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nghién cru cta chdng t6i, khéng cé phu nir nao
mang dot bién FVL.

C6 nhiéu gia thuyét dugc dat ra vé moi
tuong quan gitta tdng s6 alen dot bién va tinh
trang say thai lién ti€p, cho réng nhém & nhém
phu nit c6 tir 4 alen trG Ién c6 nguy cd sdy thai,
thai lvu gap nhiéu l[An nhém con lai. Trong
nghién cltu cla chlng toi, ty 1 siy thai lién tiép
& nhom phu nit ¢ it hon 4 alen dot bién cao hon
nhom cd s6 alen dot bi€én trén 4, tuong (ng
27,2% va 19,6%, va nguy co say thai, thai luu
lién ti€p gilta 2 nhdm khong cd su khac biét
(OR= 1,179; 95% CI:0.318-4.380). Nhu vay,
chua thé dua vao tinh trang dot bién gen dé dua
ra nhitng du bdo vé& nguy cd sdy thai, thai luu.
Va viéc quyét dinh ¢ hay khong diéu tri du
phong sdy thai, thai luu cho nhitng phu ni mang
gen, vGi mong muén cé con van con la mot
thach thdc d6i véi cac bac si lam sang.

V. KET LUAN
Pa s6 phu nit ¢d tién si sdy thai, thai luu
déu mang it nhat mot dot bién gen

thrombophilia. Hai dét bi€én chiém ty 1€ cao nhat
la PAI-1 va MTHFR 1298. Nghién clru cta ching
to6i mdi chi la budc dau, do vay, can thuc hién
nhiéu hon cac nghién cru vé dot bién gen nay
va hiéu qua diéu tri du phong séy thai, thai luu &
phu nir mang dot bién gen dé c6 thé dua ra
nhi*ng bién phap can thiép ding ddn. Dac biét,
tranh viéc sang loc, du phong khéng can thiét
gay ton that vé tai chinh, su' lo 1dng va gdy cac
tac dung phu khong mong mudn cho bénh nhan.
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trinh mang thai, dac biét & quy III cla thai ky, tinh
trang dong nh|em hai Ioa| virus nay co thé gay ra
nhirng rdi ro dang k€ vGi sic khoe cla san phu va sd
sinh. Muc tiéu nghién cru: Nghién cfu nay nham
muc dich diéu tra ty 1& nhiém HDV & san phu quy III
thai ky c6 HBsAg. Poi tugng v;‘! phuong phap
ngh|en cu’u Nghién clru mo ta cét ngang tren 250
san phu quy III thai ky c6 HBsAg nhap vién vi ly do
chuyen da dé. Cac mau huyét thanh dugc thu thap va
xét nghiém mién dich héa phat quang (CLIA) dé phét
hién khang thé khang HDV. Xac dinh va phan tip HDV
derc thuc hién bang ky thuat Nested-PCR. Phan t|ch
mdi lién quan gu,ra tinh trang nhiém HDV v8i mét s6
déc diém lam sang va can 1dm sang. Két qua: Trong
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250 san phu cé 8 trudng hdp (3,2%) xudt hién khang
thé khang HDV, khong phat hién tru‘dng hop dudng
tinh v&i HDV- RNA. Ty 1& khang thé khang HDV & san
phu khu vuc mién Bac (75%) cao hon khu vuc mién
Nam (25%) Nong dd Creatinin huyét thanh G nhom
c6 khang thé khang HDV (p= 0,01) va thdi gian
prothrombin (PT) da| hon dang ké SO VO'I nhém con lai
(p=0,006). Khong co sy khac biét c6 y nghia théng ké
gitra hai nhom 3§ céc chi s6 khac (p>0, 05) Médc du
khong oy nghla thong ké nhung can nang s¢ sinh
ctia nhém san phu cé khang thé khang HDV c6 xu
hudng cao hon sd sinh cla con lai. K&t luan: Ty |é
nhiém HDV & thai phu quy III thai ky la 3,2% va tinh
trang nhiém HDV c6 lién quan dén thdi gian dong mau
va nong do Creatinine huyét thanh. Tur khoa: Nhiém
virus viém gan D, nhiém virus viém gan B, phu nif
mang thai, dong nhiém HDV-HBV, két cuc thai ky.

