DANH GIA BAP UNG MIEN DICH SAU TIEM TIEM PHONG VIEM GAN B
THEO LICH 0-1-2-11 THANG O TRE Gl'l'IVII_E MANG KHANG NGUYEN HB;A,
TAI THANH PHO THAI BiNH

PHi BUC LONG - BHY Thdi Binh

NGUYEN THI VINH HA, NGUYEN VAN BANG - DHY Ha Néi

TOM TAT

Viém gan virus B la bénh Ilay truyén c6 tinh toan
cau, c6 khodng 350 triéu ngudi mang virus man tinh.
Pa s6 céac trudng hdp nay la do 14y truyén tir cac ba
me mang HBV man tinh sang con, c6 thé trong tir
cung hodac do tiép xtc vdi dich, mau lac sinh.Tiém
phong vacxin viém gan B la bién phap hiéu qua
phong tranh lay truyén me con. Muc tiéu nghién
cuu: danh gia dap tng mién dich sau tiém phéng
vacxin viém gan B theo lich 0-1-2-11 thang 6 tré cé
me mang khang nguyén HBsAg. Budc dau tim hiéu
moi lién quan muc dé dap tng mién dich cla tré vai
mot s6 dau &n virus viém gan B. Déi tuong phuong
phdp nghién cuu: 42 ba me mang khang nguyén
HBsAg da sinh con tai Bénh vién Phu san Thai Binh.
Mau me va mau cubng rén dugc xét nghiém cac déu
&n cla virus viém gan B. Tiém phong vacxin VGB mii
1 cho tré trong vong 12h dau va luc 1-2-11 thang véi
liéu 10ig/0,5ml vacxin Engerix B. Kiém tra sau tiém
phong dé€ danh gia xac dinh hiéu gia khang thé (anti
HBs) va cac maker viém gan B. Két qua nghién ctiu:
Ty 1é con clia cac san phu mang HBsAg dap tmg
mién dijch véi vaccin viém gan B la 80,95% luc 12
thang (34/42). Mdi nhdc lai thir 4 ¢6 vai tro quan trong
trong viéc lam tang néng dé khéang thé sau tiém phong
tor 7,79+ 15,36mUl/ml luc 3 thang 1én 49,68+45,66
muUl/ml luc 12 thang. C6 8/42 (19,05%) tré sau tiém
phong vén c6 HBsAg(+).Tré sinh ra ttf nhitng ba me
mang HBsAg néu co6 HBsAg trong mau cuo'ng rén thi
ty 16 HBsAg(+) sau tiém chung cao hon tré khong co
HBsAg trong mau cuong rén voi p<0,001. Két ludn: Ty
1é c6 dap tmg mién dich vdi vacxin viém gan la
80,95%. MUi nhéc lai thir 4 ¢o vai tro quan trong trong
viéc tao khang thé€ sau tiém phong. C6 19,05% s tré
sau tiém phong c6 HBsAg(+). Sau tiém ching, ty 1é
HBsAg(+)  nhom tré HBsAg(+) trong mau cuéng rén
cao hon ¢6 y nghia théng ké so vdi tré HBsAg (-) trong
mau cudng rén.

Ttr khoa:viém gan virus B, lay truyén, vacxin
viém gan B.

SUMMARY

Background. Hepatitis B is a global
communicable disease, associated with an estimated
350 millions chronically infected patients. Mother to
child transmission occurs often, either in uterus or
through expose to blood or blood contaminated fluids
at or around birth. Hepatitis B vaccine prevent the
transmission from mother to child.

Objects.1. Evaluate the immunological effect of
hepatitis B immunisation 0-1-2-11 month schedule in
newborn of mothers positive for hepatitis B surface
antigen.2. Analyse the relation between the

immunological effect of hepatitis B immunisation and
HBYV markers.

Methods. 42 HBsAg mother cariers delivered in
Thai Binh Obstetrics and Gynecology hospital from
12-2008 to 12-2009. They were documented and
tested HBV markers in maternal and cord blood
samples. All infant newborns receiveid the first dose
of single- antigen hepatitis B vaccine (Engerix B
10ig/0,5ml) < 12 hours of birth. They completed the
hepatitis B vaccine series with single vaccine antigen
according to a 0-1-2-11 month  schedule.
Postvaccination testing was performed at 3 and 13
month of age on 42 infant to measure the anti-HBs
titer and detect HBV markers.

