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1. MUC1 fash 3R B HA A FH E W FIMICI-R X FE mRE A G H Y
& Ak,

2. A ER 16 MUCL RS RBFRA G AL, R P Ak MUCT fa st
BAEHRA FAMUCL foshikeg £ ik,

3. ARAR K 16 MUCL fJesh B R A 6 Mk, o+ Arid MUCL fesh
BT A E MUCL R ob 3R & 23 41 7).

4. A ZR 3 8 MUCL Jesh BB RA e Ak, K+ Hrk MUCI fast
B s A4\ 72 SEQ ID NO: 1 #9 % Ak, 4 €3 SEQ ID NO: 1 #HE
YN EGEREBRYGR R, RFELRFEA.

5. A ZR 36§ MUCL Jesh R RA W M, K+ AF& MUCL fesh
B4 % & SEQ ID NO: 4 3 SEQ ID NO: 5#9 %k, RAERET
T4k,

6. A FZK 385 MUCL Jesh R 2R A 69 Ak, K+ AT MUCL fest
Baomwal AL g SEQ ID NO: 1, SEQ ID NO: 2 #= SEQ ID NO: 3
BRI P RS RARE LR &

7. RF|ZR 3 65 MUCL JosM BB RA 0 A&, 3 FriE MUCL et
B4 MA L5 SEQ IDNO: 1 A F T AL NAARELA
B’

8. RAIEK 6 49 MUCL Jast BB A AR, KPR hRE
JL K,

9. RA|ZK 8 & MUCL Jesr RBERM AR, LA EABR
HRRARY.

10. RAEK 8 8 MUCL BILBERMNY AR, R PR EE R
AR AT,

11. MA|EK 6 8§ MUCL st RBRAN G AR, K PAARREER

12. RA|EK 6 69 MUCL Jest BERMG A, AP hReE
RERELAR,

13. RA|ZR 6 49 MUCL feshmB M Ak, AP AERERL
hBEMFLTHD, AHHRRALE, X, AF SF9RERID
BB o, J R 204 AL B 1B Bk
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14. A ZR 13 69 MUCL RRSMRBRA A&, K FAAEFRARR
EABRSmeA-T, ik#td, anthracycline, kAL LWk, A
F,AAH, RAKRBEGFE, XH 101 £ EKREHE Fc RIBEE.

15. RA|ZR 1 45 MUCL fOSLBBERMN G AR, LFR4F MR
MUC1 fest R A fndh F TR BAEKG LSBT XA FEEREY
MUC1 Ao shaRAE a7 .

16. AF|FR 16 MUCL fesb B BEFRAG AR, #—F oAk
54 9T B W R AH T k.

17. MUC1 fash B RH A T HE 5 F 657 B RH 7T EBR-S
B BEGHHH AR,

18. ARA)Z R 17 & MUCL Aesh BREE RN 6 A&, H F A7id MUCL o
SRR A T MUCT fosh 3k eg &k,

19. AR 17 65 MUCL fesh RERAM G A &, K b Bk MUCL o
SPIRFIE T A R MUCL JR 9l 3R 2 23 41 7).

20. AF)ER 19 49 MUCL AOSTIRFEHA 69 A 3E, K ATk MUCL A&
PRSI 41 M 2 SEQ ID NO: 1 &% Bk, 36,3 SEQ ID NO: 1 &
FuNEERARGAR, RFARFEAK.

21. RF|EEK 19 &) MUCL SRS RBERLM G A&, K ¥ Ak MUCL B&
ShIREE S FEIA 2 SEQ ID NO: 4 3% SEQ ID NO: 5893 Bk, XFHBE
FRAK.

22, A ER 19 65 MUCY AeSF IR A 69 A &, HF ATk MUCL f8
ShIREE S WE A R 5k B SEQ ID NO: 1, SEQ ID NO: 2 #= SEQ ID NO: 3
MR FRI TR SN RAKIE LR K.

23. RA|ER 19 45 MUCL Jesh kB oA 69 A&, K+ Fr& MUCL Ao
SRS WA AL SEQID NO: 1 AP AELEAKFARER
h K.

24, MAHIER 22 o) MUCL RSP RBRMN A&, APkt
LN <7

25. BAIRR 24 ) MUCL Jesr BB AN GAE, LT MR L0k
HARRARIY.

26. RAIERK 24 69 MUCL Jest R MG A&, A+t $in
FARRATAK.



01815471.9 R #E sk P OFE3/SmW

27. AAA|ZR 22 69 MUCL JRsMRERMG A&, KPR RAR
A SR
28. AAIER 22 49 MUCL1 RSB RMNG AL, RFdh&e
HERREAK,
5 29. RAER 22 69 MUCL RS RFBRA A&, H ¥ AARFRARR
EhBREUFERFHH, AAHRRALE, 5, RFTFFHRERR
o0 e A M S T R W R B 1B R
30. ARFIER 29 6§ MUCL fesh BB A AR, HF AR RAR
EhBES5@meBF, "WAR#YP, anthracycline, kAL AW, A
10 &K,546H, RRRBGHFE, XF [g61 L BAKET G Fc RIBE,
31 RA|Z R 17 64 MUCL JeSM SRR R A G AR, P45
Hhik AR, EIHFAAEBERHAN, ARiEY, REZOREHSA K
F, HMEXN, &RBRBLEEBEHF N B BRI A .
32. —# 44 SEQ ID NO: 1#)% Ak, X A& €46 SEQ ID NO: 18 %
15 JuUAMrRERRARGAFE, AFARTFERLR, PHETESRAGHE
s,
33. A 2R 32 a4, L ATi&$ B2 SEQ IDNO: 5 & 3 Bk,
REHRF TR,
34, —Fr4-# SEQ ID NO: 493 Bk, REREKFTEK, foRFT
20 BIBEANHHHELSY.
35. —f4A 5% f SEQ ID NO: 1, SEQ ID NO: 2 #= SEQ ID NO: 3
MR I PRI AL SN AECRT R A BN TESREANGEY
EaH.
36. Al &R 35 9 ddh, K PATERFARI R BS SEQ ID NO:
25 1R Py RnsS.
3T. A ER 36 64486%, HF Ak kR %5 k.
38. A Z R 37T 4B S Y, AV AELABREAZARNLY
39. A Z R 37T 6448 6-%, R PATERE A BRAEKZASAK.
40. MA) R 359844, L FAERKIRFEFHIAAK,
30 41. BRAZR 35 8484%, ATHHARROGERRLELK.
42. BAEZR 35 69486%, AP PARGERAAERERFERTSH
#, BHAKEEE, FF, AIFFLORNEBRIBREHREEF LY
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43. BAIZR 42 894846, AT AEARARILR RS @RE T,
#A#4, anthracycline, KAERLAEMR, LXK, LA, KRk
BGHFEE, RH 1861 REKREAHHN Fc RIBBE,

5 44, —FFHEEAE MUC1 Wil RES NS ER F ik, &
7k a3t

(a) #L—F B Ak, &3 SEQ ID. NO: 1 452 Bk SEQ ID NO: 5
0 % Ak

(b) 1&P7ik % BBk iX Ik A A5 SEQ ID NO: 4 P oy kiast s

10 Ik,

(c) Z L5 SEQ ID NO: 4 F &y R4z bg k40 Pk didk 5 SEQ
ID. NO: 1¢53 Bk SEQ ID NO: 5 ¥ % et odaxt FAE WA RE
TR AT AR

45. ~F S FBIRANER 44 WFTEERARSDFBETRL

15 HAGHHELSY.

46. —Fr 34l MUC1 AR B MR A NGNS HOEEFE, EF
* e

(a) Rpt—FF MUCL & & & m o B,

(b) 4 PriE MUCL Fa bk & e B4 ik — AP XS5 SEQ ID

20 NO: 5 F ey kA Ak,

(c) REFTEMICI REAFBMEHNGEELSLENTBAERE
A K.

47. — SR BIRA)ER 46 B F EZE RGNS FBETEZ
PR SHBhadd.

25 48. —#F T MUC1 SRS R AR NS B ER T &k, AmF %O
3

(a) RApE—F MUCT & & 5% fm i B

(b) & P7ik MUCL R X 5% tm o B B Ak —FF X B b4

(c) M #-MUC1/ECD ik k¥ MUCL/ECD REAFE@MET 6.4

30 MUC1/ECD &% Rk; =

(d) M Z 3% MUCL/ECD #) % Bked ik L HEMiZ XL gt

BRI AT A ATEK.
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49. NM-3 il F 4|4 FiAMUCL/ECD 64 M5 A B PR AW H B
i,
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MUC1 o st iR A B AL T RSB AR F &

APFEEER 2000 F 9 A 11 ARIHEREENMA T No. 60/

50 231841 L AR, RBERPARATHNR, BREEALAH, BEE
JEATH, P (National Cancer Institute, National Institutes of
Health, Department of Health and Human Services ) & &R F

R21-CA87421, £ BB A XKARMARS.

10 K BA AR IR
AEP—BIRBEATRR, LEARTREEIBREALTN
A8 MUCL A8 Z4E A 6418 %] X H 69 A 2.

KAEF
15 AXZEREXHELAG LIS L MBYMRA% EREA
MUCL #EGHEEH. £RTYT, RTEANA@EBEFHRRA MIC1 FHET
¥ %43k (Kufe %, 1984; Perey &, 1992) . B AHXH, B e+ MICI
REANFFEXNTRAMCLF R —RERRBRESANABIOB LA —
. MUCl BEOMNAFEROLIEAL S TFTEREER 25-100Kk4
20 BRI 20 NRAERBRGINE TR MR (SreousséDecker,
1992) . 5FF LRASHET@RAL, BROBANMKFRFEA
& mpe b &% (Kufe, £ B +H) No.5506343) . XFEBRAMLKED S
BREACBALKYLEATRAGHBREARALGRE.
AL 90% IR E AL MUCL ¢4 F A (MUC1 &84 A $%&
25 A, LEBRR, 35HLEEARES, AL ARBHARR, Episialin,
DF-3 %, A0 Barry&Sharkey,1985) . JUAWBAMER EWNE SR
Mm@ ERAAMBEONBRESEFHEEEXAHNIRERER X
(Itzkowitz %, 1990) .
MUC1 iAW XFe 4ok X B & A& (Finn F, 1995) . MUC1
30 HEHERBEAL (JINEHR) BKI)oE+ (Reddish %, 1996).
MUC1 &) N-Rsgfeshe MR (RBeIeshR) wiE < 0-BRLEAY
FRHBH20AMRERGEETHHAR. IHBZTOHEBIREATA
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LREFEREBEIHEFLESELC BRI . MUCL #) C-X35%
K @iE—A 3T ARARGEBLEH B4 2 A AREARG LSRR
BB AT B IO BSF. ML MBEABIERE—AKY 45 A~ K
ABORIR, EAARBEH 2B A TR EMRGER.
5 SEMBEARZERGHITER (R “MUCI/ECD” ) —REFEAKRR
5
TINVEDVETQFNQYKTEAASRYNLTISDVSVSDVPFPFSAQSGAG.
MUC1 &R/ eEMiR ( “MUCL/CD” ) @R EAT LMK, EMNE
B FRAETHETRERY. b -£FK K G 4L SAGNGCSSL X 5
10 MUC1/CD A 344 (Yamamoto &, 1997) . p-%HXK%&§, IF—FHvH
P EERELEBRYRSAEARBY ARG EEREGE S, HE
b wnt ESHBRBHBEE AN THMERR FRERFTHE
# F (Takeichi, 1990; Novak&Dedhar, 1999) . wnt #RZHBELNR
RABEF AL ZYP-EHREAARKCHZRTRT/T @B T
15 (Lef/Tef) &9 E 24 (A L4#l4, Molenaar %, 1996; Brunner
F, 1997) . WHAEXRNBEGEREFTT A B -EREG-Lef /Tcf £H
Bers.
RS ARS8 3B (GSK3B) 4 H 444 MUCL/CD, HHHAEL B -
HINE G 454 A7 4R4E 69 DRSPY 45 5 0 & R BRBEAR 4L, A m i MUCL
20 FPp-HREHZHEGES (L F, 1998) . HoP, c-Src AR MAR
#,5 MUC1/CD SPYEKV XA &4 B4 LA ML, FH MUC1/CD Fu P -
& INE G Z 6 4548 L AE A mig 5F A MUC1/CD F= GSK3B X 14 #4948 4 A
A5 (Li%, 2001) .
MUCl 5 mpamatey LA L KB F%4& (EGF-R ,HERD) A%
25 %4, HHMEE ECF-R -5 MUC1/CD SPYKEV £ A 83 558 b4E A (Li
2 2001 (a) ). EGF-R 4A~5 4 MUC1/CD &4 5% B2 L. 4F A I ok 3% 7% MUC1
5 c-Src A p-EHREGGIMEIEA, BT MICL f= GSK3B X 4] &
MEAER., XEERIFIHF-AMEX, L+ MUCL £4 c-Src, P-
EZREG A CSKIP XL L MM{ET4E, FELERET MICL 97 FE
30 FRAMFESNLEITHAENATRF TR HELGER (LI F
2001 (a) ).
WHhEEG pl20°" £ L5 MUCL/CD H¥44, $% pl20 H9HEZA
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(LikKufe, 2001) . miestibF & pl20, B AR PRI p120 £
KR ERX (AN, #lie Jawhari %, 1999; Shimazui F, 1996) .
p120 2 v-Src REAMBMAEY, S E-HBHEZTOLL, FLFAKES
FHMEY (Reynolds ¥, 1989; Reynolds %, 1994;Daniels #=
Reynolds %, 1999) . H % pl20 R FaetBmREH LA L
¥ opl20 94R, £ 0-#XKEZY, AHRERALABHRIGAYT T
YR . MUCI-RAME Rt meg BT T TP A & F MUCI
Fopl20 B FHYBRBH MPEE,

XA, FEAFYIEIEGETA, MUCL/CD H ¥4 FTMRIBHSL ML
Behet, FEARABHSAREAKRBTFREITAE BT IR
HAE S ENE HEEZE MICI-A SR ESHERREEHEAR
HATFHERAGRATRXGASHFTik.

