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TONG QUAN

Viém gan siéu vi B 1a mot bénh Iy kha phd
bién trong dan sb. Theo bdo cdo cua T4 chic
Y t& Thé giéi (WHO) niam 2017, udc tinh nim
2015 ¢6 khoang 257 triéu ngudi trén toan thé
gi¢i mic viém gan B man tinh (chiém 3,5% dan
s6), trong dé 900.000 ngudi tit vong do nhiém
virus viém gan B (Hepatitis B Virus — HBV) ma
két cuc cudi cting cht yéu do xo gan hoiic ung
thu gan!". Ngoai ra, nguoi ta ciing nhan thiy
rang hau hét trudng hop tit vong 1a do nhiém thi
phat trong ltc sinh hogic trong 5 nim dau doi va
nguy co tién trién thanh xo gan hay ung thu gan
& nhitng trudong hop nay ciing cao hon hin so
vdi nhitng ngudi nhiém HBV giai doan sau nay.
Mit khac, Viét Nam ciing 1a mdt trong nhitng
viing dich t& cia HBV véi ty 1é mic HBV 1a 8,8
— 19% & ngudi trudng thanh, trong dé bao gdm
9,5% la phu nit mang thai?!. Do d6, viéc ngin
chin lay truyén tit me sang con (mother-to-child
transmission — MTCT) 1a mot viée 1am hét sic
can thiét. Véi sy bao phu kha toan dién cua
vaccine viém gan B va globulin mién dich viém
gan B (Hepatitis B Immune Globulin — HBIG)
da ngin chin MTCT dén 90%, tuy nhién vain
con khoang 10% nhiing truong hgp ma bo doi
vaccine vd HBIG van chua ngin chin dugcl.
Diéu d6 doi hoi cAn phai ¢6 thém bién phéap khac
dé hd trg cho nhiém vu ngin ngita MTCT. Trong
do, lieu phap khang virus da to ra kha hiéu qua
khong nhitng trong viéc bao vé ban thin nguoi
me ma con ngin ngita MTCT. Tuy nhién, viéc
dung thudc trong thai ky vén 1a mot van dé kha

nhay cam vi nhiing lo ngai sé anh hudng lén thai,
dic biét 1a déi véi nhitng nhém thube khéng
virus nay. Tuy nhién, khong phai tht ca nhing
thai phu nhiém HBV déu phai st dung thubc
khang virus khi mang thai. VAy nhiing truong
hop ndo sé can stt dung thube khéang virus va véi
nhiing thai phu c¢6 chi dinh thi liéu nhing thubc
nay c6 anh hudng gi dén thai ky khong?

CAN PIEU TRI KHANG VIRUS

VIEM GAN B TRONG THAI KY CHO

NHUNG TRUONG HOP NAO?

Theo khuyén cdo ctia WHO nam 20208 vé
viéc st dung liéu phap khang virus trong thai
ky, c6 hai nhém truong hgp ma thai phu can
dén lieu phap khang virus: nhém 1 gdm nhiing
thai phu c¢6 triéu ching ctia xo gan hodc dinh
lugng HBV DNA > 20.000 IU/mL + ALT cao
kéo dai; nhém 2 gdm thai phu khong c¢6 xo gan
nhung ¢6 dinh lugng HBV DNA > 200.000
[U/mL (5,3 log,, [U/mL) hodc HBeAg (+) (khi
khong c6 diéu kién thuc hién dinh lugng HBV
DNA). Déi véi nhitng trudng hop nhém 1, day
14 chi dinh diéu tri viém gan B bang thubc khéng
virus dai han theo khuyén cdo cia WHO trong
didu tri viém gan B va day cing 1a chi dinh vira
nhim bao vé stic khde cho ngudi me, vita ngin
chin MTCT. Déi v6i nhém 2, thai phu can duge
dy phong MTCT béng thubc khang virus bit
dau tir 28 tudn va kéo dai it nhat dén ldc sinh.
Dbi v6i chi dinh nhém 2, nhiéu khuyén cdo cta
nhitng hiép hoi khac ciing ¢6 nhitng khuyén céo
tuong tu (Bang 1).
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Bang 1. Khuyén céo cla cac hiép hoi d& ngua lay truyén tU me sang con trén thai phy nhiém HBV/4?)

