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Huéng dan diéu tri lam sang cia APASL vé virus viém gan B
tai hoat dong do liéu phap e ch& mién dich

APASL clinical practice guideline on hepatitis B reactivation related to the use of
immunosuppressive therapy

Ngudi dich: HA THUY TRANG, VU TRUGNG KHANH
Khoa Tiéu héa - Bénh vién Pa khoa TAm Anh Ha Noi

Abstract

Background & aim: Hepatitis B reactivation related to the use of immunosuppressive therapy remains
a major cause of liver-related morbidity and mortality in hepatitis B endemic Asia-Pacific region. This
clinical practice guidelines aimto assist clinicians inalldisciplines involvedin the use of immunosuppressive
therapy to effectively prevent and manage hepatitis B reactivation. Methods: All publications related to
hepatitis B reactivation with the use of immunosuppressive therapy since 1975 were reviewed. Advice from
key opinion leaders in member countries/administrative regions of Asian-Pacific Association for the study
of the liver was collected and synchronized. Immunosuppressive therapy was risk-stratified according to
its reported rate of hepatitis B reactivation. Recommendations: We recommend the necessity to screen all
patients for hepatitis B prior to the initiation of immunosuppressive therapy and to administer pre-emptive
nucleos(t)ide analogues to those patients with a substantial risk of hepatitis and acute-on-chronic liver
failure due to hepatitis B reactivation.

Keywords: APASL"* HBV tdi hoat déng" Li¢u phdp ic ché mién dich® Huéng dan diéu tri.

Tém tit

Cd s6¢ & muc tiéu: Viém gan virus B tdi hoat dong do dung thudc tc ch€ mién dich van 1a nguyén
nhan chinh din t6i ganh ning bénh tit va tif vong do bénh gan & khu vuc chdu A - Thai Binh Dudng,
ndi luu hanh virus viém gan B v6i ti 1& cao. Hu6ng din thyc hanh ndy nhdm hd trg bic si 1am sang &
moi chuyén nganh c6 st dung thudc tc ch€ mié€n dich, gidp du phong va xi trf hiéu qué céc trudng
hgp viém gan virus B tai hoat dong. Phudng phap: TAt ca cdc bai bdo lién quan d&€n viém gan virus
B tai hoat dong do thudc ¢ ch&€ mién dich tir nam 1975 déu dugc dua vao nghién cttu. Chiing tdi da
thu thap va thdng nhit céc ¥ ki€n clia nhitng ngudi diing dau quan trong thudc cdc nude/ khu vic hanh
chinh, thanh vién ctia Hiép hoi Chau A - Thai Binh Duong nghién cttu vé bénh 1y gan. Cac liéu phap
trc ch€ mién dich dugc phan ting nguy co dua trén cdc bdo cdo vé ty 1& viém gan virus B t4i hoat dong.
Khuy&n nghi: Chiing t6i khuy&n nghi sang loc virus viém gan B & tit cA bénh nhan trudc khi bit dau
duing thudc trc ch&€ mién dich va dy phong chii dong bing cic thudc tuong tu nucleos(t)ide (NUCs) cho
bénh nhin c6 nguy co cao mic viém gan va suy gan cip trén nén bénh gan man do viém gan virus B
tai hoat dong.

T khéa: APASL’ HBV tdi hoat ddng’ Liéu phap tc ché mién dich’ Hudng din diéu tri.
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I. Diit van dé

Hon bon thap ky trude, dua vao viéc do ludng
dinh k¥ ndng d6 khdng nguyén virusviém gan B
(HBV) va alanin aminotransferase (ALT) huyét
thanh, ngudi ta d@ md ta ton thuong viém gan do
tai hoat HBV (HBV reactivation - HBVr ) § nhitng
bénh nhan HBsAg duong tinh bi bénh ly ting sinh
lympho va ting sinh tly diéu tri bang héa chat
khang khdi u, k€ ca bénh nhan c6 HBsAg am tinh
nhung anti-HBs duong tinh [ 1, 2]. Trong nhitng nam
90, nhiéu nghién citu ti€n cttu cho thdy gin mot nira
s6 bénh nhan u lympho 4c tinh ¢6 HBsAg duong
tinh diéu tri bing liéu phap ddc t& bao, mic viem
gan do tdi hoat HBV [3]. Vi nhitng 1an ti€p theo st
dung thudc tic ché€ mi&n dich manh hon, vi du nhu
phic db diéu hoa trong liéu phap ghép t& bao gbc
tao mau dong loai, ti 1& tif vong do tai hoat HBV &
bénh nhan méc bénh 1y huyét hoc 4c tinh c6 HBsAg
duong tinh tré thanh mot viin dé 1am sang ngay cang
quan trong [4, 5]. Do dé, chiing tdi khuy&n céo theo
doi sat bénh nhan HBsAg duong tinh mic bénh ly
4c tinh diéu tri bing thudc doc t& bao [6].

Cung v6i nhitng ti€n bd clia y t& khi sit dung
céc lieu phap tic ch&€ mién dich manh va cac thudc
don dong diéu tri dich nhu rituximab- khang thé
don dong khiang CD20 dang kham ngudi/ chudt,
thi ngudii ta da ghi nhan céc trudng hdp suy gan 51
cAp gy tir vong do tai hoat HBV ngay ca & nhiing
ngudi da hdi phuc sau nhiém HBV (HBsAg am tinh
nhung anti-HBc dudng tinh va HBV DNA chi phét
hién dugc bang ki thuat “Nested RT-PCR” [7-13].
Trudc thém thé ky 21, v6i su sdn c6 clia cac thudc
nucleos(t)ide (NUCs), ngudi ta da chitng minh dugc
hiéu qua cao cta viéc dy phongvirus viém gan B
tai hoat dong, gidm ti 16 méc bénh va tif vong do
bénh gan c6 lién quan dén virus viém gan B tai hoat
dong biang Lamivudine va sau do6 1a Entecavir va
Tenofovir trong c4c thit nghiém ngiu nhién c6 doi
chiing § ca nhitng bénh nhan HBsAg duong tinh va
HBsAg am tinh nhung anti-HBs va anti-HBc duong
tinh dang diéu tri bang héa chit doc t€ bao [13-16].

Cho d&n nam 2020, c6 nhiéu hudng dan 1am
sang da dugc xay dung nhidm lam gidm ti 1€ viém
gan do HBV t4i hoat dong & bénh nhan diéu tri
biang liéu phdp c ch€ mién dich [17-21]. Tuy

4461

nhién, viém gan do HBV tai hoat dong dan t6i suy
gan cip trén nén bénh gan man van con 1a mdi de
doa 16n vé stic khde & khu vuc Chau A- Thai Binh
Duong- ndi virus viém gan B luu hanh [22]. Nhitng
kho khin chid yé&u lién quan t6i viéc khdng tuan thi
cla cic béc si trong cic linh vyc khong phai Gan
mat. Piéu nay cang dudc cling cd bdi viéc st dung
rong rai cdc thudc e ch€ mién dich mdi nhu thude
tic ch€ tyrosine- kinase (TKIs), [23-26] thudc tic
ch& diém kiém soat mién dich (ICIs) [27-29] trong
diéu tri cic bénh ung thu khdc nhau va thudc khing
y&u td hoai tif u (TNF) [30-35] trong diéu tri nhiéu
bénh 1y tv mién. Gin ddy, & bénh nhan viém gan
virus C man tinh (CHC) d6ng nhi€mviém gan virus
B, ciing da c6 nhitng bdo cdo HBV tai hoat dong
trong va sau khi diéu tri bang thudc khing virus
truc ti€p (DAAs) [36-48].

Céc y&u t0 cén tr§ sy thanh cong khi ap dung
huéng din diéu tri bao gdm: chua chi trong tdi tinh
phS bién clia HBV tii hoat dong, khong biét cac
bién phap du phong thich hgp va don gian, tinh toian
sai vé tong chi phi x4 hoi va ngudn luc dé cai thién
chit lugng cham séc, thi€u can nhic t6i sy sén c6
clia cac thudc NUCs manh loai generic vdi gia rat ré
va cdc xét nghiém don gian vé virus [49, 50]. Ching
t6i mong mudn phat trién mot huéng din diéu tri
lam sang danh cho tit c c4c nhan vién y t€ ¢6 lién
quan nhim giAm thi€u bénh tat va t vong do HBV
tai hoat ddng & nhitng bénh nhan diéu tri bing céc
ligu phap tic ch&€ mién dich, dac biét 1a & ving HBV
lvu hanh nhu khu vuc Chau A- Thai Binh Ducng.

