QUAN LY VA DIEU TRI TAI HOAT DONG VIEM GAN B
TREN BENH NHAN CAN THIEP LIEU PHAP MIEN DICH

Déi Ngoc Anh'.

Tai kich hoat lai Viém gan vi rat B (HBV) 1a mot hoi ching dic trung boi su tai xuat hién du
4n ciia HBV d khoi hodc 1a tinh trang ting HBV trong mau & nhitng bénh nhan viém gan B man
chua hoat dong (Choronic Hepatitis B - CHB). Viéc tai hoat vi rat c6 thé xay ra mot cach tu
nhién, nhung thuong duoc kich hoat boi mét lidu phap e ché mién dich (immunosuppressive
therapies - IS). Tai kich hoat vi rat dan téi bung phat vi rit viém gan B, trudng hop nhe bénh
nhan cé tang men gan dan dén tri hoan liéu trinh diéu tri hoa chét, truong hop nang co the gay
suy gan cap dan dén tir vong tuy nhién diéu nay lai hoan toan c6 thé du phong dugc néu bénh
nhan ¢ nguy co duge sang loc va can thiép du phong thudc khang virus (antiviral prophylaxis
- PPX). Tong quan nay nham nhan manh tim quan trong cua viéc sang loc viém gan B ¢ nhiing
bénh nhan dang diéu tri lidu phap trc ché mién dich, tir &6 dua ra cac bién phap sang loc va phan

tang nguy co & ting ddi tugng bénh nhan.

Tir khéa: Viém gan vi rat B, tai hoat dong, liéu phap mién dich.

GIOT THIEU

Tai kich hoat lai Viém gan vi rGt B (HBV) la mot hdi
chirg dac trung bdi sy tai xuat hién dau an ctia HBV da
khoi hodc la tinh trang tang vi rat HBV trong mau & nhitng
bénh nhan viém gan B man chua hoat dong (Choronic
Hepatitis B - CHB). Viéc tai hoat vi rdt c6 thé xay ra mot
cach tu nhién, nhung thudng dugc kich hoat bai mét liéu
phép (rc ch& mién dich (immunosuppressive therapies -
IS). Téi kich hoat vi rat dan t6i bung phat vi rt viém gan
B, truing hdp nhe bénh nhan cé téng men gan dan dén tri
hodn liéu trinh diéu tri hda chat, trudng hop néng c6 thé
gay suy gan cap dan dén tir vong tuy nhién diéu nay lai
hoan toan cé thé du phong dugc néu bénh nhan ¢ nguy
€0 dudc sang loc va can thiép du phong thudc khang virus
(antiviral prophylaxis - PPX). Chu dé nay da dugc dé cap
[an cubi vao thang 3 nam 2015 trong hoi thao bénh ly gan
mat [dm sang 2015 vé& huéng dan chan doan va quan Iy
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cac bénh ly tién trién nhanh, do d6 viéc dua ra cap nhét
hudng dan chan doan nay 13 hét siic can thiét. Tong quan
nay nhdm nhdn manh tdm quan trong cla viéc sang loc
HBV & nhitng bénh nhan dang diéu tri IS, xem xét cac
huéng dan hién hanh vé sang loc va phan tang bénh nhan.

Dinh nghia vé tai kich hoat HBV lai kha khac nhau
gilta cac huéng dan, nhung khai niém chung thi tuong tu
nhau. O nhitng bénh nhan CHB (khadng nguyén bé mat
HBsAg(+) trong it nhat 6 thang va HBV - DNA do dugc
trong mau), su tai hoat dugdc dinh nghia la su tang HBV -
DNA s0 vdi dudng baseline. &' nhitng bénh nhan nhiém
HBV da khdi cd HBsAg am tinh, HBcAb(+) viéc tai kich
hoat dugc xac dinh bang su’ xudt hién HBV - DNA trong
mau hodc cd chuyén dao ngugc HBsAg(+)t234),

