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Thue trang nhiém HDV & Bénh vién Trung wong Quéan
doi 108

Current status of HDV infection at 108 Military Central Hospital

Mai Thanh Binh, Nghiém Xuin Hoan Bénh vién Trung wong Qudn doi 108
Tém tat
Muc tiéu: Phan tich tinh trang nhiém vi rat viém gan D, cling nhw phan bé kiéu gen cua vi rut
viém gan D trén nhirng bénh nhan nhiém viém gan B tai Bénh vién Trung wong Quan do6i 108.
Déi twong va phuong phép: 546 bénh nhan nhiém vi rut viém gan B man tinh kham va diéu trj tai
Bénh vién Trung wong Quan doi 108 tir 2013 dén 2015, gdm 3 nhém: Viém gan B man tinh (viém
gan B man tinh, n = 191), xo gan (n = 147) va ung thw biéu mé té bao gan (UBTG, n = 208). Bénh
nhan dwoc phat hien HDV-RNA bang ky thuat Nested PCR s dung bd méi dic hiéu. Kiéu gen
cla vi rat viém gan D dwgc xac dinh dwa trén phwong phap gidi trinh ty triec tiép, va xac dinh dwa
trén phan tich méi twong quan loai. Két qua: HDV-RNA duong tinh & 13% (71/546) sb bénh nhan
nhiém vi rat viém gan B. Ty 1& phat hién vi rut viém gan D cao nhat & nhém xo gan (19,7%), tiép
theo la UBTG (12%) va viém gan B man tinh (8,9%) (p=0,012). Cac phan tich phat sinh loai cho
thdy kéu gen HDV1 chiém 91%, 1a kiéu gen phd bién nhét. Kiéu gen HDV2 chién 9%, va khong
phat hién cac kiéu gen con lai ctia vi rut viém gan D. Két luan: Ty 1& nhiém vi rat viém gan D tiép
tuc cao & bénh nhan viém gan B kham va diéu trj tai Bénh vién Trung wong Quan ddi 108, voi
kiéu gen HDV1 van la kiéu gen chiém wu thé. Xét nghiém acid nucleic vi rit viém gan D nén dwoc
khuyén céo thwdng quy & nhirng bénh nhan viém gan B tai bénh vién.
Tir khod: Vi rat viém gan D, kiéu gen vi rat viém gan D, nhiém vi rat viém gan B, ddng nhiém
HBV/HDV.

Summary

Objective: To assess the prevalence of hepatitis Delta virus and genotypes distributions in
108 Military Central Hospital. Subject and method: A total of 546 HBV-infected patients were
enrolled from 2013 to 2015 at the 108 Military Central Hospital, and classified clinically into the
subgroups of chronic hepatitis B (CHB, n = 191), liver cirrhosis (LC, n = 147) and hepatocellular
carcinoma (HCC, n = 208). The patients were screened for HDV-RNA by nested PCR assays.
HDV genotypes were assessed by direct sequencing, followed by phylogenetic analyses. Result:
HDV-RNA was identified in 13% (71/546) of HBV-infected patients. The highest HDV prevalence
was found in the LC group (19.7%), followed by the HCC (12%) and CHB (8.9%) groups
(p=0.012). Phylogenetic analyses indicated that the genotype HDV1 was, with a prevalence of
91%, by far the most common genotype in Vietnam, followed by HDV2 with 9%. Other HDV
genotypes were not observed. Conclusion: High prevalence of HDV infection in hepatitis B
patients in 108 Military Central Hospital, with the HDV1 genotype still being the predominant
genotype. HDV nucleic acid testing to minimize the associated risk should be considered.
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1. Pat van deé

Vi rat viem gan D (HDV), 14n d4u tién phat
hién nam 1977, 1a mét loai vi rut khdng hoan
chinh, phai s&r dung cac vdé protein cta vi rat
viém gan B (HBV) dé lay nhiém thanh céng cac
té bao gan [1]. C4u tric ctia HDV bao gdm mot
I6p vé ngoai chilra cac protein vé cua HBV va
cac lipid cht bao quanh mot nucleocapsid bén
trong, bao gdm cac khang nguyén nhé va khang
nguyén I&n cda HDV (HDAg) va RNA dang vong
soi don (gébm 1679 nucleotide) [1].

