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64 I. KHAI NIEM

_Y’_A:E niém:

- ﬁE thuong gan do thudc (Drug induced liver injury — DILI); con goi 1a
acﬁ::: :.hm: gan do thuéc (Drug induced hepatotoxicity) duge gdy ra do
:::.Vn. thuoc ké don (ETC) hoge khéng ké don (OTC):

- Ton thuong gan do thao duge (Herb induced liver injury — HILI) ding dé
nr_.‘ cdc ton thuong gan ma thao dugc Ia nguyén nhéan gdy ra bénh ly, cac
che phim bo sung va san phim ¢ nguén géc thao duge, hodc cic chit
ngoai lai khac (xenobiotic) din t¢i bét thuémg trong xét nghiém vé& gan

ﬂﬂmo réi loan chirc ndng gan khong giai thich dugc bing cic nguyén nhin
<hac.

a II. PHAN LOAI TON THUONG GAN DO THUOC

Tén thwong gan tryc tiép (ndi tai)

Td thwong gan gién tiép (P/U djc dj)

* C6 mét s0 thudc biét trudc khi
dung liéu cao, kéo dai hogc phoi
hgp vai thuoc khic sé& gdy tuong
tic do lam anh hudong den qua
trinh chuyén hoéa gay ton thuong,
huy hoai te bao gan. -

* C6 kha ning biét truéc.

« Lién quan dén thoi gian va lidu

._uomqﬁrmn__w:_.‘awncmaﬁnam
thudc, c6 thé xay ra voi ngudi
ndy ma khong l3p lai 0 ngudi
khac.

* Khéng lién quan dén lidu lugng
hoc thoi gian sir dung

*Co zzw xay ra ¢ lidu diu tién,

vién dau tien.

» Khong biét trudc.

-a

PHAN LOAI TON. THWONG GAN DO THUOC

Y

omun, GAN TRU'C TIER(NOI TAI) _
Bi

[_HEPaTOTOXINS —
DQC GAN GIANTIEP(PU DAC D)) |
- Bidu hign hoai ir hodic tAe mat
_ Khéng phu thube lidu
Khéng dif doan dugic

&n hoa tkr 18 blio gan

T1T AST/ALT, Théi glan khdi bénh thay ddi

- T(r vong cao
- VD: Acataminophen

Téng cam (dj trng) Chuyén héa

- Co ché: mién dich - Chuy®@n hoa sai lac

- Khéi phat. 1-5 ln - Kndi phat: nhidéu Wwan - tha

- Tér phat néu ding lai - Tai phat néu ¢

- S&t, phat ban, dau khép VD

- VD: Isoniazide
Suifonamides Ketoconazole
Phenytoin Amiodarone
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a L CO CNE cua TON THUONG GAN DO THUOC

—

»  Khi miu di vao gan qua tinh mach etra, mar
thude va cic chit doc hai ma ching ta ¢ th
gan 1 gidi dge cic thude ndy va logi bo
chuyén héa,

12 theo cde chit dinh dumg,
¢ da ngp vdo. Cong vige clia
cdc san phim phy tir qué trinh
DI véi cdc thude tan trong chdt béo,
dudng nudc tiéu.

Cic enzyme trong gan phan gidi cdc chit na
trong nudc dé di xudng mat hofic nuéc t
MGi (¢ bao gan chita mdt s& bao quan |
thudc.

tirc 12 ching rdt kho thai ra qua

v

‘ndy va chuyén ching vé& dang tan
icu, thai ra ngoai.
am nhi¢m vy chi yéu 1a chuyén héa

\d

1. CO CHE CUA TON THUONG GAN DO THUOC

Vg

DILI duge cho ring c6 thé xay ra theo mét s6 co ché khac nhau. Trong do
¢b suy giam trye tiép vé cdu tric (vi dy réi logn chire ning ty thé) va chirc
ndng todn vgn cua gan;

Hinh thanh chét chuyén héa lam thay déi ciu tric va chirc ning té bao gan;

Hinh thanh chit chuyén héa ¢6 hoat tinh lién két voi protein ¢ gan;

Hinh thanh sin phim thudc-protein ¢6 tinh khing nguyén la myc tiéu tin
cong cua h¢ thdng mién dich cia co thé (gia thuyét ban khang nguyén); .
Sy khai du dép tmg qui min toan thin (vi dy: dj tmg thudc) gy tdn
thuong gan.