CO CHE BENH SINH

Tac nhan phan ti quan trong trong qué trinh thic day
tai hoat HBV 1a cccDNA. Trong khi nhiém HBV cap tinh,
cac hat vi rit HBV xam nhap vao té bao gan thong qua cac
trung gian thu thé. BO gen HBV sgi doi mdt phan dudc
nhap vao nhan t€ bao gan, ndi ma ca vi rlt va té€ bao vat
cht tao thanh phan tlr ccc - DNA hodc mini - chromosome.
Mini - chromosome nay ton tai nhu’ ngudn du trit dé tao
hat virus mdi hodc cccDNA (hinh 1)), M&c du nhiém viém
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gan B cap & nguGi trudng thanh thudng tu khoi ma khdng
phét trién man tinh CHB, ccc DNA van ton tai dai ddng va
c6 nguy ca tai hoat dong. Diéu quan trong phai nhan ra
la ca bénh nhan CHB va bénh nhan nhiém HBV d& khi
déu c6 nguy ca tai hoat HBV trong bdi canh cd can thiép
{tc ch& mién dich. O nhifng nai cd Iuu hanh HBY, béo céo
su tai hoat HBV trén ddi tugng cd can thiép ic ché mién
dich la kha cao v@i 41,5% (VGB da khdi) va 70%
(CHB)2),
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Budc 1: cac hat vi rat (hinh cau mau xanh) [an dau tién
dugc ndi hda thong qua qua trinh ndi bao qua trung gian
thu thé bang cach van chuyén bé mat t&€ bao (hinh cau
mau tim; NCTP).

Budc 2: nucleocapsid (hinh luc gidc mau vang) sau dé
khong dugc boc trong té bao chat, giai phong bo gen vi
rGt mot phan (vong tron mau dd) dugc nhap vao nhan.
Budc 3: bd gen clia virus dudc chuyén ddi thanh cac phan
tlr cccDNA.

Budc 4: cccDNA phuc vu nhu mot khuén mau cho mRNA
cua vi rdt, trong budc 5 dugc xudt sang té bao chat.
Budc 6: mRNA t& bao chét dugc dich dé tao ra bé mat vi
rut, 10i, polymerase va protein X. Cac nang vi rit dugc tap
hdp lai, két hgp RNA vi rt cta gen, dugc phién ma ngugc
trg lai thanh bo gen DNA cla vi rut.

BuGc 7: cac 16i nucleocapsid thu dudc cd thé vao mang
[uGi nGi chat dugc xuat tUr t€ bao (budc 7a) hodc tai ché
bd gen clia chling vao nhan dé bd sung ngudn chira cc-
cDNA (budc 7b).
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CAC GIAI DOAN TAI KICH HOAT HBV. Trén |am sang,
tai hoat HBV biéu hién theo nhiéu cach, bao gom:

Kich hoat tham lang, tang tai lugng vi rat va khong
viém gan qua muc

Viém gan lién quan dén HBV, c6 bang chiing viém
gan trén lam sang, sinh héa hodc mo6 hoc va tang tai
lugng virus

Suy gan nang: tang tai lugng vi rat kem tinh trang suy
chitc néng gan dan t6i rdi loan dong mau va bénh ndo gan.

Sang loc va phan tang nguy cg.

MGt s6 ndi d& cdng b6 hudng dan sang loc va diéu tri
cho bénh nhan HBV tai kich hoat!*234, B qua mot s6
khac biét nhd thi nhin chung c6 mot s6 nguyén tac sau:

- Nhan ra sy can thiét sang loc viém gan B cho cac doi
tugng cd can thiép rc ché mién dich.

- Phan tang nguy cd dua trén dif liéu vé vi rit va phac
do diéu tri thudc (e ché mién dich.

- Theo ddi chdt ch& han ché rdi ro bang can thiép vi
rut (néu can) hodc diéu tri du phong.

Diém chung clia moi hudng dan 1a d6i véi nhitng
bénh nhan cd can thiép tc ché mién dich (IS) déu can
dugc lam HBsAg va antiHBc.

That dang tiéc la trong thuc hanh lam sang thi lai
khéng thuc hién dugc didu nay. Mot danh gid vé& cac mau
sang loc HBV tai mét trung tam ung thu cho thay chi co
16,7% trong s& 10.729 bénh nhan dugc kiém tra huyét
thanh sang loc HBV. Trong sd nhitng nguGi dugc sang loc,
ty I€ luu hanh clia CHB la 1,5% va ty |€ c6 antiHBc ducong
tinh 1a 7,4% cho thay rat nhiéu bénh nhan da bi bd xot
can thiép. Cac nghién clru thuc hanh khac cling cho ty 1€
bao cdo sang loc thap thét su, diéu nay cang nhan manh
su’ can thiét cla viéc sang loc HBV cho bénh nhan cd can
thiép IS (Immunosuppressive Therapy).