DPéng nhiém HDV/HBV 1a mét van dé sutc
khde toan cau anh hudng dén 15-20 triéu ngudi
trén toan thé gidi [2]. Mac du nhiém HDV thuéng
lién quan dén tang nguy co xo gan (LC) va ung
thw biéu md té bao gan (UBTG), nhung bénh
viém gan D thuwdng bi béd qua hoac bd sét, do
thiéu nhan thirc va khong cé sén cac cong cu
chan doan thich hop tai cac bénh vién, ké ca cac
bénh vién I&n [1]. Hon nira, xét nghiém HDV
khéong dwoc phai xét nghiém thuwdng quy trong
thwc hanh 1am sang & nhiéu quéc gia, va viéc
diéu tri HDV dang la mét thach thirc va hau nhuw
khéng hiéu qua.

Hién tai, tam kiéu gen HDV (HDV1-8) da duoc
cong nhan vé&i si phan bé dia ly riéng biét va cac
dac diém lam sang lién quan [3]. Kiéu gen HDV1
xuéat hién trén toan thé giéi va co lién quan dén
ca hai dang lam sang nang va nhe cua bénh viém
gan D. Ty 1& lwu hanh HDV & bénh nhan nhiém
HBV thwong dwoc mod ta bang ty 1& phan trdm sb
ngwdi duwong tinh véi anti-HDAg & bénh nhan
dwong tinh véi HBsAg. Ty 1& hién méc thay dbi
dang ké gitra cac khu viec dia ly. Mac du nhiém
HDV kha hiém & chau Au do cac chwong trinh
tiém chdng vac-xin HBV va sang loc tét phan I6n
cac ché phdm mau, nhwng viém gan D van 13
modi lo ngai v&i ty 1& cao nhat & cac qudc gia luu
hanh HBV, noi cé thu nhap thdp va khéng du do
bao phu tiém véc-xin HBV. Vi duy, ty 1& nhiém
HDV huyét thanh cao da dwoc bao céo & Pakistan,
noi kho tién hanh cac chién dich tiém ching
(35,2%), Mongolia (67%), Gabon (15,6% to

70,6%) [4]. G&n day, ty I& Ivu hanh HDV & cac
nwédc chau Phi can Sahara duwgc wdc tinh la
1,3% dén 50% [5].

O Viét Nam, ty 1& nhidm HBV dao dong tw
10% dén 15% trong tdng dan sb [6], cho thay
nguy co nhiém HDV cao & nhirng bénh nhan cé
HBsAg dwong tinh. Mot s6 nghién ctru chi danh
gia tdm quan trong vé dich té hoc va lam sang
clGia nhiém HDV tlr ndm 2000 dén 2015 tai Viét
Nam, cho thay két qua khac nhau vé ty I& nhiém
HDV gitra cac vung. Dac biét, sw phan bd cac
kiéu gen HDV c6 sw khac biét gitra mién Béc va
mién Nam Viét Nam [7-10]. HDV1 dwoc bao céo
la kiéu gen chiém 90% HDV1 & mién Béac Viét
Nam & nhing bénh nhan nhiém HBV duoc
tuyén chon tlr ndm 2000 dén 2003 [8]. Ngworc lai,
mot nghién clru gan day da bao cao rang HDV2
la kiéu gen chiém wu thé (80%) & mién nam Viét
Nam [10]. Tuy nhién, cd hai nghién ciru déu
duwoc thwe hién véi ¢ mau nhd (n < 300). Trong
nghién clru nay, mdét nhém bénh nhan nhiém
HBV Ién hon dwoc lwa chon dé danh gia ty lé
nhiém HDV tai Bénh vién Trung wong Quan doi
108; la tién dé danh gia nhirng thay dbi co thé cé
trong sw phan bé kiéu gen trong thap ky qua &
mién Béc Viét Nam qua hon 1 thap ky.

