r /
i +I_I Vietnam Journal of Community Medicine, Vol. 66, Special Issue 8, 345-350
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ABSTRACT

Objective: We report a case of stepwise amplification of drug resistance to the new
drug - Bedaquiline in a tuberculosis (TB) patient previously assessed as having completed
treatment, with the hope of sharing information to improve the quality of treatment
monitoring.

Case report: A 58-year-old male patient with a history of two previous TB treatments was
assessed as “complete”. Initially a case of drug-sensitive TB, the patient was found to have
developed stepwise resistance to Rifampicin, Fluoroquinolones and especially the new
drug “Bedaquiline”.

Discussion: Although there was no evidence of bacterial genome sequencing to exclude
the possibility of infection with new strains, or heteroresistance; this case still points
towards the possibility of acquired drug resistance due to no history of contact with a
drug-resistant TB patient or use of second-line drugs idientified; meanwhile, the patient
lacked compliance and re-examination in the final stage of treatment to have sufficient
evidence for accurate treatment outcome assessment.

Conclusion: Vietnam needs solutions to improve the quality of treatment monitoring,
re-examination during treatment, and monitoring TB patients after completing treatment
to promptly detect and treat cases of relapse with drug resistance amplification.

Keywords: Drug-resistant tuberculosis, Bedaquiline resistance, drug susceptibility
testing, treatment monitoring, treatment completion
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ABSTRACT

Muc tiéu: Chuing tdi bao cédo ca bénh cé khuéch dai khang thudc mdi Bedaquiline tirng
budc trén ngudi bénh lao dugc danh gia hoan thanh diéu tri trudc do véi hy vong chia sé
théng tin gilp tang cuong chat lwgng giam sat diéu tri.

B4o cdo ca bénh: Bénh nhan nam 58 tudi vdi tién s hai lan diéu tri lao dugc danh gia
danh gia két qua “hoan thanh”. Xuat phat ban dau la mot trudng hgp lao nhay cam,
ngudi bénh dugc ghi nhan méac lao khang thudc tirng budc dan dén khang Rifampicin,
Fluoroquinolones va dac biét la thudc mdi “Bedaquiline”.

Ban luan: Mac du khdng cé bang chirng giai trinh tu gen vi khuén dé loai trir cac kha nang
nhiém chdng méi hodc di khang, ca bénh nay van huéng t6i kha nang khang thudc méc
phaivi khong ghinhan tién strti€p xdc vdi ngudi bénh lao khang thudc hoac dung céac thudc
hang hai; trong khi dé ngudi bénh thi€u tuan thu va tai kham trong giai doan cudi trude khi
k&t thuc diéu tri dé cé day du bang ching danh gid két qua mot cach chinh xac.

K&t luan: Viét Nam can co6 céac giai phap tdng cudng chat lugng giam sat, tai kham trong
qué trinh diéu tri, theo ddi ngudi bénh lao sau khi hoan thanh diéu tri dé kip thdi phat hién
va diéu trj nhirng trudng hgp tai phat kém khuéch dai khang thuéc.

Tirkhoa: Lao khang thudc, khang Bedaquiline, khang sinh do, giam sat diéu tri, hoan thanh

diéu tri.

1. DAT VAN DE

Chi tiéu hién nay ctia Chuong trinh Chong lao Quéc
gia (CTCLQG) d6i véi ngudi bénh (NB) lao khéng
thudc la diéu tri thanh cong trén 80% sb ca bénh
dang ky. Theo do ngudi bénh can tai kham day du
hang thang dé theo ddi dap Ung lam sang, vi khuan
hoc va giam séat cac bién c6 bat gi. Pay la cac tiéu
chiquantrong dé danh gia két qua diéu tri[1]. D& két
luan khdi bénh, can c6 di bang chirng déng thoi ca
vé dap ungvi khuan hoc va lam sang. Truding hop NB
khoéng dap ung ldm sang hodc vi khuén hoc, hoac ca
hai dugc danh gia la that bai. Trudng hgp hoan thanh
liéu trinh diéu tri nhung khdng dap &ng tiéu chuén
khoi hodc that bai dugc danh gia la “hoan thanh didu
tri” va x8p loai “thanh cong” [1][2]. Nhu vay, nu NB
da hoan thanh liéu trinh diéu tri nhung khong thuc
hién day du xét nghiem (XN) theo déi dugc két luan
“hoan thanh”. Trong s nay c6 thé bd s6t NB van con
duong tinh nhung khéng dugc phat hién, vi vay tiém
4n nguy co tai phat, khuéch dai khang thudc. Mac