Hiép hoi Ngudng HBV DNA Thai diém bat dau Thai diém ngung thuéc  Thuéc

WHO (2020) >53 log,, IU/mL 28 tuan it nhat dén luc sinh TDF

AASLD (2018) >2x10° IU/mL 28 - 32 tuan Luc sinh dén 3 thang TDF

EASL (2017) >2x10%1U/mL 24 - 28 tuan 12 tuan sau sinh TDF

SMFM (2016) >6 - 8 log,, copies/mL Tam cé nguyét 3 TDF

APASL (2015) >6 - 7log,, copies/mL 28 - 32 tuan Ldc sinh TDF LdT
CMA (2015) >2 x10° IU/mL 24 - 28 tuan Ldc sinh TDF LdT LAM
NICE (2013) >107 IU/mL Tam céa nguyét 3 4 - 12 tuan sau sinh TDF

AASLD: American Association for the Study of Liver Diseases - Hiép hoi Nghién cdu Bénh gan Hoa Ky; APASL: Asian Pacific Association for
the Study of the Liver - Hiép hai Nghién ctu Bénh gan chau A - Thai Binh Duong; CMA: Chinese Medical Association - Hiép hai Y hoc Trung
Qudc; EASL: European Association for the Study of the Liver - Hiép hai Nghién ctu Gan chau Au; LAM: lamivudine; LdT: telbivudine; NICE:
National Institute for Health and Care Excellence - Vién Stc khoe va Cham séc chat lugng cao Quéc gia; SMFM: Society for Maternal-Fetal
Medicine - Hiép hai Y hoc bao thai; TDF: tenofovir; WHO: World Health Organization - T& chuc Y t& Thé gi6i. Luu y: 11U/mL ~ 5 copies/mL.

Nhing khuyén céo trén déu kha thdng nhit
vé ngudng HBV DNA (khoadng 200.000 IU/mL)
ma & d6 thai phu can st dung thubc khéng virus
dé ngin ngira MTCT. Tuy nhién, dé c6 két qua
dinh lugng HBV DNA, doi hoi phai thuc hién
bing real-time PCR (polymerase chain reaction).
Day 1a mot xét nghiém doi hoi ky thuat va chi
phi cao hon so véi nhitng xét nghiém co ban
khac ctia HBV, diéu ma & mot sb co sé khong
du didu kién dé thuc hién ciing nhu khong thé
dam bao dugc chit lugng cia xét nghiém”!. Dé
giai quyét vin dé& d6, HBeAg c6 thé 1a mot giai
phap. HBeAg (Hepatitis B Envelope Antigen)
la mot khang nguyén cta virus viém gan B,
thong qua dé, cho biét virus dang hoat dong
nhan 1én va do d6 c6 kha ning gay lay nhiém
cao. Hon nita, xét nghiém HBeAg ciing [2 mot
xét nghiém don gian va chi phi ciing thip hon
so vdi dinh lugng HBV DNA, thich hop cho
nhitng noi khong du didu kién lam dinh luong
virus'®. Tuy 1a mot marker tiém ning nhung vai
trd cua HBeAg trong viéc quyét dinh dbi tuong
ndo sé st dung thudc khang virus trong nhing
khuyén céo trude day van chua duge dé cap 16
rang. Thuc té, khi sit dung HBeAg, ciing c¢6 mot
vai trudng hop khé dién giai két qua, cu thé khi
HBeAg cho két qua am tinh, ngoai ¥ nghia virus
khong hoat dong, ma con c6 thé do HBV da bi
dot bién gen. Lic nay, két qua HBV DNA lai
cho mot gid tri dang tin ciy hon vé kha ning
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hoat dong cta virus. Vay c6 thé dung HBeAg
dé thay thé tam thoi cho HBV DNA dé ra quyét
dinh du phong bing thubc khang virus trong
thai ky duge khong? Mot tdng quan hé thdng
va phén tich tdng hgp ciua Boucheron va cong
sit nim 2020 trén 67 bai bao (66 nghién ctu)
da khao sat nguong HBV DNA lién quan dén
MTCT, tit d6 danh gia gia tri chia HBeAg trong
nhan dién nhing thai phu can st dung thubc
khang virus dé dy phong MTCT. Trong xic
dinh ngudng HBV DNA ma du phong bing
vaccine va HBIG khong thé ngin ngita MTCT,
13 nghién ctu bao gdm 4.198 cip me — con da
duge khao sat va cho thiy nguy co MTCT Ia
thip nhét khi tai lugng virus ctia ngudi me thip
hon 5,3 log,, TU/mL (< 200.000 IU/mL) véi ty
1¢ lay truyén la 1/2.592 tré (chiém 0,04%; KTC
95%, 0,00 — 0,25) (Hinh 1). Bén canh d6, ta
cing nhan thiy ring, nguy co MTCT ciing ting
déng ké theo ngudng HBV DNA ctia ngudi me
khi HBV DNA = 5,3 log,, IU/mL: 3,80% (KTC
95%, 0,25 — 10,07) véi ngudng 5,30 — 6,29 log
IU/mL; 6,21% (2,20 — 11,63) v6i ngudng 6,30
- 7,29 log,, IU/mL; va 8,29% (4,16 — 13,45) v6i
ngudng = 7,30 log,, IU/mL. Mat khac, véi 41
nghién cttu, tdng quan da cho thy do chinh xéac
cua xét nghiém HBeAg trong nhin dién nhing
truong hgp 6 HBV DNA trén ngudng 5,3 log,
IU/mL, két qua cho do nhay la 88,25% (KTC
95%, 83,91 — 91,53) va do dic hiéu la 92,57%



