NGHIEN CUU KHOA HOC

CAP NHAT CHAN DOAN VA DIEU TRI SUY GAN CAP @ BENH NHAN
VIEM GAN B MAN (ACLF)

Poan Hiéu Trung', Tran Xuin Chwong?

Suy gan cp trén nén viém gan man (ACLF) duoc T6 chirc Tiéu hoa Thé gidi (WGO) dinh nghia 1a “hoi
ching ¢ nhitng bénh nhan mac bénh gan man tinh c6 hodc chua c6 xo gan duoc chan doan trudce do, dac trung
bai tinh trang mét bu gan cap dua dén suy gan (Vélng da va INR kéo dai) va suy mot hodc nhi€u co quan ngoai
gan voi ty 1€ tir vong gia tang trong Vong 28 ngay den 3 thang ké tur khi xudt hi¢n”. Viém hé thong 1a dac diem
chinh cuia ACLF va m¢t sy ddp ung viém qué murc sé dua dén céc két cuc xau. O bénh nhan ACLF, lién quan
dén virus viém gan B (HBY ACLE), tinh trang viém hé thong ning la bién cb quan trong dua dén ton thuong
gan. Tuy nhién, cac bién co khéi dau cia HBV-ACLF chua dugc bict rd re‘mg, hon nita, 4nh hu(’mg clua nhﬁ’ng
bien co nay d01 v61 mién dich cua vat chu cling nhu sy mét can bang mien dich trong qua trinh tién trién cta
HBV-ACLF van chua du0’c hiéu r3. Piéu tri chu yeu tap trung vao hd trg suy tang khac nhau trong khi cho
gan phyc hoi hodc cho cay ghep gan. Ghep gan van la phuong phap diéu tri hiéu qua nhét cho HBV-ACLF.
Céac phuong phap dleu tri bao ton nhu cac thuoc khang virus tuong tur nucleos(t)lde (NUC), nhét 14 liéu phap
glucocorticoid va hd tro gan nhan tao, co thé cai thién ty 1€ song con ¢ mot s6 bénh nhan bi HBV-ACLF. Tong
quan nay ching t6i cap nhat mot s6 diém mdi trong chan doan va di€u tri HBV-ACLF hién nay tir cac nghién
ctru lam sang.

Tir khéa: ACLF, virus viém gan B, viém hé thng, bao cytokin.

DAT VAN BE

Nhiém virus viém gan B (HBV) man van 1a mot
mdi de doa dang ké dbi véi sirc khoe cong dong,
udc tinh ¢o6 khoang 257 tri€u bénh nhan va khoang
887.999 ca tir vong trén toan thé gi¢i'®. Nhiém HBV
man cudi cung c6 thé dan dén cac bién chimg nghiém
trong nhu xo gan, suy gan va ung thu biéu mo té
bao gan. Suy gan cap trén man (acute-on-chronic
liver failure: ACLF) 1a m&t hoi chiig phure tap dugc
dic trung boi sy ton thuong té bao gan cip tinh lan
toa dwa dén suy giam chirc ning gan nhanh chéng,
suy da co quan va tir vong cao trong thoi gian ngén
(50 - 90%)%. ACLF lién quan dén HBV (HBV-ACLF)
thuong c6 tién lugng xdu. Ghép gan duoc xem la
phuong phap didu tri hiéu qua, nhung it kha thi do
thiéu ngudn tang va chi phi cao®.
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O cac khu vye chau A - Thai Binh Duong va chiu
Phi c6 ty ¢ luu hanh HBV cao, HBV-ACLF la mot
véan dé quan trong da thu hit nhiéu sy quan tdm cua
céc nha nghién ctru dé 1am rd hon vé co ché sinh
bénh, cach dé nhan biét sém tién trién cua viém gan
B man (VGBM) va kha nang tai hoat dong ndng cua
HBYV ciing nhu céc tiép can diéu tri khong phai ghép
gan dé cai thién ty 1¢ séng con cho bénh nhan®. Trong
bai tdng quan nay ching t6i cap nhat mot sé diém
mdi trong chan doan va diéu trf HBV-ACLF hién nay.
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Cic nguyén nhan thic diy viém gan B man
thanh ACLF