Phuong phap

Véi su khdi xuéng cia Ban chi dao Hiép hoi
nghién cttu v& bénh gan Chau A Théi Binh Dudng
(APASL), hoi ddng chuyén gia tir 21 khu vuc
hanh chinh/cic qudc gia khdc nhau tit Chau A -
Thai Binh Duong da thanh 1ap mot nhém lam viéc
dé€ xay dung huéng diin 1am sang vé HBV t4i hoat
dong & bénh nhan diu tri biing céc liéu phap tc
ch& mién dich. Hoi dong nay khodng chi c6 cic
béc si gan mat, ma con c6 béc si thudc da chuyén
khoa nhu: ung budu, cd xuong khép, ghép tang,
than ti€t niéu va dién quang can thiép.

Budi gip mit dau tién dugc ti€n hanh vao ngay
9 thang 11 ndm 2019 tai Boston trong cudc hop
thudng nién cta Hiép hodi nghién ctu bénh gan
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Hoa Ky (AASLD). Khi dat ra cac cau hdi chinh lién
quan d&n HBV téi hoat dong, ngudi ta da xac dinh
phuong phap d€ dua ra huéng din diéu tri va soan
th4o cac khuyé&n nghi. Huéng din ny sé gidi quyét
nhitng cAu hdi sau: (1) Pinh nghia HBV tai hoat
dong 1a gi? (2) Ai nén dudc sang loc? (3) Nén lam
gl d€ sang loc? (4) Mot bénh nhan chuin bi diéu tri
bing liéu phép tc ch€ mién dich nén dugc quén ly
va theo d&i nhu theé nao? Tat ca cic thanh vién hdi
ddng dudc yéu ciu ti€t 16 moi quan hé lién quan
trong qua trinh xay dung huéng dan cho dé&n khi
dugc Hepatology International (tap chi chinh thitc
clia APASL) chéip nhan xuit ban. Chii tich (G Lau)
va ddng chii tich (ML Yu, G Wong, A Thompson)
clia ty ban huéng dan khong dudc c6 bat cit § ki€n
can thiép nao c6 thé lam gidm tinh toan ven hoic
tin ciy ctia huéng dan. Chii tich, ddng chii tich va
tit cA cdc thanh vién hoi ddng c6 xung dot 1gi ich
déu dugc yéu ciu bdo cdo va nging tham gia cic
cudc thdo luan, biéu quyét va soan thio khuyé&n
nghi c6 lién quan. Chd tich va dong chd tich chiu
trach nhiém viét ra cidc huéng dan vdéi sy hd trg
clia tit ca céc thanh vién hoi dong. Tat cd khuyén
nghi dudc phan loai theo hé thong Grading of
Recommendations Assessment, Development and
Evaluation (GRADE) [51]. C4c khuyén nghi da
dudc trinh bay tai Cudc hop thudng nién két hgp
clia APASL Ian thit 30 tai Bangkok, Thai Lan (ngay
6 thang 2 nim 2021), vdi cac y ki€n thdng nhat.

II. Bénh hoc mién dich cia viém gan do tai
hoat HBV

Virus viem gan B (HBV) 1a mdt loai virus
huéng gan va sau khi xam nhap vao t€ bao gan,
nucleocapsid chita mot phan HBV DNA sgi kép
(dsDNA) di vao nhan, khi d6, polymerase cta virus
stta chita dsDNA thanh sdi c6 dd chiéu dai, déng
vong cdng héa tri tao thanh cccDNA- 12 bé chita
nhan cia HBV. Qué trinh phién mi ngugc, sao
chép virus va tu tao vo x4y ra trong bao tuong, sau
dé6 virus I4p rap, giai phong khdi t€ bao gan va céc
nuclecapsid non quay trd lai nhan t&€ bao dudc tai
st dung dé bd sung vao ngudn cccDNA (covalently
closed circular DNA)[52]. Do d6 ludn c¢6 sy ton tai
dai ding vdi ndng d6 cccDNA thip trong céc t&
bao gan. Piéu nay gitip gidi thich nguy cd tdi hoat
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HBYV vé lau dai khi diéu tri bing liéu phap tic ch&
mién dich manh, thAm chi & c& nhitng ngudi da
“x6a sach” dudc virus viém gan B, nghia 1a khi vé
mit huyét thanh hoc véi HBsAg am tinh [53]. Cac
hau qua 1am sang khi nhiém HBV phu thudc vao
moi tdc dong qua lai phifc tap giita dap ¢ng mién
dich cdia vat chd dac hiéu véi virus, lién quan tSi t&
bao T CD8 gay doc dic hiéu HBV va t€ bao diét tu
nhién (NK)/NK-T, dip &ng qua trung gian cytokin
cling nhu mién dich dich thé qua trung gian t& bao
B [54]. P& phil hdp v6i diéu nay, qud trinh chuyén
d4o huyét thanh HBsAg khi nhiém HBV (bat ké
c6 hoac khong xuat hién anti-HBs) da dugc chitng
minh 12 cAn t€ bao T hd trg (T CD4) d€ gitp t& bao
T CDS c6 dap ting dic higu vdi su phat trién cda
virus va t&€ bao B ¢6 thé sin sinh khing thé& [55].
Cho dé&n nay, sinh bénh hoc gitp hi€u rd qua
trinh phat trién hoic mic d6 ning trén 1am sing
cia bénh viém gan do tai hoat HBV van con chua
x4c dinh rd, ngoai trir cac phép ngoai suy tlf cd ch&
hoat dong cia HBV. C6 kha it dit liéu chitng minh
mdi lién quan giita cic bi€n thé cia HBV véi mifc
dd nang hodc nguy co bi tai hoat HBV, va chiing ta
nén gid dinh ring tit ca céc kiu gen va bi€n thé
ctia HBV déu lién quan t6i qua trinh t4i hoat. Tuy
nhién, dya trén qué trinh do ludng lién tuc cic xét
nghiém huyét thanh hoc ctia HBV va xét nghiém
chifc ning gan, ngudi ta thiy ring tai hoat HBV
12 mdt qua trinh 2 giai doan. Giai doan dau: dic
trung bdi sy ting cudng qué trinh virus nhan 1é€n
kém theo ting ro rét bi€u hién tai gan cta khing
nguyén virus. Ngudi ta cdng nhan ring giai doan
dAu clia qua trinh, virus viém gan B tai hoat dong
1a do thudc diéu tri c6 tac dung truc ti€p hodc gidn
ti€p tc ché phan tng mién dich chéng lai HBV,
trong d6 thudc diét t&€ bao B (TNF antagonist) [56,
57] va ghép t€ bao gdc tao mau (HSCT) [4-6] la
c6 nguy cd cao nhat. HBV tai hoat ciing da dudc
bao céo khi diing thudc ¢ ché mién dich cho bénh
nhan ghép tang dic, liéu phéap héa tri truyén thong
nhu nit mach héa chit trong ung thu biéu mo t&
bao gan, [58] cling nhu gin day khi diing thudc tc
ché tyrosine kinase, [59] thudc ddi khiang yé&u to
hoai tif khoi u [30-35] va chat tc ché proteasome
trong diéu tri cic bénh 4c tinh va tw mién khac nhau
[60]. Bén canh d6, bo gen cia HBV chita mot phian
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gen cam dng vdi steroid, va dung corticosteroid
kéo dai c6 nguy cd tai hoat HBV tif trung binh dén
cao [61]. Hién nay, da c6 cic bdo cdo ghi nhan céc
trudng hgp tai hoat HBV x4y ra trén bénh nhan
ddng nhiém HCV va HDV do sir dung thudc khéng
HCV hoac HDV [62, 63]. Hién tugng nay thé hién
SU tuong tdc gifta virus- virus, khi ma dép ¢tng mién
dich ctia vat cht v6i mot loai virus viém gan nay thi
s& ttc ch€ sy nhan 1én cda loai virus khéac- thudng
HCV hodc HDV sé& trdi hon HBV-va khi diéu tri
bing thudc khang loai virus troi hon s& din t6i qua

Giai doan |
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trinh diéu hdoa ngugc mién dich lam HBV nhan 1én.

Giai doan thd hai cia HBV tai hoat xay ra
khi ¢6 qud trinh tdi x4y dung hé mién dich sau
khi dirng c4c liéu phap tc ch€ mién dich, [6] hodc
khi diéu tri HCV béng thudc khang virus truc ti€p
(DAAs) [40] hodc trc ch€ HIV bing liéu phip
HAART v6i HBV khong hoat dong [64]. Dép dng
mién dich ddi v6i qua trinh ting biéu 16 khing
nguyén HBV tai gan (dién ra & giai doan 1) din
t6i ton thuong gan, biéu hién bing viém gan, viém
gan (f mat va suy gan tGi cAp trén nén suy gan man.

