(19) e AR FNE ERFIR =G

*:‘D (12) R BRE | EHIF

MR

(10) HIFAHS CN 102675422 A
(43) HIF AT H 2012.09. 19

(21) S 201110061840. 5
(22) HiEH 2011.03.15

(70 BIEA REFEE R AR B R A 7
Hedlk 300457 RHETITRIXIREER 220 5K
BT b A M e 25 A B A B S Bt
$1005

(72) ZBAAN FKWRZR  THHERAT

(74) ERRIBIE IR EEER BB R
THEAH 11219
REA BFH #LER

(51) Int. CI.
CO7K 7/08(2006. 01)
CIZN 15/11(2006. 01)
CIZN 15/63(2006.01)
CIZN 5/10(2006. 01)
CIZN 1/15(2006.01)
CIZN 1/19(2006.01)

C12N 1,21 (2006. 01)
AGIK 38/10(2006. 01)
AGIK 48/00(2006. 01)
AGIP 1/16(2006.01)
A6IP 31,20 (2006. 01)

BOMIZ R 1 00 B 23 1
FPoZR 4 BT B 5 3

(54) %ZPRETR

PLLRIT 28 X A Z KA
(57) &

AR I 2 K2 ek, BRI bt o B
MRBEXEAMZIKMEE L Z K2 &
g, LA EATRI N . Bk, AR &k —
B AME ST 2% 8 X 520 (hepatitis B
virus X protein, HBx) IhEEIETEMIZ L, HAE 4
TR RS 3 97K 7 BG40 HBx [
T DRI B i & 2R JHE 2 5 B 4% P g s
%, MR R ERAET R AR, DL 76 A AR
FEAl R AERIE 2 I KSR, B4
AT D Ee  BO D BE AR AR, LA R i fidix £ 2 ik

- IR B EATTI Dy B v B D BE AR AR I JE A, v
N Iz AT Biia SR R G 5 I, B4R %

<t

JEE

Mo

=
e
o
=
=
o

CN 102675



CON 102675422 A W F E k B /13

1. 4% ES10 2 KBRS, HoA &7 40 SEQ 1D NO 1 Fros R R 741 B T BE 1 B
BRI REAZ R, BT 2 Bk sk B HA 0 B I R e 8 X R A I ZhBE, JFREHI 6 2 B AT
RIS S5 I8 1 0 R R AR TR JE o

2. BURER 1 FTIR ) 2 BRSSPI, BTk £ FF 25 B G i 148 1 s €098 2 L P
15 A5 1T o

3. BURIESR 1 BTk i) 2 IR S IR, oA & 2 28 1R 7 1) SLTh e A B ol o R A8 1k
A5 SEQ 1D NO : 1 R aSEmRIT 41 2 /0 70 % B R PE

4. BURIE SR 1 BTk i 2 IR s LA, HL A& (225 1% 7 7)) HLTh e A B el Dh RE A8 1k
A5 SEQ 1D NO :1 iR a7 41 220 80 % AR R TE

5. BURIER | BTk i 2 IRSUIAAE L), FoE & M R 02 740 SLTh e i B Th ge A 1k
A5 SEQ ID NO :1 iR &R T 41 222 90 % AR R P

6. BURIEK | Arid i 2 SRk Ay, HoA &40 SEQ 1D NOs :1-6 H 7R (AT —Fh
IR TH .

. PENEZ TR, TR 2 FRaSE e AR —F -

a) Zmiid SEQ 1D NO :1 Fin IR IEER 4 L IhBE A BL s Th Be A I 2 B H R ik

b) H5ZEITIR a) HANSUMEAAS M 2 %R o

8. BANER 7T HIZ TR, TR Z T RES LA NHPR—F -

a) 4l SEQ ID NOs :1-6 Fi7n T — P FE IR 7 A1 0 2 A1 IR 5l

b) 5ZIFIR a) HANSUMEAAS M 2 1% H TR o

9. EARIKIA, HAGBRER 7 808 ik 2% 11K .

10. ALFEAIBCR)EE R 9 Pk (1) FE 240 SRR B AR i 340 fe..

L1 BUREESR 1-6 FRAT— FTid 2 JIKAE H3E BT £ s B I8 e fa 108 P s 1 25400 v g

12, BUFZER 7-8 FPAE— P R A BRAE B3 BT £ 75 IR A8 1 I iR 250 P
13. BUFZER 9 Fp il B 4 I8 A AE 3 BT £ 75 IR RO 18 Ik A R 250 P

14 BUMESR 11-13 H AR RN, Brad B O il 5t SRR 58 iR 7 e e
15. A EY, A EGBOMER 1-6 HhE—FTik 1) 2 PREUREIUY) , BLRAELE [ 259

16. G, A EBOMER 7-8 HAE— iR 2 H IR, LLRAEE K 2584 o
17. ZYMAEY, HASBORER 9/ Pridk i E4 RIS S A, LR I 2580k .
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MBI KFRE X ERSKAY

R G
[0001] Ak W19 K % IR 2540k, RARWS Kt AT 90 85 X R A I 22 IR AN g i it 22 Ik
IZ R, LR BTN o

EEHEA

[0002] A2 S EUR ASET (SR 2 —, HOB MR &, A R E R LT R AU T
B i ER R R AR TR AL G, TR ARG A A 30 5N it A R
TETANBUE 11 )7 LR 595 (hepatitis B virus, HBV) JERGYR] S EUH 2 L FHAEARFI R
R RFE R A, EFRIE 80% DL R B3 SR 5 e, WIRR 2 o SR A P
[0003]  HBV 4y K 29 3. 2Kb ] DNA 7§ B, H I 00 B 132 HE 36 18 £ B I R i 55 3R 1 Hi R
(HBsAg) « ZRBF R #% L PR (HBeAg) - LT 9 75 2 A L BT R 25 X PR
(HBxAg) (BNHRZ Ky LB 5 i 55 X £ 1, Bl HBx) , H 1 HBx /& HBV DNA S5 il iy DA 23 f Rl -
FH -+ HBx 42 HBV DNA 5 il i b 25 (R R 7, (R G HI ) HBx FRI Zh e, RS nl i) HBV [/,
DL R FH 1M B I 98 R A AR

[0004] 341, HBx 1E K e AR R 7, (et e () AR RS 0, R 2 M. 7E0 T K
S KRS AT R S AR R B, HBx BT TR SR I E 8 4 M i AT R Ve . e
HE DR R SE 30 R B HBx B & 3 MR g e A AR E T . K EFI 45 R W, HBV B4
SFELAFAE ] FEUR M, BAER M R B M R R B RAES R AR b 4T i 4 4 ]
QU J5 R A PR AR, e KGR o AE PR AR S Aty bk AR IFe o AEMR MERTE CRLFE AT 28 W BT
BEARFI I ) IR AR i ftrh, HBx 4% T B IVEM o BRI, HBx 2 Py FVE T7 i 1)
HEER A

[0005]  H A, A HIYETT LA A 32, i LA N7, AL BUR A AR . ZEIRIR T AR
e 41 2R HBsAg AT HBxAg (K414 FH MRS HY 2 ik 80% HE42 90% LA b Btk HBx /4 1T
Jers A R R 1A B B0 [R5 i R IRy S M R, ) A ) R R SRR SE BRIl IR
N HHOME . X100, BT B AT HBx 1 = 4ER SRR i R 56 B Wt LLE I HBx SR =M 51
T AL ZEFD I o

[0006]  ZJTk A BCRIE 254, SLAEIR IR e AR . #lan, IRk (thymopeptide) J&
AN T e SR P T R DA, LA (R 00 Ik 5L 40 A £ R W A A W S P RO VR, T
M FHIT7 2R ik, 2 IRV RR SOE A EIER B, <tk &, 5 T4 A
&, 2 IR R IRAE FE K, L JRUERIPE OR300 43 1) 2 K BRAE /R N I - S e, L 24
VG (TP

RIEAE

[0007] AR K — M HA M SRR WiEE X 558 (hepatitis B virus X protein,
HBx) Lhfeds M i 2 K, AR 73 F7KF Al M ACE RS ) K F b B D) HBx ()36 M, BRI g
FP I 2L 98 9 B B e P 36 RGP I 98 5 H I 98 S S R AR 5 TS IR IR A, DL R A A AR L A
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R AR . %2 ORI IR, B AR e AT DhBe A BE R Zh e AR 1k, LA K g il i 4l
Z IR IR B AT DhRE A B ShREAR AR ZE AL, BT T2 FH TR i SR I GL J5 1
i FLFE AT 2 HFRB A TS o

[0008]  —J5Ifil, AR BHERAL T 43 B 1) 2 IR BB, AL 57 Wi SEQ 1D NO =1 s i) 28 &
% 74 B Dh e v BEE D Re ALK, ik 22 KBRS AT ) £ B 6 3 55 X B 1)
Thtie, I BEH ) 2 T 58 9 BRI e J A2 P FF e (0 R AR R R J o BT IR S B I L e 1 42
PRI o UELRE B 98, FR I 98 S B R AE 5 RS B AR, DL AR AR Bty o A (R FFEE
[0009]  FEAS A& B — 28 HARSTf] o, b 2 TR s sy, a8 a2 25 /% 74 ST
fe FEr sk oh RS AT LA 5 SEQ 1D NO :1 FiRsE S E /D> 70%, il 80%, i &
90%, LA S L2 B i AR R Ve o DRt , 3X 26 22 KBRS ) 05 40 SEQ 1D NOs :1-6 H i
INHE— PR T .

[0010] 55— 5T, AR BRI B M 2 IR, TR 2 % IR 60 2 4 A5 W1 SEQ 1D NO 1 i
TN ESEIR T A L D) RE i B ER D BE AR B 2 L IR s EE R S gnig 1 SEQ 1D NO -1
7 IR R T 5)) HL D R v BB e AR PR I 2 1% 1P IR EL AN B R A S I 2 AT IR - I
Hh, XL LTI N 9 B5 SEQ 1D NOs : 1-6 JivR IR T I 2 - 7 IR, 8% 5 485 SEQ
ID NOs :1-6 I/ [ 2 B 1R 74 IR 2 1% 7 R T A BU™ A% 248 I 2 AL AT IR

[0011] 55— 7 [, AR B L & A SME 2 1% P IR 1) B 4 SR o4, HL A5 4w 5 o SEQ
ID NO :1 s R ZERRT 4 L IhRe i BEE U e AR AR 2 A% AT IR B 2 58 & 4mhd i SEQ
ID NO :1 it e B0 740 HeDhe v BB D REAL 1R 1) 2 1% 1P R ELANBU™ M AL I 2 1% 1Y
R o LMY, IX e 2 R IA B AABUR) & 4 SEQ 1D NOs :1-6 BTz R IEBR 741 1K) £ M1
B2, BB 5 9mh5 SEQ 1D NOs :1-6 JroR 2 2R 07 51 (1) 2 4% 1 IR B AR B M A4 A2 1 2 44
TR A5 BB R LA F 4 R IE T TE E 40

[0012] b4, A B A dE kR 2 IR BRI 1% PR LA S B 41 3R TR 28 AR AT il i
BT ER G S5 (A8 P AT B 25 R R o A — A ARSI b, BTk 2590 ]k BT
[IETT R T . BT 259 m] LA & 29464, o] LU STk M 253 1k .

