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PANH GIA TON THUONG GAN DO THUOC

Nguyén Ngoc Quij', Pham Hong Tham?, Mai Chi Cong?, Lé Ha Xudn Son?,
Lé Minh Sang®, Tran Manh Hing'
TOMTAT
Gan déng vai tro quan trong trong qua trinh chuyén hod thudc, la co quan gidi doc chit yéu ciia co thé va
ciing chinh la muc tiéu chiu tic dpng cia nhiéu doc chat. Ton thiong gan do thudc (Drug induced liver injury —
DILI) la bénh ly khong phd bién, nhung cé nguy co tién trién thanh t6n thwong man tinh, gy ra hiu qua nghiém
trong, thdm chi tir vong. Nhin biét kip thoi thudc Qdy ra ton thwong gan la khia canh quan trong nhit trong
quén Iy DILI, ¢6p phin gidm nguy co bénh tién trién thanh suy gan cdp hodc man tinh. Mgt s6'cong cu ho tro
trong viéc danh gia DILI thwong dwoc siv dung la thang Roussel Uclaf Causality Assessment Method
(RUCAM), Drug Induced Liver Injury Network (DILIN) cua Hoa Ky, thang dinh gid Maria and Victorino
(M&V), thang do bénh tiéu héa Nhat Bin (DDW-]), thang do Naranjo va thang WHO. Trong dé, thang do
RUCAM la cong cu diic lyc duwoc ste dung phd'biéi nhit trong viéc ddnh gid nguyén nhan DILL
Tir khéa: dinh gid, ton thuwong gan do thudc (DILI), Roussel Uclaf Causality Assessment Method
(RUCAM), Drug Induced Liver Injury Network (DILIN)

ABSTRACT
DRUG INDUCED LIVER INJURY ASSESMENT
Nguyen Ngoc Quy, Pham Hong Tham, Mai Chi Cong, Le Ha Xuan Son,
Le Minh Sang, Tran Manh Hung
* Ho Chi Minh City Journal of Medicine * Vol. 25 - No. 4 - 2021: 1 - 10

The liver plays an important role in drug metabolism, is the main detoxifying organ of the body and is also
the target of many toxins. Drug induced liver injury (DILI) is an uncommon disease, but has a risk of progressing
to chronic damage, causing serious consequences, even death. Timely identification of drugs that cause liver
damage is the single most important aspect of DILI management, contributing to a reduced risk of progression to
acute or chronic liver failure. Some commonly used tools for DILI assessment are the Roussel Uclaf Causality
Assessment Method (RUCAM), the Drug Induced Liver Injury Network (DILIN), Maria and Victorino (M&V)
scale, and Digestive Disease Week Japan Scale (DDW — ]), Naranjo and WHO scale. In which, RUCAM scale is
the most commonly effective tool used in assessing the cause of DILI.

Keywords: Drug induced liver injury, assesment, Roussel Uclaf Causality Assessment Method (DILI),
Drug Induced Liver Injury Network (DILIN)
T6NGQUANT6NTHUONG GANDOTHU(A)’C sinh, dan toi két qua xét nghiém gan bat thuzﬁmg
hodc rdi loan chirc nang gan khong giai thich
dugc bang cac nguyén nhan khact?. Bén canh

Ton thuong gan do thudc (Drug induced do, con c6 cac thudt ngt nhu ton thuwong gan do
liver injury — DILI) con duoc goi la doc tinh trén duoc liéu (Herb induced liver injury) va ton
gan do thudc. DILI la tinh trang ton thiwong gan thuong gan do dugc liéu va thiee phdm bao vé
gay ra do thudc, duoc liéu hodc cac chdt ngoai  sic khoe (Herbal and dietary supplement
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Tong quan

induced liver injury — HDS induced liver injury).

Chin doan DILI

Chan doan DILI la chan doan loai trtr nén
viéc xac dinh DILI con gdp nhiéu kho khan, doi
hoi kién thie chuyén moén va loai trir can than
cac nguyén nhan gay ton thuong gan khac. Da
sO bénh nhan thuong c6 sy thay doi trong cau
tric chitc nang gan va hé thong mat, tuy nhién
triéu ching lam sang nay khong cu thé dac
trung cho DILIL Viéc thu thap day du thong tin
vé bénh sk, bao gom cac thudc ké don, thude
khéng ké don va cac ché phdm bo sung va san
pham c6 nguoén géc duoc liéu da st dung, két
qua cac xét nghiém, chan doan hinh anh tham
do chitc ndng gan, duwong mat va sinh thiét gan
khi ¢6 chi dinh gép phéan chan doan DILI duoc
nhanh chéng, hiéu qua va chinh xac hon®.

Theo huéng dan Hiép hoi tiéu héa Hoa Ky
(American College of Gastroenterology — ACG)
va Hiép hoi nghién ctu bénh gan Chau Au
(European Association for the Study of the Liver
EASL), tiéu chudn hoa sinh lam sang d€ xac dinh
DILI bao gom it nhat mot trong cac tiéu chi
sau(46)

Alanine aminotransferase (ALT) tang > 5 lan
gioi han trén & ngwoi binh thuong (ULN).