Results. The level of serum anti-HBs antibodies
considered protective (>10mUl/ml) was detected in
34/42(80,95%). The fourth dose at 11 month of age
is essential in increasing anti-HBs titer from 7,79+
15,36 mUI/ml at 3 month to 49,68+45,66 mUIl/ml at
12 month of age. At 12 month of age, HBsAg
positive  was detected in 8/42 (19,05%).
Postvacination, the percentage of being positive
HBsAg for infant of HBsAg positive in cord blood
sample is significantly higher than for infant of
HBsAg negative in cord blood sample.

Conclusion. The prevalence of infants who have
protective level of anti-HBs antitibodies titer is
80,95%. The fourth dose at 11 months of age is
essential. 19,056% infants of positive HBsAg mother
have positive HBsAg at 13 months of age.
Postvacination, the percentage of being positive
HBsAg for infant of HBsAg positive in cord blood
sample is significantly higher than for infant of HBsAg
negative in cord blood sample.

Keywords: hepatitis B virus, transmission, HBV
vaccine

DAT VAN BE

Viém gan B do virus (Hepatitis B virus — HBV) Ia
mot bénh ¢é tinh 13y truyén cao va dang 1& bénh phé
bién trén toan cau. Hién nay trén toan thé gi6i ¢
khodng hon 350 triéu ngudi mang HBV man tinh. Pa
s8 cac trudng hop nay la do lay truyén tif cac ba me
mang HBV man tinh sang con, c¢6 thé trong ti cung
ho%c do ti€p xtc véi dich, mau lic sinh. M6i ndm c6
khodng 2 triéu ngudi t& vong do hau quéa ctia nhiém
HBV. Chau A va Tay Thai Binh Duong la ving luu
hanh cao cla bénh, chiém khoang 70-75% s& nhiém
siéu vi B man tinh trén toan thé gisi. Viét Nam ndm
trong viing dich t& clia bénh, ty 1& méc ti 15-20% dan
6, udc tinh khodng 6-10 triéu ngudi nhiém HBV. Tuy
nhién, theo c4c t& chlic nghién cu vé viém gan siéu
vi B thi bién phap phong chéng hitu hiéu nhat la tiém
phong vacxin viém gan B. TU nam 1981 vacxin viém
gan B thé& hé th(r nhat bat dau dudc phép luu hanh tai
My, tir @6 dén nay da co6 ba thé hé vacxin viém gan B
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dudc dua vao s dung tuy theo tinh chat khang
nguyén clia HBsAg. Tiém phong phé cap cho tré em
14 chién Iugc kim soat c&n ban tinh trang nhiém HBV
trén toan thé gidi. Nam 1991 céc td chiic ¢ van toan
cau vé chuong trinh tiém chdng mé rong ctia T8 chiic
Y t&€ Thé gidi (WHO) da kéu goi cac nudc co ty 1é
nhiém HBV trén 8% nén dua v&c xin nglia viém gan B
vao chuong trinh tiém chlng cho tat ca tré so sinh.
Dén nam 1996 da c6 hon 100 nudc da dua chung
nglia viém gan B vao chuong trinh tiém chiing mé réng
clia quéc gia. o] Viét Nam chiing ngu’a viém gan B
dugc dua vao chuong trinh tiém ching mé réng tir nam
1997. Tiém phong vacxin viém gan B, s dung huyét
thanh khang viém gan B (HBIG) hodc phdi hop tiém
phong vacxin va HBIG |a cac bién phap hiéu qua trong
viéc phong tranh lay truyén viém gan B tif me sang
con. 6 Viét Nam da c6 mdt sd nghién cliu vé dap Ung
mién dich sau tiém phong vacxin viém gan B & tré em
[1,2]. Tuy vay chua c6 nghién cliu nao tap trung vao
d6i tugng con cla cac ba me mang khang nguyén
HBsAg Thuc t& doi h0| cé nhu’ng chu’ng c6 khoa hoc
dé nang cao hiéu qua phong bénh viém gan B 4 nuée
ta. Chang t6i tién hanh dé tai nghién ctu “Panh gia
dap (ing mién dich sau tiém phong vacxin viém gan B
theo lich 0-1-2-11 thang & tré ¢c6 me mang khang
nguyén HBsAg tai thanh phS Thai Binh” véi cac muc
tiéu sau: Danh gia kha nang dap (ng mién dich sau
tiém phong vacxin viém gan B theo lich 0-1-2-11 thang
4 tré c6 me mang khang nguyén HBsAg. Budc dau tim
hiéu mai lién quan mic do dap Gng mién dich cla tré
vGi mét s6 dau &n virus viém gan B.

