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CN 101955997 A W F E Kk B /15T

L&A N HRERE -1 SR B IR 454 A 46 F ARSI A R R R AE T 57 3 i 4l
L HE B i (2 W T/ W a i b iR g A A

(1) 5 NEEEIRE -1 SR 5 s A& 1Pk

(2) 5 NELEIREAE —1 B2 e PR A8 L R AT s B

(3) TEAR Y 1 N HIREFE -1 IR A 514

Horb, RRAEAE T 53 (1) 40 M B 8 B 5 N IR — 1 2 PRI 3R DR Pt

2. FRABBCRIEESR 1 W ag, s o 45 i Il 2 e

3. RIRACRIEE Sk 1 8 2 (i, o 2E MR AN R SRAF I AR A B adf AT P A i, 2
TR AR DRE S T AU TR YR AL AR A, A AN M A A T A R R k%
FR IR -

4. ARPEBCREL SR 3 [ A 38, JEr BT A o I3 PR RS W KR IR v 2 2K 2 B
1 HAE i B 2R

5. MRHEACHI Bk 1 B8R 2 (1 AT, o 46500 nT DU it e 2 48 A 27 I 7 v

6. MR LK 1 85 2 [ A, Horb 4545002 rT R I AR e 1 o

7. WRARBURIER 6 1 A, b brid b BSUR MR 3B AR RO E Y A RO
HEYNRIAAEY & B W

8. MRPEAANEL R 1 8% 2 19 FH &, FRRIEAE T 45 6 702 5 NI -1 BE R 7 Itk A AL
(A% B ERET I HAE T IR A 2548

9. FRIEBCRIZEK 1 8% 2 I, Hd prid 45470 1 Tk 7058 8 I AR AR PR b
HRSTIN N A A —1 BRI SR IA A SO/ BRI KPR AS I T I 9 i

10. BURIESR 1B 2 A Ig, o N IRGAE -1 AXFR1%E B SEQ IDNO :1 JEH iR £
TR o

U1 AURIEESR 1ok 2 IR I&, Jorh ANBERGRE —1 221 % B T 40 2 % H IR 10 Bl i
FE -1 R4 :SEQ 1D NO :1 FEF TR Z .

12. —FA50 &, A TR aag i, I E -

a. 20— TR AL S NI B -1 S5 R R IA = W R ERED L TR R
e 5 N TRGAE -1 IR 7 M2 A IR IRE, BOR 5 N ERERE -1 SRR RIS A1
Pk

b. ik, T8 FH T SRS S R R 50 R G R, 18 Lt G o R ASE A TR R R A
KL

c. FH TSt BH P %o R N ) N A B A, — 1 6 PR = 04 o
13, AURIEESR 12 IR &, Horh N RBEAT -1 B2 R 1L H :SEQ IDNO : 1 J7 41 iR ) 2 44

IR
14, BURIESR 12 FaRs 6, 2o NRERBERE -1 22 A ik AR 8 2 8 H R I A B i
FE -1 %19 :SEQ 1D NO :1 JEF TR 2 .
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ZHRFETT 5 NEERlstE 1 RREREGRNIEERE
HBEMITE

[0001]

[0002]  ASHIIEZH1E H 4 2003 4E 4 H 12 HHIES A 03808810. X\ & 4 FK K “i2 Wi fil
WHIT 5 NI EAE R -1 FE R 3R KA 50 I AE S AL S AT VR B R W B R HE I 7 52
HIE

[0003] A BV K a7 M2 W 5 S BB 40 AT DS IR E 1) 77 V. — J7 B R B
FeT71%, HARYE DL S rh N B -1 ZEE] (transketolase lide—1 gene) I 3RIKH]
R, Z 77 v T R LTRSSy 07 AR W SO TR T 5 N T i
FE -1 ZEPRIE R IEH R ERIER 7750 09T 77315 Al ARG SE DRI T 77 V2 R0 410 i sl e AT 2 i iy
FE -1 ZREMHTT%.

[0004] B V2 A R SRR B 2001 50 A, e e i 115 98 & N R BUE ) 32 E
o Wln AREE SRR 34 J7 AR AEIE, BT 21 7 ANFETEE . b R 40 i Rs o o
RE R OR 2285 < e A2 53 MEJRE SR T 1 32 R R, FLI e A2 2 MR E AR T 1 R R o &5 e
Al e 2 5 R e PR T — AN B R A (Becker, N. ll Wahrendorf, J. , (1997) Atlas of
Cancer Mortality in the Federal republic of Germany 1981-1990, Springer—Verlag,
Berlin, Heidelberg) o

[0005] 3 R I A4 N AT IR J) AR = 22 i DRt , R 22 5 Rg 5 i B2 AR AR W A e 2
HH ke, SN 53 B KD e 40 B ) ) e 4 i B A A L MR R b R R IS L3 A B9 1)
HEAH AR BT e O i 2 3 BB R BB 2 R R I o B SRR R ) A e (pree
cancers) 18 A AEATRERFF H AN B35 P

[0006]  hy se HRIXFhAF &, 75 42 50 2 5T T AE RN R A0 X R oot g 5 B2 W R, 3F HL
TER B AE R TR BRGS0 S tH B 0 ) 2 A e i sl i A D) B
ZJE AT e, LART b BN A B 4 L (DTC) A7 3%, X 289m 4 i v] Be B e s W) F AR+
FRATECE A FE 1 B R R TR

[0007]  Xp/DE i &, A B S, W] DU S A AR RS T &, RS X L
R A SR PR T2 1 PR A A IRHIE S T 5 2 W 7 R i vk

[0008] 2z, NSRRI, &4 A it 2 W T VAR AN R JF Bl T 2 5 e PRI A 7
A AR BE P 45 SRR AU o HeAE, A5 =2 B FR 2 W 7 VA AN RERS 0 000 A 5 b8 2 2 0 b g
RRE R R A BEME A R 45k .

[0000] [, 48 FH ] FERIZ W 73 bRt T 1 fidk b e g 18 73 - BE ik, 491 Gt &5 o i g
DX g3 B 5 A P LA S X IR 73 GORN 43 BT 03 2 e e i T PG R 22 e B i AR
& XFARICYEn] M T H R IEAEIRITT KIRnEE

[0010] % I 40 B 4% A8 AN [R5 2 PR A5 28 M s 440 T 2~ AP ) 1 ik, DA S5 i PR B
e PH O E AT ) S 360 1R 38 PRI 80V, 48008 2 DM G R8T K2 Wb e R 97 25 AR IR S T 5k
.

[0011]  JEH AN IR e A A2 — DR IR 2 [ B R, A 2 A% O3 A 858 AT 3% 49 A Ay i

3
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323 Tl 40 M B GE AN 234k B AN MOFR T A . S e i) AR AP M EDRE T IX — 2 I B R, 451
e R B LT 2 AT E AN F T (WL Kinzler fllVogelstein, 1996,
Cell 87,159-170 xR ) o %I FE VAT RISCR  mlast 6 M (ol —F B 2 5 BRI 380)
FEERAATREME (HABEPEERBFR SR ) SEESMIAR AR, BAR, W &M
R He s PEDR AR AN B, I HL B S B e T AN [ () g 2 7

[0012]  [Rltk, A BH BB A 1] Rl 2 o b 1 4t e i eq R as W A v T 7 B A B, DA IR
HISWIFEYT TR E o T8I R AEROR B SR A B S8t 7 ERR T IR A i o
Jithe

[0013] A KB R E T KB E R & B, Bl SEQ. ID. 1 (cf. TKT-L1, TKR :NM-012253 ;
Accession number :X91817) 7 I I % MR BEAE —1 5 BRI 75 465 e o e o R S s 441
2, [F % B I E X AR R AP AL, M B RIE . XX Wk ULRe B 2, KN
|t 7 AR A R P A R R A

[0014]  [AILL, JI 987 2 W 7 v ] DLSE TR DN 75 A= WD R b vb A Wl A —1 ZE BRIl 3R
Ko ARSI EL AL —1 SEEE = 00 sOER / sk AT IO (L R S VR TS A
hy BB S A R AT T

[0015] 4N, A BT LA AL EAEGRE -1 JEPR 7 i 36 1A 6 I S SR L T AT HVA YT
Jiike — 7, A IR AL FE BB -1 IR B IR PIE R k. S— 7, AR B
PRALIE T BRAREE WA BAT —1 K 2 BRI B RS ME VAT vk IR AR B I — AN 5 T it LA
RO 558 S AP A —1 SR 4 g A 1 - 3L g A BRSSO S A
PN RIEAR N IR TT T B T

[0016] &), AN K B a2 Wi FIATF R0 & LA R 58 A A T VB AR &4
[0017]1 PRI IA

[oo18] K& 1 :JH] RT-PCR J5iAMeri &5 i fia b 4 M BT —1 ZE A i 238 s Il b s 5 0 2
ZUH EL R BEAT: —1 S REZ i 2N 1 3 3R E
[oo10] & 2 : ] RT-PCR J5iAMSr i i fia b 4 Ml B —1 5 A I 238 s Il vb B S5 0 2

ZUMH L RERE -1 ZERAE M s 2 s F R I8 .

[0020]  [&] 3 : H RT-PCR J7 3245 I 1 e rh 4 A — 1L R K B B B X 4121
FHECEE RABEAE -1 ZERAE R AR P ARk

[0021] &l 4 :H] RT-PCR J7 %45 I &5 e o e W i) 1 2208 B o 55 0 BRAL ZRUAH b 5%
il i £ 45 W 21 2 R i S 3K TA .

[0022] 5 I RT-PCR J5 v I M ity v 2 W ) b 3R 08 5 B b 2R 50 IR 2R L i
P J £ i A e 2L 21 R i S 3R TA

[0023] 6 I RT-PCR J5 yZA5 WU 5 e v A% il Al 1) e 3R 5 Wl v b /s 5 ) R 2L 234 L e il
BEE B A i SR IA

[0024] & 7 :tktll ) DNA FHZEEIR T4 %008 A= A B vk 1) 1 00 40 DL SR AR B
Fon s HEH T2 IR = BRI 2 Ik LN RIZebrid .

[0025] & 8 AT AT thtll AT PLIAN BiEAZ B) MAHMN IEF 4128 (A) [ 4ifk
3. 1E 1666 5 B PR RN R thel 1 S ARIRAIERIL

[0026] &9 :FHAFXT tht 11 AT BUIAXS 1682 5 B EE (W) f1697 S HEEE B) 1Y

4
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TS A AT . 7E 1682 5 A9 I 40 Mo A% 5 40 M s h 2RI 21 thell 25 SR R )i Rk .
7E 1697 5 B30 4 Mz 5 4 B s b IR 21 tkel 1 R AR SR IA .

