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VIEM GAN B VA THAI NGHEN

Trén Van Huy

Tém tét

Miéc du da c6 nhitng tién bd dang ké trong chan doan va diéu tri viém gan B néi chung, viéc
quan ly nhiém HBV trong thai ky van ludn 1a mot thach thitc 16n cho cac nha 1am sang gan
va san phu khoa. Lay truyén HBV chu sinh tir me sang con van la duong lay phd bién nhat
& cac nude c6 tan suat nhiém HBV cao, bao gom ca Viét Nam. Nhiing nghién cttu gan day
da dem lai nhiéu di liéu méi cho chién luoc theo doi, diéu tri nhiém HBV trong thai ky. Bai
tong quan nay sé€ cap nhat va thao luan cac thong tin, khuyén cdo méi nhat cia Hoi Gan
Chau A-Thai Binh Dwong 2/2012 va Hoi Gan Chau Au 4/2012 vé dién bién, theo doi, diéu tri
viém gan B trong thai ky cling nhw vé chi dinh diéu tri HBV nham lam giam t6i da nguy co
lay truyén HBV tir me sang con.

Abstract

HBV infection in pregnancy

Despites the progresses in diagnosis and therapy of chronic hepatitis B, the management of
HBYV infection in pregnancy is still a challenge in clinical practices. Perinatal transmission,
the transmission of infection from a pregnant woman to her newborn, is really responsible
for the high prevalence of this infection in high-risk developing countries including Vietnam.
The information on the impact of HBV infection on pregnancy or vice versa, the management
of HBV therapy in pregnancy and how to minimize the vertical transmission will be updated
and discussed in this review.
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Truwong DH Y Dwoc Hué

bat vén dé

Theo théng ké cua T6 chic Y Té thé
gioi, c6 2 ty nguoi dang hodc da tung
nhiém virus viém gan B (HBV), trong d6
c6 khoang 400 triéu mang HBV man tinh
[2], véi nguy co cao dan dén xo gan va ung
thuw gan nguyén phat. Mac du da c¢é nhiéu
tién bo 1on trong chan doan, du phong

TAP CHI PHU SAN - 10(3), 35-41, 2012

va diéu tri viém gan B, tuy nhién nhiém
HBV va thai ky van con nhiéu van dé phai
giai quyét. Bai tdng quan nay sé cap nhat
mot sO thong tin gan day, dac biét la ti hai
khuyén cdo ctia hoi nghi gan chau A-Thai
Binh Dwong (APASL) 2/2012 va Hoi Gan
Chau Au (EASL) 4/2012, vé tac dong qua
lai gitta nhiém HBV va thai ky, chi dinh
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di€u tri HBV trong thai ky cting nhw cac
bién phdp t&i wu nham giam thiéu dén
muc thap nhat nguy co lay truyén tir me
sang con.

Dién bién va qudn ly nhiém HBV trong
thai ky

Tac dong qua lai giita nhiém HBV va
thai nghén:

Cac két qua nghién ctu hién nay vé
dién tién cta nhiém virus viém gan B
(HBV) trong thai ky van con trai nguoc
nhau. C6 tac gia cho rang phan l1én bénh
gan ctia cac thai phu bi nhiém HBV khong
ndng lén trong thai ky [16], trong khi mot
sO tac gia khéc lai néu 1én nhitng dot cap
hay suy gan t6i cap xay ra trong khi mang
thai [22].

Nguoc lai, mot sd bao cao khéc ciing cho
rang nhiém HBV ciing c6 thé dan dén cac
hau qua khong tot khi mang thai va sinh.
[6,19] Trong mot nghién cttu so sanh gitta
253 phu nit mang thai c6 HBsAg (+) voi
nhom ching cé cung s6 bénh nhéan, Tse va
cong su thay rf”mg: nhém bénh o ti 1€ sinh
non duwdi 34 tuan cao hon (4,7% & 1,2%; p =
0,033), ti 1é de doa sinh non truede 37 tuan cao
hon (11,9% & 6,3%; p = 0,030), ti 1¢ dai thao
duong thai nghén cao hon (19% & 11%; p =
0,012) va ti 1é xuat huyét ngay ltc sinh cao
hon (11,5% & 5,5%; p = 0,026) so v&i nhom
ching[19]. Mot nghién cttu khac so sanh
gitta 1138 thai phu nhiém HBV va 12545
phu nit khong nhiém HBV cho thay nguy
co xudt hién dai thao duong thai nghén tang
mot cach dang ké véi OR: 1,24 (khoang tin
cay 95%: 1,01-1,51) [6]. Ngoai ra, c6 nghién
cttu cho thay chi s6 Apgar ¢ thoi diém 1 va 5
phut sau sinh & nhitng dtra tré sinh ra tir cac
ba me nhiém HBV thap hon so véi con ctia
nhitng phu nit trong nhém ching (p = 0,001
va p=0,007) [19].

