiép theo sau dé cé sé lwong chir cdi tang 18n va kich
thudc nho hon./1t usually shows 11 rows of capital letters. These are numbered.
The first line has one very large letter. Each row after that has increasing
numbers of letters that are smaller in size.

Kiém tra thi lyc bang Biéu @6 Snellen/Performing visual acuity testing using the
Snellen Eye Chart

1> Steven Sue. Test distance vision using a Snellen Chart. Community Eye . 2007 S Health ep; 20(63): 52.
PMCID: PMC2040251 PMID: 17971914 https://www.ncbhi.nlm.nih.gov/pmc/articles/PMC2040251/
(Accessed 3 Jun 2020)
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1. Dam bdo danh sdang ty nhién hodac do chiéu sang (6t trén biéu do./Ensure
good natural light or illumination on the chart.

N

. Giai thich quy trinh cho bénh nhan/Explain the procedure to the patient.

3. Ddt vi tri cho bénh nhdn, ngoi hodc dirng, cdch biéu do 20 feet (twong
dwong 6 met)/Position the patient, sitting or standing, at 20 feet away (or 6
metres) from the chart

4. Néu bénh nhan hién dang svr dung kinh cdn, cé thé deo kinh nhung can ghi
chép chii ¥ la thiee hién kiém tra khi deo kinh. Tdt ca cdc bai kiém tra thi
luc vé sau cia bénh nhéin cing can dwoc thuc hién khi deo kinh.1f the
patient is currently using distance spectacles, he/she may wear them, but
keep in mind to put on record that the test was done with spectacles on. All
future vision tests will be done with spectacles on.

5. Kiém tra tirng mdt riéng biét, mat “kém” trurde./Test each eye separately,
the “bad” eye first.

(o]

. Che mét mdt (vi du: bdang mét mdnh gidy) va dé bénh nhan doc tir trén
xuéng dén dong chit nhé nhdat ma bénh nhdn cé thé nhin thday. Bénh nhdn
c6 thé dimng long ban tay nhung phdi dam bdo tay sach. Néu deo kinh, to
gidy hodc Iong ban tay sé che trén mdt kinh./Cover one eye with an occluder
(e.g a piece of paper) and let him/her read out from top down to the smallest
line of letters he/she can see. The patient may use the palm of his hand but
make sure his/her hand is clean. If with spectacles, the paper or palm is on
top of the glass.

7. Dé tinh diém, hay tham khao s6 bén canh dong chir cai, vi du: 20/200 hodc
6/60 cho dén 20/20 hodc 6/6. Dong nho nhdt bénh nhdn cé thé doc duoc
(VA) sé dwoc biéu thi ¢ dang phdn s6, vi du: 20/50 hodc 6/15. Tir s6 cho
biét khodng cdch tir biéu do dén bénh nhan (20 feet hodc 6 mét) va mdu sé
la khodng cdch tinh bang feet hodc mét ma mdt nguoi binh thiong khéng
bi suy yéu thi e c6 thé nhin thdy biéu d6./To score, refer to the number
next to the line of letters, e.g., 20/200 or 6/60 up to 20/20 or 6/6. The
smallest line he can read (the VA) will be expressed as a fraction, e.g 20/50
or 6/15. The upper number refers to the distance the chart is from the patient
(20 feet or 6 metres) and the lower number is the distance in feet or metres
at which a person with no impairment should be able to see the chart.

8. Lap lai quy trinh trén mdt con lai./Repeat the procedure on the other eye.
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9. Ghi lai thi lyc (VA) ctia mdi mat, ghi rd c¢6 diéu chinh (deo kinh) hay khong,
vi du:/To document, record the visual acuity (VA) for each eye, stating
whether it is with or without correction (spectacles), for example:

Thi luc mcftphdi = 20/20 hay | Thi lyc mat trdi = 20/50 hay
6/6 c6 kinh/Right VA = 20/20 | 6/15 c0 kinh /Left VA =
or 6/6 with correction 20/50 or 6/15 with correction

o Mat phai c6 thé doc dugc dén dong thir 8 va thi luc 13 20/20 hodc 6/6 khi
deo kinh. Bénh nhan duogc coi la c6 thi luc binh thuong, c6 nghia 1a bénh
nhan c6 thé nhin thdy nhitng gi mot ngudi binh thuong c6 thé nhin thiy
trén biéu d6 thi luc khi dimg cach biéu d6 20 feet hodc 6 mét./The right
eye was able to read up to the 8™ line and the vision is 20/20 or 6/6 with
glasses on. He/she is considered to have normal visual acuity. This
means that he can see what an average person can see on an eye chart
when standing 20 feet or 6 metres away.