K At

AEZAGIEFTBEMICL AR A N REARLLE SR HIMHE
$455MICLEBEH A REmRGEAR XXALRYGER T EfY
B oW .

AER A LT AGEREA MICI/ECD A dmadiAvRRi
Pl BEAR VS DEAIHGRARNERT TG TR, RLOR
@465 MUC1/ECD £ 4R % 5 % MUC1 #5805 o gk & MUC1/ECD ek
oW RN et oM.

B, REAH—AFHRf—FHEBERREAYF %, 85
A E 4 MUCL/ECD R 4#H . MUCL/ECD RAMN R FTHEIAY |8
A& LA/ MUCL/ECD ¢48, XA FHL A MUCI/ECD #HF4AR
MUC1/ECD B4k &4 K P &5 X 7] , #=/ 3 MUC1/ECD &4 %4 . “MUC1/ECD

A mEF” P ELeEFLAYES 2 AR 5 (SEQ ID
NO:2) , #Z2AFEH 2EAMHR 6 (SEQ ID NO:3) , FeeMtydiEN
B B MUCL 574 A Bk 5 MUC1/BCD & 49464, . F 415 SEQ ID
NO: 4 ¥ &) kA 8 6-69 Utk 5 MUCL/ECD 44454 WAL HT &G 2
F#FA 5 (SEQ ID N0:2) , #LZAP %G 2 AAA 6 (SEQ ID NO:3)
WMot R BEAR% 5 MUCL/ECD #5469 B . “MUC1/BECD-P1 & 43
# A Fg@idrt MUCL/ECD H4:4F SEQ ID NO: 4 ¥ &R [ 6Gduiksd
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A0 3 S 4 A K 269 MUCL/BCD &4 %) 7).
BERKXAEG—AFE#FTEF, MUCL/ECD # 4|/ & SEQ ID NO: 1

B3k, XA QI SEQ ID NO: 1 ¥ ES AL ERRGITE, Hlb

TINV, NVHD, VHDV, DVET, VETQ, ETQF, TQFN, QFNQ, FNQY,NQYEK,

5 QYKT, YKTE, KTEA, TEAA, EAAS, AASR, ASRY, SRYN, RYNL, YNLT,
NLTI, LTIS, TISD, ISDV, SDVS, DVSV, VSVS, SVSD, VSDV, SDVP,
DVPF, VPFP, PFPF, FPES, PFSA, FSAQ, SAQS, AQSG, QSGA, #= SGAG.
EFHSIHEHRFEF, MICI/ECD #HHMAE LXK RFTER. A5
—AZkEFE P, MUCL/ECD £ 4-# #I#) & SEQ ID NO: 4, SEQ ID NO:

10 5838k, RXFHEKRFTERK.

EREKAF—ALskFEP, MUCL/ECD #4]# %5 MUC1/ECD A
5] SEQ ID NO: 1 ¥ —AXRSAN LS IRAK. EXKWRIGE
#&FE+F, MUCI/ECD #p 4|/ &L SEQ ID NO: 2 % SEQ ID NO: 3 &
H—ANEEESHRER. FTIRRAEATARS LR ELBIAK. £ 4

15 BHRATUAZABRMLYGIAL LERAE ., AT AR 47 AR
FOERRESGRENIE., E—REXFTEF, REBERTHEAA
B, AHABRRALE, %, A B FoRERIBICFHLELEY
B Y. X GIEBEDT A LIEme BT, /A # M, anthracycline,
KEEDR, AT, AR, REAFENHFE, 2F 1561l L EKRE

20 A#gFc K.

EFH—AEHhFEP, FFEFE#—F €365 MUCL/ECD 4 A B,
S FETBEMRBHE TR, RFETHH—HOIERAN, £
A B F R, LN HY, BREEOREIERN RN, RBEAMN, LK
BR LB B 7 4 ) o 5 2 BUH B 37 ) )

25 EXRRWEAFTETY, Bk i KBERIE, WHIMRESE, M
Rame, BEmR, e, FTRESR, FTIHARME FES
B, MREMR; LHESmR, TEmidhkal,

AKEPHF—FBARVBILSBMHBERYG T, A%
REGFETHRRBM T EAR KT MICL/ECD £ HA . AKik

30 HIEAETET, AILFHWRA., E—ANERFTEY, HAEFTERATHE
RABENE, QAR —FHXERNFLAEHWERZE, £AK
T F LT H W RS ke M F G MUCL/ECD R#AH . £XF

10
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M ERFTETY, FFEMNBLZEK, WM, M, B, LI, FL, FF
M, FH, MR, 48, A LBRZENNE.
AEWHEE F TP BAH MICI/ECD RHRA e FTELHA
WEBpmsY. PR RERAMA MUCL/ECD &4 4H, HTAE
5 SEQ ID NO: 1 W93 A F aHES N REYREARGHT KR, XA H
HBITER, HFTHESRE, A—BEHEFET, MUCL/ECD FFH
A& SEQ ID NO: 4, SEQ ID NO: S 3 Bk, XA ARF LK., AL
TREFTEY, HWALS WAL AR MUCL/ECD #4444 H L5k 4
SEQ ID NO: 1,SEQ ID NO: 2 #= SEQ ID NO: 3 #9mkAF T d ks
10 Se)dkfedy FTETHRAK,
AL PEF A Thik MUCL/ECD 4w HMEMNG FTE., — A%k
FEOEHRFERAS MITC1/ECD 481 HHOER Tk, HAF KA
$: (a) 246,36 SEQ ID. NO: 1 SEQ ID NO: 5% ak; (b) 1%
Bk % Bk ik —FF XAt fe—FF MUCL fO sl 3R &g Bk, Ark feik ik
15 B %) #MUCL A~ &9 5 2 AL 3% 78 69 MUC1 /ECD &9 dudk fn 5 4~ MUC1/ECD
B 3 % m RS FA 6 BF A A BRAK; A (c) R R FrE H4k 5 MUCL/ECD &
HARNRAGLELS BN TLEYTRBREAT A IRK. SEHTRE
#%, EXRRFHBRRELSHEGRK., E—ANEHRFET, £ MICL
SR ML T 49 MUCL/ECD 44k R 5 SEQ 1D NO. 4 PR i544
20 #FAR. ERECEATEY, TAFERARAKTUASAER O EAT
%6 2 RAAR S5 (SEQ ID NO:2) i LEMAH K, AL AYTES 2
B#& 6 (SEQ ID N0:3) , el eENR R A PLEHRER
5 SEQ ID NO: 1£4 HAAAEMNERKMBEMRGARE,
B—AERFTERWFANCI AR B MR EAGEBHETF
25 ik, BHFEGE: (a) REMICL REXE@RAE, (b) A7 MICI &
iX & o0 MO BE B ik —AF X A4 Fe —FF MUCL fesh 3R &G Buik, PR dndk
% B &) 3 MUCL /-5 &9 5% 4m B3 75 44 MUC1/ECD #9 34k F= 45 4 MUC1/ECD
I B &) B % 4m B3 FA 69 BF 4 A Bedk; e (o) B ATIE MUCL-R A& @ e
HBGEESL-ENTRBRYMREREITAH K. SENRBRPH s
30 {2 RFRTHEFPHB XL ASHEAR K, E—NERFTEF, #H
MUC1 /549 % o 3% 75 &9 MUC1/ECD #4k2Z %5 SEQ ID NO. 4 ¥#k
LAk, ARCEAFTEY, AL R BRART AL E W Q3647

11
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ZADEG2EFFA S (SEQ ID NO:2) feh W KK, A2 AY
G 2 AAHB 6 (SEQ ID N0:3) , A LBMHHER, AFLENREK
&5 SEQ ID NO: 1 £4FHAFAEHLE KA BAEMRGRE,
KK AL T A Z THMICL/ECD A&y WHegFik., k5%
5 a¥: (a) REMUCL Rk ZEmpeH,; (b) EATE MUCL &A% man s
BE—F RS, (c) 12 4-MUCL/ECD ik k%5 & MUC1 £ &
4m e P 1,4 MUCL/ECD % % AK; #= (d) R 2. &4 MUC1/ECD &% Bkéh %k
R BRI H e RA R R T A ATRIK.
AERAROLELA LA FTREZGHE BB FTHEIERAENY
10 s,

W & 39
TEARBHAREALAAABG—Fy, QEIERERLS T
—FERRLAG— L5 H. AIRFXERBFH—BRILEFL
15 #A4XELEWNERERTRGF ML, TAEIFDEREILR.
B 1: $u-MUC1-P1 442t ZR-75-1 SLAR B mpa e 9 4E ) .
B 2: H-MUCI-P1 4k 4R KX &F H 4 (SW480/V) & MUC1
(SW480/MUC1) &5 SW480 smpe 3 A W4 A .
B 3: ZR-75-1 HA3EHREAHE AR THAK (SW480/V) K MUCL
20 (SWA80/MUC1) &4 SW480 2mfl3% sl ¢44E Al .
B 4: MUC1 *#& % %X % #H 4K (HeLa/V) 3% MUC1 (HeLa/Mucl) &4
Hela @i+ .0 R B -FFY@MRATHER. 2RUZARS
¥ MR T H AT (F¥4E £ SE) .

25 XAHA
I. 3/
BEARBARFFIAELBRER DN AR FTEHELHKEDH
HEREAGEHR., FAFATEA BRI ERAAKSREBLSRS
B B F A RH S48 3 K, 414 PO (SEQ ID NO: 9), P1 (SEQ
30 ID NO: 4), P2 (SEQ ID NO: 6)#= P3 (SEQ ID NO: 7) #F k&K
Bty Hlde, AR HLLETHFEGERE AN B MA Milligen
(Bedford, Mass.) 3 Applied Biosystems Perkin Elmer (Foster

12
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City, CA) MFegAFt, @I EMAKESRIRK, Tl EXHG $ K.
XA, BLBAALRTAHNEIHGERYFTE, FEHNAH P
Dawson ¥, (1994) AR ER ERELSF rEBEAE R, IKHEK
QALFESRTY, ATAFRANARAREAEIRZRARGAREALN LR
5 RATHEMAEABRGBRAREA.
XE LA 3HFHATEZIFAER MUCL/ECD ek % k. REE
it ACAR IR S 84 7 vk e 44 ) & 41 MUCL/ECD Bk,
AEARHEZREHES KRG T&K. " XK SREREFIG—
AEEMLEREREM —ARZABEBRIEEFING—AREAN
10 AZAEBRRK—ARXEANABRRABHGEKAFT. FARQEHRKS
BRAEAGTEMARRG S KRG PEGEHFEN., IRGEASEMN
kR4 2 RGBEBFFN LA ED 40% 50% 60% 70% —HKES
75%, 80%, 85%, $E&E K2 90%E ISURE 2, Ethik K2 98%RE XA
SR —., Bt A4 5 Smith f= Waterman, (1981) F k4 Gap £5
15 (Wisconsin Sequence Analysis Package, Version 8 for Unix,
Genetics Computer Group, University Research Park, Madison
Wisconsin) WEHAF 5, TUARZ Z KRG AR FaBHRFFZ 0 & 5
FIR—ME o, LARAHE KM,
AEARAGERELLEFTA AR EIARTRARGEEKRSIK. HT
20 RREABRBRARSARTE, $EERPTH4A: 14 GEKHEMEE): E
AR, TAAK, IRKR, SR, TAR, A8 114 (¥#
FARMEMEE): FRRBE, 2 8B, FRB; III 48 (BEMm4E): KA
/B, S88; IV 4 (shkm4ed): RABRE, SRBE, HAAR, H
BB, HAR; V4 (ARG AL): HAR, MER & VIa G
25 A4 : R, BARE XAAKR. RTFERNKCER AL FHREAR
Z A B
AEAL OIS KRALFITAY. "LETLAY"IRAABEL T
HRRGEAUFTEN—AXRSIANABRRG S K., IHQGTELERE
QEHIEREST, EPHERERITENE BB ERLY, -
30 Fapmk, FERA KRTAEE ANKCHREAXTHRE., FEREAT
AMATERE R, THRALERXACEDGERBMK. FLZLAT
ABATECE R 0-BL A X O/ 4. BAMRL X T#TAE

13
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A B N—im F A2 R B .
XESAHRE"ZR"BEARSTFRERDRERZTHHFLX
E.

5 IT. #AK

KBRS RAG, FLE KGR LT (AL EE
LERAK), 3 anBRA, SHRERK B, REFEHRK), K
HhE, REEMEAAEREZHEBHFEN.

HEEABRTRAYFTERALARER ALY, A2, S3AHRESE

10 SHRBEFHHFAMNBELILAGHHUELFTRAE S LERK. &
2 HA THERRE, L IR, XA, £8, K&
*.

AE A%, BRGBLPHELERETERRE. BxtmEs

BEGEMBREBERLEN, X TUAIEEREERE B AR

15 BEAZR. FHRAGEAZRLLERY LD 4+ 0FaEkd
(BSA). £IFF&EE, MRLFAEFORXRLLFTHAFGEAKGAECEE
AETUARAESRK., ZREBREAZTGRBIEN T HRRAABRN 0
HedE R -8, M-LkBEBERXTRE-N-Z2X R80T H5E, -
I fAat— biazotized BEEM, EAARRELN L, A Ch4iE

20 FWEBEEEGERFEARMNEBE BT LRERALGDHRER
M, BHlF R GERN CEPRTLERN A I RGEEIRTEY
S B R AR EN) , B RRT LN e R AALBER.

HZRAENSHPGFTARTFEIFER, AFEXBELN e Fk
TIASEL B RAR RS, Bl A5 BRI L6 H —FHAER

25 BReyFAal ik,

FIA AdaFE RTAE G4 & £ L EHAR MAbs), il £ B £ A
4,196,265 PRI EF ik, FEALKRARIIHELE, —KW, 4
RERKCLIERAZBFEGRER BBl b i R oLt Rk 3 K&
BAEGHY. AR RRBFTERERG @Y F XER L ERD.