Sangloc viém gan B ¢ phu nit mang thai

Theo cac khuyén céo cua hoi Gan Hoa
Ky (AASLD) va hi Gan Chau Au (EASL)
2009, tat ca phu n&t mang thai nén di xét
nghiém HBsAg trong 3 thang dau cua thai
ky. Véc xin viém gan B an toan cho bat ctt
giai doan nao cta thai ky, do d6, moi phu
nt mang thai ma chwa co mién dich va
c6 nhiéu nguy co nén di tiém chung viém
gan B [17,18].

Nhitng phu nit c6 xét nghiém HBsAg am
tinh & 3 thang dau ma chua c6 mién dich va
c6 nhiéu hanh vi nguy co trong thai ky hodc
nhitng bénh nhan chwa duoc sang loc truede
d6 ciling can xét nghiém vao thoi diém sap
sinh. Néu HBsAg (+), can tu van, lam thém
cac xét nghiém bo sung va diéu tri cho bénh
nhan néu can.

Diéu tri viém gan B trong thai ky

Chi dinh diéu tri cac thudc khang HBV
& phu nit mang thai cAn duoc can nhac dén
hiéu qua, nguy co khang thudc, sy an toan
va phan nhom anh huwong cua thude doi véi
thai ky.

Trude hét, van dé ké hoach hoéa gia dinh
can duoc thao luan ky véi cac phu niv trong
d6 tudi sinh dé truwée khi bit dau diéu tri
HBV. Nhitng phu nit nay can duoc thong tin
ddy du vé cac van dé an toan cta thudc néu
c6 mang thai.

Néu bénh nhén c¢é thai ngoai y mudn
khi dang di€u tri thudc khang HBV, chi
dinh diéu tri tiép tuc nén duoc can nhac hét
stc ky ludng. Viéc quyét dinh tiép tuc hay
ngung diéu tri phu thudc vao nhiéu yéu t&
khac nhau nhu: tudi thai ltic phat hién, tinh
trang bénh li gan, nguy co tac dung phu cta
thudc doi voi me (ddc biét trong giai doan
som caa thai ky) cing nhu nguy co khi
ngung thudc [17].

Ti 1é khuyét tat bdm sinh trong toan
dan thong ké tir 1989-2003 la 2,72/100 treé



so sinh song (khoang tin cay 95% la 2,68-
2,76) va ti 1é cac khuyét tat phat hién som
trong 7 ngay dau sau sinh la 2,09/100 tré
so sinh sdng (khoang tin cay 95% la 2,07-
2,12) [1]. Con ti 1é khuyét tat bam sinh lién
quan céac thudc cé chtra tenofovir la 2,4%
khi dung thudc ¢ 3 thang dau va 2,0% khi
diéu tri tir thang thw 4 trd di (bang 1). Cac
nghién cttu nay cho thdy dung tenofovir
trong thai ky khong lam tdng nguy co
cac khuyét tat bAm sinh. Van dé t&€ nhi la
nhting ba me khong dung thudc diéu tri
viém gan B ciing c6 thé ¢ con bi khuyét
tat bam sinh va khong thé dé dang phan
biét duwgc nhitng bat thuwong bam sinh d6
la do thu6c khang virus viém gan B hay do
nhiing yéu t6 khac[1]. Vi thé, viéc diéu tri
thudc khang virus viém gan B chi nén tiép
tuc néu loi ich 16n hon nguy co sau khi da
can nhac ky cang va tie van cho san phu va
gia dinh.
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Theo khuyén céo ctia hdi Gan Chau Au
nam 2012, chi dinh diéu tri twong tu duoc
ap dung cho nhiing phu n&t ma trong lan
chan doan dau tién da c6 viém gan B man
trong sudt thai ky. Nhitng bénh nhéan c6 xo
hda gan tién trién hodc xo gan can duoc xac
dinh 1a phai diéu tri lién tuc, nhung can xem
xét lai thudc di€u tri. Peg-Interferon phai
duoc ngung va bénh nhan nén duoc diéu
tri tiép tuc véi cac dong chat cua nucleoside
(NA), trong do cac NA thuoc nhém C caa
FDA, dac biét la adefovir va entecavir, nén
duoc chuyén sang dung nhém B. Trong s
cac NA thuoc bang B ctia FDA, tenofovir
dugc wa thich hon vi c6 hiéu qua tot, rao
can di truyén cao (high genetic barier) va dix
liéu vé tinh an toan trong thai ky da c6 san.
Mot yéu t6 ung ho cho Tenofovir la ching
ta da c6 nhiéu kinh nghiém vé tinh an toan
khi diing Tenofovir cho cac san phu nhiém
HIV-AIDS trong mot thoi gian dai.