POl TUONG PHUONG PHAP NGHIEN CcUU

1. Ddi tugng nghién cttu

- GOm 42 san phu thudng trd tai Thanh phé Thai
Binh dén sinh con tai bénh vién Phu san Thai Binh ti
12-2008 dén 12-2009 c6 HBsAg(+) truGc sinh

- Con clia cac san phu cé HBsAg(+).

2. Tiéu chuan loai trir

- San phu c6 bénh gan mat, khéng xét nghiém
HBsAg trudc sinh, khéng séng tai thanh phd Thai Binh

- Tré so sinh <2500g, ngat sau dé, tuadn hoan hé
hap sau d& khong &n dinh, khéng tiém phong day di 4
mi vacxin viém gan B theo lich tiém 0-1-2-11 thang,
khong 18y mau sau tiém phong vao ldc 12 thang.

3. Phuong phap nghién curu.

- S dung phuong phéap nghién clu thuan tap
tuong lai

- Tat ca bénh nhan déu duoc thu thap théng tin
theo mét mau benh an thong nhét

- Lay 3ml mau san phu trudc chuyén da va mau
cudng rén cua tré c6 me HBsAg(+), tach huyét thanh,
luu gilt huyét thanh & -20° C.

- Tiém phong cho tré trong vong 12 h dau sau
sinh vacxin Engerix B liéu 10 ig/ 0,5 ml vao mat trudc
bén dui. Tiép tuc tiém phong vacxin Engerix B cho tré
vao luc 1,2,11 thang.

- Sau 4 tuan tiém mii 3 va mii 4 (Luc 3, 12
thang), lay lai mau dinh luong khang thé (anti-HBs)
va xac dinh cac ddu an cua virus viém gan B nhu

HBsAg, HBeAg, anti-HBe, tai B6 mén Mén dich —
Sinh ly bénh BHY Ha Néi.

- Ky thuat ELISA xac dinh cac ddu &n viém gan
virut B t& mau cuéng rén, mau me nhu HBsAg,
HBeAg, anti HBe.

KET QUA NGHIEN cUuU

Bang 1: Ty |é dap (ng mién dich (%) v6i vacxin
viém gan B theo lich tiém 0,1,2,11 thang & tré c6 me
mang HBsAg

2 3 thang 12 thang
Tuoi m %, m % p
Khéng dap tng n_1ién dich| 22 | 68,75 8 | 19,05 0.0001
Cod dap ingmiéndich | 10 | 31,25 | 34 | 80,95 '
Tong 32 100 42 1 100

Ty |é c6 dap tng mién dich luc 3 thang la 10/32
(31,25 %) Luc 12 thang la 34/42 (80,95 %).

Bang 2: Nong d6 khang thé anti-HBs trung binh
dat dugc sau tiém vacxin viém gan B theo lich
0,1,2,11 thang & tré c6 me mang HBsAg

Tuoi 3 thang (n=32) 12 thang (n=42) p
Nong do 7,79+ 15,36 49,68+45,66
khang mUl/ml mUl/ml
théant- | (OmUml- (0 mUlimk <0,001
HBs 71,6mUl/ml) 169,1mul/l)

N6éng dé khang thé anti-HBs tang lén rd rét & thdi
diém 12 thang so véi thi diém 3 thang véi p<0,001.
Bang 3: Ty 1é mang HBsAg(+) & tré con céc ba me
mang HBsAg Iuc 12 thang

K&t qua HBsAg S6 truong hgp Ty 1&
Duong tinh 19,05%
Am tinh 34 80,95%

Tong s6 42 100%

Sau khi tiém phong di 4 mii vacxin van con 8/42
truong hogp tré c6 HBsAg (+) chiém ty 1& 19,05%.