[0027] & 10 : FHEF X thtll IR BLIART 1699 5 Bm B F a4 ir. B A BoR
PR IEm AR HAPTEE AR PRI 2] thel 1 AR SR 1AM 75 I I I8 40 f s i 21
tht11 REEAIESRIE . B B 2 1 AU RE 40 23l SO B o m RS 0 220 g oy S P 1
FOR Gt

[0028] & 11 :HEFAT thtll MIRIRBLIAXT 1698 5 B BH KA nir. B A B
AE 5 PR 88 40 MO 40 Bt AZ R0 40 fa s b A0 3 ke 11 S R SR Aol I8 o 7 R [l e 41 4 4 o
AR R IR BT AL » K] B AR e 40 o DX R0 ] R 45 4 A 2R R0 TR I o ] R0 381 e I e
PR ERORCR Qe

[0029] A BHERAEL THRFAEAE T 5 1 40 Mo G 0 (X0 hE ) e hE (RS W RV I 7
[0030] A BH RS —ANJ7 T A2 P RIS T8 AE P2 it 4n SEQ. 1D, 1 (ef. TKT-L1, TKR :

NM 012253 ;Accession number :X91817) Frzn 4 I N AEEARGEAE —1 ZER A o / s H 3%
TR AR IR AR AE T 535 10 40 15 B 1) 5 497 e i 102 W 9

[0031] AR B 5E AN 7 i A2 A FH N R IR AT: — 1 JE R A DA a7 3 T SR R R A A
TS5 1) A0 O B 1R RE ) WERRE YR TT TV

[0032] AR BH IR A =N U7 i A2 i FE B2 W A AR &, T T 58 R 0N e B A —1 J A
A T/ B R IE A A Y

[0033] Ay BHIR A YA 7 s f ] TR 4 A B IR hE TR 7 I 2550 o

[0034] AR B S 1 6 B WA —1 22 ERL 7= 4 m AL 5 22 IORH 2% Wl i A —1 DRI R 1) 7%
%o

[0035]  SE R IE A B U5 I B 2 KR 2 32 IR A2 73 S ) o IX RS 1K 2873 A HE JiR
BT . R RANAFAE I 2 2 0 S L B AR BREE T A7 (R e sl B A R 43 5, Wl B
R FRARAFAE I [ A 70 B

[0036] 2% Y IRAG 4n L v [ N2, WA 73 T

[0037]  FH T 50 AR A< A BH 77 V5 I N BR WA -1 R o+l L& 2% F IR e
Bto ML Z RS 20 20 MES IR, Lk 2D 30 MESZ HIR, IF H k2
b AB AN ELAZATIR , Ho 5 B A R AR MR A -1 22 JRAH (R 8RR e 41 [R) Y5 2 B 4 A5 AH [R] 51 ]
Y5t 22 K, AR AN G i L % B g 4 22 R B AE B B o AR P8 A R I L IR IE P S5 AT ik 2 4%
TR B AE S /) B AR o 940 2 ZRAZ IR V] Be B FE BBE (3 M alk ) 8OWEESr 1, W L2

DNA ( JE K14 DNA, cDNA 5% 2% DNA) B¢ RNA, RNA 2374445 hnRNA (A5 45 1) FTmRNA (AR

BB ET) o RIEA K 2 XA RIE ] 5 AT H w4 AR, ) a0 SCRepp B BRI i
o3, I AT RRAHAN DAL B 53 AN i B AE S i P 1) o

[0038]  Hi#iE A< BH I R N A6 B A —1 2 % 1P IR mT LU RAR P41 B AR (R . AR KT LA

B —EEZ A B AN IR/ B0, DA b 16 22 TR 1 5 58 SR P AR X T R 2R e
HAANRFC. BAREI0 R L2 TR ST I 5T o 1% 5T UL S5 A7 A8 5 0 B35 R I o — Ff
(alternative) JE3, ] HZRIFAIH 2> — A58 5 . SR IR T] 783 S0 1K) mRNA
B IR, A MBI RE N BE I T AN o AT 45 e BRI REW A A — N EE A 5
PRI 3K o H ERAE 5567 225 BRI IR WL SRR — At FHAZ P IR 1) R AR 0 % AN I B 8 P 35 o e 2

5
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T AR R R B AR B S SR — A R AR, BRAES B A R AR — IR B IR, WRTE AR
R AR RIS AL 2 R RARAZ IR 7 I 70% AL 22 /b 80 % stk 2270 90 %
(RIE AR — Mo B2 7 AU AHARL R R 7 2 A AR s AN 523 A% T J o

[0039] 15414 H DKFZ Heidelberg K] HUSAR 552542 L1 FastA 1 / 8% BlastN A£W1{=
SLEEBA, W LT e A AR UMD 52

[0040] AR HIHE K AL IR V] BEAE R EE 2 IR, 1/ A F T, BATRT LU S Ak By H %%
I BEAE —1 o A0S e Ve RS 28 AT o FH T 488 SO ) 77 18 45 A Ay AR 8 s AN 572 A%
511, 3 H AR 4#F H 4 fF Sambrook 28 A Molecular cloning :A Laboratory Manual,2nd
Edition, 1989 H iR,

[0041]  AKRIEEE 2R, Hombd N MR -1 IR R IR 0S 1K 2 0K, HTi8E
FERG )] I, HAZR P AN AR I IR e [R5 23 b o 3K FE A% IR mT 38 et 437) arn FH %5
TR 1 A T e 5 BB RS i e A, T AR IR« 1X R N TAZ IR P A1) 1 i) 2%
A] AN 51 LR 71558 o

[0042]  Hi#iE A< BH I ) N AR BB A —1 A% B /7 90 mT 5 2 R S0 e R 7 41 4N 1)
ZH DNA HARERAT R o 07 40 AT LU 5 A NATAn] — o o R 204, 461 4 JB0RE s Bk o A I
PARRT A ACRRL T HL, 200 W 3R AR AR L SRR R A R A RN 2 A 34 R R
BEAE A T B .

[0043] W] L va BEMR 4 A BH RAZ IR 1K) /7 1) A5 b 7 40 Al b e 41) R 46 R 30 1 4
A FAEN IR P TRAb 2 TN BB —1 =0 7 2] LS g 4w b 7 4|
FHIER T AFAE o X LE 7 R] Beg b 22 i 2 11 509 Wl L 5244 DR B e ok v BBl R AT
SEEASY. KRV BREAHE, 80H — B R B ¥ BOE R X BRI #
& ] — BUR SRR AT 2R IZIR 3 T o 1T 5 BRAh 2 FF 7 S0 AHEE () AR w13 4181 ] g
vy = B PN N W g SR |4 = P 2 S i

[0044]  7E— ik SCii 7y 28 T Al EL I N FL B R AT -1 20 1 IR DT e ik A R % B A%
90 B 4 FLBh ) AN ML P FRAE BT IR 40 i Hh 3R K o X el el IR B . IR TAAE
AR M ) R IE TR AU E AR N 51 CAN TR SE B . 1 % e ] UL S A8 & T7ETE
LA R IB I TCAFARE . XL e R REA 5 R B 1 B 9 T, T 1 CMV—-. SV40— RSV—. <5
B - 2 AAREAN A, 40 CMV 8 SV40 s 1. H FREMT] 887715 441
W 2R NR R, BRSO IR BE B SO SR R R R BUE R . B
TEMFLB TG E 40 b R IR LR A B IR R 804 AT BB 5 pcDNA3. pMSX. pKCR. pEFBOS.
cDM8. pCEV4 5555, X LLHAR N ARGUIREL AN 1 C 50

[0045]  ph4b T FH I NG BRBEFE -1 P40 7 Benl DAL & AP IR W i T2 SR IR R
BEVH T3 38 RN 51 T 5 SCBEAR I e SURTR A R AR o R AR % I IR A PR AR T ]
RE B AT R BR R RN 5 N BEFE -1 ZEREIR P4 22 /0 16 NS IR 7y 270
80 % AHIF, BY 51274 B AN B S I7) ELAR, {HAN B e A il il B3 2 A A I 41 2 A8 o AR AR
A I AZ B AR B R AE I TE T, ‘&A1) LLAE ™ E 41 T S AR A T IIAZ IR 752548 5149m]
DL I8 A AT R 5 e 9 38 s S AT A% P IR o DRI AR A A< i BH P I S [T L2 2220 15
MESZTIR 5 N R -1 ZERZR T4 220 80 % [y HIAHIR ML IR 5 5 44, Bl 5 H H
FNECR [ HL AN FRAR A R B 514, fEIE ] TR 8 I N FE 24 T BLS kb 2 JF

6
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7 21) G 8 0 e M 2 AT 5 AELAN B G 2 W g 0 T B P 21 2 A8 o LR A P P D S S35
R IR AT LU 5 22 T 9 65 P 90 8 S B ) ELAMRIAZ B2 70 1, e AT ] AT I Bt B 5
A S TR T S B AR A R B 7 B IR AR

[0046] R A W Bt FH K% IR the m] B AL 22 PR B AL IR o IR 284k 22 AR P R R W] A
AR AT REM IR, S IREE TEIR 7 77 A AL SRR AL BE . BT i E M n]
AL B A R AR S B R S PR AU o A 2 A B ) U 5 P61 A P A O v
R AHAL L o SR AL 24 T AE PEAZ IR I S 46 Hh R 75U 1 AR P 7] A 55 461 G e 271 £ 20 5 [ A
G o n] AP S A B ARG A DX I S B AE R B T X B 5" UTR HH Y CpG B

[0047]  MRAEA KW AT I NI R AE -1 2 K] DI B B KE R AR, it ek
T Hrh AR R AR i A IR R R, A — R Bk AR I EEAY -1 B
Jo— Ry (1 2 B 4, RS N B A -1 82 1 R & R R P S R e 1 n] DL A B0 4
Jlo BOZHR I AAAE T AN AR R K2 Kb o 880 7 51 m] DRI TR IR B B R 7 IR
HE, I HRXA PR Ll (EAE ) BA RBas R/ st ik W h mmveid, 12 ion]
LIRS ZH 28 73 8 R 5 p s E 2 5 {2 4%

[oo48]  [AL AT AT IR s NS MABEFE —1 2 IR0 AL 22 M i) 22 ik, B O &2 /0 AT — Fif
NEEE, G TE CRERRRRRS L ) S ERETC AR AR RIS TR LI AT AE S
BRI « BT B e S B S R R 5, 491 2 5 X i A SR i —1 22 ki ik 22 ik (BRI
SRBIRTEA Y ) PR S SR Z K.