Céc yéu t6 thuc day tiém an cua HBV-ACLF
da duoc nghién cuou rong rai. Trong nghién ciu
CANONIC cho thiy nhiém khuin va nghién ruou la
2 yéu t6 chinh®. Trong khi d6, mét nghién ctru khac &
Trung Qudc ghi nhén sy tai hoat dong ciia HBV dugc
xem 1 yéu t6 chinh, chi sau nhiém khuan'®. Mic du
vay, ¢ dén 20 - 45% truong hop khong 13 yéu t6 thuc
day ban dau trong HBV-ACLF. Nghién ctru ciing cho
thdy cac yéu t6 thiic ddy tiém 4n & nhitng bénh nhén
HBV-ACLF nay c6 lién quan dén cac dic diém ciia
HBYV nhu kiéu gen va dot bién ciia HBVSS,

Theo nghién ctru gan ddy cia Wang L va cong sy
(2022) trén 1.177 bénh nhan HBV-ACLF cho thiy
83% truong hop ACLF lién quan dén chinh HBV va
17% con lai lién quan dén cac nguyén nhan khac bao
g6m bénh gan do ruou (5%), bénh gan m& khong do
rugu (2%), viém gan E cap (6%), ton thuong gan do
thudc (3%) va nguyén nhan khac (1%). Khi phan
tich du6i nhém (ACLF lién quan dén chinh HBV)
cho thdy 75% truong hop viém gan B man khong
duogc diéu tri, 18% do ngung thube khang virus, 2%
do dot bién khang thudc va 5% cac yéu té khong
do virus''. Qua két qua nay cho thdy s6 luong bénh
nhan viém gan B man chua duoc diéu trj 1 nguyén
nhéan hay gip nhét d6i voi cac truong hgp ACLEF.

Vai tro ciia viém h¢ thong trong HBV-ACLF

Tinh trang viém (bao gdm tai gan va toan than)
1a nguyén nhan chinh din dén ACLF lién quan dén
HBV. D6 14 hau qua ciia ton thuong té bao gan cip
tinh, cdc phan mg cta co thé va tinh trang viém
nhiém khong duoc kiém soat. Bénh sinh cia ACLF
tuong tw nhu nhiém trang huyét. Trong cac dot bung
phat HBV cép véi ACLF, mét s6 lugng 16n cac dang
phén tir lién quan dén ton thuong (Damage-associated
molecular pattern: DAMP) duoc giai phong bai cac
té bao gan hoai tir dua dén kich hoat mién dich bAm
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sinh théng qua céc thu thé TLR (toll-like receptor).
Dbi v6i ACLF do nhiém trung, cac dang phan tir lién
quan dén tic nhan giy bénh (pathogen-associated
molecular pattern: PAMP) ciling kich hoat mién dich
bam sinh. ACLF do céc dot bung phat cap tu phat
c6 thé dua dén bién chimg nhiém tring do rdi loan
hé vi khuén dudng rudt, ro ri rudt hodc tang chuyen
vi vi khuén. Vi vay, ¢ su tuong tac gitra DAMPs
va PAMPs voi hé théng mién dich bAm sinh cta vt
chu. Sy kich hoat mién dich bim sinh nay lam tram
trong thém tinh trang viém toan thén va giai phong
céc cytokin, chemokin, cac gbc tu do c6 ngudn goc
ttr oxy, cac eicosanoid, lysosomal va enzym phan giai
protein, IL-1, IL-6, IL-18 va yéu td hoai tir khéi u alfa
(TNF-alfa), din dén hoi chimg dap tng viém toan
than (SIRS). Hon nira, su léng dong fibrin va huyét
khoi trong vi mach dan dén bat thuong tudi mau va
16i loan chirc nang té bao gan do thiéu mau cuc bo®.
Chén do4n va phén dd niing cia ACLF
Chin dodn HBV-ACLF

* Tiéu chuan virus: Khi tai lugpng HBV-DNA cao
[> 105 ban sao/ml/ hoac > 2 x 104 IU/ml] ¢6 d6 nhay
va d6 dac hiéu cao goi y chan doan HBV-ACLF®.

