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DAC PIEM LAM SANG VA CAN LAM SANG CUA VIEM GAN DO THUOC
KHANG LAO O' BENH NHAN PANG DPIEU TRI BENH LAO VOTPHAC PO
THUOC KHANG LAO HANG 1 TAI BENH VIEN PHAM NGOC THACH

TOM TAT

Muc tiéu: md ta dic diém lam sang va can 1am
sang cla viém gan do thuGc khang lao ¢ bénh nhan
dang diéu tri bénh lao v@i phac do thudc khang lao
hang 1 tai Bénh vién Pham Ngoc Thach. Poi tugng
va phuong phap nghién ctru: Nghién cfu mo ta
hang loat ca tat ca bénh nhéan lao dang diéu tri véi
phac do thudc khang lao hang 1 nhap benh vién Pham
Ngoc Thach tir ngay 01/10/2019 dén ngay 30/6/2020
dugc chan doan AT-DILI trong giai doan diéu tri. Két
qua Do tudi trung binh ctia bénh nhan trong nghién
clru 13 51,4 + 17, 3 tudi, nhom tudi chiém ty 1& nhiéu
nhat la tLr 35 tu0| trg Ien véi 81,8%. Thé bénh lao:
60,4 % la bénh nhan lao phéi dan thuan 20,8% I3 lao
ngoa| ph0| va 18, 8% vira lao ph0| va Iao ngoai ph0|
Cac triéu ching vang da, vang mat va ndn, budn ndn
13 nhitng biéu hién thu’dng gap nhat & benh nhan AT-
DILI, chiém ty € [an lugt la 54,6%, 48,7% va 47,4%.
S6 bénh nhan nhiém HIV trong nghién ctu la 23/85
chiém 27,1% trong dé c6 3 bénh nhan co tién can
diéu tri ARV chiém 3,5%. Co 65,6% bénh nhan dugc
xét nghiém HBsAg va anti HCV vdi ty 1€ duadng tinh [an
lugt la 5,9% va 6,9%. Két luan: Bénh thu‘dng gap &
do tudi tu 35 tu0| trg 1én. Cac triéu chiing vang da,
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vang mat va ndn, budn ndn la nhu’ng biéu hién thu’dng
gap nhat, Bénh nhan lao dugc chan doan AT-DILI c6
ddng nhiém HIV ho&c viém gan siéu vi B va/hoic C.

TW khda: bénh lao, viém gan do thudc khang lao
(AT-DILI).

SUMMARY
CLINICAL FEATURES AND SUB-CLINICAL
OF ANTI-TUBERCULOSIS DRUG INDUCED
LIVER INJURY WITH PATIENTS TREATED
WITH FIRST-LINE ANTITUBERCULOSIS

DRUGS IN PHAM NGOC THACH HOSPITAL

Objective: Describe clinical features and sub-
clinical of anti-tuberculosis drug induced liver injury
with patients treated with first-line antituberculosis
drugs in Pham Ngoc Thach Hospital. Subject and
methods: This study describes a series of cases of all
TB patients being treated with first-line anti-
tuberculosis drugs admitted to Pham Ngoc Thach
hospital from October 1, 2019 to June 30, 2020
diagnosed with AT-DILI in treatment phase. Results:
In a total of 159 patients, the mean age was 51,4 %
17,3 years old, the age group with a high percentage
in the study was from 35 years old and above, with
81,8%. There were 60.4% patients with pulmonary
tuberculosis alone, 20.8% had extrapulmonary
tuberculosis and 18.8% had both pulmonary and
extrapulmonary tuberculosis. The most common
symptoms in patients with AT-DILI were jaundice,
yellow eyes and nausea, with the rate of 54.6%,
48.7% and 47.4%, respectively. The number of HIV-
infected patients in the study was 23/85, accounting
for 27.1%, of which 3 patients had a history of ART



TAP CHIi Y HOC VIET NAM TAP 531 - THANG 10 - SO 1 - 2023

(3.5%). There were 65.6% of patients tested for
HBsAg and anti-HCV with positive rates of 5.9% and
6.9%, respectively. Conclusion: The disease is
common in patients aged 35 years and over. The most
common symptoms in patients with AT-DILI were
jaundice, yellow eyes and nausea. TB patients
diagnosed with AT-DILI have HIV co-infection or
hepatitis B and/or C.

Keywords: Tuberculosis, Anti-tuberculosis drug-
induced liver injury.