Alkaline phosphatase (ALP) ting > 2 lan
ULN. Dac biét la khi kém theo ting gamma -
glutamyl transferase (GGT) sau khi da loai trtr
bénh ly xeong.

ALT ting > 3 lan ULN kem theo ting
bilirubin toan phéan (TBL) 16n hon hai lan ULN.
Dich té t6n thwong gan do thudc

Xac dinh chinh xac ty 1é mic DILI trén
toan thé gidi van la thach thtee, do khé khan
trong viéc chan doan va bao cdo canh giac
duwoc chuwa dugc quan tam dung mtc. Trén
thé gidi, ty 1&é mac DILI hang nam wdc tinh 1a
13,9-24,0 trén 100.000 nguwoi. DILI chiém
khoang 3-9% trong tdt ca cac phan tng co
hai cua thudc dwoc bao cdo cho co quan y t&
va ty 1€ nhap vién do DILI 1a 5%. Mac du ty
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1&é nhap vién thdp, nhung hon mot ntra cac
treong hop suy gan cap tinh la do thu6c©®.

Nhén thttc duoc tam quan trong cua viéc
chan doan sém va quan ly DILI, ngay cang
nhiéu nghién cttu vé ton thuwong gan duoc tién
hanh. Mot s6 nghién cttu tam soat DILI tiéu biéu
O trong nudc va trén thé gidi dugc trinh bay
trong Bang 1 va Bing 2.

Yéu td nguy co

Tuy hi€ém gdp nhung mét s6 yéu t6 da duoc
xac dinh c6 thé lam tang nguy co xuat hién DILI
trén bénh nhan®°19, Yéu td con nguoi bao gom
cac dic diém nhu di truyén, chung téc nguoi My
goc Phi, nho tudi hodc cao tudi, nir gidi, dang
mang thai, suy dinh dudng, béo phi, bénh mac
kem bao gom ca bénh gan tiém an, dai thao
duong va dugc chi dinh diéu tri DILL. Mot s6
yéu t6 alen HLA va gen chuyén hoda lién quan
dén DILI duoc trinh bay trong Bing 300.

Mbi treong c6 khoi thudce 14, bénh nhan lam
dung ruou, hién dang co nhiém trung va tinh
trang viém ciing lam gia tang nguy co DILL Yéu
t6 lién quan dén thudc nhu lieu diing hing ngay,
su chuyén hoa thudc trong co thé, tac dung theo
nhom, nhay cam chéo gitta cAc nhom, tuong tac
va dung qua nhiéu thudc 1a cac ddc diém can
theo doi d€ tranh gia tdng nguy co DILL

Céc triéu ching ctia DILI thuong xuat hién
trong vong sau thang sau khi dung thudc. Tuy
nhién cling cd treong hop ngoai 16, mot s6 thudce
6 thoi gian tiém tang kha dai trudc khi xuat hién
triéu chiing nhw nitrofurantoin, minocycline®.
Phén loai ton thwong gan do thudc

Dua trén co ché bénh sinh, DILI gom 2 loai la
ndi tai (intrinsic) va dac tng (idiosyncratic). DILI
ndi tai va DILI dédc tng c6 nhiéu dédc diém khac
nhau duoc trinh bay trong Hinh 102.

Ngoai ra, theo huéng dan ndm 2014 cua
ACG va nam 2019 ctia EASL, c6 thé phan loai
DILI dya trén biéu hién lam sang gom ton
thrwong t& bao gan, t mat va hon hop©19. DILI
duoc phan loai theo két qua xét nghiém cac chi
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sO hoa sinh nhue ALT, ALP va gia tri R. Cong
thitc tinh gia tri R:
AT/ s Uy
/ALP ULN

DILI ton thwong t€ bao gan (hepatocellular):
chi tang ALT >5 [an ULN hodc R >5.

DILI hdn hop (mixed) khi 2< R <5.

DILI ¢ mat (cholestatic): chi ting ALP >2 lan
ULN hoac R<2.

GiatriR =

Nhitng nguon thong tin trgc tuyén vé ton
thuwong gan do thudc

Nam 2003, Vién nghién ctu Qudc gia vé
bénh dai thdo duong, tiéu hoa va than Hoa Ky
(National Institute of Diabetes and Digestive and
Kidney Diseases — NIDDK) da thanh lap mang
ludi nghién ctru ton thwong gan do thude (Drug
induced liver injury network — DILIN) va co so
d@ liéu Livertox (http://livertox.nih.gov) d€ thu
thap, phan tich va cung cip thong tin vé cac
truong hop ton thuwong gan nghiém trong do
thudc theo toa, thudc khong ké don va thudc
thay thé, vi du nhu cac san pham dwoc liéu, thuc
pham bd sung va bao vé stic khoe”s.

Nhén thdy tdm quan trong cta viéc tam soat
va quan ly DILL Hiép hoi thudc ¢6 truyén Trung
Qudc (China association of traditional chinese
medicine) dd ban hanh hudng dan chan doéan va
diéu tri DILI vao nam 2017, dong thoi xay dung
co s¢ dit lieu Hepatox (http://hepatox.org) nham
tra cttu truc tuyén cac thudc va dugc liéu lién
quan dén ton thuong gan(®.

