2R gmiL: 10384 HRE_ EY

5. 200426158 UDC

B R
WOt % X
B R RE R wEIARIR A F ALY #)
THHREABEFRAFEEER1 2MER4 T
PRRAXIE S FEZHR

The primary analysis of the epitopes of anti-HEV mAbs and
the molecular differences between HEV-1 and HEV-4 in

their neutralization regions

SRR

FBFRTFEL: BTE RN

+ ¥ 2 R AF
LI B 2007 #F 06 A 19 B
XA FERT . 2007 5 08 A 02 H
2P A 2000 A B

2007 4F 07 H



BITXFFAMIEX/REIEE A

ZEAMANR I, EANAE IR T N AL SRR . AN
FER AR 2 2% (1 A N BB IO SR, e S0 AW 5 30bx

o AS AR = A EH f ki S0 AR BRI A 9T A

PN (RE44):

= 3 H



BXFFAREFRERFR

ARNGER TR TRFA SRR A A AR S RIE « T TR A BUR
1) ) 5K R ) s A WA A V8 SC I 4RI ORI L 7RI, BUH 24 A 18 SO
TR H IR 2 5 55 Fo Vi SCEE N AR AR B A ], 5 BORE 24 (7 148 S0 1Y)
N PG NAT B PEREA TR R, AT BUK 4 18 SC IR b RN 5 27 H i DR 110
SRR SRR 5 IE A RLE

NS VAR WA

LAREE C ), 75 @ AR

2. AR €D

CEAE LA EAINAS S AT “ v 7D

(R H 39 F 0 H
TIMLEA H 391 F 0 H



S

1 -3

JREUFRWITE (HEV) J& AT 2 ik, B4 HEV JAT0 =0 TR
Ao RILHEV (1) 4 A 32 S R R APAE A W 08 (10 B ks 222 5 IR 1 R (HEV-1)
FIEEDR 2 8 (HEV-2) U408 T N6, B S EBURMBLIN IR AT, 050
FOAT A D A N RS, iR 3 8 (HEV-3) FHJE[R 4 B0 (HEV-4) A&
SCRL AU T NBERAT AR R UK . FATH HEV 20 P2 465 HEV-1/2 )
H (Human) ZF1$5 HEV-3/4 [f] Z (Zoonosis) 2.

T HeFRA 1@ Western blot. /&AM PCR, ELISA BHWSER: f 4 B 2 ik
PEXC S S 45 I 2 P HEV BB RSB R AT AT RE RS, 4R R 12
PREETE BB AL #RAL T ORF2 2ad08-458 2 1], 17 BRFIG I M I 2R A #5
SEN T ORF2 aa459-606 2 [, b 15 BRI RALAL T R B4R 1 o

P EE RR Y] HEV 1 32 ZE A RERAL X I T ORF2 ] 2a459-606 2
], I H AR F A5 HEV 5508 PR A0 0 B 1) DX 3k o AT 508 3 LU X 28 HEV
ORF2 aa368-606 X B, KIUAFLE 4 DRRTHIZERALAL BT HEV [ 12
R XA, 735 E Serd83Thr. Val492Met. Serd497Thr Al Ala599Gly. LLAEIE
J 995 £ ORI HEV 239 (ORF2 2a368-606) A3, S PUAML fidb 4752 i
AR, JFLX 15 BRAEBEAER HEV-1 FI/8 HEV-4 [¥ 5 50 B B LR & Fh o8
PRI S [N, 25 RN aad97 122 S it i T IX P28 HEV HoRIR R A 511
MY ZE S, B aad97 SR OGN 1R M 4K 22 ¢ ] EAE H 2881 Z 28 HEV 1o
FIEPEP PR E LA
KRB USRI RE: SORREBUA CRBD: 1 2R IR



S

Abstract

Hepatitis E virus (HEV) is the pathogen of hepatitis E. With the increasing knowledge
of the molecular epidemiological study, HEV can be classified into two groups
according to its compatible host: H (human) group and Z (zoonosis) group. H group
contains genotype 1 and genotype 2 HEV isolates which infect human only; Z group
contains genotype 3 and genotype 4 HEV isolates which infect both human and
animals.

Firstly, we systematically study the epitopes of 23 anti-HEV monoclonal antibodies
which were previously generated in our laboratory with the use of western blot,
capture-PCR, blocking ELISA and synthetic polypeptides. It is found that 12 mAbs
recognized linear epitopes that located at aa408-458 of HEV ORF2 and 17
conformation-dependent mAbs, most of which recognized the surface epitopes of
native HEV, located at aa459-606 of HEV ORF2. These mAbs provides good tools for
the further studies of HEV.

The neutralization epitopes mostly centralize in HEV ORF2 aa459-606, which was
proved to be the cellular adsorptive region. We analyze the amino acid sequences
between ORF2 368 and 606. Four group-conserved sites, all of which located in the
neutralization region of ORF2 were identified. They were Ser483Thr, Val492Met,
Ser497Thr and Ala599Gly. Mutation analysis were then performed on these sites of
HEV 239 which could form virus-like particles, and our results showed that the
difference of the site of aa497 between H and Z groups was responsible for the
maintenance of their group-specific immunodominant epitopes, probably through
confirmation-dependent epitope changes, while the other three sites didn’t have
apparent effects. Thus, analysis of the site Ser497Thr may help to understand the

molecular mechanism of compatible host selection by H and Z groups of HEV.

Key words:. hepatitis E virus (HEV); monoclonal antibody (mAb); host difference;

neutralization epitope.
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