I. DAT VAN DE

Viét Nam la nudc co ganh ndng bénh lao cao
x€p thdr 16 trong 30 qudc gia cd s6 ngudi bénh
lao cao nhét trén thé gidi va th{r 12 trong s6 30
nudc cé tinh hinh lao da khang thuGc va siéu
khang thu6c cao [1]. Hién nay, v8i sO lugng
thudc khang lao han ché trong khi phan ng cé
hai cta thuéc (ADR) xay ra kha thudng xuyén —
day la mét trong nhitng khé khan khi diéu tri
bénh lao [2]. Viém gan do thubc khang lao la
(AT-DILI) mét trong nhitng phan &ng c6 hai phd
bién va ding hang th&r 2 chi sau phan (ng da
[3] va cé nguy cg tang Ién khi sir dung phdi hgp
nhiéu thudc khang lao trong phac do diéu tri lao.
Viém gan do thuGc khang lao rdt thudng gap va
nang né, gay nhiéu khoé khan trong diéu tri doi
héi ngudi bénh tuan thu diéu tri cao do viéc diéu
tri kéo dai. Ngudi bénh ngiing st dung thudc
khang lao sé lam tang nguy cd khang thudc cho
chinh ho cling nhu tang ty Ié khang thudc trong
cdng dong. Viéc xac dinh cac ddc diém 1am sang
va can lam sang giup theo doi va phat hién sém
bénh nhéan lao cd AT-DILI. Do dé ching téi thuc
hién nghién ctu nay véi muc tiéu: Mo ta dac
diém 16m sang va can Idm sang cda viém gan do
thudc khang lao & bénh nhén dang diéu tri bénh
lao vdi phac do thudc khang lao hang 1 tai Bénh
vién Pham Ngoc Thach.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Thiét k& nghién ciru: Nghién cllu mo ta
hang loat ca.

PoOi twrgng nghién cltu: Tat ca bénh nhan
lao dang diéu tri véi phac do thudc khang lao
hang 1 nhap bénh vién Pham Ngoc Thach tu
ngay 01/10/2019 dén ngay 30/6/2020 dudc chan
doan AT-DILI trong giai doan diéu tri.

Tiéu chuin chon bénh nhén:

- Bénh nhan trén 18 tudi.

- Bénh nhan dang diéu tri v&i phac d6 thudc
khang lao hang 1 nhap bénh vién Pham Ngoc
Thach vGi mot trong ba tiéu chi: Men AST hay
ALT > 5 ULN c6 hodc khdng cé bi€u hién 1am
sang viém gan (1) hodc men AST hay ALT > 3
ULN (ULN = 40U/L) va c6 biéu hién 1am sang

viém gan (2) hoac bilirubin toan phan > 2 ULN
(ULN = 21umol/L) va cb biéu hién 1dm sang viém
gan (3).

- Bénh nhan dugc chan doan AT — DILI va
hoan thanh qua trinh thir thuGc véi két qua xac
dinh dugc thudc lao gay viém gan.

- Bénh nhan dong y tham gia nghién clu.

Tiéu chudn loai tri: Bénh nhan khéng
dugc thir thude khang lao hay khong hoan thanh
quad trinh thdr thudc véi két qua khong tim thay
thudc khang lao nao gay viém gan.

Thdng tin thu thap: Pic diém chung (tudi,
gidi, hat thuGe 13, ubng rugu bia), tién sir bénh
ly, déc diém vé bénh lao clia bénh nhan, cac dau
hiéu lam sang cla viém gan do thuGc khang lao,
két qua AST, ALT, bilirubin toan phan, HBsAg,
antiHCV va HIV.

Xir ly so liéu: SO liéu dugc xur ly s6 liéu
bang phan mém SPSS 20.0.

Ill. KET QUA NGHIEN CU'U

3.1. Pic diém chung cha bénh nhan.
Trong téng s6 154 bénh nhan, do tudi trung binh
la 51,4 £ 17,3 tudi, nhd nhat la 18 tudi va I6n
nhat 13 90 tudi. Nhdém tudi chiém ty & nhiéu nhat
trong nghién c(tu la tir 35 tudi trd 1&n véi 81,8%.
Nghién clfu clia ching t6i ghi nhan dugc c6 108
bénh nhan nam (70,1%) va 46 bénh nhan nir
(29,9%). Trong nghién clitu nay, khoang 2/3 s6
bénh nhan cé hat thudc va uéng rugu bia véi ty
Ié co str dung lan lugt la 63,6% va 63%.