Giai doan I1

Ngimg sir dyng liéu phip Ge ché midn dich
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Hinh 1: Bénh hoc mién dich ctia viém gan do tdi hoat HBV

I. Ti 1é tai hoat HBV khi diéu tri thudc e
ch& mién dich

1. Nhém bénh nhan HBsAg duong tinh (Béang 1)

Dit liéu tir Nhat Ban va Hong Kong cho thiy
nguy co tai hoat HBV tir 45 - 100% va 15% c6
suy gan & bénh nhan c6 HBsAg dudng tinh dugc
diéu tri ghép t&€ bao gdc tao mau ma khdng ding
thudc khéng virus du phong [65,66]. Hai phan tich
g0p & khu vuc chau A- Thai Binh Duong cho k&t
qua nguy cd tdi hoat HBV > 30% & bénh nhin u
lympho HBsAg duong tinh diéu tri bing liéu phép
¢6 chita Rituximab [56, 57]. Vi bénh nhan ung thu

vii c6 HBsAg duong tinh dugc diéu tri héa tri & khu
vuc chau A- Thai Binh Dudng, nguy c¢d HBV tii
hoat dong va xudt hién dgt cap viém gan do HBV
tai hoat tuong ing 1a khoang 22% (tir 14 - 41%) va
11% (0 - 21%) [67 - 69, 73]. Nguy co tii hoat HBV
& bénh nhan ung thuy HBsAg duong tinh diéu tri
phéac d6 c6 steroid 12 tir 26 - 72%, so v6i 13 - 36%
& bénh nhan dung phic d6 khong chia steroid
[70]. V6i bénh nhan ung thu biéu mé t&€ bao gan
do HBV diéu tri nit mach héa chat (TACE), dit
lieu ctia Han Qudc quan sét thdy nguy co tii hoat
HBV Ia 32% (30- 43%) va nguy cd bung phat dot
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cap viém gan do HBV 1a 18% (16 - 31%) [74,75].
Nong @ HBV DNA nén > 2000 IU/ml, bénh nén
X0 gan va tién st diéu tri HCC bang nhiéu phuong
phédp d&u c6 nguy cd cao tai hoat HBV [72, 74, 75].

2. Li¢u phap diéu tri dich, khdng thé don dong,
thué'c sinh hoc (Bang 1)

Céc thubc tGc ch€ tyrosine kinase hién dang
dudc st dung rong rdi trong diéu tri dich ung thu
phdi va 1o xé mi kinh dong tiy (CML). Theo di
liéu tir cdc nghién ctu & Pai Loan va Han Qudc,
nguy co tai hoat HBV la 26 - 38,5% & bénh nhan
CML diéu tri bing Imatinib [23, 24]. M6t nghién
ctfu gin day & Pai Loan cho thdy nguy co téi hoat
HBV trung binh 12 9,4% & bénh nhan ung thu phdi
khong t&€ bao nhd diéu tri thudc e ché thy thé
y&u t§ ting trudng bi€u bi - EGFR [25]. Thudc tic
ché& diém ki€m soat mién dich (ICIs) da dudc phé
duyét trong diéu tri nhiéu loai ung thu khéc nhau.
Céc nghién cttu chum ca bénh G Pai Loan va
Trung Qudc cho k€t qué nguy co téi hoat HBV va
nguy cd viém gan & bénh nhian ung thu c6 HBsAg
duong tinh diéu tri biang ICIs 1an lugt 1a 14% (tir
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9,1-17%) va 11,7% (9,1 - 17%) [27 - 29]. Thudc
ttc ch€ TNF - a trong diéu tri cdc bénh 1y ty mién,
vi du nhu bénh 1y co xuong khép va bénh viém
rudt (IBD), c6 nguy co gay tdi hoat HBV tur 14 -
63%, dudc bao cdo tir modt sd cac nghién citu da
xudt ban [30-32]. Trong Huéng din diéu tri cla
Hiép hodi Tiéu héa Hoa Ky d6i v6i du phong va
diéu tri virus viém gan B tdi hoat dong khi ding
thudc fc ch&é mién dich ciing da phan loai thudc
khéng TNF la nguy cd trung binh [17]. Thudc kinh
dién diéu tri viéem khép dang thap lam thay d6i
ti€n trién bénh ((DMARDs/ sDMARDs) c6 nguy
co virus viém gan B tai hoat dong vdi ti 1€ khoang
22% (tir 9 - 63%) G bénh nhan c6 HBsAg duong
tinh [31 - 35]. virus viém gan B tai hoat ddng, dot
cAp viém gan va tham chi 12 suy gan t8i cAp déu
da dugc bdo cédo § nhitng bénh nhan mic bénh
khép c6 HBsAg duong tinh dung Tocilizumab -
mot khang thé don dong khang receptor IL-6 [76,
77]. Tuy nhién, can c¢é c4c nghién ctfu siu hon béi
vi thudc khdng IL-6 dang dudc dung trong diéu tri
COVID-19 8 mot s6 noi trén thé gidi [78].

Béng 1: Ti 1€ virus viém gan B tdi hoat dong va cc bién ching lién quan § bénh nhan HBsAg duong tinh
khong dugc diéu tri du phong biing NUCs & khu viic Chau A - Thai Binh Dudng.

Téc gia Quéc gia/ Thié't ké& So | Téng | Tile So Tile | Tile
(nam) Khu vuc nghién ciu | lugng | sdca | HBV | lugng ca t
ca (n) tai ca viém | vong
VGB hoat | viém | gan co co
tai dong | gancé | lién lién
hoat lién quan | quan
dong quan | dén dén
(n) dén HBV | HBV
HBV
()
Nhém bénh nhan ghép t& bao goc tao mau
Nakamoto Nhat Ban Quan sit 2 2 100% 2 100% 0%
(2014) [65]
Lau (2002) | Hong Kéng | Quan sat 9 20 45% 3 15% NA*
[66]
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Bénh Iy ung thu

S¥ dung cac thudc gay doc t& bao

anthracycline)

U Lympho
Lok (1991) | Hong Kéng | Quan sat 13 27 48% 7 26% 3, 7%
[3]
Lau (2003) | Hong Kong | RCT** 8 15 53% 7 47% 0,0%
[4]
Cheng Pbai Loan Quan sat 18 25 72% 15 60% 4,0%
(2003) [70] (c6 st dung
thudc Steroid)
Quan sat 9 25 36% 8 32% 0,0%
(khong st
dung thudc
Steroid)
Hsu (2008) | Pai Loan RCT 14 25 56% 12 48% 0,0%
[16] (c6 st dung
phéc do
CHOP)
Tong s6 62 117 53% 49 42% 0-4%
Bénh ly mau ac tinh
Chen bai Loan Quan st 71 115 62% NA NA NA
(2018) [71]
Ung thu v
Yeo (2004) | Hong Kong | Quan sit 17 41 41% NA NA
[67]
Long (2011) | Trung Qudc | RCT 6 21 29% 0 0,0% 0,0%
[104]
Kim (2007) | Han Quéc Quan sat 23 111 21% 23 21%
[68] (co st
dung thudc
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Lee (2014) | Han Qudc Quan sét 13 92 14% 6 6,5% | 0,0%
[73] (*

anthracycline)
Tong sé 59 265 22% 29 11% 0-1%

Ung thu biéu mé t& bao gan

Niit mach héa chat (TACE)

Jang (2006) | Han Qudc | RCT 15 35 43% 11 31% | 3,0%
[74]

Jang (2006) | Han Quéc | Quan st 62 205 | 30% 32 16% | 0,5%
[75]

Téng 56 77 240 | 32% 43 18% |0,5-3%

Diéu tri héa chat toan than

Yeo (2004) | Hong Kong | Quan sét 37 102 36% 23 23% 12%
[72]
Piéu tri biing thudc e ché& Tyrosine kinase
Uhm (2012) | Han Quéc Quan sit 12 46 26% NA NA 0,0%
[23] (trén nhém

BN CML**%)
Wang Pai Loan Quan sit 5 13 38,5% 3 23% 0,0%
(2019) [24] (trén nhém

BN CML)
Yao (2019) | PaiLoan | Quan sét 16 | 171 | 94% | NA | NA | NA
[25]
Tong sé 33 230 14%

N . Y e 2 A g o A s o X .
Dicu tri bang thudc Wc ché diém ki€ém soat mi€n dich

Pu (2020) Chau A- Téng quan 2 22 9,1% 2 9,1% 0%
[27] Théi Binh

Duong
Zhang Trung Quéc | Quan sét 5 29 17% 4 14% 0%
(2019) [28]
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Lee (2020) | bai Loan Quan sit 1 6 17% 4 14% 0%
[29]

Tong sé 8 57 14% 7 11,7% 0%
Bénh ly co xuong khép

Lan (2011) | PaiLoan Quan sat 5 8 63% 5 63% 0%
[30] (anti-TNF)

Tamori Nhat Ban Quan st 2 5 40% NA NA NA
(2011) [31] (anti-TNF)

Ryu (2012) | Han Qudc Quan sat 4 29 14% 2 6,9% 0%
[32] (anti-TNF)

Tan (2012) | Trung Qudc | Quan st 2 23 9% 0 0% 0%
[33] (c-DMARD)