' CO CHE GAY TON THUONG GAN GAN

Intraceliular
Biress
Cnaiady,

Sensitization Immune
1o TNF Response

\ Faol,
A dind Orarzyme/porn

Apoptosis Apoptosis

a 11l. CO CHE CUA TON THUONG GAN DO THUOC

CO' CHE GAY DILI TRYC TIEP

Usuront rensfemess + L]
SloUanetoraas

Oratie metabomes,
wrurmton

%

Homsisovie samas

i 2 | va sulfat hoa
i 4 lidu acetaminophen, qué trinh glucurony 4
”_:WMM hoéa, lurgng thubc duge CYP isocenzyme chuydn hoa gia
téng. tao ra ndng dd cao NAPQI (chat gay ddc gan)
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a 111 CO CHE CUA TON THUONG GAN DO THUOC

CO CHE GAY DILI GIAN TIEP

Menatocyte Ceutly

APC TR Comwman Mue i Toan
ﬂ.\!t Aa:lM L (rowisisnt to DILY)

S &= === C D)

Orug < Sy i .

frowmn =

b

{ Vanatilo MHG 1| ool ™
| \ (Ruscaptible 1 DILY) -
f, Cos s s OO0 ﬁ\ % O @
* Drug « F/. o S

Sy khac nhau v& MHC 1&p 1l din @én khac nhau vé ranh gén
peptide, dua dén 2 két qua:

a. Khong hoat hoa T cell (dung nap thuéc)
— b. Hoat hoa manh T cell gay DILI

Mechanizms of drvg-inauced Uver injury: from bedside ro bench. Not Rev Gastroenterol Hepoind, 2011

() IV. CAC THUOC GAY PQC GAN

10
(=) 1V. CAC THUOC GAY POC
AN
STT | Thudc/nhém thudc Loai ton thuong gan
8. [Interferon-beta - - [Té bao gan :
9  |Cac macrolid T bao gan; c6 thé it mit

10 [Methotrexat duémg ubng |Gan nhiém m®, xo gan

11 [Minocyclin Té bao gan; c6 thé giéng viém gan ty mién

ICap tinh: t& bao gan; man tinh: hdu hét té bao gan,

12 Nitrofurantoin nhung c6 thé gidng viém gan ty mién

ICac thudc chong viem |«
1 khong steroid (NSAID) [F€ bdo gan
T€ bao gan, hon hgp, hojc &t mat, thudmg kém cac
14 |Phenytoin biéu hién dj ing - mi&n djch (hdi chimg qua min do

hudc chdng co gidt)

12

STT Thude/nhom thube Loai ton thuong gan
[Té bo gan hodc hén hgp (két hop cuia viém gan hogi tr té
I |Aloptisek bao va viém gan it mat), thuong kém cic biéu hién dj g -
mién dich
2 |Amiodaron ITé bao gan, hén hgp, hodc i mat
3 |Amoxicilin-clavulanat |/ mat; c6 thé té bao gan
4 |Cac fluoroquinolon ! U mat, té bao gan, hodc hén hgp
5  [Chiét xudt tra xanh Té bao gan
6 [Thudc giy mé dang hit  [Té bao gan; €6 thé ¢6 céc biéu hi¢n dj img - mién dich
7 |Interferon-alpha ITé bao gan; gidng viém gan ty mién
11
(*=) 1V. CAC THUOC GAY PQC GAN
STT | Thubc/nhém thude Loai tén thwong gan
= ICéc chit irc ché bom gt L AR
15 broton (PPI) Té bao gan, nhung hiém gip
16 [Cac alkaloid pyrrolizidin [HJi chimg tic mach xoang/tic tinh mach
, H3n hop, té bio gan, hodc ir mit; co thé cd cac biéu
17 Solfasalazin hién dj img - mién dich
Sulfamethoxazol - (' mit: c6 thé té bao gan, vaholic cb lién quan dén cic
18 [trimethoprim o1 ta. b -
. biéu hi¢n dj img - micn djch
(cotrimoxazol) .
. . i ar . -
19 |Acid valproic ‘_.E.dm amoniac mau, té bao gan, hdi chimg tuong tyr hoi
ichimg Reye
13

i Ug
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@ CACTHUOC TAC DONG QUA CYP450
Thic ddy (Cam tmg) U

cché
» Phenobarbital » Amiodarone
» Phenytoin

2 . > Cimetidine
» Om&&:ﬁn?:n > Erythromycin
> Primidone > Grape Fruit

> Ethanol » INH

» Glucocorticoids > Ketoconazole
> Rifampin » Metronidazole
> Griseofulvin > Sulfonamides
» Quinine » Quinidine

» Omeprazole
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o1 VL DIEU TR]

1. Tim va loai bé nguyén nhan gy viém gan

2. Dung chit dbi khang (Tuy timg loai thuéc)

Vi dy: N-acetylcystein trong ngd doc do acetaminophen (xem phéc dd ngd doc
acetaminophen).

3. Pidu trj suy gan néu c6 (xem phac dd diu trj suy gan)

4. Diéu trj h3 trg gan va phong ngira hon mé gan (xem phac dd hon mé gan)
- Trénh tdo bon:

+ Ubng: Duphalac 15ml/géi (lactulose) 1-3 gdi/ngay

Sorbitol 5g/goi 1-3 gdi/ngay.