Lién quan gilta dap (ng mién dich sau tiém
phong vacxin viém gan B va mét sé dau an ctia HBV

Bang 4: Két qué HBsAg sau tiém ching & tré con
cac ba me mang HBsAg(+) va HBeAg(+) va cac ba

me HBsAg(+) va HBeAg(-)
HBsAg HBeAg me
con lic HBeAg(+ HBeAg(- 2
12thang [ n LTS Tang |
HBsAg(+) | 3 | 2727% | 5 | 16,13% 8 50 05
HBsAg(-) | 8 | 7273% | 26 | 83,87% | 34 '
Tong 11 100% | 31 100% 42

Ty & tré HBsAg(+) luc 12 thang & tré cd me
HBsAg(+) va HBeAg(+) 1a 27,27% cao hon nhom tré

c6 me HBsAg(+) va HBeAg(-) la 16,13%.

biét khong co6 y nghia théng ké.
Bang 5: Két qué HBsAg sau tiém ching & tré con

Su khac

cac ba me mang HBsAg(+) va anti HBe(+) va cac ba

me HBsAg(+) va anti-HBe(-)
HBsAg Anti-HBe me
con ltc Anti-HBe(+ Anti-HBe(- 2
12thang [ 0/(o ) N O/E,) Tong | p
HBsAg(+) | 3 | 2500% | 5 | 16,67% 8 50 05
HBsAg(-) | 9 | 7500% | 25 | 83,33% | 34 '
Tong 12 | 100% | 30 | 100% 42

Ty 1& HBsAg(+) lic 12 thang & tré c6 me
HBsAg(+) va anti-HBe(+) la 25,0% cao hon nhém tré
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c6 me HBsAg(+) va anti-HBe(-) Ia 16,67%. Tuy nhién
su khac biét khéng co y nghia thong ké.

Bang 6: Lién quan gilia két qua HBsAg sau tiém
chiing va tinh trang HBsAg trong mau cuéng rén &
tré c6 me mang khang nguyén HBsAg

HBsAg mau cudng ron
HBSA COn PR ag+) | HBsAg) | 4
luc 12 thang - % - % Tong p
HBsAg*) | & | 800 0 | 0 | & | <0,01
HBsAg() 2 | 200 | 32 | 100 | 34
Tong 10 100 32 100 42

Ty 1& HBsAg(+) sau tiém ching & tré c6 mau
cudng rén mang HBsAg la 80,0% (8/10) con & tré c6
mau cudng rén HBsAg(-) 1a 0%(0/32). Su khac biét c6
y nghia théng ké p<0,001.

Bang 7. So sanh ty 1& c6 dap (ng mién dich luc 3
thang gilra tré c6 me mang HBsAg(+) va HBeAg (+)
va me mang HBsAg(+) va HBeAg(-)

Dép (ng mién dich lic 3thang | Téng
HBeAg me = o
“ | Khongdapimg | Co dép ing p
HBsAg(+) . % o % n|%
HBeAg(+) 7 6364 | 4 |36,36| 11 {100 5005
HBeAg(-) 15 7143 | 6 285721 [100] ™
Tong 22 10 32

Ty 1é cb6 dap (ing mién dich 6 thdi diém 3 thang &
tré c6 me mang HBsAg(+) va HBeAg(+) 1a 36,36% cao
hon tré c6 me mang HBsAg(+) va HBeAg(-) 1a 28,57%
nhung su khac biét khéng c6 y nghia thong ké.