* Tiéu chuan suy gan cap’ La tinh trang ton
thuong gan cép vai dic diém:

- Vang da (bilirbin TP > 5 mg/dl).

- Réi loan déng mau (INR > 1,5 hoic ty
prothrombin < 40%).

- Xuét hién cac bién ching trong 4 tuan (bang va/
hodc bénh ndo gan).

- O bénh nhan dugc/chua duge chin doan bénh
gan man/xo gan trudc do.

) Can phan biét cac thé suy gan bao gébm suy gan
cap (ALF), mat bu cap (AD acute decompensation)
va suy gan cAp trén nén viém gan man (ACLF), vi
céch tiép can, diéu tri va tién lugng c6 nhidu diém
khéac nhau (Bang 1).

Bang 1. Phan biét cac dang suy gan cap®

LF (suy gan) ALF (Suy gan cép)

AD (mét bu cp) ACLF

Tén thwong gan nang
gay rdi loan déng mau
dl v6i INR 2 1,5, bénh nao
va gan (dé | - IV) trong 4
tuan trén bénh nhan
khéng c6 bénh gan
trwde do

- Vang da v¢i bilirubin > 5 mg/

- Réi loan déng mau véi INR >
1,5 hoac PT <40%

Biéu hién ctia mét bu cép voi
bi&u hién tai gan (vang da voi
bilirubin < 5 mg/dl, bang, bénh
n&o gan) ho&c ngoai gan (xuét
huyét tiéu hoa do v& gian tinh
mach thwc quan, tén thuwong
than cap hodc nhi&m khuan
huyét) trong 12 tudn trén bénh
nhan xo gan da cé/chwa cé mét
bu trwée do.

Suy gan cép véi vang da
(bilirubin = 5 mg/dl) va rbi
loan dong mau (INR = 1,5
hodc PT < 40%) tién trién
trong 4 tudn CUNG VO
bang va/hoac bénh ndo gan
trén bénh nhan c6 bénh gan
man/xo’ gan da dwoc/chuwa
dwoc chan doan truwdc do.
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Phén d¢ va cdc thang diém tién lwong

Mot s6 thang diém da dugc st dung dé tién
luong, hucmg dan céc ké hoach quan 1y va dé danh
gid dap tng voéi didu tri & benh nhan ACLF. Bao
gdbm cac hé théng thangv diém chung (SAPSII,
APACHE-II), cac thang diém dac hiéu gan (Child-
Pugh, MELD, MELD-Na, AARC,...) va cac thang
diém danh gia suy tang (OSF, SOFA, CLIF-SOFA,
CLIF-C-ACLF....). Trong s6 nay, thang diém CLIF-
C-ACLF va AARC la rat quan trong?.

Thang diém AARC di dwoc dé xuét boi APASL
trong nhém bénh nhan cia ho va da dugc, chimg
minh 13 ¢ thé du doan ty 1¢ tu vong ngan han.
AARC da dugc chung minh 1a vuot trdi so voi dlem
s6 MELD/MELD Na, CLIF-SOFA va SOFA d6i véi
bénh nhan ACLF. Xu huéng ciia diém s6 AARC
trong tuan dau tién c6 thé dy dodn nhu cau ghép gan.
Diém < 10 tai thoi diém nhdp vién hodc gidm diém
xyong dudi 10 vao cudi tuan dau tién co lién quan
dén co hoi song sot cao hon. Bénh nhan c6 AARC >
11 diém nén dugc ghép gan khan cap néu khong co
chong chi dinh.

Bang 2. Thang diém AARC®

.| BiliTP| Bénh e || P
biém - PT-INR (mg/
(mg/dl) [ ndo gan (mmol/L) d)

1 <15 0 <18 <15 <0,7
2 15-25 -1 1,8-25| 1,5-25 01’75_

3 > 25 - v >25 >25 >15

Nhé nhét 5 diém va Ién nhét la 15 diém.