[0040]  furst A AT A FR) S 3 S 1k 0 2 S 4 P 40 B 4NN / B0 T A S T i 52 A RUR 1) 2
FA > o BRI S A A A TR AR D 5 DNEFEREE, I 2D 10 2Rk
B, mAILIE R D 16 WIS o AR —ILIE Sl 7 S8, S KRy 5 4 A, 491 i e
DX B N=- SR 3 (R i 791 IR o

[0050] M4k A= e WY AR) e 2 St M 30 70 5 B ML B8O S PE BT A S B R i S R AR A K A
FATR SULFARIR o Yol SV B 7 8 A FH AR U AR BT FE K TR R S o W] BRI Rl
X2 Ik GBS R S U BUMIE AL/ BT 40 B R B P ) S R B ) EAT Wi 22

[0051]  ARAEAAK WINPT HI I SREZ HIBE —1 2 et SRR E A AR i . X2 (R n] Ay
B A SR A R S IR/ SR T AN ] T ORIRE o IR AR A B AR AR ) S
S BEPERT /AR PR R AR R U BB AR AR . 5 RIR L IR L, FEA R — 1L
T RSt 7 S s S ST/ s PSR 2D 50 %6, £ S I St 51 A g3 S R PR AT
/ BEETERAR DT 2096 FEASK I Dy — PRI SE T S, 2 KA AR R] R A AR AR AL ABIOR
SRER S PRGN el D BRI o SX AR R T] B A B -1 SR AL R A AT R
TIEIIARTT o AE—PRIE I STy S, AR AR RE SR AD— B2 AN A2y, 9] 4 N= SR T 3 471
P /N N A/ BC RS P8 o AR R RS BARIE AR T 2 TF I 2 IRTEE 70 % L ALk
20 90% JIF Ham ik 2> 95% i fF]— k.

[0052] MR A B BT FH I AR PR D RE A0 35 DR s P 8k, A e (0 B 19 0 1 A B 2
FERRAER o W) S I PEOR] DL FE AR « ey IV B SRR IR/ s B BR A FE Y
R

[0053]  HR:4f 5 WY i A A 2 A4 mT 6 38 40, 35 B9 M A S 1T 81 2 Sk BRUPP 471, 4649 22 IR
B AL BURRUE ] S i R A
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[0054] MR A S WA 75 2 it ) 22 IR AR AR v SR AR G 0 4 A2 J7 ik #% (L
Sambrook 2%, 1989, 4+ ¥ voE SL i HeE35 B4, Molecular Cloning,A Laboratory Manual, 2™
edition Cold Spring Harbor Laboratory Press,Cold Spring Harbor,NY) . #4174 n] &
KAFE IR T IANA R P IALIR 77 1 N o 45 FE0] B85 AR = M 00 ] BB IR I N5 W i
FE -1 Z0ke — R Al REAR ™ A B R AR A, LR 73 110 g hd DNA P21 57 37 K
s S R T A, G5 R A AH N AR K Z 0K 53— Fin] Re 2 72 2 25 1R 7 91 (KB T2
S M P M B AR TR O L B, 9 I R AR o S IR 7 VAT B AR AR H B, 49
BA R Km {5 BASFF 1857 40 M 18 R NLE] (6 an 5288 3 s e 1A i
WAL BB KRS & B g el ARG FAGE ), Bl anfEHim.

[0055]  7F Ji A% 40 Jifd rp 28 ok BRI AR $R A 5 W] 4 A i B O 2 P R A R O - B 28 73
(R SR, 3k DNA P B A5 e ) RAR s B i . RS (S,
Sambrook &%, 230 ), Al BB I A KIREE B A1 . 48 DNA iy B BLAHIE SRS, Wl AE
FE b EERY s k. IeAk, WIUEAT ERAE AR RIS S i D EIAT fUEE BR 2 AR 1) DNA 58X
DIEIAT 5o a0 FnT Bedd A N R BlCE B, W] REUEAT (RSN 2 51 ME &, PRI ME Bl 1) B 2
J o VR 43 W7 T3 i R R 40 53 7« B sl 1 i U7 23 B 0 E B AR A A B 3 AR 2 ()
W iE AT

[0056] £ kAT LA ST ElG Bl A A5 b A IR A 2 K. G A K HZ Ik
BRI 43 BUR B 22 IR ) 28 AR B8 43, B R AR ART 5 AN AR 2 A2 IR, il n 5 — AN R £
R BRI 43 80k B 22 BRI AR AR B L3 53, R/ BT e 22 iR Sl 22 InT LA i L 52 4
Gy PUR HUR PR B S SR R A B B BB R BB S 2 IREUE B R 2 ISR
B AR R BB RE A T L2 RN I BT o IR B R SR A RS AR AT DAL il 5 A A
W98 A (WL, B0, Stoute 2% New Engl. J. Med. , 336 :8691 (1997)) o A& B —>52iti /7 &
H ] e RS IR DAY S 2 KA I Bk lifh . Al Ab AR S, 5] U his— FRZE myc— FR2E
LMBIZAK B R, PUR TS B AT A E R RS R 2R B AR RS R
AR (AHALAT) 725 — RS A2 IR (R FE R SRR

[0057] gt A<y B T FH A ik 6 25 3 O RZ R e ML LN = 20 DNA BRI, K40 ) 4 i
SR 2 IREZ IR e 7 B NGE A K R IR B AR g o — Z IR P H0K 3 I
AR Sk, 5 9midsE — 2 KRR FA1 5 dmiEhe, LLORIES 18 ) 7 1) 159 S HE A8 Py A~
IR 741 mRNA BV R — RS 2 B, JUIRI IS OR B 28 — 128 — 22 IR A7 1k

[0058] ik Sk P 41 m] A A 28 — AN 28 AN 22 Ik 73 I 2 8 1Y) R 1 DAPRAIE 5 A 22 IR 9T B ik
M =i o XM IRRE SRR F A AR BT B A PR AE R R S I NRi G B . AR
P T HVPR R IR FEE AR A - (1) HEREUEDI I A R I EE ) 5 (2) HARERIEA]
RE 55— A Z KD REMEDUR R ALAH BAEH I — &5t ge )y s (3) WA 52 k)
REPE TR AL S N R 7K Pk By FLAT AR S o DLIE IR BR P 2180 3 H Gly \Asn FT Ser 5%
5o Hog I R TR IR, 91 1 Thre A1 Ala 0] F T4k a0 . vl AR IR SR P
MAFEANTF T Maratea 28, Gene 40 :39-46, 1985 ;Murphy 2%, Proc. Natl. Acad. Sci. USAS3 ;
8258-8262, 1986 ;U. S. Pat. No. 4, 935, 233 fll U. S. Pat. No. 4, 751, 180 [ /541, 4%k 351 w]
K1 2129 50 NFERR . 458 — N AN 2 A T A8 Dh e 57 TR0 By 1A BELE i () 3 F 42 20
N— Ui 2 R B AL, A FFZIRT 1
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[0059] A M9 A & BH 5 v 00 N3G B B AE —1 22 ICORA S i aX ol 22 R 1) A% IR, R 1) FH AR 40
AT R AT 7 i NI A 2 oy B dmBs A A B IR 2 Ik — 2R R (Bl dt—30
55 ) AR FIRZ IR 741, TR IR AR IR cDNA SCRE R 73 8o IXFE SRS IR0 4 A% R
Fro Al ARV SRS B BE S N, (PCR) I ZEAZ IR 5 190, M F AU AR BT 2 SN KT A (W, 61
M, Mullis 2%, Cold Spring Harbor Symp. Quant.Biol.51 :263,1987 ;Erliched., PCR £
AR, Stockton Press, NY, 1989) M ARFERIH AL IR S sl s cDNA SCPFEH, 7 38 4 KA R
FEH) o AR TTVE T R e R 5 | T AR A b b (3t A% IR e 4 v ot W SE s ko
[0060] Ak 22 I 1 77 vk 0 i B B N IR B A —1 22 Bk w5 B 7 R AR . Rl
H, A L 2 IRD T K2 100 D2 R, 05 /D TR %) 50 2R, AT A A A GUHEC RN 51
R TR RN B AR A2 A5 0 < 3K i 22 K AT R R AR AT R kA 1R T AH 4R, 491 4 Merrifield
] AH & 1iZs, 2 FE R 7 4 I 2GR i 2 B e 5 b (W, 40, merrifield, J. Am. Chem.
Soc. 85 :2149-2146,1963) o Z Ik Az AL & M4 Al [ LN R 1 401 Perkin Elmer/Applied
BioSystems Division (Foster City, Calif.) WK, FEnl 3G FK Ut BB 4T #1E .

[0061] Ak 23 JF 7 v I ) COZE R 4t 2 IR AL IR P 91), 55 AR AR SIUEB R A 51 %0
(Y3 224 ) 2 SR R VR P28 O AT AR o A0 TTARZ BRI I 4% T A AT A6 T8 dn i 5 — A 2 ik
AL BRI 57 S S e 41) P 30 Bl i 5 — AN BT HS Ny 22 IRIGZ R P #1018 37 i o
BRI SR 2O 5 5 T B 2 BB AL TS AN 2 IRRZIR T A0 37 .

[0062] MR A BT 5 BT FH ) 22 IR AT LA 43 B ) o IR RS IR 2653 - ] L JR AR BR B
fr2s. WRHE S BARIEE N ARSI MR T, RIRIFAE ISR B2 7 S . £
W2 AP TR 191 T 22 v B NZRAR, WU i 1

[0063]  7F LA T K B 4 b 4 A 1) R L8 018 S 2 v, A A TR I U5 v i F 2 KT R
Gy B IEAR A A A (B 2 IR 2 LR 21 s R I A e 1) 43 BTl o 2 B0 iy ) o ik
M, ZRRA R 2 /D AR K21 90% , BEARIE 22 /D AE K2 95 %, ik 22 /DA K2 99% o FEALEK]
Z IR LU 25 A5 o

[0064]  BhAMACK BT R S R 65 A NFC IR -1 SR G . XL 55 7L
A B AP UAFI PR 45 & 7 BO U RE R 245 DA B 3 B/ I BTR 45 6 3R AL B IR )
(peptidomimetic) Z5%E,

[0065] LR PTIAPL AR B HT IR 45 & Rl 5 b By H a5 B ARTAS T ZKSE Je b, HEEAAS 5 3L
BE SN, WIRR AR PR SOV AR A A B P A4 R] LU B v R B2 ve e pi Ak . sk
B F HUAR BCER v B DR AR TR RO E AR 52 8 T AR e MEHL 5 S R B Pk B ()
U1, Fab fIF(ab" )2 B ). Fab fF(ab’ )2 FBEA STERBUAR Fe qr B, 58T A
B RGER, I Bl Rett e By s> HapRe R A 21454 (wahl 55 . J. Nucl. Med. 24 .
316-325(1983) o AU, [A] Fab sHE G REBRER A R IE SO 71— 1, IR 28 1 B Sk
(o WAL, A% B P DO R FE KA S BE A AR AL P

[oo66]  Hi#iE Ak B 45 & PRl n] Ll g S48 . @I g A AT T RS M R . LA
BRI B, FEAR b FH AN R R A o S P 1 B e B AR AN [ 18 B R e A 1) 5510 2065 10 i o
[0067] 50 [ B AR AT ARSI AR N 1 C A EEAR (L, 5 41, Harlow F Lane,
Antibodies :A Laboratory Manual, Cold Spring Harbor Laboratory, 1988), AN % B by
AL S 2 I BOR PR e 75— FinZ2BHoRF, B8 Hils M 2 kel G s He a8 2 1 e
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e i, e WIVE S B 2 P P AR (Bl SR B KR SR E AL ) o RSP
Wb, AR WK 2 BRANAS R B ]V S e Jt o A1 B8, iR X T3 1 2 K, I3
2 IR RIBAR E (1, B 40 7R I35 1 8T SO AL i A b, ) 5 DAL R I S e M. 34
P IE AR E £, LB TIUE I 18] 3R & 9 — B2 s Se )i, JFxtsh ¥ R 1
BEXE 2 IRy M 2 se B U AT DTS P 2 , 8] i id 1 A A IRAE 3 4 [ (A SR B i
ZIRHAT SR Z M 44k

