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Lo Pl 5 B W 2RI AT AR/ s L BRI 5 v TR 5 A8 A 2 AL BN TR
LR, BTR BRI A09 5 | FToR 0I5 R 75010 5 47-68 {7 2L )T 41 FT 27811
PUREAL .

2. WIAURIELSR | BTk K077 V25, B 75 v 00 S 33 0 52 v o

3. — A RBIT A GRS | BRI IE IR T 5128 47-68 A 2 ZE R T 41 BT 2/ PR K
DL e BT

A WIBUREESR 2 BT it B se BB AR, S, BTl i oA B 42 JE L84 5 FERM P-21308 {x
R AT IR GCY9 oA

5. WIBURIEL R 2 Tk i 58 se b oA, Horr, Pl i B 4 B8 LR 584 5 FERM P-21309 {x
A44SR GCYLT =4

6. 1R 405 FERM P—21308 {55 (11 44459 GCY9.,

7. IR 'S FERM P-21309 {538 (1 244598 GCY17,

8. WIBCFIELR 1 81 2 BT (977, Fodr, BTk i) 2 Bl LB BAS AT 22 20— AUR
B3R 4 5 5 T TR Pk

9. —PEHEMRER 3 ~ 5 T TATR B I T-00 52 B W 2RO PR s
B A BRI £

10. QAR EE SR 9 BTk (AR50 &, BTl 300 & 2 A T2 W sl R 387 R I 1)k
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X B E R AR AT IR B9 LR R e A

AR
[0001] AR WT K — e o B 6 RS UK AT PR IR S EE R HY , P i) 2 T
/NG R e £ A2 Pt 1) S S A BRI N 5 A 0 2%

B

[0002] {5 H A, ZEERIHISE 1 A7 & e, b i T3 BB E IS, 4253 bk
i E e O BER A 1AL, E e 5 3 A, iR E A s R AL 4 Fp
LAY, B R AT il T 98 B s S5 bR - 2 40 i (squamous—cell carcinoma) /N1
fifiJee (small-cell lungcarcinoma :SCLC) &4 T AT EB i e (adenocarcinoma) FlK
M fiises (Large—cell lung carcinoma) o

[0003]  JUH 2 /NAH Mafifides, i TR E PR, FUWRLR AR b R, L2 RILK 2 C
SE G MR AT M o DG TR AL 1036 %, X T 72 J) R 1 — 00 Bl 57 %) /) 40 i it
FERRRAL (Limited disease :LD) 3%, HAR AN 20% 0 T O H R 22 P i Al LA
MEZF 9 H (extensive disease :ED) 3%, W LAULZESE B LLVA .

[0004]  EA, HH T /0> 48 A e o B g ) R RBUIRR 1 vRr 5 BRI, A 27 VR 1 YR TT T,
A B, ST AE /N fifieE (non—small-cell lung carcinoma :non—SCLC) , F T4L 2297 21
ST R, AR T VR A IR YR IT i

[0005]  [KIIH, /0N 440 Mo it e A2 it e o e ) 5 22 L 00 R B LI VAR o IR EIE, BT DA, K At e
e g8 R AR /)N 40 M il e BEAT S8 S W, A TR e 16T T BRI E

[0006]  RIRIMIE JiEZ — BRI B . R, 8RR 25 3= 208 Ttk b Bz 48 i ges 1)
R 2, AF/NH e T &, A7 A6 B PR SRR . BhAh, X S St | vz A8 I R
I 968 ) 7745 AELRE R T A T i 10 50 1 e bR b e 40 e AR /) 4 o i e, i 103408 ER T 52 3
LR 2R, A7 A AR B 2 AR ME LR R0 ] R, BRAh, O T/l o , o) Mk 2 2 3
S IR s, RIS A 2 v 40 i 212 W g X ST @ 4 e . CT HHl SR UE N B
S, X DL S R BRAZ 2 e o