o Mit trai chi doc dugc dén dong thir 4 va thi luc 13 20/50 hodc 6/15 khi
deo kinh. Piéu niy c6 nghia la bénh nhan c6 thé nhin thdy nhiing gi mot
ngudi binh thudng cé thé nhin thiy trén biéu d6 khi dung cach xa biéu
d6 50 feet hodc 15 mét./The left eye was able to read up to the 4" line
only and the vision is 20/50 or 6/15 with glasses on. This means that
he/she can see what an average person can see on an eye chart when
standing 50 feet or 15 metres away.

10. Trong truong hop bénh nhdn khéng thé doc dwoc chir cdi 16m nhdt (trén
cung) & khodng cdch 20 feet hodc 6 mét, di chuyén bénh nhdn dén gan biéu
dé hon, moi lan tir 1-3 feet hodc mdt mét cho dén khi cé thé nhin thdy chir
Cai trén cing, két qua ghi nhdn 17/200 néu bénh nhén & cdach xa 17 feet
hodc 5/60 néu bénh nhin & cdch xa 5 mét, v.v./In case the patient cannot
read the largest (top) letter at 20 feet or 6 metres, move him closer to the
chart, 1-3 feet or one metre closer to the chart at a time, until the top letter
can be seen — the VA will then be recorded as 17/200 if patient was 17 feet
away or 5/60 if the patient was 5 metres away etc.

11. Néu khéng thé doc chir trén cimg & khodng cdch 3 feet (3/200) hodc mot
mét (1/60), nguoi do gio ngon tay o cdc khodang cach khac nhau duoi 3 feet
hodc 1 mét va kiém tra xem bénh nhéan cé dém dwoc hay khong. Ghi lai két
qud theo cach dém ngén tay (CF). Két qua: VA = CF./1f the top letter cannot
be read at 3 feet (3/200) or one metre (1/60), hold up your fingers at varying
distances of less than 3 feet or 1 metre and check whether the patient can
count them. This is recorded as counting fingers (CF). Record as: VA = CF.
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12. Néu bénh nhan khéng thé dém ngon tay, hay vdy tay va kiém tra xem bénh
Nhan cé nhin thdy khéng. Két qua ghi lai dwdi dang chuyén dong cia tay
(HM). Két qua: VA = HMIf the patient cannot count fingers, wave your
hand, and check if he can see this. This is recorded as hand movements
(HM). Record as: VA = HM

13.Néu bénh nhdn khéng thé nhin thdy cir déng ciia tay, hdy chiéu dén pin vao
mdt bénh nhdn tir bon huéng cia géc phan tw. Ghi chép vao bénh dn &
trong goéc phan tw nhdn biét anh sang (PL hodc \) hodc khong nhdn biét
anh sang (NPL hodc X). Cach ghi chép:/If the patient cannot see hand
movements, shine a flashlight toward his eye from four directions of a
guadrant. Record this in the documentation, in the relevant quadrant, as
perception of light (PL or V), or no perception of light (NPL or X). Record

as.
Thi lyc mat | NPLor | NPLor | Thi lvc mat | PLorN | NPL or
phai=/Right X X trai=/ Left X
VA= VA =
NPL or | NPL or PLorV | NPLor
X X X

o Mat phdi khéng nhdn biét dwoc dnh sang & cd 4 géc phan tw./The right
eye had no light perception in all 4 quadrants.

o Mt trdi c6 thé cam nhdn dwoc dnh sang ¢ goc phan tw trén va dwdi bén
trai nhung khéng cam nhéan dwoce dnh sang & géc phdn tw trén va dudi
bén phdi./The left eye was able to perceive light on the left upper and
lower quadrants but not on the right upper and lower quadrants.