Bdng 1. Loi ich va tdc hai ctia cdc thudc khdng virus viém gan B
d@li 06i thai k}] [Nguén: APRSC 2011] [1]

Loai thuéc Phan loai Ti lé di tat/

ctia FDA d6i s6 tré so sinh

voithaiky | song khi

dung thudc

6 3 thang dau

(% (n/N))
Adefovir C 0

(0/42)
Entecavir [3] |C 4

(1/25)
Lamivudine |C 3.1

(118/3864)
Telbivudine |B 0

(0/7)
Tenofovir B 2.4
[12] (26/1092)

Ti 1é di tat/s6 Loi ich va tac hai khi
tré so sinh s6ng dung trong thai ky

khi dung thudc

tir thang tha tw

tré di (% (n/N))

0 Khong dugc khuyén cao
(0/0)
0 Khong dwoc khuyén céo
(0/2)
2.7 Dt liéu nhiéu, an toan
(169/6230) cho nguoi.
Hién khong con la thudc
dau tay
Ti 1é d€ khang cao
0 Twong d6i an toan
(0/8) it di liéu hon
lamivudine va tenofovir
Hién cting khong phai la
thudc diéu tri dau tay
3.0 Kha an toan cho thai ky
(13/639)
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Diéu tri khang HBV va lay truyén HBV
me-con:

Du phong lay truyén HBV chu sinh, ma
xay ra chu yéu trong lac sinh, duoc thuchién
mot cach truyén thong 1a phdi hop gay mién
dich thu dong (bé“mg tiém immunoglobulin
ctia HBV -HBIg) va chtu dong (bang tiém
vaccine HBV). Tuy nhién nhiéu nghién ctu
cho thay nhiing chién luoc nay c6 thé khong
hiéu qua trong mot ty 1€ tré so sinh cta
nhitng ba me c6 tai luwong virus cao (HBV
DNA huyét thanh >10°7 ITU/ml) va hau hét la
c6 HBeAg duong tinh, nhitng ba me nay co
trén 10% nguy co lay truyén doc HBV mac
du duoc dung HBIg va tiém vaccine.

Gan day, da c6 nhiéu nghién ctru vé viéc
diéu tri viém gan B trong thai ky nham
lam giam nguy co lay truyén me- con. Mot
s0 nghién cttu da chiing minh nguy co lay
truyén viém gan B tit me sang con tang cao
0 nhitng nguwoi me c6 nong dd virus trong
mau cao (>8log, copies/mL or ~7.3 log, U/
mL) [2,20], két qua nay cho thdy can c6 cac
diéu tri giup lam giam HBV DNA me ngay
truede khi sinh.

Thuc vay, ndong do virus trong mau me
o vai tro quan trong trong viéc lay truyén.
Trong mot nghién cttu bénh-chiing theo doi
doc trén 773 nguoi me HBsAg (+), Burk va
cong sy nhan thdy ¢ nhém san phu c6 HBeAg
(+) va HBV DNA 2> 1.4 ng/mL, nguy co lay
truyén me con tang gap 147 1an so véi nhdém
HBeAg (+) nhung HBV DNA <0.005 ng/mL.
Ngay ca trong nhém HBeAg (-), nguy co lay
truyén clng tang lén 6 nhém c6 HBV DNA
cao.

Nam 2009, Xu va cong su tién hanh mét
nghién cttu da trung tdm, ngau nhién, mu
kép c6 ddi chiéu, trén 114 san phu c6 HBsAg
(+) ¢ Trung Qudc va Phillippin ¢ HBV DNA
cao (> 1000 mEq/mL hodc >8.3 log10 IU/mL o
thoi diém 1 ndm sau sinh, chi c6 18% nhiing

dita tré duoc tiém vac xin viém gan B, HBIg
va me duoc diéu tri bang Lamivudine c6
HBsAg (+), so vdi 39% trong nhém me dung
gia duoc (p=0.014) va chi c6 20% HBV DNA
(+) so v6i 46% trong nhom gia duoc (p=0.03).
Khoéng co tac dung nao trong nhom diéu tri
Lamivdine [21].