Bang 1. Cic nghién ciru trong nueée vé tam sodt DILI

Tong quan

Mot danh sach tham khao khéc vé thudc lién
quan DILI 1a DILIrank, bao gom thong tin vé
1036 thudc dugc Cuc thuc pham va dugc pham
Hoa Ky phé duyét va dugc phan loai theo nguy
co DILI tiém tang. Ngoai ra, co quan nay da xay
dung phan mém eDISH (danh gid doc tinh trén
gan nghiém trong do thudc) d€ ra soat sd lwong
16n cac d6i twong tham gia cac thit nghiém lam
sang vé nhitng ddu hiéu ctia DILI (vi du: tang
ALT hodc TBL trong huyét thanh).

Co ché ton thuong gan do thudc

DILI c6 thé xay ra theo nhiéu co ché khac
nhau nhw suy giam truc ti€p vé cau tric va chiic
néng ctia gan (r6i loan chiic nang ty thé, tic mat,
rdi loan lysosome, chat chuyén hda hodc lwdi ndi
chat). Ngoai ra, hé théng mién dich ctia co thé
cling c6 thé dan dén thay ddi cac tinh chat dac
trung cta DILI, lam tdng thém sy phttc tap cua
biéu hién lam sang bénh(4.

Theo nghién cttu cia Weaver nam 2020,
phan 16n cac thudc lién quan dén DILI la dang
than dau va xay ra khi dung thudc 6 liéu cao.
Cac thudc gay rdi loan chitc nang ty thé chiém ty
1é 50% trong danh sach thudc doc gan. TAc mat
dan dén rdi loan chitc ning gan, ting bilirubin
mau, xo gan va suy gan. Chat chuyén héa thudc
gay doc ciing la mot trong cac co ché chinh ctia
DILI, dién hinh nhue chat N-acetyl-p-
benzoquinone imine (NAPQI) chuyén hoda tai

gan cuia paracetamol®.

N3m — Dja diém - Tac gia

Mau va phwong phap
nghién ctru

Két qua

2018 - Viét Nam -
Lé Viét Anh

Nghién ceu mé t& héi ciru trén 3.049 truong
hop dieu tri bénh mau ac tinh bang hda chét
cO xét nghiém chtrc nang gan bt thuwong.
Sau dé danh gia nguyén nhan cla 59 truvong
hop theo thang RUCAMU9),

co 23 bénh nhan nghi ng® DILI, chiém ty 1& 1,1%
trén tong bénh nhan bénh méu &c tinh nhap vién
méi trong nam 2016, Cytarabin, filgrastim,
hydroxyurea la cac thuéc dwgrc ghi nhan ¢ liégn
quan dén ton thwong gan nhiéu nhat.

2017 - Viét Nam -
Nguyé&n Thi Nga

Nghién ctru mo ta hoi ctru 912 bénh nhan
nhiém HIV dang dv phong lao bang isoniazid.
Dac tinh trén gan dwoc xac dinh dwa vao di
liéu ctia cac nghién clhu trwéc day vé dac tinh

trén gan trong diéu tri du Phong lao bang

isoniazid®”

Ghi nhan 23 bénh nhéan (3,5%) xuat hién doc
tinh nhe va thoang qua trén gan trong vong ba
thang dau diéu tri. Gia tri ALT ban dau va dong

nhiém viém gan C la nhwng yéu t6 doc lap.co

lién quan dén kha nang xuét hién DILI khi diéu tri
du phong lao bang isoniazid.

2016 -Viét Nam -
Tran Thi Ngoc

Tam soat 11.809 bénh nhan ndi tri thong qua
xet nghiém ALT va ALP. Sau d6 tién hanh
danh gia nguyén nhan clia 37 trwdng hop

theo thang RUCAM8),

Xac dinh 22 trwdng hop la DILI. Uéc tinh tan
suét DILI 14 0,11% bénh nhan ndi tri. Khang
sinh 1& nhém thuéc gay DILI cao nhat (45,2%).
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Nim - Pja diém - Tac
gia

Mau va phwong phap nghién ctu

Két qua

2019 - Hoa Ky -
Mullins C

Tam soat 99 bénh nhén,siv dung micafungin dya
trén dinh nghfa DILI (giong EASL 2019). Sau do6
tién hanh danh gia theo thang RUCAM@4),

Sau khi danh gia 47 trwong hop theo thang
RUCAM, chi c¢6 9 ca khang dinh la DILI do
micafungin, chd yéu 1a tén thwong loai & mat.
Uérc tinh ty 1€ DILI do micafungin la 10,6%.

2019 -
Trung Quéc -
Shen T

Tién hanh sang loc 29.478 bénh nhan DILI thdng
qua cac chan doan: tén thwong gan/viém gan/xo
gan/suy gan do thubc... Sau d6 tién hanh danh gia
nguyén nhan theo thang RUCAM®9),

Ty 1& méc DILI hdng ndm wéc tinh trén dan sb
Trung Quéc & 23,8 ca trén 100.000 ngudi. DILI
t6n thwong t& bao gan chiém ty 1& cao (51,39%),

tiép theo [ hdn hop (28,30%) va & mat (20,31%).