*Tac gia lién hé

du dugc xEp loai “thanh céng”, két luan “hoan thanh
liéu trinh” da thuc swthanh céng hay chua, con tiém
4n nguy ca gi co thé la diéu can quan tam. Tai Viét
Nam, hién ty |& diéu tri thanh céng clia bénh nhan
lao mdi va tai phat c6 bang chitng vi khuén hoc (a
xap xi 90%, trong d6 bao gom trén 10% hoan thanh
diéu tri, dudi 80% khdi bénh. Doi véi bénh nhén lao
khang thudc, ty & thanh céng va hoan thanh tuong
rng la trén 70% va trén 20% [3].

Muc tiéu: Chung tdi bdo cdo ca bénh duoc héi chén
tai H6i ddng Lam sang Lao khang thubc dé thdy
dugc viéc khuéch dai khdng thubc tirng bu'dc trén
NB khéng thuc hién tai kham day da va dugc dénh
gia hoan thanh diéu tri tru’éc do, déc biét c6 khang
Vi thu6c mdéi (Bedaquiline-Bdgq) la thubc duoc st
dung réng réi tai Viét Nam trong nhifrng ndm gan
day. V&i mét ty 1é khéng hé nhé NB duoc danh gia
hoan thanh diéu tri tai Viét Nam, bdo cdo nay cla
chung t6i hy vong chia sé thém théng tin t&i cac don
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vichéng lao tai cdc tuyén gidp c6 cdc bién phép tdng
cuong chét luong giam sat diéu tri.

2. CALAM SANG

Bénh nhan nam 58 tudi vdi tien st hai lan diéu tri
lao dugc danh gia danh gia két qua “hoan thanh”.
Xuat phat ban dau la mot truong hgp lao nhay cam,
sau khi hoan thanh diéu tri lan th& nhat, NB tai phat
v@i chdn doan khang thudc Rifampicin. Sau khihoan
thanh diéu tri lan th hai, NB dugc phéat hién lao siéu
khang (khang thém déng thdi vGi cac thudc nhom
Fluoroquinolones va thudéc mdi Bedaquiline). NB
dugc ghi nhan mac lao khang thudc phat trién tirng
budc sau mbi lan diéu tri. Nguyén nhan dugc cho la
c6 thé lién quan dén viéc thiéu tuan thu diéu tri va
khoéng thuc hién tai kham trong giai doan cudi trudc
khi két thic diéu tri dé c6 day du bang ching danh
gia mot cach chinh xac.

2.1.Chan doan, cac phac d6 da sir dung va két qua
diéu tri

2.1.1. L3n diéu tri l&n th& nhat

NB di kham vi ly do ho kéo dai trén 2 tuan, sot, sut
cén khoang 2 kg. XN dom truc ti€p cho két qua
duang tinh, nudi cdy duong tinh, Gene Xpert c6 vi
khuén lao khéng khang Rifampicin, dugc chdn doan
lao ph8i nhay cdm thudc va diéu tri trong thdi gian 6
thang bang phac dd 2RHZE/4RHE (R: Rifampicin, H:
Isoniazide, Z: Pyrazinamide, E: Ethambutol) tirthang
2/2022 dén thang 8/2022. B&nh nhan co cai thién
triéu ching ld&m sang (hét ho, tang 4 kg) va co hai
lan XN dom theo ddi &m tinh tai thang th hai, thang
th(&r 5, tuy nhién khéng thuc hién tai kham thang cudi
cung va dugc danh gia hoan thanh diéu tri.