2. Biéu d6 mit chir “E”/The “E” Eye Chart

Con duoc goi la Biéu d6 mat “Chir E xoay” dwoc s dung cho bénh nhan
khéng biét doc (mir chit) hodc tré nhé khéng biét bang chit cdi. Thay vi sir dung
cdc chir cdi khdc nhau, biéu do mdt “Chit E xoay” sir dung chit E in hoa xoay
vé cdc hwéng khdc nhau. Bdc si nhdn khoa yéu cau nguoi dwoc kiém tra sir
dung ngén tay cia ho dé chi huéng ma “ngon tay” cia chiv E dang chi./Also
called the “Tumbling E” Eye Chart, it can be used by people who cannot
read(illiterate), or by young children who don’t know the alphabet. Instead of
using different letters, the “Tumbling E” eye chart uses a capital letter E that
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faces in different directions. The eye doctor asks the person being tested to use
their fingers to show the direction in which the “fingers” of the E are pointing.®

2w 91

3 W m-

E =S

EW3IEM:*»
@ m3 3 WwWw

(3 ]

(] ]

a E3wuwumEeES3

5 T EEEE RN

WO N O & W N

Hudng dan bénh nhdn khi chi vao tieng chiv cdi trén méi dong:/Instruction to the
patient as you point to each letter on each line:

1. Yéu cau bénh nhan chi theo hwéng phan hé cia chir cai/Ask the patient to point
in the direction toward which the open end of the letter is facing

2. Thiee hién theo quy trinh va phwong phdp ghi chép twong tw nhw trong Biéu dé
Snellen./Follow the same procedure and recording methods as in the Snellen
Eye Chart.

3. Kiém tra thi luc Peek/Peek Acuity test ¥/
Peek Acuity la ung dung kiém tra thi luc trén dién thoai thong minh dwoc phat trién
boi cdc chuyén gia nhin khoa nham cho phép moi ngwoi kiém tra thi luc bang dién
thoai théng minh Android. Peek Acuity givip sang loc va xdc dinh nhitng nguoi can
kiém tra thém. Ung dung khéng nham muc dich thay thé cdc phwong phdp kiém tra
chi tiét tir mot chuyén gia nhan khoa. Peek Acuity la mét vng dung déc ldp, chi cung
cdp thang do vé thi lwc va thé hién két qud trc quan/Peek Acuity is a smartphone-
based vision check app developed by eye experts to allow anyone to check visual

16 Celia Vimont. All About the Eye chart. American Academy of Ophthalmology. 30 November 2016.
https://www.aao.org/eye-health/tips-prevention/eye-chart-facts-history (Accessed on 5 June 2020)

7 hitps://www.peekvision.org/en GB/peek-solutions/peek-acuity/
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acuity using only an Android smartphone. Peek Acuity helps screen and identify
people who need further examination. It is not intended to replace detailed
examinations from a qualified eye health professional. Peek Acuity is a standalone
app, which only provides a measure of visual acuity and a visual representation of the
result.

Peek Solutions
Find out more

Tinh nang va loi ich/Features and benefits

e Dd dwoc chitng minh c6 dg chinh xdc ngang bang cdc test kiém tra thi luc
thong thuong trong cdc nghién cuu twong tu/Proven to be as accurate as
conventional vision tests in peer-reviewed research.

o Sir dung nhanh chéng va dé dang bang hwéng dan theo tirng bude./Fast and
easy to use with step-by-step tutorial.

o Két qud chinh xdc va cé thé Idp lai.lAccurate and repeatable results.

o Cdch trinh bay két qua va dé gidi thich cho bénh nhdn /Creates a visual
representation of results for easy explanation to patients.

e Bao gém phdn vi du mé phéng gip gidi thich két qua cho bénh nhan./Includes
simulated representation that helps explain results to patients.

o Sirdung cdc tir ngii trong tw nhw “dém ngén tay”, “chuyén déng tay” va “nhdn
thiee anh sang”./Includes equivalents of “count fingers”, “hand movement”
and “light perception”.

o KHONG thu thdp bat ky dir liéu nhdn dang cd nhdn nao./Does NOT collect
any personally identifiable data.

o Diém duoc tinh theo don vi tiéu chuan cia Biéu do Snellen - bao g&m hé mét
(6/6) va hé don vi Anh (20/20) - va LogMAR (0,0)./Scores are provided in
standard units of Snellen - including metric (6/6) and imperial (20/20) - and
LogMAR (0.0).