[ooe8]  H [t b ¥ 2 Ak i k5 3 o 3 o B Hr 4k, WA Kohler 1 Milstein (Bur.
J. Immunol. 6 :511-519, 1976) DL KI5 R BRI % o i S, X 4875 B 46 ) 4% ge - A=
HA R A (RIS B2 IR RONE ) JURRIZKE IR . X284 f &l 4 dn i A B
TR G BN SRAT I PR L A P L o4 B B R e M S AR AR R, IR
G Y IR Z8 1K)y R 4 M i 5 A AR R LUK AR Ak e W 22 bl 5 B 8, R 4
R R B 758 240 M R AR B 1 R v 0 0 L b, AR5 MRS Bl S 2 A 0 M T AN 2
FER AT AN AR KRR PR IRk b . IR IEFERORIE AT HAT (IR BRI 2 RIS | il fi
WEMSEZ T ) . WIS, O RQ |2 2 A, nPWEBI A A i el . 14 5 e B T
T2 BExT 2 BRI GS Erid e o v S BRI 7t 1k R AT 0

[0069] W] MZRAZIE TelE ALK Lif h 70 B SR e FE BT . S A, AR A P EOR R e i, 41
PR 2% AT TR A0 M ZR T 5 NS 2 (A MESH A0 i 490 2 ) Bl AR PR P o SR T DAL ZK VR
WA T DR ISR IS G T3 E B IR BTE B 8  DE RIAS B, BRE R . A
FEEIRERE -1 2 SRR Tl s A= dr P R aiAb i #e

[0070]  MRYEA A W BT LA N BC R B A —1 F0S S e pT iR m] LR & S8 i &5 5 A s, B,
EER RNl [ WEE 2 N K S S P | e 2 N we PR 1| BT YR NSk /N = L € 1)
MRz Z S AT A o WG R] ] nE  Sk B B AR [, BB BRI 25 S R T L
PR FE A RS B W REAL 45 5 A 1 55 3R 73R SR TR A A A I S B A I s R 5 7
TAFEHER BT R A2 S N RSKIE nI BT BR, JF IR AR %4 N R &5 4 T
To VRTT ] B BOE KA R R S G Y TR ] AR AR R
MR A W R4 B B 5 A 22 ik 2 R BUIR SR A d A

[0071]  ARHEAS I W B FH I N MR B —1 5 52 MEDUAR T 5 — B Z AN 1 (agent) f3HK. 17
BAE—Mptid L2 A 7Rl Re e A L, SULMAS R 15— Bk gio.

[0072]  BEARZA TG T HTAT 52 2 5 FE MR AE -1 2 DA R AT RAE 1R 28 1)
BB AW BT T AT AR B iy s, Bl anfol e sh ) (54 4o B H
SR ) VY O RSESE ) IR s CRBL DB A ) s,

[0073] Ak W4 K RIS IR m] A 35 R it o N A —1 SRR P KPR 52 o AR A
SE IRIAT: ity R N B BT — 1 SR R AP WA SR 20 LA A o SIE AR ] AR S5 4 it
052 PR AR — 1 6 DAL 7 0 (R0 8 KA S R e PR 7 A, 481 A0 2 R R
2k

[0074]  FRYRIX LY AF T BEAT FUG B VEE o AR A R 4 52 MR 43 28 A AE TRVG T 7
EN

[0075] il S5 MR A —1 BE A (1 I 8 S LA Gl ) JRBROR i g mh B IO i 34 o
REBRINIE TR, R R (YRR B SARSAL R TlE AR (e S IR A & A6 24

10
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G TE AR o DAL RE RR F FOBAL I 3R OB 5 IR AR AR AN R A — 1 JE R sy
HAEMRR KR KRGS T H 5 B0 478 PO I RIS D0 T A0 % 3 B B 410
AR RILEFEVR T 5T o e AR S 98 K005 4 I Ao X e ) P PR 88 B FE XA T 7 2 8
THAERT o RNA RZHE 73 BT S 705 £ 15 77 10 2 90080 A0 e s 440 B P R o & 1) 90 96 AL i i 4
B S mmk ELURORE 5 O R i R O B B AR 2 (> 70% ) Gle EJLASITE
BRI, HUbRLIL B A 5 S TR AR SRR A (RO R IR 5 R PR 4 LB o B 2 SCHRAR 2D
P AT OB 2 RO ] AR S LA e A e B 7= A rh KA R S o R B F 7 A R R
MK A BTG AR A2 [ L i e o

[0076]  EA Ay Bt i 2% MR 14 A M i 12 /2 o R A IR 42 (A R R A B 1) PP o dk A%, TP A
AT ] e B B LR AR A6 T 2R A R R MR A —1 25 RIB K46
o 0 fe o 6 S 2R FO R0, g RS A PEAR VR T PR AL T R o5, I HLBR A R B 45 2
IR U A B R PR B 6 T R 67 JehE SE 0 5 BRI T i

[0077]  [AIM, 2 TR TKT-L1 3L I FIASIN , Al B 04 1R L3 BIEO A PR S M A A S Bk 5
T K167 RS, T8 T 2 B AU A TR L PR e AR N A S ) e A il R B
RSN R B DR 7 RO 3 SRR T T e i AR

[0078]  PRIEAR e B — NSt U7 G Re MIEAE T N MR AE —1 1L 28 e W] AR 5 e I
WA —1 FE AL R I A REAT IR T o F AR S AR IR LB 408 A8 S5 12 910 1 26 B M T Ay
PEPEH ™ AL IR, T8 X A0 i 0 F s R A A SR AL T R VR T KRR

[0079]  {E—SEHETT S, SRR -1 ZE L R IAH R EHAE RG] RE LA X 2
RGN IR IRIZE TORHEE o AE oSy S0, I 77 P REAL & 45 T B4 M B H 57 » 1) g
e e/

[0080] MM mI BE AL FE X AN R (14 e 1) s BT EDURT: s P A I Bl —1 5 AL 7= 0 AP (A
CA S B A AAR ARSI o AR A iR AR A ] BREADIRE o 003 R ) F KON o g A ARk
CESER I

[00811 R4k AR 5 ] 2 W AR5 2 F B 00 7 3 — 7 1wl 0 35 A I R i 3 IE o 3]
REEL & B AR — M IR IR T 5, — BULASI TR U — B S B AR b R BT -1
B A=A AN o MR it ARSI 21 1) N M B A —1 ZE A= 7K, ] DR s A
HEFEE AT T %

[o082]  fE5)— ML Sy S, SAAT S W 5 S AL VDR b ik T Bk R e, 4
FWURERZ K (MRD) .

[0083] AT 42 S HOARFAEAE 57 55 0 A0 8 L (A0 0 » ] 5 061 a8, 8 R T
e R N PN S IR NS W = R N L B A R S LN RO SR L N
o b 98 VA PR FR SRR B R G MR PN 73 b R G PR AR L e 2 2R R L B PR A
B I bR KL SR PR IR E R I R R 4555

[0084]  fE— DLk Lt 75 G, IohIRs A 8] dun Sk S eE | WA T e P L R B R LB S )
T PR BB A 22 R G000 A R AR T BT AR U - N 0 W R G IR VR e IR 2 A
M IR G o EAS I W B L 1L PR ST 7 v, i 50788 &5 e W 8 LB IS TR 555
[0085]  HR 4% A< s WY FA) e m] R 35 A7 Ml A R IR E 25 52 R R (b 25 FH R PR ) AL
A7 AL AR H AR B S BIR L 1 CRREL S5 BT AIRE ) AR . AR B — NSty 52+, B b

11
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B A AT AL AR H R B K EL 5 (R S

[0086] R4 AN W VA KA it ] BEAL 5 AT 517 40 M sl M A 7 (R oo AR T RERL Y
i ARAE A i, 510 00 700 » 8 0 R R RELY T BSOS SO, 8 SIS L8R I 4 R A
W AR A AU & B MO AT DURE A . AR R B 3 2 U 2] BE AL 35 IR DI BR A
AR A BT T VAT AR B S R AL N . SRAME A W] e L AR AR
IbRAC 731 BOFEAHS ] A1 AR AR A W R i o

[0087]  JXLEHT: fity ] REAL 5191 4015 HE 20 ML 2000 A0 M AT 3517 4 11 IR BRZ IR IR A o L
A0 AR R BRI > 1 (1 N R R -1 IR BN el B A —1 82 WIS |
[ RS R BEAE O ARIEA K BT o SESRIE AR REAL &5 0 A BBR N EREE S
[0088]  FF &k Y il %% ml BEAL 2 Bl ok B AR HO LSRR W  PRIBRE i 0 A O 20 O A A
i R o AR A A DI i PR 1 95 1 BEIS A 35 AR B0 LANEE — 25 BUN 25 3R, 451 Gt o
AN 1) 1l 5% 2R AAR 2 ML R ) 6 LA B A7) ) 7l 9% 22 R R PR ) 0 8 1 ) A R 1R D [l A
il 9%, B AN 231 I BRI LA (R IBC 2R L T A )

[oo8o] MR A W IR N M B — 1 5k P17 ) A RS 7 Y R A oy — Ao T Aer il £ 4
Pt PR PR R S 1R AR 20 T 4 1 IR 5 o AR A S B R i B @ AR A IR /P L iR
KPR o

[0090] A w] £E v s A T T 5 B AR IR AT . — Al Bl ARIC ), Hlin £
JOR SR R PRSI P A B — S R B B A 8073 T R S BAR G W h 3EAT o AR e, LA
BRI o7 BRI S5 8 m] 9 4 (R B 7 22 AL S IR AT o NS AR —1 25 K= (KR i A
AT AR S RO I A8 7y 1 A o A 2y T ARSI S B ] A 1 B A SR
A S L BRI A I aE bR i 70 5 SR A R E 2 7R 2 1

[0091]  Aaril Je i ids ml REAL 5 F 7R N B BEAT: —1 bR ic A7 42 5 AR/ B i
TR o T W] LU U0 A AT AL S OB B RO S L 5 D' B JEL R TR I
TR I WA o AR PRI S T S AR IR IC 2 1 Al A AN RIS A5 5 Y BB
PO, E R R bRIE 7 1 IIE S T BRI 7 Ik

[0092] AR AR i AN e o2 1474 4 7 30 m] LA BV B AR 4l Wes tern EJ13E Southern EfJ
18 Northern E13E o EVIEF A AT EAN 572 A Fi 0, m R A 450 4 Fi BV S = BV B
% BV B EVIEIEAT o 471G S i th m O P A 1 701 ARGl o A i m] i P S e
JTEIEAT 73 A, ) A e B T TE B e 2 S E , T W ELTSARTAIUPEIINE (lateral flow
assay) e A ML EE 5SS