Lee (2013) | Han Qudc Téng quan 14 74 19% NA NA
[33]

Chen bai Loan Quan st 30 123 24% NA NA
(2017) [35] (c-DMARD)

Tong s6 57 262 22% 7 11.7% 0%

*NA: not available. (khong c6)

**RCT: thit nghiém déi chiing ngiu nhién (Randomized controlled trial)
*#%CML: Lo x& mi kinh dong tiy (Chronic myeloid leukemia)

3. Nhom bénh nhdan HBsAg (-)/ anti-HBc (+)
(Bang 2)

Dit liéu tir khu vic chau A - Thai Binh Dudng
quan sit thdy nguy co tdi hoat HBV tr 6 - 29%
& bénh nhan ghép t&€ bao gbc tao mau da khdi
viém gan virus B nhung khong dung thudc khéng
virus du phong [65, 79-81]. Mot phan tich gdp cho
thdy bénh nhan u lympho diéu tri phac d6 chia
Rituximab cé nguy co viém gan virus B tii hoat
dong cao hon so vdi bénh nhan diing phic d6 khdng
Rituximab (10% vs 4%) [82]. Kusumoto va cOng
st chitng minh ring trong pha 3 clia nghién citu

GOYA va GALLIUM, nguy cd tii hoat HBV ctia
Obinutuzumab va Rituximab trong li€¢u phap hoa
tri mién dich la khong c6 su khac biét ¢6 y nghia
thong ké& (p = 0.17) [83]. Phan tich gdp trén 328
bénh nhan c6 khdi u dic di hdi phuc sau nhiém
HBYV ldy tr 3 nghién citu cho thdy nguy cd HBV
tai hoat dong trung binh la 3% (tr 0,3 - 9%) [69].
Gan day, mot nghién cttu 8 Hong Kong cong bo ti
1é chuyén d4o huyét thanh HBsAg trong mot nim
12 1,8% & bénh nhan chi c6 anti-HBc huyét thanh
duong tinh diéu tri steroid [84]. T4t cA cic dang
corticoid va thdi gian dung kéo dai trén 7 ngay
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déu lam ting nguy co biing phét viém gan [84].

Dir liéu vé nguy cd tai hoat HBV & bénh nhan
HBsAg (-)/ anti-HBc (+) diéu tri thudc dc ché&
tyrosin kynase (TKI) hodc ICI déu con han ché.
Mot nghién citu gin day & Pai Loan quan sit
thdy khong c6 trudng hgp nao trong sd 123 bénh
nhan CML da khdiviém gan virus B lai bi tai hoat
khi diéu tri TKI [24]. V&i thudc khiang TNF va

TAP CHI KHOA HOC TIEU HOA VIET NAM 2023 - TAP XI - SO 70

DMARDs, dif liéu tit khu vuc chau A - Thai Binh
Duong cho thiy nguy co tidi hoat HBV khodng
3,1% (tir 1,1 - 5,2%) [30 - 32]. Mot nghién citu gin
day & Pai Loan da bdo céo 1 trudng hop (chi€m
1,6%) trong 64 bénh nhan bi viém gan virus B
t4i hoat dong khi diéu tri Tocilizumab [76]. Tuy
nhién, cin phai nghién cttu nhiéu hon nita vé van
dé trén.

Béng 2: Ti1¢ HBV tai hoat dong va cdc bi€n chitng lién quan & bénh nhan HBsAg am tinh
khong di€u tri du phong bing thudc NUCs

Tac gia Qudc gia/ Thiét k& So Téng | Tileé So Tile Tile
(ndm) Khu vuc nghién citu | lugng | sdca | HBV | lugng ca tw
ca (n) tai ca viém vong
VGB hoat | viém | gancoé co
tai dong | gancé | lién lién
hoat lién quan | quan
dong quan | dén dén
(n) dén HBYV | HBV
HBV
(n)
Nhém bénh nhian ghép t& bao goc tao mau
Nakamoto Nhat Ban Quan st 6 83 7% NA NA NA
(2014) [65]
Seto (2017) | Hong Kong | Quan sét 13 62 21% NA NA NA
[79]
Wu (2020) Trung Qudc | Quan sat 25 441 6% NA NA NA
[80]
Nishikawa Nhat Ban Quan sat 13 67 19% NA NA NA
(2020) [81]
Tong sé 57 653 8,7%
U Lympho — Piéu tri biing anti - CD20 k&t hgp héa chat
Yeo (2019) | Hong Kong | RCT 5 21 24% 5 24% 4%
[8]
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anti-HBc (+))

Matsue Nhat Ban Quan sat 5 56 9% 5 8,9% 0%
(2010) [9]
Koo (2011) | Singapore Quan sat 2 62 3% 2 3,2% 1,6%
[105]
Huang Pai Loan RCT 7 39 18% 2 5,1% 0%
(2013) [10]
Seto (2014) H6ng Koéng | Quan sét 19 63 30% 0 0,0% 0%
[11]
Hsu (2014) | Pai Loan Quan sat 27 143 19% 10 7,0% 0%
[12]
Kusumoto Chau A — Quan st 25 232 10,8 NA NA NA
(2019) [83] | Thai Binh
Duong,
Chau Au,
Canada
Tong s6 65 384 16,9% 24 6%
U lympho - Piéu trj biing héa chat kinh dién
Lok (1991) [3] | Hong Kéng | Quan sat 2 45 4% 2 4,4% 0
Yeo (2009) [8] | Hong Kong | RCT 0 25 0% 0 0,0% 0%
Tong s6 2 70 3% 2 3%
Bénh Iy mau ac tinh
Chen Pai Loan Quan sat 41 1676 2,4% 36 2,1% | 0,06%
(2018) [71] (Trong nhém
nghién cttu
c6 585 BN
c6 anti-HBc
duong tinh)
Thudc e ché Tyrosine kinase
Wang bai Loan Quan sit 0 123 0,0% 0 0% 0,0%
(2019) [24] (NC trén
nhém BN
CML ¢6 55%
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Bénh ly co xuong khép

Lan (2011) | bai Loan Quan st 1 70 1,4% 1 1,4% 0%
[30] (anti-TNF)

Tamori Nhat Ban Quan st 1 45 2,2% 1 2,2% 0%
(2011) [31] (anti-TNF)

Tan (2012) | Trung Qudc | Quan sét 2 188 1,1% 1 0,5% 0%
[33] (c-DMARD)

Mori (2011) | Nhat Ban Quan sit 2 60 3,3% 0 0,0% 0%
[106] (anti-TNF)

Urata Nhat Ban Quan sat 7 135 5,2% NA NA NA
(2011) (anti-TNF)

[107]

Watanabe Nhat Ban Quan st 7 152 4,6%

(2019) (c-DMARD)

[108]

Tong sé 20 650 3,1% 3 0,8%

4. Viém gan virus B tdi hoat dong 6 bénh nhén
dong nhiém HBV va HCV (Bdng 3)

Ti€n bo clia DAAs gin day dd lam céi thién
ddng k€ ti 1& diéu tri thinh cong viém gan virus
C man tinh, nghia la trong tuong lai chiing ta
hoan toan c6 thé x6a sach viém gan C [85]. Ti
1& diét trir thanh cong HCV biing DAAs 12 tuong
duong gitta nhém chi nhiém HCV va nhém
dong nhiém HBV/ HCV. Tuy nhién, 8 nhém
bénh nhan déng nhiém HBV/ HCV c6 nguy cd
tdi hoat HBV trong va sau khi diéu tri DAAs,
dic biét tdi hoat HBV xudt hién sém hon va
c6 ¥ nghia 1am sang hon 1a khi dung phdc d6
chtta interferon [37 - 47, 86 - 88]. D liéu tur
khu vuc chdu A - Thai Binh Dudng cho thdy

nguy cd tdi hoat HBV la 41,1% (tu 14 - 100%),
nguy cd bung phédt viém gan do HBV 1a 7,1%
(tr 0 - 30%), viém gan ¢ mat do HBV 1a 2,1%
(0 - 10%) va nguy cd td vong 12 2% (t&t 0 - 7%)
(Bang 3). Nguy cd tdi hoat HBV khong lién
quan t6i ndng d6 HBV DNA tai thdi diém ban
ddu. Bénh nhan c6 ndng dd6 HBV DNA khong
do dugc tai thdi di€m ban diu vin cé nguy cd
tdi hoat. Trong mdt nghién cifu gin day, dinh
lugng HBsAg (qHBsAg) tai thdi di€m ban diu
dugc cho 1a c6 lién quan tSi nguy co HBV tdi
hoat dong. Ti 1€ tdi hoat HBV tich liy mdt nam
12 42,5% & bénh nhan c6 qHBsAg ban dau > 10
IU/ ml, so vGi 18,5% & nhitng ngudi c6 qHBsAg
ban diu < 10 TU / ml [46].
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Béang 3: HBV tai hoat dong sau diéu tri thusc DAAs trén BN dong nhiém HBV/HCV ho#c BN nhiém HCV
trén nén nhiém HBV da diéu tri & khu vuc Chau A - Thai Binh Duong

