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PHAC PO BPaLM/BPaL TRONG CTCLQG

Thudc sir dung trong phdc dé | Drug regimens

Q1. Tai sao Pretomanid (Pa) khéng thé dwoc sir dung trong cdc phdc dé khdc ngodi
BPaL va BPaLM? / Why cannot pretomanid (Pa) be used in other regimens than
BPaL and BPaLM?

Tra loi / Answer: Phdc do “BPaL” lan dau tién dwoc thir nghiém trong nghién cizu
Nix-TB tgi Nam Phi tir nam 2015 dén nam 2017, nghién civu vé tinh an toan, hiéu
qud, khd ndng dung nap va dwoc dong hoc cia phdc dé diéu tri 26 tudn Vdi
bedaquiline (Bdg), pretomanid (Pa) va linezolid (Lzd) dé diéu tri bénh nhan MDR-
IRR-TB khang fluoroquinolone (FQ) va thuéc tiém hang hai (SLI), hogc bénh
nhan MDR-TB khéng dung ngp hodc khéng ddp ing Vi phwong phdp diéu tri
MDR-TB truwdc do. | The so-called “BPaL” regimen was first trialled in the Nix-TB
study, conducted in South Africa from 2015 to 2017, which investigated the safety,
efficacy, tolerability and pharmacokinetic properties of a 26-week treatment
regimen with bedaquiline (Bdq), pretomanid (Pa) and linezolid (Lzd) to treat
MDR-/RR-TB that was resistant to any fluoroquinolone (FQ) and any second-
line injectable (SLI) drugs, or MDR-TB patients intolerant or non-responsive to
the previous MDR-TB treatment.

Duea trén két qua cia nghién ciru Nix-TB, Cuc Quan 1y Thyc phdam va Dwgc pham
Hoa Ky (vao thing 8 nam 2019) va Uy ban San phdm Thudc ding cho Con ngueoi
ciia Co quan Dwoc pham Chdu Au (vao thdng 3 ndm 2020) dd dé nghi phé duyét Pa
— logi thuéc mdi dé diéu tri Lao phéi siéu khdng (XDR-TB) hoiic RR-IMDR-TB
khéng dung nap hodc khéng ddp ikng diéu tri, nhung chi ding trong phdc do cé
két hop vdi Bdq va Lzd. | Based on the results of the Nix-TB trial, the US Food and
Drug Administration in August 2019, and subsequently in March 2020 the
Committee for Medicinal Products for Human Use of the European Medicines
Agency, recommended approval of the new drug Pa for the treatment of
pulmonary extensively drug-resistant forms of tuberculosis (XDR-TB) or
treatment-intolerant or non-responsive RR-/MDR-TB, but only in a
combination regimen with Bdqg and Lzd.

Hai nghién citu gdn day — TB-PRACTECAL va ZeNix-TB — dd xdc nhdn tinh hiéu
qud Va an toan Cia cdc phdc dé BPaL va cdc phdc do dia trén BPal doi véi nhiéu
nhom bénh nhan Lao khang thudc. Do dé, vao thang 2-3 nam 2022, WHO mét lan
nira triéu tdp GDG dé xem xét cac khuyén nghi méi vé diéu tri MDR-/RR-TB, cling
Véi Hidéng dan va Sé tay Hoat déng cdp nhdt dwoc WHO ban hanh vao thang 12 nim
2022 / Two recent studies — the TB-PRACTECAL and the ZeNix-TB trials — have
confirmed the efficacy and safety of BPaL and BPalL-based regimens for a wider
group of DR-TB patients. As a result, in February—March 2022, WHO again
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convened a GDG to consider new recommendations for the treatment of MDR-/RR-
TB, with updated Guidelines and Operational Handbook being issued by WHO in
December 2022.

Q2. Tai sao BPaLM chi dwoc khuyén nghi trong 6 thang? Liéu phdc dé cé thé dwoc
kéo dai dén 9 thang néu bénh nhan khong cé cdi thién trén phim X quang khong? |
Why is BPaLM recommended only for 6 months? Can it be extended to 9 months,
for example if there is no radiological improvement?

Tra 161 / Answer: TB-PRACTECAL la thir nghiém ngdu nhién c6 déi chirng nhan
md, Giai doan 23, nghién ciru ba phdc dé 24 tudn cé nén ting la BPaL so sdnh véi
phdc dé tiéu chudn di dwoc phé duyét da trén cdc khuyén nghi cia WHO tai quéc
gia thir nghiém trong thoi diém nghién civu, nghién civu da dwoc tién hanh & Belarus,
Nam Phi va Uzbekistan. Bénh nhdn tham gia nghién citu bao gém cdc truong hop
Lao khdng Rifampicin/Khéng da thuéc/Tién siéu khang (RR-IMDR-/Pre-XDR-TB) /
The TB-PRACTECAL was a Phase 2-3, open-label randomised controlled trial,
which investigated three different 24-week regimens containing a backbone of
BPaL against the locally approved standard of care based on the WHO
recommendations at the time of the study, and was conducted in Belarus, South
Africa, and Uzbekistan. Patients enrolled in the study were a mixture of RR-/MDR-
/Pre-XDR-TB cases.

Bénh nhén con nhay cam véi FQ sé bit diu ding phdc do6 BPaLM trong 6 thdng
(26 tudn). Trong triwong hop xdc dinh khang FO, ngirng dung moxifloxacin (Mfx) va
tiép tuc diéu tri bang phdac dé6 BPaL. Phéc d6 BPaL ¢ thé dwoc kéo dai ti 9 thang
(39 tudn) trong truong hop khéng am héa nudi cdy hodc dwa trén ddp vng ldm sang
(diea trén danh gid lam sang cia bdc si diéu tri) tiv thang 4 dén thang 6. Pdy la mét
phan ciia thir nghiém Nix-TB. Tuy nhién, hién tai chwa cé bang chirng nao lién
quan dén BPaLM nén khéng cé khuyén nghi twong tw nao vé viéc kéo dai thoi
gian diéu tri BPaLM Ién 9 thing (39 tudn). | Patients with susceptibility to FQ
can be started on the BPaLM regimen for 6 months (26 weeks). In the case of
identified FQ resistance, moxifloxacin (Mfx) may be discontinued and the regimen
can be continued as BPaL. The BPaL regimen can be extended to a total of 9 months
(39 weeks) in cases where there is a lack of culture conversion or clinical response
(based on the clinical judgement of the treating physician) between months 4 and 6.
This was part of the Nix-TB trial. However as there is no evidence available
currently regarding BPaLM, there is no similar recommendation for the
extension of BPaLLM treatment to 9 months (39 weeks).

Q3. Mfx c6 thé dwoc thay thé bang levofloxacin trong phéac dé6 BPaLM khéng? | Can
Mfx be replaced by levofloxacin in the BPaLM regimen?

Tra 1oi / Answer: Twong tir cdu héi liéu phac do6 BPaLM c6 thé dwgc kéo dai hay
khéng, do thiéu bang chitng vé viéc sir dung cdc thuéc FQ khdac, WHO hién khéng
khuyén nghi thay thé Mfx bang levofloxacin. / Similarly to the question of whether
the BPaLLM regimen can be extended, given the lack of evidence for the use of other
FQ, the WHO currently is unable to recommend the substitution of Mfx with
levofloxacin.
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Tiéu chudn thu nhan/Eligibility criteria

Q4. Vi bedaquiline va linezolid dwoc sir dung nhiéu trong phdc dé diéu tri lao khang
thudc chudn, lidu c6 nén sika doi dinh nghia vé khong ddp iing va khéng dung nap
véi diéu tri MDR-IRR-TB khong? /As bedaquiline and linezolid are being used more
in standard DR-TB treatment regimens, should we amend definitions for non-
response and intolerance to MDR-/RR-TB treatment?

Tra loi: C6 /Answer: Yes

Céc dinh nghia duoc stra d6i trong Tdng quan vé trién khai phac d6 BPAL v4 duoc
cap nhat vao thang 12 nam 2021 tai trang 15: / Amended definitions in the Generic
BPaL OR protocol v4 updated Dec 2021 on page 15:

5“Khéng dap g’ dwoc dinh nghia la: a) hai mdu nubi cdy dom dwong tinh lién
tiép sau thang thir 2 diéu tri (cdch nhau 30 ngay) ma lam sang khéng cdi thién hodc
xdu di; hodc b) két qua diéu tri “thdt bai” theo dinh nghia ciia WHO. Cén thuwc hién
KSD ngay lap ticc, viéc su dung phdc d6 cd nhédn hodc BPaL tiy thudc vao két qua
KSP. Néu c6 sir dung cdc thuoc Bdq hodc Lzd hodc Dim trong phdc d6 diéu tri MDR-
IRR-TB truée d6 trén 4 tuan, thi bénh nhdn cOn nhay cam véi cdc loai thuée nay thi
méi di diéu kién sir dung phdc do BPaL bdt ké da sir dung cdc thuoc nay truée dé,
tiép do, hoi chan véi Hoi dong chuyén mén dé quyét dinh viéc thu nhdn vdao phdc do
BPaL. / Non-response is defined as: a) two consecutive positive cultures of sputum
samples collected after the end of the 2nd month (separated by 30 days) of treatment
with lack of clinical improvement or deterioration; or b) treatment outcome of
“failure” according to the WHO definition. A DST should be performed immediately
and an individualized treatment regimen or BPaL is to be used depending on the DST
result. If Bdg or Lzd or DIm have been used in the previous MDR-/RR-TB treatment
regimen for more than 4 weeks, susceptibility to these drugs is required for the patient
to be eligible for BPaL regardless of the previous exposure, with the respective Expert
TB Committee subsequently to decide whether the patient is to be enrolled on BPaL.