Sau khi sang loc HBV, budc tiép theo la phan tang
nguy cc dua trén tinh trang vi rut va phac do IS. Bénh
nhan viém gan B man (CHB) cé nguy cd cao han so vdi
bénh nhan nhiém HBV. Trong cic phac dd IS thi ngudi
nhan cdy ghép t€ bao goc tao mau (HSCT) va liéu phap
lam suy giam té bao B (vd rituximab) la cé nguy cd cao
nhat. Hiép hoi Tiéu hda Hoa Ky (AGA) dé xudt rang liéu
phap cd anthracycline (vd doxorubicin) va phac do s
dung Corticoid liéu trung binh (prenisolone > 10mg hang
ngay hodc dung kéo dai trén 4 tuan) cé nguy cc cao han
céc liéu phap mién dich khacisl,



QUAN LY VA PIEU TRI

Budc cudi trong viéc ngan chan tai kich hoat HBV la
quan ly phu hgp dua theo phén tang rui ro. DGi véi nhitng
bénh nhan CHB, du’ phong khang vi rit nén dugc bat dau
trude va tiép tuc duy tri sau khi ngling liéu phap IS,
thugng la 12 dén 18 thang néu st dung céc liéu phap co
hiéu luc cao va 6 - 12 thang cho cac thudc khac. Sau khi
ngling can thiép du phong, Hiép hdi gan mét Chau Au va
Hoa Ky d& nghi tiép tuc theo ddi sinh héa, tranh dan dén
mot ty 1€ I6n tai hoat sau khi dirng thudc khang vi ratl21,

Céc bénh nhan nhiém HBV c6 can thiép liéu phép Uc
ché& mién dich hiéu luc cao cling nén dugc diéu tri tucng
tu nhu bénh nhan CHB, diéu tri du’ phong trude khi dung
(tc ch& mién dich (UCMD) va tiép tuc tir 12 - 18 thang sau
khi ngling UCMD, ti€p tuc theo ddi 12 thang sau khi diing
thu6c du phongfsl.

DGi v6i nhitng bénh nhan nhiém HBV da khoi, cac

hudng dan kha khac nhau. Hiép hdi gan mét chau Au va
Hoa Ky khuyén nhitng bénh nhan nay can dugc theo doi
thudng xuyén ALT, HBV - DNA, HBsAg trong khoang thdi
gian 1 - 3 thang va t6i da 12 thang sau khi ngliing diéu tri
liéu phap khang vi rdt (néu can). Hiép hoi chau A - Thai
Binh Dudng khuyén nghi can lam HBV - DNA dé phan tang
bénh nhan can diéu tri du phong hodc theo dai.

V& Iua chon thudc, phan 16n cac hudng dan khuyén
cao thudc (e ché nucleoside la TDF va ETV la dau tay cho
ca du' phong va diéu tri. Cac nghién ctu phan tich cho thay
hiéu qua thudc va hang rao khang thu6c cao han LAM.
Yang va cs cho thdy ty Ié tai hoat HBV la thdp hon dang ké
@ nhém can thiép ETV (11/228 bénh nhén, 4,82%) so vai
nhém can thiép LAM (66/365 bénh nhan, 18,08%)[9].
Tuong tu Picardi va CS cling dua ra két qua ty Ié tai hoat
HBV th&p han déng k& khi can thiép TDF (0/39 bénh nhén)
S0 VGi LAM (15/38). Bang chl y hién chua c6 nghién clru
nao thuc hién vdi TAF trong diéu tri du phong!®.