[0093] A B — AL IE IR ST T G > NG TR — 1 S D17 70 (A 0 3 e A
AEAE THE it B GRA0 N BB —1 R P IR IR B (0 7 BUKF RS IR 7> 111
AU T35 I AGURE AN ZARPT RS 4% B AASTIN J5 2n] Tt il an 4500 7 5 5 AN
BRERET FF SIS & R I E A, SUEMT IR A VOIS & ER IR 1SR 45 &
R GE Ko IXEE TR AEARIN I T EARRAE SR 58 8 19 a0 AE e 0 S5 SRl R P BRI . AR s
AR T 1% T3 FRAERZ R AT R U RE i N MR RE — 1 BE D70 (0 7 5 R 1
S TR 52 IR 5 2 1SR S B S NR SE e AR WK — LI IR ST T S8 7, S
RT-PCR RJ AR H0 7 PRI i (10 45 M B AE —1RNA JK-F-

[0094] A B 3 — LR SE it 77 G b, B RL TN 5 B 1 R TE AP SRS TN 3% B A —1

12
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TP AR KPR N BB R —1 JE R =4 ] b ) a0 A 3 s S A I N %
i A —1 A A BIPUAR B RN R 5E e PR AT B FH 1 22 PiAS 5] RS I 5 AR 41 W 7E Western
ElIZEELTSA SO YT o 0 25 T HUAR ORI ] ZE AR Sl n] B 870 SR IEAT , 491 e
PG R NIRRT o MR A A BT AT L I s AR R B R 2 I 1 R
AE

[0095] A% BH I — A3k St 7y 22 i, NG WAt —1 BEERL 7= ) i ZKF 5 0] RSG5
AL BTy TEXRME DL N A TP R B -1 BRI Rk .

[0096] — MW S NELEAEEAE —1 5 R 3R 151 O% (99 E 1R SE ), vT Be A S A I &5 e A
HEMARERE -1 ZER g AD ) 2 IR B SR . MR AR & B VR I F R 2 IR, T A A A Ak
BRSO 72 I R A B I A Ak

[0097]  TE—AMRIESEHE 7 S b, AR IE M BEARE —1 PR 1) 20 23 A I mT LA 43 1
BOTERITERIEAT o AR T ARSUIRE AR N R T AR B S B I R S 7T g
AL 5 41 MRT « SPECT PET FHH B 38 T8 MK N A% 10 77 7%

[0098] ANt /7 S B 5 VAR BREE T, 7840 - B U7 iR R rh ol o B WA -1 1
WM T ) BObR E AL S DB AR 4 A B TR I o o AR S — AN SE T T, g A T
A]RESE T8 FH T I8 A AR 2 T S AR IC AL A Vs WO TR R AR A
S ER R R S B -1 TS

[0099] AR BH—{LIE S 77 B, IR AW L T4 &), FF T E— 2 i (8] N A
AU N B8 R T35 B, AT S VE XTI IR e R REEAE —1 JE R e 20 2R oy R AR A i ik
ATREI . AR B 7 — MR St 7 2, H T 0 F UG I G RIS B 5 7 7 1S
RNV TEH o 1X 0] Be T8 a0 G 7> 755 % 7 AR R e 20 7 g o7 v B 4k
EWCLA M E BRI RAE A WP E T, AT I8 A8 T H e 38 A i o) 3
ESW M B BT MR B R 5

[0100] A BH (¥ 55— J7 TR AT AR B A e B D7 V2 ) o ) & ml BLZ 49 iz Wik
) B TR &

[0101] AR A K IR B & 22 /D — Pl S R e A 23 FF 14 43 7 1R o TR AR 3R A
REPAF GRS ca) TR S EBEFE -1 2R i5R) sb) 18 % AR AT R
SN IR AN G v 490 G 2 v S AR 1A AR LSR5 o) VRN BRI XS BRI A
EEMABEARE -1 FE S

[0102] I A Ml B A —1 FE R 50 ] RE L FR AT AT RERS S5 N AL AREFE 1 2 T 45 5 10K
o RPN AT REFEE A 2 KR AL IR R R (R A R 2 R IR 2K

[0103] A Ay BH P % LR N A BB AE — 1 At mT R 5 491 G ol > 70 20 N A — 1 AR
SR 2 IR B 0 s v sk R A 2 8 2 A K LR D0 R e o B T 4

[0104] AR BH—ARIE ST A, NALHARERE -1 55 R =) A U 4F 2 IKOKSP _EEAT o #E
ZSEE T Z A, S5 ARG AT DU B a0 N BRI BEAE —1 s B R S B

[0105] AR BRI & 5y — Uik SE &b, NG EGAE —1 RS I FEAZ TR /K F BT .
TEAZ R B St 7 b, R0 AT U 9] % B PR T B ok 1 A S % Wl A — 1 A% IR I X
o] - HANS )

[0106] 55— 7 TH, Ak B B TR IR AR B 75 V2 — e Bl 22 AL A 0 16 FH o, 491 G i

13
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B2y ¥ E A B 2R SO RNA A B sk, T A VR T R E , DUk £ e e
Wi B e R R 25 S

[0107]  H THRABE AR TTER 2 0K 2 B BRA S G EH], 7T 8 NP ez i A&
Yo ZAMAEWE T BRI G PR 2 n] B2 (B

[0108] 2420 &4 B 0% 1 ] BEEL 75 19 W g B — o 8022 PR A A e BH 1K) 2 KT DNA. %
DNA W] LA SR VF IR AL 7 A 2 IR 7 SN o 1 25 (3R 1K R 40 A AR SUSCEE AR N 52 A B JAL o
Z KR IET] e 9 7k At sk i M 1. AEZIAL G AN / BT, IR IE 2 IR
JRAL RIS, R AR AE T AU AR N A AR TIE S RS T, AR KRR
R AR MR RFRIERS . EGNZIRERE RGA 5B E RN RIS DT R
Fe A, A aE 2 R B 1 b TSR RIS BCR SRR He A A A 5 | N A5 40 i 3R T R
AN MPTR R I o AE— R S T7 S, iR A] HW EE R IE R ST\, B A0 e v
By UG o v BUIR W R, P BE R AR AE D BUR M A Z R RE D RR R @SR RGE AT
T, 5 4 :Fisher—Hoch £&, PNAS 86317-321, 1989 ;Flexner %, Ann. N. Y. Acad Sci. 569 :
86-103, 1989 ;Flexner %% Vaccine 8:17-21,1990 ;U. S.Pat. Nos. 4, 603, 112, 4, 769, 330,
F 5,017, 487 ;W089/01973 ;U. S. Pat. No. 4, 777, 127 ;GB 2, 200, 651 ;EP 0, 345, 242 ;
W091/02805 ;Berkner, Biotechniques 6 :616-627,1988 ;Rosenfeld %%, Science 252 :
431-434,1991 ;Kolls &, PNAS91 :215-219, 1994 ;Kass—-Eisler 2%, PNAS 90 :11498-11502,
1993 ;Guzman 2%, Circulation 88 :2838-2848,1993; Hl Guzman %%, Cir.Res. 73 :
1202-1207,1993. £ —A>SERET7 S, FHL AT FL3h P 4i Mo m] fe i Al okiz iX A / slikik
IR . &6 T 2 MRIEALRIE 2 IRICAZBRAR T A 7 A2 T R A A U AN 52 A% T JL o
[0109] AW 55— AN SE 7 52 P AZBR W] fe & 1 0 Je UM A

[o110]  #ZER AT AL IRTE AN 2s T o AEIX MR 00 T Al A8 3 4 i (e L BRAR B IS B0 R
G, B A R B T AR AT BRI /N BR b N ER B RS X B A M Py - BRI T
A] RGBT A8 S BlAE A N B I R A .

01111 fCh ks, AWHSH A RS — MM EZ IR JIANAYAEGYIZ K] Be 2
NEEHARGHE -1 Z 0K, 856 —Fpal 2 R g 2 2 8K, B an i o id, 7 B3 4 i =
e A iR s A - MO e CKT Bi& R

[o112] 2520 & n] FIARAT AR U AR N 53 AN 24 7 VR 25 24 o ITidi g 24 m] e AL 4511
WIS, W A0 B N UL BRI BB T VRS, S g 25 RN, B IREE 20 IR R A 4k
BORN 51 A 25, W a0 S8 R 68 L 1 A B A5, 28 PR 24 ) 70 B LA ORIIEVR T T O 254
[0113] AR 2520 &4 hAs I B8 A R 2R 2, Ak e 2407 XAZA . 0Tl ' 4h e 2, 4 dn
B R VRS B IR L B K AR RS IR 2R VAT BB . AT DUIRGE 2, AT iR
AR BB AR, a0 T EE T B VR IR IR B R AN A AT YRR R AR RERE R/
BRI IR B, PR o ARV ] BRI IR A (40 polylactic glycolide) tHAJREFHAEA
RN A SV o A AP mT B AR B aR AR 2 FF T4 4n U, S. Pat. Nos. 4, 897, 268
5,075, 109,

[0114] AR EWIET] BB N Iz IR 4 59

[0115]  Hy% ) M 20 & W ey P R AL & e vl L e B e B sl A J A7 3R A8 O B J
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BRPUR M B ZIR - 24 G W] e L2 IRk AR VF 2 KR A7 38 IR T A7 A6 Az
PSS BRI PH 55 40 R G2 HIEGR) B G 5 I A 7 o

[o116] AR B 2 IREH Y B, A0 8 N IRISEEAE -1 22 ) Sz IR M 4, ] AR iz IR
PG, Homh 22 ik Re RISUE S T e 4 M) B B S RN . AR AT RS2 e T B A T RE
BAPZWR « BRI AL 2 TF AL S m] B T30 7 e sl iE i fe . A&l 4
PR R T BT R 45 24, BT a0 T AR UIRR IR R e, AT 0T A% e AT T BRAE:
AR A R e sl A R AR R TT

[0117] Gz Jr R4S ) T e v, W] R 5 — A sl 22 i 22 JIRRH AR AR S 1 1) e 3 25 1 it
1) I AR S 1 8 I MG R R A 5 | S B RS AR SR DT R B S B N o AR e A
T2 2 1w R S A9 B RV R AR RT BRARAER AR (W polylactic galactide) FH{FI A1
A BN Z IR IR TR . 5450 2 5 R BRIt 8 2 30 e M B R A7, 5848 A\ iR i
GHEAN (NEEZNRME—ZIK) SF AR 2 RN

[0118]  AT-fl i 24 F) A Joe W 25 15 i 0 ) W T A e R e v o B = ] BB sfle. K2
EG A VAL R PR G T PRI R (R AL ) A S AR A R BT A, R S M 1 e
Z R, B 2R A, E H AR KA (Bordetella pertussis) «BREHZ 73 BT I
(Mycobacterium tuberculosis) o XFA T2 i S AL, B 40 s B AN 58 A 50N 58 4 e 7
(Difco SLE %, Detroit, Mich. ) 1 Merck Adiuvant65 (Merck and Company, Inc. , Rahway
N.J.)o