Nguyén nhan chinh gay DILI la thudc trj lao va

thudc bé.

2019 - Argentina -
Bessone

Ghi nhan 311 ca nghi ng& cé tén thuwong gan tir hé
théng DILIN. Sau d6 cac chuyén gia sé tién hanh
tAm soat va danh gia nguyén nhan dua trén tiéu

chi cia DILIN®,

Amoxcilin — clavulanat Ia thuéc gay ra DILI chiém
ty Ié cao nh@t. RUCAM dyc_yc xem la hé thong tinh
diém tot nhat dé danh gia DILI.

2018 - Tay Ban Nha -
Medina - Caliz

856 bénh nhan dwoc tam soét dva trén dinh nghia
DILI (gidong EASL 2019). Sau dé tien hanh danh gia|
nguyén nhan theo thang RUCAM0),

Da sb bénh nhan trong nghién ctu 1a nir (63%).
C6 32 trvong hop ton thwong gan do HDS (4%).
HDS la nguyén nhan gay suy gan cap cho 6%
trwdng hop. DILI do steroid dong héa chiém ty 1&
thap (2%).

2017 - Hoa Ky -
Vega M

Céc bac si tiéu hoa bao céo 23 ca nghi ngd c6 tén
thuong gan 1én hé théng DILIN. Sau dé cac
chuyén gia sé tién hanh tm soat va danh gia
nguyén nhan dwa trén tiéu chi cta DILINGD,

Trong 23 ca dwoc béo céo, chi cé 14 ca ddng y
tiép tuc nghién ctru DILIN. Bénh nhan ni, da
trang chiém da sb va khang sinh la nguyén nhan
chinh gay ra DILI.

2016 - Thai Lan
- Sobhonslidsuk

159.061 trvong hop DILI dwoc tam soat dya
trén kinh nghiém 1am sang ctia bac si va chan
doan theo ma phan loai quoc té vé bénh tat

Loai doc gan thuong gap nhét Ia viém gan cap
(33,5%). Paracetamol va thuoc trj lao la nguyén
nhan hang dau gay DILI tai Thai Lan voi ty 1& la

(ICD 10)@.

35% va 34,7%.

POC TO GAN
(Hepatotoxins)

|
/ POC GAN TRUC TIEP \

(DILI NQI TAD
-Biéu hién: hoai tir té bao gan
-C6 thé du doan trude
-Phu thudc lidu va thoi gian dung

-T vong cao

VD: paracetamol

-Thoi gian khoi bénh ngan
-T11T AST/ALT. T ALP (-)

POC GAN GIAN TIEP
(DILI PAC UNG)
-Biéu hién: hoai tir hoic tic mét
-Khoéng du doan dugce, xay ra ¢
ngwoi nhay cam )
-Thoi gian khéi bénh thay doi

-/ .

TANG CAM
-Co ché mién dich

-Khoi phat 1-5 tuan
-Tai phat néu dung lai
-Sot. phat ban, dau khép
VD: Sulfonamides.
Augmentin. Phenytoin

CHUYEN HOA
-Chuyén hoéa sai lac_
-Khoi phat nhiéu tudn—thang
-Tai phat neu dung lai

VD: Isoniazide,

Ketoconazole, Amiodarone.
Phenytoin

Hinh 1. Phan loai DILI theo co ché’bénh sinh?
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Bang 3. Mot s6'yéu to'di truyén lien quan DILD

Thuéc gay ra DILI \

Yéu té di truyén

Alen HLA

Amoxcilin — acid

A*02:01 rs2523822 TRNAI25,

Tong quan

Céc thudc lién quan dén ton thwong gan do thudc

Theo huéng dan thic hanh 1am sang ndm
2014 cua ACG, cac thudce st dung phé bién
duoc mo ta chi tiét vé thoi gian tiém tang va
loai ton thuong gan trong Bang 419,