Tdcgia | Qudcgia/ | Téng | Thoi So' BN So' BN SoBN | Tilé tit | Piéutri | Du kién
(niim) Khu vuc S0 gian | c6 HBV HBV HBV vong & truéc
bénh | quan | tdihoat | tdihoat | tdihoat BN cé | day bing
nhan | sat dong dong c6 | dongcéd HBV DAAs
(n) | (thdng | [n(%)] | viéem gan | viém gan | tdihoat | ¢ nhém
— tinh [n(%)] @ mat dong BN HBV
tw khi [n(%)] [n(%)] tai hoat
két dong
thiic [n(%)]
diéu
tri)
Nhém dong nhiém HBV/HCYV c6 HBsAg duong tinh
Gane New 8 3 6 (38) 0/8 (0) 0/8 (0) 0/6 (0) 3/6 (50) | NA
(2016) [37] | Zealand
Doi (2017) | NhatBan |4 3 2 (50) 0/4 (0) 0/4 (0) 0/2 (0) 2/2 (100) | NA
[38]
Kawagishi | NhatBan |1 3 1(100) |0/1(0) | 0/1(0) |0/1(0) 1/1 (100) | NA
(2017) [39]
Wang Trung Quéc | 10 |3 3(30) 3/10 (30) | 1/10(10) |0/3(0)  |NA NA
(2017) [40]
Tamori Nhat Ban 22% |3 3(14) 2/22(9) | 0/0(0) 0/0 (0) 3/3(100) | NA
(2018) [41]
Liu (2018) | PaiLoan |[111 |3 50 (45) | 5/111(5) | /111 (1) |[0/50 (0) | 11/50(22) | NA
[42]
Liu(2017) | PaiLoan |12 |3 2 (17) 0/12 (0) | 0/12(0) | 0/2 (0) 1/2(50) | NA
[44]
Lee (2018) | bai Loan 7 3 2 (29) 1/7 (14) 0/7 (0) 0/2 (0) 1/2 (50) NA
[45]
Yeh (2020) | Bai Loan 66* | 3-36 30 (45) 6/66 (9) | 3/66(5) | 2/30(7)** | 15/30(50) | ALT >80
[46 (trung U/L
binh 11) HBsAg
>101U/ml
Tvong 56 241 99 (44,1) |17 (7,1) 5(2,1) 2/99 (2,0) [37/96(38,5)
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Nhom bénh nhin HBsAg am tinh va anti - HBc duong tinh va/hoiic anti - HBs dudng tinh

Doi (2017) | Nhat Ban 155 3(1,9) 0/155 (0) | 0/155 (0) | 0/3 (0) 3/3 (100) | ALT cao

[38] Anti-HBs
thip

Kawagishi | Nhat Ban 84 4 (2,6) 1/84 (1) 0/84 (0) 0/4 (0) 4/4 (100) | Anti-HBs

(2017) [39] (-) hodc <
30 mUl/
ml;
EOT
Anti-HBs
(-) hodc <
12 mUIl/
ml

Yeh (2017) | Pai Loan 57 0(0) 0/57 (0) 0/57 (0) 0(0) NA NA

[43]

Sulkowski | Pai Loan/ 103 0 (0) 0/103 (0) | 0/103 (0) | 0 (0) NA NA

(2016) [47] | Han Qudc

Wang Trung Qudc | 124 00 0/124 (0) | 0/124 (0) | 0 (0) NA NA

(2017) [40]

Tamori Nhat Ban 765 1(0,1) 0/765 (0) | 0/765 (0) | 0(0) 1/1 (100) | NA

(2018) [41]

Ogawa Nhat Ban 63 1) 0/63 (0) 0/63 (0) 0/1 (0) 1/1 (100) | NA

(2018) [48]

Liu (2017) | Pai Loan 81 0(0) 0/81 (0) 0/81 (0) 0(0) NA NA

[44]

Lee (2018) | Bai Loan 53 0 0) 0/53 (0) 0(0) NA NA

[45]

Téng sé 1485 9 (0,6) 1(0,07) 0(0) 0(0) 9/9 (100)

*Loai trif nhitng BN diéu tri ddng thdi thudc NUCs tai thdi di€m bit dau diéu tri thudc DAA.

**Bao gbm cé& nhitng BN x0 gan.
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IL. Phan tang riiro (Bang 4)

Cé6 ba yé&u t6 nguy cd chinh lién quan dén
HBYV tii hoat dong, [21, 89] cu thé 1a: (1) Yéu
to vat chu: gi6i tinh nam, tubi cao, X0 gan va
loai bénh 1y can diéu tri bing liéu phdp c ché
mién dich (IST), ching han nhu ghép tldy xuong
hodc ghép tang dic; (2) Cac y&u to vé virus viém
gan B: HBsAg huyé&t thanh duong tinh, ndng do
HBV DNA ban dau cao, HBeAg huyét thanh
duong tinh va anti-HBs 4m tinh & bénh nhan da
khdi HBV, hoic ddng nhiém HCV, HDV, hoic
HIV; (3) Loai va mdc dd cua cac liéu phap tc
ch& mién dich: cdc liéu phap diét t& bao B, vi
du nhu Rituximab va Ofatumumab, din xuit cla
Anthracycline nhu doxorubicin va epirubicin,
liéu prednisone trung binh (10 - 20 mg/ ngay)
hodc li¢u cao (> 20 mg/ ngay) trong > 4 tudn, héa
tri liéu c6 chita steroid va thudc khdang TNF nhu:
Infliximab va Etanercept.

C6 su chénh léch vé nguy cd HBV tai hoat
ddng gitta bénh nhan HBsAg duong tinh v§i bénh
nhan HBsAg am tinh nhung anti-HBs duong tinh
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[89-91]. Ngudi c6 HBsAg duong tinh c6 nguy co
tdi hoat HBV cao gip 5 - 8 14n so v&i ngudi HBsAg
am tinh nhung anti-HBs duong tinh. O bénh nhan
HBsAg duong tinh, y&u td du bdo tdt nhit nguy
co tdi hoat dd dudc chitng minh 1a ndng @6 HBV
DNA tai thdi di€ém ban diu [85]. Nguy cd HBV
tai hoat & bénh nhan HBsAg Am tinh va anti-HBc
duong tinh thip hon, trong d6, bénh nhan diéu tri
phac db t&€ bao B hodc ghép t&€ bao gbc tao miu
c6 nguy cd cao. o) nhitng ngudi cé6 HBsAg am tinh
va anti-HBc duong tinh, sy hién dién va hiéu gia
clia cdc khdng thé khang HBs (HBsAb) c6 lién
quan t6i mot vai bién phap bao vé khdi HBV tdi
hoat dong [82, 92]. Tuy nhién, dir li€u con han
ch€ va tai thdi diém hién tai, khong c6 di bing
chitng ing hd viéc st dung ndng d6 hiéu gid anti-
HBs dé€ dwa ra quyét dinh 1am sang.

Duya trén loai va thdi gian ding thudc e ché
mién dich va tinh trang nhiém HBV, ngudi ta
phan loai nguy cd tdi hoat HBV nhu sau: thap
(< 1%), trung binh (1 - 10%) va cao (> 10%)
(Bang 4) [21, 90].

Béng 4: Phan tang nguy cd HBV tdi hoat ddng & nhém bénh nhan c¢6 HBsAg dudng tinh
va nhém bénh nhan c6 HBsAg dm tinh — anti HBc duong tinh

Nguy co

DAu 4n huyét thanh cia HBV

HBsAg duong tinh

HBsAg am tinh/ anti-HBc
duong tinh

Cao (> 10%)

« Khing thé don dong khing
CD20: Rituximab, Ofatumumab,
Obinutuzumab.

« Steroid (li€u cao) > 20 mg/ngay
trong > 4 tun.

e Nhom thudc anti-TNF véi hiéu
Iuvc cao: Adalimumab, Infliximab,
Golimumab, Certolizumad.

« Nhém thudc Anthracycline.

« Ghép t&€ bao méiu (bao gdm ca di
ghép va tu thin).

« Khing thé don dong khing
CD20: Rituximab, Ofatumumab,
Obinutuzumab.

« Ghép t&€ bao mdu ty than.
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« Nh6m thudc DAAs & nhém BN
dong nhiém HBV/HCV (nguy co
cao theo cidc nghién ctu phan tich
gop va ti€n cdu), trlr trudng hop
BN khong x0d gan va c6 HBsAg
< 10 IU/ml.