[0013] AR, Frid 2 Ik (BFEILThRE A Bk ) R L IRBE R, 16 0 HBx (1 4%
FHIE 7, HA G HBx (DS MR8 1, BRI £ Y 98 9 75 IR BT R PO T 485 PR U
51 I R AR FUAE AR FEmd b A A2 i e o (A5 02, AR BRI Bk 2 ik B
O 2 253024 e IR T DUSCR 697 T AT BRI G BT S B T B 225

)

R 152 AR

[0014] P& 1 W H /& e v AH (L (HPLC) X &lifb j5 N T A e % K anti-HBxP1# ¥ 43 H7 &5
o

[0015] || 2. RV FH 4 ik PRURS I A 2 BH 1) 22 IR BE Rk A 2R 18 HBx i [ (1) JHH9es 48 JHa i) 52
Wi, 455 58, p-Anti—HBxP1# %f HepG2-X Zi M. L-02-X 40 ML HepG2. 2. 15 4H e NF-B j3
) BE R A EIE A, 25005 A8, 1706 J6 HBx [ HepG2 JH-J 40 i F1 G HBx ) L-02
TR TC SN . ARSI, p-Anti-TBxP1# (¥ 5 FhIhEEA(AZE (0. 151 g/well) I HepG2-X
A0 MR L-02-X 48 i NF-B J3 3l IS Pt A — @ I EE . P << 0. 05,"P < 0. 01, 1
1T Student’ s t test il 24T,
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[oo16] || 3. AilAS K WK 22 KA 40 B /K P % 2R 15 1 HBx £ 10 NF-B i3 )1 [R5 PR 1)
Wi, 45 R ER, N TEREIZ K Anti-HBxP1# %f %1k HBx 2% 4 i HepG2-X 4i i . L-02-X 41
W HepG2. 2. 15 40 il o 1¥) NF-B J3 8 [R)35 1H BA 0 HIE A, HAZID /R FH 2500 & 1O
{EX T HBx KIA HepG2 HFE 40 ML L-02 AF-40 f ) ek smd . P << 0. 05, ™P << 0. 01, 3k
1T Student’ s t test ZiFFE 0o
[0017] 4. N MTT RS 44 AR e BH ) 22 SRR DR 3R % 3R 08 HBx & 1 1R HHes 40 e 1) 5%
Wi, %55 57K, p-Anti-HBxP1# %f HepG2-X 40 . L-02-X 41 o F1l HepG2. 2. 15 40 il A4 K 1
HmE B AIHIE A, HHSCR 202, (HX] 8 HBx RIA K HepG2 AT 4 fg il L-02 fF
Y0 JCR2 M. p-Anti-HBxP1# [ 5 Fh DhHE AR AL A (0. 151 g/well) X HepG2-X 4l g Al
L-02-X 40 ffo () A= KAt B $HI/EH o p-Anti-HBxP1# J5 P < 0.05, P < 0.01, #F
17 Student’ s t test &t .
[oo18] &1 5. IV A MTT A A% A& B 2 IOW R i e i AR K sg . g5 SR Bon, M A T
4RI 2 Ik Anti-HBxP1# % HepG2-X 40 il L-02-X 40 o fl HepG2. 2. 15 40 o/ K i35 H
HINEER, HHAEH 270208 . XS E HBx RIEH HepG2 AT 40 i F1 L-02 H-4H e
M, P <<0.05, 7P < 0.01, 37T Student” s t test Hil2E0HT.
[0019] ¥ 6 : AT &8I 2 ik Anti-TBxP1# X HepG2-X 40 M (K 4F F o AR Bl e b sz a6 45
SR, MH AN TA B 2 BE Anti-HBxP1# % HepG2-X 4 fo A A 5E HAT B B 4 EH .
P < 0.01, Student’ s t test Gt
[0020] & 7. N TARHIZIE Anti-HBxP1# X HepG2. 2. 15 4 M fI4E o 4 SR Se b 45
RER, M N A 2 Ik Anti-HBxP1# % HepG2. 2. 15 2 Jig A= KRG 5 H A7 B & 1k ol
YEF . P < 0.01, Student” s t test GLif 2T

8. 2 IKELL R IR T R B K

BRI T7
[0021] AU BHh, ALEE UL BH A5 AR EE SRk A5, AF IR ZUARTE BRAERE U B, A 1R 1)
é’l\x o
[0022]  “r B — AR TR P TN E JREG IR EREE (B, 452 B AR A i e LR AR FR
Bi) etk Hensh, — AN BRI 2 IR B IRAFAE T 1 304 v 3t A2 Bea 4 53 18
Hke, T FIAE K 2% ER B 2 IR R — L8B3 AE AR REih 5 2 I A7 W 5o Tt 7 B
[ PR Z XTI AT DU S — 3 ) — 40, ] L2 3 — A5 —# 5. Bk
SNBSS Z RN 053, AR AR 5 B o
[0023]  “H4ifLi” —in Efe DA e gl FRRE . “AilRE” AR AR, A L LR
e XAl . I, 4l AT LR 2 /02 50 %, BEAT BLIE KT 60%.70% .80 % .90 % B AT
DL 100% .
[0024]  GnA B BT, 20 B A o ML IR BB T 7 B ok . IS 4B IR R AR
A MR Z TR Z P2 A 7 B 0, AR RIFE I 2 4% B R A 2 P NIRRT R AE A 1)
oAb F b 4 T, WA 2 B 6 RIS A8 3] T P, R e R AL i .
[0025]  “HZPR”.\“HZIRITH)” 8 “BFE 7417 AR IR, F% TR LR S Bk
0. AR BHIAZ IR AE 4 LA RNA (9 401, mRNA) (17 2% 3 DNA FRFEZZS (9121, cDNA (3 R 41
DNA) 174, DNA RJ LIAZXUEE, thn] L2 SR %% DNA B RNA W] L2 gmhd st ( XBE) (B8R
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gt E (S SCBE) PAE—Fh. A0 AR IR Z R E R A] LI 57 smel 37 I fl & 4
M FRZEARIL (ARSI SR ICYIFA ) 2 ER. EATA] L& B s MR IR 3R
30 (it 23 A/ sigiiql ), FERT DU & KRR L AE R IR sl A 1 A% R, O B
AT DAL B TRAR IR AR TR AR IR B A (A% IR 2 T R B, i a2, i ok 1 s e ol £ R 1 5
FHRARERAE ARAS i 1) A% IR A% B IR (R AR IR TR — T

[0026]  Jrif “ZZERRITH)” 8L 2 K7 AR IR FEIK 2 IR A 5 A B, SLTR LA
PRBEAHERE 2R . AR R I ) “ 2 BE IR )7 W S — R R ARAFAE (1) 88 B B4 1R 2
FERR AN, IX R “ 2 K7 8 B IR IEARWE # 2 SR T A IR S IR B g
FHR ) e FARN AL IR A o AR T 2R B 751 W] LA A BRI A 2 B IR AR
MZ AR (His—tag) B Myc. FLAG SR Abric K 4 41 o

[0027]  “BRK” RFeAE A IERR P Y S IR 74 T — DA IR RR B R IR 2K
[0028]  “HHAN” B “UNIN” R FRAE AR 74 sl IR e 41 R A8 3 30 RARAF AR Bk
ARHTHI S FAREG, — el IR R 8% B R R I

[0020]  “EH” & Fe HAF KA LR L IR B — Pl N RSz 5 .-

[0030] 2k BB I — D2 A IR B TR 7 W2 R, M H 8 A1 7 AR VR SR A
) SR A 1% I 1 2 IO AT T A 2k Bl 2% 65 988 s D R 0% 0k 2 450 S I R ) B ) 2 2
PR R . PR SR AR T M H O A0 I E s AR A A1 T I 5EAE, U A] DU A RAR
1P AL HIAZ R B 1 T SRAR AT 73 B AL AR B o X 2RI I 7 v B & — el
MNEIFERIFE NI Z N D- BRI, HARFAFAE I 2R IR SN TAE M )2 5 R, 1
e FERR ] LU A AT DAAS 2 F s A 20 P mtis (1) o 55 CAH SRR, 5 SR R AR R AR, T LA
B85 B R A RRAFAERIZ E IR, Wr] LR R BRI H R .

[0031]  Z RIS “ThRE B S dia A W 1) 22 IR BRI ATATT 553, Pk 853 O BE HLAE A — 843 1)
Z K CRI“SEAR” Z K IEEAA AR [R] R A= 4002375 P FH D BE

[0032]  ZJIKIF “ DhREARAA” 2B A EARKR A0 AT iR 2 KBl 2 5 1R 7 41 AH [R) BAHABL ) A= 4
D) REBGE M 2 BE IR 41, e AT DU, il , 1) TR R 7 4P — AN B AN BE IR TR
FEH GRS A IERIR IS I 80 2) IR Ry — A s A2 SR
BRI PR sF AR DR A7 2 SE IRV AR AR s B 3) IR R P4 — A e 2 A s BRI RS |
R AN SR A e HE B R TR s B 4) JRZUERR 7 A 5 S0 7 1 8l &4 CEC s a3k
ROTFEE) RS 80 5) A W2 R B 91 5 s N 2 2R 82 e 91 Bl 8k 1T T 1) 22 iR
FE5) CRnEr e 20 80 Wh P 1) s R Ak s 2 IR 4158 ) 8l 6) SRz 3R R 7 41) ()
KA 5 7) LA SIS OURIR G . AR U, BB A DhRe A AR, T LA S — A
RN AR IR IE AR D- B A5 IR, H AR FAF A M A 2 FEBR s\ T AB i i 2z ik
R, X s SR W] LAt m] DLANE HH A% 25 i - S A 11 o

[0033] 2 IR« S SR Je e G S L ISR AR 2 IR R IR P 91 22 Ik, LAEUIT IR 10 e
KA EERR P41 (AN S ) C S e BN ) 5524 M C S a) N i 352 U FR 586 A2 ik 22
FER P AAHIE s AL, 100 SR e — D RS L 2 R R K D A, D Rk L =
PR o B, =ik Val-Ala-Gly FI0 R B E IR 74 Gly-Ala—Val, H &4
BRI D TR

[0034] AR B, “JRASHUAD” St 4 B S AN V. 22 kL ACAR [R] () H k) BB, 4ol

6
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RESS I H A E M A = Dh e B AL S 4 o RASEHUA) A0 4%, 490 4, 425 55 AH R Y 22 KT
AH TR 2 25 1R e 41 I R LA & 4y, ARL7E 3L A AN BB 2 A2 R R 2 18], IR A4 A B )
F5E. Pl IBFUY) AT CLAEE S R 8RR IRAF AL I 28 F5 B RARE KRR AE I 2 S5 1R
[0035] AR B, B R A I “ i JF AL 4R 7 XA 2 TR T ), 5 R A IR
JEAA DR, AR 25 1) 28 11 JBURT 22 IR M ARAZ 1 IR 17 40 B 4 56 ) 2 1 BB 22 Ik —# o

[0036]  “HZIRAMAS” AEARAIL A% (S0, #41, Sambrook %5, Molecular Cloning :A
Laboratory Manual,3rd Ed., Cold Spring Harbor Laboratory,2001) ., ", 555,
R P RAG, W AR Al Ry (MECLZRAT ), AT REAS HIS SEINAH R 2 - IR . &A1)
FAT I FER PR e 2 7 1 B AR P AN K BT 7 o S8 AR BHIEW I AE“ P 4 R A%
Ao AR, PR AT, TR B 9 SRR il BT T (R A A e it 45 4, 42°C )
ZAT R AE (50 % FIERZ 5 X SSC(150mM NaCl. 15mM 4782 =4 ) \50mM (1B ER4N (pHT. 6) .
5X Denhardt ¥+ 10 %6 Bt B 1 2 8% W FH 20 1 g/m1 (AR ML BY D) ik 60K 1~ DNA) i & ok 14, 48
JAAE 65°C 4N 0. 1XSSC ¥ fi .