clavulanic A*30:02, B*18:01,
DRB1*15:01, DRB1*07 protective, Ba’ng 4. Cic thuodc thw(‘mg g,ﬁy DILI
DRB5*0101, P & qi .
Thuéc ting'tg'na“* Loai DILI
DQB1*06:02, DQB1*06:02 rs9274407 - 9
p i 5708 KHANG SINH
ometacin T
Amoxicilin — 5 sk N . x
Ngan dén trung binh at. O thé 13
Diclofenac DRB1*13 protective clavulanat 9 9 U mat, 6 the a
Trimethoprim — s ik ton thuong te
Efavirenz +thubc B*57.02, B*57.03 sulfamethoxazol Ngan dén trung binh bao gan
khang lao P . £ 4x | TOnthwong té
9 — Isoniazid Trung binh dén dai bao gan cép tinh
Flucloxacillin B*57:01 rs2395029 HCP5 Tén thwong t&
— Fluorogquinolon Ngén bao gan, &r méat
Flupirtine DRB1*16:01 — DQB1*05:02 hodc hon hop
Lapatinib DRB1*07:01 (linkage with NitrOf“rt?r?rtf)’i“ (cap Ngén
DQA1*02:01) Nirofuranion - Tén thwong té
. Trung binh dén dai bao gan
Lumiracoxib DRB1*15:01 (man tinh) 9 i g
Wi i 5+35:02 Minocyclin Trung binh dén dai
inocycline : . . Ton thuwong t&
Nevirapine B*58:01, DRB1*01, DRB1*01:02 Macrolid Ngan baoI gan, cpt thé
" p ) a r ma
Nhieu thuoc A33:01 THUGC CHONG DONG KINH
Pazopanib B*57:01 Carbamazepin Trung binh Ton thuwong té
; . . . .z N bao gan, & mat
Thubc khéang lao | DQA1*01:02 protective, DQB1*0201 Phenytoin Ngan dén trung binh| Hosc hén hop
Ticlopidine A*33:03 Lamotrigin Trung binh Ton thuong té
Tiopronin 33 Valproat Trung binh dén dai bao gan
P THUGC DIEU HOA MIEN DICH
i * p3 X
Ximelagatran DRB1%07 Azathioprin Trung binh dén dai Jon thuong te
- a0 gan, ¢ mat
Gen chuyén héa -
Interferon—a Trung binh Tn th P
Diclofenac ABCC2 rs717620, UGT2B7*2 Interferon—B | Trung binh dén dai O%gou’g;ng te
Thubc khang TNF | Trung binh dén dai
Efavirenz CYP2B6*6, ERN1, rs199650082 TRUOGC KHAC
: P . o Ton thwong té
Efavirenz +thuoc lincRNA, rs4842407 Allopurinol Ngén dén trung binh| bao gan hodc
khang lao hén hop
» ] ] Ton thwong té
Flucloxacillin ALG10B rs6582630, C9orf82 Amiodaron (uéng) | Trung binh dén dai | bao gan, & mat
(CAAP1) rs10812428, hodc hon hgp
MCTP2 rs4984390, OR5H2 Androgen chtra inh dén dai ¥ ma
e oroas khung steroid Trung binh dén dai U mat
' £ . Gan nhiém mé,
ST6GAL1 rs10937275 Methotrexat (uong) Dai 0 hoda
Non - steroidal anti 2 A
Isoniazid NAT2 slow acetylator alleles inflammatory drugs | Trung binh dén dai Tor;)ghu:cvng te
(NSAIDs) a0 gan
Nhidu thuéc PPARG rs17036170 Thudc mé dang hit Ngén Tér;) thuong té
(Diclofenac) U'c ché bom p_roton - i ~ a0 gan
- — - Sulfasalazin Ngan dén trung binh| H&n hop, t6n
Rifampicin FAMG5B intron rs10946737 - Ngan, trung binh | thuwong té bao
Duoclieu dén dai gan, r mat
Ticlopidine CYP2B6 rs7254579 *Thoi gian tiém tang
(thoi gian tir khi dung thudc dén khi ghi nhan bién cé):
Tolcapone UGT1A6/1A9

ngan (3-30 ngay), trung binh (30-90 ngay), dai > 90 ngay.
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Liéu dung ctia thudc déng vai tro quan trong
trong DILI, dién hinh nhw qua liéu paracetamol
tao NAPQI gay ton thuong gan. Theo hudng
dan cta EASL nam 2019, nhitng déc tinh cta
thudc c6 thé tang nguy co mac DILI la liéu ding
hon 100 mg/ngay, dugc chuyén hoa chu yéu 6
gan nho cytochrom P450, hinh thanh cac chat
chuyén hoa va tic ché€ dong thoi chirc nang ty thé
va bom mudi mat®.

Nhém thu6e thuong gay ton thuong gan bao
gom thudc khang sinh, thudc tri lao, thudc tri
dong kinh, thudc tic ché mién dich, thudc tri ung
thu... Khang sinh va chdng dong kinh 1a cac
nhém thude thuong gay DILI nhat, chiém ty 1é
khoang 60% cac trieong hop(0.

DPiéu tri

biém quan trong nhat d€ diéu tri DILI 1a loai
bo tac nhan gy bénh cang sém cang tote510.
Mac du chwa dwgc chitng minh, viéc ngung
thudc nhanh chéng co thé giam thiéu tién trién
DILI thanh suy gan cap. Trong hau hét cac
treong hop DILI, gan sé tu hoi phuc chitc nang
sau mot khoang thoi gian du khong c6 diéu tri
dac hiéu. Tuy nhién, sy phuc hoi nay khong dién
ra ngay lap ttec va lién tuc, ma c6 thé ton thuong
gan sé tién trién nang hon du da nguing tac nhan
gay bénh®. Theo hudéng dan ctia EASL nam
2019, d6i véi cac truong hop nghi ngo DILI,
nhéan vién y t€ nén tién hanh theo cac budc sau:

Tim hiéu tién st bénh va st dung thudc, ké
ca thudc da ngung, thiee pham.

Phan loai DILI dwa trén gia tri R.

biéu tra nguyén nhan: néu DILI ton
thwong t€ bao gan thi xét nghiém HCV-RNA
(virus viém gan C) va IgM anti-HAV (virus
viém gan A), HBV (virus viém gan B), HEV
(virus viém gan E) va huyét thanh tw mién.
Néu 1a DILI loai ¢ mat hojc hdn hop kem
vang da: thuc hién noi soi duong mat két hop
voi siéu am.