[0007]  UbAk, H TS Wi he (1) — 28k 7 77 35, 9 Wi 6 5 i A 230K A s SUE R
BEAE, 200 BB 1G B vy , HL 5 Bt IR FGA R I B R 56 o

[o008]  [AIth, IEAEREAT MR b s ) A9, LAfET 30 I S i {50 Py LYk A, £ B v A I It
Wl Ree W e . B Al ERE R R I 2 W e e AR B R SRS AER T 30
UL IR EY) -

[0009]  HH T 4 2RI 2%, Py LAIE S O i 5 A SR R it s 16 i I B2 BT 340 2
IR bR &) TR, B BT I ) 2L 2 S Bk i e RS A AR £

[oo10] 5 du1, b T fifi i e, 2 IR FEAT A BT R (carcinoembryonicantigen :CEA) B,
W Y PR AL Lex—1 P Jt s A T bR b fiz 40 o e, = 22 b 48 4 88 IR b e 48 i o A OC Bt iR
(squamous—cell carcinoma relatedantigen :SCC) ;%f T-/N4Hfufiides, EE L FAF H &
TeRr M EE LB (neuron—specific enolase :NSE) 28,
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[0011] AR, NSE AFAE 40 R 6k« (1) £ ] ¥ A I - 0398 1 FH PR A1 5 (2) vay7 5 il e
{E IR I e BT 5 (3) SRS s i 5 R I e A8 ot 5 (4) /MN4i B fiies i 5 5 IE H g e
(R s ZEAB /A5 DAL, X6 TN 0 J e > i, NSE A2 A 2 I Rg A i)

[oo12] H W & B ik (Gastrin—Releasing Peptide :GRP) 4& McDonald £& 7F 1978 4F
M E Aoy B i — P AR B W 2 7 W E F 0 B 27 A2 25 R 2 R iy i ik
(brain—gut peptide) . CLIESE ANBHAFLE GRP, JF T 1984 4F yo i Hi b A K GRP 2L
[0013] [ A [ 378 P L 155, TR DA A A2 R PR ER P 4 30 40 L 1) /I 48 B i g 1 26 4 2
R TS AR T, 52 T AR LS IR R & (adrenocorticotropic hormone :ACTH)
MIFRAS 255 16 UL IR TR, AIRAERT 77 I/ A0 i e A GRP DL e A6 H ik
FE AT 2R 3 wh (AELRISCHER 1) FFH, B2 T -AF P GRP IRATIEI I . B2l
SEE (RIA) 5 I/ Mo i 3 5 R AR LE, S BH Ry i GRP YRS o 2R, HH T GRP
PE LA o PR B, DAL I A o FEAIR, 641, T IR e 75 2 3 R ke 4 R R, PRLb i IR
IS FH IR A o

[0014] M8 b J5 HOAIE 58 0] S0, 6 25 Ffr 40 i o, 200 16 % M RNA B 4% (alternative RNA
splicing), 7/ 3 Fit GRP | {4 (ProGRP) (AELHISCHK 2) o X 3 A ProGRP, JL55 1-98 %
SERR ST AR AH R, 5 99 A7 LLG , i@ ik B FE Ik RNA BYHE, 8 i B AN RN M 2 5 R4 o 14
FEFIRI S 1-98 AL BRI PANLEF A% 'S 1 thonti e T SO BB R U0t B, A% & B )
ProGRP A 73 J7 41 PR S5 S ZE R TR FE W 9 5 I T A i 5 | I BRI A 9 5 R
7N o

[0015] 34§ ProGRP {15 1-27 fr 2 2L MR 1), b5 oA B Wb 22 70 WA 4k 1) Ji 3 GRP [0
Y RAFERR P HNARIE] . 3X 3 Al A T i R i R U Wl , PRAR A FR AR 127 2 SRR A A
JSCIRI AT GRP 5 LA K FH RS 31 A7 LA B2 FE 1R 7 40 A e )« AN LA i B WA 38 23 WA s 1k 1) AR
A ProGRP B&FEMNIK C K i BX (ProGRP-Cfrag) »