[o119]  AVRIT B, ZIK. 2 RS G5 T LUl I & Fhgiees 25 W Re @25 Wi,
B R UL IAT K PN IR TR VR 49 0 I RN SR B A 25 2 T IREE 2

[0120] AU BHIR) 55— AN J7 2 PR ARy 7 A/ B i o ARYR AR S B T DL N 1) Bl g
FE -1 2/ B2 2B RIGT AMIG At e o YA T AnmT LU S VR T B R e gk
ESPEE g

[0121]  HR¥EAK I NFEERABEFE —1 2 KM/ 802 1% H R w] T Ve B b P07 440 P 1 A
TRNE o AR AS e W 8 B B A AT DAL 35 25 T MR —Fh S e SR AL S, DARIECER X2 50 2
B DR o5 N, FF RIS B2 A R AP S e SR AL S 0o R o 5 25 W] A 25
FERX FIRAE VI RIPUA R A AR AR MR T- 4. DA e R B, AR A BT
Z IR LRGSR AT DUE B A 2 K G 250 5 IR -G 9m] DAL & —
BRZ PP ME R AR B T RS2 BB R B2 PP A B RBORIAN / Al A m]
DA 25461 40 3 B AN 56 2 e 1) s 0 P 58 4 Ve 50 B & D AR AR T 1 e i A2 751 o

[0122] 20540 m] LIATART R] A8 I A 77 VA B dn s bk B VLI585 g 2 . Aa Y050 &
B T HAR I SRR 1 B Ko 7SI VAT MR I S50 9] n A 38 B & L 1t 5%
BUAT I . HRAME BT LB G I S 5 B ISR AY . T R AR 2 100ug-1g HE A
RIZIE, 10°-10"°MOT &4 1 JR AL R IETE R IR A R R K E AR -

[0123] 2w A IR RT DU AT 4 35 S WA — 1 2 1 O 0] 52 40 B 8 A P e ()1 28
[RIAD

[0124] {101, 7655 40 B BG A= P AH OC BRI AR 18 73 B R A2 AR A 1) AR BT AR B P ) B8 45
FIE DL, AMARER I AT BB A 7L A

[0125] b 2 I () 22 DRI AT T ik R 1 G ey VAR T e o I 2R M S 2Tk BT

15




ON 101955997 A WO P 14/19 T

3N EBNEAE B BT . AE B RS T A VT R TR g T e i TR ) (A
i, e v A AR R/ B B ) RS IR TS T S R G LA B

[0126]  FEAY BRI, V09T U0 S B 1 2 I Mg G S Sk Iy A= ) (A e i
A Muskbifl ) KEsiR, AT BRakA Bt A FHOMIE RN I B A DA 18 = i R
Do RN SE AR RIS A TFHURR T R4 (140 :CDS” 40 M Bk T— Wk 40 it
CDA" Sl T 40 M e — 2 bk L 40 e ) SR i (o an B AR R A0 40 g, Ik L PRl s
PEARANN) « B 40 BT R PR 240 () i SR BRI B R B ) o IAb AT 2K
Al RE T A dk s S e PR BB B iR (SR ER) 5 4, 918, 164) .

[0127] 7 f8 2 i 4kt e v 7 T 40 e 77V 2 S e T AR ME K . 5
AMPURFE R T 48 M 3G 2 LA AZ I DR 2L DR AR N B R 35 95 4 A D AR S BT J&1 1
K LEAR S T3 45 At — MBS FH P TR [R) BRI, 2870 2 TR 40 ML PR 7=, 491 n TL-2 FHEE 73 4h i = 4
MIAFAE I OL T o a0 b BT, AL 348 () H iz S M 22 AT LR SR PRidith 15 75 4 St S Ry
SRR T G A AR B SR R VR TT AR Lo R M, B AR S 5] A S 4 e v A i
Bl B 48 i, T ASE AU A BT ] NI bR AE R A, H fe i N M 22 I ok R R A YL R
Ho BN B S B 40 MR YL TR T4, 127 90 A IE T R I ARIE K A 311X, AT PLER
NEAWFFSRLERERAEN 0. ARIFFARATT T 4000, 55510 T 40 2 ge
e ANz HRRTE A KA g« B FUR B I ) 2 S N TL-2 (LB s, ml i
SRR T AMAE RN AR IR E KA (W B0 :Cheever M. %&” Therapy With
Cultured T Cells :Principles Revisited” Immanological Reviews, 157 :177,1997) .
[0128]  BHLALATFFHIZ ML T RE A 7= A A / 8k o B e S i e T 4l e, DL25 AT A - 76
— TR, AL I 2 T 2 IR e SRS 43 AH I (R R IRAE AR Y S e AR B R R e 1 T
MR A BIPUREE 7 1) CDS+CTL b [ n] MRS 1A N 43 B ok, ARl RS 5
52D S Y] B E 2 N

[0120] Y, WIS H A Jc B 22 O B 2 D 300 2 AH S KR, R 7 A e S R P 1) T 48 i
VA, T e R R AR SN RO B A T 4 iy 1, SR AP R e e kT 4, Bl S R N R
W, 5 4l Chang Z5 4R ) (Crit. Rev. oncol. hemato,22(3),213.1996) . & 24540 i, 14
T 4, AT A R AL 4l BS AR R, i Cel1Pro A )] (Bothell, Wash. ) CEPRATE.
M4 (JLU.S. Pat. No. 5, 240, 856 ;U. S. Pat. No. 5, 215, 926 ;W089,/06280 ;W091/16116 Fll
W092/07243) MEE SN 43 8o 43 B 4 Mo A 2 T3] an sk o 1 — sl 2 4 o
e SN VR 22 IR, LA BE DT IRURE S I T Al AR5 A AR HER RS G I B b e S Pk T
S NOHRE, JF g0 Mk [l 2 AR 2

[0130]  7EY — /Ll 7 &b, Z K PR T 40/ sbt RS2 AR T o e 3, IR L
NI E ARBTG5 T 7

[0131] 7B 5 — NSy Z2 i, [RIYE A B B AR R S 40 o m] B AH >4 T 22 20 Ak 24 T 2 K1)
Go 352 TR 43 B DR IEAT Wk i . 7 AR R R R S TR S A i mT A N BB PR P, B0 T
BT M DASRUE DU R R T 4, ARG 45 T . Cheever S8R T 76/ AR A, I ]
IR R et b S 4t B AR B RE S R T 0, B S R IR PR e I T 40 BT BRI (Cheever
& Tmmunological Reviews, 157 :177,1997)

[0132]  Ji4bh, Ml R IE A TFRIRZIR (& A 5T N A B (0T 40 L, £ 1 o 7o [ 18 5E )5 R
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(A [R] R 1EAT A AR

[0133] Ak BH 8 sw B e A m] A VR /b B80T B IR 00467 TR &) PuikmT Ak B 4 A
(BanFp s Bttt ) 805 —FhEE Py — A . A IE BE T L RE O A
E 0 WESY Y R AT Y . R RSO % R A4 90Y 1231, 1251, 1311, 186Re,
186Re, 211AL FT 212B1 . LI ) 24547 1ol 5 2, P A0 L g FHRGES 2RI ATk B 05 S 4
BRGNS R T R Rk B R AR EME MBS HER. AT E (diotheria toxin) .
EELE R gelonin BB HR EW KEESZAEMB PR ETEA.

[0134]  BRAMATT 5L EIRERE —1 5 R S0 RE 9 5 6] DL S AT A 18 T 7E MRS 1
o0 i PN PR AL RS —1 22 BRSSP 5 7o IR T V] DA, 25 3 I ARG S5 IR 6 ik o PR Bt
TG TR PR AR R AERE —1 2 RE M S AL 25 7 I ORI AR X I S BSR4 3 A
BERE —1 2 IR B R 7355070, B Wb si e 5240 640 » Bk 2D i otk o0 75 Sl B BRL 7 (s Ji
%) AT

[0135] 25 LGB A ERAR IR 77 150 AR U AR N B A AL 45 7] LR 45 T4
WL IR BN T35 T SR R K AH R PE =) AL TR o

[0136]  — ML) SEHE Ty S b, 10T S5 MR AE -1 JE PRI R IEG K B E L & 45 T 9L
Wl EA AW, Bk DR EAE T MR BERE —1 FE DRk 2202 (00 E 1A PR KA i 25 i B E o
[0137]  {E 57—t 77 &, AR BHUS J S M FNSRAT IR T 45 e« 5 i T s i s
BRI TT 1, BFEUL R DR AE A7 AE RE S TR H i SV I i v M A e A 1 SO
AR IAE S 240 I, i P T AR % BH 7 V1 TRT-L1 22 Pk 6 012 22 Ik AT e, 6 00 e 26
ALV T A M B TR A SO AR R 5 B TG I, b S Bk Ak i S HE e 254
487N .

[0138]  fRIEZY LR B —WEDHENMNEY . KKK TEPARE" 2 M0G0
A] B A ] Be AR R BN R 2 N

[0139] Pk (14L& B Z AN G W m] UL 25 A BB AE 7= A R0/ B30 FE A b 49 i
USSP IR AR N o AL, TR AL AP RT BEN A LA ), (HIE A AN T i
HBER P HIBEEE TKT-L1 2K, RNIREY AT L2 Jo g e B st & 40 s A 2385 9%
Yo AKRBHTTVEIE™ W7V A A A B il 4, Hl % (E Albert %% Nolecular Biology
of the Cell, 2 =R (1994) FPH3%SLB hHER . 20T BeB W I B S SR G4
B FRIE A, VRN B0 i sl B SE R B . mT T AR B IR 7 VA R AN e s AL A
RO Sl g SRR e 40 M T LB 40 M sl NSRS R B .

[0140] G SR AR B kTR e AL — P L S B 2 A AV BIFE L AT BE AR 2
A BRI I BUSE TKT-L1 SR EERE b 2 B AL S 1), BB R TR AR 57 25 B
40 i A 2 AN AN [F AL S AL, DABRAR B D ANE EL B, I E RS
B R FE S BTV ARPERE S 24, BRSSP IRT DUEAT 2 0k, Lk B R R AR I 5%
SE IR LS B e B0 E I SME— 4 FUN 1B . IR BT IR AR S L& B AR LR A 24 A/ 8]
WY BERE PRI 0, S U TR ) AR ] o

[0141] AR AR B J5 vk ] LA R 46 52 4k & T LR K. B U IZ IR Bk /M
UL G BEs  IKEERLA) L PNAs 255

[o142]  FH Bk 7775 B S IE v AE AT A Y (lead compound) SRAMFHIZR AL
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. RUPARE BTG TR, RSB shee s I LR 5 2 A WA
A7 BT TKT-L1. BAREY, 2R B[R 456 DXS0R 24 149 2 8] H - T, (EL ] B
SELRT A G /ANR oY 7, 38H r TRKTRZY 2kD IF BARIEAR T K4 1kD. ml L it
{140 self-consistent field(SCF) Z3#7TMBUAE BAER (CI) 43 FrAnE 77 A sh &
TR AR S e S . T VU 58 X 2840 B 5490 an Redn 1952 PR BC AR BLAE
THEALH B (Alan Liss, 2129, 1989) o WEERT DRI 1 i1 £ 7512 0 A 80038 ax P
JAAN, LB Beilstein B CANALE T, Springer edition New York Inc.,175Fifth
Avenue, New York,N.Y 10010 U.S. A fl CHHLE ), Wiley, New York, USA HHHid. It
Ak, ER AT A AA Y AT R A ST Ok VAN e RN (FRIL L) o A, iR i
R T7%, PAT RS / B SR B vk R IE A AT AR A SR .