2.1.2. Lan diéu tri lan tha hai

Théang 4/2023, sau thang sau khi két thuc diéu tri
an th& nhat, NB di khdam vi xuat hién ho trd lai va
dugc chan doéan lao phdi tai phat co khang thudc
(XN dom truc tiép duong tinh, nudi cdy duang tinh,
Gene Xpert cé vi khuén lao khang R), khéng ghi nhan
ti€p xuc vdi NB lao khang thudc. Tuy nhién XN MTB
siéu khang LPA cho th8y con nhay véi Fluoroquino-
lones (FQs) va NB dugc danh gia du tiéu chuén diéu
tri phac do lao da khang ngén han véi thoi gian du
kién tlr 9-11 thang la 4-6Bdq[6]-Lfx-Pto-E-Z-Hh-Cfz
/ 5 Lfx-Cfz-Z-E (Bdq: Bedaquiline, Lfx: Levofloxacin,
Pto: Prothionamid, E: Ethambutol, Z: Pyrazinamide
Hh: Isoniazide liéu cao, Cfz: Clofazimine). Két qua
XN d&m truc tiép, nudi cdy am tinh sau 2 thang va 4
thang diéu tri, l&m sang cai thién va NB du diéu kién
chuyén giai doan duy tri vdi 4 thudc trong thdi gian 5
thang con lai. Trong thdi gian duy tri, NB hang tuan
linh thuéc tai tramy t€ xa nhung khong thuc hién XN
theo dbi hang thang tai tuyén tinh vi ly do di lam xa,
chi vé nha cudi tuadn. Sau 9 thang (thang 2/2024),

ngudi bénh dugc két luan hoan thanh diéu tri.
2.1.3. Chén doéan gén nhét (lan tha ba)

Chi 1 thang sau khi dugc két luan hoan thanh diéu
tri lao khang R (thang 3/2024), NB quay trd lai kham
vi van con ho. Khai thac théng tin tai thoi diém nay
dugc biét NB khéng ubng thuéc déu dan va day du
trong 3 thang cudi diéu trivira qua. XN sinh hoc phan
tlr lic nay da phat hién lao tién siéu khang (MTB siéu
khang LPA cho két qua khang FQs). XN nudi cay phat
hién c6 vi khuan lao, XN khang sinh do (KSD) sau
do phat hién khang thém vdi cac thudc Bdg, Cfz da
dugc sir dung gan day va NB dugc chan doan lao
siéu khang.

2.2. Sy thay déi két qua XN theo déi vi khuan hoc,
X-quang (XQ) qua céac lan diéu tri

Qua trinh theo déi XN vi khuan hoc va XQ cho thay
ban dau c6 dau hiéu cai thién, tuy nhién sau dé lai
ti€n trién xau va dugc chan doan bénh lao tai phat
(Bang 1).

XN dom truc ti€p va nudi cdy mac du khéng thuc
hién day du, két qua cho thay vi khudn hoc déu am
hoé sau 2 thang & ca hai lan diéu tri; sau do duong
tinh trd lai & lan tai phat sau.

Hinh anh XQ (ghi nhan théng qua phiéu tra két qua
chup XQ, khéng kém phim do bj that lac sau con
bao), tai thoi diém bat dau diéu tri lan th& 1 ¢6 hinh
anh bat thudng nghi lao (phdi trai cé hinh anh déng
dac tao hang tai nhiéu vi tri; phéi phai c6 hinh anh
choi nu). Pén thai diém gan két thuc diéu tri (thang
thr 5) thi tén thuong it han (phdi tréi con ndt va dam
mo rai rac vung dinh, ha don; phdi phai cé nét mo
vung ha don, rén phéi). Lan diéu tri th 2, thoi diém
trudc diéu tri lai xuat hién hinh 4nh ndt, ddm mo,
hang rai rac hai phéi, phé& huyét quan hai bén dam.
Tuy nhién van c6 dau hiéu cai thién sau 4 thang diéu
tri (con hinh anh nét, ddm ma hai phéi vdi uu thé
phéitrai, khdng ghi nhan hinh anh hang). O'lan kham
gan nhattiép tuc tai xuat hién hinh anh dong dac nhu
mo c6 hoai tlr tao hang, hinh anh hang, nét, choi nu
& phéi phai. Déng thdi phaitrai cé hinh anh nét, choi
nu rai rac nhu moé (hinh 1)

2.3.Su'thay déi két qua KSP qua cac lan chan doan
va diéu trj

Qua 2 lan diéu tri, k&t qua KSD da ghi nhan hién
tugng khuéch dai khang thudc tirng budc. Ban dau
la khang d6i vdi cac thudc lao hang 1 sir dung trong
phac do lao nhay cam va ti€p do la thubc lao hang
hai str dung trong phéc do lao da khang. Déi vGi cac
thuéc nhu R, Lfx ban dau la nhay cam, sau phat trién
thanh khang thuéc. M6t sé thudc (H, Bdg, Cfz) mac
du khéng dugc XN tinh khang tai thdi diém bat dau
strdung, sau mot thoi gian diéu tri cling ghi nhan cé
khang. Hh cling dugc ghi nhan khang do XN MTB da
khang LPA phat hién c6 dot bién gen KatG (Bang 2).
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Bang 1. K&t qua theo déi vi khuan hoc,
XQ qua céac lan chan doan va diéu tri (BT)