[0016]  Holst % (HELHISCHR 3) HIE 30 I X] HH ProGRP 55 42-53 A7 2 5L 1R 7 41 #4) 1
[RIIK CLAURRRA ProGRP (42-53) ) AF PTG AT IR ezl sg (RIA) , IR /)N4H i it 28
& M3 ] ProGRP 5 ProGRP—-Cfrag KF /&1 2R, 1% 774 7 B UTIE 2 BURAE , R A
i

[0017]  =FEEHEN T ProGRP 5 GRP AH LUAE M A (AR E 11 &1« BAKAE A 3 B ProGRP 3L [A]
B IS 31-98 AL HE PR 7 410 oAl 2 1 B ) 2 SE R e 1) A o HERH R 1, 48 FH F i
FEWR e M)A R B2 R (LU R R ProGRP (31-98) ) 1E Wi J5L 45 2 1 i U B i , 27 T
T T UTUE A U AR 1) e RAE RIA ¥ (AEERISCHR 1) o 3% 7%, A1 ProGRP B4 5 GRP
[FIFREAR 7 B R bR S

[0018] %75 VALE o T A HUER AR T A2 A AR, AELZ I 77 88 4 RINTR), BRI AN, Ay
10pM (77. 3pg HLJE /mL) , Rl AN BEDN 2 4 e A i 3% HH 1K) ProGRP {8, AR A3 2R PR N H o
[0019]  Jt4k, FiRHolst Z5H1 =52 55 1) RIA VA2 HHIvE, (Rlt, BAR I E ProGRP H B —
o BA R Re AT I 2 , (H AR R L Yo (sandwich) EAK, PR HfE DL S 75 22
1o RABE I ProGRP @A IR o BE <24 T 7EIRIR F 54T ProGRP A5, A 2042 s I
RPPE, LT E AR I VB AT H B4

[0020] (L1 I\ T #05E LL ProGRP /)N B fiiée FH bR d S 0 I R R R H R, TR T B
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B 75 (enzyme—linked immunosorbent assay :ELISA) A JE B A% FH J2 00 1 1)
{6 i R AU (¥ ProGRP M 3R (LRISCRR 1) o % VEEL) 2 /N I 3RIB 45, JF B HA
R (2pg/mL) , BRI H BTAE IR IR A3 202 S, RS NSE AHEE, 207 2% T/ 4 i
e K R BB e O R e

[0021]  JbAbh, SIAE FAZIN 5, B 1 /N0 Bt LAAE, AE ARt P 2 il i ( FROAR iR e
RS ) SRR N IR WA IR AR AR R /DN e /S 40 PR /)N 40 T A7) e 55 )
T, M13F ProGRP {EAH L1, tA 45 ] AR -3 28 e 1) 5 301 A BN R 7 IS5
[0022] 4RI, B4R ProGRP L GRP 75 M Hh AR e M e, (R 15 A 5 (1 IR b S AR EL
HIR IR 7€ (53 o BRI, LA ProGRP AR S IR 7 ik, A7 AE IR 2y, BRI 2 RIFE o 230
FER MR R R A R E R A1k CHEERISCHR 4) .