2. Doi tugng va phuong phap
2.1. Déi tuong

GoOm 546 bénh nhan nhiém HBV da kham va
diéu tri tai Bénh vién Trung wong Quan doi 108,
Ha Noi, Viét Nam, tr ndm 2013 dén nam 2015.
T4t c& nhirng nguoi tham gia déu am tinh voi
khang thé khang HCV va khang HIV dwoc danh
gia bang xét nghiém ELISA théng thwdng. Khdng
ai trong s6 nhirng ngudi tham gia nghién ctu co
tién s lam dung rwou hodc ma tay. Tai lwong
HBV-DNA va céac théng sb chirc ndng gan sinh
hoa, bao gdbm néng dd alanine transaminase
(ALT), aspartate transaminase (AST), bilirubin
toan phan va bilirubin trwc tiép cling nhw albumin
va prothrombin da dwoc danh gia. Bénh nhan
dwgc phan loai theo cac nhém theo cac tiéu
chuén vé 1am sang va can |am sang: Viém gan B
man tinh (VGBM, n = 191), xo gan (XG, n = 147)
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va ung thw biéu md té bao gan (UBTG, n = 208).
Chlrc nang gan clia bénh nhan XG va UBTG
dwoc phan loai theo diém s Child-Pugh (Child-
A, B va C). Giai doan UBTG duwgc xac dinh theo
phan loai cia BCLC. Mau mau toan phan va
huyét thanh dwoc bao quan & -80°C cho dén khi
st dung.

2.2. Chuén muc dao dirc

C6 dwoc sy dong y bang van ban sau khi
giai thich chi tiét vé nghién clru tai thoi diém lay
mau mau va huyét thanh tir tt ca nhitng nguoi
tham gia ho&c tlr cha me cla ho néu ddi twong <
18 tudi. Nghién ctru da duoc phé duyét bdi Hoi
ddng Y Blrc ctia Bénh vién Trung wong Quan doi
108, Ha Noi, Viét Nam. T4t ca cac thi nghiém da
duwoc thye hién theo cac huwéng dan va quy dinh
c6 lién quan.

2.3. Chiét xuat axit nucleic va téng hop
cDNA

RNA virus (HDV-RNA) dwgc phan lap tw
huyét thanh thu dwoc t nhirng nguoi tham gia
nghién ctru st dung kit thwong mai (QlAamp
Viral RNA Mini Kit; Qiagen GmbH, Hilden,
Germany). St dung HDV-RNA dé téng hop
cDNA st dung kit thwong mai (the High-Capacity
cDNA Reverse Transcription Kit - Thermo Fisher
Scientific, Foster City, CA, USA) dwa trén hwéng
dan chi tiét cta kit.

2.4. Ky thuat phat hién HDV-RNA

Ky thuat Nested PCR st dung bén c&p moi
d&c hiéu cho HDV (Bang 1), c6 thé phat hién
dwoc 8 kiéu gen cha HDV tirng dugc cong bd
[10].

Bang 1. Trinh tu cac mdi dugc sitr dung dé phat hién, nhian 1én HDV_RNA

Moi Trinh tu (5'-3") Vi tri Vong PCR
HDV04_F GGATGCCCAGGTCGGACCG 856-874 PCR dau tién
HDV05_R AAGAAGAGRAGCCGGCCCGY 1159-1179 PCR dau tién
HDVO06_F ATGCCATGCCGACCCGAAGA 888-907 PCR th hai
HDVO07_R GGGGAGCGCCCGGDGGCGG 1104-1122 PCR th hai
HDV57_F GAGAAMYCACCTCCAGAGGA 299-318 PCR dau tién
HDV60_R TCCCATTCGCCATTACCGA 752-770 PCR dau tién
HDV48_F AGAGGACCCCTTCAGCGAAC 313-332 PCR th hai
HDV54 R CCGGGATAAGCCTCACTCG 467-485 PCR th hai