30 &L AT MALS) B F E— R EATHE S LRI L
m AR MER ., 8 XKTILEAB — 3454 (Goding,
1986), {22 S &Kk td, BALB/c I EAARF®RAY, FHLEBEFLE

14
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E5 B RYRE GRS,

SRZ, MEATHRZERAKGEAEE, FHZBHREC @I B &
B, A& Mab s F R PR | XEmETILEK | ERGE, Abkik
AHCEHESE AFEANALES, MaRfst AR,

5 BFRk,—aHhhHAALE, FAREEARGHRAKMGSH Y
P, FEHMNBTRFHE @i,

RERNEEDBERG T LAY B HRempREKRENLTHE
micRks, —BEALT, HEAHFFH—AMMHABZLENIHH. &4
EFEEIBGRBROEAFAFTRAGTRB R ZKEZ T T LK,

10 BEAGeosE, FIBARAEL, RFEMNMAGAR IR EZYZS M
B(EXAE) ARGEBRFRBREAPER, BEBHLIBES
W HAEDNEIANAZEREN@BRE, ERAETALPBRLEHE,
3= 4k Mabs.

REALA, B OEABH T ROBIKRNE G BN LR/ K

15 BEFEREB AN TE, RBA L EMRFEHELERK
KA L A E LR RE. 34, A FHE46EM, A ELA
XKoHBIACTaREDPMEEFERARSRKABAREABRE, &
BEBALROLIEYE L ERAKG K.

AERL AR BRY., BLRAHB A2 FTEHNETAH

20 RAEFAHFRGEREY, Hl Bl EABRRKNAETHERAEAREEL
5FANRABRBEYRELE. RMRFHEFTHEEESCHNBBRY. &
TUBBEG L e RS aIERSREE, #ld 7'1, Y, Rh, “Sc, “Cu,
‘'Bi, '“At, '"“Re, '“Pd, 'S¢, ’"Pb,#F= '’Sm %, 4= Gansow, 1991
i, mLREXZIHEE,

25 AEAHEAERERLTABKTERANLERTEHH, R
K4, anthracycline, KEALA W, HAEXIBAMN. TIkE
BRAFRAGBEHOCETEHYHALESY, Al EX (doxorubicin), 3K
BEmuRE, Ni4s, MEF (adriamycin), MEIIT, REAER, CUhH%
—B, KRB, FTRE%, IRER, ¥UBEATREF. TAL

30 HldEpieRFEEEidEEyTFEARBKFE, FAANREN
BEOEHHBK T E—BRRAB Oy, FHREAEH R RE
B R mBEA AT, XA AN G4 TR SPDP, IT, RRABRE LGRS

15
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A, Pl FAC_BEER HC1 ¥R kiThEd, FHEX,
Blie — SR BE R F BB, BX, 4R -8, —F8E54eY,
Flae X R-BEAXTRE) &8, REKLSITAY, #liR-R-E £
BRTBRE) Lo, —FRBREE A TRAEEL?, 6-— R RME,
5 FeREMHBAASY, Pl 1,5-—R-2,4-—AEAEX (3N, 44,
Thorpe %, 1982, X EJ|#4AR#E).
AERAGRALTABREREESTRARES, 4 g6l %
AREGQ, A AR ERIAmRENEEEE, Bk, B350 %
HIFFETUARANRSLFRSAE AR, B, P 2N KB
10 ), 48 TAZ 4|4 SPDP, ML —L ik, K-8, F, SdFaFkd
TAREES>TERAERELASR @A, Al d S HRANHE. &
WHRABRBARAAR 20 G1ET G F HTrAA cDNAR A B A X L&
HAEGFHEGAE (AL, #l4e Sanbrook ¥, 1989). A FH 4B FF
B EES SR AMBR N %0, S+ E T4 Thorpe 5, 1982 (a),
15 Waldmann, 1991, #= Pastan %, 1992 ¥ /540, X HE L dk AT 4
AE., REIFNFEEFLTESCAMIEZIHNEAARABRIIELSEO T
M HHEHR, TURAC,AULEZRHERERIVWETH
EMRETUETBERANZTAREFE. BN TAE@REREHRGZ
mEEE, vieBERBNEE APE, a%EFE, IRFEERE
20 RHEFF, PRhAEDFRLETOEBARESE, O ERE, -4 %
e B W H £, mitogellin, tricanthosin, saporin-G,
saporin-1, K¥F 3, gelonin, £MBERAKEEZE, LI FHFF,
modeccin fe i 45 T #2 #F % (Genetically Engineered Toxins ), A.
Frankel % ¥, Marcel Dekker, Inc., 1992 ¥ RiXgACHFE, E X
25 BRAWIIMNRE, pREFGRQETELAITES (3 01snes 1981;
2B+ No. 4,675,382; AL E L5 No. 4,894,443, XEIHA
%) .
BT 3 Hu4k 45T vAZ BP iR 3] MUCL/BCD X% 5|42 it fm e B -F B3 44
RBRG R FHARAA, AT MmEE-F 244 IL-1, TNFa F= CD16, CD2,
30 CD3 L. C. CD28, A3 #F%3I¥iE IFNy X TNFo #48K.
AL AH MAbs @3E# 4 Mabs, @IFEA (BldeL) Mabs H"A
RIL"HX. ABI Mabs ZHEATAK, ROLSNFALEREGRR

16
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HEDFF. FXEFRSRH, ARLKAREZEABEHNKFH,

FhRf R I UALRREY (ZK), LPkiIEADF BRIFRK)

Blde b, K&, RAEARKENGERNAEBRKRZIASERY

HBE. AXLEHFAT, MEGFABREABRRALEREGHHRAL.

5 st ABRWMHATUALEZARAIBERATEAFGERLE. #T

G AR—FHRATAREE., —BEFEALT, ARLRAKCEER

TAFYEY—A, " BAATER, A 2H8RIERELHFHHER

AMEFEALEREQHRE, FHLHEIEXRKLELFHHRERAA

SEREAQFFIGARE, £k, FFEAABRLRAALOELEREY

10 BRZR (), —BMAALRKREGREENE Y —H%5. (RL Jones

%, 1986; Riechmann %, 1988 ; #= Presta, 1992). AKX AH
BT FEFELAMabs B,

REAH"$ 44 FV" R "sFv" Stk B @I Huk ey VH £ VL &5 43K,

AP X EEMBEETE—SKRE&ET. —BEBALT, Fv 3R#t—Fa

15 ¥ Vi VLEHBRZAGEREL, A5 sFv BERARESHTRE
#25# (A I Pluckthun, 1994).

I11. % %Al B 547
AEARBFF L ABikL MUCL/ECD &8 H LR F
20 k. FTA%SEMAGES5 MUCL/ECD £0¢AZRH XY 2 AHA 5
(SEQ ID NO:2) , #%ZFEYH %% 2 A#H 6 (SEQ ID NO:3) ARfE—
FRAFRGHE, EREGEAFTEY, 03644 SEQ ID N0: 4 F4Y
P LR E
E—AFLRFEF, HFEAREFEE AR EELELSRK, L +7
25— XA Hir ¥ Lk Bk S5 @.36 SEQ ID NO. 1 & SEQ ID NO:
SHBRGLELNGEED. EXHGRX P, @I MUCL/ECD FE & A7
SEQ ID NO. 12 SEQ ID NO: 5 #4323 KT E B —F KA BB, X
HhasZaTE, Hlie, Tk 3 P4 CST-MUCL/ECD ad-%
Bl. AARBAARERARFRA LG FTETAHNEGELECLENHBR
30 HfeakdEG. Ak B BH MUC1/ECD Beik T A #F it A 2 A M R 45 & X,
KAIRIE (B, RPEEOK, FlrRaZafNEREE, KR
BAEME) ., RETAER —F 8, Pl B, S HBiTAY

17
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AR AEDEZOIREREIDEZOLAGCALEINNBMEE, AKX
B ELRBAEFLELVIBE.
F# B4k 5 NMC1/ECD £ 44904 TuA R —F A A, © - ddd
ZAFTEG 2 RAFFE S X 6244 MICI/ECD ATARMEEDERNRR
5 KRN, B, A S B P1 (SEQ ID. NO 4) sk HI AR
FRh g4, 1R 4EH MUCL/ECD & 45 S ¥ sh A RAER, BF, €4
BEMRHEE. MR, 4E 4%, #13= MUC1/ECD £ Ak SEQ ID NO.
1, 248456 RFARERAK, MmFLibs4 MUCL/ECD, HEBEHH
RRAMNAEA, 87, MiERER S EMO L TE, AW A MUCL/ECD B
10 RSN TARIEKE,
B —FF 7 i B X 65 98 X 5 MUC1/ECD £ 2-F# %] A 2+ MUCL A X & 4w
A EZRNEGREREARSHHNEL., BF7EE2VNCL AR ESKR
B, RBRAFEmRR., XAHERD KX MICL & @fes, 22 rk mios
fhik R BEE T2 A MICL thsmiefE. s FRAEM ToEWE
15 Wmie, fleAEZRAS AR T RLAEYHI, X4 TFHELZR MICI
REKRG@E, E—FBRBERE. LR IELEH NICL ZEwmEt)
Bl F @R RRTF, XEHERS 2H 4 b 4765 SW480 F= HCT116 2
&M, MUCL/RCD Btk S M R AN FHTREARRIMNER
RS . T RTAIETHAR (Bp MUC1 B M) K B T 24 6 &
20 MACK) R E RA KA R AA-H R MUCL/ECD Beik &4 4 F MUCL fa
MRHERE. B—MHHEATHNTRZ LRI, B, £A5LXEL
LW Fo R EMICL/ECD BRI BT VAR R IO A G R MR . &
i4E A A B TAZ AL I 65 MUCL-FA L S A0 3R 2 3 A V5 Mg 4 okt
A B —FF 75 % R X #) MUC1/ECD Be ik #5569 MUCL Ja My 3R 9 5%
25 BRA{HKEA. FH—H ik FikH At MUCL/ECD 5 -$45 MUC1 5 BGF-R,
s—Src, B-#IXEEG, GSK3PX pl20 ¢&F4-fikegin. BalHe
BB RO RESHFEBRETLIE, (1998), Li %, (2001),
Li %, (2001 (a)) #= Li & Kufe, (2001), X2t kI AN HAL
Z 3
30 REAZLEAET T8 MUC1/ECD iiﬁ{h%%é@}ﬁ»iif%, AERE
e —e gk FE Y, BFAXNBROARFTELEBHALZAE, EH
AR S0t T ik, B JAARiTE MUCL/ECD #) 3 kI MUC/ECD &4

18
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@M R P RA. A, Bl R P KB LA 47249 DNA 34T
F L A RNA, fEIEr MUCL #R X, #lde, X B LM T ATk,
2t MUCL/BCD A A g P& ~TvA Al T# 87 % ik, 3L F MUCL/ECD &
FAEATURARAEL LT RAEIO @O LR M T & MUCI/ECD %k
5 %, XBGREALTUAATHEREEAARBBRGRME. Edb0A
A HAF LW ATILI-MUCL/ECD 34k, HfBRiERKEHL TR,
HATREF LB R HRARET R XA AL E,

IV. 5/F47HHEKS
10 AERFARERFLFHHHEAEA MUCL/ECD BRM. R&E
TR EZERGHR, MICLFHEEAZARSYBEFOTERFHA
M mRATRA, FELNRFFA XA G HeyIs. MUCL/ECD £
T T AP R R BIIFF MUCL A-FRAFLFE LT HBRE, R
BRAMGBHERS . KX F @RI, MUCL/ECD RPN A Fi6 7 B4
15 MR FLTEDNENR, QCHBEAFEAIEYR THRE
X658 E. L AomMFELF A MICL/ECD BN Ffod Hi2H 4
BLA.
AERFEFTREAGRELT D OE LA F R/ RIH &
MEAKFAERYHAGASHiESH. AEANESA, LF
20 497 B .35 DNAAR E4F A, RAR#S, REFZFGHIAERKN,
HEH, LARSH, ODCHFMNLecmeEdh Aol o Rk, A
AHEXERMNESERLRA ST H VLA,
DNA—A8 M Al #0 ) @3t il, #ldm, W44, KEESEE, ~ F&
Fic; DNA #8727, #lelXEE; S KB FH8E 11 w4 H, 6
25 v, HABEDFAMEL); EEAMIBIFHE [T N, 4, 4K
Ak BaE; 2 DNA B4 4-H) plicamycin,
BAH L5 @i DNA, RNA e BEAFEHSTFHRERPHRER, 5K
H kA £ MG H T R EN N EREY. —REALT, XRAHNE
MEBATFPHEBRTFRA, P, Z49K, REARISBETK
30 FHRAL, BA, BRE, AL |  XERANEBESLEATHNER
HRLERFBFELNF. B GRALAH 635 RFE, X TERS,
RSB, F-IRBE MR, WA A FE, XARKAS, AEZEHF;

19
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RLEEFwERR, PTREREEL, Sl FHRTE, ZAHEEKX,
Blim X R EAER, SRR, REX; 45409, b, £
by AR RMRARN, Bl R EEFLTFH, AFedf ST HEE;
DNA #wr X H, o ELT L.