Bang 8: So sanh ty 1& c6 dap (ng mién dich luc 3
thang gilia tré c6 me mang HBsAg(+) va anti-HBe (+)
va me mang HBsAg(+) va anti-HBe(-)

. Dap (ng mién dich luc 3 thang | Téng
Anti HBe me
* | Khong dép ing | C6 dép ung o p
HBsAg(+) 0 % o % n | %
Anti-HBe(+) | 4 57,14 3 4286 7 [100 50 05
Anti-HBe(-) | 18 | 72,00 7 1280025 (100|
Téng 22 10 32

Ty I& cb dap ing mién dich luc 3 thang & tré cd me
mang HBsAg(+) va anti-HBe(+) |4 42,86% cao hon tré
c6 me mang HBsAg(+) va anti-HBe(-) la 28,00%
nhung su khac biét khéng c6 y nghia théng ké.

Bang 9: So sanh néng dd anti-HBs lic 12 thang
gilra tré c6 me mang HBsAg(+) va HBeAg(+) va me
c6 HBsAg(+) va HBeAg(-)

HBeAg clia me

HBeAg(+) N=11 HBeAg(-) N=31 P
Nong do anti 56,87+ 47 87+
-HBs con ltc 61,42mUl/ml 38,88mUl/ml >0,05
12 thang (0-169,1) (0-150,7)

Su khac biét v& néng d6 khang thé sau tiém
ching gilra nhém tré con cla cac ba me mang
HBsAg(+) va HBeAg(+) va nhom tré c6 me mang
HBsAg(+) va HBeAg(-) la khéng co y nghia thong ké.

Bang 10: So sanh ndng dd anti-HBs IGc 12 thang
gilra tré c6 me mang HBsAg(+) va anti-HBe(+) va me
c6 HBsAg(+) va anti-HBe(-)

Anti-HBe clia me
Anti-HBe(+) N=12 | Anti-HBe(-) N=30 P
Néng do 50,13+ 49,50+
anti-HBs con 51,57mUl/ml 44,04mUl/ml >0,05
ldc 12 thang (0-169,1) (0-165,8)

Su khac biét vé néng dd khang thé sau tiém
chling gitta nhém tré con cla cac ba me mang anti-
HBs(+) va anti-HBe(-) va nhém tré c6 me mang
HBsAg(+) va HBe(-) la khong cé y nghia théng ké

BAN LUAN

Qua két qua clia chang téi cho thdy ty I& co6 dap
(mg mién dich bao vé (antiHBs>10 mUI/ml) 14 80,95%
ltc 12 thang tudi. K&t qud nay tuong duong mét s&
nghién ciiu clia céac tac gia khac trong nudc. D6 Tuan
Dat ty 1& c6 dap (ng mién dich & mic dd bao vé la
80,4% (49/61 tré)[1]. Trong nghién cGu ctia Nguyén
Thi Tuyét Nga, Vvdi lich tiém 0-1-6 vao lic 7 thang
tudi ty 1& c6 dap Ung mién dich la 87,8% (36/41). Véi
lich tiém 0-1-3-12 ty 1& c6 dap (ng mién dich la
86,36% (38/44) Iuc 13 thang tudi [2]. Ty 1é tré khong
c6 dap (ng mién dich trong nghién ciu clia ching toi
la 19,05% th&p hon so véi nghién clu cla cac tac gia
Canada [4] nhung cao hon nhiéu so véi mét s tac
gia khac. Nghién c(u clia Gallo trén 85 tré sinh ra tuf
cac ba me mang HBsAg cho thay chi c6 2 tré (2,4%)
khéng c6 dap (ing mién dich [6]. Poovorawan va CS
chi c6 3,8% khéng c6 dap Gng mién dich [7].
Darmiani nghién c(u trén 22 tré cho thay ti 1& dap (ing
mién dich sau tiém phong la 100% [5]. Diéu d6 ching
t6 ring ty 1& khéng co6 dap (ing mién dich & tré sinh ra
tr cac ba me mang HBsAg la khac nhau gilta cac khu
vuc trén thé gidi.

