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(BE] AQ.AZAFXFSFHBVEORXFERXARGCBFER AR A HBV 2 EAANR AR HERAENE, Y
B EF Ry HBV BB R T/, ik ¥ HBV S2.S £ E % H & 3% #4 pCMV-S2. S(PS) #1 48 Ji t 2% # 4k pcD-
NA3. 0 43 %% E% C57BL/6 NARE — % ZHBV £ E MR (n=5). A NR I K E 444 F ¥ 100 ug, A ELISA ¥ 3%
/N B o 3 30 HBs f 4 preS2 34 X HBV # 2 H /M A i 7§ HBsAg fn HBeAg WA F, M EHEXHEZ SR . FRMHA X
AEARFRAL HEFBYFATHE R XETURERERE, SR :PSESEFRELENKF £ TH HBs A #
preS2, 3 HifipreSZ WA E FH HBs 4 1~2 . PS % 8 AE . % £ BN R ik HBsAg fo HBeAg A M. A EE K S
FHESARBREKEZEN N NENBAL FAREARELRRAN ZhM AR HENSRAXRHERR. ARWEN
HEABANEKRE AR K ELEEA L, SR . FRRPHBV I E AR A GRS AR S HBsAg B RN AR L EN L,
e FRELEANR D E F# HBsAg ft HBeAg; M P WL R ER W F 467 HBYV BHA R W EE R R4 T KE.
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HBYV DNA-based immunization inducing humoral immune response in nomal and HBV transgenic mice

YU Hong-Yu'", CHEN Xin-Long?, SONG Wei®*, YU Yong-Wei*, ZHANG Le-Zhi*, HU Yi-Ping®(1. Department of Pathol-
ogy, Changzheng Hospital, Second Military Medical University, Shanghai 200003, China; 2. Department of Burns, Chang-
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[ABSTRACT] Objective: To investigate the feasibility of treating chronic HBV infection by inducing specific humoral im-
mune response to HBV middle envelope protiens in normal and HBV transgenic mice with HBV DNA-based immunization.
Methods : The eukaryotic expression vector pCMV-S2. S (PS) containing HBV S2. S gene and pcDNA3. 0 were used respec-
tively to immunize 5 C57BL/6 normal mice and HBV transgenic mice. Each mouse was injected intramuscularly with one of
those plasmids at the same dose (100 pg). Sera of mice were detected for anti-HBs, anti-preS2, HBsAg and HBeAg with
ELISA. Pathological changes of transgenic mice liver were observed by microscopy. Results:PS can stimulate immune re-
sponses of anti-HBs and anti-preS2 in normal and transgenic mice. The appearance of anti-preS2 was 1-2 weeks earlier than
that of anti-HBs. HBsAg and HBeAg in sera turned negative 8 weeks after immunization. At the 8th week, hepatocytes
showed extensive granular degeneration and hydropic degeneration. There was no obvious difference in the amount of
mononuclear lymphocytes between pre- and post-gene immunization. Conclusion: It is showed that specific humoral immune
response can be effectively induced by PS after DNA-based immunization, and PS seems to be responsible for the disapearance
of HBsAg and HBeAg in sera of HBV transgenic mice. The results provide an evidence for further investigation of genetic vac-
cine in the treatment of chronic HBV infection.
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RERZAFABLK, 4 20X WARREZE  FitE R B, BRI & ZHF s
W (HBV) S, 1 HBY MU SAFE ML FF i B+ BB A8 X DNA SR AR5
BRI, (R, I LTI 4 MBI M B W7 SR O A SE A 1 T A, AR TE
BUCFE, AR TR TFNe AT RCRA R BRA02S FILEHY B S e O 38 , RUBCHLIA =t B
30% ~40% JEEFERAELY), PLK R E (lamivudine)
Bl R R 7 HBV DNA K¥ 3o EFE a4 [(EemE] HFXARPFEESE(39670669,39970676).
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TR B R CEE B AT 2 R 7 = A O B 1 G 9 N B HE
A, BATE S E HBY BN EBREBAE(pCMV-
S2. S, PS) F ¥ H 4% IE % C57BL/6 KAl — §h &
HBV ¥ EF/NR . W H SRR & e ) &
PURBRCR  LUE p it — 5 TF R ABHRE T HBV
KI5 B 1R AR B

1 #EAE

1.1 ##  #4LE DHb5a i AR 5 il B 24 30 40 Al
Y E R L. TR IR KW B Qiagen A
il . HBsAg ELISA £yl % AUSAB 7l & .41
HBs #7 4 5 W B Abbott Laboratiries, 2% PLik1E
W ELISA A&l B FEZLRHEAEDEREGR
AHE) . Pi-preS2 KA &M B b 5K EF BT
I B 52 BT BF A A BF A 0 . Wellscan MK BEARAX
W) B Labsystem 2vE], H-E 3¢ 8 H ] .