C6 hai phién ban Peek Acuity cho tai MIEN PHI tir Google Play:/There are two
versions of Peek Acuity available to download FREE from the Google Play store:

e Peek Acuity Pro la dich vu y té loai 1 dd dwgc ding ky CE, ¢6 san & cdc quoc
gia da dwoc dang ky sw dung./Peek Acuity Proisa CE registered class 1
medical device available in countries where it is registered for use.

e Peek Acuity khdng dwoc ding ky sit dung trong hé thong y té va cé san trén
toan cau./Peek Acuity is not registered for medical use and is available
globally.

Piéu quan trong la can lién tuc cdp nhdt ung dung dé nhéan dwoc cde ban cdp nhdt
ky thudat moi nhat. Cdc phién ban cii cua ung dung co thé khong dam bao hoat dong
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chinh xdc trén cdc hé diéu hanh méi nhat. Cam dam bdo thuce hién kiém tra hiéu
chinh thii ¢céng, nhw dwoc mé ta & day, trude khi sir dung g dung dé do thi e Nt
Is important to always keep the application up to date so that you receive the latest
technical updates. Older versions of the app may not function correctly on the latest
operating systems. Please ensure you perform the manual calibration check, as
described here, before using the application to measure visual acuity.

Kiém tra Peek Acuity khong thé hién sw khdc biét vé so6 dong ma bénh nhdn co thé
doc nhu trén biéu do Snellen, vi vdy can doi chiéu lai véi biéu do Snellen, (xem phan
1) dé xdac dinh mirc giam Vvé s6 dong, vi du: thi luyc ban dau do véi Peek 1a 616, lan
kiém tra thir hai sau 2 tudan cho két qud do véi Peek la 6/9, ddy la mire gidm 2
dong./With the Peek Acuity test, it is not possible to see the difference in number of
lines that a patient can read like on a Snellen chart, so please check result against a
picture of a Snellen chart, (see under 1) to identify the drop in number of lines, e.g
first test at baseline Peek vision was 6/6, second test after 2 weeks Peek vision result
Is 6/9, this is a drop of 2 lines.

Cach thuc hién Peek Acuity:/How to perform the Peek Acuity:
https://www.youtube.com/watch?v=Xw3gMLjdpfM

- Gidi thich quy trinh cho bénh nhdn./Explain the procedure to the patient.

- Puing cdch bénh nhin 2 — 3 mét va dam bdo cam dién thoai ngang tam
mat./Stand 2 — 3 meters away from the patient and make sure to hold the
smartphone at eye level.

- Vuét man hinh dién thoai theo hiéng bénh nhan chi cho dii céu trd sai. ISwipe
the phone screen in the same direction as the patient points even if the answer
IS not correct.
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Néu bénh nhén cho biét khong nhin thdy chit cdi thi hdy ldc dién thoai dé
chuyén sang dong tiep theo./If the patient indicates that he/she cannot see the
letter, then shake the smartphone and it moves to the next line.

Nguroi kham phdi luén theo déi phan iing ciia bénh nhdan va khéng can nhin
man hinh dién thoai./The examiner should always watch on the patient
resposes and there is no need of watching the screen of the smartphone.

Khi két thic kiém tra, dién thoai sé rung bado diém trén man hinh
smartphone./At the end of the test the phone will vibrate indicating the test
score on the smartphone screen.

Pua két qua cho bénh nhan va gidi thich ¥ nghia, ghi lai diém kiém tra lam két
qua kiém tra thi lyc./Show the score to the patient and explain what does it
mean. Do not forget to record the test score as the VA test result.

Néu khéng la test sang loc ban dau thi can so sanh két qua véi cdc lan kiém
tra trudc dé dinh so dong bi giam neu co./1f this is not a basline test, then

compare the result with previous tests to see if there are drops in the number
of lines.

Kiém tra thi lwe mau /Ishihara color vision test 18

Ishihara Color Blindness Test Plate 1 Ishihara Color Blindness Test Plate 4

Ishihara Color Blindness Test Plate 2 Ishihara Color Blindness Test Plate 5

Ishihara Color Blindness Test Plate 3 Ishihara Color Blindness Test Plate 6

Biéu do Ishihara la céng cu kiém tra tinh trang thiéu thi lwc mau phé bién nhdt, ngoai
ra ciing co nhitng test khac test H-R-R, test D-15 hodc D-100./To test for color vision

18 Ishihara Charts. https://www.challengetb.org/publications/tools/country/Ishihara_Tests.pdf (Accessed 31 Mar

2020)
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deficiency, the Ishihara test is the most common tool, but there are other tests
including the H-R-R. test, the D-15, or D-100 tests.