Mtrc do ACLF theo AARC: 5-7 diém (d6 1), 8-10 (d6 1) va
11 - 15 diém (d6 I11)

Piéu tri HBV-ACLF

T4t ca bénh nhan cin dugc cham soc dic biét va
theo doi chat ché. Ghép gan (liver Transplatation:
LT) 1a mot lidu phap hiéu qua dé giam ty 18 tir vong
va ting ty 1 sdng con. Tuy nhién, viéc thiéu nguoi
hién tang va chi phi y té cao 1a nhitng rao can 16n
dél v6i LT. Vi vay, dé giam thiéu tur vong chiing ta
can c6 nhimng tiép can khac kip thoi dé cai thién ty 1¢
song con khong ghep gan van 1a muc tiéu hang dau
hién nay, bao gom nhan biét sém va diéu tri cac yéu
tb thuc ddy, diéu tri khang virus sém bang cac NUC,
xét glucocorticoid trong giai doan sém®. Ngoai ra,
hd trg gan nhan tao (ALS: artificial Liver Support)
dé loai bo doc t6 luu thong bang thay huyét tuong,
loc mau, hé théng MARS....
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HBV Abs quantification?
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So db 2. Cac bwdc can thiép phong nglra va diéu tri CHB-
ACLF: (1) Phong ngira dién tién ttr CHB thanh ACLF va (2)
Diéu tri ACLF dé gidm hodc ngan nglra suy tang va tlr vong

Diéu tri khang HBV

Hudng dan cia APASL khuyén cio manh mé viée
st dung sém liéu phéap khang virus trong HBV-ACLF.
Muc dich 1a lam gidm nhanh choéng tai luong virus,
dan dén giam té bao chét té bao gan. Nghién ctru cho
thay néu tai lugng virus gidm > 2 log sau 2 tuan sé céi
thién khd néng song con dong thoi cling kéo dai thoi
gian cho ghép va cai thién két qua ghép gan’.

Cac thuéc khang virus du’(mg uéng (NUC) co tac
dung Gic ché virus hiéu qua nén duoc bat dau ngay lap
tirc & tat ca cac bénh nhan nhiém HBYV ngay khi phat
hién bénh trong khi cho xac nhan bang do tai luong
HBV DNA. Cac loai thudc khéng virus vu tién nhu
tenofovir, tenofovir alafenamid hodc entecavir’.

Liéu phap glucocorticoid trong HBV-ACLF

Nghién ctru cho thay, HBV chu yeu gay ton
thuong gan thong qua con duong ly giai t& bao qua
trung gian t& bao lympho T gay doc té bao dbi véi té
bao gan bi nhiém HBV, viéc st dung glucocorticoid
(GC) dé diép tri viém gan B ndng 1a phu hop vi tac
dung uc ché dic biét cia GC gay uc cheé dap Umg
micn dich va ngan chdn qué trinh ly giai t€ bao cla
cac t¢ bao gan bi nhiem. Nhiéu nghién ctru cho thay
rang st dung GC ¢ giai doan som frong viém gan
nang co thé gitip ngan ngira hoai tir t€ bao gan va tag
kha nang tai tao gan, nhu’ng ciing chinh GC co thé
1am gia ting sy nhan 1én ciia HBV va dan den suy gan
hodc tang nguy co c4c bién chimg nhu xuét huyét tiéu
h()a, nhiem khuan va nam. Vi vay, GC chua dugc su
dung rong rai dé dicu tri viém gan B nang. Tuy nhién,
trong nhitng ndm gan day, v6i su ra doi cdc NUC the
hé méi, viée str dung GC dé dicu tri suy gan lién quan
dén HBV da tré nén an toan hon nhiéu®.

Thoi diém sie dung va liéu lwong

_Cho dén hién nay chua c6 sy dong thuan nao
veé thoi diém st dung va lieu lugng bao nhiéu. Tuy
nhién, da so cac nghién ciru deu st dung GC som,
liéu thap va ngan han d()ng thoi vai cac thuoe NUC.
Nhu theo nghién ctru cua Jia L va cdng sy (2020) trén
171 bénh nhan HBV-ACLEF tir 3 trung tam, trong do
83 bénh nhan duoc diéu tri bing methylpredmsolone