Néu mét bénh nhan c6 két qua KSP nhay cam véi FQ ciing nhir Bdg, Lzd va Dim, ho
van cé thé du diéu kién dwoc thu nhdn vao phdc do BPaLM. [ If a patient is
demonstrated by DST to be susceptible to FQs as well as Bdg, Lzd and DIm, they
could still be eligible for BPaLM.

8“Khéng dung nap” dwoc dinh nghia la: Khéng c6 kha néng tiép tuc diéu tri bang
phdc d6 diéu tri MDR-IRR-TB thuéc hang hai do BCBL duwgc ghi nhdn véi bdt ky
thuéc thanh phan ndo trong phdc dé. Néu cé sir dung Bdg hodc Lzd hodc DIm trong
phac do diéu tri MDR-IRR-TB truéc d6 trén 4 tuan, thi bénh nhédn can nhay cam voi
cdc logi thube nay méi di diéu kién sir dung phdc do BPal bdt ké da sir dung cdc
thudc thanh phan tong phdc do truée dé, Hoi dong chuyén mén sé quyét dinh viéc
thu nhdn vao phdc dé BPaL. Tuy nhién, néu bedaquiline hodc linezolid la thudc bi
nghi ngo gdy ra tinh trang khéng dung nap thi bénh nhdn khéng di diéu kién thu
nhdn vao phac d6 BPaL. / Intolerance is defined as: Inability to continue the second

line MDR-/RR-TB regimen due to a documented adverse event to any of the
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component drugs. If Bdg or Lzd or DIm have been used in the previous MDR-/RR-
TB treatment regimen for more than 4 weeks, susceptibility to these drugs is required
for the patient to be eligible for BPaL regardless of the previous exposure, with the
respective Expert TB Committee subsequently to decide whether the patient is to be
enrolled on BPaL. However, if either bedaquiline or linezolid is the suspected drug
causing the intolerance, the patient is immediately deemed to be ineligible for the
BPaL regimen.

Néu mét bénh nhan c6 két qua KSP nhay cam véi FQ ciing nhw Bdg, Lzd va Dim, ho
van c¢é thé du diéu kién dwoc thu nhdn vio phdc do BPaLM [ If a patient is
demonstrated by DST to be susceptible to FQs as well as Bdg, Lzd and DIm, they
could still be eligible for BPaLM.

Q5. Con méc thoi gian nao lién quan vdi viéc sir dung cac logi thuéc thanh phan cia
phac do BPaLM/BPaL trén 4 tuan hay khong? / Is there a timeline attached to having
had exposure of more than four weeks to any of the BPaLM/BPaL component drugs?

Tra 101 / Answer: Trong truong hop trude dé da sir dung trén 4 tuan véi bat ky
thuéc thanh phdn nao ciia phac d6 BPaLM/BPaL (Bdg, Lzd va FQ) va DIm, can thiee
hién KSP ngay (bao gém cd Dlm néu khéng c6 KSP cho Pa) bat ké da sir dung thudc
cach ddy bao lau. Viéc sir dung phdc dé diéu tri cd nhdan hodc phdac dé6 BPaLM hodc
BPaL sé tiy thudc vao két qua KSP. Néu két qua cho thdy con nhay cdm véi Bdg,
Lzd, DIm/Pa va Fq, bénh nhdn du diéu kién sir dung phdc d6 BPaLM. Néu két qud
chi khdang FQ thi bénh nhdn van du diéu kién sit dung phdc d6 BPaL. Dyea trén két
qud KSP, Hoi chéng chuyén mon c¢é thé chi dinh bénh nhdn sé sir dung phdc dé
BPaLM, BPAL hay phdc dé ca nhan / In cases where there has been previous
exposure for more than 4 weeks to any of the BPaLM/BPaL component drugs (i.e
Bdg, Lzd and a FQ) and DIm, DST (including for DIm if Pa DST is not available)
should be performed immediately, regardless of how long ago the exposure was, and
an individualized treatment regimen or BPaLM or BPaL can be used depending on
the DST results. If susceptibility to Bdg, Lzd, DIm/Pa and Fq is observed, the patient
is eligible for the BPaLM regimen. If the patient is shown to be resistant to only FQ,
the patient is still eligible for the BPaL regimen. The respective Expert TB Committee,
with the DST results available to them, can decide whether the patient is to be enrolled
on BPaLM, BPaL or an individualized treatment regimen.

Tuy nhién, néu cé két qua khang véi bat ky thuoéc Bdg, Pa, Lzd hodc Dim thi bénh
nhdn khéng du diéu kién sir dung cdc phdc dé ¢ BPaL. Nhitng bénh nhdn ndy can
dwoc héi chdan Hoi dong chuyén mén dé xdy dung phdc dé diéu tri cd nhdn bdng cdch
sir dung két qua KSP hién cé. | However, if resistance is demonstrated to any of Bdq,
Pa, Lzd or DIm, then the patient is ineligible for a BPalL-based regimen. These
patients should be reviewed by the Expert Committee to prescribe an effective
individualized treatment regimen using the patient’s available DST results.

Q6.a. Dua trén tiéu chi thu nhgn mo rong cua phac d6 BPaLM/BPaL bao gé‘m cac
bénh nhan trudc do da su dung cdc thuoc thanh phan hodac thuoc lién quan Bdq, Dim,
Lzd hoac FQ trén 4 tuan, néu bénh nhan co két qua con nhay cam thi KSD sé chi
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dwoc thuc hién doi véi cac thuée bénh nhin da dung truoc do hay voi ca bén loai
thuée ndy? | In view of the expanded eligibility criteria for BPaLM/BPaL regimens
to include patients with previous use of component or related drugs Bdg, DIm,Lzd or
a FQ of more than 4 weeks if susceptibility is proven, will DST be done only to drugs
which the patient has previously used or to all four agents?

Q6. b Néu mét bénh nhén da dzéu tri phdc doé ngan han dwong udng co Bdq trong >
4 tuan (khéng cé Lzd), thi ¢é can phdi thwc hién KSP véi Lzd dé xdc nhan tinh nhay
cam véi cdc thuoc ndy truede khi thu nhdn vao phdc do BPaLM hodc BPaL hay khong?
/ If a patient has been on the shorter all-oral Bdg-containing regimen for > 4 weeks
(with no Lzd), is there a need to also do DST to Lzd to confirm susceptibility to these
drugs prior to enrolment on BPaLM or BPaL?

Tra 10i / Answer: Néu cé thé, tét nhdat nén thuc hién KSP cho cd bon loai thudc
thanh phan BPaLM va Dim néu khéng cé KSP véi Pa. O nhitng bénh nhéan da timg
stk dung cdc thudc thanh phan triede do, can phdi cé két qua vé dé nhay cdm véi cdc
thudc thanh phan ciia BPaLM va/hodc Dim (khi khéng c6 KSP véi Pa) truée khi bt
dau dimg BPaLM. Néu bénh nhdn dwoc chirng minh la chi khang FO thi bénh nhén
van di diéu kién thu nhén vao phdc dé BPalL [ If possible, it would be best to perform
DST for all four BPaLM component drugs, and DIm if Pa DST is not available. In
previously exposed patients, documented susceptibility is required to the BPaLM
component drugs and/or DIm (where Pa DST is not available) prior to being started
on BPaLM. If the patient is shown to be resistant to only FQ, the patient is still eligible
for the BPaL regimen.

Q7. Do tué{: Theo Huong dan pdm 2022 cua WHO, ‘tré em it nhat 14 tuéi vd/hoéc:
nang it nhat 30 kg tai thoi diem dang ky thi du dieu kién thu nhan vao phac do
BPaLM/B{’aL. Tre em duoi 14 tuoi hoac bénh nhan nang duoi 30kg nén duoc diéu
tri nhw thé nao? | Age: The 2022 WHO guidelines consider children at least 14 years
of age and/or weighing at least 30 kgs at the time of enrolment as eligible for
BPaLM/BPaL. How should children less than 14 years of age or patients who weigh
less than 30kgs be treated?