5 I FMBGR LR GEGBEE, LAEZF IR FREBEN DNA
e, BSOS, XY EEANT DN BEFIEAR
ey, EACA, DNA B b aydndbk Ak g daeds, DNA &K
g B0, MRELEAN>EHKAT. Topo I #H4E DNA FéEH
8 3/ k3%, # Topo 11 #4Ea4% DNA Bi & ¢4 5/ R3% . DNA &4t #

10 BRIl #WHANECETHYDR: BAMN, Hliwxrle, REFED, £4
%k, MEE, XFEF0EERARILER; FHEAMN, #leoRItaH
Fo#k .31 %; camtothecins, @3% irinotecan (CPT-11I) fedtif 43k,
AXF B DNA )~ 45450 & plicamycin,

AR —BBETHFIENE T —FHR G —FTRERYG >

15 AmARLmMEEREN, —2EHWHRLAEBEFZFAREY T
A, BFH A DNA &R T R AT, XA H DNA Hl. — 2o
R ENTF A RER, RESARMBYZFREZTHREM. K
Jo ik 2 R EE B AKX B DNA A= RNA PR BEMEF st Ed. X2
R GRREHEH: TRERRN, Pl TFRESFRHETH; £

20 SEAEHRA, sl ER, ARAARE, REE, FHERE, FREK
¥, BRRRAAN, GERALAES, -AKRL RS, RAFR; BEWH
ks, QEMERE, AREAER, BBEBZFRERGBHEN, 0
7 H Bk

BEEZEORIAARNBILZABMEEO LR AL ERTHIR

25 HB, BEZORAELARBBRBENEZEOR. RERETENBRE
M¥ls, SMAMGARMNEZTOR LESN, RIEEFTHRRE.
BEZOMIEA RN GIERAHTBRPKERLR 2PBRFEHEX
(%458 #= docetaxel).

RECSMUERAMERRE, EHRERKRELLEDBT BRKE

30 MERLEDFHA. PURERABEZTANRLSER, BREXY
RGBEBEATAREE. RALERABEOBRRERNGIH, €75
REBZGRESREBRTOBR. XBRTHREZANSHERH, 5

20
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H AW G2 fo M JA4E 40 00 ] #9450k, X 9 %) s B0 B 41

FeBHRE—F, KALLDBRLIYAMBTHRT L%, 5%
MR, KELEBBRESGBEZTGHFLFH I LEBRETZGE
AREBRBE. KERLEDBEFFHRENREMRA, XW BT LR

5 HEAF@RFTRSILE. KEAREYBREYABRAFZTARLR;, A
ABR, X AMP, e A H KA A @B H A SREAAE & B
I FE M,

AMERAN B ALRTARBERNMEENGEAR L R EHN

EFH., R IR RV ORBEZRBRENBCRE S MOYEHE. R E R
10 FBEFABTHMEERASHERRIASEF LT EK., @PED SN

HAR ARG LR, EMEFRT, RAIERTEFIGTH M.

RHEF RN —BRETFRALBRF LG Mk, 208 EmL L

VE ZBi Ao LIHVREY, OB A idenestrol; FHE, i BREL

ZEW, TREW, FFTRFF EHE, Fl £, ABRER, &
15 TEN, FEM.

BLEMEREEFEARRE ERTHRARXENTHRITE. #£A
CMARBAHEMGRER SR T —pdl A 25 5 o431k DNA &%
). XELSBHOIETOGE, REAL, FARINLFRZHL
K. EFNFIBRBHNET PLEZEARFAER IR E XN S/ALRBRE

20 ABERAMN. ILBORALLfBBRERK. TNHILEHELEY
EEHLFHEDE K.

B E AN IR T RN, FloEE35, pEEXN,
Bldo A lE, Fef B EREM, HkitEif 8K,

ODC (R & R BRBLAEE) W4 M BT HR R F T ODC 847E B f ¥y

25 HlEFEANMICHEE, ODC RAMNBHRLKETESHRBELHLERY
EERAGIBE. 50, BAREELARER, B (ERMEEHLD
L) B REEDLSBRMUFREF EFERRELZTHELE
HEMERT RO EDLFRR , FELCRIERXHENN AR T
ODC FMeH4I/ERA R ODC Ry XH G T REGKE, &

30 HMmeAEkBil;, oW mRBAUREEMRESL AT, ik
—& ki, ODC RRES R F A MAAR LM FH X BT KK
MERMOFEG KN, AHERGLEREEE X R EHILTE @K

21
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Wy Eamie. A& 6 ODC HHIA AL RARBRE o-— M FE-5 RER,
BP —#F 0 JRA A AT # 49 ODC I H, A RS A RBE MM, ML
Tl A3 Fe s KRBT 69 A B K.
LemRsf ot TRAAAEN TRESRD I BRA L,
5 RAFHEFmeideEN, ARRS@BATHRAN. hX—5
ki, BAKRAA L BB TRELGBHHFHNORER, AL
BEE B R A BB R L Y KA H ey R A RBR, M FLBTA & F
R EGE .
A XM MUCL/ECD R AR ELTAE HER-2 3tk 4] 4o
10 Trastuzumab (Herceptin (H))BEAEA. H4, RAKXAEF B L5 R
BA KB T AR —48 2 A A X5 4] o B SR B M B 3 4 ) BE A A MUCL
HHBRERA BRI F A E YOI inatinib (Norvartis),
0SI774 (0SI Pharmaceuticals), ZD-1839 (AstraZeneca), SU-101
(Sugen) #= CP-701 (Cephalon).
15 LERRAGER FTETRAN, ERABLEEAES, RE
FRAEEIMBENTRANYE T PRAKTEIAUN TE—S IR
MNEXEFEZMNEINHHNERA.

V. w@ies
20 EXRXAF, RE"SFLEH"RBOELETFRATHES, LAY
W TR EIBMEMRARS L RBHRE, AL LEHA (3
REEZFELTF)., O THHFIRENLTEHLR x-HEK. ¥ x-H4K
RiBHNEAR A BN T ERRAR AN, XM FEE2HRLE
BAE—BRAETHASMICHHE. NIHEFRKEG T EZRER
25 ), XERANAKELETLAN"ARANZT"REERLAY
MUC1/ECD A BEA KA, FhA—FT ENFRFTHDBELN, &
AmRBAGIAATHLBREOHE.
x~HENHNELEAMNTRERE (3-4 A) BHER 50-
200483, £2000- 6000 FEMNE—HEF., KHAHRRALETHNERLE
30 FFR, HFEBRATRALEEHFRN AMNOHEGBERRY, ALK
il Z-) RS N
RTSHRFEZIN, TRERAETHMHE LB UL HLENF

22
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H. Blde, B ERARBENBIRE SR GBS ALK, BF
BABKEFGA AT CRARLBRLMNE, TAEBHK, HI, Tekk
MBHHERAEFR LI HFREBL2 AR B,

5 VI. MUC1/BCD £iA & TR
ALK L F B FA MUCI/BCD & iXégibddh. —F x4 edibd
RFEEHENM-30Q-B-HX-6-FRE-1-ER-11-2-K Hfrbwh-3-£)
AB). EA TR MUCL/ECD £3&8) NM-3 R CRELEAFFLE
+#] No. 6,020,363, ZEALRAMS LI AE. LEoEHL
10 S Eats - BN SW, Pl 2-FEAS —Bf 2-F LM —
B, XBfACoER_BTEMHATTLEE A No. 6,239,123,
BEAXRAERE LI A%, E4TFH MICI/ECD XM RTHES
HOEEXFEETR, THE, EiA%EMNICL 5% L>TF.

15 VII. RXEBH®R
AKEAZLERARLAEY, KARBEXEEE®R, AT RAELA
MUC1 #= MUC1/ECD 3¢ 4 & fe Ak 4l e ib 2B H EG 2 AAH 5 = 6 444
BMa-THhiE. MUCL A aG#w 413§ 8 TR F44 MUCL/ECD Bk
MUC1/ECD #4/K-F. MUC1/BCD 79 BBtk & ik &30 %46 A B ok 3, % 55 =F
20 HXAFe)EkE MUCL/ECD &4 MAN BN HELR . R X7k
HEHNITLE, FEREGOTE “Z4 55" Bxb. PRI a4, 57
BB EBMARGREIRA Watson-Crick ZAMLI #4788 L Bt 8
AREZHFER, ARLAVNEBEFRTULLRAFLSEZNTREAF,
PP, AR ARG AALE, L ERAXGEREER, &+ 5 -F8ER,
25 ¥V-#MFRX, S-HREFRAST/HIB T4, Bib, KREPRE
FHER, £5%# MUCL #=/3 MUC1/ECD ¥4 & ek flib 28
G 2ERMHE S fo 6 9HEERSTF, 4k mRNA R F M 2%, T oRNA
MERRRRABEMNZATESG 2RFARY 5 f/R 6 4 RA. Tl A KL
BERGF EB XN RARER. FIb, ToA R @R HE K
30 MEAKGEA.
AMNPOAEBEBRR—Z 252 F LG EBFF 100%
Zib. SEBHFREREBNOLELSTREITFTHEFT IR A HME
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10

15

20

25

30

B, FBEERETR AR, F A LG E I kB % £ K
PRHAMESCHEST, FEAAAR XIS ARLEHATHAESL
#HT, EETREERFINGFRAHELS.

RERALAHEA LGB EOIEXRS 4 E XY S0 ERE. &
PREH R CEXY 8 EXL 0N ERBGHEBREAGAEL TR, &
BALPREANEETR TAELAMHSBRA B R FTEFLEN
wHld, EAXPLTIY, RE"EBEFR"BEBERIBLELAE
BEUERWISREW. aRXEF0EGRRALANEREL, Bf (L
#) BAENEAEAARAUAERRAER T Y ELTRAKR.
EHNEHGRBRGELTRBT AR XAL, BAHARAHEY
MR, Flle BB, BERGERHGESFFRGOEBRSB A
AT, —ERBYEHGELETRGH T ateoh ANKER
B, BEEL=Bs, FTABME, S4EAIFKEABNEREALETF
Z2 IRHE 1) S 4G AR ok

AEPHFEHRFTRYG IR A CHENER QL FHFRL
FHBF-ARIAERRS, LEBELAFTRGMOEAN., XHGE
BRI TAEEBFREUANTANEELE TR FRER, —24
ML E O3 3 KB TROBEY 34 E, 5 KRB FRGEY 5/
L E, et TR 2 AR AL RHRIAS DT EDT
M ed, CHEHFTERIANEEGY,

REB"TRHRFEEL"F" LA "RARBEAAFEALEL TR Ao
RHBFFZMBETHHARLESNEINE. EHTRA— 252
BHANEINEEBAS 100% 24, SEBRFRS5EhHELHTHE
AFRHEFTHRINLDBBREFLRY HEO/EAEAN, EEEFR
A TRHABEIY”  FILARSEEN LA LB A FZ TR S F
EEAGIERFHES.

H2ATEE ? BAREAOCEXETEEYTERFHE Ring
%,1999). #Z2 AT EG LA SR 6 HRBFIIFLARBER
BREE 416 N ERARNYHZATEG 2 AANMASIET 1 £ 6 8448
R ERAS, 2R RARAZARLZBREFFE 5 R E RS 10 AL
BROF T FeBBR AR 6 GRERR AN BRERNAF.IBTFLEG
#% 7 DNA A7) 4 %135 A %) SEQ ID NO: 10 % SED ID. NO: 15 ¥,
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FIAFR 5 F= 6 6987 416 M REBRN R F 5|2 SEQ ID. NO 10 8943
B2 31-1012, SEQ ID. NO 11 #4Ax3& 51-222, SEQ ID. NO 12 &44%
AR 230-348, SEQ ID. NO 13 #94x3F& 100-220, SEQ ID. NO 14
BB 111 - 187 # SEQ ID. NO 15 &4 &8 123 -181, RA#H 5

5 A6 HRERMG BT 5 5% SEQ ID. NO 16 444558 132 - 164
#= SEQ ID. NO 17 &94 8 30-50 .

B % SEQ ID NO: 164 SEQ ID NO: 17 BB RE5 A EAHLAD %
BRBFHEFAFIN, ERBYERFTEF, AXEBFROEE )
WA B A7, 15 SEQ ID. NO 16 #94xF 88 132 - 164 X, SEQ ID.

10 NO17 894 H8E 30-50 X MR A4, AFREGEHRFTESY, AL
FHFTROEEIANNMBHFRY A5, £5 SEQ ID. NO 16 ¢4 38k
132-164 3 SEQ ID. NO 17 #94XEH 8 30- 50 X A&y R E4p.

ERLEERFTEY, AXFEHFROEZVOABFRYGEFH,

# 5 SEQ ID. NO 10 é94 8k 313-1012 2 /949K, K SEQ ID. NO 11

15 WA EBEE 51-222 2 965X, 3 SEQ ID NO: 12 94 & 230-348 %
Bl ¢§ X, % SEQIDNO: 13 #94x 388 100-220 Z &4 X, K SEQ ID NO:
14 694 E 8 111-187 X WK, K SEQ ID NO: 15 &4 H8k 123-181
ZAHREF. EF—AREFTEY, EAEEFREEVANABH
BOFF, A5 ANLEBEFRA &K DA,

20 ERCEAFTETYT, AXEBFROEEZVOANABEFRYGA 7],
AN HFBRGFF], X5 SEQ ID. NO 10-17 93k LRABK E4b,

EAKXARLCERFTEF, LA TMCLHYALEL TR OIS )
WA EEA AT, H5 SEQ ID NO: 18 E4b, AKEMH LRI LT,
BAFEBEROLEEINAANEFTRGAS, L5 SEQ ID NO: 18 ZE 4k,

25 AEAAL TR O EEFEA LRRN EB RO Z IO AEE
FREYRABAR. N KAEAARBEIF R, CHERB—F LER
XFEHZEFR, FERIKGERIRE OCERANOEBRAALFES
HREBBRELNHEH TEE. LCHEHF oRNA BFH Tk, R
—F LR A FHZETR, FERBOIERFT G okNA @R, 5FH

30 RAAFEBEREAFME S, LAk FAF 834 nRNA £ e
g &

FEPGR —FARBEAELLAH R EE TR A FTHS

25
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BRGHHEEY.