[0143]  Fridfb &9 —4 SRR3R, RIPLE LLG 7 T e et

[0144] A UFRALZIT MG TT R AR 0 4 MO 3E 08 S 0 (R RE. (I andeeE ) 1515 AR W
(R —AJ7 T AR EE T A RE S b N BB — 1 R R e/ B R K BRI 2 1 R
TEAE T 5705 40 0 58 L P 0 i 190 S i PR 7 ¥ o A R B PR 28 A T TR RS 1R AE T 57
W R A RS T ) IE VR T 51 0 e, NS B — 1 S ER = A R v 9 i TR
A IRFEME T BT PR WA —1 JE 1R 22 JIR IS Ik VAT 7V AR B —AN 7 T2
ST B FEA P B EABEAE —1 R = BRI, A 3 g Ak I 5 T AH YT RSN 3
(R R Wi R IE VA TT 7T R T7 1. AN AR e B R s B2 W AR &, FH T 58 A
EEWARERE -1 ZERRE e/ Bl RIS IS B R RN o B AR B B AR A
R BIEIT AE R A S -

[o145] LR SEifal vy B AACA v BH T S PR sk Ak 2 T 1R B ]

[o146]  SEjiAA) 1 <52 & i 2 2R T N B B BEEAE —1mRNA 7K-F-.

[0147] T8 it B e € S N, W] 2 S b 40 AT I Rg v R A R 400 o NI W A -1 SRR
mRNA [ o e i N R AT -

[0148] B ZHLUAHIYILEIK BRI H B 100% (K LB PR T - E L FE R G5 4E 10mM
FrERRER S (pH 6,0) F g LT AR AAL 3 . 4 50 u 1 RIFH 2428 22 iy (DAKO A/
S, Glostrup, Danmark) 5#%J 5-10pmol FIHRENR G %4 ASIR B . BREN A2 ehsic
TIFAER TR :TCTCATCACAAGCAGCACAGGAC

[0149]  ZRATIREW AR 95°CHN G2 37°C o RETIbRAZ I 5 550 1 1 A IREY)—
AR 3TCHLE 2 /M. YA I B PRS2 2x SSC ¥ IRAE SR N UEMIRS 15 708,
i 1x SSCAE 50°CYE—Kk 15 438h. RJEMRIMAE R T 2x SSCEEVEM IR . PRV fid
RN 25 (NEN, Blockingpugger) —ifEEIRET 30 /08P, SREHR 1 1 100 F%
( HETAZE MW, W ) BIFi5e 62 -AP (DAKO A/S) —EIHRE | /M. fRSI7E 23 1x
PBS/0. 1% Triton x 100 FEEEM RS 10 708, FH 1x PBS,50mM MgCl, (pH 9. 2) 7E= YL
—K 10 435,

[0150] =& T A NBT/BCIP (Sigma) #EATHYE W KL 30 8. Jett kN ik 54 1mM
EDTA 1) PBS — M ER T k& 1. HGIEMEHIPE A H0dest H1FfH AquaTex (Merck)
SE o PRSI AT AT BT

[0151] 5 EIR, 5IEWEMAZHH, AFEMEEFE -1 ZERES mA bt Rk,
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[0152]  SEjfsl 2. < FH 2 & RT-PCR J7 v e Ja 2L 2RI FE AL 23 NG A —1 R0
BB

[0153]  FH=F € & RT-PCR J5 i Ml 5& 25 i Jie % o« i Jit e A5 ot RV B 98 A o o N 5% 1O g
Ff —1mRNA FI N EE G mRNA [I7KSF o A5 IR iE AR A

[0154]  RAEMNIE VR FEARAT T -80°Co AL AL L0 BE 2% 43 T IE S 32 B2y g 40 e 21
. H Qiagen i3] (Qiagen,Hilden, Germany) A\ 52 ¥ I8 FIUAH Y 1E 5 21 2340 7325 mRNA,
H SuperscriptIl (Life Technologies, Inc) & 84% cDNA, €& PCRA#FH 7700 =41
EAX (TagmanTM) A1 SYBR Green PCR Master-Mix, %) FKE/ET-MF (Applied Biosystems,
Foster City, CA) 4T,

[0155]  PCR R M. HIMARR A 25 w 1, T i 5 )1 44 & )y 300nmo 1, 95°C 15 #5, 60°C 60 #5, 40
MEH . FHISIPH T E & PCR

[0156]  A:HdREFE —1 5|4 A :CACCTTGGGATTCTGTGTGC

[0157] 5|4 B : TCTCATCACAAGCAGCACAG

[0158] %W 514 A :TGTGTCCAGTGCAGTAGTGG

[0159] 5|4 B :ACACTTCATACCCGCCCTAG .

[o160] T EERHIYK (EAR ARSI ) BE PCR P~ = 1

[o161] &5 EoR, [FIEH X AL R AR L, AELIBEAE -1 ZERIAESE s A 1/10. i i
JE A 2/5 FEEHE 3/6 mELRIE.

[0162]  HpHlREEEIREAE —1 FEREFES P RIEFREM B E . A1 6/20 FEEF BoR
TKT-L1 =08 8 £ UL B R IE o AH R A 3 ) ok 25 Hh o R I8 e Bl 2 1A o

[0163] 253 R, ZEAS [FISRUR FRE YU 2 rh R B AE -1 2RISR IS . AH ORI B 2
AR IR 50 e H AR P KR I BH 57

[0164] S 3 : S ALFVAAT I thtl ]l ZERSRERE S, P It RIE

[0165]  AHARXS thtl1 FIPTAKT #8E R S dRIE 52 A i B ) B 20 U8 i U0 R AT e 5 4 e
fh2E gL,

[o166] V)i S R HM O — BB T HKE G %B R Aquabidest. A 10mM
IR AE IR EE 2 vyl (pH 6. 0) HEATHURMKE . RIL U 7E 95 CRKIE R INA 40 4380, A E1 2
R 20 43Bh, PR BIPER SR T (PBS/0. 1% Tween20) .

[0167] B KIE N VR ME i AL W, K2R S 3% I H,0, — AR SRR T 10 20 %8h, SR 5 H
PBS/0. 1% Tween20 ¥k 10 7341,

[o168] V) ki, RIEPT tht11 Hifk (1 0 300) 7E%0R MIRE 1 /AN, 285 VR
LR MR, T TR R A R 5y Bl BT BTIRER X Wl 7 ORLAA T TR tktll
AT

[o169]  Bfi)J5 Ul 528 —HUARRIESUR (1 ¢ 500) Jifk—E TEEIRE 1 /. 3 3K,
R 5 438h. UIATH 200 0 1 AR GRS (DAB) 55 10 438h. R )5 U1 F Wi aT Ak i
TT R, FEAE IR AKE TR A G 2 23 Bh, 280K B B I R ACKS , (8] 5 bR AS I FH T A 1
] 55113 1

[0170] VI B A B, & BRCE e B FRE  P al R I thtl ] HoiE i P4 .
FEFERE AN BOAZ AT 40 B B b m] I thee 11 45 5 G e o BRAMAE I 40 B A ] 0 42 2 0k IR e
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[0171] ¥ Bk G A0 e 8 07 v R ek B UM s . 7= 80 (CINIID) (B i@ &
T 5 P BRGNS AR L. fE AT X e sl v, 34m] DU 22 21 41 b A% AN 4
JRAY tktl] Yeth,

[0172]  Jb4h, I EIR G AL 5iE b T 45 W B s B W I et . 45 SRR
tkt1l SEEAARBRERE.

[0173]  ARFAMPLIESLHE T RUWF -

[0174] 1. —FioAS I A A R A E 5 6 16 40 M 39 0 R0 e 1K 77 25, B dG a X BT IRAS
TRSAF I RE S P NEE TR RE —1 SR RIE A M/ BERIEACTF TR sb. WA
[MREH T/ BERIE AT IS W R, Horbid R IA R IEAE T 57 040 MBS 58 R i
IOEFER

[0175] 2. MRS Ty % 1 B33, FerREAEAE T 57 51X 48 M 14 T PR i A e o

[o176] 3. MRHSLHE 7 28 2 W75, LR Re A 45 e e 5 e sl v o

[0177] 4. WRPESEHE T 5 (-3 fE— T 7 v, Forh AR Re i D PR 2 WA i P T LR
RO A 40 A S Y 4 R A IR RO IR A o

[0178] 5. HRIESLHE T % 4 (955, HA ORE SO MUE IR RS RAE YT 35 42U A
2 ) 2 ST el ey S

[0179] 6. MRIFILHE T % 1-5 1T — T ik, Horp NEERRERE —1 5 KR K A7 £ koK
S EiEAT .

[0180] 7. MR¥HILHE T % 1-5 /T — I ik, Horp NEE WAL — 1 FE R R I A I AE A R /K
S EREAT .

[0181] 8. MRIFILHE 7 % 6 (v, SLrp Al EF T NG BB AL —1 22 K10 45 65013 T 2 koK
S I

[0182] 9. WML T & 8 ik, A Frdk 4 &bk bk i B B S hiRg &3
AL RAR A s NP AR

[0183]  10. AR SZiE /7 58 6.8 B 9T — T 77 ¥2 , JL AP AS I A2 F8 S s 40 Ja Ak 244G I 7 v o
[01841 11 MRAWSEHE T Z 7 17735, b 20— 5 NFEIREFE -1 R 35S ML IR IR &
TR

[0185]  12. AR SLHE T % 11 1k, HAh e 2 TR ARIE I .

[o186]  13. AR SLHET & 12 M5k, Hodbbric ik B U MR 25 B R et &4 A
RIAMEY TN EY &R A

[0187]  14. MESEHE T 7 8k 11-13 AE— T 7732, JL P 5 B A P R R 4 188 S
[o188]  15. MRSl /7 %€ 11-13 A& — Iy Jy v, Sorb 4 19 J W& PCR. LCR BY NASBA.
[0189]  16. M4ESZii A% 7 8% 11-13 AT— IR V5, & v TR AL 4438 .