SUMMARY
PREVALENCE OF HEPATITIS D VIRUS
INFECTION AND ITS CORRELATION WITH
CLINICAL AND PARACLINICAL FEATURES
IN THIRD TRIMESTER PREGNANT WOMEN

POSITIVE FOR HBSAG

Background: Co-infection with hepatitis D virus
(HDV) and hepatitis B virus (HBV) exacerbates
severity of liver disease. During pregnancy, particularly
in the third trimester, this co-infection poses
significant risks to maternal and neonatal health.
Objective: This study aimed to investigate the
prevalence of HDV infection among pregnant women
with HBsAg. Material and methods: A cross-
sectional study on 250 pregnant women who tested
positive for HBsAg in their third trimester. Serum
samples were collected and tested for HDV markers
using a chemiluminescence immunoassay (CLIA).
Confirmation and genotyping of HDV were conducted
using nested PCR. The association of HDV infection
status with clinical parameters and pregnancy
outcomes was analysed. Results: The results
indicated that 8 out of 250 participants (3.2%) tested
positive for elevated levels of anti-HDV. However, no
cases of HDV-RNA were detected. The prevelance of
anti-HDV antibodies in pregnant women from the
North (75%) was higher compared to those from the
South of Vietnam (25%). Creatinine levels were
significantly lower, and prothrombin time (PT) was
significantly longer in the anti-HDV-positive group than
in the anti-HDV-negative group (p=0.01 and 0.006,
respectively). No significant differences were found
between the two groups for other parameters
(p>0.05). Though not statistically significant, the birth
weight of infants in the anti-HDV-positive group was
slightly higher. Conclusion: The prevalence of HDV
infection among third-trimester pregnant women is
3.2%, and HDV infection is associated with prolonged
coagulation time and reduced serum creatinine levels.

Keywords: Hepatitis D virus infection, Hepatitis
B virus infection, pregnant women, HDV-HBV co-
infection, pregnant outcomes.

. DATVAN PE
Tinh trang nhiém dong thGi hai loai virus

HDV va HBV van 13 génh ndng y t& toan cau
dang k&, dic biét 1a nhitng khu vuc cb ty 18 luu
hanh HBV cao. HDV chd yéu lay truyén qua
dudng tiém chich ma tdy va dudng mau, lay
truyén doc tr me sang con hiém gap. B6 gen
HDV bao gom mét sgi don RNA khép kin, HDV
can dua vao HBV dé xam nhép vao té bao gan
d€ gay bénh. HDV c6 8 kiéu gen (HDV1-8), HDV-
1 1a ki€u gen pho bi€n nhat trén toan cau (90%)
va HDV-2 phd bién & khu vuc Chau A va Trung
bong [1]. Tai Viét Nam, qulc gia cb ty 1€ luu
hanh HBV cao, co ty |é ILru hanh HDV khac nhau
tuy theo khu vuc. Ty Ié chung khoang 1,4% va
c6 bao cado da cong bo phat hién ty Ié HDV-RNA
la 16% bang ky thuat Nested-PCR, vdi ki€u gen
HDV-1 chiém 90% [2].

Hién nay cac dir liéu lién guan dén nhiém 2
loai virus nay & thai phu con han ché, ty Ié
nhiém HDV & thai phu dao dong tir 3% dé’n 15%
tuy thudc vao cac yéu t6 dia ly va kinh t&€ xa hoi,
tuy nhién van can cé thém nghién cru vé van dé
nay, ddc biét la & cac nudc dang phét trién [3].
Tai Viét Nam, viéc theo doi cac ddu hiéu nhiem
HDV trong thai ky it phd bién so vdi quan ly
nhiem HBV hodc HCV, két hgp nhitng han ché dir
liéu vé danh gid tinh trang nhiém HDV anh hudng
dén thai ky. Do d6 can cé nghién clru xac dinh ty
I& nhiém HDV & san phu tai Viét Nam va phan tich
mai lién quan gira tinh trang nhiem HDV véi cac
dic diém 1dm sang, can 1dm sang. Chinh vi véy,
ching t6i ti€n hanh nghién ctru nhdm muc tiéu:
"Khao sat ty Ié nhiém virus viém gan D va moi lién
quan cda tinh trang nhiém virus viém gan D vdi
mét s6 dsc diém I6m sang, can I6m sang J thai
phu quy III thai ky co HBSAg”.