Tra 10i / Answer: Tré em duwdi 14 tudi khéng bao gém trong cdc nghién ciru Nix-TB,
Zenix-TB va TB-PRACTECAL va nhitng bénh nhdn néing dwéi 30kg khéng bao gom
trong céc nghién ciru Nix-TB va Zenix-TB. Do dé, khéng cé dir liéu nao dé WHO
phan tich trieée khi ban hanh Huéng dan diéu tri Lao khdng thuéc cdp nhdt vao thang
12 nam 2022. Mdc di Bdg, Lzd va FQ dd dwoc sir dung dé diéu tri MDR-IRR-TB &
tré em va nhitng bénh nhédn cé can ndng dwéi 30 kg, nhung khéng cé dir liéu nao vé
viéc sur dung Pa o tré em hoac bénh nhan co can nang duoi 30 kg. Do do, Y tay Piéu
tri Lao khdng thudc nam 2022 ciia WHO c6 Béng liéu lwong dwa trén cin ndng cho
Bdgq, DIm, Lzd va Mfx dé sir dung trong phdc dé diéu tri MDR-TB ¢ ngudi I6n va tré
em tai Phy luc (trang 93-98) Nhung hién tai, khong c6 huéng din ndo nhw vay doi
v6i Pa. Can ¢é nhitng nghién ciru sdu hon dé mé rong viéc sir dung BPaLM/BPalL
cho tré em duwdi 14 tuéi va bénh nhdn nang dwdi 30 kg. | Children below the age of
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14 years were excluded from the Nix-TB, Zenix-TB and TB-PRACTECAL studies,
and patients weighing less than 30kgs from the Nix-TB and Zenix-TB trials.
Therefore, there was no data for WHO to analyse prior to the release of their updated
DR-TB treatment Guidelines in December 2022. Although Bdg, Lzd and FQs have
been used to treat MDR-/RR-TB in children and in patients weighing less than 30
kgs, there are no data about the use of Pa in children or in patients weighing less than
30 kgs. Hence, the tables in the Annex on pages 93-98 in the 2022 WHO DR-TB
Operational Handbook, have weight-based dosing for Bdg, DIm, Lzd and Mfx for
use in MDR-TB regimens in adults and children. But currently, there is no such
guidance for Pa. Further studies are required to expand the use of BPaLM/BPaL to
children less than 14 years of age and patients weighing less than 30 kgs.

Theo Huong dan nam 2022 cia WHO, liéu lwong BPalM duoc tiéu chuan héa tai
bang dwdi ddy (S6 tay Piéu tri Lao khdng thudc nam 2022 ciia WHO, trang 15). | As
per the 2022 WHO Guidelines, the dosage of BPaLM is standardized as in the below
table (2022 WHO DR-TB Operational Handbook, page 15).

Bang 4.1. Liéu lrong thudc thanh phin trong phic d6 cho BPaLM cho nguoi
16m va tré vi thanh nién >14 tudi (va ngudi ning >30 kg) / Table 4.1. Dosing of
component drugs for adults and adolescents aged >14 years (and who weigh >30
kgs) for BPaLM

Drug Dose

Bedaquiline (100 mg tablet) 400 mg once daily for 2 weeks, then 200
per week afterwards
OR

mq 3 times

200 mg daily for 8 weeks, then 100 mg daily

Pretomanid (200 mg tablet) 200 mg once daily

Linezolid (600 mg tablet) 600 mg once daily

Moxifloxacin (400 mg tablet) 400 mg once daily
Thubc Liéu diing
Bedaquiline (vién 400mg/1an hang ngay trong 2 tuin, sau do st
100mg) dung 200mg 3 lan/tuan

HOAC

200mg hang ngay trong 8 tuan, sau d6 sir
dung 100mg hang ngay

Pretomanid (Vién 200mg/lan hang ngay
200mg)
Linezolid (Vién 600mg) 600mg/lan hang ngay
Moxifloxacin (Vién 400mg/lan hang ngay
400mg)
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Liéu heong ciia phéc do BPalL ciing dwoc chudn héa theo bang trén. | By extension,
the dosage of BPaL is also standardized as per the above table.

WHO khuyén cdo rang tré em dwéi 14 tuéi va nhitng bénh nhan ning duwdi 30 kg mdc
Lao phoi MDR-IRR-TB nén dwoc xem xét sit dung phdac do 9 thang toan bo bang
dwong uong, mién la bénh nhdn dé con nhay véi FQ (S6 tay diéu tri Lao khdng thudc
nam 2022 cua WHO, trang 15). | WHO recommends that children aged below 14
years, and by default 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 (2022 WHO DR-TB Operational Handbook, page
15).

Q8. Li¢u két qua FQ la “dj nhay thap” trong Xpert MTB/XDR c6 dicoc coi la mot
trong nhitng tiéu chi du diéu kién thu nhan vao phac déo BPaL khong? |'1s a result of
FQ “low resistance” in Xpert MTB/XDR considered one of the eligibility criteria for
BPaL?

Tra 1oi / Answer: CO, bénh nhin cé két qud FQ la “dj nhay thip” trong Xpert
MTB/XDR dwoc coi la di diéu kién nhdn BPaL néu ddp iing dong thoi cdc tiéu chi
khac. / Yes, a patient with a result of FQ “low resistance” in Xpert MTB/XDR is
considered eligible for BPaL if the other criteria are met.

Q9. O giai doan sang loc, néu Hb <8 gldL, vdy truéc tién can diéu chinh Hb trudc
va bénh nhén sé dwoc thu nhdn vao phdac do BPaLM/BPaL sau khi da diéuc hinh c6
dung khong? | 1f the Hb is <8 g/dL during the screening, can it first be corrected, and
the patient enrolled on BPaLM/BPaL once corrected?

Tra 1oi / Answer: : Pung, ddy la hoat dong dwoc chdp nhdn [Yes, this would be an
acceptable course of action.

Q10. Bénh nhan c¢6 két qua SGPT/SGOT trén 3XULN c6 thé duoc thu nhan vao phac
do BPaLM/BPaL khong? /Can patients with SGPT/SGOT above 3x the ULN be
enrolled on BPaLM/BPaL?

Tra 101 / Answer: Mdc di ddy la chéng chi dinh twong déi, nhieng néu xét nghiém
lai cho két qua binh thwong hodc dudéi 3XULN, bénh nhdn c6 thé dwoc thu nhdn vao
phdac do BPaLM/BPaL va theo doi chat che. [Although this is a relative
contraindication, if repeated and found to be normal or less than 3x ULN, the patient
can be enrolled on BPaLM/BPaL with close monitoring.

Q11. Trong nghién ciru NiX, tiéu chudn logi trir bao gom cdc bénh nhan HIV c6 sé
lirong CD4 <50 té bao/mm?® (xem bai viét NEJM). Viy bénh nhan HIV ¢é sé lwong
CD4 <50 té bao/mm? ¢é du diéu kién thu nhdn vao phdac dé BPaLM/BPaL khong? /
In the Nix trial, PLHIV patients with CD4 counts of <50 cells/mm? were excluded
(see NEJM article). Are PLHIV with CD4 counts of <50 cells/fmm? eligible for
BPaLM/BPaL?
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Tra 101 / Answer: Trong nghién ciru ZeNix, tiéu chudn loai trir bao gom bénh nhin
nhiém HIV va so lheong té bao CD4+ duwéi 100/mm3.Trong nghién ciu TB-
PRACTECAL, nguoi nhiém HIV dwoc thu nhdn bat ké s6 lwong CD4. Do do, bénh
nhén c¢é thé dwoc thu nhan vao phac d6 BPaLM/BPal bdt ké s6 luong CD4, tinh
trang nhiém HIV, gi6i tinh hodc ching téc | In the ZeNix trial, participants were
excluded if they had HIV infection and a CD4+ cell count of less than 100/mm?. In
the TB-PRACTECAL trial, PLHIV were included regardless of CD4 count. Thus,
patients can be enrolled in the BPaLM/BPaL regimens irrespective of the CD4 count,
HIV status, gender, or race.

Tuy nhién, can thin trong khi sé lwong CD4 ciia bénh nhdn xuong dwéi 100 té
bao/mm3. Mét bénh nhin ¢ té bao CD4 thdp c6 nhiéu khd ndng mdc lao lan téa, ¢6
lién quan dén gan va/hodc tuy xwong. Nguy co nhiém déc gan va suy tiy o nhiing
bénh nhdn nay rdt cao va sé can theo déi rat chdt ché. Bénh nhdn ciing can dwoc
sang loc loai trir cdc dang lao ngoai ' phéi nhu lao mang ndo hay lao xuong. Nhitng
bénh nhan co SO lirong CD4 thdp nhung chua diéu tri ARV hodc diéu tri thdt bai sé
6 nguy co mdc Hi chirng viém phuc héi mién dich véi Lao cao hon khi bat dau diéu
tri ARV ¢0 hiéu qud, bénh ndy ciing cé thé lién quan dén gan (thuwong do & mdt) |
However, care should be taken when a patient’s CD4 count is below 100 cells/mm3,
A patient with a low CD4 cell is more likely to have a disseminated form of TB, with
involvement of the liver and/or bone marrow. Hepatotoxicity and myelosuppression
risk in such patients is high, and you will need to monitor these patients very closely.
The patient should also be thoroughly examined to exclude extrapulmonary TB such
as TB meningitis and osteomyelitis. Patients with low CD4 counts who are not yet
on ART or on a failing regimen, have a higher risk of TB IRIS once started on
effective ART, which could also involve the liver (usually cholestatic).

Ngoai ra, can ddic biét xem xét twong tdc thuéc khi siv dung két hop thuoc diéu tri lao
va HIV / In addition, it is important to consider drug-drug interactions when
administering TB and HIV medications in combination.

Chén dodn | Diagnostics

Q12. Nén lam gi néu bénh nhan di diéu kién sir dung phdc do BPaLM/BPaL sau diéu
tri bang phdc dé ngdn han toan bo dwong udng Va co sang loc nudi cdy cho két quda
am tinh? / What should be done if a patient who is eligible for the BPaLM/BPaL
regimen following treatment onthe shorter all-oral regimen,and has a
negative baseline culture?