Bang 2. Cac thudc da sir dung
va qua trinh xuét hién khang thudc
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(*) Céac thuéc khong duge XN tinh khang tai thoi
diém bat dau diéu tri

Hinh 1. X-quang nguc thang
tai thoi diém chan doan lan thir ba

3. BAN LUAN

3.1. Dién bi&n lam sang, vi khuan hoc qua céac lan
diéu tri

O 1an hoan thanh diéu trj dau tién, méc du lam sang
va XQ cé céi thién nhung thi€u tai kham thang cudi
va chua khéng dinh dugc kha nang tuan tha cua
NB trong thoi gian nay. XN dom truc ti€p am tinh &
thang th& 5 nhung dé nhay khéng cao nén cling co
thé nudi cdy con duang tinh. Khuyén cdo mdi ciia T6
chirc Y t€ Thé gidi (WHO) cling dé cap ngoai XN dom
truc tiép co thé theo déi NB lao nhay cdm bang nudi
cay[2]. Tai Viét Nam, NB lao nhay cam dugc theo dbi
vi khuén hoc bang XN dom truc tiép, XN nudi cay
dugc khuyén céo & nhitng co sGy té c6 du diéu kién
[1]. Thuc t& L& NB d4 téi phat chi 6 thang sau dé. Didu
nay cho thay viéc tam soat phat hién tai phat trong
vong 2 nadm sau khi hoan thanh diéu tri theo khuyén
cdo0 mdi day clia cila WHO va Viét Nam la can thiét
[1]1[2]. Viéc bo sung XN nudi cdy dé theo dbi va danh
gia két qua diéu tri d6i véi bénh nhén lao nhay cam
cling la moétti€p can can xem xét dé vu tién md rong
tai Viét Nam.

Lan diéu tri thi hai NB dap Ung tot trong giai doan
dau nhung khong tuan tha trong nhirng thang cudi.
Diéu tri c6 kiém soéat truc ti€p hang ngay (DOT) hién
nay van la yéu cau bat budc déi véi moi bénh nhan
lao [1]. Trudng hgp nay NB da ty str dung thudc trong
thoi gian lam viéc xa nha va thi€u sy giam sat truc
ti€p. Hién nay CTCLQG khuyén céo céc hinh thirc
giam sat tryc tiép c6 thé linh hoat nhu thong qua
video, ngudi nha bénh nhan, nhan vién y té€ va céc
bién phap hoé tro khac. Ngoai ra, chuyén NB t6i co
sGy té khéac thuan tién vdi cong viéc clia ho cling la
mot lua chon. Pay la nhirng ti€p can phu hgp vdi cha
truong “lay ngudi bénh lam trung tdm” va ap dung

cong nghé ky thuat sé trong giam sat diéu tri cho NB
da dugc nghién cu va khuyén céo [4] [5]. Dac biét
sau lan diéu tri nay, NB tai phat chisau 1 thang. Diéu
nay cang dat ra cau hoi liéu két qua diéu tri da thuc
sy thanh cong hay chua khi NB thiéu tuan thi trong
nhirng thang cudi. Day la mot trong nhirng nguyén
nhan dan dén khang thuéc mac phai [4].

Dién bién lAm sang trén NB ban dau t&t, sau dé xau
va tai phat trd lai. Pay c6 thé la xu huéng giam va
tang xuat hién khi NB nhiém dbng thoi hai chung vi
khué@n lao nhay va khang thudc. Qu4 trinh diéu tri
khéng dung cach tao ap luc chon loc ma giai doan
dau céc vi khudn con nhay cdm véi thubc chiém uu
thé nhung sé bj tiéu diét va giam nhanh; giai doan
tiép theo la sy chi€m wu thé va phat trién nhanh cua
vi khuan lao dét bién khang thuéc [6]. Thiéu XN giai
trinh tuw gen c6 thé bé sét trudng hap “di khang” (tén
tai ca ching vi khué&n nhay va vi khudn khang thudc
trong cung mot co thé vat chu) va lam tang nguy co
that bai, khuéch dai khang thuéc[7]. CTCLQG nén
tdng cudng tiép can vdi xét nghiém giai trinh ty gen
dé phat hién sém cac trudng hgp di khang va han
ché khuéch dai khang thudc. Trudng hgp khéac la NB
c6 thé tai nhiém chiing mdi sau khi hoan thanh diéu
tri. Mac du khéng cé bang ching giai trinh tu gen vi
khuén dé déi chiéu gitra cac lan diéu trj va loai trir
cac kha nang néu trén, ca bénh nay van huéng téi
kha nang khang thuc mac phai vi khéng ghi nhan
tién sirti€p xuc vai NB lao khang thudc hodc sirdung
thudc lao hang hai; trong khi d6 céc ly do thi€u tuan
tha 14 rd rang, thi€u XN theo déi khi két thuc diéu
tri dé c6 day du can ci danh gia két qua mét cach
chinh xac.