VIII. &%
AR AL H A MUCI/ECD Ak, #i4= SEQ ID NO: 1 XRARXA K, &
5 PHAEREEIFSEQ ID NO. | HWARSAEEHEALR EEST
R, RTBL B TA RIS RGFA, L ER4EARE
E A &% MUCI/ECD, #%4% Duffy (1980) FfiX, Z HHIERKZARMR
B deth, XBINRGFHTH GRS LRL WA AL,
MUC1/ECD TA 5 £ Z G R K Ficoll XA MHRAEYFIBEE. &k
10 ZORAAREAES K 40,000 ERMH B FHE KL 60,000 &
FRAXSTEOEK. BEHHANTUASAHFTRELEARFALLTRE
FAEMNKZ AE BN G L RE RN, FldoK &K E fo 2t AR
foti R R, BAMEKRI BRI TUAET MR, KM GIEAE
b (B, RT, WA, #RARAEREHR). NERETFRGYILE
15 M, FHBAFAETREIAZ. FINTRAEEFFeE ey Em
PHHEENERSINEFESTY, FETARAELATLEMGT, £
RZWREZALD RAEEBIK.

IX. #5
20 ST R K A S B Ak P4 A 6 MUCL/ECD R A, 352
EWHARFETREMRSEFENEHHA, FELELEREAH
T HER, QHIR, FHKA, KA, MEIXRBERANEE
BB EELLY.
T OREH, TUAAS e ERAENRE A TRIKGRN HE4A
25 BREALVGESY, AH CHARSBIILARBKREF, XA E4 A
h, REABBENKER ST, T ORAEFLY, ERALLSBHTUS
B ARG FELAFTTRERAAN, BMAMN, BH, KE 8, &%
&, BX, FRAFHX. 2R, IHGELSHR4HNTURE, #A
—RAKY ELLFTETHKRY 60% XHGETAESHTEMLL
30 SYMHERKF[LENENE.
AA, &M, K, RENFTUASE TEGRY: Tl
AR, FERE, MEMKR, 2REN, RPE; BEN, #lelit —45; 5
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R, Bl 2R, BAEFRE, BERE;, HEMN, #l@fgiR4E;
FedteR A, Glde @A, FUPE NP REFRA, Hle BT H, LGN,
REMPARHA. TR FLEAREN, ART ERXREAAMHZ ST
SR BRAEBKR., TUAAEEFEHRGLCHBA D ORIFE F MMM
5 MERLEOHEHRX. i, TR KK, BREHETE AN, AR
AR . MR RN T ASH A SR H S ERE, A
FHEANGFTRA AR LA ETRE, HHAfiM, B in
REFAA . SR, ENENEFELLEHBXFRAGEMTHARELZREF
S B RAGEERALERA EMN. B, FHEBRH Nl F P T
10 FALCHELFTIHEH.

(T4 A FHEREGHEN, TRAEABRESKEEHEAEHBEY
FEAEBELTREAABRIEAF/ZZEEERILETREIEET, 48
XMEER. BASBEREOELIRT RS TESY, hREE, &
AR, PRARABR ALY ESL, QEKEHILER, BER, BREOKEK,

15 JRREAE AR REMGIBR: FERERISY.

ELEMEANRAELAHALSHHEHF R LIERBERERR S
K&k, ATENHERDEHERRSBAYGREREKN. EFA
HHEALT, BXELHAARE LA E— R BXI TR 4
ks, REHEREAR M T X BRI LT ERFIZIK

20 AHHlomB R AENRRAGTE. BEATUARSHEMN RS EANR
0, PlleBdEAaR, Fleisfn ATAIREATREZRAOR
BRI FBEIRARGERN. BIEFRAAEFRRADN, #ldoxt
FAETHRE, R TH, X8, LER, LRAKKHRAERSH
B EBGER. EERSHAT, AAECIEFERN, Fl, BRAL

25 44, @t AASWPERAERRKAFe—FRBRERARK, RS
I A 484 M &G AE BT RIK.

Bt UERGERALAGAL DR LREFELECROBALE
BERN, REFTE, BHLENE, AHELBTEHNER. —KF
AT, BEEEFRAGERRTBAINESAEELAT RN RAERY

30 A LENEECRSTVALABREHN PR ETEKN. EATHELE
TERBEROELEARRAMNGEALT, REAHGHEFTERAT THRAFS
ATFRER, AFALDTEGERIFINERLRSATH R Aneg 302
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R
WX B, "HFETEZIRAR QIEET R HER, 5#HA
K. Ok, R@lflRAEN, FENFERBIUME. S THEE
PR TR W EH AR A K 0 8RR SRSt BT84
5 AHALHBEERRSTHEGEFRANRIAMNZIS, QHEEETAELY
PR AA TR ZKM . L TRAELS ST BN R %M
BA.

10 TABMBAREAYG S RELLTFTYHBOEELRRT, B(EHRK
BB, _RAagEmpeR, ENmeR, VEAZEBAE, 2EBRE), M,
B, B, B, e, N, MR, hmie, 8%, §, LK, FTA
B, AFIAR, Fh, PR, LB, KXH, 2, FH, bR LCHERYN
. WETUASASHBE EHBE, AZHERTINETRE LR
15 RAEAEASGFTEER.

ERAE T A/ BT BT IR T AR AL AL MUCL/ECD
RAMNEF, AMEBATIARNSHRAEEAF /R EXHGETENS
%, sAmes M MUCL/ECD RRMFEKH BT/ RALFETHE
AFEP, FERBRRIELESAER B YHZE KA W RRKE N, 45

20 BAAREEZRETNESVARBAT MRKXFAAGELHKR. EXH
BT, FEEFRERKL1I-25 XA, BREBAYG1-4 )
XA, e ATEHREETALEFTE, RAXY 1 JHE
X2 JuriyEiRet ) ZRKEY., EXREAT, BESELERER
B, SAkLHZMEBILKQ,3,4,56 X% 7)XRIJLA(Q,L2,3,4,

25 5,6, TR 8). AEMEAT, ARXAFEKELERHP/IANFERD
HZH, ZEXRELZRANTAL S5 MUCL/ECD R4iH.

BRI FETEHBERZIE 0.5- 1208, —UFBFEH
WBRNETEMmME L MUCl A2, B, —2 LR FEYFY , %A
MUC1/ECD £ 43 #I 7, H AR EREFFRAHREFTREBEY

30 MUC/ECD A% SEQ ID NO. 1 #dn4k, 4EMA Eamie L35 ey MUCL
Rk, ERACEAFTEP, £R MIC1 24oW4H, K20y E
F RSP B 15849 MUC/ECD A %) SEQ ID NO. 1 #H&KEFZ
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W, A FEIT B 2 I 6 RA T AR R S MUCL & ik,

EXREAWF RSP, 48 % MUCL/ECD RIH o =M FREFIR
SHRE, QCHREZEENYEERD T ERLE, fikHFe) MUCI/ECD £
IR Fe L CHhTZEO PR BRABTHER.

5% 3641
£ 1: K
SEQ ID NO: 1 %47 A 3/ MUCL & A 4mhe ¥ K B &4 MUC1/ECD
ZRAF . BEAFEBRRERTRENS KA F]. X236k P1 (SEQ
10 ID NO: 4), P2 (SEQ ID NO: 5) #= P3 (SEQ ID NO : 6), ©M=Z&
MUC1/ECD # 3 Bk B E&. P1 (SEQ ID NO: 4) REZLEBEE KB A —
A2 Bk 8BS 49 MUC1/ECD (SEQ ID NO: 1) ¢4 & A& 5-20. P2 (SEQ ID
NO: 5) A LB E K% mA—AF A B E MUCL/ECD (SEQ ID NO: 1)
#9E A B% 13- 28. P3 (SEQ ID NO: 6) REAABEE KRS mA—ANFB
15 #BR& MUCI/ECD (SEQ ID NO: 1) &S LBt 27-44, BN MmN 2
B A 5] SEQ ID NO: 7 3N T £ B A K% m A —A~F B A B4 MUC1/ECD
(SEQ ID NO: 1) #9& B 6-24, &4 F AP0 (SEQ ID NO: 8) 3%
AAR A MUCL/ECD #jRERKZZ M AAEGMICL ZARFAAL 19 K
A7, FERABAGERIEE. A MIC 1 FRITHAEGFFIR
20 BEER#mEmA—MNERER.

L& 2: FL-MUC1-P1 ik
A. RARMHE
Z Bk P1(SEQ. ID NO: 4), 44 (K KAFfSmiel F 246
25 AREEASHEMIRE B R EHF) (Zrihan-Licht, %, 1994). ELKNH
FAERE KLH 8349 % Bk P1 (SEQ ID NO. 4) &% ik, it
WARF RS RE.
LF & THZASEQ ID NO: 7 &5 % £k, il id4% % Ak SEQ ID
NO: 7 5 KLH1BBEA R EZER. AR RTFRFHRAK, A 3402-1 #
30 3402-2, BiAAREFEHEhF ooy HA.
B. F-MUCL-Pl-Fuikst A 5% 4 e &9 ) 34k A
A 10% &4 ik (FBS) 49 RPMI 1640 32 A + A ZR-75-1 &
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et K E S0%CA, REAHINL Ix10' M wmEFF2 6 UK E. £4
A 0.1% FBS ¢4 F A FUMRIR K IAZE, AHA AR MUC1-PL
Fik, mAEWB 17, FHLBF 48 )6y, £ 0.1% FBS AAETFR
BREIRZIERZEMNEMEKE. B 1w, #L-MUCI-P1 AR F4K
5 By X HIHIR-75-1 mped At k.
A THRZHA-MICI-P1 AR BEGMERME, REHEFA MICI- #A
P OSWAS0 4% B & fm BB, A A F AR (SW480/V) X MUCL
(SW480/MUC1) . #1/ lipofectamide (Ligtenburger %, 1992), A
pCMV-IE-akl-dhfr 4k X pCMV-IE-akl-dhfr-MUCI %53 SW80 &%
10 Eamhe. MEE 800 g/ml G418 (MER)MALATEEK , #B%7
WA, 5L —mpB. Hikkik MUCI (SW480/MUCL) ¢4 ¥ —mpe k.,
M. #H KA SW480 mACAESA 10% FBS &9 DMEM ¥4 K £ 80%iC
A, REUEILSx10 AT 6 LK. ASH 0.1% FBS B2 fi
b AHURIE R LR ZE, A8 ZIRE M4 MUC1-P1 4k, S HRF 48
15 K, XKBREF—RZE GEH =R ERE@EEK. 8 2 ifF, #
MUC1-P1 )% SW480/MUC1 fmiedh s K=& RHIH SW48-0/V migt
¥. XK HIEFLR-MICI-P1 $tki@it 5 MUCL 47 M40 24 A fa &)
BAF@MBHEK.

20 4] 3: A% MUCL ECD fedk s
H-MUCI-P1l R AT MY E KNG EINRTTERAERXR MUC1
BCD Betk, A TAHAREXATEME, HE#H MUCL SRATERERY
ZR-75-1 #mpe. @it E4SA 0.1% FBS & RPMI 1640 35 A iz ik
IR-75-1 80 72 S EH & LHR RPN LS AR FE. F X £42
25 HA MBI A A AA 0.1% FBS & DME ¥ 4 k4234 SWA80/V A=
SW480/MUCL #mfe. . AE 3 BPAMREMAFHRERRL, HHLARS
M mpzihmegE3i R, w8 3T, IR-75-1 ek iki@
i MUCT 54 o &) I 4o o 2 K &G T B M ik,
AT R ZTHEM MUCL B4k, 414 €.35 MUC1/ECD (SEQ ID. No: 1)
30 FesBEH Bk S-#A5EF (GST) M #4-%8. AW T—£54iEid PCR
¥ ¥ GST:
5/ —ATTAGCGCTACCCTGGCTTCCGCCTCCTTCTATCTCCCCTATACTAGGTTA-
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3/, F= 5/ —CAAGGGGATCCCTACGGAACCAGATCCGATTTTGG-3/, ¥ H #E A
pET-11d &) Nhel = BamH1 4252 ("pET-11d-GST HA&") . &A%
F—%3| 4@ ¥ PCR & 3% MUC1/ECD:

5/ —~TCTGGCCATGGGAGAAGCTACCATCAAT-3/, F= 5/ —AGCGCGCTAGCCC

5 AGCCTGGCACCCCAGC-3’, J H3&A pET11d-GST #K 4k &) Ncol #= Nhel 4=
& Z 8 ("pET11d-GST-MLTC1/ECD" #4K) .

i®it & 25C F4 A pET11d-GST-MUC1/ECD 2 pET11d-GST 444t 49
b3 % K44 X HmAFE BL21 (D3) plysS fmpel 0.1 oM FAR-p-D-
AAREI TR 6 RIS GST &EKE. REBTIEH

10 BEHREFFAA20% FE4, 5 oM MgCl:, 0.5 % NP-40 & PBS +,
REMAERIE, 4 CFrA10,000 x g BV 3004 EHRAE. ¥ LEF
BEMB KX EFLSMEKRITIERRK 4B LA 4 CTERF 448, K
EhEHFBLEINAEFF. A4 10 oM St HAKA 50 oM Tris-HC1, pH
9. 5B ML ZE. A PBS AL eEks.