3.2. Tién st bénh ly ciia bénh nhan

Bang 1: Tién su’ bénh ly cua bénh nhan
tham gia nghién cuu

Pac diém | Tan sd [Ty 1€ (%)
Tién sir bénh ly
Khong 82 53,2
Co 72 46,8
Cac bénh ly cu thé

Dai thdo dudng 17 11,0
Tién can lao 10 6,5
Tang huyét ap 8 5,2
Xa gan, viém gan do rugu 6 3,9
COPD 5 3,3
Viém gan siéu vi C 5 3,3
Viém gan siéu vi B 4 2,6
Suy tim 4 2,6
HIV 3 1,9
Khac (*) 10 6,5

(*) Tién can khac bao gom: di 'ng thudc,
nghién ma tdy, K da day, xudt huyét tiéu hoda,
bénh than man, gout, ap xe gan da phau thuat,
viém khdp, hdi chiing Cushing, vy nén — moi
bénh ly c6 1 ngudi.
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Gan mot nlra bénh nhan cd tién st bénh ly
(46,8%) véi dai thao dudng la van dé chiém ty Ié
cao nhat 11%. Cac bénh ly khac vdi ty 1€ giam
dan bao gom tién can lao, tang huyét ap, xo
gan/viém gan do rugu, viém gan siéu vi C, viém
gan siéu vi B, suy tim, HIV.

3.3. Pac diém vé bénh lao cia bénh
nhén. V& su phan bd cic thé bénh lao, nghién
cltu ghi nhan c6 60,4% la lao phéi don thuén,
20,8% la lao ngoai phdi va 18,8% vira c6 lao
phdi vira lao ngoai phdi. S6 bénh nhan bi lao
phéi (trong ca hai nhém lao phéi don thuan va
lao phéi két hop véi lao ngoai phdi) 1a 122/154
(chiém 79,2%), trong d6 bénh nhan c6 lao phdi
AFB (+) la 66,4% cac trudng hgp, con lai la AFB
(-) vGi 33,6%. S6 bénh nhan cé lao lao ngoai
phéi bao gdm trong ca hai nhdm lao ngoai phdi
don thuén va lao phdi két hop lao ngoai phdi la

Pac diém | Tan s6 | Ty 1€ (%)
AST (U/L)
AST < 120 53 34,4
120 < AST < 200 35 22,7
AST > 200 66 42,9
ALT (U/L)
ALT < 120 63 40,9
120 < ALT < 200 42 27,3
ALT > 200 49 31,8
Bilirubin toan phan (umol/L)
Bilirubin TP < 42 73 47,4
42 < Bilirubin TP < 105 47 30,6
Bilirubin TP >105 34 22,0

Co 66 truong hgp AST > 200 (U/L) chiém
42,9%, 49 trudng hgp ALT > 200 (U/L) chiém
31,8% va 34 trudng hgp cd bilirubin toan phan >
105 (pmol/L) chiém 22%.

Bang 4: Két qua HBsAg, antiHCV

61/154 (chiém 39,6%), thé lao ngoai phdi phd Picdiém | Tansdé | Tylé (%)
bién la lao mang ndo véi 44,3% va lao mang Két qua xét nghiém HIV (n=82)
phdi véi 32,8%. Duang tinh 20 24,4
3.4. Cac dau hiéu lIam sang cha viém Am tinh 62 75,6
gan do thuoc khang lao Két qua xét nghiém HBsAg (n=101)
Bang 2: Cac dau hiéu lam sang cua HbsAg (+) 6 5,9
viém gan do thuéc khang lao HbsAg (-) 95 94,1
Pac diém Tansé | Ty lé (%) Két qua xét nghiém anti HCV (n=101)
Vang da, vang mat 84 54,6 AntiHCV (+) 7 6,9
N6n 75 48,7 ANtGHCV (-) 94 93,1
Budn nén 73 47,4 Ty 1€ bénh nhan dudng tinh véi HIV la
Dau bung 31 20,1 24,4% (trong s6 82 bénh nhan dong y xét
An kém 19 12,3 nghiém HIV), trong d6 c6 3 bénh nhan c6 tién
Man ngua 18 11,7 can diéu tri ARV chiém 3,5%. Trong s6 101 bénh
Sot 18 11,7 nhan xét nghiém viém gan siéu vi B (HBsAg) va
May day 9 58 viém gan siéu vi C (anti HCV), ty |1é HbsAg (+) va
Dd da toan than 8 52 AntiHCV (+) Ian lugt la 5,9% va 6,9%.
Pau khdp 5 3,3 . -
Chong mat B 3,3 V. BANALUA?N \ i ea o ea
Gidm t& b3o mau 5 3,3 Nghién ctu cua chung t6i cho thay vé tién su
Xuat huyét dudi da 3 2.0 bénh ly c6 gan mot nlra bénh nhan co tién st