Nam 2011, Han va cng sy cong bo két
qua nghién cttu trén 229 san phu c6 HBsAg
(+) c6 HBV DNA cao (> 107copies/mL hoac
>6.3 log,, IU/mL) dwoc diéu tri Telbivudine
tir tudn 20 dén tuan 32 (n = 135 lan so v6i
nhom khéng diéu tri (n =94). Ca 2 nhém déu
dugc tiém véc xin va HBIg. Cac nha nghién
cteu cho thay Telbivudine da lam giam dang
ké HBV DNA, HBsAg va men gan trudc khi
sinh, dong thoi ty 1& lay truyén, danh gia
vao thang thit 7 sau sinh, la 0% trong nhom
diéu tri Telbivudine so véi 8% trong nhom
ching (p=0.002) [4,5].

Cudi cung, trong mot bao cao nam 2010,
phoi hop mién dich chu déng-mién dich thu
dong voéi st dung Telbivudine trong thoi
gian 15 tuan vao cudi thai ky da lam giam
lay truyén tir 23% xudng con 4% so voi mién
dich don thuan [4].

Xudt phat tir cac két qua nghién ctu
nay, hdi Gan Chau A - Théi Binh Duong
(2/2012) [9] va sau d6 la H6i Gan Mat Chau
Au thang 4/2012 da khuyén cdo st dung
telbivudine, lamivudine hoac tenofovir
(mdt thudc nhém B ctia FDA ¢6 hiéu qua)
dé€ du phong lay truyén HBV chu sinh va
trong ti cung trong ba thang cudi thai ky ¢
nhitng phu n&t mang thai c6 HbsAg duong
tinh v6i luwong virus cao (HBV DNA huyét
thanh >10%7 IU/ml) [2].

Can luu y 1a néu muc dich diéu tri chi
la d€1am giam nguy co lay truyén me-con
thi c6 thé ngung diéu tri trong 3 thang
dau sau sinh. Chu y theo doi sat sau khi
ngung thudc.



Hién tai van c6 rat it di kién vé viéc can
thiép mo sinh ¢6 gitip 1am giam nguy co lay
truyén me- con hay khong, do dé chi dinh
sinh m& cho cac san phu HBsAg (+) hién nay
van chua dugc khuyén cdo. [4,23]

Chi dinh va lwa chgn thuéc khaing HBV
0 san phu.

Nhu da dé cap o trén, Peg-interferon
la thudc bi chong chi dinh khi mang thai.
Lamivudine, Adefovir va Entecavir duoc
FDA xép vao nhém C cho phu nit mang thai;
Telbivudine va Tenofovir la nhiing thudc
nhom B. Sy phan loai nay dya trén nguy co
gay doc trong danh gia tién lam sang. Van
dé an toan cua entecavir trong thai nghén
van chwa duoc biét.

Ba lwa chon hién nay trong diéu
tri viéem gan B ¢ phu nit c6 thai la
lamivudine, telbivudine, and tenofovir. Uu
diém va nhuoc diém cta ting loai thudc
duoc trinh bay tém tat trong bang 1.

Lamivudine cé thé dugc sit dung trong
thai ky do hién c6 khé nhiéu dix kién vé loai
thudc nay. Ngoai ra Lamivudine con dugc
xép loai vao nhoém C theo FDA, titc la nhom
twong d6i an toan trong thai ky.[1], tuy
nhién chwa phai la lya chon ly tedng nhu
cac thudc thudc nhom B.

Nhuoc diém cua Lamivudine la ty 1& dé
khang cao va do d6 khong phai 1a diéu tri
duoc lua chon dau tay trong diéu tri viém
gan B noi chung.[10,11,12]. Khi lwa chon
lamivudine, can theo doi sat khi ngung diéu
tri thudc.

Hiéu qua va do an toan cta telbivudine
0 trong thai ky cting da dwoc khao sat, mac
du d@ kién va kinh nghiém diéu tri khong
duwoc day da nhu lamivudine. Tuy nhién,
telbivudine duwgc xép vao nhém B, cho
thay day la lua chon wu tién hon so vdi
lamivudine ¢ trong thai ky

Tenofovir, mot thudc khang HBV manh,
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x€p trong nhoém B ctia FDA, ciing la mot
thudc duoc wu tién chon lya trong diéu tri
viém gan B ¢ phu nit c6 thai. Dac biét nhitng
kinh nghiém va di liéu vé tenofovir ¢ bénh
nhan HIV mang thai cng cang cung cd
thém cho viéc st dung tenofovir trong tinh
huéng nay [11].