Biéu do da dwoc chudn héa vé kich thude va do tiwong phdn, do d6, khéng nén sao
chup, sw dung test truc tuyén hodc tw lam biéu do vi do chinh xdc cia thang mau la
rdt quan trong.The chart is standardized for size and contrast and so do not
photocopy, use online tests, or make your own because accurate color scales are
Important.

Biéu dé kiém tra thi lyc mau Ishihara bao gom tdp gidy, méi trang cé mét mau hinh
tron (hodc "tam") bao gom nhiéu cham c6é mau sdc, dé sang va kich ¢é khdac nhau.
Biéu do kiém tra thi lwe mau Ishihara hoan chinh bao gom 38 tam, c6 nhitng phién
ban “ngdn hon” gom 24 hodc 14 tam, nhung 11 tam ddu tién rat hivu ich dé kiém tra
kha nang nhin mau ciia bénh nhan Lao khdng da thuéc/khang Rifampicin (MDR-IRR-
TB) khi sang loc ban dau va trong qud trinh theo déi./The Ishihara Color Vision Test
Chart consists of a booklet, each page containing a circular pattern (or “plate™)
comprising many dots of various colors, brightness, and sizes. The complete Ishihara
Color Vision Test contains 38 plates, there are “shorter” versions of 24 or 14 plates,
but the first 11 plates are useful to test the color vision of MDR-/RR-TB patients at
baseline and during follow-up.

Thue hién kiém tra thi lwc mau bang Biéu d@d thi lwec mau Ishihara/Performing

colour vision testing using the Ishihara Color Vision Chart

1. Pam bao du danh sang tw nhién trong phong. Khong nén dung anh sang mdt troi
triec tiép do cé thé lam thay déi bong dé./Ensure good natural light in the room.
Direct sunlight may alter the shade and is therefore not advisable.

2. Gidi thich quy trinh cho bénh nhdn./Explain the procedure to the patient.

3. Dé bénh nhdn ngéi thodi mdi trén ghé./Position the patient, such that he sits
comfortably on a chair.

4. Néu bénh nhan hién dang sir dung kinh cdn, c6 thé deo nhung can ghi lai rang bai
kiém tra dd dwoc thuc hién khi deo kinh. Tat cd cdc bai kiém tra thi luc trong
twong lai sé dwoc thuc hién khi deo kinh./If the patient is currently using distance
spectacles, he may wear them but keep in mind to put on record that the test was
done with spectacles on. All future vision tests will be done with spectacles on.

5. Kiém tra tirng mat riéng biét./Test each eye separately.

6. Che mét mdt. Bénh nhén cé thé ding long ban tay nhung phdi dam bdo tay sach.
Néu deo kinh, dung cu che can ngoai mdt kinh./Cover one eye with an occluder
like a paper. The patient may use the palm of his hand but make sure his hand is
clean. If with spectacles, the paper or palm is on top of the eyeglass.
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7. Cdc tdm Ishihara dwoc ddt cach bénh nhdn 75 cm véi cdc vong tron ¢ ngang tam
mat/The Ishihara plates are shown 75 cm away from the patient with the circles at

eye level.

8. Bénh nhdn phai doc tirng tam trong vong 5 gidgyl/The patient must read each plate

within 5seconds.

a. Bénh nhan co thi lvc mau binh thuong sé co thé nhin thd'y mét con s6 hodc
ky hiéu dwoc phdan biét dwoc véi cdc cham xung quanh/A patient with
normal color vision will be able to see a number or symbol that is
distinguishable from the surrounding dots if.

b. Bénh nhan bi suy giam thi lyc mau sé khong thé nhin thd'y s6 hodc ky hiéu

hodc cé thé gdp khé khén trong viéc phédn biét cdc hinh mau véi cdc ddu
cham xung quanh./A patient with impaired color vision will not be able to
see the number or symbols or may have difficulty distinguishing patterns

among the dots.

9. Ldp lai quy trinh twong tw véi mat con lai./Repeat the same procedure with the

other eye.

10.Can ghi lai so tam dwoc doc chinh xac va so tam bi sai cua moi mat. Tam dau

tién ghi s6 12 chi @é kiém tra bénh nhdn cé biét doc sé hay khéng va khéng dwoc
tinh vao két qua./To document, write down the number of plates correctly read by
each eye and number of plates missed. The first plate with number 12 is just to
check whether someone can read numbers and is not counted.