[0023]  FFHITF& T 48 ARG ProGRP (31-98) P I ¥ ProGRP (55 40-75 47 {14
FERRIRFE B ProGRP (55 40-79 {712 EE MR 2 Al A _ERIFTAR RSO g ik (LR
Wk 3) o IZTIELEINE T 4°CORAF IR S I SRAT LU B E A AL, OF BB s 55 L ASCHR 2 32
B T VRSO R R R AL o AR, 27U R SCHR 3 B SE A8 4 BT BOTIRAE, 7 %2
100 1 L F¢ 5 i, 0 LU (0 S e 2

[0024]  LRSCHR 1 LR)5 3210994 5 A4k

[0025]  &RISCHR 2 45T 6-98794 5

[0026]  &FISCHK 3 :[F R &R A TF W02006/117994 5 /M

[0027]  HELAH)SCHR 1 :Cancer Research, 1994 4F, 5 54 4%, 5 2136-2140 7T

[0028]  4ELFISCHR 2 :Spindel %, Mol. Endocrinol. , 1987 4F, 5 1 4%, 5 224-232 7T
[0020]  FAEEFISCHR 3 :Holst %%, J. Clin. Oncol. , 1989 4F, %5 7 4%, %5 1831-1838 1T

[0030]  ARLHISCHR 4 - ARK A (HICFEIC AR ), 1995 4F, 55 39 4%, 5 981-986 T

ZBEAE

[0031]  7ELH|SCHR 3 i E B 7V, W SR AE 4 FRA I R SR I R, B 1t — Db B
T B D, WITEIR PR b BEA8 I8 e P 75 1 A, JR e R B 08 . 4, R ARAT
5 SR 5 R ABURET B B8 /N BTN 52 7742, B8 S N ) (M AT AR IR AR B . AR IR A —
FOBT 6] ProGRP (13 52 7545, 12300 58 5 iE AR, F AR S DR A7 5 S A I R B0 T /DS, e
B/ SR S AT E .

[0032] AN BH R IR, A F &5 ProGRP [RHRF 52 DX I PRI HT A48 1 2 0 7 2 e 8 ik e b iR 2R
A, T SE R T BAR & R B

[0033] (1) —Fflll 5 5 vb BB JEUTK BT AR/ sl L B AEA 10 T 3%, BT 7 249 2 b DAL 1)
AU, BTk HUAR IR 5090 5 1 BT 28R 7 )5S 47-68 A1 2 2R IR 75 i 2
INIBURRAL

[0034]  (2) 41 (1) ATl ik, Horp, &5 Ry e S B I e v

[0035]  (3) —FFiHATFHG 'S | Fis IR A5 47-68 AL ZEE IR 751 BT 2781
PR RATL [ 558 BEPTIA

[0036]  (4) 41 (3) Pk sa BB, For, %P ik 4 IR (R g% 5 FERMP-21308 {7 11
Z25 g8 (hybridoma) GCY9 P=4:,
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[0037]  (5) 41 (3) ik iy s sa B HUA, For, %P ik 4 R AR dw 5 FERMP-21309 {78k 1)
FATIRE GCY1T 7=/,

[0038]  (6) %M {RjEg% "5 FERM P-21308 {RjE 1422598 GCY9,

[0030]  (7) 4HB{Ei 4% FERM P-21309 {75 123598 GCY17.

[0040]  (8) 4 (1) ATk 7k, o, Bk 2 ML LA FPUAR E D—FiE (4) 5K
(5) FAE—T TR HIA

[0041]  (9) —Ff HI T 5 5 b 25 B MO T 1 BlCHE B K i &, iR R & &
(3) ~ (5) FATE—IATIR B

[0042]  (10) 1 (9) Frakialsfl e, ik ik sm & A T s W s T8 7 3R I I 4 85)

A

It o

[0043] A W) 5 ¥ AAEAE it P B BEASUE TR A7 1K) ProGRP (IR N I E X 5, Bk T BE
SRAT 5 BT B0 52 7 VA AR R AR I R AU S 3 AT SR IR BOAE Wl AR B 5 VA A 5 52 B 5%
Wi\ BE A% SRAT - B vet BN 8 A5 O o 98 B, O 1 2 W/ 40 e e S50 » 5 R ILARE i 1
i AR » AL R i () Ak PEAZ A5 SE N 5 » ProGRP R0 52 B AT PRVRE & () Ab B i 73 L
REUS AT A E A, MEE Il SEMESR Ry o LR, AR I R B, A5 RAE Il 36 5l 5
L PPAS A A5 N, T DA 74 S CR AT FRURE & T AN 2 78 R DR AT FORE i EA T I 5E 5 WA i ] 1)l
SE T I AR o 1L, AR S B TR 535 AR 5 Rl SR80 E (1 TR S REA% o A s 1 X
LN N TR, LE I R BE W I A » e A (1 94 H