[0037]  “[RIEME” 248 B AMYFERE, AT LU 43 AR, ] U e R 353 AU 7 A2
Fo— PR 2> FTAME 51, JE] R F0 ) 5 A BAN A S AL IR I A8 . IR AP AT I i
1072 ke MEFR RS PRA I 448 F 34T 2958 (Southern ENFFER Northern EI#E4S ) SkAbill, JEA
[FI 5 10 7 51 BR 2 A8 R T] 58 S R0 56 4 B AN P 20 5 80 7 A0 A8 P2 A% T R P PR AR 1 45
TG AR, R R RIS IR AE RV ARRE R R SS & AT A L4 &, 3R T
FURE e MR SO B I AR AR

[0038]  ZAFLIRT AN B T B e A I “AH R 8% “ Rl — 17 B 73 F a2 TR 75 AP B 2 Fil
TR L IR e A L, e ZAH R BAH AL 1 70 360 AR 22 A GIRE RN T2 30 1) 77 V2
I EAH ) T 4 &, Wil ok MEGALIGN #2/% (Lasergene software package, DNASTA, Inc.,
Madison, WI) . MEGALIGN F&/ 5 I MR ¥R AN A 1) 7550 Cluster VLA IR B Z Rl 751 (2
Higgins & Sharp,Gene 73 :237-244, (1988)),Gluster Wil i 4 25 T Be i 22 [8) T BE B9
ST HVHES) % S8 54 5 DL B A 7 Bt e N2 RR T A W T4 A FIJF 1) B 2 18]
(RIAH R 2 mT Do ik 5

[0039] [ (/%41 A 5)F4) B Z [AITLELHITRIEANEL) / (P51 A B IEEL - 740 A (R Bk &
- 740 B A fEER S ) 1X 100%

[o040]  [FJ3HL, thA] LLd ik Cluster VB ANSUR AN 7775, W1 Jotun Hein (773 (S0
Hein J.,Methods in Emzumology 183 :625-645, 1990) , Wl & ¥ & /5 41 (KIAH R PE 1 45 %
[0041] “HARKIAL” ZIGBRABEM N FEZ TR % TR EAE, ZEA R EH
Y it mRNAL B 1 2 K BOTK R P IR 7 4, 24123 08 2R e N 2 40 M 5 vl 3R A A RV 1
mRNA B 2R BUIK . AR R, B AR IR B ] DU B AR BRI % 1 IR 7471 (HANVY
PR T2 DNA Bl RNA, W] SRR BOURE N T & stk B RAR, Al E RN s A% 1
Mo REFFIR A B T] LR RARAFAE R B m] LR AE R AR AFAE R BAE I 11

[0042]  AJRBHH, “ RS G e M 7 A2 i £ B 980 B B Je S U
AL TGS MERT 98 IR YERT R B R AE 51 F T 223 P £ i &8 4 2] 23 A 28 s ok 2B IR AR, %
KA AE AR FL Al BRI . R R R A S B R B R S B e I 45 L, IX M
FE T RRZ A ST I R -
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[0043] AR BAHT, “YRd7T 7RI TR 7 LA R BB AR AR IR (H AN B RS 100 % [ Ek5e 4
[R6 7 BRIRT , AT LAV E A ARSI AN ST A R B 36 T 7 BB R A o AR B A ) < Fp)s
AT PR A A GEIR PR SRR R BORE R R AE

[0044] £k

[0045] AN BHERAL A0 B BRAEAL I 2 IR o AS S B K ) 22 JIRRT DA A VBEAC b L B PR 2 ik
2 7 41) Gly-Ser—Ala—Val-Met—-Phe—Ser—Ser—-Lys—Glu—Arg—Gly (SEQ 1D NO :1) A4l
Ko BFFUIE S &6 2 JR ] LB 2 300 HBx Fvs M, A B 5 ) & s B e S5 (01 ek A
o (R AE RN R AR T, BE EE B, IR HE 22 IR mT LAPD I AT £ s 25 1) JHFJs 40 e iy 2
KNG

[0046]  FTIRHNTHILE 4> T 7K P 4l B /K - RSk P38 R i, Brid 2 IKAE 5> 77K °F b
AT LD HBx 30 BIAZ R B (NF-B) 198 3l -3 14k, AT AR IR iR 22 JIR AT HBx A7 2440
il HALIDH R 2 B R T 2 IR AE AN i /K Pt AR IR HE 2 HBx 355 AL 1) A9 40 e 1
A KRBT ThEe (A 2], HILPHICR b 2 BRI B REM TR ER, Tid 2
JRLES /KT Be A SN2 1A HBx (1) 98 4 B 160 R e )y o 2R, il 2 IR JE 3R 1A HBx
JH-Jes 40 B NF-B 1 8 20735 Pt e i, % JE 3R I8 HBx JHFes 40 i i 2 AN B e s i
[0047] AR BHIGIRAE TR A Bl Z IR &R DhBe v B iR Dhge v BERT LA AR R B I 2
R BRI B 2 SR T AN AT AT v B, S5 A2 H S o8 AR Z AR B, B DURHADURR B2 A H R R A2 | R
SRR R OR B SR A2 IR A= 00 T, 44, i) HBx (RGP . SRR Z IR, Tk DhRE v B
Al LELFE, 4, SEARZ KT 10%.20% .30 % .40 % .50 % .60 % .70 % .80 % .90 % .95 % .
100%105%110% 120 % 150 % 200 % B S (135 o Pk Dhge v Br i vl LAAE FaR i s:
R T 5 B s B R kv  BRIL 20 HE DL SR B W v, A0 S AN I 2 SRR, 9, 0%
AL IRE IR 7 A A [F 2 1R o an SR PR S 1) 2 LR AN WG ik Th e B A4
STy Be e FEAR, a0, S HBx [R5 PR FFA R S0 i 4 e, D03t 2 e A e, I G i
YU I 5 I 40 M i AR R . SO BRI, Y 5 TR SR AN 2 Ik ) AR 25 Pk
FHECE B, TR BAN A A IE BR Re 8 S 8 SR ALY A5 R . AR R Z IR Thie i BL LS
TR ARZ KA A 2D 70 % K750 R — MR Z SR 7 5 AR IE 71 o 45— AR R SE i
B, AR B ThRe A BCERE TR S8 AR 22 K1 N i il / B8 C oS N2 B 1R, ) 4 — A~ s
MR IR -

[0048] 54, AR BRI Z K R HL DR v B Dh R AR AR AR AE A R BRYE 2 o TR A
KRB Z K AL Dhie i B Dhe AR AR B 5 P S5 48 22 KB AR D e B S A DL BiAH
[ B AR 4003 P S 4 2, F0 ) HBx PRIV P BA R A b S o e 40 e, UL R B O
() JFFJe 0 ) 2B KRNI . S IR TR S5 AR 2 IR A Dh e v B, Ik Dy e A2 tR ] LU P
WRIEARZ RBCEAR T e B &R 7 51 22 /D7 29 50 % .60 % .70 % .80 % .90 % 95 % 5K
100 % By [Rl—1t o ARIEHE, AR B 2 Ik &L Dh e i B I DhBe A8 6 &, 5 TR e AR £ IR B,
SEADRER BLRA 2/ T0% T4 R —ME . SEOUER, AR 2 KR L Thae i B I Thie
RS 5 PTR R AL IRSCEARTIRE R B 1-3 MR X 3. SR, A% B
Z IR D RE B Dh e AR B 5 TR SR AR Z IRBCE AR DR BOE L MR ER X
5l o

[0049] T AS A W1 10 2 I B H D 4 B D A5 P T DAL, 0, 4 LA T A

8
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TRAF @B IR B RSRA 2 IRECE ATy Re i BUa 51 741 . Bk U, BTid 48 5 B 1) 22 Tk A
HIhRe v B DR ] DA & BHA 2483 1 446 A BUE 2 MRSF R R IR B MBI 2R A
ZIREECR AT RE T B A IE IR A1 o 34k, TR AR ) 2 Ik S 3L D e A B D B A2 144
A LUAHS B 20— AN HERAF AR B A 2 KB AR D e i B 2B 741 . B Ak
vt AT AR B 2 N3 A4 A5 A BUE 2 A EIR S R R IR B SR AR 2 IR A )
RE T BCI R 741 o FEIXLEAE T A, 6 T Pt (1) 28 IR B 48k, DLk Ry A2 AN i i B 1 BT ik
Thee AR R AE Y ThRe BaE Pk FEALGE M, BT 2 28 IR 9 3 vy A R BH I 22 ik e L Th e
B Dy R AR A 2 Dh e A M, LY 5 Pk o8 R 2 KB AR Th e v BoAH LLAEIN, i
R T RE AR AR AL P2 Th Re B0 R A

[0050]  fLiih, AR B IK) 2 Ik A D RE v BE I Bh Be R R G — AN e 2 MR SF A R E
o LRGN, IRF 2R E IS A M), Efa X kg g4, /1, X —4pH A
TR/ B SR I B 2 SRR AR R Ty — > oA A R S s SR PR R 2 B TR . AR
AR N ST, DR ST I IR 2 2 TR 4 W] DA J R 0 PR 5 4 B D e ) o e . LAY
(RIOR ST I B A HE, 40, R Pk 2 SR B 40 o) — MR ME 2R (9, AsP 5E Glu) , FHELA
AR BE K 2 R B ) — A B AR M B i 2 R (94, Ala, Gly, Val, Ile, Leu,
Met, Phe, Pro, Trp, Val, % ) , AR IR & s — M PERFER (Lys, Arg, 55 ), HEA
AR 0 () 2 SRR 0 ) — D A AR PR BE Y 2558 (Asn, Cyss, Gln, Ser, Thr, Tyr, %),
MO EREZER (Trp, Phe, Tyr, %) BN — M HRER, &