(KTC 95%, 90,04 — 94,49%). Khi phan tich
nhém nhod, ngudi ta cing nhan thiy ring do
nhay va d¢ dic hiéu nay cing bi anh hudng boi
ving dich t& va tudi ctia ngudi me. Cu thé, do
nhay va do dic hiéu ciia HBeAg sé thdp hon &
vung phia Tay Thai Binh Duong so véi ¢ chau
Phi va chau Au (p < 0,0001). Tuong ty, HBeAg
s& ¢6 do nhay cao hon va d6 dic hiéu thip hon
trong nhan dién nhing ca trén ngudng dbi véi
nhitng thai phu ¢6 tudi < 28 tudi so véi nhing
thai phu = 28 tudi (p = 0,0173). O khao sét
gia tri cia HBeAg trong tién doan MTCT, khi
phén tich hai bién s trén 24 doan hé, két qua
cho thiy: trong 18 doan hé ma tré sinh ra duoc
chich ca vaccine va HBIG, do nhay cia HBeAg
14.99,51% (KTC 95%, 91,67 — 99,97) va do dac
hiéu 12 62,22% (KTC 95%, 55,24 — 68,72); trong
5 doan hé ma tré sinh ra chi dugc chich vaccine,
do nhay 1a 97,86% (KTC 95%, 41,78 — 99,97)
va do dic hiéu 1a 78,42% (66,76 — 86,79). Khi
thuc hién phan tich don bién cing cho két qua
twong tu. Khi phan tich nhém nho, nghién ctu
cing nhan thiy ring do nhay va do dic hiéu
cta HBeAg ciing thay d6i theo tudi me. Cu thé,
do nhay va do dic hiéu cia HBeAg 1a 100,0%
(KTC 95%, 1,8 — 100,0) va 53,9% (KTC 95%,
44,4 —63,2) cho thai phu < 28 tudi va do nhay 1a
96% (KTC 95%, 64,2 — 99,8) do dac hiéu 71,1%
(KTC 95%, 62,9 — 78,3) cho nhém = 28 tudi véi
p = 0,0223. Nhu véy, két qua nghién cttu da cho
thdy v6i nhitng thai phu ¢c6 HBV DNA > 5,3
log,, IU/mL, dur tré sinh ra dugc chich vaccine
va HBIG day du thi vAn c¢6 kha ning nhiém
HBV tit me. Ngoai ra, nghién citu ciing cho thiy
gia tri clia xét nghiém HBeAg cho do chinh x4c
kha cao trong dy dodn nhiing thai phu c6 HBV
DNA trén ngudng, cting nhu nhan dién nhiing
ca ¢6 kha naing MTCT. Mic du, do chinh xac
HBeAg tuy khé cao nhung gié tri nay con phu
thudc vao nhidu yéu td khac (tudi me va ving
dich t€), nén vAn chua thé thay thé hoan toan
chién lugc dy phong hién tai (ding HBV DNA).