1.2 F%zh4p C57BL/6 /N (AR AL E S5
MY HRE S RAD I 10 B, Mtk 4~6
JkE KRB YN 20 g,SPF R (GHIES : BT
02-68 ¥), HBV ¥ EF/NR" K C57BL/6 & &,
SPF %, 17§ ELISA #ll HBsAg #1 HBeAg FHPE.
1.3 PSeyME WM FENEFLEE.

1.4 RERR HREAFERHEBETRHALZN S
B SUE B 8 100 ml DH5a %% 4k B Bk 89 B W AT
FRAS 1= 4 B FkL 500 pg.

1.5 PS & &R EW K& HBV % E/NR 4516
Ml L H fst B, B 5 R, SR ANEER
R PS, X BRAL 128 #fk pcDNA3. 0, 840.5%
EERAG EL R B 50 pl AN B B IR B BT LAY . 3
dE&/DPDRBEETS 0. 75% LB H & 41 (£ 200
pD) B /NE RS B T 0. 9% A B ER Kk b i a4k
FRLE AR —FAL, FORIRE R 1 png/ul. WA
BRTEST 100 pg, B 50 pg. FHHET XSG B
1~2 JE RT3 AL B 4 W8 M /s BRUBR J5 #8 K B I 200
pl, B EHMLTE — 70 CIRTFFRRE .

1.6 S fF P AR-HBs 93 /DERIE T HBs

ELISA #5501 45 3047 . K91 HBs ik -

E (mIU/ml,Y) 5 8GER AL 78 Y Dysof (XD 347
LHEEH,BHFRIY =094, 442X — 1. 959, r=
0. 998 8 FEFRIE Diso T ARIBM H BRI EHARSEE .
1.7 ELISA 4 Al & f i + 4% preS20! 4% %
M & UL B #E AT, B opreS2 WOl K (X)) =

(Dimmesm — Damwees )/ (Dummeene — Dammpene ) X
100% .

1.8 ELISA % # a4 A H ) & &% HBsAg #

HBeAg #iAN AU k4T,

1.9 AR DMAFBRAZZREFAR XEERE
JE4 8 /DB BEIES 0. 75 % R B HL 244 (&4 200
pD) PR, 32 IE Y0 O 2 B8 6 T A BN BB E S X
10 M M E 2, B BB K, A s fu 3, 0
WA S H-E Jefa, 68T M.

1.10 %24 ® RASAS Gt ik,

2 &5 R

2.1 wE¥H HBs K-+ FH PSE M AKER
31 B s RLE LR K E (>10 mIU/mD B35 1
BAES 4 JA;C57BL/6 MR EMB L Wi 12
JE i B0 0, AR IE B D BB m LR MR 88. 42
mIU /ml; % 3 B/ B2 W 45w At 158 11 A3
i U, AN A R B /DN BB R BT 4R MR BE 3 178. 20
mlIU/ml, ifif pcDNAS3. 0 Rk i) C57BL/6 K%
FP/NR, HL W S5 HBs FLR R4 R (<
10 mIU/mD), WA LK ESR BEP<0.01,B D,
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1 DNA ®B# &% A/ E % HBs kK E
Fig 1 Titres of anti-HBs in mice
immunized with PS or pcDNA3. 0
A C57BL/6 mice; B; Transgenic mice

2.2 3 HBs2 KF C57BL/6 /MR KRR E
/NS PS S5, B BB M AR (>50%) &2
WEIEAN /D BREE REEE 2 B AR FYE
8 ,C57BL/6 /NRZESE 8 HB &% (F 24), 4
S/ BR B S AT R I R AT 3K 103, 40 %, B R E /MR
55 MR EE A 2B) , MER B PRI RE
101. 60% ; i & HT HBs2 7 3040/ 300 ) 3R iy 11 B 1
B F 41 HBs HUR A H 3. T pcDNAS3. 0 kL
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Fig 2 Inhibition rate of anti-preS2
in mice immunized with PS or pcDNA3. 0
A: C57BL/6 imice; B: Transgenic mice

2.3 ik HBsAg # HBeAg HBV ®E K /)R,
PS ik a5 5 R ZMELE R CGE 12 D, Rk
#| HBsAg #1 HBeAg; M pcDNA3. 0 it H A
/0N FRUFE S 35 8] 7] 460 ) HBsAg 1 HBeAg .

2.4 HARIDIAFBEYSREXL PSHRERES
JA, 40 A Hh BRAR BE S [R] A9 10 o e P D KR AR
P, RERE AT RIKE AR ETEE T,

3 4t it

DNA ¥ B 7% 2 48 B DNA B #1525k
B 4 4, 35 Yo 21 36 Fh 40 A B 5% 5k mRNA,
PEREARNE B3 FTEHALHAEREEY
(MHC- T #1 MHC- I )& 72 5l B L4 7™ 4 40 0L 1) 4
BN . 56 REE R BB R A 8 R A
b, DNA ¥& # i T 88 5B 37 # (R 35 B R 1 23 [R1 45 4
B 5 0 18 16 s B 4k, AT R 68 1R 47 #t B B SR 5%
UM R T B K CTL 403 8 3 &R 515,
BeAh, SRR RN DNA S i &t EEZ W, L
WA K TH DNA EREERRNEREBEM
MHC- I 26 BR % ¥ CTL pf %, M & Bk i & #1 K
BBl ASLI0E o Bk UL P ST DNA S8, B2 Hh
BT /N B G B .