« Nhém thudc tc ché diém
kiém soit mién dich (nguy cd tir
trung binh dé€n cao): anti-PD-1
(nivolumab, pembrolizumab), anti-
PD-L1 (atezolizumab);

« anti-CTLA-4 (ipilimumab).

o Nhém thudc ¢ ch€ Tyrosine
kinase (nguy cd tif trung binh dé€n
cao): Imatinib, Nilotinib, Dasatinib,
Erlotinib, Gefitinib, Osimertinib,
Afatinib

Trung binh (1 - 10%)

« Cdc thudc hda chit gay doc t€ bao
(trt nhém thudc Anthracycline).

« Nhém anti-TNF v6i hiéu luc thap
hon: Etanercept.

« Steroid (liéu trung binh): 10 - 20
mg/ngay trong > 4 tuln.

« Nhém thudc tic ché Proteasome:
Bortezomib, Ustekinumab.

« Nhém thudc Anthracycline.

« Ghép t€ bao gdc tao méu ty than.
o Nhom thudc anti-TNF véi hiéu
Iuc cao: Adalimumab, Infliximab,
Golimumab, Certolizumad.

« Nhém thudc trc ché Proteasome:
Bortezomib, Ustekinumab.

Thép (< 1%)

« Methotrexate.

« Azathioprine.

« Steroid (liéu thap < 10 mg/ngay).
« Nhém thudc DAA diéu tri trén
nhém BN dong nhiém HBV/HCV
khong c6 xo gan va HBsAg < 10
Ul/ml.

«Céic thudc héa chat gay doc t& bao
(trit nhém thudc Anthracycline).

« Steroid (liéu cao) > 20 mg/ngay
trong > 4 tuan.

« Nhém anti-TNF vdéi hiéu Iyc thap
hon: Etanercept.

e Nhém thudc tGic ch&é Tyrosine
kinase (nguy co tif trung binh dén
cao): Imatinib, Nilotinib, Dasatinib.
« Nhém thudc DAA diéu tri nhém
BN HCV

Chua 1o rang (Can c6
thém nhiéu nghién
citu danh gid, khong
khuy&n cdo du phong
cho t6i khi cé céc
bing chitng khéc trong
tuong lai)

« Abatacept.

¢ Tocilizumab.

o Ibrutinib.

o Alemtuzumab.
« Natalizumab.
¢ Ocrelizumab.
o Ibritumomab.

e Nhém thudc tc ché diém ki€m
soat mién dich:

« Anti-PD-1 (nivolumab, pembrolizumab)
o Anti-PD-L1 (atezolizumab)

o Anti-CTLA-4 (ipilimumab).
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III. Co sé khi dung cdc thudc nucleos(t)ide
du phong

Ngay sau khi lamivudine dugc s&t dung trén
toan thé& gidi, cdc thit nghiém ngiu nhién cé doi
chitng diu tién d€ so sanh gitta diéu tri du phong
“s¢m” (bit ddu lamivudine trudc hoic khi bit
ddu héa tri gay doc t&€ bao trong u lympho) vdi
diéu tri “tri hodn” (chi bit diu diing lamivudine
khi phét hién virus viém gan B tdi hoat dong)
da dudc ti€n hanh trén nhém bénh nhin mic
u lympho & Trung Qudc. Co s 1y luan vé dng
dung diéu tri dy phong “sém” clia tht nghiém
nay dya trén gid thuy&t cho ring néu tfc ché& qua
trinh nhan 1én ctia HBV trong giai doan dau —
khi méi bdt diu st dung phic dd IST tich cuec,
va sau d6 & giai doan phuc hdi mién dich khi
dirng IST — khi t6ng s& lugng t&€ bao gan chita
khéng nguyén HBV 1a muc tiéu cia mién dich
vat chd, thi ty 1& tdn thuong gan gidm manh.
DPiéu nay sé trdi ngugc véi phuong phap ti€p can
diéu tri "tri hodn" vi thudc khiang HBV dudc st
dung khi qua trinh nhan 1én HBV da gidm, trong
khi d6 d4p tng mién dich clia co thé véi cic t&
bao gan chita day khdang nguyén HBV da bit
diu va dang dién ra. Do vay, duy phong "sém"
dugc cho 12 t6t hon so véi diéu tri lamivudine
“tri hodn” vi l1am gidm r6 rét ti 16 HBV tdi hoat
dong va viém gan & bénh nhan u lympho diéu
tri phdc d6 c ch€ mién dich manh giy doc t&
bao c6 HBsAg duong tinh [14]. Tuong tu, trong
mdt nghién cttu thuan tap ti€n citu nhin md
dugc ti€n hanh trén nhém ngudi trudng thanh
& Trung Qudc - 12 ngudi lanh mang HBV ¢6
bénh than IgA kém theo (protein ni€u > 3,5 g/
ngay), viéc st dung lamivudine “sdm” c6 hiéu
qua cao gidp ngdn nglra tdi hoat HBV va cic
bénh viém gan li€n quan [93]. C4c nghi€n ctu
tdng quan hé thdng va phan tich gop ti€p theo,
dya trén 14 nghién citu cho thiy nguy cd tuong
do6i d6i véi cd HBV tdi hoat dong va viém gan
lién quan dé€n HBV dao dong tir 0,00 dén 0,21,
do vay cho thdy Igi ich clia viéc s dung sém
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lamivudine. Ty 1€ ngudi tham gia khong dudgc
dung lamivudine “sém” phai dirng diéu tri héa
chd't cao hon [94]. Tuy nhién, ti 1& khdng thudc
cia lamivudine cao, mot s bénh nhin xuit
hién ddt bi€n YMDD dén t6i lam gidm hiéu qua
cia phuong phdp diéu tri “sém” nhu vay. Do
dé, lamivudine sau ndy dugc thay thé€ bing cic
NUCs c¢6 ti 1é khang thudc thap nhu Adefovir,
Entecavir va Tenofovir [13, 95, 96]. V§i tinh an
toan cao hon va st dung dugc lau dai, cdc thudc
Entecavir, Tenofovir vd gin day 1a TAF, da
ching minh dugc hiéu qua trong du phong HBV
tdi hoat ddng & bénh nhian dugc chuin bi diéu
tri thudc &c ch&€ mién dich trong cac thi nghiém
ngiu nhién c6 ddi chitng (Bang 5).

IV. Péanh gia cia bac si gan mat dé dirng
diéu tri NUCs

T4t cd bénh nhan chuin bi diéu tri bing liéu
phdp tc ché€ mién dich nén dugc xét nghiém
HBsAg, anti-HBs, anti-HBc truc khi bit dau st
dung thudc (Hinh 2) va nén dénh gid nguy cd
HBYV t4i hoat dong khi ding thudc dc ch€ mién
dich (Bang 4). Bdi v6i bénh nhan HBsAg duong
tinh, cAn ki€m tra va theo doi n6ng d6 HBV DNA
huyé€t thanh va c6 thé 12 cA HBsAg dinh lugng.
Dit liéu hién tai vé cdc diu 4n sinh hoc khic,
ching han nhu hiéu gi4 anti-HBs va anti-HBc,
khéng nguyén 161 HBV (HBcrAg), HBsAg si€u
nhay vd HBV RNA, trong chin dodn va theo d&i
virus viém gan B tdi hoat dong trong qud trinh
diéu trj thudc tc ch€ mién dich van con han ché,
chua di @€ bd sung vao huéng din diéu tri 1am
sang [97]. Sau d6, nén didnh gid tinh trang xd
héa gan, bing phuong phdp xam 1an hoéic khong
xam 1an, dudc thuc hién dudi sy huéng din clia
béc si chuyén khoa gan mat. Tat ca cdc hudng
din diéu tri HBV déu khuyé&n cdo, & bénh nhan
xd héa gan c6 y nghia (tdc tt F2 tr§ 1én) nén
diéu tri bﬁng NUC:s, trong khi d6, theo doi sit sé€
chi dinh cho bénh nhan khong bi xo héa gan cé
y nghia. Vi vay, st dung chi s& xo héa gan dé
phan tang diéu tri du phong & nhitng b&énh nhan
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Béng 5: C4c thit nghiém d6i chitng ngiu nhién chitng minh hiéu qua ctia dy phong “sém” HBV