Dua trén két qua ctia tdng quan trén, khuyén
cdo ctia WHO niam 2020 cing khuyén céo ring

o

Risk of MTCT (%)

o o ©
;] O 08

@)
01/ /_@ o o o o o
<429 430 500 530 600 630 >7.00 27.30

Maternal HBV DNA levels during pregnancy (log,,|U/mL)

Hinh 1. Nguy co MTCT trén nhing truong hop duagc dy
phong bang vaccine va HBIG theo ngudng HBV DNA
trong mau me.®

HBeAg duong tinh van c6 thé dugc xem 1a chi
dinh cta thubc khing virus dé dy phong cho
thai phu vao tam c4 nguyét 3, c6 thé thay thé
cho dinh lugng HBV DNA khi nhiing co s&
khong c6 kha ning dinh lugng tai lugng virus
trong mau me.

LIEU PHAP KHANG VIRUS TRONG

PIEU TRI VIEM GAN B CHO

PHU NU MANG THAI - LIEU CO

ANH HUONG DEN THAI?

Theo Cuc quan Iy Thue phadm va Dugc phdm
Hoa Ky (U.S. Food and Drug Administration—
FDA), c6 3 loai thubc khéng virus hay chét
tuong ty nucleoside/nucleotide (nucleos(t)ide
analogues — NAs) trong diéu tri viém gan B
dugc cho la an toan khi dung trong thai ky, bao
gdm: lamivudine (LAM; phan nhém C) va cic
thubc duge phan nhém B la telbivudine (TBV)
va tenofovir disoproxil fumarate (TDF)". Viéc
khuyén cdo nén stt dung loai thubc nao con tuy
thudc vao hiéu qua, do an toan ciing nhu ty 1¢
khéng thubc ctia ting loai NAs. Cu thé, theo dit
lidu v& ty 1¢ khang thudc cia LAM 1a 14 — 32%
sau 1 nam; 60 — 70% sau 5 nam va LAM ¢4 ty
1¢ khang thubc cao khi st dung lau dai hay trén
ngudi c6 ndng dd virus trong mau cao. Dbi véi
TBV, ty 1é khang thubc & thubc nay thip hon
LAM nhung lai ting dédng ké sau nim dAu tién
st dung v6i 2 — 5% trong nam diu va con s nay
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tang lén 11 — 25% sau 2 nim. Khong gibng véi
LAM va TBV, TDF lai cho thiy 1a mot thubc
dau tay trong diéu tri viém gan B, khi nhiéu
nghién ctu lai cho thiy khong ghi nhan khang
thudc sau 6 nim st dung®. D& danh gi4 hiéu
qua ctua NAs trong ngin chin MTCT cing nhu
nhitng anh hudng cta ching 1én thai ky, mot
téng quan hé théng va phén tich tdng hop cta
Funk va cong su da dugc thyc hién vao nim
20208 trén 157 bai bao (129 nghién citu) bao
gdm 33 nghién ctu thit nghiém lam sang ngiu
nhién (Randomized Controlled Trial — RCT)
va 96 nghién cttu khong phai RCT véi 18.112
ngudi me nhiém HBV va 17.582 tré dugc sinh
ra tit nhitng ngudi me nay. Liéu dy phong trong
nghién ctu téng quan gdm: TDF 30 mg (19
nghién ctu v6i 1.092 thai phu va 1.072 tré),
LAM 100 — 150 mg (40 nghién ctu véi 2.080
nguoi me va 2.007 tré), TBV 600 mg (83 nghién
cttu v6i 6.036 thai phu va 5.971 tré). Thoi diém
bit dau du phong MTCT bang NAs giita cic