Fo B T 3% 2 W PR 2 B IF R AL B E B
Hl. 1842 BUAF R B X HBY B R PR =4 12
JE R R) ) S 2 T 52 » 2 B0 2 HBs 1 (82) HBe T 44

4  HBc ik B8 BA . HBV #RERE/NR B FE
F AL B, HBV & il %t /1N BT 48 B R & 5 2 43
i, E R G5 HBV B L FWRZRES, 5 A
HBV 1@ R B EH AU, FEEDREERE
ERHAEBTREREL -ATRBCEDRBEE
A1 B L B JRRE S e R N L A B T AR A B
PR E B E R B IR E T AT R BIER . A
THESTRRAINITES DNA B, RN B ERE
BRI/ B I e g I 2, D e 2 RN R R =
I T w2 RE.

BREERNDRMLETSARENTIEBE
DNA BB & G RRE S S =4 /K Bk 7
FEIE BB R 45T preS2 HLR RAL B HLA T4, X
AT BB 2 B T 5 5 R/ R X — o 5 1 S B2 T 5%
PE t HBsAg {K"?, DNA i o 5 S B-Hitk 4
BEEAYRIE BB B F 51 5% 2 40 M H 4K HB-
sAg  BETTRIB T 4HpE 358 . st , A BF R Ak A
B DNA 9 M Bk -5 F % i3 F 5 CpG &
F R A A AR LR EE S Thl 2K GRS Rk
%S IL-12. IFNY S4B E 7= £, F 5K
MM NK JRSE DI REI SR . R & DNA B
R A E O — 38 T Thl B4R b &,
Thl B 55 N 2 0 7= 4 HBsAg RALHIE R BN
AR WA TERRERNM ™4, [FE, 68
CoG MR TIMEE EHRE SRR
PEIRN B AF 5 - Bk G ST 5 T T A 40 A 2 3E % R
PR % 24, R A M HBsAg B T = 21
EE A B TSI EAETE,

T BT R AL &, DNA 488 i 4 &K R 3
PEPUAAR , T 50 5% B N/ U S BE T 32, 3 ) HBV 2
HHRE X—AR BB IFRBITHEEY
BB ST IFRE T 37 B8 42 B 7E B T A KRG, M40
AR 5 DNA f] 8B 51 i A B R B, 7T BB 8075 0 2
EmMBUEY R4 4 DNA ik, 3l AL 8 5%
BEME R BN, BEE T DNA B # 588 L A 3
K RABE R A5 1 0 B 918 M R g M R
TR FIR T R HER A T F B
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Changes of serum cortisol in male senilities with cardiac failure
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(1. AR 2455 VG IR BS 2 Bt & ARk B o0 B

[X@A] CAREZEA AR
[(PESES] Ro541.61 [XHIRIRE] B

BB R B BUROR A RS U RV R R MR
TAEBYMNBRBARSZ — NEFARNERESREER
e R AE DL R R, AR R E EE MR ER . A
WEET 54 4184 5B M 78 M 10 ) 308 AR I TR BT R R VR R
M, A HMEWT .

1 |RRMAE

1.1 Hastg BBARERZOZHEERMHEE 99
Bl B BB R R 0K 79 B, F L8R 46 L0 DUEESE 33
Bl &HRMEE 49 H]; 5O 11 6 2 4B AT MO JE 8 IR
W6 G000 3. B NYHA BELTIRES & 0 WO F
BRI LA O FEHE 54 B, FHFER(72.3116.63) % .0
WLl ~NEROBEEBLEZSMAREF<0.45 F, &
DR 45 B, P ER(67. 2185108, 0 I K R
EF>0.45% . Hi%E#% 30 fIRHF MM EBAIER BES KR
XA, I FE#E (66. 78+9. 89 %

1.2 BEF% SBITF 0:00.8:00,16:00 & F B fk L

B, Ak 132001; 2. R FOE

B, %R 250001)
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2 mlE A BE B B2 R, L P O Sa B R T 8 ML v P R R B
B, BeRRF & d P EZsh B 401 TR TR, U3 A+
ERMEEAR KRB BA R R ELENESS AR A=
B GC-1200 ¥ U S it $ias . kS 25 Y 2 R e
A RERMAT 72 h ZBABEREELEY.

1.3 ##tF48 TERBEER s Rn RHRE;
HEERRA &R,

[N

2 & R
JUE-
S HR 4 B 7 5 12 M IE % (8: 00 fH>16:00 {6 >0.00 fi),
B R EE A B AV 1 fE 9 7E E B V8 B (EE % fH 50~200 pg/L).,
ELEANABRTEEEL, KRB BN PHES TX
(F#% 54 70
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