Tra loi / Answer: Bénh nhan co thé dugc thu nhan vao phic d6 BPaLM/BPaLnéu
c6 bang ching vi khuan hoc vé lao hoat dong trong 3 thang qua. Néu bénh nhén
khong dugc diéu tri trong 3 thang trudc do thi can thuc hién LPA, nudi cay va KSD
kiéu hinh. / Patients may be enrolled if there is proof of active TB disease in the last
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3 months, based on bacteriology. If the patient has not been on treatment during the
previous 3 months, an LPA, culture, and pDST are needed.

Q13. Co nén sur dung may Xpert 10 mau va cartridge XDR-TB thay cho SL-LPA
khong? / Should the 10-colour Xpert machines and XDR-TB cartridge be used
instead of SL-LPA?

Tra 107 / Answer: WHO khuyén cdo sir dung cdc xét nghiém sinh hoc phan tir nhanh
da dwoc phé duyét lam xét nghiém sang loc ban dau dé phat hién bénh lao ciing nhir
khd ndng khang mét sé thube chong lao trude khi bat dau phdc do diéu tri cho tirng
bénh nhdn. Xét nghiém sinh hoc phdn tw nhanh cho rifampicin, isoniazid va
fluoroquinolones dwoc dp dung réng rdi; cdc quoc gia dd cO nhiéu kinh nghiém trong
viéc s dung cdc xét nghiém nhanh nay va viéc tié'p can ciing dwoc cdc nha tai tro ho
tro khi can thiét. Xpert 1 l0ai xét nghiém don gidn hon nhiéu so véi LPA hang hai.
Tuy nhién, diéu nay cOn phu thudéc vao quy trinh chdn dodn va khd ndng phdt hién
khang FQ ciia timg quoc gia. IWHO recommends the use of the approved rapid
molecular tests as the initial test to detect TB disease as well as resistance to several
anti-TB agents before the initiation of appropriate therapy for all TB patients. Rapid
molecular testing for rifampicin, isoniazid and fluoroquinolones is widely available;
countries have accumulated experience in using these rapid tests, and access is also
supported by the main donors where necessary. Xpert is a far simpler test than SL-
LPA. However, it will depend on the country’s diagnostic algorithm and capacity for
FQ resistance detection.

Ngodi ra, cdc chirong trinh chong lao quéc gia can hwdng téi viéc sir dung KSP kiéu
hinh cho tdt cd cdc loai thube chong lao hién da dwoc chirng minh la ddng tin cdy va
c6 thé dung lai (vi du: bedaquiline, clofazimine, delamanid, pretomanid,
fluoroquinolones va linezolid). / In addition, country programmes need to work
towards the establishment of phenotypic DST for all TB medicines for which there
are now agreed reliable and reproducible methods (e.g., bedaquiline, clofazimine,
delamanid, pretomanid, fluoroquinolones, and linezolid).

Q14. Liéu c6 dir liéu nao vé khing Bdg & bénh nhan mac MDR/RR-TB khéng? (Can
phan biét gifta nhitng quéc gia chiea tirng sir dung Bdg va & nhitng noi Bdq sir dung
réng rdi trong gdn 10 nam, vi du nhw Nam Phi [SA].) | 1s there any baseline resistance
data available for Bdg in patients with MDR/RR-TB? (Distinctions are to be made
between settings where Bdg has been not used previously and in settings, like South
Africa [SA], where it was used widely for almost 10 years.)

Tra 107 / Answer: Bding chitng tir mot nghién citu gidm sdt kéo dai 5 nam (2015-
2019), bao gom 5.036 mdu phin lgp MDR-TB (tir An D¢, Lithuania, Pakistan,
Philippines, Nam Phi, Pai Loan, Thai Lan, Thé Nhi Ky va Viét Nam), cho thdy ty 1é
khang Bdq la 2,1 % trong moi truong BMD (7HP) va 1,2% trong méi truong Agar
(7H10/7H11). / Evidence from a 5-year surveillance study (2015-2019), with 5,036
MDR-TB isolates included (from India, Lithuania, Pakistan, The Philippines, SA,
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Taiwan, Thailand, Turkey and Vietnam), showed a Bdq resistance prevalence of
2.1% in BMD (7HP) and 1.2% in Agar (7H10/7H11).

Phdn tich cac nghién ciru cho thdy dit liéu vé KSP qu tudn tw o nhitng bénh nhan
dwgc diéu tri bang phdc do c¢é chira Bdg, cho thdy tan sudt trung binh cua khang Bdgq
mdc phai kiéu hinh 14 2,2% (1,1%—4,6%) va khdng Bdq mdc phdi kiéu gen la 4,4%
(1,8%— 5,8%)./Analysis of studies showing data on sequential Bdg DST in patients
treated with a Bdg-containing regimen, showed the median frequency of phenotypic
acquired Bdq resistance as 2.2% (1.1%-4.6%) and of genotypic acquired Bdq
resistance 4.4% (1.8%-5.8%).

Q15. Ty I¢ khdng Bdq & nhitng bénh nhdn mdc MDR/RR-TB dong thoi khang FQ la
bao nhiéu? Liéu ty I¢é nay co twong dong gitta cdc quéc gia trudc do da sir dung rong
rai Bdq, nhur Nam Phi Va Cac quoc gia sir dung Bdq ¢ mikc toi thiéu khong? /What is
the prevalence of Bdq resistance among patients with MDR/RR-TB who are also Fg-
resistant? Is it expected to be the same in countries with wide use of Bdg in the past,
like SA, compared to countries with minimal use of Bdq?

Tra 161 / Answer: Mét nghién civu cdt ngang va theo dBi doc danh gid dich té hoc,
co s¢ di truyén va két qud diéu tri lién quan dén khang Bdg, sir dung diF liéu tai Nam
Phi tir nam 2015 dén 2019, cho thdy ty 1é khang Bdg ban dau la 3-8% (76/2023 bénh
nhan; 95% Cl 2.9-4-6). Cdc yéu té lién quan bao gom: da sir dung triedc dé véi Bdg
hodc Cfz (OR 7-1, 95% CI 2-3-21:9); va RR- hogc MDR-TB c0 khang them vdi hodc
FQ hodc thuéc tiém (Tién siéu khdng — Pre-XDR-TB: 4.2, 1.7-10-5) hodc ca hai (Siéu
khang-XDR-TB: 4.8, 2.0 —11-7). Tuéi, gidi tinh, tinh trang HIV, RR- hodc MDR-TB
déu khong lién quan. / A cross-sectional and longitudinal analysis evaluating the
epidemiology, genetic basis, and treatment outcomes associated with Bdq resistance,
using data from SA from 2015 to 2019, showed the baseline Bdg resistance
prevalence was 3-8% (76 of 2023 patients; 95% CI 2-9—4-6). It was associated with:
previous exposure to Bdg or Cfz (OR 7-1, 95% CI 2-3-21-9); and RR- or MDR-TB
with additional resistance to either Fq or injectable drugs (pre-XDR-TB: 4-2, 1-7—
10-5), or both (XDR-TB: 4-8, 2-:0-11-7). Age, sex, HIV status, RR- or MDR-TB
were not associated.

Nam Phi la quéc gia sém trién khai sir dung Bdg va tinh dén thang 3 nam 2020, Nam
Phi chiém hon mét nira (50-7%) heong thudc sir dung toan cau. Ty 1é khing Bdg &
nhitng bénh nhéan c¢6 RR-IMDR-TB khang FQ la 7%. Mdc di hién tai khéng c6 bang
chirng nhung mitc dé khdng Bdq dw kién sé thdp hon & nhitng noi chia sir dung Bdq.
/ South Africa has been an early implementer of Bdg and, as of March 2020,
accounted for over half (50-7%) of the global usage. Bdq resistance amongst patients
who have Fq resistant RR-/MDR-TB is 7%. Although there currently is no evidence,
the Bdq resistance levels are expected to be less in Bdq naive settings.

Q16. Nhdn thirc hodc hiéu biét chung vé téc dg phdt trién khdang Bdq hién nay nhu
thé nao? Liéu co bat ky tai lieu tham khao hodc nghién ciru nao lién quan den van dé
nay khong? / What is the general perception or understanding regarding the speed at
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which resistance to Bdq may develop? Are there any references or studies supporting
this perception?

Tra 101 / Answer: Cdc phdc do diéu tri da dwoc phdn tich trong cing mét nghién
ctru cdt ngang va theo doi doc nhw Q15 sir dung dir liéu tai Nam Phi tir nam 2015
dén nam 2019. Két qua cho thdy hau hét bénh nhin Lao khdng thubc dwoc diéu tri
bang phac do ngdn han, khdng co thudc tiém, duong uong hoan toan, trong dé Bdq
la thuoc chinh. Cdc logi thubc khdc trong phdc d@é la Lzd (trong 2 thang dau diéu tri),
isoniazid liéu cao, levofloxacin, Cfz, Z va E. Tinh trang khdng thudc trong qua trinh
diéu tri phat trién o 16/695 bénh nhan (2-3%), mirc trung binh la 90 ngay (IOR 62—
195), voi 12 trong s6 16 truong hop nay mdc Lao tién siéu khang hodc Lao siéu khang.
Viéc thiét ké phdc d6 Va tudn thi diéu tri dong vai tro rat quan trong. | In the same
cross-sectional and longitudinal analysis as reported on in Q15 using data from SA
from 2015 to 2019, the treatment regimens were analyzed. Most patients with DR-
TB, were treated with an injection-free, all-oral, short regimen, which included Bdq
as a core drug. The other drugs in the regimen were Lzd (for the first 2 months of
treatment), high-dose isoniazid, levofloxacin, Cfz, Z, and E. Resistance during
treatment developed in 16 (2-3%) of 695 patients, at a median of 90 days (IQR 62—
195), with 12 of these 16 having pre-XDR or XDR-TB. The design of the regimen
and rigour of implementation do matter.