i =1 154 BR

[0044] K 1 BRAmHFEBEDUA PGCYI X A 2 H 0 IkG Rl (multipinpeptide) & R
8 AL R FEIR T AR N5 2 KN 45 & M E. B R R & 2 AL P A% S | PR
BRI G0 T, IR AL

[0045] [ 2 2FKoR B PR PGCY LT X i FH 2 H 0o IR & ik it 8 N IES A R F
FIRI R 2 BRI &5 A B . BRIR N & 2 KA T 95 | PR EREIE NSRS,
I E NS

[0046] [ 3 2R B PR PGCY24 X i FH 2 H Lo IR & k& it 8 NIES R LR T
SRR 2 BRI S5 AR B BRI R & 2 KT 905 | PR BRI 'S
YIRS

[0047] P& 4 REIRPITEDUAR PGCY12 X i 2 o IKG ik & i) 8 AN ES R FE R
SRR % 2 KIS A . BRI R & 2 KRR Y905 | PRI 'S
RN

[0048] [ 5 2 3KIR B g BEHLMAR PGCYS X i HH 2 Lo IR & i ) 8 ML SR 751
PR 2 IR S G i . BERR s % Z KA 9% 5 | P R R IR IR 90T, 9
MR

[0049] [ 6 /&R IR ProGRP (31-98) 15 £ Fft 53 v BT 7 AT UL AL IR R AL RIS T DK R (10488
XA

[0050] [ 7 & 3RO AE FH 5 2 R TR SR 5 58 AT-68 ALV 4 K45 & M Btk PGCY9 & PGCY17
(R0 72 v AR ME I 2R 1 o BREHER 7N ProGRP IR, AR NG

6
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[0051] K 8 R AREXAEM B (microplate) (AR Fi@d BT/ M TG (Fe) ksl
[¥] ProGRP (1] 8 50 B PR 5 A 24k ProGRP (¥ s B PR B o Rl 26 7 4% B0 50 IR 04K, O
RO .

BALHEAR

[0052] A% BH 2 — i T RE 5 R 1] ProGRP )55 47-68 A7 I E LR FE 51 B S n LR %
RS 2 B DL BAS [FIT AR, 38 e O S g2 I 52 VARSI ProGRP B ProGRP [ B AR 7715, it
& ProGRP IR B f#4) HLAT ProGRP (156 A7T-68 A [ 2 LRV JE o 1% e I e v B W FRRAE -
R A 7K SRR At AT V2 9 DR AT IS 0T 5 SLRS I SRR AN T B o FH G HEN X B AcE
HA ProGRP [ 47-68 A7) 24 SEBRVRFE 1) ProGRP IR BE A4 XA it P 25 () 2 g sl A
JE AT 5 A (R S R AT Rk — 2D B AR S N L RS

[0053] AU BH ) 77 v R ml DA T4 24 B8 4% 1503 ProGRP (158 47-68 i I 2 L1 /741
BT 7R PTUR R AL BT, PE A8 5 BT ProGRP 142 47-68 {7 1K) R FE B 5% HE (1) ProGRP
(R FRE S G o X PUARDILLE A B R BLAA