[L,5 mg/kg/ngay (ngay 1 - 3), 1 mg/kg/ngay (ngay
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4 - 5)va 0,5 mg /kg/ngay (ngay 6 - 7)] trong 7 ngay,
ket qua cho thay diéu tri bang methylprednisolon co
thé lam tang ty 1€ song con sau 6 thang 6 bénh nhan
HBV-ACLF. Mot nghlen cuu khac cta Zhe bin W
va cong su (2021) st dung GC sém, lidu thap va ngan
han (dexamethasone 10 mg/ngay x 3 ngay trén 62
bénh nhan két hop vai dleu tri chuén so v6i 63 bénh
nhén chi diéu tri chuan) Két qua cho thay nhém bénh
nhén dugc dung ket horp vo1 GC dé lam giam nguy co
tién trién dén suy gan va riit ngan thoi gian nam vién
ma khong lam tang ty 1¢ bién chimg'®. Tuong ty, mot
nghlen ctru khac 6 Nhat Ban cung cho thay viéc két
horp sém GC v6i NUC da lam g1am nhanh tinh trang
viém va phuc hoi nhanh chtrc néng gan trong suy gan
cap o bénh nhan nhiém HBV2.

Tom lai, vé Iy thuyét, cac GC co the kiem soat
tinh trang viém toan thén va viém gan qua mirc
trong giai doan dau cua ACLF, ngugc lai GC lam
tram trong thém tinh trang, t& liét mién dich & g1a1
doan muon. Va mét van dé dang luu y nita 1a nén
str dung NUC nhu mét phwong phép diéu tri co ban
6 bénh nhan HBV- ACLF Nhin chung, diéu tri GC
lidu thip, ngén han két hop v6i NA & g1a1 doan dau
ctia bénh nhan HBV-ACLF 12 an toan va hiéu qua®.

Thay huyét twong hodic hé tro gan nhén tao
trong HBV-ACLF

Tén thuong té bao gan trong ACLF phan lonlado
“bao cytokln v6i mirc o tang cao cua cac cytokin,
doc to va cac “chét van mach dugc tich tu the phat
sau khi gan bi suy. Them mot thach thurc nita cia ton
thuong do ndi dc td va cac chat chuyén hoa dugc
g1a1 phong tu vi khuan dudng rudt. Nhung chét doc
nay khong chi lam ton thuong gan ma con lay di moi
truong cia gan gay bat 1oi cho qua trinh tai tao. Cac
chat doc dugc giai phong la nguyén nhan gay ra tinh
trang viém toan than, gay mat mién dich mac phai
va bam sinh, dong thoi gay raroi loan chirc nang co
quan, anh huong dén tit ca cac co quan chinh’.

Thoi diém can thi¢p

Khai niém “ctra s6 vang - Golden Window” 1a
mot khodn thoi gian ngan khodng 1 tuan trudce khi
bat dau nhiém trang huyét va tién trién thanh suy co
quan ngoai gan & bénh nhan ACLF. Neu chung ta
can thiép diéu tri trong giai doan nay c6 kha nang
ngan ngira suy co quan va cdi thién hoac dao ngugc
ton thuong gan va suy gan’.

EASL

tra hepatic organ failure
Kidney, Lung, Brain, Circulation, Intestine

[aenst |
1
i
i

Window _Period

Liver Failure

L SIRS J{Sepsis}[gﬁfrgj

NoSIRS SIRS | > Immunoparalysis-> Sepsis > Shock

Gut Dysbiosi, Increased permeability-> Pathological Bacterial Translocation,

Endotoxemia

Time in Days

So db 3. Co ché va dién tién suy co gan trong ACLF®
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Cic ky thudt hé trg gan

So véi ky thuat ¢ dién nhu loc mau tinh mach
- tinh mach lién tyc (continuous veno-venous
hemodiafiltration-CVVHDF): C6 hiéu qud cao dé
loai bé cac doc to trong lugng phan tir nho hoa tan
trong nudc nhu NH, va uré, nhung khong the loai bo
cac chat trong lugng phan tir 1on Va/hoac cac phan
tu két hop véi protein. Nguoce lai, cac hé thong ho
trg gan nhéan tao (Art1ﬁc1a1 leer Support System:
ALSS) c6 thé loai bé cac doc t6 gan ket véi albumin
tich Iy trong suy gan, tir d6 lam gidm nguy co bénh
nao gan, hoi chu'ng gan than va suy tim, dong thoi
loai bé duoc cac chét hoa tan trong nude nhu NH,,
creatinin, ur€, bilirubin, acid mét, cac cytokin,...