Q17. Trong truwong hop khong co xét nghiém Bdq, Lzd va Pa khi sang loc, kha nang
bénh nhan tién siéu khdang cé thé khang véi bdt ky thuoc thanh phdn ndo la bao nhiéu?
/ In the absence of Bdg, Lzd and Pa testing at baseline, how likely that pre-XDR-TB
patient might have resistance to any of these components?

Tra loi/Answer: Trong cung nghién cuu da néu o Q15 va Q16, tinh trang khang Bdq
dwoc tim thdy ¢ 7% sé bénh nhdn RR-IMDR-TB ¢6 khang thém véi FQ. Tuy nhién,
van chwa 6 dir liéu twong tir ndo vé Lzd va Pa va CC cho KSP Pa dang trong qud
trinh xdy dung. | In the same analysis as reported on in Q15 and Q16 above, Bdq
resistance was found in 7% of RR-/MDR-TB who had additional FQ resistance.
However, there is no data yet on Lzd and Pa, and the CC for Pa DST is in the process
of establishment.

Q18. CO tinh trang khang chéo giita Pretomanid (Pa) va Delamanid (DIm) khong? |
Is there a cross-resistance between Pretomanid (Pa) and Delamanid (DIm)?

Tra 100 / Answer: C6 bang chitng tir nhiéu phong xét nghiém cho thdy dét bién LoF
o ddn, fbid, fbiB, fbiC, fgdl va Rv2983 gdy ra tinh trang khdng chéo véi Dim va Pa.

Tuy nhién, di liéu con rdt han ché, muc tang MIC twong doi ciia méi logi thuéc la
khdc nhau trén cd 6 gen, it nhdt mét sé6 dét bién dwong nhw khéng dnh hwong dén
MIC ddi véi ca hai logi thuéc va CC cho Pa dang trong qua trinh xdy dung (Sé dwoc
hodn thién vao cudi nam 2023). Két lugn hién tai quy tac khdng chéo chung van chwa
duwoc thiét ldp cho Danh muc dot bién nam 2023 cuia WHO. | There is evidence from
multiple laboratories that LoF mutations in ddn, fbiA, fbiB, fbiC, fgd1l and Rv2983
confer cross-resistance to DIm and Pa. However, data are limited, the relative increase
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in MIC for each drug is different for the 6 genes, at least some mutations do not
appear to affect MIC for both drugs, and the CC for Pa is in process of establishment
(To be finalized by the end of 2023). The conclusion is that a general cross-resistance
rule is not yet established for WHO Mutation Catalogue 2023.

Liéu lwong, viéc gian doan va ngirng sir dung Linezolid / Linezolid dosage,
interruption, and discontinuation

Q19. Liéu khéi dau dwoc khuyén nghi cia Lzd la bao nhiéu va can ding Lzd trong
bao ldu? Lzd cé thé bi gidn doan hodc ngirng s dung khéng? | What is the
recommended starting dose of Lzd, and how long does Lzd need to be given? Can
the Lzd be interrupted or discontinued?

Tra loi / Answer: Dua trén viéc phan tich dir liéu tir cac nghién ciru Nix-TB, Zenix-
TB va TB-PRACTECAL ciia Nhém Phat trién Hudng dan cia WHO vao dau nam
2022, WHO dd ban hanh Théng bdo nhanh vé nhitng thay doi chinh trong diéu tri
Lao khdng thuéc vao thang 5 ndm 2022. Liéu khoi dau hang ngdy dwoc khuyen nghi
cua Lzd hi¢n nay la 600mg/ngay thay vi 1200mg. Nén wu tién tiép tuc ding liéu 600
mg linezolid hang ngay trong sudt qud trinh diéu tri bang phdic d6 BPaLM/BPal.
Piém nay dwoc viét chi tiét hon trong Huéng dan diéu tri Lao khdng thubc cdp nhdit
cua WHO ban hanh vao thang 12 nam 2022. | Following the analyses of the Nix-TB,
Zenix-TB and TB-PRACTECAL data by WHO’s Guideline Development Group in
early 2022, a Rapid Communication of key changes in DR-TB treatment was issued
by WHO in May 2022. The recommended starting daily dose of Lzd is now 600mg
daily instead of 1200mg. The dose of 600mg linezolid daily optimally should be
continued throughout the whole duration of the BPaLM/BPaL treatment course. This
was further detailed when WHO issued its updated DR-TB treatment Guide in
December 2022.

Liéu Lzd ngdt quang khéng dwoc khuyén cdo trong hwdomg dan cia WHO; thay vao
dé nén dimg liéu hang ngay (600 mg hodc 300 mg). | Intermittent dosing of Lzd is
not recommended in the WHO guidelines; rather a daily dose is recommended (either
600 mg or 300 mg).

Tuy nhién, néu cé déc tinh ding ké (ty thudc vao mirc dé nghiém trong cia cdc
BCBL cu thé hodc cdc BCBL nghiém trong) lién quan dén Lzd, bao gom viém ddy
thén kinh thi gide, bénh Iy than kinh ngoai bién hodc suy tiy do 2 tré lén, ¢é thé thiee
hién cdc diéu chinh sau: | 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:
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Phdc do/
Regimen

1-9  tuén
diéu tril 1-
9 weeks of
treatment

10-18 tuén diéu
tri/10-18 weeks
of treatment

>18-26 tuan diéu
tri/>18-26 weeks of
treatment

27-39
weeks

tudn/27-39

BPaLM

600 mg
moi ngay,
ly twong la
ap  dung
dwoc trong
toan bo
thoi  gian
dieu  tril
600 mg
daily,
ideally
continued
throughout
the
regimen
duration

Néu khéng dung

nap, Lzd cé thé

dwoc giam liéu
xuong 300 mg
moi ngay cho
dén khi két thic
dieu tri  hodc
tiép tuc ding lai
liéu 600 mg mai
ngay bat cir lic
nao néu dung
nap duor,
nhung ly tuong
nhdt la khong
ngdt quang. |f
not tolerated,
Lzd may be
reduced to 300
mg daily until
the end of the
treatment, or
resumed

anytime to 600
mg daily, as

tolerated, but
ideally not be
omitted

Neu can thiét, co thé

ngung Lzd cho dén
khi két thiic diéu tri,
st dung cdc liéu
Bdgq, Pa+Mfx con
lai dé hoan thanh
phdc do; hodc Lzd
cé thé dwoc khoi
dong lai bat cir lic
nao ¢ liéu 600 mg
hodc 300 mg moi
ngay, tuy theo kha
nang dung napllf
necessary, Lzd may
be omitted until the
end of treatment
with Bdg, Pa + Mfx
remaining to
complete the
regimen; or Lzd
may be restarted
anytime at either
600 mg or 300 mg
daily, as tolerated

Phdc do khong thé

duoc
dai/Regimen
cannot
extended

kéo

be

Nén tranh bdt ky suw gidn doan hodc thay doz liéu lwong nao cua Lzd trong thoi gian
9 tuan dau diéu tri & lieu Lzd 600 mg méi ngay va cdc dé xudt nay phai dwoc thao
ludn véi Hoi dong chuyén mén, sau do la danh gid 1dm sang can thin dé quan sdt
hiéu qua va co phwong phap quan ly phu hop theo nhw ngi dyng cua Hudng dan lam
sang. Hoi dong chuyén mén can cén bang gitta nguy co diéu tri khong day di dan
dén tdi phat véi ganh nang diéu tri bé sung/kéo dai. Phdc do co thé cdn phdi ngimg
sir dung va bénh nhan bat dau phdc dé diéu tri dai hon dwoc cd nhdn héa./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
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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 mét BCBL xdy ra trong bon tuan dau diéu tri ma khéng can thay doi liéu lwong,
gidan doan hodc ngung sir dung Lzd, thi viéc gian doan PHAC PO BPaL PAY PU
dwroc phép trong toi da 14 ngay (dung dong thoi cd ba loai thuoc thanh phan trong
thoi gian nay), sau do PHAC PO BPaL PAY PU nén dwgc bat dau lai, bao gom Lzd
600mg moi ngay. Néu thoi gian gian doan qud 14 ngay, bénh nhan phai dwoc rut
khoi phdc @6 BPaL va c6 phdc 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.

Liéu lwong Bedagquiline | Bedaquiline dosage

Q20. Nén diéu tri nhw thé nao doi véi mét bénh nhdn du dieu kién sir dung phac do
BPaL nhung gdn ddy da sir dung phdc dé ngdn han toan bé dwong uong cé bao gom
Bdq theo khuyén nghi ciia WHO va vira hoan thanh liéu nap Bdq trong hai tudn (400
mg moi ngay)? [How should a patient who is eligible for the BPaL regimen, but has
recently taken the WHO-recommended Bdg-containing all-oral shorter regimen and
has just finished the loading two-week dose of Bdg (400 mg a day), be treated?