Hai thu6c khang HBV con lai 1a Entecavir
va peg-interferon alfa 2a déu duoc xép vao
nhom C.

Déi v6i phu nit trong dd tudi sinh dé ma
khong c6 xo hoa gan tién trién (advanced
fibrosis), néu c6 ké’hoach sinh con trong thoi
gian sép tdi thi nén tri hoan diéu tri lai mot
cach can trong cho dén khi dita bé duoc sinh
ra. Ddi véi phu nit trong d6 tudi sinh dé ma
c6 x0 hda gan tién trién hodc xo gan va déng
y thuc hién k& hoach hoa gia dinh thi nén
thir di€u tri Peg-interferon vi n6 duoc chi
dinh trong mot thoi gian han ché'[15]. Can
cha y la phai thiec hién bién phap tranh thai
hiéu qua trong qua trinh diéu tri bang Peg-
interferon. Néu khong thé diéu tri bang Peg-
interferon hoéc diéu tri bang thudc nay that
bai, viéc diéu tri bang cac thudc thuoc nhém
cac chat twong tu nucleoside (NA) can phai
duoc bit dau va duy tri, tham chi kéo dai
trong sudt thai ky trong twong lai. Tenofovir
la mot lwa chon hop ly nhat cho nhitng bénh
nhan nay [12].

Theo doi sau sinh

Tré so sinh ¢ me nhiém HBV va nhat
la HBeAg (+) c6 nguy co cao bi lay nhiém
HBV. Nguy co nay c6 thé 1én dén 70-90%
néu khong duoc tiém vac xin va HBIg day
dt. Do d6, cdn luu y tiém vac xin viém gan
B va HBIg cho tré so sinh ngay trong 12 gio
sau sinh. Hiéu qua ctia vac xin nay sé giam
dan sau khi sinh. [13]

Sau d¢, tiép tuc tiém bo sung thém 2 mai
vac xin (tong cong 1a 3 mfi: 1 mdi lic sinh-
mai tht hai sau 4 tudn-2 thang va mai th
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ba sau 6 thang); can xét nghiém lai HBsAg va
hiéu gid Anti-HBs ¢ thang tudi thit 9 va 15.[13]

Déng thoi chu y theo ddi cac dot viém
gan bung phat 6 nguoi me do ngung diéu
tri khang HBV trong thoi ky sau sinh.
Nhiéu nghién ctru cho thady sy phoi hop
mién dich chu dong va thu dong cé thé
dem lai hiéu qua bao vé 1én dén 95-100%
O tré so sinh, tuy nhién két qua théng bao
c6 thay doi tuy theo nudc va hé thong y té&
khac nhau [13]

Mot cau hoi duoc dat ra la van dé lay
truyén HBV khi bt me. Mac du c6 mét vai
thong bao 1é té vé su hién dién ctia HBsAg
trong stta me véi lugng thap nhung phan
16n nghién ctru cho thay viéc cho con bii me
khong lam tdng nguy co lay truyén HBV
0 tré so sinh c6 me HBsAg (+). Ngoai ra,
nhitng tré em cé tiém vac xin va HBIg sé
duoc bao vé khoi 1ay nhiém trong thoi gian

nay. Vi vy, CDC nam 2005 da khuyén cao
nguoi me HBsAg (+) ¢ thé cho con bu me
ngay sau khi sinh [13] v6i su than trong ddc
biét khi nam vt bi ni¢t hoac chay mau.

Két luan

D3 c6 nhiéu tién bo trong nhan thirc, theo
déi dién bién va can thiép nhiém HBV trong
thai ky. Chi dinh diéu tri cac thudc khang
HBV duong udng, nhat la cac dong chat cta
nucleoside thudéc nhém B, té ra an toan va
hiéu qua trong di€u tri viém gan B & phu nit
6 thai. Ngoai ra, 0 cac san phu co tai luong
virus cao, viéc di€u tri mot sd dong chat cta
nucleoside trong 3 thang cudi thai ky to ra
an toan va hiéu qua trong viéc gép phan lam
giam dén murc thap nhat, cung véi cac bién
phap mién dich cht dong bang vac xin va
mién dich thu dong véi HBIg, nguy co lay
truyén HBV tir me sang con.
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