Danh gid nguyén nhan: st dung thang
CIOMS/RUCAM, tuy nhién khong chi dya vao
day dé két luan nguyén nhan.
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Theo sat: ra soat can than cac truong hop
vang da ¢ nit gidi va tat ca cac truong hop ¢
chi s6 INR (thoi gian dong mau), ALP va TBL
thay doi.

biéu tri: ngting tat ca cac loai thudc khong
thiét yéu. Steroid cé thé dwoc dung néu nghi
ngo la viém gan tuong tu co ché ty mién va
trong treong hop c6 tinh qua man rd rét.

Khuyén cao cho bénh nhan nhép vién ngay
khi xudt hién cac triéu chiing nhu vang da, roi
loan chitc nang dong mau hodc bénh gan nao.
Khong st dung lai thuéc da gay DILI (trie
treong hop khong cé thudc gi thay thé), diéu
tri triéu ching va hd tro gan, thay huyét
twong, phau thuat ghép gan hodc c6 thé dung
cac thudc nhw N-acetylcystein, carnitin, acid
ursodeoxycholic... d€ diéu tri dac hiéu®.

N-acetylcystein da duoc st dung trong diéu
tri doc tinh do paracetamol, nhung vai tro cia né
da dwoc mo rong ca trong treong hop DILI do
nguyén nhan ngoai paracetamol. Theo cac
huéng dan thyc hanh 1am sang caa ACG nim
2014, N-acetylcystein c6 thé duoc can nhac trén
bénh nhan nguoi 16n ¢6 suy gan cap giai doan
som, nhung khong dugc khuyén cdo trén tré em
c6 DILI nang®10.

Acid ursodeoxycholic da dwoc sit dung dé€
xtt tri DILI ¢6 tdc mat, tuy nhién dit liéu nghién
cttu cho viéc sit dung nay con han ché. Carnitin
duoc dung trong ton thuong gan do valproat(?.
Cac san pham c¢6 nguén goc ti nhién nhuw
silymarin, resveratrol, curcumin va ginkgo dang
duoc danh gia vé hiéu qua bao vé gan, mac du
dit liéu chi @ mitc so bd ban dau®.

Tién lugng

Mtic d0 nghiém trong ctia cac trieong hop
DILI c6 thé rat khac nhau, tr mic d0 nhe,
khong c6 triéu ching dén suy gan cap tinh
nhanh chéng va t vong. Hai hé thdng phan
loai mirc d6 nghiém trong ctia bénh thwong
duwoc stt dung la theo DILIN va nhém chuyén
gia Qudc t€ vé DILI (International DILI Expert
Working Group) dwoc trinh bay trong Bang 5.

B - Khoa hoc Duoc



Y Hoc TP. H6 Chi Minh * Tap 25 * S6 4 * 2021

Bang 5. Phin loai mirc dj nghiém trong cua DILI
Phén loai theo DILIN (Hoa Ky)

Nhe Tang ALT va/hoac ALP, TBL < 2,5
mg/dl, INR< 1,5
Trung binh Tang ALT va/hoac ALP, TBL 22,5

mg/dl (hoac INR = 1,5)

Trung binh —néng | Tang ALT, ALP, TBL va/hoac INR va
can nhap vién (hoac tang thoi gian nam
vién do DILI)

Nang Tang ALT va/hodc ALP, TBL 22,5
mg/dl va c6 mot trong céc tiéu chi sau:
Suy gan (INR > 1,5, cb truéng hodc
bénh gan nao)

Suy cac co quan khac do DILI
Tt vong hodc can ghép gan do DILI

Tt vong

Phan loai theo Nhém chuyén gia Quéc té vé DILI
Nhe ALT 25hoac ALP 22 va TBL <21an ULN
ALT 25 hodc ALP =2 va TBL = 2 1an
ULN (hoac c0 triéu chirng viém gan)
Nang ALT =5 hodc ALP =2 va TBL = 2 14n
ULN (ho&c c6 triéu chirng viém gan) va
¢6 mdt trong cac tiéu chi sau:
INR21,5
C6 trwong varhoac bénh gan néo, thoi
gian bénh < 26 tuan va khong co6 xo
gan tiém an
Suy céac co quan khac do DILI
T vong ho&c can ghép gan do DILI

Trung binh

T& vong/ghép gan

Quy tic Hy (Hy’s law) la cong cu du doan
nhay va chinh x4c vé kha nang thudc gay doc
tinh nghiém trong trén gan®. Nhiéu nghién
cttu doan hé quy mo 1én & Hoa Ky va Chau
Au d3 xac nhan dd chinh x4c ctia quy tic Hy
va chitng minh rang hon 10% bénh nhan DILI
ton thwong t€ bao gan kem vang da sé tir vong
hodc can ghép gan.