Trong s6 154 bénh nhan tham gia nghién
clfu, cac dau hiéu Iam sang clia viém gan do doc
tinh cda thudc khang lao kha da dang. Trong do,
khoang hon phan nira ghi nhan cé vang da, vang
mat (54,6%), k& ti€p la nén (48,7%) va budn
non (47,4%). Con lai la cac tinh trang dau bung,
in kém, nGi man nglra, sdt, may day va do da
toan than véi ty Ié dao dong tUr 5,2% dén
20,1%. MOt s6 it (<5%) ghi nhan cd cac tinh
trang dau khdp, chong mat, giam t€ bao mau va
xuat huyét dudi da.

3.5. Cac xét nghiém can lam sang cua
bénh nhan

Bang 3: Két qua AST, ALT va bilirubin
toan phan
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bénh ly (46,8%) vdéi dai thao dudng la van deé
chiém ty 1é cao nhat 11%, ti€p theo la tién sir
diéu tri lao (6,5%). BEnh nhan trong nghién cltu
cd mac thém cac bénh man tinh khéc, ddc biét 1a
tinh trang nhiem HIV, viém gan siéu vi B va viém
gan siéu vi C cé ty 1€ [an lugt 1a 1,9%, 2,6% va
3,3%. Nghién cfu clGa ching t6i tuang dong vdi
nghién clfu cla hai tac gia Lee CM ciing ghi nhan
van dé chiém ty Ié cao nhat la dai thdo dudng
vGi ty 1é 17% [4]. Trong nghién clu cla chung
t6i ghi nhan c6 60,4% la lao phdi don thuan
(nhém 1), 20,8% la lao ngoai phéi don thuan
(nhém 2) va 18,8% vira ¢6 lao phdi vira lao
ngoai phdi (nhém 3). Nghién cllu cla tic gid
Chang Min Lee va cOng su [4] ghi nhan trén 108
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bénh nhan nhiém ddc gan do thudc khang lao thi
thé bénh lao chiém ty 1 I6n nhat |a lao phéi véi
ty 1€ Ia 68,9% va cd 28,7% bénh nhan vura lao
phéi va lao ngoai phdi, tuang ddng véi nghién
ctu clia chiing téi. Diéu ndy ciling cd thé ly giai vi
lao phéi 1a thé bénh lao chiém dén 80 — 85%
trong tat ca cac thé bénh lao.

Két qua nghién cru cla chang t6i cho thay ti
| cac triéu chirng 1am sang kha tuong dong vdi
nghién clfu cua tac gid Lima Mde F. ghi nhan
vang da, vang mat la triéu chirng thudng gap
nhat trong AT-DILI, ding hang th& hai la budn
non va non [5]. Cac triéu chifng vang da, vang
mat va bubn ndn, nén gép phan quan trong
trong cong tac theo ddi va chan doan sém trén
Idm sang khi chua cd cac xét nghiém can lam
sang chan doén xac dinh va hon nita bénh nhan
c6 thé phat hién AT-DILI ngay tai tuyén cd sé
néu dugc hufdng dan cu thé.

Theo T8 chirc Y té thé gidi, cac trudng hap
AT-DILI trong nghién clftu cta chung t6i hau hét
déu c6 mirc do viém gan tu vira dén nang hodc
rat nang de doa tinh mang. Theo Richard
Zaleskis, néu viém gan mic do nhe (muc 1),
bénh nhan khdng can thay déi diéu tri, nhung
can dugc theo d6i chat ché, thudng xuyén han
vé lam sang va xét nghiém. Néu viém gan mirc
d6 trung binh (mic 2), nén nglring diéu tri lao
cang sém cang tot va bénh nhan can nhap vién
dé dé phong suy gan cap. Viém gan ndng (muc
3) xay ra vdi tan suat khoang 1/1000 trudng hgp
diéu tri lao, co ty Ié suy gan cap va ty |é tr vong
cao (2,5%) [6].