tdi hoat dong bang thudc khang virus

vGinén

Tic Bénhly | Piéutri | Tinhtrang | Nhéom si dung | Thdigiansi | Pinh nghia Tile Viém
gia nén HBsAg thuéc khang dung thuéc HBYV tai HBV gan do
(nam) virus va nhom khang virus hoat dong tai hoat HBV
doi chitng dong | tdihoat
dong
Lau U CEOP, HBsAg (+) |15 Lamivudin va | Mot tudn HBV DNA 0% 0%
(2003) | Lympho | ABVD, 15 ddi chitng trudc khi diéu | ting 10 1an (0/15) (0/15)
[14] CHOP, tri va 6 tudn so v6i nén 5o Vi so v6i
COPP sau khi ngling 53% 0% | 47% 0%
diéu tri (8/15) (7/15)
p<0,01 |p<0,01
Jang HCC TACE HBsAg (+) | 36 Lamivudin vad | Khi bit diu HBV DNA 3% 3%
(2006) 37 d6i ching liéu phap va | ting 101an | (1/36) so | (1/36) so
[15] 12 thang sau so v6i nén v3i41% | v6i30%
khi ngirng (15/37) (11/37)
thudc p <0,001 | p<0,01
Hsu U CHOP HBsAg (+) |26 Lamivudin va | Khi bt diu HBV DNA 12% 8%
(2008) | Lympho 25 d6i chitng liéu phép va ting 10 1an (3/26) so | (2/26) so
[16] khong 02 thang sau so v6i nén v6i56% | v6i48%
Hodgkin khi nglrng (14/25) (12/25)
thudc p<0,01 |p<0,01
Huang | U R-CHOP | HBsAg (-); | 41 Entecavir va | Mot tudn Tai lugng 2% 2%
(2013) | Lympho anti-HBc 39 d6i chitng trude khi diéu | HBV DNA > | (1/41) so | (1/41) so
[10] khong +) tri va 3 thang | 2000 IU/ml v6i 18% | v6i3%
Hodgkin sau khi ngirng | Chuyén ddo | (7/39) (1/39)
- CD20 diéu trj huyétthanh | p<0,05 |p=10
(+) HbsAg
Huang | U R-CHOP HBsAg (+) | 61 Entecavir va Mot tudn HBV DNA T% 0%
(2014) | Lympho 60 Lamivudin trudc khi diéu | ting 10 1an (4/61) so | (0/61) so
[95] tri vd 6 thing | so v&inén v6i60% | v6i13%
sau khi ngitng | hodc tang 10° | (18/60) (8/60)
diéu trj copies/ml. p<0,01 |p<0,01
Ho BN VGB | Ho4 chit HBsAg (+) | 35 Lamivudin Mot tudn HBV DNA 37% 3%
(2015) | manco va 35 adefovir trudc khi diéu | ting 1 log (13/35) (1/35) so
[96] diéu trj dipixovil tri va 6 thdng | so vditruec | so vdi v6i 6%
hoa chét sau khi nging | day. 29% (2/35)
diéu tri (10/35) p=1,00
p=0,611
Buti Bénh Rituximab | HBsAg (-); | 33 Tenofovir Khi bit diu Phat hién 0% 0%
(2017) | méu ac anti-HBc disoproxilfumarate | li¢u phap va HbsAg va/ (0/33) so | (0/33) so
[13] tinh (+) va 28 ddi chiing 18 thang sau hoic HBV v6i11% | v6i4%
khi ngling DNA (3/28) (1/28)
thudc Hoic > 1 p=0,091 | p=0,274
log ndng do
HBV DNA so
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c6 nguy cd thip dé€n trung binh 12 mot céch ti€p
can hgp ly.

Céc danh gid khong xam 14n khéc nhau da phat
trién va dugc thdng qua trong mdt sd huéng din
diéu tri quoc t& [98, 99]. Po do cling gan (LSM)
bing phuong phap do do dan hdi thodng qua dudc
ap dung rong rai va la phuong phap chinh xéac va
c6 thé 1am lai nhiéu 1an gitip du dodn xd héa ti€n
trién hodc xo gan (> F3) § bénh nhan viém gan
virus B man [98, 99]. Khé khan chinh cta cong
cu nay 12 ndng @6 ALT gay nhiéu d&n két qua, vi
vay, gidm LSM c6 thé chi thé hién qua trinh ALT
tr§ vé mitc binh thudng. o bénh nhin HBV tdi
hoat dong, LSM nén dugc danh gid sau khi ALT
v& binh thudng d€ chin dodn chinh xdc mitc dd xo
héa [98]. Tuy nhién, Jia va cong sy da ti€n hanh
mot nghién cttu thudn tap 16n trén ngudi Trung
Qudc mic viém gan virus B man va chitng minh
rang khi ndng do ALT cao gip 5 1an giGi han trén
van khong 1am 4nh huéng cé y nghia gia tri chin
doan cia LSM [100]. Tuy nhién, Li va cOng su
lai cho ring, & bénh nhan c6 ALT ting nhe, gia
tri ngudng ciia LSM cao hon so v4i bénh nhan cé
ALT binh thudng dé du dodn F2 - F4 (6,5 so vdi
6 kPa) va F4 (10,2 so véi 7,8 kPa) [101]. Du vay,
viéc st dung cdc ngudng v6i bat ki ndng do ALT
nao thi mc do chinh xdc cia LSM 12 81% d6i vé6i
F2 - F4 va 89% d6i v6i F4. Ap dung cic gid tri
ngudng trong phin ting theo ALT, mifc d6 chinh
xdc chin dodn ctia LSM 13 82% d€ du doan F2 -
F4 va 86% dé dy dodn F4 [101]. O nhitng ving
khong c¢6 phuong phip do d6 dan hdi thodng qua,
cac xét nghiém huyé€t thanh dwa vao cac chi s6
thong thudng c6 nhiéu vu di€m va ¥ng dung cao.
Vi du, chi s6 APRI, chi s& Forns va diém Fibrosis
-4 (FIB-4) [102].

T4t c4 bénh nhin HBsAg duong tinh va
HBsAg am tinh nhung anti-HBc duong tinh diéu
tri thudc tc ch€ mién dich nguy cd cao thi nén
dugc diéu tri dy phong bing NUCs c6 hang
rao dé khdng cao. VGi nguy cd trung binh, tat
cd bénh nhan HBsAg duong tinh va HBsAg 4m
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tinh nhung anti-HBc duong tinh c6 xo héa gan
ti€n tri€n hoic xo gan, nén bit diu diéu tri du
phong bing NUCs ¢6 hang rao khdng thudc cao.
Céac NUCs dudc uu tién 1a Entecavir, Tenofovir
hoic TAF. D6i véi bénh nhan HBsAg 4m tinh
va anti-HBc duong tinh nhung khéng c6 xo hda
gan ti€n tri€n hodc xo gan, néng do ALT nén
dudc do mdi 3 thang. Néu ALT ting cao > 2 lan
muc nén tai thdi di€m theo dbi, cAn xét nghiém
thém HBsAg va HBV DNA va bit diu diéu tri
NUCs c6 hang rao dé khdng cao n€u mot trong
hai xét nghi€ém duong tinh. Vi bénh nhan nguy
co thap, dy phong bing NUCs nén bit diu cho
bénh nhin HBsAg duong tinh va HBsAg am tinh
nhung anti-HBc dudng tinh c6 xd héa ti€n trién
hodc xo gan. Nong do ALT nén dugc do mdi 3
thang ¢ cd bénh nhan HBsAg duong tinh va bénh
nhan HBsAg am tinh nhung anti-HBc ducng tinh
vdi nguy cd thap. Theo AASLD, AGA va EASL
khuyé&n nghi ti€p tuc diéu tri thudc khang vi-rit
trong it nhat 6 thing sau ngirng IST va it nhat 12
thang doi vé6i thudce diét t€ bao B. [17, 19, 20].
Tuy nhién, theo Ban héi ddong véi huéng dan
cda bdc s gan mat, ching t6i khuyén cdo ring,
xem xét dirng NUCs tai thdi di€m 6 thdng sau
khi hoan thanh phdc d@6 thudc &c ché mién dich
ddi v6i bénh nhan HBsAg duong tinh, khong bi
xd héa gan ti€n tri€n hodc X6 gan va ndng do
HBV DNA thap (< 2000 IU/ml) tru6c khi bit dau
diing NUCs. D6i v6i bénh nhan van con HBsAg
am tinh nhung khang HBc dudng tinh, cAn nhdc
dirng NUCs 6 thdng sau khi hoan thanh IST. Dy
phong bing NUCs va theo doi HBV DNA la
phuong phép cé hi€u quéa gitip ngan ngita viém
gan do HBV & nhitng bénh nhan nay [83]. Theo
ddi sat mdi 3 thdng va bit diu diéu tri ngay bing
NUCs la phuong phap ti€t kiém chi phi. Trong
tuong lai, v6i nhiéu bing chitng chic chin hon,
cdc dau 4n sinh hoc méi, vi du nhu HBV RNA,
HBcrAg, c6 thé sé& c6 ich trong viéc quyét dinh
thdi di€m ditng NUCs sau khi hoan thanh phéc
dd diéu tri ¢c ché mién dich. [103].
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Ciéc BN c6 k€& hoach diéu tri bing liéu phép ttc ch€ mién dich nén dugc
sang loc bang c4c dau 4n huyé&t thanh: HBsAg, anti-HBc, anti-HBs

Véi BN c6 HBsAg (+), cAn dinh lugng HBsAg,
HBV DNA va xét nghiém dénh gid chifc ning gan

A 4

Panh gid mitc d6 xd hda gan

A\

Phan ting nguy cd HBV téi hoat dong

\4 \4 \4
Cao Trung binh Thap
A4 A4 \ 4
HBsAg (+) HB.sAg () va HBsAg (-I.-)
anti-HBc (+) HBsAg (-) va anti-HBc (+)
Khong c6 xo C6 xd hoa Khodng c6 xo hda Cé6 x0 hda
héa gan tié€n gan tién trién gan tién trién gan tién trién
trién hoic xo hodc xd gan hodc xd gan hodc xd gan
A\ A\ A\ A\ A\ A\
L Theo ddi ALT Thudc khéng Theo ddi ALT Thudc khdng
Th kh NUC X <
noc Kang virs WL mdi 3 thang virus NUCs mdi 3 thing virus NUCs
A \4 v

Ngirng diéu tri thudc khang virus nén dugc cin nhic sau 06 thiang ngirng liéu phap e ch€ mién dich &
céc ddi tugng sau:

e HBsAg duong tinh, khéng c6 xo hod tié€n trién hoic xd gan va c6 ndng d6 HBV DNA < 2000 1U/ml
tai trudc thdi diém bit diu st dung NUCs.

e HBsAg dm tinh va anti-HBc duong tinh.