[0054] A J BH (%) 75 v A mT LIS FH R B4, 08 2 BB A% TR ) ProGRP 155 47-68 47 1) 24
SEIR P R N R ity 38 43 BT 7R B HTR R AT AT C AR iy 5 43 BT 2 (M BT IR R AL 2 Ff LA
AR R e BE BRI A F ER 5 FE BT AR PGCY9 AT PGCY LT, BTk [#) 5 Sl Bt 4 73
5l B 2% A2 98 GCYO FH A4 AT 98 GCY 17 7= A=, B ik 22 A8 98 GCY9 FH 2% AT 988 GCY 17 43 1] LA AR ek G
5 FERM P-21308 Il FERM P-21309 £ T 37 AT BEE N =M R EEE W5 BT & A) A=)
JEL Lo 3K 2 Pl AT e A i DAOR) A K AT B AR 7 I EE 2 ProGRP [ 26 31-98 £ 1 28 2k
% P2 5 LT 2 ik (LR s 2k ProGRP (31-98) ) 1E A Hi i, S/ B BB A4~ - 40 iy
(antibody—producingcell) 4410 K177 Vil 2 B A AT I8 4 L o 3K 2 Fofp 232 A0 96 40 B A T8 i A
FH ProGRP (31-98) P4 ¥ 4 I Fy 5 126 1 1R 4T BB 10 7= 2E PR ProGRP (156 47-68 i [ 2 25 1
N EAN S E DATNEARENTIEN O

[0055]  IXA¥, Ak B A ] DUAS A I BT AR AT DUB I Rk 777513 31 < LL ProGRP (31-98) 1E4
PUEL, BB/ B KR IR R AR T 38 L2 2025 2R S5 S50 3 ) 9 9% ) B e g B A 7= A= 4
WML, 2230 R 77 % 7 A R v B BTAR IR 2 AT R A0 M, A ProGRP K128 47-68 A7 1) 24 ZE 1
BRI Z Ik ( LUR 784 ProGRP (47-68) ) AT LA % 7= A2 AT TR PTAR R 24 AT J 40 il o 1
Ah, WA LLHE ProGRP (47-68) 1EAPURMEH . J4b, LR Rty UL AR iRk 2 1 sk 2 fL
MiEHH (Keyhole Limpet Hemocyanin) ZE#iA4s & M .

[0056] LA/~ B3 A 912K 5 B XS B 136 4T S0 % 1R 77 ¥2% o B ProGRP (31-98) S8 2 ik 5 95 [ 5¢ 42
PeFil\TiterMax Gold (CytRx A ) SEAEFILL 1 o 1IRA, {8 A BARRIE 18 L E BN A
T, A I S R b Sk, B0 TR R R AL B A R A LR AERC R VRN ILIAT N LI
Js N AT — A B2 AN N & I B A BRI AL B — IR g5 G, TR 1~ 4
Ja, CLIERER 7 AT 38 IR % o ARG, RIFEGREE Sz, R HUAXT LA 1) ProGRP T iA
M BT

[0057]  Hr A (I e vl BLiZ B DL 7 kAT, DL 1w og/mL (99K B 7E PBS H %5 il
ProGRP (31-98) , LA fE£L 50 u L [ & & s I 21 96 FL 17 &% € I (micro—titer plate) I
FALH, TACTWR M. F&0.05% L 20 ) PBS (PBS-T) 5% FLYE S 5, A T30

7
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TE o DE AT, ] LLH & 1% BSA 19 PBS S5 ZEAT 8 1. MHR B H K A L 2 i ik 51 2 2 ik =5
AbF 1M, A PBS-T # B B 30 £5 5 AT 0o A P13 V5 WA PBS-T UHAT RN RE, ik 78
ProGRP (31-98) , 755l £ & A KT £ AL 73 Sl s N 50 w Lo 7R 2508 T )Y 30 738 5 , F PBS-T
Ve, TR AL 20 AN 0 50 w L B AL (HRP) FRic Bl B TG ¥, 1% AT
H PBS-T S5 AT b 18 U FRE . TRAESIE T RAY 30 20Bh ), s i S AL A &1 R i i s
VRHEAT KON 30 4380, IS N 50 u L 2N H,S0,, 8 s Ase 1k, 52 25 FL RO