[0051]  Gy4b, AU B 2 Ik A HL Dy e B By e AR A i w] LA A% % B AT = 22 ik sl 2
RE T B30 S R AU AT B, T S SRR A TR TS SR I oR A 2 IR 25 1R P 91 (1)
Z K, DB IR S R 28 2588 791 (24 AN i r] C g SRR ) 524 A\ C ¥ /] N g 152
HUN (2R AR 2 IR 2 BB P AUAH IR o A, 56 T3 S R, B9 — D2 JE B R R 2 BE R 1Y D
SR, D SRS L iR . B, =k Val-Ala-Gly FI¥ s R HA 2 5 1R 7 )
Gly-Ala—Val, e &R IR 2 D R k. AR, ik D) Re e (R Uik 4% SEQ ID NO -
1 s A

[0052] AR ZIE (HFEDhEe A B ) K DR AW LLRAE B K AL, B, w] LA
FEEHE MR, Sk 2 ik (RFEDRe B ) ATy e O B 0 B A2 0%
P, 040, 0 HBx FRvE 1, LU 230 30 i) et 440 e, DI00E A2 I8 40 T, 0 G2 B S M
B4 280k 00, AR Z Ik CRAEDhae b BORIZhREAZ & ) AT LU 4-2000 24
EmK, K EH5,6,7,8,9,10,11,12,13, 14, 15, 16, 18, 20, 25, 30, 40, 50, 60, 70, 80, 90,
100, 125, 150, 175, 200, 300, 400, 500, 700, 800, 1000 X5 £ . Hiikih, A% B Z kKN
6-20 NZAFERR, T 2 1E A 2 BRI 25307 S I 2K

[0053]  7E—ANSEhtifs b, AR B ) 2 Ik R LD RE A Be I D REAR 1 5 55 AR 2 )ik SEQ 1D NO -
| B AR ERMZER, HEA 5EAZHKSEQ 1D NO 1 AR A 2438 R T g, 51
1, FH) HBx B35 1 , LA KA 280 31 il e 40 L, D0 A P 40 1, G H A2 3R HBx 1 e 4
Mo SEELAAH, AU I 22 Ik A D e v BUR) D Re A2 A0 6% SEQ ID NOs :2-6.

[0054]  AKRUIIGHEEE TR Z ik (BEThaEe i BT REAZ K ) BRI fE—MRIL )
S 77 T, PR BRA AU i UKo SRS FR XA I BRASE AL, B rp B A~ 2 1R ) 0 B R
ez SRR I AR 1 EmA S o B o B, SRR BLAE A N- B # i H i, HH A

9
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NRCH,CO 18 A 2584 ) 8. 52 A7, I HLH HA 55 AR R 160 22 TR AH [5) 803 A AH [5]3R5 o
TE 7 — LI St 77 B P, BT BREE S ) B0 16 o5 A8 1) 3= %, HErp R AN = BE ER 2 1) 17
A . FEIX— b, BT IR mT CLELFE T b g A 1) B SR A IR 3= B -
[0055]

...NCHj; - C¢- CO - NCH; - C,- CO...

| |
) 4% (k3
[o056] AR Z L (HFEThEe T B ZhRe 4k ) DLRIKESI Y, wT LUAHE & Ak
P IR B R E M Z IR Pl & i 2 58 IR AE AT 2 2, B 55, 1)
UL, BN CHRIR . R R o - A IERR S22 R S— Szt P2 - PPtk
A -3- IR ) —4- BRI R 4- A IE AN 2R 4 K P EE A T 20 R 4 B 2k 2R
WRIR A~ FURNRA R A- RERNER. B- REZAR. B- BRERNAR . KEHH
Mg a - BN I CRENZR A CAE H 2R Mk -2- RIR. 1,2, 3,4- IS i
Wk -3- FRIR 2 N IR VRN IR B N - W N - L - e RN N -
NI - R 6 IR R SR o - IR ERIR . o - IR CHRIE . a -2
FIRPEFERIR . a - (2- EEE —2- BRUKATBE ) - RIR o, v- & TR, o, B- Z&EN
MR ANEIR N a - - TEHZAK.
[0057]  ASCHTRIA KR HE 2 Ak (RFED) e i BRI D e A2 4 ) DA R IR U4 38w LA
L5 40 - ZFFE AR (CPP) o JTid CPP {2 1E A B 22 0k 28 1k 4t o B I HLgk AN 4B LN o CPPs
FEARS P & B, 2 W, # 4l, Deshayes %5, 40 i 4> 1 4= fr B} %% (Cell. Mol. Life
Sci. )62 :1839-1849 (2005) ;EI-Andaloussi 2%, A 254 ¥ v+ (Curr. Pharm. Design. ) 11 ;
3597-3611(2005) o Jidk CPP HJ LU AU, 2 A0 AR A 8 7 (AR — i
[0058] AR ZIK (HLHEDhEe i BT a2 0k ) CLRRBEFLA) e ] L, 41 at, 4% TG 4k
(o, TR ERAL ) B ZEAL BERLAL R IRAL  BEFR AL\ B4k N- BEfb B Z AR B fL  Fe A
FSCR I0 R R B Z R AR AL, A/ B AL
[0059]  ZEfFIR UL, AN K EHPTIA Z Ik (HLAE DR BOAD)REAR AR ) DL RIRA A mT LU i
AT IS I TR B 23— T DA 436 A% s L RN AR ART i 5, 490 4, IR U IR, T 25 141 » b
Tl I R UL IE , % 0 Ik 22 U IR » W T I I i, e T, e R DR NEL Ak, (Ol I » B IR IR VLIBE, % T
PR, 5 I 1 H YRI5, 0 IE [ 3 A o ARk b, BT iR R ALAT A0 2 MR 5 BRAT 2L 40, BT ik G 7 1R
Gy F AT LR AT C8-C20 /Ui IR, 49 4n, HAETR ERAHIR « A & 5 R B TG TR « Y IR « I ¥R IR\ I
FRER AL A VUG TR « — ik AR IR« BRAC AR R 55 o Pk g D BR i m] AAEA T Bk JR - BT
TEHLAL B A E REAT, B, — BRI TR RITRE 731 ] LA ETE AR 2 IRk (£
FED)RE T BO D BEAL A ) LLADRAS UM (R AT I A 3853 o 4914, 8 AR % B 1K 22 ik 2d Fk o
e B EE R W i R TR I IR 70+ IR IR 43+ nT LA 3 Bl i W e 1R P 5 31 AR
KM Z K CRFEIIRE A BRI REAR 7K ) DL IR RIA) .
[0060]  AKEHIIZ Ak (RLFEDIRE N BRAIDhREARAR ) DL RS, B HoAir A= 40)19 tn fi
IDTBRATAEA, 3 mT LA SRR . — BRIk 2 SR AR Ak
[0061] AR Z MK (FEDIRE T BRI BEAR 1A ) LA KRB AUA AT LU i A s AR N
VIR T vEER1E (20, ), Chan 25, Fmoc Solid Phase Peptide Synthesis, 27 K2~
10
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WAL, 2R, 2 E ), 2005 ;Reid, R. , Peptide and Protein Drug Analysis,Marcel Dekker
Company, 2000 ; LA & 3€ [H & F] 5 5, 449, 752) . M4, ] E A% B w4 5 47 2 Ik #5
B (20,0, Sambrook 2%, 73 T yulE 5250 %= T (Molecular Cloning :A Laboratory
Manual) , 8 3 iz, ¥ 52 s st (Cold Spring Harbor Press), Rk, 4%,2001) . 45,
AR Z Ik (CRREH D) RE A BE UL D BEAE 1R ) AT LA AnAE ) 40 R B R FLEh
WK NS BN/ sRalifh o 43 B FNAiA IR 7 VEAE AT N A2 A J . 24 kb, A ST AT
A2 K CRFEILIhRe i B UL D REAR A ) ] LA ML A 7] A a1 3R 3k A5

[0062] ZHZIFIR

[0063] AR BHICIRAEGRIIAT—FP T iR (AR R B 2 Ik (CELHGZhRE v BERIZhRER 1K) 100 5
MZ IR TR Z TR AS RIBT—F AR AZIE CBFEIhRE BERIZhREZ 7K ) 4abd
FEA), B 4% SEQ 1D NO -1 FIR%HFEE 41 SEQ 1D NO 7, LUK 3X S8 4 i e 41) AT — Ffr iy -
ARk s, TR 2 RIS T CLELS B ngmad e A0/ BEdEgmid o, S— 7, A
R IERAAL EX R 2 B 2 A% IR B B, PR & B T IR 17 91 5 A BH T ik 1)
PP RZ B % 7 IR 7 51) AN EXCTE P2 45 A T 5 A R BT IR A — Pl 2 R A BRI % 17 IR
FEHRAL o

[0064] AR EHIGHR G BR Z IR IR F ik, Hgnid 5 Ak HZ Ik (5 DhRE ) BUR L)
REZR 1R ) A AH R 2R 75 (1) 2 KB 2 IR DR BT DhRe A 14 . b 2 P IR I S 14
AT DL RAR R A I A AR AR B AR R AR R A AR Rk X B AT IR T IR FE IR 7
PR CBR AR SRR N AR SR QAT T SN, S AR AR — AN 2 R B R,
‘B REE — N BE LRI R R BN, (HAS 2 ST E e I g 5 11 22 IR 1 2
HE o

[0065] AR BHIK 2 1% FF IR AT LA RARAFAE i 4 45 2, ] DL ok s 40 7 4, 8
A CAIE AL AE A R/ BB I N, A3 R AS AU L AN IR T VE A o AR B ) 2 4% P B m]
DL A RPN IR, thn] LA R B IR . Pk R B R IR Wt ik
BNy 7 16 AR A 2 A e T BRI INAE 2% A8 I T8 1 IR RUBE (R R BEAS e M (o, B AR R AT
HEFANY g B AL IR ) » ALFE, 11, 5— FUIRMEE (5— JRIRWEIE  5— SR WEIE | 5 fifl R mE
WE IR B SNS  THIEENS A— LR mEg 56— ( FRILFE AL ) JRmENE (5- AL AR -2- 0
PRWEIE | PRIEIE ~5— F2 5L LR 65— FFJE —2— T IR WEINE | 2— B i W IV 2— 8 PR W I L 4~ it JK el
WE \5— AR PR EIE | FRIENE —5- FRIE LR AR JEME  3- (3- &4k —3-N-2- RN 2L ) JRMEnE (F 2,
6— RN S5 I L, FERT DL B R AR B B e R R IR 2 ) P B, 1 Qa2 R I B
TRACHETR IS E, F RSB R SRIETEI BTG ek, DUy, A B (A% R 2 T4 7 AR 11
[o066]  EEZFIAH A

[0067] A HICHE AR A AR W Z TR EARIEE A Pri’f EAH R ILTAT]
DR AT I Y 1) 2 3R 80, FF HLAT DU T A B BT A0S Y 1915 4. 18 2 2
ARV BT Y SO Rk, BRI A 3, Wik B 5 o P g iAmT LLd
iR A A :pUC F41).pcDNA F:41, pBluescript pET F%1).pGEX ZFIA pEX &%), b
] AT W T AR AR, 1 41 A GT104 AGT11. A ZaPIT. A EMBLA 2%, 43R IA#AT] LI HE
pBIOL. pBI101. 2, pBI101. 3. pBI121 I pBIN19, Zh43 L% LLALHE pEUK-CL. pMAM FiI
pMAMneo, fLEH, A< B4 peDNA ZR 511 Tk .