DANH GIA NGUYEN NHAN TON THUONG
GANDOTHUOC

Khoéng giong nhu trong viém gan A hodc
B, khong c6 xét nghiém chan doan cu thé xac
dinh nguyén nhan gdy ton thuwong gan do
thudct. Chan doan co thé rat kho khan va tham
chi cac chuyén gia c6 thé khong dong thudn vé
kha nang gay bénh. Vi nhitng ly do nay, nhiéu
nghién ctu da duoc thuc hién dé€ chuan hoa
viéc danh gid nguyén nhan ton thuong gan do
tac dong bat 1oi ctia thudc.
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Tong quan

Mot sO cong cu hd tro trong viéc danh gia
DILI thuong duoc st dung la thang RUCAM
duoc phat trién boi Hoi dong cac t6 chire quoc t&
vé y hoc (CIOMS), DILIN cua Hoa Ky, thang
danh gia Maria and Victorino (M&V), thang do
bénh tiéu hoa Nhat Ban (DDW-]), thang do
Naranjo va thang WHO2324),

Trong do, thang RUCAM la cong cu dang tin
cay nhét duoc str dung rong rai boi cac nha lam
sang, cong ty duwoc va cac co quan quan ly dé
dénh gia nguy co DILI04. Cac huéng dan thuc
hanh 1am sang vé DILI cho rang y kién dong
thuan gitta cac chuyén gia (dwa trén danh gia
toan dién vé cac nguyén nhan c6 thé giy doc
tinh trén gan) la tiéu chuan vang dé€ xac dinh
moi quan hé nhan qua, nhung vé khia canh thue
hanh, phrong phdp nay khong duoc st dung
rong rai va chua duoc khuyén cao trong lam
sang. Do d6, phuong phap t6i vu dugce lya chon
dé€ danh gia moi quan hé nhan qua trong céc

truong hop nghi ngo DILI la thang
CIOMS/RUCAM®),
Thang do Roussel Uclaf Causality

Assessment Method (RUCAM)

Thang do RUCAM la cong cu dic luc d&
danh gid nguyén nhan 6 nhittng bénh nhan
nghi ngo m&c DILIGY. Do c6 d dic hiéu cao,
tinh minh bach va dé 4p dung nén thang
RUCAM da nhan dugc sy danh gia cao trén
toan thé gidi. Gan day, mdot s6 yéu t6 quan
trong da duoc dé xuat thém vao thang
RUCAM d¢€ tang kha nang t¢ng dung va
danh gia chat lugng ctia cac nghién ctru®..

Thang RUCAM cap nhat nam 2015012
danh gia nguyén nhan thudc gay ra ton
thuwong gan dua trén cach tinh diém cta bay
tiéu chi sau:

Thoi gian khéi phat ton thwong sau khi
dung/ngung thudc.

Dién tién ton thuwong gan sau khi
ngung thudc.

Cac yéu t6 nguy co cu thé (tudi, st dung
rueou, mang thai).



Tong quan

Céc thudc dung dong thoi c6 kha nang gay
ton thuong gan.

Loai trtr cac nguyén nhan khac.

Thong tin vé thubc gay ton thuwong gan
duoc ghi nhan trong y van.

Dbap ting khi stt dung lai thudc

Tong s6 diém danh gia theo thang RUCAM
nam trong khoang tir am 9 (-9) dén 14. Néu sau
khi danh gia, tong diém dwéi 0 thi thudc nay
khong phai la nguyén nhan gay DILI, tor 1-2
diém cho thdy thudc khoéng c6 kha nang gay
DILL ttr 3-5 diém la ¢ kha néang, tir 6-8 diém:
thudc c6 thé gay ra DILI va lén hon 8 diém thi
nhiém ddc gan chac chan xay ra.

Péanh gia theo Mang lw6i nghién citu ton
thuong gan do thudc (DILIN)

Bénh nhan va nhan vién y t& tu bao cdo
cac ca nghi ngo 1én hé thong mang DILIN,
sau d6 cac chuyén gia sé tam soat lai dua
trén tiéu chi cta DILIN nhu: (1) ALT/AST =25
lan ULN hodc ALP > 2 lan ULN trong hai dip
lién tiép, (2) ting ALT/AST/ALP kem
TBL > 2,5 mg/dL hodc INR > 1,5. C4c treong
hop thoa it nhat mot trong hai tiéu chi trén
sé duoc thu thap day du thong tin va gui cho
ba chuyén gia y t& vé nhiém doc gan. Cac
chuyén gia sé tién hanh chdm diém ddc lap
vé kha nang mdi quan hé nhan qua gitra
thuéc va ton thuwong gan. Néu c6 su bat
dong, cac chuyén gia sé gdp nhau dé hoa giai
suw khac biét va dat dugc diém s cudi cung.
Hé thong tinh diém nay khé phtic tap va phu
thudc nhiéu vao y kién chuyén gia, nén danh
gid nguyén nhan DILIN chi duwoc dp dung
chu yéu tai Hoa Ky®.