Forlax (Macrogol 4000) 1-2 g6i/ ngay.

+ Bom hdu mén: Fleet Enema 133ml 1 tube, Norgalax 1 tube...

udng 1-2v x3/ngay.

- BDD (biphenyl dimethyl dicarboxylate: Fortec 25mg, Nissel 25mg, hepasel 7,5mg...)

16

(&) V.CHAN DOAN

Chan dodn xac dinh; dya vao bénh s, 1am sdng. can lam sang co
nhiéu thang diém ding dé chén dodn viem gan do thubc: NADRPS,
M&V, WHO. Medline. Original. DDW-J, CIOMS/RUCAM. tuy
nhién ching kha phic tap vi viy viém gan do thuée thuong duge
chan dodn khi da logi trir cac bénh gan khac.

Chan doan logi trir:

Cin chén doan logi trir nhitg nguyén nhan khéc gy viém gan bing
bénh sir, 1im sang, cin lam sang, gidi phiu bénh,

Ton thuong gan do thudc c6 thé chdng I1én mét bénh gan c6 sin.

15

& VL DIEU TR]|

- L-Omithine L-aspanate:

+ Dang udng: HepaMerz 1g6i x 1-3 lan/ngay, hda véi nudc, tra, nudc tréi ciy, udng
saubiradn, -

+ Dang tiém: (Hepa Merz, Fortec-L, Hepaur 5¢/10ml) 1-2 w:m\__mww. pha trong
Glucose 5% 500ml truyén tinh mach XX giot/phi.

+ Trudmg hep niing: o thé tang lidu.

+ Céic rdi loan khai phat bénh ndo gan: c6 thé ding lidu 8 dng/24 gidy, ty theo mirc dd
Snw Téc dd truyén t6i da: 5 g/gidr. Khong duge ding qua 6 dng trong 500 ml dich
truyén.

+ Chéng chi dinh khi Creatinin mau > 3mg%
- L-Arginin HCI (Arginin stada, Arginin veyron 1g) 1-2 éng x 2-3 lin/ngay.
- Thudc hd trg gan khéc: Livsin 94, silymarin, phospholipid dju nanh, DAR, BAR...
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(&  VLDIEUTR]

5. THEO DOI
- Theo ddi ehire nang gan:
+ Truwdmg hep nhe: xét nghi¢m kiém
tra chire ning gan sau 3-5 ngdy

_+ Trudmg hop nang: cin theo ddi sit,
¢6 thé kiém tra chirc nang gan mdi ngdy
diéu trj tich cyc tranh suy gan khong hoi
phuc.

- Bén canh do cén theo ddi chirc nang

than, di¢n gidi, én dinh huyét dong, tim
mach tranh tang thém ganh ning cho gan.

—

VII. Két ludn

Ton thuong gan do thude _w%m_: dé cin djc biét quan tdm vi vige su

dyung thudc ngdy cang pho bicn va lam dung.

Gidm sat ké don dé xdc djnh nhimg b¢nh nhén méc hodc cé nguy €0

méc DILL. )

- Theo ddi chjt ché& céc tri¢u ching va cac yéu t6 nguy co ton :.:.Q:m
gan khi str dung cic thuéc Lao, ARV cho ngudi b¢nh dé kjp thoi co
hudng xur tri. a2 a

- Déi vai nguoi binh mic bénh Iy gan man tinh vi¢e dung thuoc diéu trj

nuocmz_;run&r.@anm:v:&nwazrmnam&m::.manaou:.ou:. hiéu

qua.
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VII. Két luan

-” Cin thuong xuyén lam céc xét nghiém chirc nang gan dé c& thé phat
hién sém va c6 nhiing can thiép kijp thdi, dic biét I xét nghig¢m ALP
dé theo ddi chirc ning gan cua b¢nh nhin mot cach toan dig¢n hon,
dénh gia ton thuong gan dugc chinh xéc hon.

- X ly tén thuong gan do thudc chu yéu 1a ngung thudc va didu trj
tri¢u chimg.

- Cac Bac si phoi hgp véi Duge sT lim sang xdc dinh nguyén nhén
thubc nghi ngd gy DILI dé gép phan sir dung thuéc hep ly, an toan
trong bénh vi¢n.

. Chn khai théc ky tién sir ding thubc & bénh nhan nghi ngd méc DILI.
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‘for watching!
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* Ton thuong gan do thude ( Drug-induced liver injury - DILI) - Nhip cau duoc 1am
sang (nhipcauduoclamsang.com)

* Dugc thu quéc gia

DSCKI Muyén G Guiing psckt SHuyén Cao Cutmg

.
z
JHO

HHand a vomer
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