Tra 10i / Answer: Tét nhdt la lam KSP véi Bdg (va tot nhat la bang xét nghiém sinh
hoc phan tir nhanh, nhung hién chwa c6 san). Tuy nhién, Vi KSD véi Bdq co thé khong
c6 san nén sé can coé sw ddnh gid trén tung bénh nhan vé nguy co sir dung thuoc dan
dén tinh trang khdng thuéc phdt trién dya trén tién sit va dap g voi thude (xem
bang bén duwaoi). / Optimally Bdg DST would be conducted (and preferably by a rapid
molecular test, which unfortunately is not available yet). However, as Bdqg DST may
not be available, there will need to be an individual patient judgement on their risk of
exposure having led to resistance developing based on drug history and response (see
below table).

Khuyén cdo vé liéu lwong sau khi gidn doan Bdg/Dosing recommendations after
interruption of Bdg

Gian doan tai Thoi gian Liéu nap can thiét IRequired loading dose

tudnl gian

Interruption at dogn/Duration

week of interruption

1 -2 (trong khi < 2 tuanl2 Két thiic liéu nap con lai, sau dé tiép tuc véi Bdg

nap) 1 -2 weeks 200 mg/ngay, ba lan mbi tudn cho dén khi két
thiic diéu tri./Finish remaining loading days,
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(during loading)

then continue with Bdq 200 mg/day thrice
weekly until end of treatment

1 -2 (trong khi

> 2 tuan < 6

400 mg/ngay trong 1 tudn, sau do tiép tuc voi

nap) 11 -2 thang/> 2 Bdq 200 mg/ngay ba lan méi tudn cho dén khi
(during loading) | weeks < 6 két thic dieu tri/l week of 400 mg/day, then
months continue with Bdg 200 mg/day thrice weekly
until end of treatment
z3 = 2 tuani2 Khong can tdi nap, tlep tuc dung Bdg 200
weeks mg/ngay ba lan moi tuan cho dén khi két thiic
dieu trilNo need for reloading, proceed
with Bdg 200 mg/day thrice weekly until end
of treatment
>3 > 2 tuan < 6 | 400 mg/ngay trong 1 n‘tcfn, sau doé tiép tuc voi

thang/> 2 Bdg 200 mg/ngay ba lan méi tudn cho dén khi
weeks < 6 két thic diéu tri/l week of 400 mg/day, then
months continue with Bdg 200 mg/day thrice weekly
until end of treatment
Bt ké gidn doan | > 6 thang/ 6 | 400 mg/ngay trong 2 tudn, sau do tiép tuc véi
& tuan months Bdq 200 mg/ngay ba lan méi tuan cho dén khi

nao/Regardless
of week of
interruption

két thic diéu tri/2 weeks of 400 mg/day, then
continue with Bdg 200 mg/day thrice weekly
until end of treatment

Q21. Liéu mot bénh nhan da dung Bdg hon 4 tuan cé thé dwoc diéu tri bcing phac do
dua trén BPal khong?/Can a patient who has taken Bdqg for more than 4 weeks, still
be treated with a BPaL-based regimen?

Tra loi / Answer: Néu mdt bénh nhdn du diéu kién su dung phdc d6 BPaLM/BPalL
nhung gan day da s dung phdc do ngan han dwong uéng cé chira Bdg hodc phdc do
co chuwa Bdq khac dwoc WHO khuyen nghi, thi quan ngai sé la liéu bénh nhdn cé thé
khang véi Bdg hay khéng. Néu Bdg da dwgc sw dung trong phdc do diéu tri MDR-
IRR-TB truéc dé trong hon 4 tuan, thi bénh nhan can con nhay cam voi cdac thudc
nay (Bdg, céng véi Lzd va Dim hodc Pa néu Dim néu dwoc sir dung trong phdc do
triwée d6) thi méi di diéu kién thu nhdn vao phdc d6 BPaLM/BPalL bat ké thoi diém
da dung thudc triede do. 1 1f 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 Bdqg. If Bdq has been used in the previous MDR-/RR-TB treatment
regimen for more than 4 weeks, susceptibility to these drugs (Bdg, 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.
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Néu KSP cho thdy bénh nhdn con nhay cam véi Bdg (va Lzd) va khéng ghi nhén tinh
trang khong dung nap Bdq (hodc Lzd), thi bénh nhédn di diéu kién thu nhdn vao phéac
d6 BPaLM/BPaL. Bdg nén dwoc sir dung trong sudt thoi gian diéu tri ddy di ciia
phdc @6 BPaLM/BPalL, tirc la tir 6 dén 9 thang. Viéc da sir dung véi Bdq trieée do sé
khong lam thay déi thoi gian sir dung Bdgq trong phdc d6 BPaLM/BPalL. Viéc da sir
dung Bdq truée d6 chi nén dwoc xem xét khi diéu chinh liéu nap Bdq nhw mé td ¢
trén. Can nhé: Pa chi dwoc khuyén nghi siv dung la thuéc thanh phan trong
BPALM/BPaL. / If DST shows susceptibility to Bdg (and Lzd) and there is no
documented intolerance to Bdg (or Lzd), the patient is eligible for BPaLM/BPaL.
Bdq should be given throughout the full course of the BPaLM/BPaL regimen i.e 6 to
9 months. Previous Bdqg exposure should not alter the duration of Bdq use in the
BPaLM/BPaL regimen. Previous Bdq exposure should only be considered in relation
to the adjustment of loading dose of Bdqg as described above. Remember: Use of Pa
is only recommended as part of the BPaLM/BPaL regimen.

Néu mét bénh nhdn da sir dung Bdg va/hodc Lzd tur 4 tuan tré lén, trong khi cho doi
két qua KSP, viéc diéu tri try thuoc vao tinh trang lam sang, cu thé nhw sau: | If a
patient has had 4 weeks or more of Bdg and/or Lzd, whilst awaiting their DST results
to be available, their treatment depends on their clinical condition. Hence:

e Néu tinh trgng 1am sang cua bénh nhan tot va co thé doi két qua KSP, hay nging
diéu tri tam thoi va ky vong bénh nhdan di diéu kién sir dung phdc dé ngan han
(BPaLM/BPaL), néu quy dinh cia quac gia cho phép; 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 (BPaLM/BPaL), as per
country policy if allowed; and

o Néu bénh nhan khong thé cho doi, thiét ké va bat dau sir dung phac do dieu tri ca
nhdn dai han tét nhdt theo hwdng dan cia WHO. | If the patient cannot wait, the
best individual longer regimen should be designed and initiated based on WHO
guidelines.

Can ¢0 thém bdng chitng dé hiéu ré hon vé mé hinh khdng thudc ¢ nhitng bénh nhan
nay / More evidence is needed to better understand the resistance patterns in such
patients.

Q22.

Q22.a. Béi véi nhitng bénh nhan da dwoc chuyén tir phdc dé diéu tri ¢ Bdg truée
dé sang BPalL, viéc tinh tong thoi gian 26 tuan bdt ddau tir thoi diém ndo? | For
patients who were shifted from a previous Bdg-containing regimen to BPaL, when
does the counting for a total duration of 26 weeks start?

Q22.a. Tra 1oi / Answer: Viéc tinh tong thoi gian 26 tudn sé bat dau vao Ngay 1 cia
BPaLM/BPalL thay vi Ngay 1 ciia phdc d6 c6 Bdg truée d6. | The counting for a total
duration of 26 weeks will start on Day 1 of BPaLM/BPaL rather than on Day 1 of the
previous Bdg-containing regimen.
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Q22.b. Lién quan dén khodng cdch giita liéu Bdq cudi ciing va liéu Bdq hién tai la
dé cdp dén liéu Bdq cudi ciing (200mg ba lan moi tudn) hay liéu nap Bdg cudi cing
(400mg/ngay)? / And in relation to the gaps from the last Bdq intake and the current
one, are we referring to the last dose of the Bdg (200mg thrice weekly) or the last
dose of the Bdq loading (400mg/day)?

Q22.b. Tra loi/Answer: Tinh |& liéu Bdg cudi ciing bat ké dé la liéu nap hay giai
doagn duy tri. / This is counted from the last dose of Bdq irrespective of whether it
Is during the loading or continuing phase.

BCBL ciia cdc phac dé dwa trén BPaL | Adverse events of BPaL-based regimens
Bénh Iy than kinh ngoai bién | Peripheral neuropathy

Q23. Bénh Iy than kinh ngoai bién 1a mét BCBL phé bién trong cac nghién cizu Nix-
TB va Zenix-TB. Vay, bai hoc kinh nghiém trén nhizng bénh nhan khéng thuyén giam
dii da sir dung cac thuac chang viém khdng steroid (NSAID) va céc logi thuoc khéng
gay nghién khéc, nhitng bénh nhan can dung cac thuéc manh hon dé tranh bi gian
doan hoac ngung si dung Lzd la gi? Theo kinh nghiém va céc tai li¢u lién quan,
Amitriptyline, gabapentin hogc pregabalin c6 thé cé fuwong tac thuéc véi Lzd vi cac
thuéc nay lam ting nong dé serotonin, ting nguy co gdy ra héi chirng serotonin/.
Amitriptyline ciing kéo dai khodng OT va do dé cé thé c6 twong tdc véi Bdg. /
Peripheral neuropathy is listed as a common AE in the Nix-TB and Zenix-TB trials.
What was the experience for those not relieved by NSAIDs and other non-narcotic
drugs who needed stronger agents to avoid interruption or discontinuation of Lzd?
From experience and in literature, Amitriptyline, gabapentin or pregabalin may have
drug-drug interaction with Lzd since they increase serotonin levels endangering a
serotonergic syndrome. Amitriptyline is also QT-prolonging and thus may interact
with Bdq.