Két qua tir nghién civu

Xiao va cong su da thuc hién mot nghien ctru hoi
cttu trén 790 bénh nhan HBV-ACLE, so véi ligu phéap
diéu tri tidu chuén (SMT; n = 412), h¢ thong ho trg
gan nhan tao (ALSS n = 378) di cho thdy cai thién
ty 1€ song con 28 ngay (65,2% so v6i 59%;p =0 04)
va sau 90 ngay (51% sov6i 42.3%;p=0 01) va cac
thong so xét nghlem ¢ bénh nhan HBV-ACLF14. Cac
nghién ctru khac cling cho thay hiéu qua cta viéc thay
huyét twong nhu tang ty 1é song con (50% vé1 31,7%
trong 30 ngay) va (29% v6i 14% trong 12 tuan)
tuong tu lam giam diém MELD trude ghép gan so
v6i nhém khong thay huyét trong'2.

Tém lai, da s6 bénh nhan khong thé ghép gan, vi
vay céac h¢ thong ho trg gan c6 thé 1a mot dicu tri bac
cau dé cho dgi ghép gan hoac cho doi cac dicu tri
chuén khéc phat huy hiéu qua.

Dinh dwong trong HBV-ACLF

HO tro dinh dudng phthop lién quan dén tién luong
t6t 1am giam ty 18 tir vong trong vong 28 ngay ¢ bénh
nhan HBV-ACLF. Tat cd bénh nhan HBV-ACLF nén
duogc danh gia béi cac nha dinh dudng dé c6 mot ché
do cung cap nang luong hop Iy. Méc du dinh duong
duong rudt ludén dugc wu tién nhung Viec b6 sung thém
nuoi duong duo‘ng tinh mach ciing hét stre can thiét.
Hau qua clia viéc hd trg dinh dudng khong hop 1y s€
dua dén tinh trang suy dmh dudng, loan dudng co, suy
glam micn dich,... dua dén 1am trim trong thém hau
qué cta ACLF va két qua ghep gan, gla tang cac bién
chting va kéo dai thoi gian nam vién'.

Vai tro cua khdang sinh trong ACLF

Nhiém triing huyét khong chi 1a mot yeu t6 quan
trong dua dén ACLF & nhing bénh nhan mic bénh
gan man, ma con la mot bien chu'ng nang o nhu’ng
bénh nhan ACLF. Nhidm trung do vi khuan co the
lam phirc tap qua trinh diéu tri trong 1/3 dén 1/2 s6
bénh nhan ACLF va cé lién quan dén gia tang ty
& suy tang va tir vong. Nghien ctu cho thay ty 1€
tir vong 1én dén 65% néu ¢6 sdc nhiém khuan. Cac
nhidm tring thudng gip nhét ¢ nhitng bénh nhan nay
la viém phuc mac do vi khuén tu phat viém ph01
nhiém tring duong tiét niéu va nhlem khuén huyet tu
phat. Trong trudng hop ngh1 ngd nhiém tring huyet
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tot nhit nén bat dau sir dung khang sinh phd rong
theo kinh nghiém trudc khi dién tién dén soc nhiem
trung, ton thuong da tang (ctra sO vang)’. Viéc lua
chon khéang sinh nén dya trén mé hinh nhay cdm véi
khang sinh tai dia phuong cua cic chung pho bién.
Pdi v6i bénh nhan xo gan kém sbc nhiém khuén thi
khang sinh wu tién (meropenem + vancomycin) va
khang sinh thay thé nhu linzolid, daptomycin,...