Bang 1. Hudng dan sang loc va quan ly diéu tri bénh nhan viém gan B
c6 diéu tri liéu phap (rc ché mién dich

p x N Tinh Phan tang Lua chon thudc I -
Hudéng dan Sang loc trang nguy co (NA) Liéu trinh Theo doi
) .| Tiép tuc theo ddi 12th sau
CHB Didu tr du phong ETV, TOF TAF | © ﬁ: * KO i ding NA (dc biét 13 céc
9 thudc U ché té bao B)
AASLD HBsAg, Nguy cd cao (rituximab; SCT):
AntiHBc T4i hoat diéu tri du phong 6 - 12th sau khi Tiép tuc theo d6i 12th sau
HBY Céc thudc khac: du phong ETV, TDF, TAF dima IS khi dirng NA (dac biét la céc
hodc can nhdc theo déi mai 1 9 thudc U ché té bao B)
- 3th (ALT, HBV - DNA, HBsAg)
ETV hodc TDF
CHB biéu tri du phong (thudc cd hang rao
dé khang cao)
AntiHBc . ETV hodc TDF IS
Tai hoat HBV - DNA(+) PP .
HBV (thudc c6 hang rao
HBV - DNA(-): theo dgi 1-3th dé khang cao)
ALT va HBVDNA.
12th sau diing IS
CHB biéu tri du phong ETV, TDF, TAF (rituximab diing
sau 18th)
HBsAg, Ngu%/é:% czcl)r(r:gximab;
EASL AntiHBc, : duphong. 8i méi 3-
AntiHB [ Nguy cd thap va trung binh: 18th sau khi dirng Tr,1eo‘ doi mol 3. 6th trqng
ntiHBs | Tai hoat N g qué trinh diéu tri du’ phong,
can nhac tuy liéu trinh (theo ETV, TDF, TAF IS (néu la ritux- i~ AR
HBV ~ oy : tiép tuc theo doi moi 12th
doi HBsAg va/hoac HBVDNA imab) A ~
x. IS sau khi dirng thudc NA.
moi 1 - 3th, diéu tri néu cd
HBV - DNA(+).

AASLD (American Association for the Study of Liver Diseases): Higp hdi nghién ciu bénh gan Hoa Ky;
APASL (Asian Pacific Association for the Study for the Liver) Hiép hgi nghién ciu Gan chéu A - Thai Binh Duong;
EASL (European Association for the Study of the Liver) Hiép hoi nghién cdu bénh gan chdu Au.

CHB (chronic hepatitis B) viém gan B man;

HBV (Hepatitis B virus) vi rat viém gan B;
ETV: entecavir; TDF : tenofovir disoproxil fumarate; TAF: tenofovir alafenamide.
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KET LUAN

- Tai hoat HBV la m6t tinh trang nghiém trong lién
quan tdi ty 1& méc bénh va tr vong. Viéc tai hoat hoan
toan cd thé du phong néu bénh nhan cd nguy co dudc
sang loc va phan tang cac yéu to rdi ro tir dé dua ra mot
chién lugc can thiép phu hgp.

- C4c hudng dan hién tai khuyén céo bénh nhan cé
nguy cd cao nhat bao gom ca bénh nhan viém gan B man

(CHB) dang diéu tri suy giam t€ bao B va diéu tri gay doc
té bao, bénh nhan cay ghép té bao gdc tao mau can dugc
diéu tri dy phong trudc khi bat dau liéu phap (c ch& mién
dich va tiép tuc duy tri sau khi ngirng UCMD.

- Cac danh gia vé thuc hanh Iam sang cho thdy viéc
sang loc HBV la hét stfc can thiét va can dugc chu trong
han.
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MANAGEMENT AND TREATMENT OF HBV REACTIVATION
IN IMMUNARY THERAPY INTERVENTIONAL PATIENTS

Summary

Hepatitis B virus (HBV) reactivations is a syndrome
characterized by the reappearance of HBV particles in pa-
tients with previously resolved HBV or an increase in HBV
viremia in patients with previously inactive chronic hepti-
tis B (CHB). Viral reactivation can occur spontaneously,
but is usually triggered by immunosuppressive therapies
(IS). Reactivation of the virus leads to an outbreak of hep-
atitis B virus, in mild cases patients have elevated liver en-

Key words: HBV, Reactivasion, immunary therapies.

zymes leading to delay in chemotherapy, sereve cases can
cause acute liver failure leading to death but is preventa-
ble if at - risk individuals are identified through screening
and started on antiviral prophylaxis (PPX) if indicated. This
review emphasizes the importance of screening for hepa-
titis B in patients receiving immunosuppressive therapy,
thereby providing screening measures and risk stratifica-
tion in each group patient.
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