Phan trng PCR c6 tdng thé tich 1a 25ul (5ng
cDNA, 10x buffer [20 nM Tris-HCI, 50 nM KClI, 2
nM MgCl;], 0,2nM dNTPs, 0,4nM MgCl,, 0,6uM
cap moi dic hiéu va 1 unit Taq polymerase).
Phan (rng PCR vong ngoai (vong dau tién, outer
PCR) sr dung cap méi HDV57_F va HDV60_R
(nucleotides 299 to 770, theo NC001653). Diéu
kién phan rng PCR gébm buéc bién tinh ban dau
(94°C, 4 phat), 32 chu ky x (30 gidy & do bién
tinh 94°C, 30 giay & nhiét do U 54°C, 30 giay &
nhiét d& mé& rong 72°C), tiép theo la budc bién
tinh cudi cung & 72°C trong 10 phut. Phan (ng
PCR vong trong (vong th& 2, inner PCR) s
dung cép mdi HDV48_F va HDV54_R dé khuéch

dai doan bén trong (nucleotide tir 313 dén 485,
theo NC001653). Diéu kién phan (ng inner PCR
bao gébm bién tinh ban dau trong 4 phat & 940C,
sau d6 1a 35 chu ky x (bién tinh & 94°C trong 30
gidy, 0 nhiét & 58°C trong 30 gidy va kéo dai &
72°C trong 30 giay), v&i giai doan cudi kéo dai 10
phut buéc & 72°C. San phadm thu dwoc trong
vong PCR th hai dwoc hién thi, va danh gia két
qua trén gel agarose 1,5%. M&i mau bénh pham
duwoc thwe hién 3 1an thi nghiém. Mau dwoc xac
dinh 1a dwong tinh véi HDV néu phat hién duwoc
2 1an trén 3 1an thi nghiém.

2.5. Xac dinh kiéu gen ciia HDV
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Hinh 1. So d6 biéu di&n sy bat c&p va hoat dong
clia cac cap modi: Cac mdi HDV06 va HDVO7 cua
PCR Idng nhau dwoc sir dung dé phat hién HDV va
xac dinh kiéu gen HDV trong vung tir nt 888 dén nt
1122. Poan HDV t vi tri nt 313 dén nt 485 dwoc
tao ra b&i cap méi HDV48 va HDV54. Banh sb theo
ching HDV NC1001653.

Pé xac dinh kiéu gen HDV, PCR 16ng nhau
dwoc thwc hién bang cach s dung cdp moi
HDV04_F va HDV05_R cho vong dau tién dé
khuéch dai doan bén ngoai (nucleotide 856 dén
1179, theo NC001653; Bang 1). Béi v&i vong thir
hai, ching t6i s dung cdp mdi HDV06 F va
HDVO7 R dé& khuéch dai doan bén trong
(nucleotide 888 dén 1122, theo NC001653, Hinh
1). Céac bd khuéch dai PCR bén trong thu duoc
trong vong thir hai da dwoc tinh ché bang cach st
dung BO tinh loc dai gel va DNA GFX PCR (GE
Healthcare Europe GmbH, Freiburg, Birc) hoac bd
Exo-SAP-IT (USB, Affymetrix, MA, USA) theo sau
hwéng dan clia nha san xuét. Cac san phdm PCR
tinh khiét sau d6 dwoc st dung lam mau giai trinh
tw, thwc hién gidi trinh tw gen truc tiép, bang hé
thébng ABI 3130XL va bo gidi trinh tw BigDye
terminator v.1.1 (Applied Biosystems, Foster City,
CA, USA).