Tra loi / Answer: Nhiing rii ro va lei ich cia thudc chdéng trém cam ba
vOng/SSRI/NSRI diing dong thoi véi linezolid nén Héi dong chuyén mén xem xét. Co
nguy co gdy héi chung serotonin va kéo dai khodang QT. / The risks and benefits of
tricyclic antidepressants/SSRI/NSRI taken simultaneously with linezolid should be
considered in consultation with Expert committee/consilium. There is a risk of
serotonin syndrome and QT prolongation.

Can thdn trong vi pregabalin c6 tac dung tang tiét serotonin c6 khd ndng gady ra hol
chitng serotonin va gabapentin lam ting nong do serotonin trong co thé nguoi.
/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.

Hgi ching serotonin la mgt tinh trang de doa tinh mang lién quan den viéc tang hoat
dong tiét serotonin trong h¢ than kinh trung wong (CNS). Thay dol trgng thai tam
than c6 thé bao gom lo ldng, mé sdng kich dong, bon chon Va mat phirong huong.

Céc biéu hién than kinh tir déng c6 thé bao gom toat mé héi, nhip tim nhanh, sét,
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ting huyét ap, ndn mura va tiéu chay. Tdang than kinh co c¢é thé biéu hién duwdi dang
run, cung co, rung gidt co va tang phan xa./Serotonin syndrome is a potentially life-
threatening condition associated with increased serotonergic activity in the central
nervous system (CNS). 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 hyperreflexia.

Céc logi thudc c6 khd ndang gdy héi ching serotonin bao gom: /Drugs that could
potentially cause serotonin syndrome include:

e CA4c chat uc ché tai hap thu serotonin co chon loc (SSRI), thuéc chang tram
Cam  nhu  citalopram,  fluoxetine,  fluvoxamine,  paroxetine va
sertraline/Selective serotonin reuptake inhibitors (SSRIs), antidepressants
such as citalopram, fluoxetine, fluvoxamine, paroxetine, and sertraline

e Thudc i ché tai hdp thu serotonin va norepinephrine (SNRI), thuéc chéng
tram cdam nhi duloxetine va venlafaxine/Serotonin and norepinephrine
reuptake inhibitors (SNRIs), antidepressants such as duloxetine and
venlafaxine

e Bupropion, thugc chéng traém cam va thuéc cai nghién thugc 14 /Bupropion, an
antidepressant, and tobacco-addiction medication

e Thuéc chong tram cam ba vong nhir amitriptyline va nortriptyline (Pamelor)
[Tricyclic antidepressants, such as amitriptyline and nortriptyline (Pamelor)

e Thuéc ¢ ché monoamine oxidase (MAOIs), thusc chong tram cdm nhuw
isocarboxazid va phenelzine/Monoamine oxidase inhibitors (MAOIS),
antidepressants such as isocarboxazid and phenelzine

e Thuéc chdng dau nira dau, chang han nhw 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, vi du nhw thuéc giam dau opioid bao gém codeine, fentanyl,
hydrocodone, meperidine, oxycodone va tramadol /Pain medications, such as
opioid pain medications including codeine, fentanyl, hydrocodone, meperidine,
oxycodone, and tramadol

Pé biét thém thong tin, xem thém tei:/For more information, see:
https://www.msdmanuals.com/professional/SearchResults?query=serotonin+syndro
me

file://IC:/Users/user/Downloads/Serotonin Syndrome after Initiation of Pregabali

n_.pdf

Dinh nghia két qud diéu tri | Treatment outcome definitions

Q24. C6 nhiéu nguwoi hy vong rang mét sé bénh nhdn sé ém héa nudi cdy chi sau 4
thang diéu tri tré 1én. Cau héi dat ra la “lidu phac do diéu tri kéo dai chi ap dung khi
Lzd chwa dwoc siv dung day di trong 4 thang trude hay ngay ca khi da sie dung di
liéu Lzd trong 4 thang nay?”/ It is expected that some patients will culture convert
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only after 4 or more months of treatment. Question is "whether the extended regimen
applies only when Lzd has not been fully taken for the preceding 4 months or even
when a full dose of Lzd has been taken for 4 months?"

Tra 101 / Answer: Am héa nuédi cdy cé thé dwoc chdp nhin sau 5 hodc 6 thiang diéu
tri bang phdc dé6 BPaLM/BPaL néu bénh nhadn c6 cdi thién trén lim sang va X quang.
T6t nhat la bénh nhan nén ding Lzd it nhdt 9 tuan véi liéu it nhat 600 mg méi ngay.
Néu két qua nudi cdy van dwong tinh sau 4 thang diéu tri bang phdc do6 BPaLM/BPalL,
phac do kéo dai (trc la tong cong 9 thang) sé dp dung cho tat ca bénh nhan bat ké
z‘ong liéu Lzd ma ho da ding cho dén thoi diém diéu tri do. Tuy nhién, theo quy trinh,
can thyc hién KSD voi madu cdy dwong tinh sau 4 thdng diéu tri va cé két qua cang
som cang tot. Hoi dong chuyén mén danh gid tinh trang lam sang va X quang ciia
bénh nhan trieée khi dwa ra quyét dinh kKéo dai thoi gian diéu tri va can danh gid lai
bénh nhdn sau khi cé két qua KSP. | Culture conversion is acceptable after 5 or 6
months of the BPaLM/BPaL treatment if a patient has clinical and radiological
improvement. The patient preferably should receive at least 9 weeks of Lzd with at
least 600mg daily. If the culture result is positive after four months of the
BPaLM/BPaL treatment, the extended regimen (i.e total 9 months) applies to all
patients regardless of the total Lzd dose that they have taken up to that point in
treatment. As per the protocol, it is essential however to perform DST from the
positive culture after 4 months of treatment, and have the DST result available as
soon as possible. The Expert Committee should assess the clinical and radiological
status of the patient before a decision on the regimen extension is made. The Expert
Committee needs to re-assess the patient once the DST results are available.

Trong trwong hop bdc si ldm sang cam thdy bénh nhan thdt bai diéu tri do dap iing
lam sang/X quang kém cung voi két qud nuoi cay duwong tinh vao thang thir 3, nén
can nhdc thiee hién lai KSD va hoi chan Héi dong chuyén mén dé xem xét chuyén
phdc d6 diéu tri. Hon nita, néu bénh nhdn da ngirng st dung Lzd sém trong qud trinh
diéu tri BPaLM/BPalL thi cang can phdi thuc hién lai KSP cang sém cang tot doi véi
cdc thuéc thanh phan BPaLM/BPalL | In case a clinician feels that a patient is failing
due to poor clinical/radiological improvement with positive culture at month 3, they
should consider repeating a DST and refer to the Expert Committee for consideration
of switching the regimen. Furthermore, if the patient has Lzd discontinued early in
the BPaLM/BPaL treatment, it is essential to repeat the DST for the BPaLM/BPaL
component drugs as soon as possible.

Q25. Mot trong nhitng yéu t6 dwoc néu trong dinh nghia vé “thdt bai diéu tri” la
khéng dm héa nudi cdy & thang thir 6 diéu tri. Nhitng bénh nhdn khéng dm héa nudi
cdy & thang thir 4 (két qua c6 vao khodng thang thir 6 diéu tri) ¢ khd ndng sé that
bai diéu tri, tai sao kéo dai diéu tri dén 9 thang o bénh nhan khong am héa (Vi két
qua chi ¢é vao khodng thang thir 8 diéu tri)? / One of the definitions of “treatment
failed” is lack of culture conversion at the 6™ month of treatment. Patients who lack
culture conversion by the 4™ month (known around the 6 month) are likely
candidates for failure, why is treatment extended to 9 months in a non-converting
patient (which is known only by the 8" month)?
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Tra 10i / Answer: Pdy thiee sy la mot cdu héi hay. Néu két qud nudi cdy chwa dm
héa vao thang thir 4, can theo doi chdt ché d@é tim kiém cdc ddu hiéu that bai khdc.
Thiee hién lai KSP néu két qud nudi cdy van dwong tinh ¢ thang thir 4 dé cung cdp
thong tin cho cac chi dinh trong twong lai. [This is indeed a valid question. If the
4™ month culture shows no conversion yet, close monitoring should continue looking
for other signs of failure. DST should be repeated if the culture is still positive at
month 4 to inform future management decisions.