15 Wit ik £ 44 40mM EDTA &) PBS &) ZR75-1 ffa Rk §| &34t
MG LA E L. B PBS hikZ B, AkAHHHAHE AR (20M
Hepes—KOH, pH 7.5,10 oM KC1, 1.5 mM MgCl., 1 oM —#RzIEE,
1 oM ECTA, 1 mM EDTA #=%& & 847 %|# %54 (Roche)) & & ¥ 4
B, FHAKLEKE 15 94F. A Dounce Y4B HHB&F&. 4 CT

20 ¥A1,00x g WARES, KELFREARRERASHALAOCT
e,

GST-MUC1/BCD ®x4&-%&% (1.8 mg) B A 400 fkH 5 MH K-3X
FeEstic 4B L, WA ERETPHFAALFE A (30oM Tris—HC1, pH
7.5, 5 mM MgCl,, 1 oM EDTA, #e 1 oM — 7 4E8) F#. @i

25 HBGASHK-FIRERK B B ELARRAERESTEF, RE
i, B GST-MUC1/ECD E£Hir L, REM 2 x 10 ml L&A G
K. Wit 2 ol £AFRB (&4 0.15 M NaCl GEAFR D ®HME
HFE2A0NEGN, FALKEED 0.4 0l LY. BE—_RF=485H
A, A I+ A AR - TR R M BB SR € ok (SDS-PAGE)

30 E. HE, GSTHEE/F (1.5 mg) B F 400 &FA B pH AR
FEA 4B L, Hie EATERATERE. 4RIEY MUCL/ECD 5 45 kDa
FOREEAL. BAAMCF-T LR R MR ER = % TANRE, iE
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89 MUC1/ECD 5 45 kDa & & &4
MR L4y 45 kDa GST-MUC1/ECD R W4, Al LABLK, RE M
100 M BB A B EHHBAK. RERBEEKIA BFF 12.5 ng/BA ML
GE/50nM KB A& T . A 37C T ATl 10-12 ) 8 . 4£ A Voyager
5 DE-PRO (Perceptive Biosystem Inc.,Framingham, MA) i it#iBh X
JR 6 R R AT % B i e MALDI-TOF-MS) 947 B & & B84 14
KRG FEE. BLFEFR/ELEELARAXNEGR, A ML-1 F
ML-2. ML-1 (SEQ ID NO: 3)#= ML-2 (SEQ ID NO: 4) &5 5%
W FAMFFZBEPEZGRAFFE, NRC2 FHEEFA 5 F= NRC2 ¥
10 FERFR 6 AT 69 FF 2 —A4F,

T4 4: 4 H B A E & MUCL
A. MUCl1 R FAKFHFEK
GEAMUCL R AKEHARNEARAZADLEEY. FIERR
15 %&iA MUC1 ¥tmpe % . BLPR /ML MEXAMNA pIRES-puro2 FH AKX
pIRES-puro2-MUC1 %3 HCT116 & MEwmie, FARERSEER
M, AR EXTHEAK (VCTI16/V) X MUC1 (HCT116/MUCL) #j%—
R A MUCI-FAM: HCT116 2 @mfe#t47AF 5. *F HCT 116/V #=
HCT116/MIJCl MoK AR P AMBEBMEK. W@ (1 x
20 10°/60 mm 3% Fm) &% -FA-A 4hmA 10 % FBS & DMEM 33 2 &9 0. 33%
By, FHBTFHEBEAEL A 10 % FBS &5 DMEM +49 0.5 % 3%
Fe¥E) . HmEHE 4 25, HaOERAGFRMAFHIERE, 4 ZHZ
EHHEZKXT 70 BAEZE. 5A HCT/116/V MBeKF AL,
FARMICL AR SEFZ R B BEE A L. £ SW40/V #e
25 SW480/MUCI #mpe it ATy AR MABTRIE S T X XA, L+ MUC1 £&EF
RAERR X 3 SW480 m o R MEAHAR B L 4 K.

B. MUC1 X #HAR A+ AR &R &
A TP MUCL AR BEKGHER, F 5-6 ARAMR
30 Balbc/nu/nu & (Taconic, Germantown, NY) HZRMBEAR FiEH 1 x
10° HCT116/V & HCT 116/MUCL @, —E AT Ar BRI EH A (4 R
/). BETEHYXFHEMBAER: 1/2 (K x ). SHB&
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it 2 co’ WAL TR, MR BARGRNEEARS N
HCT116/V e 4 . i@idibd, HCT116/MUCI B A KEEM K.

kb 5 R RE &4 HFF MUCL k&

5 AT #HZMICL 2F R E RACE #AHEF, AL HASLE MCF-T7
e, 1A R-DF3/MUC]l kil Sk epFE AT MMl 4. Bt
¥ MCF-7 tmpe & Fok L&y L 4% (50 oM Tris, pH 7.6,150 oM
NaCl, 1 mM PMSF, 3 oM NaF, 1 oM 4i#4%, 1oM DTT & B5iv 4
) F= 1% NP-40 & 1% Brij-96) ¥ 30 4Pk # &R 4. BIHFS

10 BEZEMRFY, FHi#Eit SDS-PACE X FEHNEOK. REXRZORK
HABAMEAS S FRALE, BLEASH 0.05 % Tween—20 & 5 WHAR
W%y PBS BR TR E mitH], A ELAR-MUCL sk (Pandey ¥, 1995)
R, ARG T AR, EREARE FARAEZH, MICl
ik MM EET, RRNTEAMENNHZTGRAKPEARA.

15 AR R FEEANRATRURT. EREAAFLFTELE MCF-T
M5 MUC1 teig Bk S A £, ER25N30EE, AKX, AK
EEIEE AR @ FHA LR, Miafl & 8555 MUCL.

g4 6: MUCL #4iat B ibFfe X B HFHE MO @A TR
20 ATHZMC REHFNRAEEG @A TRAL, A 1oM T &
AT RETHRARKMICL 49 Hela mie 1 ). BiLABRKLE
LB B Mo &5 BLid it FACScan (Beckton Dickerson) i
M kFZ DNA 4-%. A MODFIT LT £/ (VeritySoftware House,
Topsham, ME) (Yuan ¥, 1997) # Z fmied A= sub-G1 DNA 2§, i@
25 WAX At M4 sub~Cl DNA 5 A M AT H L.
B 4P, $£RIEWAMUICL 4| rt AL Ay e BT .
i i g 2 AR T HAK R MUCL 49 HeLa 4n A4 sub-C1 DNA S S3F %
F 0.0l oM A4 E 20 ey me P mRATHEE. 8 4 FiF,
AR, MUCL ARXWHELBBETHIBRAT.
30
4 T: NM-3 2F MUC1 R X &8
J) 100-400 %/ E 4 NWM-3 (2- B-FA-6-FaRE-1-AA-
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1H-2- F 3nukvh—3-K) A BR) & MCF-7 tmfo 4L 48 /). 42 A DF3 MAD
(Kufe, £EEH] 5,506,343, XEFHAF) BT LEPESHMBER
DF3 #LR K.
MED A FRARES@MRRH, M-I LEidehmiasy DFI
5 BB AKRERAK. T IR-75-1 #o BT-20 Wi & X AABME R, iE
Bl NM-3 4569504 DF3 3R W BE R W 4Rk B bk o SR 0 1) 4 B
6. h T AL NM-3 2 F 3 MUCL DF3 SR iash 45, MR T mpedd
FE EERTRBREF NM-3 LB B 6 MCF-7 | L& HRARKE.
FA4E E DF3 LR AKRARE Y. XL HRF NM-3 HFMICL HE R
10 FA,
BRI ERABRZ M-I MICI-R AN YA AR ZIREFLET
RTRE . /£ NM-3 &3 MCF-7 tajt 48 I X &, "P-47i2. 4y DF3 DNA
WAL S @MMBRNAF 4. 54 7.0 kb AR FZHLER. 5IRAAL NM-3
FiRE &) MCF-7 smpost B 4ARtk, mRNA K-PHREIK. #£A ZR-75-1
15 #e BT-20 WA AKIFNAAF LR, RELAR TR L@ R #FT
NM-3 & X )5, DF3 RBAARFARFELEAT.

ATHE WM-3 EFLFHmeidEa R kA, s MCF-T,
ZR-75-1 #= BT-20 fmf6 % X% NM-3 & E X B R X £ K B -F (BGF-R) &
BHAKE. EXRELE W-3 TEFSmeBeiA, NM-3 £BZE

20 EGF-R A ZATHERE T, X R AP NM-3 2 MUCL RE &%
BHAER, EXRFHABLTRE.

FPEREAAELTTALA. FAARZDTEHAAARTR
BAELAHEER. ARBBEAARRAREAZRKOLAYEEF
WAL AGEEARANERBPHEGREAT HGFNH.

25

5H L #k

FTEHWAE K, EEEHY FEMNRBAYHTHTERATED
HARRGI AL C ML, BAEXRIHSY.
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F
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<110> JEZNEE W. .

KEF
<120>
<130> ILEX:061JP
<150> 60/231,841
<151> 2000-09-11
<160> 18
<170> PatentIn version
<210> 1
<211> 45
<212> PRT
<213> A (Homo sapiens)
<400> 1
Thr Ile Asn Val His Asp
1 5
Glu Ala Ala Ser Arg Tyr
20
Asp Val Pro Phe Pro Phe
35
<210> 2
<211> 426
<212> PRT
<213> A (Homo sapiens)
<400> 2

Met Arg Gln Val Cys Cys
1 5

Gly Arg Cys Ser Ser Tyr
20

Ser Ser Ser Ser Ser Ser
35

Val

Asn

Ser

Ser

Ser

Ser

Glu
Leu

Ala
40

Ala

Asp

Ser
40

B2IES

MUC1 MM RIEIERIT A &9 K 5 i3

Thr Gln Phe Asn
10

Thr Ile Ser Asp

25

Gln Ser Gly Ala

Leu Pro Pro Pro
10

Ser Ser Ser Ser
25

Ser Glu Ser Gly

37

Gln Tyr Lys Thr

15
Val Ser Val Ser
30
Gly
45

Pro Leu Glu Lys
15

Ser Ser Glu Arg
30

Ser Ser Ser Arg
45



01815471.9 FoAl R H2/1TH)

Ser Ser Ser Asn Asnh Ser Ser Ile Ser Arg Pro Ala Ala Pro Pro Glu
50 55 60

Pro Arg Pro Gln Gln Gln Pro Gln Pro Arg Ser Pro Ala Ala Arg Arg
65 70 75 80

Ala Ala Ala Arg Ser Arg Ala Ala Ala Ala Gly Gly Met Arg Arg Asp
85 90 95

Pro Ala Pro Gly Phe Ser Met Leu Leu Phe Gly Val Ser Leu Ala Cys
100 105 110

Tyr Ser Pro Ser Leu Lys Ser Val Gln Asp Gln Ala Tyr Lys Ala Pro
115 120 125

Val Val Val Glu Gly Lys Val Gln Gly Leu Val Pro Ala Gly Gly Ser
130 135 140

Sexr Ser Asn Ser Thr Arg Glu Pro Pro Ala Ser Gly Arg Val Ala Leu
145 150 155 160

Val Lys Val Leu Asp Lys Trp Pro Leu Arg Ser Gly Gly Leu Gln Arg
165 170 175

Glu Gln Val Ile Ser Val Gly Ser Cys Val Pro Leu Glu Arg Asn Gln
180 185 190

Arg Tyr Ile Phe Phe Leu Glu Pro Thr Glu Gln Pro Leu Val Phe Lys
195 200 205

Thr Ala Phe Ala Pro Leu Asp Thr Asn Gly Lys Asn Leu Lys Lys Glu
210 215 220

Val Gly Lys Ile Leu Cys Thr Asp Cys Ala Thr Arg Pro Lys Leu Lys
225 230 235 240

Lys Met Lys Ser Gln Thr Gly Gln Val Gly Glu Lys Gln Ser Leu Lys
245 250 255

Cys Glu Ala Ala Ala Gly Asn Pro Gln Pro Ser Tyr Arg Trp Phe Lys
260 265 270

Asp Gly Lys Glu Leu Asn Arg Ser Arg Asp Ile Arg Ile Lys Tyr Gly
275 280 285

Asn Gly Arg Lys Asn Ser Arg Leu Gln Phe Asn Lys Val Lys Val Glu
290 295 300

Asp Ala Gly Glu Tyr Val Cys Glu Ala Glu Asn Ile Leu Gly Lys Asp
305 310 315 320

Thr Val Arg Gly Arg Leu Tyr Val Asn Ser Val Ser Thr Thr Leu Ser
325 330 335

38
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Ser Trp Ser Gly His Ala Arg Lys Cys Asn Glu Thr Ala Lys Ser Tyr
340 345 350

Cys Val Asn Gly Gly Val Cys Tyr Tyr Ile Glu Gly Ile Asn Gln Leu
355 360 365

Ser Cys Lys Cys Pro Asn Gly Phe Phe Gly Gln Arg Cys Leu Glu Lys
370 375 380

Leu Pro Leu Arg Leu Tyr Met Pro Asp Pro Lys Gln Ser Val Leu Trp
385 390 395 400

Asp Thr Pro Gly Thr Gly Val Ser Ser Ser Gln Trp Ser Thr Ser Pro

405 410 415
Lys Pro Arg Ser Cys Thr Arg Arg Gly Ser
420 425
<210> 3
<211> 422
<212> PRT

<213> AN (Homo sapiens)

<400> 3
Met Arg Gln Val Cys Cys Ser Ala Leu Pro Pro Pro Pro Leu Glu Lys
1 5 10 15