Sd d6 2: Quan ly HBV tdi hoat dong
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V. So sanh véi cac huéng din diéu tri trude day

Trong huéng din thyc hanh 1Am sang cda
khu vuc Chau A - Thai Binh Duong vé quan ly
bénhviém gan virus B: bdn cdp nhit nam 2015,
phian “Dy phong khdng virus truSc khi didu tri
thudc c ché mién dich hoic héa tri liéu” da dugc
dua vao thdo luan [18].

Trong vai nim qua, dd cé nhiu dir liéu gitp
phan tang tdt hon nguy co viém gan virus B tai
hoat dong véi cédc thudc e ch€ mién dich khéic
nhau, cu thé€ 1a thudc sinh hoc mdi, liéu phéap dich,
liéu phap mién dich va thudc khdng vi rit tic dong
truc ti€p anti-HCV. Cac khuyén cdo van tudng tu
nhu d6i véi bénh nhan HBsAg duong tinh, can dy
phong bing NUCs. Nhitng thay d6i chinh chtd yé&u
1a v8i bénh nhan HBsAg am tinh nhung anti-HBc
duong tinh, nhu & huéng din nam 2015, ngudi ta
cAn thém nhiéu nghién cifu nita d€ so sdnh két
qua va chi phi- hiéu qué gitra cdc bién phdp du
phong khac nhau (dung NUCs so véi theo doi).

Hon nita, bénh nhdn HBsAg am tinh va anti-
HBc duong tinh véi HBV DNA huy&t thanh khong
phat hién va nhitng bénh nhan diéu tri thudc tc
ch& mién dich bat k& tinh trang anti-HBs nén dudc
theo doi sit chdc ndng gan, c6 hodc khong kem
theo xét nghiém HBV DNA va ho nén dugc diéu
tri bing NUCs sau khi di khing dinh c6 HBV tdi
hoat dong.

DPidnh gid do xo héa gan da dugc dua vao sd dd
diéu tri do bénh nhan cé xd hda ti€n tri€n va xd
gan c6 nguy cd mic HBV tdi hoat dong va nguy
cd ti vong cao hon. Ngoai ra, da c6 thém dir liéu
mdi vé HBV t4i hoat dong trén bénh nhan nhiém
ddng thdi HBV/ HCV diéu tri bing DAAs. Dit
liéu méi trong vai nim qua ciing da lam sang td
hon nguy co tdi hoat HBV & bénh nhan HBsAg
am tinh nhung anti-HBc duong tinh. Do d6, du
phong biing NUCs hién gid dugc khuyén céo cho
bénh nhdn HBsAg am tinh, anti-HBc duong tinh
thudc nhém nguy cd trung binh va cao.

VI. Khuyén cio

1. Dinh nghia

1.1. Su tdi hoat ciia HBV

1.1.1. Pgt cidp cda nhiém HBV man tinh
(HBsAg +)
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Tang ndng do HBV DNA >2 log so vdi ban dau.
[Phan loai: bing chiing — II-2, khuyén nghi -1]

Phét hién HBV DNA véi ndng @6 >100 IU/ ml
¢ mot bénh nhan c6 HBV DNA khong phat hién &
thdi diém ban dAu. [Phan loai: bing chitng — II-
2, khuyén nghi -1]

1.1.2. T4i hoat cia nhiém HBYV trong qué khit
(HBsAg 4m tinh, anti-HBc¢ duong tinh) sau khi bit
dau dung thudc tc ché mi&n dich

Chuyén ddo huyét thanh HBsAg, HBsAg Am
tinh trd thanh HBsAg duong tinh. [Phan loai: bing
chitng — I1-2, khuyé&n nghi -1]

Sy xuédt hién cia HBV DNA khi khong cé
HBsAg, HBV DNA chuyén tir khong thé phat
hién sang c6 thé phat hién. [Phan loai: bing
chitng — I1-2, khuyé&n nghi -1]

2. Ai nén dugc sang loc?

Tat cA bénh nhan c6 k€ hoach diéu tri bing
liéu phap tc ch€ mién dich nén dudgc sang loc.

[Phan loai: biang chiing — II-2, khuyé&n nghi -1]

3. Sang loc nhitng gi?

3.1 Gom HBsAg, anti-HBs va anti-HBc. [Phan
loai: bing chitng — 1I-2, khuyé&n nghi -1]

3.2 DB6i v6i nhitng bénh nhan HBsAg duong
tinh, cAn nhic lam HBV DNA va HBsAg dinh
lugng. [Phan loai: bing chitng — II-2, khuyén
nghi -1]

3.3 T4t c4 bénh nhan HBsAg dudng tinh va
HBsAg am tinh nhung anti-HBc dudng tinh nén
dudc bac si chuyén khoa gan mat danh gid mitc do
x0 héa gan. [Phan loai: bing chitng — III, khuyén
nghi -2]

4. Quan ly

4.1 Piéu tri du phong bing NUCs 1a bit budc
va song con trong cdc trudng hgp sau:

J nhém nguy co cao, tit cd bénh nhan HBsAg
duong tinh hodc HBsAg dm tinh nhung anti-HBc
duong tinh. [Phan loai: bing chitng —I, khuyén
nghi -1]

O nhém nguy co trung binh, tit ci bénh nhan
HBsAg duong tinh va bénh nhan anti-HBc duong
tinh c¢6 xd héa gan ti€n tri€n hoic xo gan. [Phan
loai: bing chitng — I1-2, khuyé&n nghi -1]

4.2 Piéu tri du phong bing NUCs 1a can thiét
trong céc trudng hgp:
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O nhém nguy co thdp, tat c bénh nhan HBsAg
duong tinh hodc HBsAg am tinh nhung anti-HBc
duong tinh cé xd héa gan ti€n tri€n hodc X0 gan.
[Phan loai: bing chitng - 11-2, khuyé&n nghi -1]

4.3 Cac NUC dugc uu tién dung la Entecavir,
Tenofovir va TAF. [Phan loai: bang ching — 1,
khuyé&n nghi -1]

4.4 Xem xét dirng NUCs sau khi két thic liéu
phap tc ch€ mién dich 6 thdng:

D&i véi bénh nhan HBsAg duong tinh, khong
c6 xd héa gan tién tri€n hoic xo gan. [Phan loai:
bing ching - II-2, khuyé&n nghi -1]

D6i v6i bénh nhan HBsAg duong tinh vdéi
ndng dd HBV DNA thap (< 2000 IU/ ml) truéc
khi bit diu dung NUCs. [Phan loai: bing chitng -
11-2, khuyén nghi -1]

DP6i véi bénh nhan HBsAg Am tinh nhung c6
anti-HBc duong tinh. [Phan loai: bing chitng - 1I-
2, khuyé&n nghi -1]

5. Xét nghiém chiic nding gan (bao gom ALT,
AST, bilirubin, albumin, globulin) méi 12 tudn:

5.1 O nhém nguy co trung binh, bénh nhan
HBsAg am tinh nhung antiHBc dudng tinh khong
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c6 xd héa gan tién tri€n hoic xd gan. [Phan loai:
bing ching - II-2, khuyé&n nghi -1]

5.2 0 nhém nguy co thdp, HBsAg duong tinh
hodac HBsAg am tinh nhung anti-HBc duong tinh
khong c6 xo héa gan ti€n trién hoic xo gan [Phan
loai: biing ching - 1I-2, khuyén nghi -2]

5.3 Néu ALT > 2 x mic nén, xét nghiém
HBsAg, HBV DNA va didu tri NUCs khi c6
chuyén d6i huyét thanh HBsAg va/ hoic HBV
DNA trén ngudng phat hién. [Phan loai: bing
chitng - 1I-2, khuy&n nghi -1].
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