11
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[0068] W] LA FHIFrvHE BLZH DNA A 26 AR W IR B AL B B AR . mT LA 26 H 7 ) e 1
WIS B 2K, LIS 7R % sl 8 4 bR E TR B 3R 4t . AR, Ik E 4]
RIRBARAFR R 5, 1 W R R S 2 7o Pk 4 Fe 50X T ik 404k
FToINTE E2R A (e, 40 B ) BRI ) R I

[0069]  JiTid 20 AR IAH AT LIALHE— Pl 2 bR B 1A, JL AOVF 1B P4 A0 I e L i T
F o bR R R AFE X R AR BT, W, XPUAE R E AR S B, 8 IR A
o AN LR IR, LR AR SRS o X T A R B R IS B G bR it 2R R AL
flan, BraE g /G418 Uitk FO g R S 2L Il & R p ISR A 2 2 R B R SR AL DY BR
RPUHEEER M N & R U

[0070] PR EEZH R IA B AT LS RN SEE TR A BN 1. 31 Ik +E, a0, 5.
59 I AL DU AR T R A, AEEOR A S TR REZ N o AR S, 2 IR 75
5B TFRAGHAREARN RN B3 r LURAEE & E 3 T B e a3 1, 1
wr, E4ifumEE (V) JA30T SV40 JH3I 7 RSV a3l 1 BLAAE T4 Mg 25 KoK o 8 5
PAFERI RS 1o AR IR E AR ILBR ] LLBevt H T ik H TR g RIA VB T
Ho BN, IR A R IR B AT LA s T RO RS B TR AR L

[0071]  UbAN, Ik A R IL B A A] LAFE B AREER . “ BARER” RIaE4 b RiLE S
EANMOIE T LR o B AR BRI Jim T 5 Wi 20 i XS S i ) m 245 400 R A e e, i i 5 | A 4
MZET: . HARFERIEASIRA & AR (S0, B0, B AREEENGYT J77EMERE (Suicide
Gene Therapy :Methods and Reviews), Springer, Caroline J. (Cancer Research UK
Centre for Cancer Therapeutics at the Institute of Cancer Research, Sutton,
Surrey, UK) , Humana Press, 2004) , | 41 408205 (HSV) 300G (TK) BEPEIRINGEIS %
R YT Sy

[0072] 15 40 /Y

[0073] A% I HR AL AL HE AR SCHTIR A ] — b B 20 SRR B IR 15 4 Mo 1 T4 i 2 A
AR B R IB BT IR R 40 M o 15 3= 40 Mo n] DL EAZ 4l e, 44 4, i) )
PR BRI, B T U B R 40 I, 9, 440 R s AR S o 18 3 40 AT DL S S I 40 e Bl
AL, B, BB A AR A7 B 00 S AR M o 78 = 40 B mT DL I B 40 i sl 8 F 4 e
B, EVR SR P AE R0 . 8 = G 40 A8 AR TR N S CLAN, B, 40, DHS o K
AT T &0 0 o 6 B S 40 it L S VERO 40 i . COS 4 il \HEK293 41 i, 2525, O T ¥ ak 52 i
JITIR B A AR BT H Y, ik e EAl it 2 sz i . b T AR LB £ kel
B, 18 E 4 Mt 2 FLah A . AN VR4 B DLk it rs =40, fg =4 e n] Bl
AT MO A, mT LAk BAFAT 2R B ZH 2R, 3 Hoo] LU AT K B BB .

[0074] AR WICTRALEEE /b — R AT IR (7 40 MR 20 B Ar A4 o BT id 40 i 44 ] LA
se MR, AR ST — M TR EAURIA BRI FAli, DL 2D — M i,
i, A S AR TR B2 AR B R e A (. T 4 ), SRR T 40 A i, 41
1, B 0 g R Y W PR A L T L P L P R A L R L UL L i 4 i
Sk e, IR A AR AT LU FEA FIRREAR, JLrh Irid R - B AR08 ik A&
BRI R4 (lan, FE RS Prid BRI BARN T 4R ) » Prid AL ]
DL 40 J ) o A A, SLrb P B A 1) T A 40 i 2 A 5 T 2 AR 8 R ) B — i 2 i )

12
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W, DASSOZAE R 1) I 40 M A 25 BT IR S 40 3R Bk o FE AR BH (1) — AN St 7 7, BT il 40 e
TR AL HE AL 15 AN SC TR I B 4 R IR R 1 S 40 M ) S R AR

[0075] X&YW

[0076] AR BHIS GRS, B, LML G, LA A KUK Z Ik (HFEDhRe i Bl
e et ) UL KBS 2 1% H IR 20 IR 20K Bl 4 fe b AE—Fh . 61, DL
WA AR TR ARSI N 2 TR (0L, 140, Hudecz, F. , 73 1AW 071
(Methods Mol.Biol.)298 :209-223 (2005) I Kirin %, LHL4L % (Inorg. Chem. )44 (15) :
5405-5415 (2005)) .

[0077]  ZiAHEY)

[0078] AU BH P ERAIL () BIR SR i, G 2 Ik (AR Dhae i BRI Zh e Ae 1k ) DL IkAE
P e 0T BRAT A 2 A% AT IR A R R LA S A R (BRI (B EmE (%
GERRN AR ) AT LA 43 B A A R/ B AL

[0079] AR BAYBTIE W] LABCHI A &9, W i MA -G B — i b, AR BRI
EERZ K (FEThaEe b BEFIIRER K ) LA RIKESUY) G 05 BRAT L) S50 A TR T
HRIBEAANE EA M (CBFEIHEHE) , DA BRI A G . A5 A K WY
(KA A SV LLERE L T — R A R BB, 140« 2 BRFZ IR, B8 R ElE 2 A8
[FIHI 2 K. it Fridk 2569 m] UAHE 5 oy — Rl 2 M i i R s 41 5
PR 5 —Fi el 22 M2 s MR s g i e de T DUALEE 15 an ks ), 490, R A BTG, 19
2, R, WA, RAH R, ZRWA, FIRWENE, & VI, FRILIR, T2, B2, M) Z
T, KB, KD, 55,

[0080]  FEACK B — UL SE i 7 S, Pk 25 W A& W Aads 5 s B4l & B AR &
oo BTIR g BURT LS AR A o, R0 A5 AR 7 R TR T S 8 0 i« HE o IE  H R IR | K
EIENE BRG0PI IRTE AL P A2 TN

[0081] X TZWAEW, 25 MR T DL AR B FUIT F B0 28, B AT mT DUSGE 46 2 )
PR 2R, V8 Wi AR e A G Z SIS PEAL A I S R DL R R L e FH 1R AR, JRIEAT IR E . A
B B 1R 245 FH 234, 400 2, A4 A7 ) T T 0 R R ) &5 5 A A Ak AN 53 4 Y
I H BT R AARITAT o PLLE, ik 25 FH AN PRI 2 A 2e i R, e F 2 T A
HAHERIEHBE .

[0082] AR Y IRE 3 A2 Hh e S B AR R B o DA B b FH Tt FH A R BH A o 1R R S T Rk
o B, FEAKR A ZMA SR Z P S EFH . TR T ORAEH 5 E 2 7R
Bk P LR < SR P P IR PN S L R B T e D ) RS A R M Y, R ELAS DT
KPR AT LM 2 T o 42t A R B 0T, AERE 2 T T, e e B A n] LRI B 5
— iR B RN A S T

[0083]  7EANJ B — ALt STt 77 2277, ik 25 416 0 =2 JR s sl i) w kP ol ) sl Rz
TR AEA K B — AU S T Z T, iR A G 2 SR AR o RS i R AR A
FERN AR o FEA R WYt FH 2 5 RIS T b, ek e mlia & o AR B IR ) 38 il 5]
A LA, B, B R R R ORI SR, 9 S I 25 B R R X
FRIVBUAA S [ A 5 o DI b, AR S B AR o 38 il ) i 3B 50 s ol s o

[o084] & HI T 1 kit A EAT AR AT LAEH R 210 & T2 B =a) ARV VL, 15 T il A0 B8 71

13
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KBRS BBV A A R A R I 5 sb) I3 ) BE R AE, A — R TIUE A e &
0 (8] AR SCRUREAR (RS PR R 7Y s0) H370) 5d) B SR BB s FT o) 3 S IFLi. W
PR AT LA R RE ), 15 U AR, 451 G, LR R VR R SR &, W] LA sl AN s
25 RIS TR o JECHE L 2 RT DL S PRI sl e WM 2R, FCA 55, ), v i 1 5
TR MU A XE 70 70 A LR SRR R RR A A K UE R o P I AT ELELEE R 41 & T A —
Pl it - U OB L T SR TOKUEHND BB BUE M B R Tl tit 2T 4 3% BT h AR A AL B
B TR R — S AT I A T I R Bk I AR R 45 Aol IR IR B B I R AL IR
CT T 1) G o791 3 28 1) R 7 < B3 JE 7 < SRR S R AR A R ). BERIE
AT A A A A VR WO ) 20 5 5 TR ] A 8 JR PR A e A i LA B 0 i AL A A P o
V2 R SRR o« TS AR T A J b 18 A A o R BB 511 » g A 35 AR U B 1Y
v IR diii

[0085] A B, PR Y B O L ) L R A RS T RN SR %
T o 1K L8 5 5 50 Rl LASCE AN I ] YA B 1 S e AT BE B
A3 T LAPE Al e In Hs (R 0500, a0 4EmE 25 23 e A ds o Tk M g a3 vl AH] 1 Rt
[0086] & Tl ' A1 it Py ) 79106 58 A PR AR A R S 5598 T Wi SV, e ml A 5 i AL
TR SRR 0 B ) AT B 3 1 50 5 T B I I 58 B B L RO PR K
e R AV, L n] DA TR T R SR R AR TR MBI B . AN B AT (E 2 H
AR A2 AR R AP S 1 W AR BB AR A, AR K R B AT
FH 2R BOBH A B 0 L /N I AT R R £ R AL e 2,
2- S -1, 3- ARG —A- PR IE U R R U IR I8 B H I B, B L B )R D TR
VTS S S D ANV TN 24 i i P SR R i ) VR R R AL AT R R
e PRI ETUE R | U PP AR AT 4 3, sl LA L e 2 A

[0087] W LAHIAE Nz F AN 07 A g A 55 A7 il sh it R L B o Il A L AR S 481
SR A EAa SR DN NS 711N NI B N b N S T 7 1 PR S 9778 = B AN Pl e Rl i
>4 AR 77 P B A8 e R S IR PR R SRl i R

[ooss]  FIE fiz 18 A1l 1] 13 24 10 F2 A A8 I 0l Bl < J AN = Z W 5%, OF 3 A7 18 4 110
LG50, 0 a) PHE 55755« — T 5k et s AL ORI e 25 s AL L e sb) BHES K355 -
ek 57 2 M D B R I o i R e R B H I R R R RS BRI MR R S s0) AEE TR
V50 < HA G e S A < I 0 R R o I DL Mg 1 2R 4R, LA BRI L RGP TE 75 77) < e
B - B - EILAIRERAN 2- Btk — DRMERREL 2R o) MR E.