3.2. Dién bién két qua KSP

Qua trinh khuéch dai khang thudc tirng budc dugc
thé hién qua céc lan diéu tri. D8i v6i R, trudc khi diéu
tri lAn 1 con nhay, khi tai phat da ghi nhan khang R
trong khi khéng ghi nhan tién st ti€p xtc véi NB lao
khang thuéc cho thay kha ndng khang R mac phai
sau dgt diéu trj lan 1. Mat khac, khuéch dai khang R
c6 thé xuat hién trén ngudi bénh da khang H trudc
do [8]. Vi vay khong loai trir H cling da khang ngay
trong dgt diéu tri nay, tuy nhién khéng dugc phat
hién ké ca trong lan chan doan th( 2 khi diéu tri phac
do da khang ma chi dugc phat hién & lan chan doan
thir 3. Khang H ghi nhan doét bién KatG, 1a vi tri dugc
xac dinh gay khang H & ndng dé cao[2] cho thay hiéu
luc clia Hh trong lan diéu tri thr 2 ¢ thé khong con
dam bao, it nhiéu anh hudng dén két qua diéu tri dac
biét khi NB khong tuan tha tét. Khuyén céo hién nay
clia WHO va CTCLQG la NB can c6 théng tin vé tinh
khang H khi chi dinh phac dé 9 thang [2], ngoaira uu
tién sirdung phac do 9thang c6 Lzd vi ¢6 hiéu lyc tot
hon la Pto nhuw NB da sir dung [1]

Doivéicacthubelaohanghai, FQsghinhanconnhay
trudc khi digu tri phac do 9 thang, & lan chan doén
th& 3 phat hién khang ciing da cho thay kha nang
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khang thuéc méac phai. D6i vdi céac thudc lao hang
haikhac (Bdq, Cfz), hai thudc nay cé thé khang chéo
[2]. M&c du KSD khoéng dugc lam khi bt dau digu
tri, NB chua c6 tién str dung cac thudc nay trude do
cling huéng téi kha nang cao khang thuéc méc phai.
DPiéu nay clng phu hgp vi kha ndng khang nhirng
thudc nay ngay tlr dau chi véi ty 1& thap khoang 4%
[9][10]. Tuy nhién, mét s6 bang ching gan day cho
thay sy xuat hién nhanh chong clia tinh trang khang
Bdq khi dugc str dung rong rai. Diéu nay co thé lién
quan dén tan suat dot bién ty nhién thudng xuyén
cua vi khuén, hon nira Bdq la thudc cé thoi gian ban
thai dai (5,5 thang) nén viéc gian doan diéu tri c6 thé
coi nhu don tri liéu Bdq va dan t&i khang thudc [2].

4. KET LUAN

Viéc két ludn hoan thanh diéu tri khi NB khong thuc
hién tai kham day du van tiém 4n rdi ro. Day |3 mét
ca bénh cho thdy khuéch dai khang thudc cé thé
xuat hién khi NB da dugc danh gia hoan thanh diéu
tri. CTCLQG can c6 cac giai phap tang cuong chat
lugng giam sat DOT va tai kham trong qua trinh didu
tri dé tdng ty & NB c6 bang chitng két luan diéu tri
khoi. Bén canh do, viéc theo dbi NB sau khi hoan
thanh diéu tri dé kip thoi phéat hién va diéu tri nhirng
truong hop tai phat kem khuéch dai khang thudc
can dugc dac biét luvu tdm khi phac dé mdi cé Bdq
dang dugc ap dung rong rai trén toan qudec.

5. LO1CAM ON

Tac gia xin chan thanh cam on sy cong tac ctia Hoi
dong Lam sang Lao khang thudc, dac biét la cacy
bac si tryc tiép tham gia quan ly ngudi bénh da hb
trgva chia sé thong tin giup tac gia thuc hién bai bao
cao nay.
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