Thang do Maria and Victorino (M&V)

Thang M&V con dugc biét dén la Thang
chan doan lam sang (Clinical Diagnostic Scale) la
mot phién ban chinh stta ctia thang
CIOMS/RUCAM, c¢6 mét s6 han ché nhu tap
trung vao cac dac diém qua man caa DILL phu
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thudc y kién cia moét s it chuyén gia, it chinh
xac trong cac treong hop khong dién hinh hodc
c6 thoi gian tiém tang kéo dai va it c6 muirc do
twong dong vdi thang CIOMS/RUCAM®.
Thang do bénh tiéu héa Nhat Ban (DDW-]J)

Thang do DDW-] (Digestive Disease
Week Japan Scale) hay con dwoc goi la thang
TKK dwoc chinh stra tir thang RUCAM ¢ cac
muc nhu thoi gian, thudc sit dung dong thoi
va biéu hién ngoai co thé c6 thé gy man
cam. Diém khac biét cia DDW-J so véi cac
thang khac do la dung xét nghiém kich thich
té bao lympho do thudc (DLST) nhu mdt yéu
to chan doan bénh. DDW-] c6 d6 nhay cao
hon nhung d6 ddc hiéu thap hon (twong tng
93,8% va 89,1%) so vdi thang do RUCAM
(77,8% va 100%). Hién tai, cdc nghién cttu st
dung thang DDW-] chu yéu thyc hién trén
dan s6 Nhat Ban va thiéu tiéu chuan héa xét
nghiém DLST nén thang DDW-J van chua
dugc st dung rong rai trong lam sang®.
Thang do Naranjo

Thang do Naranjo phat trién vao nam 1991
va duoc st dung nhu mot phuong tién dé danh
gia nguyén nhan cua bat ky hinh thirc phan tng
c6 hai cua thudc. Do d6, thang do Naranjo
khong ddc hiéu cho DILI™.
Thang do WHO

Thang WHO la m¢t thang chung dugc st
dung rong rai dé€ danh gia cac phan tng c6 hai
cua thudc. Tuy nhién, thang nay khong cham
diém ma dua trén cac tiéu chuan danh gig,
khong xem xét cac yéu td lién quan dén ton
thuong gan nén hién nay khong dung dé danh
gia DILI®.
So sanh cic thang diém danh giad nguyén
nhén ton thwong gan do thudc

Trong cc cong cu hd tro viéc danh gia DILI,
thang RUCAM cap nhat nam 2015 ¢ nhiéu uu
diém hon dugc trinh bay trong Bing 612.
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Bang 6. So sinh cic thang danh gid DILI

Tong quan

Chitiéu RUCAM DILIN M&V DDW-J Naranjo WHO

Thoi gian tiém tang (diém) + ? + ? 0 0

Thai gian hdi phuc (diém) + ? + ? 0 0

Tang ALT hoéc ALP tai phat (diém) + ? 0 0 0 0

Xé&c dinh yéu t6 nguy co (diém) + ? 0 0 0 0

T4t ca thudc dung kém (diém) + ? 0 0 + 0

Tirng thudc ding kém (diém) + ? 0 0 0 0

Loai trir cac nguyén nhan khac (diém) + ? + 0 0 0

Chi d4u ctia HAV, HBV, HCV, HEV (diém) + ? 0 0 0 0

Chi dau ctia CMV, EBV, HSV, VZV (diém) + ? 0 0 0 0

Danh gia bénh Iy gan thir phat sau bénh tim (diém) + ? + 0 0 0

Hinh &nh gan va dwéong mat (diém) + ? + 0 0 0

Siéu am mau Doppler mach gan (diém) + ? 0 0 0 0

Tén thwong gan dwoc biét dén trwac do (diém) + ? + 0 + 0

Tim kiém viéc vé tinh tai st dung thubc (diém) + ? + 0 + 0

Tiéu chuén tn thuong gan thdng qua xét nghiém + + + 0 0 0

Xét nghiém bach cau &i toan, DLST 0 0 0 + 0 0

Phan loai tn thwong gan théng qua xét nghiém + ? + + 0 0

Phwong phap d&c hiéu cho tdn thuong gan + + + + 0 0

Phuong phap c6 cAu trdc, lién quan dén + 0 + + 0 0
t6n thwong gan

Phuong phap dinh lugng, lién quan dén + 0 + + 0 0
ton thwong gan

Phuong phap c6 hiéu lyc (tiéu chun vang) + 0 0 0 0 0

Ky hiéu (+): Tiéu chi dwoc dé cdp trong thang, Ky hiéu (0): Tiéu chi khong dwoc dé cdp trong thang,
Ky hiéu (?): Tiéu chi khong dé cdp ro rang trong thang; MV: Cytomegalovirus, EBV: Epstein — Barr virus,
HSV: Herpes simplex virus, VZV: Varicella zoster virus

KETLUAN

Hau hét cac thudc duoc liéu va HDS déu co
thé gay ra ton thuong gan. Diém quan trong
nhat d€ diéu tri DILI 14 loai bo tac nhan gay bénh
cang som cang tot. Tuy nhién, viéc chan doan
con gap nhiéu kho khan, doi hoi kién thic
chuyén moén va loai trit can than cac nguyén
nhan gay khdc. Mot trong nhitng cong cu
thuong duoc sit dung nhat dé danh gia nguyén
nhan DILI la thang do RUCAM do c6 d¢ dac
hiéu cao, tinh minh bach va dé 4p dung. Duoc si
dong vai tro quan trong trong gép phan phat
hién sdém va ngan ngtra DILI thong qua danh gia
don thudc, tam soat cac xét nghiém lam sang va
theo doi diéu tri b?mg thudc khi nhap vién.
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