[0089] Pk fiz 8 AMEIF W ER U AT KA 0 0. 5-25% (EEABE IR MA K
Y.l LME TR RN G pR30) e 0 T s/ MG BGH BRAETE S A8 AL R0, Bk 4 & ]
DI —BiEE Pk M - SRR VEP 4 (HLB) AR T~ RmiE MR A2 BTk 50 R s
PRI L 5-16% (ERARE MK o & A H R mE MRS 4 i KA
I AR T TR MR RN AR, Lot B G/ B = 7 5 BN &40, BT i In & V02 Sl e 4 5 MR AR A AT
N R R o P idt i B A1 00 m] DAA A T 8 ) R e TR B B A v, I Hoa] RAfR
FAAEVSUR TR (T ) IIGRAE T, AR BEAE RILRE A H 2 H I TG B AR R 70 S Kk )
5o TTRAHT SR B b 2R (0 T B A5 70 OB R AR 751 )8 T IR ) S s VRV Ao

14
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[0090] A% B A7) o sl 60, 458 T IR AR & B A I 140 26 Ak mT DA s m v S 055 o mIy S AL
PO 0 25 R 1) 75 B AN Ul AR 2 A RN o L, >4t FH T4 e A3 g
S ML, F A 20 28 Jod v B it

[0091]  F34b, AR BH R BHAD BT, 8L HE Pk 2 B4 st (R 45400, T LAE Ik 5 46 Rk i
UL FE TR B K v RS JBUIR A 1T o) 4% R 70 o 33 4] B I 38 it P %) 030 T LA AR 3E #4591
oV E =i =3 1| IO 7| =i i o S S S Wy i 5, 0 Wl | S O S N B
CLAAr I R A e g A

[0092]  AATUIRE AR N G Z THE b5 T LIRS AL A2 A, AR B R B4 JTE T LA
BC A& B A, W R A & =AY, BRIk

[0093] 4 TIAFNA K BA B 1, e FH 160 A% K B4 o 1) 1 B0 8 8 A2 A 5 3L A [ ¥ ] PN 7
ARG BB N R AR T BT W R . 84, AR R B B 5 R Y i AR AE M FH B
ZIRC LY 2 /N DL b4 12-24 /)Nig BB P e 1) S 1) P 5 100 25 9 40 B 1 34 5, A 310967 BT
Briedvs (A an, g, e s ) IPE A o 7ERCLesiit 7y Sy, Prig it [r) B TA) L 22wl DLEE G o 5]
VA FHARE A B AR R B ) D AR ¥R 9T BB (i, ) RRIRE, LA sl (i,
N AT PR E o 18 it FH R = R/ 22 00 08 T v AU LN« AR BRI 77
SN T L it FH R 52 TR A R B S5 R T A B AT AT A FH R4 S M JORN R P T o

[0094] A4 G BN 0 A% G LA, Ak B 5 AT LA LATAT 7 S AE A, LR &
A B TR VA T BT DA 0, AR e BR A JSURT LA L BROE o % A 1A 4 S R T
WG AW, B, R Y5, 5488 A 415 10 SE R, T8 AT N A2 4
(K)o 20, Wadwa 55, 25980 M 243K (J. Drug Targeting),3:111, (1995) F13EEH & H| 5
5,087,616, F I3 — ST S, AR B 5] LA AE 15 e A7 2 TR 2K, A4 A i B 4)
JEURE T8 T Tt FH %) P 1) 7 XA N TRD R Ok Y A7 7 T sz 2 45 o) ( 230, 460, 55 [ %)
54,450, 150) o AR BRI AT PETE AT LU, 49, s A B SR 22 L ERE 2 AL
SN AW TN G, Forp A B R I BT ik i SR/ BT IR AE £ FLA) B B A
5 ARG B A7 RN AR P R BRAR A, I ELAS A B4 5 AP 1 22 AR - TR A
N

[0095]  AAIREL AN 53 A% BRAR, A A B SRR R 57 10 00 T 58 40 e 2B R RS B ) 7 v
A0, A 8 4 M5 B I B AR R B PR AT B A A B . v DR AT R
T T 15 AR T IR 5 G ) s 45 T A M o FE AR BH 7 V22— AL I 1) S5t 7 %6
W TR 2y AL Gl R 4 . AR D — MRS T e, TR AL S
LVl B 40 B, 90 40, Jieg P i ak

[0096] AKHIMZWAEY, A& 2k CRIEIhRE N BERIZh e 1k ) DL KB4 #%
B2 A RIS BRI/ BG40 M, v DURIAE 7 L0 R £ I 48 0 23 SR 44 15 R IR 12 1 T
I AL I 98 LA R Bl U= A B R AR R s 1 7 b e AR Sl R RN 13 B A & 3
fiff s A B IR 1 R & B9 98 99 B 75 A 1k 8 ] AAEAE FATA 1 b o fLide s, Brids
TR . Rk, PridsE 2N

[0097] NI &G HAR S, XA A BRI — 0 IR IR U B o R ERA, JK LS A A T
W BH AR & BT ANTE T BR A A B Y L o 1 3 SE A9 10 538 7 2%, WJGHRR R U0 B, 34
75 s T B EE, WG REBR Ul BH , 22024 B 5B AR AR 2 =) 8 3245 2111
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[0098]  SEJiiAA]— « 22 IR IR B v i) 2%

[0099] AN T &MZIKIhEE B anti-HBxP1# ;

[0100]  AKRIIHN T AR TTEG K T @258 751 4 Gly-Ser-Ala-Val-Met-Phe—Ser-S
er-Lys—Glu-Arg—Gly (SEQ 1D NO :1) (2 Sk (LU RHR anti-HBxP1#) o %2 BRIl %K A [
FHAE B T5%, W FH AAPPTECApex396 B4 22 JIk& Al (I B B Ik 7 il i A 28 A TR 2
) ), LEBE T 7 A3 3 3 s . 2% PR A S BE R 4% SEQ 1D NO =1 ATz IR 41), M C it — F Fikins [y
N g — 2 Fk i, X A T8 38 — M I\ RiZ Z FE R 741 Gly—-Ser—Ala—Val-Met—-Phe—Ser—Ser—L
ys—Glu-Arg—Gly M2 MR AR 2 C R Gly, 2R S5 & Arg, 12 Glu, —H &5 Ser
DL K N A i) GLy , ANWES I VA i, BRE S 249 2 I BA 2 R 700 . BIAHE %
5, KRGS T 82 AR Al MERE o oA T B i@ R N A A 230 MY (1) 28 FES 8 1 A e
RS AR o FREE I AR U B 1T, I AR ROV Z TS A .

[ot01]  HAKG S T AL MBI ALK -

[0102] 1) ZLfRY" :Fmoc TRy IAEF R ER AR 20 — P M) (piperidine) Rz
(R ORA T A o

[0103]  2) WUHFIACIER « T — 2 BE MR R A — FiE AR BT IS Ak o WAL B A4 S B 1)
QAN AT, TE RIRBE o 71 A BRAT FH K 58 B I B R IR A s B 58 o TR <X 2 [
N J SEARE B 2 A 58 o

[0104]  3) PEMEAMARY « ZIRMAE EBEE Tk, SLOR A B — P AR 357 (TFA) M
R AORY o A Cuim (RIS ) 10 N om (2380w ) & R 2 C w28 — N2 51 Gly [EE 78
PG b, 025 Gly 2R ORI 2], FRm b T — 2R Arg R B I, {82 R A46F0 K
N, PLHSRHERI & ioe i fa — D2 S5 R fa , MBI L DI%1 ok, fHIKE: HPLC 4lifk, 3815 98 %
A ) anti-HBxP1#, & Jo 0 Bl et — B i 25 5E , Hop 1508 1256. 50Kd.

[0105]  {E[EAHG e, RBE I RE A2 FEAN I PRI B R S 0@ IR Bk AT S ik
1) C- Rom S G FEE R R LG IE CFAL R TR ) ROV TERCR IR, 2R 5 % IR — R 451
(RN P-4 28 s i LA DR AP () 2 SR N b 26, A IR 4

[o106] AN TAMZ K anti-HBxP1# A & R AH (2 (HPLC) ( YA PLCAgela C18 4%) 43
My B R PTSRA R4 98.997% (& 1),

[0107]  SZjlfs] — B9k (in vitro) ZKIHL HBx W&

[0108]  RA AN A5 iEA I B A Ol T St — 19 2 IR Pt HBx (9P <38 —Fh 72
K o U B R A, o Rk S A5 — P K 22 K] cDNA b [ F L% R I8 80K peDNAS. 1 (+)
b A I RE DR Y, 7 RS 40 P S IR BRI 9T 22 IR A I D B T U 2 T 9T A 22 R A
HBx PRI 5 5 —Rh 7 v K N T8 B 2 i, BRI N 20 55 55 e 4i Mo iy i 22 v,
L KN HBx HI25R .

[0109]  SEEG A SR e 40 WA ARl — RO 41 B 3R 18 HBx (1) HepG2—X 4H i (2
JE ¥ Y% HBx [P IFEE HepG2 4L ) —FiOA AL B3R 18 L i E 2 2L R IFE HepG2. 2. 15 4
Mo (e g 56 g% HBV 4 JE A () JHHi HepG2 400 ) o« HH T HBx H AT J0E 4% sk Bl NF- ¢ B [/
FH , JB L %6 6 2 BRI A5 FE RS0 77 v2%, 78 20 1 /KPR HBx 2 75 32 203050 5 BT HBx 76 AT
A o A ELAA (U e A0 M AR S SE VR, v LU I 3- (4, 5— FF S —2—- WM ) -2, 5- —
ZRFEPY MR R (MTT) A STt 41— A () 2 Ik ik HepG2-X 4 i HepG2. 2. 15 4 g
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SRS o

[0110]
[0111]
[0112]
[0113]
[0114]
[0115]

[0116]
[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]

[0125]
[0126]
[0127]
[0128]

A ZIRERIE R T
L FREMH

1) BEkE :E. coli DH5 a (I H Pk (R ) AMEARGIR AR )
JiUKE speDNA3. 1 (+) (I H Invitrogen) , pEGFP-C2 (W H Invitrogen)

2. FEG
A 4 R e g
TR RE v Solarbio
RN R R & Transgen
ATHEER BBI
JB& & B B BBI
JEE & E B Promega
Pz BE IR B Promega
EcoRI N V] B& Takara
Xhol A V] E§ Takara
rTaq B§ Takara
T4 DNA ZE#f Takara
R BBI
3. EERWHBCH -
1) LB ¥ A3 7R3
JBAL R 2.0g
W RER I 1. 0g
NaCl 2.0g
IR ZE ARG E A2 200m1
1. 03X 10°Pa 75V K 20min.
2) LB [F A3 775k
R4 5 R 2.0g
B BRI BN 1.0g
NaCl 2.0g
e 3.0g
MEKERERE 200ml

1. 03X 10°Pa Z&V< KB 20min.