Viéc du phong khang sinh & bénh nhan ACLF
cling hét suc quan trong. Theo nghién ctru cua Liu
va cong su (2021) trén 140 bénh nhan HBV-ACLEF,
két qua cho thay & nhom dugc str dung khang sinh dy
phong da gidm ty 1€ nhiém trung va tang ty 1¢ song
con dang ke so v6i nhom con lai (67,6% véi 47,4%).
Ciing trong nghién ctru nay cho thay khong c6 sy khac
biét co ¥ nghTa gitta nhém khang sinh cephalosporin
thé hé 3 so véi khang sinh bao phu tac nhan gay da
khang. Vi vay, cepphalosporln thé hé 3 1a phu hop dé
du phong trén doi tugng nay’.

Vai tro clia thudc chéng nim trong giai doan dau
con gy tranh cdi va van 1a van dé can nghién ctru3.

Ghép gan

_ Nghién ctru cho thiy ty 1& tir vong & 28 ngay cao
gap 15 lan trong ACLF so véi cac bénh gan man khéc.
Ghép gan 1a diéu tri hi¢u quéa nhat cho cac truong hop
bi ACLF khong hoi phuc sau khi diéu tri ndi khoa
tich cuc. Neu dugc ghép gan thi ty 1€ song con > 90%
6 bénh nhan suy gan nang do tai hoat HBV. Vi vay,
tat ca bénh nhan nén xem xét danh gia de ghép gan
néu khong co chong chi dinh. Thoi gian ghép gan la
rat quan trong vi ctra s6 vang hodc co héi rat ngan
(Golden or opportunity window).
Timing for LT in ACLF

Medical status of

: Recovery
ACLF patients

(~40-50%)

«Timing window »
for LT

Crossroads

o 55155
[R50

Futility

Death

Time
So d6 4. Thoi diém ghép gan*

Cho dén nay chua c6 dong thudn vé céc tiéu chi hay
hé thong thang di€ém nao d€ nhan biét sém bénh nhan
can chi dinh ghép gan sém. Theo APASL 2019, khi c6
chi dinh ghép gan thi nén thuc hi¢n sém dé tranh céc
bién chirng cua sepsis va suy da tang, va trong truong
hgp bénh nhan bi tai hoat dong do HBV co diém
MELD trung binh nén dénh gia ghép gan sém néy co
x0 gan, bilirubin > 10 mg/dl, PT <40% va tieu cau <
100 x 109/L hodc nhirng bénh nhan c6 dlem AARC Iuc
dau> 11 diém kém suy da tang sau khi dleu tri tich cuc
danh gia lai ngay thir 7, néu suy tang hoi phuc va dlem
AARC giam > 2 diém thi co chi dinh ghép gan9 Neéu
ghep gan ¢ giai doan mudn s€ lam giam ty 1¢ song con
va tang ty 1€ tir vong (So o 4).

Mot sb chéng chi dinh ghép gan & bénh nhan
ACLF da c6 cac bién chirng nang nhu sepsis hodc
xudt huyét tiéu hoa khong kiém soat dugc, choang
khong hoi phuc, ARDS.

Mt sé tri liéu méi

* Yéu t6 kich thich cum bach cau hat (G-CSF:
Granulocyte colony- stlmulatlng factor): G-CSF da
duogc gidi thiéu nhu mot ligu phap thay thé diéu tri
cho LT trong ACLF. G-CSF c6 thé lam gidm ty 1¢ tir
vong ngan han va ngan ngura lam trAm trong thém céc
bién chung®. G-CSF ¢6 hai vai tro chinh nhu sau:

- Téng cudng chirc ning mién dich: G-CSF gitip
tang so lugng té bao bach cau, déc biét 1a neutrophil,
cdi thién kha ndng phan tng mién dich cua bénh nhan.
Diéu nay co thé giup kiém soat cac nhiém trung va
giam nguy co phat tri€n cac bién chitng nhi€m trung
trong ACLF.

- Thiic d4y phuc hoi chirc nang gan: G-CSF c¢ kha
ning kich thich su ting sinh va phuc hdi cia té bao
gan. Trong ACLEF, tinh trang | mat kha nang tai tao gan
la mot van dé quan trong, viéc str dung G-CSF co thé
hd trg qua trinh phuc héi gan bang cach thac ddy sy
tai tao t€ bao gan va khoi phuc chirc nang gan.