nghién ctu thanh phan ciing ¢6 khéc nhau, dao
dong tit 24 tudn dén 34 tudn va thoi diém két
thic ciing khéc biét khi c6 thé kéo dai dén 8
tudn hiu san. Két qua cho thiy hiéu qua ngin
ngtta MTCT cua TDF la OR 0,16 (KTC 95%,
0,09 - 0,25), LAM 1a OR 0,17 (KTC 95%, 0,13
-0,22) va TBV Ia OR 0,10 (0,08 — 0,13). Hiéu
qua ngin nglta nay gitta cac NAs khong phu
thudc vao loai thiét ké nghién ctu (RCT hay
khong RCT), thoi diém bit dau st dung thubc
(< 28 tuan hay > 28 tuan), thoi diém dimng
thudc, tai luong virus ctia ngudi me, tinh trang
HBeAg hay phac dd dy phong cho tré (vaccine
va/hoic HBIG) véip > 0,05. V@ thoi diém dung
thudc, khi so sanh gita viéc dung thubc trudce
khi mang thai so v6i khi mang thai thi két qua
cho théy khong 6 su khéc biét ¢6 ¢ nghia théng
ké v6i OR 0,25 (KTC 95%, 0,04 — 1,54). Khi so
sanh vé viéc dung thubc gita cdc tam ca nguyét
trong thai ky, tdc gia cing nhan thiy ring, néu
ngudi me duge dung thudc vao tam cd nguyét
2 thi sé giam MTCT hiéu qua hon khi dung
thudc vao tam ca nguyét 3 véi OR 0,23; KTC
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95%, 0,09 — 0,59; va trong phan tich post-hoc,
két qua cho thiy du tai lugng virus trude khi
dung thubc trong dan sb 1a khong 6 khac biét
(Standardised Mean Difference — SMD 0,01;
KTC 95%, (-0,16) — 0,19) nhung néu thai phu
duoc bit dau dy phong sdm tit tam cé nguyét 2
thi sé gidm dugc tai luong virus déng ké khi so
véi viec bit dau dung thube vao tam ca nguyét
3. Vé su anh hudng cta thube khang virus 1én
thai ky, d6i v6i phia ngudi me, tic gia nhan thiy
khong c6 bing ching vé viéc nhing thubc nay
c6 lién quan dén lam gia ting ty 1& ti vong thai,
bang huyét sau sinh hay nhing dot bung phét
cta viém gan B véi p > 0,05, bdi 1& sb ca xay ra
nhitng bién chiing nay ciing kha thip so véi dan
s6 nghién ctu. Tuong tu vé phia thai, nghién
cttu cing cho thiy viéc dung thubc khong lam
gia tang ty 1é tt vong so sinh, sinh non hay di tat
bam sinh & thai (p > 0,05). Nhu vy, tdng quan
da cho thiy viéc dy phong MTCT bing NAs
cho hiéu qua dy phong cao va hién tai khong
c6 bing ching vé viéc nhitng thudc nay anh
hudng dén két cuc thai ky. Tuy nhién, vé& thoi
diém dung thubc vin chua duge lam o do sb
luong mau it (4 nghién cttu v6i 23 thai phu). Vi
vay, cho dén thoi diém hién tai, thoi diém phu
hop dé du phong MTCT trén thai phu mic HBV
vAn con chua théng nhét. Trong hau hét khuyén
cdo, TDF vén la thubc lya chon dau tay va thoi
diém bit diu thuong la cubi tam cé nguyét 2 va
dau tam ca nguyét 3 (khoang 28 tudn) (Bang 1).