II. D8I TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. B6i tugng nghién ciru. Nghién ciu
ti€n hanh trén 250 thai phu quy III cd HBsAg
chuyen da dé. Tiéu chuén lua chon la cac san phu
xac dinh nhiém HBV bang két qua test nhanh
ducong tinh HBsAg hodc nong d6 HBsAg (>1S/CO :
ducng tl'nh) theo quy trinh xét nghiém cla cac
bénh vién. Cac san phu dong y tham gia nghién
ctu. Tiéu chuan loai trir: cac san phu nhiém HIV,
tién sir lam dung chét kich thich hodc tir ch6i tham
gia nghién cuu.

2.2. Phuong phap nghién ciru. Nghién
clru mo ta cat ngang, két hop phén tich két qua
trong phong thi nghiém. Nghién cliu dugc ti€n
hanh tir thang 11 nam 2021 dén thang 12 nam
2024, tai cac Bénh vién Trung udng Quéan doi
108, Bénh vién Quan y 103, Bénh vién Quan y
354, Bénh vién Quan y 15, Bénh vién Quan vy 4,
BVDK huyén Chuong My va Vién Nghién cliu Y
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Dugc hoc Quan sy, Hoc vién Quan y. Can ¢l vao
cong thirc tinh ¢ mau theo ty & uGc lugng,
chon p=10% (ty 1€ nhlem HDV tai Viét Nam la
10-13% [4]); ¢ mAu can thu thap toi thiéu la
138 ca. Chung t6i ti€n hanh chon mau thuan tién
(n = 250), toan bd bénh &n va san phu thda
man tiéu chudn lua chon dugc dua vao nghién
c@tu. San phu chuyén da dugc thu thap mau tinh
mach ngoai vi. Mau mau sau khi thu thap dudc
tach huyét thanh va luu trif trong td lanh -80°C.
RNA dugc tach chiét tir huyét thanh va dudc
tdng hop thanh ¢cDNA dé thuc hién phan (ng
Nested-PCR d€ phat hién HDV-RNA. Thong tin vé
Idm sang, can lam sang dugc thu thdp tir bénh
an lam sang vao bénh an nghién cru.

2.3. Ky thuat mién dich hoa phat quang
phat hién khang thé khang HDV (CLIA:
Chemiluminescence |mmunoassay) Ky
thudt dugc thuc hién bdng hé thong may phan
tich LIAISON bang perdng phap mien dich hda
phat quang gian ti€p nhdm phat hién dinh tinh
cac khang thé khang HDV. Ky thudt nay dugc
tién hanh theo quy trinh tai Trung tdm Xét
nghlem Bénh vién Trung udng Quan ddi 108. Su
c6 mat cua khadng thé khang HDV khi mau cd két
qua >0,1AU/ml.

2.4. Tach RNA va ky thuat Nested-PCR
phat hién HDV-RNA. RNA dugc chiét xudt tur
140pl mau huyét thanh bang b6 QIAMmp Viral
Mini Kit_(Quiagen GmbH, Hilden, Biic) theo
hudng dan cla nha san xué’t. S6 Iu‘qng va chat
lugng cla RNA dugc danh gia bang may quang
phé NanoDrop™. RNA dudc tdng hop thanh
cDNA bang LunaScript RT SuperMix Kit
(NewEngland Biolabs, Ipswich, MA, USA) va
dudc bao quan & -80°C. Tat ca cac mau dugc
thuc hién HDV-RNA bang phudng phap Nested-
PCR da dugc mod ta bdi tac gia Mai Thanh Binh
va cOng su' [4].

2.5. XU ly s6 liéu. Ty Ié luu hanh va cac
bién dinh lugng dugdc trinh bay dudi dang ty &
phan tram, gid tri trung binh, trung vi va khoang
tr phan vi. Cac bién phan loai dugc ki€ém tra
bang kiém dinh Chi-square hodc Fisher, cac bién
dinh lugng dugc so sanh bang kiém dinh T-Test,
kifm dinh Mann-Whitney. Ty |é chénh I&ch (OR)
va khoang tin cay 95% (CI) dudc tinh toan. Tat
ca cac phan tich thdng ké dugc thuc hién bang
phan mém SPSS25 (Chicago, IL, Hoa Ky), vdi
mUc y nghia khi gia tri p<0,05.