3) 10mg/ml YRAK Z5E

R 2 5E 0. 2g
Mz K 20m1

17
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[0129]  TAEW :0. 5ug/ml
[0130]  4) TBE HHVKZE 1R
[0131] 5 X W AFWH -

[0132]  Tris fi 54

[0133]  #iiR 27. 5g

[0134]  0.5mol/L EDTA(pH 8.0) 20m1

[0135]  INXUZEAKE R 2 1000m1

[0136] 4. BKIKZ

[0137]
=il AE (u)
KB R IK 20
5 x  Annealing Buffer 10
Forward DNA oligo (50 uM) 10

(5’-AATTCATGGGAAGCGCAGTGATGTTTTCCAGTAAA

GAACGCGGACGTTGCACCTGAC-3’) (SEQ ID NO:13)

Reverse DNA oligo (50 uM) 10
(5’-TCGAGTCAGGTGCAACGTCCGCGTTCTTTACTGGA

AAACATCACTGCGCTTCCCATG-3’) (SEQ ID NO:14)

[0138] 5. B K& :95°C,2 % B S F R IR 0. 1°'CHE 25°C,90 4341 ;4°C, o,

[0139] 6. pcDNA3. 1 (+) ¥ iUk 2 A4 () /)N B2 HY

[0140] W5 A SEUG 55 BT ARAF 543 peDNAS. 1 (+) JFURLIK DH5 o EARIEAT I Ak , PRECEA 7ok,
N LB RS 2 (& R4 £ 100mg/L) 3T Cil 595 . A TransGen JFki /MR
EHERUTRL .

[0141] 7. XEGVI R VAR R -

[0142]
=% TIAR (ul)
PRI A VIBEE EcoR I 2
PR 1% W U1 B8 Xhol 2
10 x M buffer 4
DNA NF 2 pg
ddH,0 SRR 40 pl

[0143]  JEAJJ5,37°C MV 3-6 /M
[0144] 8. EBNAR .
[0145]

18



CON 102675422 A WO B 17/23 7

R MAE (ul)

B K= 0.3 pmol

JFURL X B 1] [ 7= 0.03 pmol

10 x  EREZE MW 2.5 ul

T B 1 pul

ddH,0 it B ARE A 25 pl

[o146] JRSJ)G 16 CRMNIE . & 751 46 ggaagegeag tgatgttttccagtaaagaa
cgegga (SEQ 1D NO :7), EH~m WK 8 Fin.

[0147]

[0148] 9. M Ak DI

[0149] 1) ¥4 DHb a KZABEE (W H TianGen, 100 1 1) fFUK 8

[0150]  2) 7EBE G P 8 thif) 25 u 1 B4 B I A RSS2 25 41 B 1 B8 00 4
i, R SRIR AT, UK ERE 30 2350

[0151]  3) BBV N 42°C KM FhHERR G 90 5

[0152]  4) SZRINIUK EFRE 2 738

[0153]  5) [ &L I 500 v 1 Jehith LB i ARG FR3E, 3T C TR IF 45 434

[0154]  6) HY 100 w 1 TR ( WIARYE T R oo e 1 225 SRR P A P ) 1) 500 A T+ LB [ 14
Bt b (2 NER 100mg/L) , Fri KB A T2k fm , B8 37T CHFR I

[0185]  7) fop YAl LA HATE T mT DL ) 0 v 8 B DX 2 Jis » FH B R T /08 PR BB S7. 1) B0 e P £
LB ¥ s 75 37° CHE g Ao

[0156]  10. FRV& PCR A4 %

[0157]
W A& ()
KB A K 35.75
10 x  buffer 5
dNTP (10mmol/L) 4
Forward Primer (20 uM) 1
5’-TAATACGACTCACTATAGGG-3’ (SEQ ID NO: 15)
Reverse Primer (20 uM) 1
5’-TAGAAGGCACAGTCGAGG-3’ (SEQ ID NO:16)
R DNA (E®) 3
Taq B 0.25

[0158]  11. E&YX PCR 2 544 -
[0159]
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94°C 10 43 %4

94°C 30 #

53C 30 # 35 MBI
72°C 15 #

72°C 10 43 %

4°C o0

[0160] e i 5¢ HE S B N = 4E 1. 5 % B I sl b AT M ik 0 Mo K BH I eI 28 2R
Vo ) AT o FERZ R 44 A p-Anti-HBxP1#,

[0161]  B. RSN AL

[0162] 1. Z4H/fUZ -

[0163] 3K 1 SEIGH N 40 i &

[0164]
FARARLFR R, AR RULH FiR
HepG2 MEARA (B L@ T4
BEERARD
HepG2-X HepG2 HRREH R ZHHE X EH BITHWEIFRF
Wang Q, et al. Neoplasia. 2010;12 (2): 103 -15.
HepG2.2.15  HepG2 Figw# Yt HBV £HF 4 (B BS54y
BHEAERAAD
L-02 KA NIEF 4R (B RIEEY
B kRERARD
L-02-X L-02 FRREHRZIRE X £R BATHE IR
Zhang WY, et al. Acta Pharmacol Sinica. 2009;
30(8):1153-61.
[o165] 2. A5
[0166]
A I 48 R FIF
RPMI1640 3% Gibco
DMEM E; R Gibco
Lipofectamine 2000 Invitrogen
FHER Solarbio
iR B B BBI
fif 4 . vE Hyclone

[0167] 3. XU GE B S ZE R 70 My
20
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[o168] (1) WX E AL (O Bk | tha) 2814 ) LL 0. 75X 10° A4 /ml (125
FEBAT T 24 FLAN MO FEM, FEFLIERD 500 1 1 400, 2440 iy 4 2 90 % I kAT HE PR
[o169]  (2) JAzh PR ZEAIEAA (pGL3-NF-x B, 0. 3g, 1 B J 1Ak (R ) A HAA R
A ) 3 DR SRS 4 2 40 i[RI LG B 9O =R 1A 204k (pRL-TK, 0. 11 g, A1 H
Promega A)) HWZ. RN G A R T E R HAZ AR 2 MOiok: (0.251 g,0. 51 g fil
0. 751 g) BOIIAASFRIHR B (1) F SE ] 1 3RAS & 2 JIK (0. Tu M, Lu M, 10 MAT100 1 M),
MMKEER 3 ML

[0170]  (3) TEHL ) 48 /iy (BN H AN T A Z K Anti-HBxP1# /EH JG 24 /N ), A
PBS F 4t ok 3 iX.

[01711  (4) ML M A 1001 | 1 XPassive Lysis Buffer (PLB) , T2 F1E
FH 15min {40 M 75 7 220, FH 0 ) 40 o &) 1 >k, % A\ 1. bml Eppendorf (EP) &
W,

[0172]  (5) 12, 000rpm B0 30min, ¥ FIEW A BT EP &,

(01731  (6) [MEPEEH 1000 1 O EBEM ELZ MW (Luciferase Assay Buffer 1T,
LARTT) [ EP & iR N S5 5 40 B 4R, TR AT o

[0174]  (7) SZRI¥ EP BTN LWL S ROGE AL (Turner Biosystems A )™ ) , 2sec
P )5, ME 10sec Ja Lt

[0175]  (8) A 1001 1 556G K (Stop & Glo Buffer), ¥R K B9 G E B [F] I 5
BB ROCE G

[0176]  (9) WI5E 10sec JaHDGHmH o

[0177] BB IRIKZECEUE 5 58 RS GBI AR A AE XIS P

[0178]  FFZASZIGIAME 3 VM T, UL Mean +SD /B M4k HE, 3547 Student’s t test
Gttt

[0179] ] 2 Fi7x, p-Anti-HBxP1# %] HepG2-X 4 g L-02-X 4 fufil HepG2. 2. 15 4 Jfu
NF-B Ji3 3l v PR LA S V8 F  JLPDI7E A 2500 & A1, 16 2 HBx 3R IA ) HepG2 I
Jes 40 RN L-02 JF4t e o sgmm o R A SEe i — 2K B, & Anti-HBxP1# [ 5 R Zh AL {4
(RIS HepG2-X 41 f A L-02-X 40 i NF-B 3 3l FIis tE R #HI7ER . P < 0. 05, ™P
< 0.01, 347 Student’ s t test il %7,

[o180] 41l 3 Fiow, M A LA A £ K Anti-HBxP1#, X} HepG2-X £ it . L-02-X 4 i Al
HepG2. 2. 15 4 i NF-B Ji5 )+ (K3 Pt HA M EIE A, 2F &M . A HBx [#) HepG2
JFFJee 40 ORI OE HBx f) L-02 JFZ4HE 5. P << 0.05,™P < 0. 01, #4T Student’s t test
Gt oo

[0181] 4. MTT il

[o182] (1) BEFh4m i KA E BRI 4 (838 1 PS4 ) & 10% 624 iE
[*) RPMI 1640 5% DMEM 3% 77 ¥ e 1 51~ 40 s i, BAAREAL 4000-5000 />4 oz Fh 21 96 FLAH MY
B LA 100ul s

[0183] 1R 4HML 4% 12h Jo 4 MG AE , %% Je AS[R] ot (1) 78 A K 9 11 22 B8 B o T3R5 11
ZJKJFkE (0. 051 g,0. 10 g F10. 151 g) BUIMAAIRIRERESL ) 1 b i3k A5 1 & %
R 0. 1M, 1uM, 10w M AT 100 u M) , BEMK A ER 8 AL, [Fl— a5 724518, 1598 48h. 1%
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o