So tim doc ding/Plates
that were correctly read

Thi luc/Vision

10 tam/plates

Binh thuong/Normal

8 -9 tam/plates

Can kiém tra thém dé xdc dinh xu huwéng mi mau do -
xanh/Further testing is needed to determine if the
patient is truly exhibiting red and green deficient
tendencies.

<7 tam/plates

Bat thuongl Abnormal
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Phu luc 3. Biéu do QTcF/Annex 3. QTcF nomogram

Heart rate
(beats per | 45 50 55 60 | 65 70 75 80 | 85 90 95 [ 100 | 105 | 110 | 115 | 120 | 125 | 130 | 135 | 140 | 145 | 150
minute)

R-R
interval | 1.33 | 1.20 | 1.09 | 1.00 | 0.92 | 0.86 | 0.80 | 0.75 | 0.71 | 0.67 | 0.63 | 0.60 | 0.57 | 0.55 | 0.52 | 0.50 | 0.48 | 0.6 | 0.44 | 0.43 | 0.41 | 0.40
(sec)

300 | 273 | 282 | 291 | 300 | 308 | 316 | 323 | 330 | 337 | 343 | 350 | 356 | 362 | 367 | 373 | 378 | 383 | 388 | 393 | 398 | 403 | 407

310 | 282 | 292 | 301 | 310 | 318 | 326 | 334 | 341 | 348 | 355 | 361 | 368 | 374 | 379 [ 385 | 391 | 396 | 401 | 406 | 411 | 416 | 421

320 | 291 | 301 | 311 | 320 | 329 | 337 | 345 | 352 | 359 | 366 | 373 | 379 | 386 | 392 [ 397 | 403 | 409 | 414 | 419 | 424 | 429 | 434

330 | 300 | 311 | 321 | 330 [ 339 [ 347 | 355 | 363 | 371 | 378 | 385 | 391 | 398 | 404 | 410 | 416 | 421 | 427 | 432 | 438 | 443 | 448

340 | 309 | 320 | 330 | 340 | 349 | 358 | 366 | 374 | 382 | 389 | 396 | 403 | 410 | 416 | 422 | 428 | 434 | 440 | 446 | 451 | 456 | 461

350 | 318 | 329 | 340 | 350 | 359 | 368 | 377 | 385 | 393 | 401 | 408 | 415 | 422 | 428 | 435 | 441 | 447 | 453 | 459 | 464 | 470 | 475

360 | 327 | 339 [ 350 | 360 | 370 | 379 | 388 | 396 | 404 | 412 | 420 | 427 | 434 | 441 | 447 | 454 | 460 | 466 | 472 | 477 | 483 | 489

370 | 336 | 348 | 359 | 370 | 380 | 390 | 399 | 407 | 416 | 424 | 431 | 439 | 446 | 453 | 460 | 466 | 473 | 479 | 485 | 491 | 497 | 502

380 | 345 | 358 | 369 | 380 | 390 | 400 | 409 | 418 | 427 | 435 | 443 | 451 | 458 | 465 | 472 | 479 | 485 | 492 | 498 | 504 | 510 | 516

390 | 354 | 367 | 379 | 390 | 401 | 411 | 420 | 429 | 438 | 446 | 455 | 462 | 470 | 477 | 484 | 491 | 498 | 505 | 511 | 517 | 523 | 529

400 | 363 | 376 | 389 | 400 | 411 | 421 | 431 | 440 | 449 | 458 | 466 | 474 | 482 | 490 [ 497 | 504 | 511 | 518 | 524 | 531 | 537 | 543

410 | 373 | 386 | 398 | 410 [ 421 | 432 | 442 | 451 | 460 | 469 | 478 | 486 | 494 | 502 | 509 | 517 | 524 | 531 [ 537 | 544 | 550 [ 556

420 | 382 | 395 | 408 | 420 | 431 | 442 | 452 | 462 | 472 | 481 | 490 | 498 | 506 | 514 [ 522 | 529 | 536 | 543 | 550 | 557 | 564 | 570

430 | 391 | 405 | 418 | 430 | 442 | 453 | 463 | 473 | 483 | 492 | 501 | 510 | 518 [ 526 [ 534 | 542 | 549 | 556 | 563 | 570 | 577 | 584