2.6. Pao dirc trong nghién ciru. bé
cudng nghién clu da dugdc Ho6i dong Pao dic
cla Bénh vién Quan y 103, Hoc vién Quan y, Ha
NOi, Viét Nam phé duyét (S6 quyét dinh phé
duyét dao dic: 32/CNChT-HDBDD). Tat ca cac
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tht tuc Iya chon mau, 18y miu va thir nghiém
déu dudgc tién hanh theo hudng dan va quy dinh
cla ICH-GCP/GCLP. B3 c6 su dong y cua tat ca
phu nif mang thai trong thgi gian nhap vién
chuyén da de.
Il. KET QUA NGHIEN cU'U

3.1. Pac diém chung. Phan tich déc diém
ldm sang, can lam sang cua 250 san phu tham
gia vao nghién ctru.

SO liin mang thal

|

* Laa daun

Sé lan sinh

N

Biéu dé 1. Pac diém tién su’ san khoa cua
thai phu quy III thai ky co HBsAg
Nhan xét: Cac thai phu chi yéu mang thai
va sinh con [an 2 trd 1én (71%; 68%).
Bang 1: Pic diém cua thai phu quy III

thai ky co HBsAg
Cac dic diém Trung vi (Q1-Q3)
Tubi cla san phu (tudi) 30 (26-33)
Tubi thai (tuan) 39 (38 - 40)

Can nang sG sinh (gam) | 3200 (3000 - 3400)

Ti€u cau (G/)) 210 (172,75 - 248,25)

AST (U/D) 20,8 (17,5 -25,7)
ALT (U/D) 15,25 (11,5-21,2)
Ure (mmol/l) 29(2,5-3)5)
Creatinin (umol/I) 57 (51 -63,1)
PT (giay) 11 (10,5-11,9)

Nh3n xét: San phu nhiém HBV ¢4 tudi trung
binh 1& 30 (26-33) tudi. Thdi diém két thic thai
ky du thang vdi can nang sc sinh la 3200gam.
Cac chi s6 cdn lam sang thudc gidi han binh
thudng theo tham chiéu.

3.2. Ty lé nhiém HDV & san phu quy III
thai ky. Nh&m phat hién ty 1& nhiém HDV, 250
mau huyét thanh cua san phu nhiém HBV dugc
thuc hién ky thudt CLIA dé phét hién khang thé
khang HDV, két qua thu dugc nhu sau:
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* Do tinls

= Asn tindy

¥ Mien Nom
Mien Bic
75%

Biéu dé 2. Ty Ié khang thé khang HDV d cic
san phu quy III thai ky (a) va su’ phdn bo 'ty
1é khdng thé khang HDV theo ving dia Iy (b)

Nhdn xét: Co 8 (3,2%) trudng hgp phat
hién khang thé khang HDV, trong dé chu yéu
phan bd & khu vuc mién Béc (6 trudng hop;
75%) & mién Bic.

Trong s6 250 mau dugc thuc hién ky thuat
Nested-PCR, khong phat hién truGng hgp duaong
tinh vGi HDV-RNA. ~

3.3. MGi lién quan giira nhiem HDV vGéi
mot sd dic di€m 1am sang, can 1am sang

Bang 2. Méi lién quan giira tinh trang
nhiém HDV vdi dic diém Idm sang

Cac dac diém |Duong tinh| Am tinh
lam sang (n=8) | (n=242) | P
Tudi me (tudi) | 29,9 £53 [29,9 5.1 1*
Tudi thai (tuan) [ 39,5 (39-40) | 39 (38-40) [0,2**
Can ndng sd [3300 (3012,5] 3200 0,5
sinh (g) -3500)  |(3000-3400)"”
S5Bn | 1 | 3(37,5 | 69 (28,5)
. *
m?r?go/ff)‘a' >1 | 5(62,5) |173(71,5) |97
S5n | 0 | 3(375) | 77 (3L8)
sinh 0,7%
(n,l o) | 21| 5(625) |165(68,2)
Tien sir co| Co 1(12,5) 48 (19,8)
vét mé dé| , . 1*
(n; %) Khéong| 7 (87,5) 194 (80,2)

p*: T-Test; p**: Mann-Whitney; p #: Fisher’s
Exact test.