* Céc ligu phap té bao khac: Liéu phap té bao gbc
c6 ngudn géc tur tily xuong, liéu phép te bao md trung
mo/trung mo da nang la nhiing phuong phap dicu tri
moi. Céc liéu phép té bao duoc nghlen ctru nhidu nhat
la té bao goc trung mo (MSC) va té bao mé dém do
ching dé dang thu dugc va c6 kha ning biét hoa thanh
cac te bao giong nhu té bao gan. Chung c6 thé dong
vai tro dleu chinh phan tng mién dich va stta chita ton
thuong t& bao gan & ngudi nhén, Ghép, MSC da cai
thién chirc nang gan va thoi gian song ngan han ¢ bénh
nhan HBV-ACLEF. Tuy nhién, nhitng nghién clru nay
hién ¢& mau con khiém ton va thoi gian theo doi ngan®.

Du phong tai hoat dong HBV

- Tiém véc xin HAV cho bénh nhan viém gan B man.

- C6 chién luoc dy phong lay truyén me - con.

- Pidu tri du phong cho cac trudong hop nhiém
HBYV c¢6 chi dinh dung céc chat ic ché mién dich
(corticoid kéo dai, hoa tri li€u,...).

- M6 rong chi dinh diéu tri khang HBV ngoai cc
tiéu chuan khuyén cao nhu c6 tién st gia dinh xo gan,
ung thu gan,...

- Tuan thi nguyén tic diéu trj va theo ddi khi diéu
tri khang HBV.

- Trénh céc tac nhan gay t6n thuong gan: lam dyng bia
ruou, can than khi dung cac thuoc ddc gan (khang lao,...).

Tom lai

- Suy gan cip trép nén man & bénh nhan viém gan B
man ¢4 tién lwong xau voi ty 1€ tir vong cao. Vi vay, viéc

du phong dé ngan ngura dicn tién tir viém gan B man
sang dot bung phat suy gan cap 1a hét stc quan trong.
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- Piéu trj sém (cdp clru) cac thuéc NUC c6 hiéu - Str dung ca nhan hoa glucocorticoid (sém, liéu
qué diét virus va hang rao khang thudc cao nhu: TDF, thdp va ngan ngay) va G-CSF c¢6 thé cai thién ty 1¢
ETV va TAF. song con ¢ bénh nhan HBV-ACLF.

- Nhan biét sém cac ~bién chirng (jé co ghién lugc - Ghép gan van la diéu tri hiéu qua nhét hién nay

du phong thich hop: nhiem trung, xuat huyét ti€éu héa, cho ACLF.

ton thuong than, bénh ndo gan.

- Ghép té bao gbc trung md c6 thé 1a mot trj liéu
hiéu qua trong twong lai cho bénh nhan ACLF.
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UPDATES ON DIAGNOSIS AND TREATMENT OF ACUTE LIVER FAILURE
IN PATIENTS WITH CHRONIC HEPATITIS B (HBV-ACLF)

Acute-on-chronic liver failure (ACLF) is defined by The World Gastroenterology Organization (WGO) is
a syndrome in patients with chronic liver disease with or without previously diagnosed cirrhosis characterized
by acute hepatic decompensation resulting in liver failure (jaundice and prolonged INR) and one or more
extrahepatic organ failure associated with increased mortality within a period of 28 days to 3 months from the
onset. Systemic inflammation is a key feature of ACLF and an excessive inflammatory response is associated
with poor outcomes. In patients with hepatitis B virus-associated ACLF (HBV-ACLF), severe systemic
inflammation is an important event leading to liver injury. However, the initiation events of HBV-ACLF are
not well known; Furthermore, the effects of these events on host immunity as well as immune imbalances in
the progression of HBV-ACLF are not well understood. Treatment is mainly focused on supporting various
organ failure while waiting for the liver to recover or waiting for a liver transplant. Liver transplantation
remains the most effective treatment for HBV-ACLF. Conservative treatments such as nucleos(t)ide analog
antivirals (NUCs), especially glucocorticoid therapy and and artificial liver support can improve the survival
rate in some patients with HBV-ACLF. This overview provides an update on some new points in the diagnosis
and treatment of HBV-ACLF from current clinical studies.

Key words: ACLF, HBV-hepatitis B virus, inflammation, cytokines storm.
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