Ty 1& c6 dap (ng mién dich luc 3 thang chi cé
31,25%, va & thdi diém 12 thang tang dén 80,95%.
Nong khang thé trung binh IGc 12 thang la
49,68 °45,66 mUI/ml cao hon mét cach c6é y nghia
théng ké so véi néng do khang thé trung binh lic 3
thang 1a 7,79 * 15,36 mUl/ml. Diéu nay cho thdy mi
thr tu luc 11 thang 1a réat can thiét trong viéc lam
tang dap (ng mién dich 6 tré c6 me mang HBsAg.
Tuy nhién néng d6 khang thé dat dudc lic 12 thang
thap, chi c6 5/34 tré c6 dap (ing khang thé & m(ic100-
1000 mUI/ml, con lai 29/34 tré c6 dap (ng mién dich
& mic 10-100 mUl/ml. Biéu nay cho thay viéc kiém
tra hiéu gia khang thé sau tiém chiing & nhiing tré
con clla cac ba me mang HBsAg la can thiét.

Két qua nghién ciiu clia ching t6i cho thay sau
tiém chlng van con 19,05% (8/42) s6 tré c6 HBsAg
(+). Nghién cGu cla chung t6i ciling phu hop véi
nghién cu clia D6 Tudn Dat |a 18% (11/61) sb tré
sau tiém chiing van c6 HBsAg(+)[1]. Tuy nhién khi so
sanh v6i mét s6 tac gid nudc ngoai khac thi i 1& cla
ching téi lai cao hon. Roome & My ty 1& tré c6
HBsAg(+) sau tiém phong la 1,3% [8], Jang JR & Dai
loan la 2,4%, Chernesky & Canada la 7,2% [4],
Trung Quéc 1a 13,7%-14,7% [9,10]. S& di c6 su khac
nhau nay cé thé do ty 1& ngudi me mang HBsAg co
HBeAg (+) & Viét Nam, Trung quéc cao hon céc khu
vuc khac [2,3].

Qua két nghién ciu cla ching t6i  chua thay c6
méi lién quan gilra dap (ing mién dich sau tiém phong
vacxin VGB 6 tré c6 me mang khang nguyén HBsAg
véi tinh trang mang hay khong mang HBeAg, anti-
HBe & me. K&t qua nay cb6 su khéac biét v6i mét sé tac
gia trong nuéc. Theo nghién ciu clia D& Tuan Dat thi
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nguy ¢o tuong déi c6 HBsAg duong tinh & tré sinh ra
tUr cac ba me mang dong thoi cd HBsAg/HBeAg so
véi nhém tré sinh ra tir cac ba me chi c6 HBsAg
duong tinh don thuan 1a 16,5[1]. C6 thé do s6 bénh
nhan trong nghién cu clia chang t6i chua da I6n do
vay chua phat hién dugc mai lién quan nay.

Tré sinh ra tr cac ba me mang khang nguyén
HBsAg néu c6 HBsAg trong mau cudng rén thi ty 1&
HBsAg(+) sau tiém phong cao hon so véi tré khong
mang HBsAg trong mau cudng rén rd rét vai p<0,001.
Két qué nay ciing phl hop véi nghién ciiu clia mét sé
tac gid khac nhu nghién clu cla Nguyé&n Thi Tuyét
Nga thi trong 12 tré c6 mau cuéng ron duong tinh vdi
HBsAg, 3 tré van c6 HBsAg(+) du dudc tiém phong
theo lich 0-1-6 hoac 0-1-3-12[2]. Theo nghién ciiu cla
D6 Tuan Dat tat ca s6 tré HBsAg(+) sau tiém chiling
déu c6 ADN VGB duong tinh trong mau me, mau
cudng rén va mau con lGc 8 thang tudi [1].

KET LUAN

1. Ty & c6 dap (ng mién dich bdo vé & tré c6 me
mang HBsAg trong nghién clu nay la 80,95%. Mi
th 4 luc 11 thang c6 vai tro quan trong trong viéc tao
khang thé sau tiém phong. C6 19,05% s6 tré sau tiém
phong c6 HBsAg(+).

2. Tré sinh ra tir nhiing ba me mang HBsAg néu
c6 HBsAg trong mau cudng ron thi ty 1& HBsAg(+)
sau tiém chling cao hon c6 y nghia théng ké so véi
tré khong c6 HBsAg trong mau cudng rén.

Kinh phi thuc hién dudc hd trg moét phan tur dé tai
Bd Y té “ Nghién ctu kha n&ng lay truyén HBV tir me
sang con va 2 bién phap tiém phong vacxin hién nay
4 Viét Nam”
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