Cay phat sinh gen dwoc xay dwng bang
phdn mém MEGA7 (www.megasoftware.net).
Cac tham chiéu vé bd gen day di cta tam kiéu
gen HDV (HDV1-8) da dwoc lay tir div liéu NCBI
GenBank c6 sén, bao gdm trinh tw cGa cac kiéu
gen HDV1

HDV1 (AB118848, AF098261, AF425644,
AJ000558, AJ307077, AY633627, HM046802,
KF660600, KF660601, KF660602, M92448,
NC001653, S75645, X77627, X85253), HDV2
(KF660598, AF425645, AJ309879, AJ309880,
AY261457, AY261459, AY261460, KF660599,
U19598, X60193), HDV3 (AB037947, AB037948,
L22063), HDV4 (AF309420, HM309420), HDV5
(AM183326, AX741154, JA417546), HDV-6
(AM183329, AM183332), HDV7 (AJ584844,
AM183333) and HDV8 (AM183330, AX741169,
LT604974). Tat c& méau giai trinh tw dwoc doc va
phan tich trén phdn mém BioEdit version 7 va sk
dung thuat toan CLUSTAL Muscle algorithm. Cay
phat tich twong quan gen dwoc xay dung béng
cach st dung phwong phap the neighbour
joining method va the Kimura-2 model. Bé manh
thdng ké va dé tin cay clha thi tw phan nhanh da
dwoc xac nhan bang phan tich bootstrap bang
1000 lan I&p.

2.6. Phan tich théng ké

Dé phan tich théng k&, sir dung phan mém R
(http//www.r-project.org) va GraphPad Prism 7
(http//www.graphpad.com). Chi-square or
Fisher's exact test dwoc thwe hién dé kiém tra sw
khac biét ctia cac bién phan loai gitra hai hodc
nhiéu hon hai nhém. Kiém dinh Wilcoxon-Mann-
Whitney va Kruskal-Wallis dwoc st dung dé so
sanh div lieu phi tham sb cha cac bién dinh
lwong gitra hai hodc nhiéu hon hai nhém. Mic y
nghia la p<0,05.

3. Két qua

3.1. Ddc diém chung ciia bénh nhéan viém
gan B man tinh

Céc dac diém sinh trdc hoc cla 546 nguoi
tham gia nghién ctru bj nhiém HBV dwoc tém tat
trong Bang 2. Trong s6 546 bénh nhan, 465
(85%) 1a nam va 81 (15%) la ni. Tudi trung binh
clia bénh nhan 1a 53 (12-86 tudi). Nhitng bénh
nhan trong nhém VGBM tré hon nhirng bénh
nhan trong nhém XG va UBTG (lan lwot 1a 37 so
véi 57 va 60 tubi). Néng dd albumin va
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prothrombin cling nhw sb lwong tiéu cdu & nhém
XG thép hon dang k& so vé&i cac nhém khéac
(p<0,001) va ndéng do bilirubin trwc tiép va gian
tiép & nhdm XG cao hon so v&i nhém VGBM va
UBTG (p<0,0001). Néng dd6 men gan (AST, ALT)

& nhém VGBM cao hon dang ké so véi cac
nhom khac (p=0,0045 va 0,0048, twong ng).
Mirc AFP cao hon dang k& & nhirng bénh nhan
UBTG so v&i cac phan nhém bénh nhan VGBM
va XG (p<0,0001).

Bang 2. Dic diém sinh trac hoc cia bénh nhan viém gan B man tinh

o ge Tong VGBM _ UBTG er o e

Pac diéem (n = 546) (n = 191) XG (n = 147) (n = 208) Giatrip
Tudi 53 (12-86) 37 (12-73) 57 (15-86) 60 (15-81) <0,0001#
Nam (%) 85,1 77 85 92,8 <0,0001#