_Nhdn xét: TuGi trung binh cla san phu
nhiém HDV la 29,9 tudi, cdn ndng sc sinh cla
san phu c6 khang thé khang HDV c6 xu hudng
cao haon sg sinh cla nhdm con lai. Chua ghi
nhan su’ khac biét vé mét sd ddc diém 1am sang
cla 2 nhém san phu.

Bang 3. Moi lién quan gia tinh trang

nhiém HDV vdi mét sé dic diém cén Idm sang

Cac dic diém Dggﬂg Am tinh
CLS (nag) | ("=242) P
Tigu cau (G/1) 29‘;(51@57)5 212%’12752)‘ 0,8%*
PP 19L62(21§,)05 208 é117)’5 0,50
AT (UI) 14L5254(§§’1 154 (115] o
Ure (mmolyt) |2* $%157| 29G5> = 0,08+
Creatinin | 49 (45— |57 (51,2~ o opes
(umol/1) 56,75) | 63,3) |V
PT (gidy) 12L4153(,§)1’4 10L9151%())’50,006**
43653 % [ 38238 %
HBsAg (5/C0) | 35213 3535533'?8 0,6*
HBeAg| Duang
(n=41, tinh 0(0) |14(359) | (5
%) '[Am tinh | 2 (100) | 25 (64,1)

p*: T-Test; p**: Mann-Whitney; p #: Fisher’s

Exact test.

Nhéan xét: Nong do Creatinin huyét thanh &

nhém dudng tinh thdp hon dang k& so vdi nhém
am tinh (p=0,01) va thGi gian dong mau
Prothrombin time kéo dai hon & nhém nay
(p=0,006). Chua phat hién trudng hdp duadng
tinh véi HBeAg & nhém san phu nhiém HDV.

Bang 4. Phan tich da bién danh gia moi
lién quan tinh trang nhiém HDV vdi néng
do Creatinie huyét thanh va PT

Cacyéuto |Creatinin (umol/l) PT (giay)
nguy co B P B P
NTg(“)i me 0,03 1 -0,2 10,1

solanmang | 07 0,75 |-0,05/0,8

SO lan sinh -0,2 0,35 0,3 10,1

Tién sir co vét
ma deé 0,3 0,04 -0,2 10,2
Nong d6 HBsAg| -0,03 0,8 |03 (0,02
Anti-HDV -0,07 0,55 0,3 |0,03

Nhdn xét: Tinh trang vét md dé cli 6 lién
quan dén su thay d6i ndng dd Creatinine huyét
thanh (p=0,04). Yéu t6 HBsAg va khang thé
khdng HDV cé tdc ddng dén su thay doi thdi
gian PT.

IV. BAN LUAN

Mac du ty 1& nhiém HDV-HBV & Viét Nam d& dudc
bao cdo tai Viét Nam nhung cac dif liéu vé tinh trang
nay ¢ cac nhém nguy cd cao nhu phu nir mang thai
con han ché. Hon nifa tic dong cua dong cta nhiém
HDV dén tién tri€n bénh gan va cac bién ching thai ky
& phu nir mang thai nhiém HBV tir truSc van chua
dugc lam r3. Phat hién cla chdng téi cho thay ty 1€
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nhiém HDV & thai phu quy III thai ky c6 HBsAg tuong
ddi thap va chi anh hudng nhe dén mot s6 bién ching
thai ky. Nghién ciru tap trung chi yéu vao thai phu
quy III thai ky c6 HBsAg, cé tudi trung binh 1& 30 tudi.
Hau hét cac san phu mang thai va sinh con lan th( 2
trg lén, day la ngudn lay truyén HBV chua yéu tai Viét
Nam. So V@i cac quoc gia Chau Phi nhu Benin (11,4%)
[5] va Cong hoa Trung Phi (24,4%) [6], nghién c(u
clia ching t6i cho thiy ty 18 khang thé khang HDV
thap, chi 3,2% (8 trudng hgp). Bénh canh dé viéc
khong phat hién trudng hgp duong tinh véi HDV-RNA
6 thé do tai lugng virus HDV-RNA thap, két hap vdi
cac san phu nhiém HBV trong nghién ctu ndy hau hét
thudc nhom virus HBV & trang thai khéng hoat dong
(khéng diéu tri thuGc khang virus) nén HDV-RNA sé
kho khan trong qua trinh nhan Ién cla virus. Diéu nay
cling tuong (rng vdi tinh trang HBeAg am tinh — tuang
rng véi khoang thai gian khong hoat dong nhan lén
cla HBV, tuy nhién van can thém cac nghién ctu dé
lam 6 tuong tac gitra dong nhiém HBV va HDV.