Gly Arg Cys Ser Ser Tyr Ser Asp Ser Ser Ser Ser Ser Ser Glu Arg
20 25 30

Ser Ser Ser Ser Ser Ser Ser Ser Ser Glu Ser Gly Ser Ser Ser Arg
35 40 45

Ser Ser Ser Asn Asn Ser Ser Ile Ser Arg Pro Ala Ala Pro Pro Glu
50 55 60

Pro Arg Pro Gln Gln Gln Pro Gln Pro Arg Ser Pro Ala Ala Arg Arg
65 70 75 80

Ala Ala Ala Arg Ser Arg Ala Ala Ala Ala Gly Gly Met Arg Arg Asp
85 90 95

Pro Ala Pro Gly Phe Ser Met Leu Leu Phe Gly Val Ser Leu Ala Cys
100 105 110

Tyr Ser Pro Ser Leu Lys Ser Val Gln Asp Gln Ala Tyr Lys Ala Pro
115 120 125

39
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Val Val Val Glu Gly Lys Val Gln Gly Leu Val Pro Ala Gly Gly Ser
130 135 140

Ser Ser Asn Ser Thr Arg Glu Pro Pro Ala Ser Gly Arg Val Ala Leu
145 150 155 160

Val Lys Val Leu Asp Lys Trp Pro Leu Arg Ser Gly Gly Leu Gln Arg
165 170 175

Glu Gln Val Ile Ser Val Gly Ser Cys Val Pro Leu Glu Arg Asn Gln
180 185 190

Arg Tyr Ile Phe Phe Leu Glu Pro Thr Glu Gln Pro Leu Val Phe Lys
195 200 205

Thr Ala Phe Ala Pro Leu Asp Thr Asn Gly Lys Asn Leu Lys Lys Glu
210 215 220

Val Gly Lys Ile Leu Cys Thr Asp Cys Ala Thr Arg Pro Lys Leu Lys
225 230 235 240

Lys Met Lys Ser Gln Thr Gly Gln Val Gly Glu Lys Gln Ser Leu Lys
245 250 255

Cys Glu Ala Ala Ala Gly Asn Pro Gln Pro Ser Tyr Arg Trp Phe Lys
260 265 270

Asp Gly Lys Glu Leu Asn Arg Ser Arg Asp Ile Arg Ile Lys Tyr Gly
275 280 285

Asn Gly Arg Lys Asn Ser Arg Leu Gln Phe Asn Lys Val Lys Val Glu
290 295 300

Asp Ala Gly Glu Tyr Val Cys Glu Ala Glu Asn Ile Leu Gly Lys Asp
305 310 315 320

Thr Val Arg Gly Arg Leu Tyr Val Asn Ser Val Ser Thr Thr Leu Ser
325 330 335

Ser Trp Ser Gly His Ala Arg Lys Cys Asn Glu Thr Ala Lys Ser Tyr

40
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ot

&R OBS/1TH

Cys Val Asn
355

Ser Cys Lys
370

Leu Pro Leu
385

Asp Thr Pro

Ser Thr Leu

<210> 4
<211> 17
<212> PRT

340

Gly

Cys

Arg

Gly

Asp
420

<213> AL

<220>

<223>  HRUFS

<400> 4

Gly

Pro

Leu

Thr

405

Leu

Val

Asn

Tyr

390

Gly

Asn

Cys

Gly

375

Met

Val

Tyr

360

Phe

Pro

Ser

345

Tyr

Phe

Asp

Ser

Ile

Gly

Pro

Ser
410

Glu

Gln

Lys

395

Gln

Gly

Arg

380

Gln

Trp

Ile

365

Cys

Ser

Ser

350

Asn

Leu

Val

Thr

Gln

Glu

Leu

Ser
415

Leu

Lys

Trp

400

Pro

His Asp Val Glu Thr Gln Phe Asn Gln Tyr Lys Thr Glu Ala Ala Ser

1

Cys

<210> 5
<211> 16
<212> PRT

5

41

10

15
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<213> ATF%

<220>
<223> ARUFY
<400> 5

His Asp Val Glu Thr Gln Phe Asn Gln Tyr Lys Thr Glu Ala Ala Ser

1 5 10 15
<210> 6

<211> 17

<212> PRT

<213> ATLF%

<220>
<223> BRFEF
<400> 6

Gln Tyr Lys Thr Glu Ala Ala Ser Arg Tyr Asn Leu Thr Ile Ser Asp

1 5 10 15
Cys

<210> 7

<211> 19

<212> PRT

<213> ATIF%

<220>

<223> EHUF

<400> 7

42
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R BT/

Ser Asp Val Ser Val Ser Asp Val Pro Phe Pro Phe Ser Ala Gln Ser

1

Gly Ala Cys

<210>

<211>

<212>

<213>

<220>

<223>

<400>

19

PRT

ANLF5)

B HUTS

8

5

10

15

Asp Val Glu Thr Gln Phe Asn Gln Tyr Lys Thr Glu Ala Ala Ser Arg

1

Tyr Asn Leu

<210>

<211>

<212>

<213>

<220>

<223>

<400>

20

PRT

AIF3

BT

9

5

10

15

Asn Ile Lys Phe Arg Pro Gly Ser Val Val Val Gln Leu Thr Leu Ala

1

5

43

10

15
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Phe Arg Glu Cys

<210> 10
<211>
<212> DNA

<213>

<400> 10
ccctgcagaa

gggcgggegt
gcgctgcgcece
cacctccceg
tccagecggge
tggcctggcece
ggtcggtgca
agcagcagca
tctegteceeg
gcagccegga
ccggeccecyg
ctcaagtcag
gggctggtcc
cgggtggcegt
gagcaggtga
ttcctggage
aacggcaaaa

cccececteect

<210> 11

1054

20

gccgcgetece
cccatcecctceco
gcgctgegcea
ggctgccggt
tctgtttccc
agatgcggca
gcagctacag
gcagcgagag
ctgcgcccecce
gagccgecgce
gcttctececat
tgcaggacca
cagccggcegg
tggtaaaggt
tcagcgtyggg
ccacggaaca
atctcaagaa

ttgctggaga

A (Homo sapiens)

ctactcggtc
gcatcctcct
tcgcggeceg
ggagggctaa
ctcccaaggce
ggtttgctge
cgacagcagc
cggcagcagc
agagccgcgg
ccgttcgcecga
gctgctctte
ggcgtacaag
ctccagctcec
gctggacaag
ctcctgtgtyg
gcccttagte
agaggtgggc

aaggggggag

cgggggcaga
ccaggtcctg
cttgccgcect
gaggcgctaa
ggcggcggcet
tcagcgctgce
agcagcagca
agcaggagca
ccgcagcaac
gccgcagecg
ggtgtgtcgce
gcacccgtgg
aacagcaccc
tggccgcetcce
ccgctcgaaa
tttaagacgg

aagatcctgt

gggc

44

gggggcgega
gcgcacaggg
gccecectgece
cgttacgctg
gagcggcgga
cgccgccgcec
gcgagaggag
gcagcaacaa
agccgcagcece
ccggcggceat
tcgcctgeta
tggtggaggyg
gagagccgcc
ggagcggggg
ggaaccagcg
cctttgceccce

gcactgactg

gagagcaagt
tgggagcgcet
ctagctgggce
tttecggttt
gccccccaaa
actggadgaag
cagcagcagc
cagcagcatc
ccgcagcecce
gaggcgcgac
ctcgceccage
caaggtacag
cgcctecgggt
gctgcagcge
ctacatcttt

cctecgatacce

cggtgagtceg

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1054
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01815471. 9 ool &R ORI/NTI
<211> 419
<212> DNA
<213> A (Homo sapiens)
<400> 11
gcactgccecc taccaccacce dgtgctcacct acctgccttg taacccacag ccacccggec 60
caagttgaag aagatgaaga gccagacggg acaggtgggt gagaagcaat cgctgaagtg 120
tgaggcagca gccggtaatce cccagecttc ctaccgttgg ttcaaggatg gcaaggagcet 180
caaccgcagc cgagacattc gcatcaaata tggcaacggc aggtaagcaa tatccagcect 240
gtcctccatce caagcagctg ccctccectcee tctcgagaag gagtggcctyg aactgggcag 300
aggccagggc tgtgccccca gactcaccca tggaaccagt cccagcccct ctccatactce 360
cccttecettg ecactcccag ccttcttect gcagctcggg gaccctetgg tcatggtgg 419
<210> 12
<211> 493
<212> DNA
<213> A (Homo sapien)
<400> 12
gccactagtc ctgccctgtg ttgtcctaag ggcccaaggce tccctgcage tgcagggact 60
ccgtgcccca cctggactecce agaaattgct ggggggaggg aatctcctte ccatctaage 120
tgcagggcca ctgtggctct gtggagagag gcaaccgctg ggtgactgcect ggggagccac 180
agccggecct ggctcacgcce tctccccctt ttatccccte cctaaccaga aagaactcac 240
gactacagtt caacaaggtg aaggtggagg acgctgggga gtatgtctge gaggccgaga 300
acatcctggg gaaggacacc gtccggggcc ggctttacgt caacagcggt aggtgggccc 360
agacagaggg aagggtccta gaggggtttg gcagggcggg ccagtggccc cccagecctt 420
ggggcctgca tgtgatccat ctcgcactca actcccctece ctcctgectge tgccatatca 480
agccctagat ctc 493
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<210> 13
<211> 350
<212> DNA
<213> A (Homo sapiens)
<400> 13
ggtcatcttc cagttttgac gtggggcatg aaggagatga ttcctggggc ctagggatag 60
tctcagtgcg tcactggcac atgtctctca taccctcagt gagcaccacc ctgtcatcct 120
ggtcggggca cgcccggaag tgcaacgaga cagccaagtce ctattgcgtc aatggaggcg 180
tctgctacta catcgagggc atcaaccagc tctcctgcaa gtaagtgacc agtaggggtg 240
ggcatgggag caagaacagg gtaggagatg ctgggtcaga agtggagggc tctaggaaaa 300
gagggttcca agccactgac aagaggtccc caaggggtgt agacaggaag 350
<210> 14
<211> 326
<212> DNA
<213> A (Homo sapiens)
<400> 14
aagtgcctga cttggttttt ctcattcatc actgtgcact ttgatttcta accttagcct 60
cgcggatgat gccagtttgt tctgtgattt ttcccctttt ccttectccag atgtccaaat 120
ggattcttcg gacagagatg tttggagaaa ctgcctttgc gattgtacat gccagatcct 180
aagcaaagta tgtttgaaga tacaaacaca agtccctgcet ccttagaaag cttetgggtg 240
cagtcccccc aatgtagggc atagggccag gggtgttggt tgttttgatc tttggetgtt 300
ttgttttgtt tctettttet tttttg 326
<210> 15
<211> 310
<212> DNA
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<213> A (Homo sapiens)
<400> 15
aatacaaatg gtaacggtgg caaggaaccc agctggcatt ggcaggagcc cgtgccgggg 60
tgttgcaatg cctgtgtectt gctatcctgg ctctctettt ctggttttcect ttettttggt 120
aggtgtecctg tgggatacac cggggacagg tgtcagcagt tcgcaatggt caacttctcc 180
agtatgtctc tttcttctat ttcttctctt ccctggtgac tgacagtctc ccecectgggga 240
gggatggggc cttgcttagc aagactaggg ggagatgtag agggtgtcct gcgctcctta 300
gaggagacgg 310
<210> 16
<211> 259
<212> DNA
<213> AN (Homo sapiens)
<400> 16
ggatggaaag gagctgggca ggacctgagc tggggagagc ctatggcttt gggggcaaag 60
gggtctcectge accactatcc ctatggggtt tgcctcctge cccaccececte acatctaccc 120
tacctctgca gaagccgagg agctgtacca gaagagggtc ctgaccatca cgggcatctg 180
cgtggctctg ctggtcgtgg gcatcgtctg tgtggtggecc tactgcaaga ccaagtgagt 240
gtcactcact caagctggg 259
<210> 17
<211> 258
<212> DNA
<213> A (Homo sapiens)
<400> 17
ttgtgaccct cgctecttcectg cactgccaga gcaccttgga tttgaattaa agggtatgaa 60
acctctgtgt gtcactcagc accatctgcg tggcccctct ccacagectc cgatgecatg 120



01815471.9

sl &R OEI12/1TH

tgtgctgaat gtttggtttc ctttccaaaa aatggaaaag ggatgattcc aaaaatctct

cctggcccca tcgagatgtce ctatcataaa ctacgttgat ttagcaggag acgaaagaag

ctcatgaaca gaagggca
<210> 18

<211> 8181

<212> DNA

<213> A (Homo sapiens)

<220>

<221> misc 4¥fE
<222> (6890)..(7960)
<223>

<220>

<221> misc $§F
<222> (6890)..(7960)
<223> RHMEHE
<400> 18

gaattcagaa ttttagaccc
ctacagcccc tcagccaacc
agggtggtca cccacccttc
ccccaggaaa gatgacagca
ctgcttattt tagggatttt
agagaaagcc tgggagggtg
gcgggtgggyg gaggtgctgg