Phén loai Child-Pugh
Child A NA 60/132 153/208
Child B NA 61/132 47/208
Child C NA 11/132 8/208
Missing NA 15 0
Can lam sang
62,5 (14-
AST (IU/L) 6206) 47 (14-6206) 78 (18-1221) 58 (17-670) 0,0045%
ALT (IU/L) 54 (8-3390) 60 (8-3390) 55 (8-1426) 48 (11-934) 0,0048%
Total bilirubin
(umol/L) 18 (4,1-571) | 16,3 (5,5-551) | 31,65 (4,1-593) 17 (6-282) <0,0001%
Direct bilirubin truwc 11,5 (0,4- 5,5 (0,4-
tiép (umol/L) 6(0.4-349) 5.9 (1-349) 350,22) 189,39) <0,0001%
albumin (g/L) 39 (9,8-49) 42 (9,8-48) 31 (15-47) 38 (21-49) <0,0001%
Prothrombin 83,5 (19,6-
85 (13-269 92,5 (17-267 60 (13-120 ’ ’ <0,0001
(% of standard) ( ) ( ) ( ) 269) ¥
Tiéu cau (x10%/ml) 174 (3,7-426) | 210 (65-416) 89 (3,7-325) 166 (42-426) | <0,0001%
HBV DNA 4,6x10° (2-
7,0 (2-10,3 5,4 (2-10,3 4,5 (2-9 ’ 0,019
(log+o copies/ml) ( ) ( ) (2-9) 9,2) ¥
133 (1,38-

AFP (IU/L) 8,4 (1,06-400) | 3 (1,06-400) 7,9 (1,18-400) 400) <0,0001%

Chu thich: VGBM: Viém gan B man tinh; XG: Xo gan; UBTG: Ung thw biéu mé té bao gan; TC,
AST va ALT, aspartate va alanine amino transferase; total bilirun, bilirubin toan phén; direct bilirubin,
bilirubin truc tiép; AFP, alpha-fetoprotein; U, international unit. Cac gié tri duoc cung cép la trung vi
va pham vi hodc phéan vij tuy loai gia tri. (1) Kruskal-Wallis test. (#) Chi-square test.

3.2. Ty lé nhiém HDV & bénh nhan madc

bénh gan do HBV

HDV-RNA dwoc phat hién & 71 (13%) trong
s6 546 bénh nhan nhiém HBV. Trong sb 71 bénh
nhan dwong tinh véi HDV, 66/71 (93%) la nam

va 5/71 (7%) la nir (p<0,05). HDV-RNA dwoc
phat hién dwoc nhiéu hon & nhém XG (19,7%;
29/147) so v&i bénh nhan UBTG (12% hoac
25/208) va nhirng nguwoi thuéc nhém VGBM
(8,9% hoadc 17/191) (p=0,012), cho thdy rang
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nhiém HDV cé thé 1a mot yéu td nguy co phat
trién xo gan & bénh nhan VGBM (OR = 25;
95%Cl= 1,3-4,8, p=0,006). Khi phan nhém bénh
nhan theo thang diém Child-Pugh, bénh nhan
Child B hoac C phat hién ty 1é HDV (+) cao hon
dang ké so v&i bénh nhan Child A (OR = 2,0,
95%Cl = 1,1-3,7, p=0,02). Twong tw, ty 1& nhiém
HDV-RNA & bénh nhan mac bénh gan tién trién
(bénh nhan LC va/hoac UBTG) cao hon so véi

bénh nhan VGBM, cho thdy nhiém HDV la mét
yéu t6 nguy co dang ké dbi voi sw phat trién XG
hoac UBTG & bénh nhan VGBM (OR = 1.8;
95%Cl: 1-3,2, p=0,043). Chung tbi cling danh gia
anh hwdng cta nhiém HDV dbi véi UBTG theo
giai doan BCLC. Tuy nhién, viéc so sanh cac
nhém BCLC khéng dat dwoc y nghia théng ké
(Bang 3).