Tubi trung binh cla cdc san phu cd khang thé
khang HDV la 29,9 tuGi, tuong tu nghién clu cla
Sellier, thai phu nhiém HDV c6 tudi trung binh 1a 29
tudi [3]. Cac nghién cltu gan day khdng thay bang
ching 1 rang v& méi quan hé gitfa tinh trang nhiém
HDV va cac bién chirng thai ky nhu sinh non hay thai
nhé han so véi tudi thai [7]. DI liéu trong nghién cttu
cla ching t6i ghi nhan can nang sd sinh (3300gam)
¢ xu hudng cao hon sg sinh clla nhém san phu con
lai. Khac vdi cac nghién clu trén déi tugng cé bénh
gan nén, nhom nghién clu cla chdng t6i bao gom
250 san phu duong tinh véi HBsAg khong diéu tri
bénh gan. Do d6 cac chi s6 ezym gan trong gid tri
binh thudng va khong cé xuat hién tinh trang giam
ti€u cdu & nhém san phu cb khang thé khdng HDV
nhu cac nghién clru khac [4], [6], [7]. Khac biét co y
nghia trong nghién ctru clia ching t6i quan sat thay la
thdi gian Prothrombin (PT) dai han & nhdm san phu cé
khang thé& khang HDV (12,45 gidy). Diéu nay cho thdy
c6 thé c6 su suy gidm nhe chifc ning gan lién quan
dén yéu t6 dong mau, du enzym AST va ALT binh
thudng. Trong phan tich da bi€n (Bang 4) da quan sat
thay tinh trang nhiém HBV-HDV c6 tic dong dén su
thay déi thdi gian déng mau (p<0,05), cliing cd viéc
theo doi cac chi s6 dong mau la rat quan trong & phu
n{f mang thai nhiém HDV vi ho ¢4 thé d6i mat véi
nguy cd bang huyét sau sinh hodc roi loan dong mau
[8]. Bén canh d6 ghi nhan nong do Creatinine huyét
thanh thap han & nhdm san phu nay nhung chua ghi
nhan trudng hgp nao cé dau hiéu suy than va chua
thay rd su’ tdc dong cla tinh trang nhiém HDV dén chi
s6 nay khi phan tich mo hinh da bién.

Mdc du nghién clu cla ching t6i da gop phan
lam sang té anh hudng clia nhiém HDV & phu nir
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mang thai tai Viét Nam, van con ton tai mot s§ han
ché. Thir nhat, c& mau tudng ddi nho ¢ thé han ché
kha nang khai quat két qua cho toan bd phu nif mang
thai tai Viét Nam. Tuy nhién, viéc Iy mau tir nhiéu
khu vuc khac nhau gilp cung cap cai nhin sg bo vé ty
|6 nhiém HDV trén ca nudc. Th{ hai, do chi c6 8
trudng hdp c6 khang thé khang HDV, cic so sanh
gitta nhém duang tinh va d4m tinh v& mét s6 dic diém
lam sang va can lam sang chua c6 nghia thong ké. Do
dd, can c6 thém céc nghién clru véi ¢d mau 16n hon
dé xac dinh chinh xac ty 1& nhiém HDV & phu nif mang
thai Viét Nam, kiém chimg mdi lién hé giita nhiéu yéu
t6 véi bién chling thai ky va hiéu rd hon anh hudng
ctia HDV trong thai ky.

V. KET LUAN i

Qua nghién cu 250 san phu, ty |1& nhiém
HDV & thai phu quy III thai ky c6 HBsAg tai Viét
Nam tudng déi thap (3,2%) so Vi cac quan thé
nghién clu khac tai Viét Nam. Chua cd su khac
biét gitra tinh trang nhiém v& mét s& déc diém
l&m sang va can lam sang gilra cac nhém, ngoai
trir thGi gian prothrombin va néng do creatinin
huyét thanh.
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