Trong mot sb6 truong hgp, ngudi me nhiém
HBV da phai dung thubc khang virus mot thoi
gian dai trudc khi mang thai vi muc dich giam
nhitng dot bung phét viém gan B va dé giam
nguy co tién trién thanh xo gan, ung thu gan
va tit vong. VAy viéc tiép tuc udng thubc khang
virus ké tit du thai ky sé ¢6 anh hudng gi trén
thai ky hay khong? Béi 1é viéc ditng thubc sé dé
din dén nhing dot biing phét viém gan, giy anh
hudng dén tinh mang ctia ngudi phu nit. Vay
nhitng thai phu nay c¢6 nén tiép tuc ubng thubc
trong thai ky hay phai ditng mot thoi gian? Mot
nghién ctu doan hé tién ctu, da trung tAm do



Pan va cong sy vao nam 2020 trén 136 phu nit
méc HBV man tinh (> 6 thdng) nhim tra 1o
cAu héi trén. 136 ngudi phu ni tham gia nghién
cttu sé dugc chia vao 4 nhém nhu sau: nhém A:
nhitng bénh nhan sé dugc ubng 300 mg TDF
hoic 600 mg TBV mdi ngay mot 1an (do men
gan ting) va khi men gan cua ho trd vé& binh
thudng trudc khi mang thai, ho sé van tiép tuc
dung thubc trong subt thai ky; nhém B va C bao
gdm nhitng thai phu c6 men gan bit thudng &
giai doan sém (trudc 24 tuan) va giai doan mudn
(sau 24 tudn), sau d6 nhitng ngudi phu nit nay
cing sé dugc ubng 300 mg TDF/600 mg TBV
1 lan/ngay; nhém D [a nhém thai phu 6 HBV
DNA cao (= 10° IU/mL) va chitc ning gan binh
thudng, dong thoi nhing thai phu nay cé chi
dinh dy phong MTCT bing 300 mg TDF/600
mg TBV 1 lAn/ngay trong sudt giai doan mudn
cua thai ky. K&t qua nghién ctu cho thiy nhing
thai phu trong nhém A ¢ tai lugng virus ldc
sinh thip hon so véi 3 nhém con lai (< 2 log,,
[U/mLsové6i2,4 +1,2;3,3=1,1va3,3+0,9p
= 0,008) va men gan ALT ciing thip hon (14,3
+49s0v6i 29,4 + 16,8; 35,3 = 28,5va 22,7 +
30,4; p = 0,030). Tuy nhién, ta nhan thiy ring
tai luong virus va men gan ALT ctia nhém A ldc
nhén vio nghién ctu ciing von da thip hon so
véi 3 nhém con lai (p = 0,002 va p < 0,0001).
Vé két cuc thai ky vé phia nguoi me, khong c6 su
khac biét vé tudi thai ldc sinh, ty 16 md lay thai,
tang huyét ap thai ky, dai thdo dudng thai ky,
bang huyét sau sinh, sinh non, v& 8i non gitta cic
nhém A, B, C va D véi p > 0,05. Tuong tu vé
nhitng anh hudng vé phia thai, ciing khong c¢6
su khéc biét c6 § nghia thdng ké gitta cic nhém
vé can ning lic sinh, di tit bAm sinh, sinh non,
diém Apgar hay t& vong so sinh véi p > 0,05.
Nhu véy, két qua nghién cttu da cho thiy viéc
tiép tuc diing thudc trong sudt qué trinh mang
thai khong gy anh hudng dén két cuc thai ky,
vé ca me va thai.

Vay, ¢ thoi diém hién tai, véi nhitng ching ct
da 6, viéc thai phu dung thubc khéng virus NAs
trong thai ky véi muc dich kiém soat tinh trang

viém gan B hay dé dy phong MTCT déu khong
gay anh hudng dén thai ky hién tai va tham chi
con gép phan lam giam ty 1& nhiém HBV tha
phéat & tré so sinh. VGi muc dich du phong, thoi
diém dung thubc thich hgp vin chua o rang,
dao dong tit khoang 24 — 32 tuan thai ky va TDF
1a thube duoc lya chon dau tay trong cac khuyén

cdo hién tai.

TOM LAI

Viém gan siéu vi B [a mot bénh 1y kha phd
bién trong dan sb, dic biét Viét Nam lai 1a viing
dich t& cta bénh. Phin 16n nhitng ca nhiém
déu thudc vao truong hgp nhiém tha phét do
MTCT. Véi chién luge du phong MTCT bing
vaccine va HBIG da bao vé dugc khoang 90%
trudng hop va 10% con lai sé thé hién vai trd cua
thubc khéng virus NAs. Vi nhitng bing ching
hién tai cho théy, stt dung thudc khang virus khi
mang thai khong gay nhitng két cuc x4u cho thai
ky, trén cd me va thai. Vi vay, nhitng thai phu
khi du chi dinh (HBV DNA > 5,3 log,, IU/mL
hay > 200.000 IU/mL hoic HBeAg (+) hoic
x0 gan) nén duge stt dung thube khang virus dé
ngin ngita MTCT. Theo khuyén cdo hién tai,
nhitng thai phu nay nén dugc du phong bing
TDF (dAu tay) bit dau tit 28 tudn va st dung
kéo dai cho dén lac sinh. Hon nita, néu thai phu
da ubng NAs trude khi mang thai dé kiém soét
bénh thi viéc tiép tuc st dung cing khong gy
thém nhitng bat loi ndo trong thai k.
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