Bang 3. M&i lién quan giira nhiém HDV va su tién trién cia bénh ly gan man tinh do HBV

Pong nhiém A
Nhém bénh HD?I /HBV Chi nhiem HBV OR Gié tri p*
n/téng % n/téng % (95% )
VGBM 17/191 8,9 174/191 91,1 1
XG 29/147 19,7 118/147 80,3 2,5 (1,3-4,8) 0.006
UBTG 25/208 12 183/208 88 1,3 (0,7-2,7) NS
XG+UBTG 54/355 15,2 301/355 1,8 (1,1-3,2) 0,043
Phan loai Child-Pugh
Child A 25/213 11,7 188/213 88,3 1
Child B 24/108 22,2 84/108 77,8 2,2 (1,2-4,0) 0.021
Child C 3/19 16 16/19 84 1,4 (0,4-4,5) NS
Child Band C 271127 21,2 100/127 78,8 2,0 (1,1-3,7) 0.02
Giai doan UBTG

BCLC A 5/66 7,6 61/66 92,4 1
BCLC B 13/76 17 63/76 83 2,5 (0,8-6,6) NS
BCLCC 3/37 8 34/37 92 1(0,2-4,4) NS
BCLC D 1/10 10 9/10 90 1,3 (0,1-9,3) NS

VGBM: Viém gan B man tinh; XG: Xo gan; UBTG: Ung thw biéu mé té& bao gan; BCLC: Phan loai
ung thw gan theo Barcelona; (1) Gia tri p dwoc tinh dwa trén Fisher’s exact test.

3.3. Phan bé kiéu gen HDV

Trong sb 71 mau dwong tinh véi HDV-RNA, c6 57 mau dwoc gidi trinh tw va xac dinh kiéu gen
thanh céng. Cac phan tich phat sinh loai ctia doan khuéch dai (235bp) tir bd gen HDV gbém 57 trinh
tw cho thdy HDV1 14 kiéu gen thwdng gap nhét (52/57, 91%); HDV2 chi dwoc tim thay & 5/57 (9%)
bénh nhan déng nhiém HDV/HBV (Hinh 2A, 2B). Tt ca céc trinh tw da dwoc giri dén co sé dir liéu

GenBank (MG722912-MG722968).
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Hinh 2. Kiéu gen cta HDV phan lap duoc:
(A): Cay phan lap gen dugc xay dwng dwa trén
sy sap x&p cla 235bp trong sb 57 trinh tw
nucleotide dwoc phan 13p tir cac bénh nhan déng
nhiém HDV/HBV. 39 bd gen HDV cé do dai day
da théng qua cac trinh tw mau cac kiéu gen
HDV1-8 dwoc 1y tir co s& dir liéu NCBI cung
Vi cac sb gia nhap GenBank da dwoc dwa vao
dé phan tich. Méi lién hé twong quan (neighbor-
joining tree) dwgc xay dwng dwa trén bootstrap
gdm 1.000 Ian 13p lai. Thanh & gbc cay biéu thi ty
l&é thay thé nucleotide trén méi vi tri. (B): Cay
phat sinh loai chi dwgc xay dwng cho cac trinh tw
kiéu gen 1 va 2 ctia HDV va bao gébm 82 trinh tw
nucleotide (25 tham chiéu vé bd gen HDV cé do
dai diy du dwoc lay tv co s& div liéu NCBI, 52
ching cla kiéu gen HDV 1 (ky hiéu la ¢) va 5
HDV kiéu gen 2 (ky hiéu | e) tr bénh nhan déng
nhiém HBV/HDV trong nhdém nghién ctu cla
chung téi.

4. Ban luan

Mé&c du da coé véc-xin HBV hiéu qua, nhung
ddng nhiém HDV/HBV van 1a méi quan tam va
khéng duwoc bao cdo day di & nhiéu ving lwu
hanh HBV. O Viét Nam, mé&c du chwong trinh
tiém phong viém gan B phd cap da dwoc trién
khai tr nam 2003 v&i d6 bao phu rat cao, nhiém
HBV van 1a mét trong nhitng van dé sirc khde
cong dong nghiém trong nhat voi 10-15% sb
nguwdi nhiém trong dan s néi chung va 20-40%
giba cac nhéom cdé nguy co cao nhw ngudi st
dung ma tdy va ngwdi nhiém HIV [6]. Diéu nay
cho thdy ty l& nhiém HDV cao & nhirtng ngudi
Viét Nam c6 HBsAg dwong tinh. C6 rét it di liéu
vé dich t& hoc phan t&r nhiém HDV va cac két
qua khéng nhét quan vé ca ty |1é nhiém va phan
bb cac kiéu gen HDV & Viét Nam [7-10]. O day
chung t6i moé ta ty 1&é lwu hanh HDV cao trong
nhém bénh nhan kham va diéu tri tai bénh vién
Trung uong Quan doéi 108, va kiéu gen HDV1
chiém wu thé.