Tuy nhién, huéng dan van cho phép tiép tuc diéu tri, dong thoi theo doi cdc ddu hiéu
lam sang va bang chirng vi khudn hoc. Néu két qud cay dom sau khi bénh nhin da
diéu tri 4 thang van dwong tinh, bénh nhan co thé dwoc diéu tri thém 3 thang (turc la
tong céng 9 thang diéu tri BPaLM/BPal) néu cdc triéu chitng ldm sang tot va hodc
dwoc cdi thién. Viéc két qua nudi cdy dwong tinh sau khi kéo dai thoi gian diéu tri
can dwoc xik Iy tity theo tirng trieong hop va can tinh dén ddp vng ldm sang ciia bénh
nhén. / However, the guidance still allows for continued treatment, and clinical and
bacteriological observation. If the sputum culture taken after the patient has taken 4
months of treatment is still positive, the patient can receive an additional 3 months of
treatment (i.e receive a total of 9 months of BPaLM/BPaL treatment) if the patient is
clinically well and / or improving. Positive cultures after the treatment
duration has been extended, should be dealt with on a ‘case by case” basis, taking
into account the clinical response of the patient.

Tuy nhién, néu tinh trang bénh nhan khong cai thién, coi do la bénh nhan that bai
diéu tri vé mdt lam sang va can dwoc Hoi dong chuyén mén héi chin chuyén sang
phdc do diéu tri thay thé | However, if the patient is not improving, consider that
patient as clinically failing and needs to be referred to the Expert Committee for
consideration of switching onto an alternative treatment regimen.

Q26.

Q26.a. Piéu tri that bai: Nudi cdy duong tinh tro lai** vao thang thir 5 hodc mugn
hon 6 bénh nhan c6 két qua nuoi cay truoc do la d am tinh. Diéu nay c6 nghia la phdc
d6 BPaLM/BPaL cé thé du’ng sau thang thir 6 néu bénh nhdn da ém héa nuoi cdy
théng thir 4, nhung chuwa thé két ludn la “khéi” vi phdi doi két qua nudi cdy ¢ thang
thir 5?7 / Treatment failed: Culture reversion** at 5th month or later in a patient with
previous culture conversion to negative. Does this mean that the BPaLM/BPaL can
be stopped after month 6 if a patient had converted at month 4, but cannot be declare
“cured” yet because we must wait for the month 5 culture result?

Tra 10i/Answer: Puing, néu két qua cdy & thang thir 3 va 4 dm tinh thi ¢é thé dimg
phdc do6 BPALM/BPalL sau 6 thang diéu tri. Tuy nhién, dé két lugn két qud dzéu tri
bénh nhén la “khéi”, can doi két qua nuéi cdy cia thang thir 6 dé c¢é 2 mau cdy am
tinh tro lén trong thO’z gian tir thang 4 dén thang 6. Do do néu chi cé két qua nudi cdy
am tinh cia thang 3 va 4 thi khéng thé két lugn bénh nhan da “khéi”. | Yes, if the
cultures at months 3 and 4 are negative, then the BPaLM/BPaL can be stopped after
6 months of treatment. However to declare the patient “cured” as a treatment
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outcome, you need to wait for the culture result from the month 6 in order to have 2
or more negative cultures during months 4 to 6. Hence with negative cultures at
months 3 and 4 only, you cannot declare the patient “cured”.

Tuy nhién, néu két qua nudi cay thang 5 dwong tinh thi bénh nhan khong thé dwoc két
Iudn la da “khéi”. Sau d6, can doi két qua nudi cdy cia thang 6. Néu két qua ¢ thang
thwr 6 cting dwong tinh thi viéc dwong tinh tro lai duwoc xac nhdan, bénh nhdn dwoc két
lugn la “that bai diéu tri” va bdt dau dp dung phac do cd nhén dai han | However,
if the month 5 culture is positive, the patient cannot be declared “cured”. You then
need to wait for the result of the month 6 culture. If the month 6 result is also positive,
then reversion is confirmed, the patient is declared a “treatment failure” and started
on an individualized LTR.

Q26.b. Néu két qua nudi cdy ¢ thang thir 5 la dwong tinh va bénh nhin da ngirmg
diéu tri sau thang thir 6, ¢6 nén goi bénh nhan tai khdm va chuyén phdc do dai han
ca nhan khong? [/ If the month 5 culture is positive and the patient has stopped
treatment after month 6, should we recall him/her and refer for individualized LTR?

Tra 1oi/Answer: Bénh nhén can dwoc theo doi chdit ché va thuwong xuyén. Néu bénh
nhan cé biéu hién lam sang tot thi doi két qua nudi cdy thang thir 6. Néu biéu hién
Iam sang khéng tot thi coi nhw bénh nhan dang that bai vé mdt lam sang va dp dung
phdc do diéu tri thay thé. | The patient should be under close monitoring and regular
follow-up. If the patient is clinically well, wait for the month 6 culture result. If not
clinically well, then consider patient is clinically failing and place on an alternative
treatment regimen.

Q27. Pinh nghia nam 2020 ciia WHO vé vi khuan lao dm héa nuéi cdy la trieong hop
mdc lao c6 bang chitng vi khudn hoc c6 it nhdt hai mau nudi cdy lién tiép dwoc thu
thdp vao cdc thoi diém khdac nhau, cdch nhau it nhdt 7 ngay, déu cé két qua am tinh.
Twong ty nhw vay, "vi khuan lao duong tinh tro lai" & truong hop mot bénh nhan
c6 it nhdt hai mau nuédi cdy lién tiép dwoc thu thdp vdo cdc thoi diém khdc nhau céch
nhau it nhat 7 ngay, dwong tinh sau khi da am héa nudi cdy hodc trén ngwoi bénh
dwoc chan dodn lam sang , khéng c6 bang chitng vi khudn hoc truée dé. Dinh nghia
nay ciing cé thé dp dung cho nhitng bénh nhin dwoc diéu tri bang phdc do
BPalLM/BPalL chir? | The WHO’s 2020 definition for bacteriological conversion is a
situation with bacterio- logically confirmed TB where at least two consecutive
cultures taken on different occasions at least 7 days apart, are negative. Likewise,
“bacteriological reversion” describes a patient with at least two consecutive cultures
taken on different occasions at least 7 days apart, are positive either after the
bacteriological conversion or in patients without bacteriological confirmation of TB.
Can this also apply to those patients treated with BPaLM/BPaL?

Tra lb’i‘/ Answer: Dung, dinh nghia nay dp dung cho phac do BPaLM/BPal va cac
phac do diéu tri khdac. Hwong dan cua WHO la “.. it nhat ..”" 7 ngay. Do do, néu dwoc
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thi dinh nghia méi vé khodang cdch 7 ngay ndy cé thé dwoc siv dung. IYes, this
definition applies to BPaLM/BPaL and other regimens. The WHO guidelines says “..
at least ..” 7 days. Hence if operationally possible this new definition of 7 days apart
can be used.

MGt s6 diém khdc | Miscellaneous

Q28. Nén quan ly bénh nhan ding qua liéu bat ky loai thuéc thanh phan ndo ciia
phac do BPaLM/BPal nhu thé nao? | How should a patient be managed who has
taken an overdose of any of the component drugs of the BPaLM/BPaL regimen?

Tra loi/Answer: Viéc quan Iy cac bénh nhan nay can dua trén loai thuéc ma bénh
nhdn da dung qud liéu ciing nhw cdc triéu chieng va ddu hiéu ciia bénh nhan. Vi du,
néu bénh nhan cé biéu hién ngd't, can thuce hién ECG dé xdc dinh c¢é kéo dai khoang
OT hay khéng. Mét bude dy phong la chuyén bénh nhan di kham mdt, bat ké Lzd ¢6
dwoc coi la dimg thude qud liéu hay khdng./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.

Q29. Lich trinh tai su dung thiwr thuéc doi véi bénh nhén gap BCBL, vi du nhw phat
ban lan réng, trong vai ngay dau diéu tri bang BPaLM/BPaL nén nhuw thé nao? |
What should be the schedule for re-challenging a patient who develops an adverse
event e.g a widespread rash, in the first few days of treatment with BPaLM/BPaL.?

Tra 101 / Answer: Hién tai khdng c6 théng tin lién quan dén tdi sir dung thir thuée
trong fai liéu Hudng dan ldm sang goc. Khuyén cdo chung la khi bénh nhdn dwoc
ding lai thude, nén bdt dau lai ca 3 hodc 4 loai thuéc ciing lic dé tranh cdc nguy co
trong thoi gian don tri liéu. Pong thoi can xem xét lai lidu c6 thé ¢é cdc 1y do khdc
gdy ra BCBL. Vi du, liéu phdt ban lan réng cé thé lién quan dén cdc logi thuéc ding
dé‘ng thoi, chcfng han nhu ARV hodc thuéc diéu tri nhiém trung co hoi, vi du nhu
cotrimoxazole o bénh nhan HIV+. | Currently there is nothing about re-challenge in
the generic Clinical Guide. A general 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. For example, could a widespread rash be related to concomitantly
taken medicines, such as ARVs or drugs given for opportunistic infection, e.g
cotrimoxazole, in HIV+ve patients.

Tuy nhién, cé nhiéu loai phdt ban dwoc quan st thdy khi sir dung cdc thuoc trong
phdac do BPalL. O nhom bénh nhdn BPal OR o Philippines thuoc duy an LIFT-TB,
phat ban hoac ton thuwong da dwoc ghi nhan o 24% bénh nhdn. Tuy nhién, tdt ca déu
duoc giai quyét bang diéu tri trieu chung don gian hodc tham chi khong can diéu tri.
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/ 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.
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