SR IEEA BRI R "t B E

tttggccttyg
acagaccctt
agggatgaga
cattgccata
ccgggatagg
gaagttaggg

atggagttaa

gggtccatcc
ctctggectcc
agttttcaag
aagttttggt
gtggggaagt
atctagggga

gtgaaggata

48

tggagaccct
caaaaggagt
gggtattact
tgttttctaa
ggaaggaatc
agtttggctg

gggtgecctga

gaggtctaag
tcagtcccag
caggcactaa
gccagtgcaa
ggcgagtaga
atttggggat

gggaggatgc

180

240

258

60

120

180

240

300

360

420
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ccgaagtcct cccagaccca cttactcacg gtggcagcgg cgacactcca gtctatcaaa 480
gatccgcecgg gatggagagce caggaggcgg gggctgccee tgaggtageg gggaggeccgg 540
ggggccgggg ggcggacggg acgagtgcaa tattggcggg ggaaaaaaca acactgcacc 600
gcgtccegte cctececgece geccgggeccce ggatcccecget ccccaccgec tgaagecgge 660
ccgacccgga acccecgggccyg ctggggagtt gggttcacct tggaggccag agagacttgg 720
cgcccggaag caaagggaat ggcaaggggyg aggggggagg gagaacggga gtttgcggag 780
tccagaaggce cgctttccga cgcccgggeg ttgcgegege ttgctcttta agtactcaga 840
ctgcgcggeg cgagccgtece gcatggtgac gecgtgtccca gcaaccgaac tgaatggctg 900
ttgcttggca atgccgggag ttgaggtttyg gggccgccca cctagctact cgtgttttet 960
ccggcectgeg agttgggggg ctcccgecte ceccggeccge teccectgggcge getgacgtca 1020
gatgtcccca ccccgeccag cgcctgeccec aagggtctcg ccgcacacaa agctcggect 1080
cgggcgccgyg cgcgcgggcg agagcggtgg tetctcgecct gctgatctga tgcgctccaa 1140
tccegtgect cgecgaagtg tttttaaagt gttctttcca acctgtgtet ttggggctga 1200
gaactgtttt ctgaatacag gcggaactgc ttccgtcgge ctagaggcac gctgcgactg 1260
cgggacccaa gttccacgtyg ctgccgecggce ctgggatage ttcctccect cgtgcactge 1320
tgccgcacac acctcttgge tgtcgcgcat tacgcacctc acgtgtgctt ttgcceccceg 1380
ctacgtgcct acctgtccce aataccactc tgctccccaa aggatagttce tgtgtccgta 1440
aatcccattc tgtcacccca cctactctct geccccceccet tttttgtttt gagacggage 1500
tttgctctgt cgcccaggct ggagtgcaat ggcgcgatct cggctcactg caacctccge 1560
ctcececgggtt caagcgattce tcctgcectca gecctcecctgag tagectggggt tacagcgcecce 1620
gccaccacgc tcggctaatt tttgtagttt ttagtagaga cgaggtttca ccatecttgge 1680
caggctggtc ttgaacccct gaccttgtga tccactcgcc tcggecttcce aaagtgttgg 1740
gattacgggc gtgacgaccg tgccacgcat ctgcctctta agtacataac ggcccacaca 1800
gaacgtgtcc aactceccceg cccacgttcc aacgtcctet cccacatacc tecggtgcccce 1860
ttccacatac ctcaggaccc cacccgctta gctccattte ctccagacgc caccaccacg 1920
cgtccecggag tgccccctee taaagctccecc agccgtccac catgetgtge gttectccecet 1980
ccctggecac ggcagtgacc cttctcectccc gggccctget tccctetege gggetetget 2040
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gcctcactta ggcagcgctg cccttactcc tctecgccecg gtccgagegg cccctcagcet 2100
tcggcgeccca gecccgcaag gctccecggtg accactagag ggcgggagga gctcctggcece 2160
agtggtggag agtggcaagg aaggacccta gggttcatcg gagcccaggt ttactccctt 2220
aagtggaaat ttcttccccce actcctcectt ggctttctece aaggagggaa cccaggctgce 2280
tggaaagtcc ggctgggggg gggactgtgg gttcagggga gaacggggtg tggaacggga 2340
cagggagcgg ttagaagggt ggggctattc cgggaagtgg tggggggagg gagcccaaaa 2400
ctagcaccta gtccactcat tatccagccc tcttatttct cggccgctct gecttcagtgg 2460
acccggggag ggcggggaag tggagtggga gacctagggg tgggcttccc gaccttgetg 2520
tacaggacct cgacctagct ggctttgttc cccatcccca cgttagttgt tgccctgagg 2580
ctaaaactag agcccagggg ccccaagttc cagactgccc ctccccceccte ccccggagcc 2640
agggagtggt tggtgaaagg gggaggccag ctggagaaca aacgggtagt cagggggttg 2700
agcgattaga gcccttgtac cctacccagg aatggttggg gaggaggagg aagaggtagg 2760
aggtagggga gggggcgggg ttttgtcacc tgtcacctge tcgctgtgecce tagggcggge 2820
gggcggggag tggggggacc ggtataaagc ggtaggcgcc tgtgcccget ccacctctca 2880
agcagccagc gcctgcctga atctgttctg ccccctcececc acccatttca ccaccaccat 2940
gacaccgggc acccagtctcec ctttcttect getgctgctcec ctcacagtge ttacaggtga 3000
ggggcacgag gtggggagtyg ggctgccctg cttaggtggt cttcgtggtc tttctgtggg 3060
ttttgctccc tggcagatgg caccatgaag ttaaggtaag aattgcagac agaggctgcec 3120
ctgtctgtge cagaaggagg gagaggctaa ggacaggctg agaagagttg cccccaaccc 3180
tgagagtggg taccaggggc aagcaaatgt cctgtagaga agtctagggg gaagagagta 3240
gggagaggga aggcttaaga ggggaagaaa tgcaggggcc atgagccaag gcctatgggce 3300
agagagaagg aggctgctgc agggaaggag gcttccaacc caggggttac tgaggctgcc 3360
cactccccag tcctcctggt attatttctc tggtggccag agcecttatatt ttcettettge 3420
tecttattttt ccttcataaa gacccaaccc tatgacttta acttcttaca gctaccacag 3480
cccctaaace cgcaacagtt gttacaggtt ctggtcatgc aagctctacc ccaggtggag 3540
aaaaggagac ttecggctacc cagagaagtt cagtgcccag ctctactgag aagaatgctg 3600
tgagtatgac cagcagcgta ctctccagcc acagccccgg ttcaggctcc tccaccacte 3660



51

01815471. 9 o5l R OHI15/1TH
agggacagga tgtcactctg gccccggcca cggaaccagce ttcaggttca gctgccacct 3720
ggggacagga tgtcacctcg gtcccagtca ccaggccagc cctgggctcce accaccccgce 3780
cagcccacga tgtcacctca gccccggaca acaagccagc cccgggctcc accgecccccce 3840
cagcccacgg tgtcacctcg gccccggaca ccaggccggce cccgggcectce accgeccccee 3900
cagcccatgg tgtcacctcg gccccggaca acaggcccecgce cttgggctcece accgcecccecte 3960
cagtccacaa tgtcacctcg gcctcaggct ctgcatcagg ctcagcttct actctggtge 4020
acaacggcac ctctgccagg gctaccacaa ccccagccadg caagadgcact ccattctcaa 4080
ttcccagcca ccactctgat actcctacca cccttgccag ccatagcacc aagactgatg 4140
ccagtagcac tcaccatagc acggtacctc ctctcacctc ctccaatcac agcacttctce 4200
cccagttgtc tactggggtc tctttcectttt tecctgtcecttt tcacatttca aacctccagt 4260
ttaattcctc tctggaagat cccagcaccg actactacca agagctgcag agagacattt 4320
ctgaaatggt gagtatcggc ctttccttcc ccatgctccc ctgaagcagc catcagaact 4380
gtccacaccc tttgcatcaa gcccgagtcce tttccctctc accccagttt ttgcagattt 4440
ataaacaagg gggttttctg ggcctctcca atattaagtt caggtacagt tctgggtgtg 4500
gacccagtgt ggtggttgga gggttgggtg gtggtcatga ccgtaggagg gactggtgca 4560
cttaaggttg ggggaagagt gctgagccag agctgggacc cgtggctgaa gtgcccattt 4620
ccctgtgacc aggccaggat ctgtggtggt acaattgact ctggeccttcc gagaaggtac 4680
catcaatgtc cacgacgtgg agacacagtt caatcagtat aaaacggaag cagcctctcg 4740
atataacctg acgatctcag acgtcagcgg tgaggctact tccctggctg cagccagcac 4800
catgccgggg cccctctect tccagtgtct gggtccecege tcectttecctta gtgctggcag 4860
cgggaggggce gcctcctctg ggagactgcc ctgaccactg ctttteccttt tagtgagtga 4920
tgtgccattt cctttctectg cccagtctgg ggctggggtg ccaggctggg gcatcgcgct 4980
gctggtgctg gtctgtgttc tggttgcgct ggccattgtc tatctcattg ccttggtgag 5040
tgcagtccct ggccctgatc agagcccccc ggtagaaggc actccatggce ctgccataac 5100
ctcctatctce cccaggctgt ctgtcagtgc cgccgaaaga actacgggca gctggacatc 5160
tttccagcce gggataccta ccatcctatg agcgagtacce ccacctacca cacccatggg 5220
cgctatgtgc cccctagcag taccgatcgt agcccctatg agaaggtgag attgggcccce 5280
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acaggccagg ggaagcagag ggtttggctg ggcaaggatt ctgaaggggg tacttggaaa 5340
acccaaagag cttggaagag gtgagaagtg gcgtgaagtg agcaggggag ggcctggcaa 5400
ggatgagggg cagaggtcag aggagttttg ggggacaggc ctgggaggag actatggaag 5460
aaaggggccc tcaagaggga gtggccccac tgccagaatt cctaaaagat cattggecgt 5520
ccacattcat gctggctggc gctggctgaa ctggtgccac cgtggcagtt ttgttttgtt 5580
ttgctttttt gcacccagag gcaaaatggg tggagcacta tgcccagggg agcccttccce 5640
gaggagtccc aggggtgagc ctctgtgccc ctaatcatct cctaggaatg gagggtagac 5700
cgagaaaggc tggcataggg ggaggtttcc caggtagaag caagaagaag tgtcagcaga 5760
ccaggtgagc gtgggtgcca gtggggttct tgggagcttc aaggaagcaa ggaacgctcc 5820
ctccttecte tectggtett tctctatggg acctagtaaa taattactgc agccacctga 5880
ggctggaaaa ccactccagg tgggggagga gagagtttag ttttcttget cctattttec 5940
tcctectgga gacctceccte tctcggettt acaaagacac agatacaccc cgccccccaa 6000
aacacacaca cacacacaca cacacacacc tccttaggct ggaacagcag agaatggagg 6060
gacaaggggg ctgattagag ccaagaagag ggagtgaagg agagcagagg gaggagggca 6120
gccetgttta cagtcacctg gctggtgggg tggcaggtge tctctctgaa ttaacccettt 6180
gagagctggc caggactctg gactgattac cccagcctgg ggtggcatcc aggggctcta 6240
ggaggtacct tttgctcctc accctggatc tcttttcctt ccacccaggt ttctgcaggt 6300
aatggtggca gcagcctctc ttacacaaac ccagcagtgg cagccacttc tgccaacttg 6360
taggggcacg tcgcccgctg agctgagtgg ccagccagtg ccattccact ccactcaggt 6420
tcttcaggge cagagcccct gcaccctgtt tgggectggtg agctgggagt tcaggtggge 6480
tgctcacacg tccttcagag gccccaccaa tttctcggac acttctcagt gtgtggaagce 6540
tcatgtgggc ccctgaggct catgectggg aagtgttgtg gtgggggctc ccaggaggac 6600
tggcccagag agccctgaga tagcggggat cctgaactgg actgaataaa acgtggtctce 6660
ccactggcgce caacttctga tctttcatct gtgaccecgtg ggcagcaggg cgtcagaatg 6720
tgtgtgaggyg ggctggggga ggagacaggg aggccaggag gcagtaagga gcgagtttgt 6780
ttgagaagca ggagatgtga ggaggaggtg acattgggga gtaggggtgg cctgaggagce 6840
cacctctgge taaccctgge agcacaagag gaaggaggaa acgaaaccca ggcnggcttt 6900
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ggagggctag cgtgactggg ctccgtgact gagctctgtg tgccagtgge tctcccctet 6960
cctcgectgg cccacgceccct ccttgcecccct ggcatggtge cccccaggtg gectctattcet 7020
tagctgtccg ggtgtgaagt aaatccttgg gcagtgataa cagcccagag tcaacagggt 7080
tgagataagc agaggctggg tcagatccgg gcgctggcac caggcccagce cccctccctg 7140
accccggetn ccccaccagce ctgctgcccce tggggtggne tccacaacac cctgggaatg 7200
gggaagtggt tctggttccc tgaccccttt ggcccaggca cgttgcctgt ccctegaccyg 7260
cattccccca gggcctgtge tgcaggcctg gaagccctga ttggggcctg ccaccagcag 7320
ccagagagct atgttccctg gcagctgtga tgcgctcagg ccgggccagg acacgtgtgg 7380
caggaggctt agagcacctg cctggggcct tcctctctca ggcaccagat ccattggttg 7440
ctcctgccta gaaccacagc ctagcacccc tgctccctec cgcecctaccac acccagcaca 7500
gaaactcaca ggaatgattg cgctcaggga aggcagagat gtgcctggca tcacagttta 7560
ttgtttataa accatgacaa taacagctgt tgctcagcac aggcctagca gagcccactg 7620
cagggggacg gcagcgggca ccagaggcct tgcctggcccec aacccaatgg gaacacccag 7680
actcagctgg gtccccaagg gagacttggc acattggcat gggtgtggga caggtaaagce 7740
atgcaagagg gagaagadggg acataagggg catgcggctg cggggtgttg ggacccaaat 7800
aaataaagca ggatgacagg gtccccttcc cctcaccagg aatgcctgac agcgtccagce 7860
cccaaagcct gcctgtccca aggctgtagt tcagcatcaa cagggcaggg agcttggcag 7920
ggcaagggca gagctggaga tcatgcccag tnttccaggt gccctccctc ccaatcagcecc 7980
tggggggcac aggacaggga tggagaaggg gctctctcca tggettgggt aacatgccaa 8040
aggcaggtca tagggcagac tcagtggggg tgggggcctg gctaacaagc aatggagaga 8100
acgggggcca tccagagagg ttggcagaag agagcccctg ggtcaagaga aaactttggg 8160
gaagacaaga cacgggagaa ¢ 8181
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