Ty |&é nhiém HDV khac nhau dang ké gitva
cac qubc gia & chau Phi, Nam My va mét phan
chau A [7, 9], trong khi ty I& lwu hanh thdp & Béac
Au va Bé&c My, noi nhiém HDV chi yéu xay ra &
nhirng nguw&i tieém chich ma tay. Tai Viét Nam, ty

I& phan bd lwvu hanh HDV dwoc cho |a khac biét
gitra cac vung theo phan b dia ly. Mot nghién
clru da chi ra rang ty 1& nhiém HDV khac nhau &
5 vung trén khap Viét Nam, bao gém Ha Noéi, Hai
Phong, Ba Nang, Khanh Hoa va Can Tho [9]. Ty
l& phat hiéen HDV cao & mién Béac Viét Nam
(30,2% va 29,4% & Ha Noi va Hai Phong, twong
&ng), nhung thAp hon & mién Nam Viét Nam
(8,1% & Khanh Hoa va 12,5% & Can Tho) va
mién Trung Viét Nam (5,3% & Da N&ng). Mét
nghién cu trwdc day dwoc thwe hién trén mot
nhém bénh nhan nhiém HBV dwoc thu thap hon
mot thap ky trwdc da cho thay ty 1& lwu hanh
HDV-RNA cao & mién bac Viét Nam (15,4%) [9].
Nhiém HDV-RNA xac dinh duwgc & 10% nguoi
mac VGBM, dwgc thu thdp vao nam 2015 tai
mién Trung Viét Nam [10]. Sy khac biét vé ty lé
lwu hanh HDV-RNA gilra hai nghién ctru nay
phan anh sw phan bé khac biét ciia HDV theo
vung mién tai Viét Nam. Phat hién cla chung toi
vé ty |& nhiém HDV cao tai Bénh viéen TWQD 108
(13%), gép phan ching thwc cho cac két qua
trwdc do [8, 9] va chi ra rang ty 1& nhiém HDV
khéng giam trong thap ky qua & mién Béc Viét
Nam, mac du chwong trinh tiém phong viém gan
B da dworc thiét 1ap tét.

Su phan bb khac nhau cla cac kiéu gen
HDV & mién Bac va mién Nam Viét Nam gan day
da dwoc bao cao [8-10], véi kiéu gen HDV1 xuét
hién & tAt ca cac vung cla Viét Nam [9]. HDV1
chiém wu thé & mién Béac Viét Nam véi 90% [8],
nhwng chi chiém 20% & mién Trung Viét Nam
[10]. O day, ching tdi xac nhan su chiém wu thé
cua HDV1 (HDV1, 91% so v&i HDV2, 9%) tai
Bénh vién TWQD 108, phu hop v&i phat hién
rang HDV1 [a kiéu gen phd bién nhét trén toan
thé gidi, trong khi cac kiéu gen khac kha han ché
& cac vung dia ly riéng biét.

5. Két luan

So vé&i tinh hinh mét thap ky trwdc, nhiém
HDV van la mét van dé y té nghiém trong & Viét
Nam. Tai Bénh viéen TWQD 108, ghi nhan ty Ié
dwong tinh véi HDV-RNA & bénh nhan nhiém
HBV cao (13%) va HDV1 |a kiéu gen chii yéu. Ty
|& nhiém HDV tiép tuc cao & bénh nhan viém gan
B lam tang ganh nang bénh tat, va lam tang nguy
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co dién tién sang cac giai doan tién trién nhu xo
gan va ung thuw gan.
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