[0190]  17. R4 A St 77 28 Th AT — TR 5 ik, &0 1R AR I sk oh 43 7 % g vk
e

[0191] 18, —FiRHI &, H T 58 s 7 & 1-17 WA — T 5 325, Sk ) & 2 i 9T ik )
oWt &

[0192] 19, SZjfi 5 %€ 18 IR FI &, 7 a. 20— P H T AW FE & b N T i
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FE -1 FERRIE =Y RIERES sb. FAVEBR M S M ) N B B BERE —1 JE R =R o

[0193]  20. St /7% 19 A&, b BREHE — PO R ERET , 5 NI HAREAE -1 IZIRY
FEHEAL sBUE — PP, 5 NEEIRERE -1 AR RS S

[0194]  21. —FRyRITRAIELE T 73 M40 M 3G 50 e 1 7 15 i IR T4 T 249 m]
B2 IS A NEETRERE — 1 JE R sl IR R = 0 29 &

[0195] 22, AR S /7 5 21 W 732, Horp N B BEAT: —1 B PR B0 IR =) 2 A% R A S
ol s SURE R 2 ik

[o196]  23. MRSt 77 5 22 72, Hh 2y A W& 5a NEE R A -1 IR s
B G R  BE A NIRRT -1 2 KL B a4 2 k.

[0197] 24, AR S 5 48 21-23 AT — T 77 ¥2%, S P RR AR AE T S5 5 110 440 o 335 B 1 9 i
[0198]  25. MR SEHE 7 5 24 1751, Forb B St A2 45 e i« 5 e BSUBR e o

[0199]  26. MR SEHE /7 % 21-25 &I 7%, Herh ATy 713 a8 1697 .

[0200]  27. MRS 7 € 21-26 A&— I 7 vk, S iBy T i N B R 16T .

[0201]  28. AHRGHABGFE -1 2 IR FRIBERE —1 B2 FH T 2 1897 e M 25 4500 11)
i,

[0202] 29, — Pl % HIAIFRAT 145 1 g « 1 e B e o 5 PP gRg Y 9 Ak 1 25 10 1)
Jii, AFE LN T PR ca. 75 BRUEFE A 0 1 A W B 1k 3 B TV 4 1R 5 ) T A S S
(LA AFAE T, Befi T4 o B 5 4L 04 TKT-L1 2 ka3 ik iR 2 IR 40 i s F0 b, Kl g
e Py e B 4 i B A 4 SO AR S S IR TR B 0, P E S sk e s A Fie o b
E 2

[0203]  30. —Fhyfyy &5 P eg | i Jir g Tk Ji Jofo g B 5 Mg 1T 250 2 A 0, B AR A S e
T3 % 29 W7 VRTS8 B AL G DU G AL B4 T S TR R0 ) L B MR A —1 S5 D
)RR -1 2 IR NG BRE Y -1 1R

[0204]  31. —Ff& B0 IIRE A 77 5, A0 a. K0T AR AR S R L R RS — 1 ZE BRI KA TR
/ BOSRIE IR b MRIRFEERABEAE -1 ZRRWA TR/ BT RE, o AR A 2
— PG IE BT B RE FRARAN AR B A 4t e rh S IR — 1 B

[0205]  32. MRS T4 31 W7, Hohal DUR I 45 T Hubi i 240 &4 S5 7 % 31 11
YA E D A RS PE PO S TR BEAE —1 [ SO IRAA ) S L WA —1 5 5 M
B I gk Bt e 22 125 T, SEDRAE AR AE —1 75 1t B PRI

[0206]  33. MRS 77 4 30 I G4, BRI st 77 48 31 8K 32 [ ik .
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TKT-L1&45 DNAFe R 3 B A7 5|
1 GCCATTCGCT CTTCAGACGC CGEAGACGTAGGAGTGGETCTTCAGACTCCARMGGGGETTG

61 GACTAATGGCGGATGCTGRGGCGAGGGCTGAGTT CCCGGAGGRAGGCCAGACCTGACAGGG
M A D A E AR AEVFUPETEM ARUPDRG

121 GCACCTTGCAGGTGTTGCAAGATATGGCCAGCCGCTTGCGRATCCATTCCATCAGGGCCA
T L Q VL Q b M A S R L RIS I RAT

181 CATGCTCCACGAGCT CCGGCCACCCTACAT CATGTAGCAGTTCTT CTGAGATCATGTCTG
¢C S T S S G H P T S C S S S S E I MS V

241 TGCTGTTCTT CTACATCATGAGGTACAAGCAGTCAGATCCAGAGAATCCGGACARCGACC
L F F Y I M R Y K Q s D P EN P D N DR

301 GATTTGTCCT CGCARAAGAGACTGTCGTTTGTGGATGTGGCAACAGGATGGCTCGGACAAG
F V L A KR L 8 F VDV ATUGW L G Q G

361 GACTGGGAGT TGCAT GTGGAATGGCATATACTGGCARGTACTTCGACAGGGCCAGCTACC
L GV A C 66 MAY TG K Y F DU RBAS Y R

421 GGGTGTTCTGCCTCATGAGTGATGG CGAGT CCTCAGARGGCTCTGTCTGGGAGGCAATGG
V F ¢ LM S8 P G E S s E G S V W EWA AMA

481 CCTTTGCTTCCTACTACAGT CTGGACAATCTTGTGGCART CTTTGATGTGARCCGCCTGG
F A S Y Y 8§ L D NL VATIV FUDVNRILG

541 GACACAGTGGTGCATTCCCCGCCGAGCACTGCATARACATCTATCAGAGGCGCTGCGAAG
H 8 G A L P A E HC I NTIUYOQQRURTCEA-A

601 CCTTTIGGGTGGAACACTTATGTIGGTGCACGGCCCGCGACCTGGAGCCACTGTGCCAGGTAT
F ¢ W NTT Y V V DGR DV EALCGQVF

661 TCTGGCAGGC TTCTCAGGTGAAGCACAAGCCCACTGCTGTGGTGGCCAAGACCTTCAAGG
W @Q A 8 Q V X H K P T AV V A KTFK G

721 GCCGGGGCACCCCAAGTATTIGAGGA TGCAGARAGT TGGCATGCAARGCCAATGCCGAGAG
R G T P 8 I ED A E 8 WHOAMIEKDPMHTPRE

781 AAAGAGCAGATGCCATTATCARATTAATTGAGAGCCAGATACAGACCAGCAGGAATCTIG
R A D A I I K L I E 8 Q I Q T 8 R NIL D

841 ACCCACAGCCCCCCATTGAGGACTCACCTCARGTCAACATCACAGATGTAAGGATGACCT
P 0O P P T E P 8 P BV NITDVT RMTS

901 CTCCACCTGATTACAGAGTTGGTGACAAGATAGCTACTCGGARAGCATGCGGTCTGGCTC
P P D ¥Y RV ¢ D KI AT RI KA ATCSGTLORBAL

961 TCGCTAAGCTCEGGCTACGCCGAACAACAGAGTCGTIGTGCTGGATGGTGACACCAGGTACT
A K L G XY A NN RV V V L D G D T R Y 8

1021 CTACTTTCTCTGAGATATTCAACAAGGAGTACCCTGAGCGCTTCATCGAGTGCTTTATGG
T P 8 E I F N K E Y P E R F I E CF M A

1081 CTGAACAAAACATGGTGAGCGTGRCTCTCGGCTGTCCCTCCCGTCCGACGGACCATTGCTT
E Q N M v 8 VvV AL G C A 8 R G R T I A PF

1141 TTGCTAGCACCTTTGCTGCCTTTCTGACTCGAGCATTTGATCACATCCGGATAGGAGGCC
A 8 T F A A F L TRAPF D EHEIIRTIUGSGL
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1201

1261

1321

1381

1441

1501

1561

1621

1681

1741

1801

1861
1921
1981
2041
2101
2161
2221
2281
2341
2401
2461

2521

TCGCTGAGAGCARCATCAACATTATTGGTT CCCACTGTGGGGTAT CTGTTGGTGACGRTG
A E S N I NI I 6 8 HCGV S V G D DG

GTGCTTCCCAGATGGCCCTGGAGGATATAGCCATGTTCCGAACCATTCCCARGTGCACGA
A S Q M A L ED I AMTFRTTIPIZKTCGCTTI

TCTTCTACCCARCTGATGCCGTCTCCACGGAGCATGCTGTTGCTCTGGCAGCCAATGCCA
F Y P T D A V S TEUHOAUV AL AANAK

AGGGGATGTGCTTCATTCGGACCAC CCGACCAGAAACTATGGTTATTTACACCCCACARG
G M ¢ F I R TTURU®PETMVVIYTP Qg E

AACGCTTTGAGATCGGACAGGCCARGGTCCTCCGCCACTGTGTCAGTGACAAGGT CACAG
R F EI G Q A K VL R HCV 5 D KV TV

TTATTGGAGCTGGAATTACTGTGTATGARGCCTTAGCAGCTGCTGATGAGCTTTCGARAARC
I GA GTI TV Y EALAAADETL S KQ

ABGATATTTT TATCCGTGTCATCGACCTGT TTACCATTAAACCTCTGGATGTCGCCACCA
D I F I R V I D L F T I K PP L DV A TTI

TCGTCTCCAGTGCARAAGCCACAGAGGGCCGGATCATTACAGTGGAGGAT CACTACCCGC
VvV 8§ S A K AT E G R I I TV EDHY P Q

AAGGTGGCAT CGGGGAAGCTGTCTGCGCAGCCGTCTCCATGGATC CTGACATTCAGGTTC
G G I GE AV C A AV S M DUPDTIQ V H

ATTCGCTGGCAGTGT CGEGAGTGCC CCAGAGTGGGAAGT CCGAGGRATTGCTGGATATGT
S L AV S Q@ V P Q S G K S EETULULDMY

ATGGAATTAGTGCCAGACATATCATAGTGGCCGTGARATGCATGTTGCTGAACTAAAATA
G I S a R H I I v avVvV KOCCMIL L N ¥

GCTGTTAGCCTTGGT CTTTTGGCCTCTTTACCCTGTGTTTATGTT TGITCCAAAACCATC
ATTTAAATCTCTACTGTCACATTTTGTTTCTTARAAGCAAAGCCAGCTAACACCTTCATT
CATCCCTAGTTCGGAAATT CAAGCTAACTACTTACCCTTTAAACTGTCACTGCATATGCA
AGTACCGCTCTAATTTTTGGAT&ATTAAAGGGAGTTACACAACTTTTAAGTGAAAAAAAT
AGGTAACAAAACAAC CACCTGATAGTAAGT TTTCTGATAAGACTATAGATRAGTGGTAGA
GGTAATCRATTCTTC CGAAGTGTTT CCTTCGTGAATAACTGGTAGARGGTARTAGTTTTTT
CAATGTATTT CCTTCATGAGTARAGAMAATGTGGATTGAAGTATAGATTCCAGTRAGCCTA
GTTTCCACAGCACGATAACACCATGACGCCTACTGCTGTTCCCACCTTGGGATTCTGTIGT
GCTGCCATCCCACCTGCAGCTGCCCTGGRATTCCCTTCGCTGTTTGCCTTCATCTCCCTC
CACGTTTGAGAGGCTGTCAGGCAGCAGCGARAGCT TGTTAGGATGTCCTGTGCTGCTTET
GATGAGAGCCTCCACACTGTACTGT TCARGTCAATGTTARTARAGCATITCARAACCARA

AAAAAARAAARA

K7
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