440 | 400 | 414 | 427 | 440 | 452 | 463 | 474 | 484 | 494 | 504 | 513 | 522 | 530 | 539 | 547 | 554 | 562 | 569 | 577 | 584 | 590 | 597

450 | 409 | 423 | 437 | 450 | 462 | 474 | 485 | 495 | 505 | 515 | 524 | 534 | 542 | 551 | 559 | 567 | 575 | 582 [ 590 | 597 | 604 | 611

460 | 418 | 433 | 447 | 460 | 472 | 484 | 496 | 506 | 517 | 527 | 536 | 545 | 554 | 563 [ 571 | S80 | 588 | 595 | 603 | 610 | 617 | 624

QT interval (msec)

470 | 427 | 442 | 457 | 470 | 483 | 495 | 506 | 517 | 528 | 538 | 548 | 557 | 566 | 575 [ 584 | 592 | 600 | 608 | 616 | 623 | 631 | 638

480 | 436 | 452 | 466 | 480 | 493 | 505 | 517 | 528 | 539 | 549 | 559 | 569 | 578 | 587 [ 596 | 605 | 613 | 621 | 629 | 637 | 644 | 651

490 | 445 | 461 | 476 | 490 | 503 | 516 | 528 | 539 | 550 | 561 | 571 | 581 | 590 | 600 | 609 | 617 | 626 | 634 | 642 | 650 | 658 | 665

500 | 454 | 471 | 486 | 500 | 514 | 526 | 539 | 550 | 562 | 572 | 583 | 593 | 603 | 612 [ 621 | 630 | 639 | 647 | 655 | 663 | 671 | 679

510 | 463 | 480 | 495 | 510 | 524 | 537 | 549 | 561 | 573 | 584 | 594 [ 605 | 615 | 624 | 634 | 643 | 651 | 660 | 668 | 676 | 684 | 692

520 | 472 | 489 | 505 | 520 | 534 | 547 | 560 | 572 | 584 | 595 | 606 | 617 | 627 | 636 | 646 | 655 [ 664 | 673 | 681 | 690 | 698 | 706

530 | 482 | 499 | 515 | 530 | 544 [ 558 | 571 | 583 | 595 | 607 | 618 | 628 | 639 | 649 | 658 | 668 | 677 | 686 | 694 | 703 | 711 | 719

540 | 491 | 508 | 525 | 540 | 555 [ 568 | 582 | 594 | 606 | 618 | 629 | 640 | 651 | 661 | 671 | 680 | 690 | 699 | 708 | 716 | 725 | 733

550 | 500 | 518 | 534 | 550 | S65 | 579 | 592 | 605 | 618 | 630 | 641 | 652 | 663 | 673 | 683 [ 693 | 702 | 712 | 721 | 729 [ 738 | 746

560 | 509 | 527 | 544 | 560 | 575 | 590 | 603 | 616 | 629 | 641 | 653 | 664 | 675 | 685 [ 696 | 706 | 715 | 725 | 734 | 743 | 751 | 760

570 | 518 | 536 | 554 | 570 [ 585 | 600 | 614 | 627 | 640 | 652 | 664 | 676 | 687 | 698 | 708 | 718 | 728 | 738 | 747 | 756 | 765 | 774

580 | 527 | 546 | 563 | 580 | 596 | 611 | 625 | 638 | 651 | 664 | 676 | 688 | 699 | 710 | 720 | 731 | 741 | 751 | 760 | 769 | 778 | 787

590 | 536 | 555 | 573 | 590 | 606 | 621 | 636 | 649 | 663 | 675 | 688 | 700 | 711 | 722 | 733 | 743 [ 754 | 763 | 773 | 783 | 792 | 801

600 | 545 | 565 | 583 | 600 | 616 | 632 | 646 | 660 | 674 | 687 | 699 | 711 | 723 | 734 | 745 | 756 | 766 | 776 | 786 | 796 | 805 | 814

Nguén: Hiép héi endTB. endTB Huwéng ddn ldm sang va trong diéu kién
chwong trinh dé quan 1y bénh nhan bang céac logi thusc chang lao méi. Phién
ban 4.0; Thang 1 nam 2018./Source: The endTB Consortium. endTB Clinical
and Programmatic Guide for Patient Management with new TB drugs.
Version 4.0; January 2018.
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