0.3 1 gpEGFP—C2 Fiki 5 1 u g p-Anti-HBxP1# JR & G IL#EYL, 24 /NI G AR B 52Ot B
MBS TEN, e YA IA R 70% .
[0184]  (2) B AL MIT %K (5mg/ml A PBS<pH = 7. 4> i )20 u 1.
[0185]  (3) ZREENFE 4 /N, 13558, /O SFAL N IG5 3G BfLhN 150ul  DMSO,
P 10 738, A1 45 ba ) 7853 Rt
[o186]  (4) EUEf :EFE 490nm P, 7EBEIC Sz i3 bl e & FLOCIR AR, il gh 2R, 1F
4T Student’ s t test Gl Mo
[0187] Il 4 fiT75, p—Anti—HBxP1# Xf HepG2-X 40 fifd . L-02-X 4 il HepG2. 2. 15 4 o
KRG HA I, SIEIHIEH 20 &R0, X HBx [ HepG2 JHiE 4 fu At
HBx [ L-02 fF4f Ul e sgmm . AHAIML, p-Anti-HBxP1# [¥] 5 Fph e AT RIXT HepG2-X 4H
HUAT L-02-X 40 Mo iy A= KA sasE A EIER . P < 0. 05, P << 0. 01, #47T Student” s t
testlgﬁffﬁéﬁffﬁo
[o188] 1] 5 o, MTT A, VN T4 i 2 Ik Anti—HBxP 1# %] HepG2-X 4 il \L-02-X
A o F HepG2. 2. 15 4H Mg A= KRG T HAT M HIVE H, 2/ E MO . XHC HBx (1) HepG2 it
Je 40 A HBx B L-02 4N £ 520 . *P << 0. 05,™P << 0. 01, HF4T Student’s t test 4%
I
[o189]  SEjlifs] = BRI (in vivo) 2 KA &M SLE
[0190] £ AF £ A KA HepG2—X 4l g5k HepG2. 2. 15 48 i FH i Bl i A4, il e 4 B, v
YRS, B AR S /K ARG R 2 1 X 107 NI /ml, B okK P20 FEL 12 H 4 3
6 JEIHEME BALB/C # 5, Fr/N BRBENL A4 2 A QOX HRA, 7280 /N A AT I T B2 gt |
AR S AL 0. 2ml, GESS 0. 5ml KR 221K (AT 2R ) s@LRA (4255 E
Ay 10mg/kg PR ) o 7EAF /N U AR S B2 F i S Bl AR Ja i 4 e 0. 2m1, V5 7 K5,
PP AARRL (V= LXWX0.5) 53] 100mm’, F§ 53 5 B2 R FR 2 k254 (FH 0. 5ml KR
TR ARKEHRAT I Z IR ) 5 B RVES — Ik, FLvE I 10 Ik, BRI ST AT 2 g A . K
REG 2 24 /NI i FRER /N BRI R, SR 546 /) BB SSHE AL E., U PR 23R B, #% R 41 A
g o = K157
[0191]
Xt A E- SR PR E
I = <10
Xt HRAFHRE
[0192]  GnEk 1 FEl 6 LLA R 2 Kl 7 B, shap s g kol 25 KR B, M A T4 S 2 0k
Anti-HBxP1# X HepG2-X FH HepG2. 2. 15 4 i 2E W RN 58 HA M HIEH .. ™P < 0. 01, 3
17 Student’ s t test &t

[0193] %K 1 : AT 5 RMIZ K Anti-HBxP1# % HepG2-X 40 jui4E A -
[0194]
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5 k7 BE (X£S, g) BE R
LHN/IRANE | B woE (X£S, g | (%)

xf A 6/6 15.254+0.61 | 21.50+0.84 | 0.93+0.12 |-

SLHA 6/6 15.75£0.99 | 21.08+0.74 |0.37£0.14 | 60.22

[0195] % 2 : AT &I Z Ik Anti-HBxP1# X} HepG2. 2. 15 40 I/E A -
[0196]

5 IR/ BE (X£S, g) BE £ R
BURIIEHE | thEART BHE (X£S8, g) | (%)

it FR 4 6/6 15.08+0.92 20.92+0.85 [ 0.63+0.17 | -

SRR 6/6 15.17+1.17 21.08+0.81 | 0.37+0.19 | 41.27

[o197] Syl DY - 2 ARIK Zhige iy B S e i

[0198] A HIETAT T 2 Ik L Dhge iy BOi DB A2 R AR o R BT 19 4 D4 A
anti—HBxP1# A EAT AR I (P10, A2 5m DU N — 2 AR ) BUR ST R R IR R
(Biltn, Fl— R B sy — MR IR ) s B0 ik e o T A TG
R MR B CT5an B, 85, R a4 5 SR MTT (19773, WL BT A5 i) 22 BRI VR HE 1
2L o

[0199]
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e N EEEE-R Sl SEQ ID NO.
anti-HBxP1# Gly-Ser-Ala-Val-Met-Phe-Ser-Ser-Lys-Glu-Arg-Gly B, 1
G-S-A-V-M-F-S-S-K-E-R-G

anti-HBxP1#-1 Ile-Gly-Ser-Ala-Val-Met-Phe-Ser-Ser-Lys-Glu-Arg-Gly Bk 2
I-G-S-A-V-M-F-S-S-K-E-R-G

anti-HBxP1#-2 Val-Gly-Ser-Ala-Val-Met-Phe-Ser-Ser-Lys-Glu-Arg-Gly 3
B V-G-S-A-V-M-F-S-8-K-E-R-G

anti-HBxP1#-3 Gly-Ser-Ala-Val-Met-Phe-Ser-Ser-Lys-Asp-Arg-Gly 517 4
G-S-A-V-M-F-S8-S-K-D-R-G

anti-HBxP1#-4 Gly-Ser-Ala-Val-Met-Phe-Ser-Ser-Arg-Glu-Arg-Gly B, 5
G-S-A-V-M-F-S-§-R-E-R-G

anti-HBxP1#-5 Gly-Ser-Ala-Val-Met-Phe-Ser-Ser-Lys-Glu-His-Gly 17 6
G-S-A-V-M-F-S-S-K-E-H-G

EREZRAE (& H R F S SEQ ID NO.

anti-HBxP1# ggaagcgcag tgatgttttc cagtaaagaa cgegga 7

anti-HBxP1#-1 atcggaagcg cagtgatgtt ttccagtaaa gaacgegga 8

anti-HBxP1#-2 gtgggaageg cagtgatgtt ttccagtaaa gaacgegga 9

anti-HBxP1#-3 ggaagcgcag tgatgttttc cagtaaagac cgegga 10

anti-HBxP1#-4 ggaagegcag tgatgttttc cagtcgegaa cgegga 11

anti-HBxP1#-5 ggaagcgcag tgatgttttc cagtaaagaa cacgga 12

[0200] 40Kl 2 A7, 54 Anti-HBxP1# [ 5 P Th BEAR A B FE R X HepG2-X 4H [ Al L—oé—x
4l f NF-B JH 8 TR Y R — 2 MPEER . P < 0.05, ™P < 0. 01, HE4T Student” s t

test Gt 22 HT.

[0201] 41l 4 7w, & Anti-HBxP1# [ 5 FPIhRE AR IR FIFE K5 HepG2-X I L fl L.-02-X
G i A= K R A HHIE R . *P << 0. 05, P << 0. 01, 34T Student’ s t test it
G387 o

[0202]  SEjifA) To « 2 Ik S kI

[0203]  HYEEHH/NE L, BRAH 10 K, R4 MERES 5 o 43 SEI 20 B4 . SEIR 4, LA 1g/kg

IV /I Bl PR R K B T B 22 K Ant i —HBxP 1# (] 0. 125m1 K ZE PR /KEE - R T1) 2. 5mg
LR sRHRALTESS 0. 25m] K28R . TEN LR MR 24 /MY,

[0204] kP tEetEilin i R Eas, MR HERI. S5x A AR B 7 7 AL
o
[0205] A IS BT 225 SCHR, B8 R ERHGE e, 8l 5| HI 4 & 1 I,

I He gt T ite ASCIRALIAEANT UL BT SERi], sonfitEih 5 (Blin g ) N
AXCE AP IR AR e B 5 FF AN F0ts A B Y Tl BR 7, B A 53 SR o AR IR T i 5
5 5 BARASR I C S AR A B 0 B AR 3 AN B A 35 I UL 552 Tk 7 8 P RE Y
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ARAL s AT N TSR IR 28 5 A S AR R A [R5 2SI EAS e B s TR, AR QU Tl Bk
NG AE T X L8224, IF IOY REARIB A F BT 224k o FETRR BT RE SRV O Y [, A
ARG T AE BT ORI Z2 R b 51T 9 F= R BT A S SO S0, BRAEASC o AR, B R 5
BRSO
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[0001]
FElR
110> REFELERTEDRIBEARR AR
120> LB RIEE X BEHZKAY
<130> SPI110181-10
<160> 16
<170> PatentIn version 3.3
210> 1
211> 12
<212> PRT
<213> polypeptide
<400> 1
Gly Ser Ala Val Met Phe Ser Ser Lys Glu Arg Gly
1 5
210> 2
<211> 13
212> PRT
<213> polypeptide
400> 2
Ile Gly Ser Ala Val Met Phe Ser Ser Lys Glu Arg Gly
1 5
<210> 3
211> 13
<212> PRT
<213> polypeptide
400> 3
Val Gly Ser Ala Val Met Phe Ser Ser Lys Glu Arg Gly
1 5
210> 4
211> 12
<212> PRT
<213> polypeptide
[0002]
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[0003]

<400> 4

Gly Ser Ala Val Met Phe Ser Ser Lys Asp Arg Gly
1 5 10

210> 5

Q211> 12

<212> PRT

<213> polypeptide

<400> 5

Gly Ser Ala Val Met Phe Ser Ser Arg Glu Arg Gly
1 5 10

<210> 6

211> 12

{212> PRT

<213> polypeptide

<400> 6

Gly Ser Ala Val Met Phe Ser Ser Lys Glu His Gly
1 5 10

210> 7
211> 36
<212> DNA
213> AIF%

400> 7
ggaagcgecag tgatgttttc cagtaaagaa cgcgga 36

210> 8
211> 39
<212> DNA
213> AIJFF

<400> 8
atcggaagcg cagtgatgtt ttccagtaaa gaacgecgga 39

210> 9
211> 39
<212> DNA
213> ANILFF|
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<400> 9
gtgggaageg cagtgatgtt ttccagtaaa gaacgcgga 39

<210> 10
211> 36
<212> DNA
213> ANTF3

<400> 10
ggaagcgcag tgatgttttc cagtaaagac cgcgga 36

210> 11

211> 36

<212> DNA
213> ANTF3)

<400> 11
ggaagcgcag tgatgttttc cagtcgcgaa cgcgga 36

210> 12
211> 36
<212> DNA
213> N3

<400> 12
ggaagcgecag tgatgttttc cagtaaagaa cacgga 36

210> 13

211> 57

<212> DNA

<213> forward DNA oligo

<400> 13
aattcatggg aagcgcagtg atgttttcca gtaaagaacg cggacgttge acctgac 57

210> 14

Q211> 57

<212> DNA

<{213> Reverse DNA oligo

400> 14

tcgagtcagg tgcaacgtce gegttcttta ctggaaaaca tcactgeget tcccatg 57

<210> 15
211> 20

[0004]
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<212> DNA
<213> Forward Primer

<400>

15

taatacgact cactataggg

210>
211>
212>
<213>

<400>

16

18

DNA

Reverse Primer

16

tagaaggcac agtcgagg
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Anti-HBx P1#
ATGGGAAGC-~---TGCACCTGA

K 8
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