Trong s6 154 bénh nhan tham gia nghién
cltu, 82 bénh nhan dong y xét nghiém HIV
(chiém ty Ié 53,2%) trong dé ghi nhan 20 ca
duang tinh (chi€ém ty 1€ 24,4%). biéu nay ching
td viéc xét nghiém HIV cho bénh nhan lao nhap
bénh vién no6i chung va cé AT-DILI ndi riéng
chua dugc chi y dung mlc hoac nhiéu bénh
nhan khong déng y xét nghiém HIV khi dugc bac
si 1dm sang tu van. Nghién clu cla tac gia
Naidoo S va cong su' nam 2015 [7] ghi nhan so
vGi bénh nhan AT-DILI/HIV c6 diéu tri ARV cd
nhiéu kha ndng mac DILI ¢ triéu chiing hon so
vGi AT-DILI/HIV khong diéu tri ARV (71,2% so
vGi 51,2% véi p=0,03) va cé miic ALT thap hon
va thai gian diéu tri lao kéo dai han.

Cac bénh nhan trong nghién clru dugc xét
nghiém viém gan siéu vi B (HBsAg) va viém gan
situ vi C (antiHCV) la 101 BN (chiém ty Ié
65,6%), trong d6 ghi nhan c6 6 trudng hgp
HbsAg (+) (chi€ém ty 1€ 5,9%) va 7 trudng hgp

antiHCV (+) (chiém ty 1€ 6,9%). Khong cé
trudng hgp nao nhiém cung lic viém gan siéu vi
B va viém gan siéu vi C. Dua trén mot nghién
cltu tai cong dong Viét Nam trén 2 nhom doi
tugng diéu tri lao tiém &n nhiém HBV cd hodc
khong HBeAg cho thady 14% trong nhém co
HBeAg(+) tang men gan gap 5 lan khi sr dung
INH so vdi 0% nhom coé HBeAg(-). Mac du con
can nhiéu bang chiing hon dé khang dinh, cac
nghién c(ru déu cho rang viém siéu vi B giai doan
hoat dong la yeu to nguy cd tang men gan do
INH. Nhiém viém gan siéu vi B va/hodc C c6 thé
lam tdng nguy co clia AT-DILI [8].

V. KET LUAN

PO tudi trung binh cua bénh nhan trong
nghién clu la 51,4 + 17,3 tui, nhdm tudi chiém
ty 1& nhiéu nhét 13 tir 35 tudi tr§ 1én véi 81,8%.
Thé bénh lao: 60,4 % la bénh nhén lao phéi don
thuén, 20,8% la lao ngoai phdi va 18,8% vira lao
phéi va lao ngoai phdi. Cac triéu chirng vang da,
vang mat va ndn, budn nén la nhitng bi€u hién
thuGng gap nhat 6 bénh nhan AT-DILI, chiém ty
18 [an Iugt 1a 54,6%, 48,7% va 47,4%. S8 bénh
nhan nhiém HIV trong nghién cdu la 23/85
chiém 27,1% trong d6 c6 3 bénh nhan cé tién
can diéu tri ARV chiém 3,5%. Co 65,6% bénh
nhan dugc xét nghiém HBsAg va anti HCV véi ty
|é duong tinh lan lugt la 5,9% va 6,9%.

TAI LIEU THAM KHAO

1. World Health Organization (2016). Global
tuberculosis  report 2015, World Health
Organization, Geneva, SW|tzerIand

2. Bo Y té (2018). Herng dan chan doan, diéu tri
va du phong bénh lao.

3. Bo mon Lao PH Y dudc Thanh pho HO6 Chi
Minh (2015). Bénh hoc lao, Nha xuét ban Y hoc.

4, Lee CM et al. (2016). Early monitoring for
detection of antituberculous drug-induced
hepatotoxicity, Korean J Intern Med. 31 (1), pp.
65-72.

5. Luong Tién Diing (2017). Khao sat doc tinh trén
gan cua bénh nhan khi dung thudc diéu tri lao
bang Phac do IA tai bénh vién 71 trung ucng, Dai
hoc Dugc Ha Nai.

6. Zaleskis R. (2006). Adverse Effects of Anti -
tuberculosis Chemotherapy, European Respiratory
Disease,, pp. 47 -50.

7. NAIDOO S et al. (2015). Outcomes of TB/HIV
co-infected patients presenting with
antituberculosis drug-induced liver injury, South
African Medical Journal. 105 (5), pp. 393-396.

8. Chien JY et al. (2010). Hepatitis C virus infection
increases hepatitis risk during antituberculosis
treatment, Int J Tuberc Lung Dis. 14 (5), pp. 616—
621.

139