[0058]  7E A REicd (17N B A, UE SEXRT BT 26 7 LR B R 8h 785 BT I O B, 70
JERRE AN D o A5 FH 55 AR RE RGN BB BER (191 SP2/0-Ag14 2% ) FIEE & RS0 TRL G 1
Rl B Eh 40 B A HAT (R B RS S SRR R 7 ) B R AT e B 92, 7 ~ 14 RAE
A1 BERG LR B AT FR B IR RS RT R I, M 85 7% 3B M P RRm » Bk A PR R
S [ FHVEFL 4l e, 459 207 A4 B AR BRI 242898 o

[0059]  IE Lo LI TV AR PR RIPTR AL, AT LASRAF R ProGRP {158 47-68 A7 112
TR T A T s IBUE R AL PR » PURRAL 23 B a] OB BT A A B 2 0 Ik A B
5B L) ProGRP (31-98) % 4: 8—12 AN FEle 7 4144 i 22 Ik BR ProGRP (47-68) ) [ W
RIAT o AN, AT LA ik 7R AR i i B T AL AR IE ) ProGRP (47-68) B Fmoc i
8 Boc VEMFAT 255 BUI#) ProGRP (47-68) , A8 FF ok S 2 ) s VA FUHT AR AT 25 R IR s A
KA E o

[0060]  ARFEAEH 2 Lo IKA B A BUE ProGRP (31-98) I 4L 8-12 N ZEIR)T 4114 ik
(1) 22 IR DT IR ZRAL I 7 B 25 3L 5 E S AR R BHRe R AE (R B AA 22— PGCY9 3 iR ProGRP [ %
AT-68 S R LR T R PR A TP A 55-66 {7 S L T 54 T S /s IR BT L e o 1 2
BEDLIR. HhAh, IESEA & B AL 1) ) — A PGCY LT oA 22 /DRI 5 45-57 £ 2 LR T
H BT IR PR R AL B e DA

[o061] A B A s FH M B A4 W] LLYE B A BlAd A (microplate) b [EAHAL B A9
B IE AR IR AT AR i o W] DURR YR 25 S50 77 v 1 U B A d 8 7 B AT I AH AL B
PR 2 M A, A< B mP A8 F BP0 R ANRE I 7 B2 R A o

[0062] A BH Y 5 v R A Bl BiaR i e o S N sE vk, FLARBB L, &0 BLISA V. 3k
L ELTSA VERIZEA AR W] LIR R GEE e R BT Sy e ) ( H TR SC < 8 e R e e e
2 CENSRIR, 19934F, 22 il &~ & —) BB &R e e 7 it B hid 8 75 i
AT, A% R B ) S FF AN ) 77 ERE BRI R AR, W LA R IR TP kT

[0063] B[, ProGRP il / B B fig 47y m] DLIE ik A48 T 0 e vE A I = (1) A 3
ProGRP [R5 47-68 A7 [ 2 ZE 1. 7 91 Bt 2 7= P IR R AL I 2 —Pu Ak S5 7 (19 ProGRP A /
SRR I N T 5 (2) HZBUATHE R ProGRP AT / SRR S5 AT (1) Btk
[+ PR3 ProGRP [R5 47-68 £ (K28 5518 7 41 BT 2 7R I BT SR R A 1) 58 —Ho A S SR T 5 LA
Ko (3) Kl (2) P AR REZ AR T,

[0064]  AJ BH T IEIERAEE I 7] LR 7R AN o KL 1 ~ 10w g/mL (IR BEVSAAR T 2%
M (G, 0. IM BRERZZ M (pH 9. 6)) H B SR —Hu AR ) VR 55 1A 0 81k o ¥ e R T %
L, T AC TR . PBS SR G2l &AL IR G A 45 64— DLk &
FLIY P RE B 25 A % 2 1 PR S50 4 1 £ 1 B I R s v 72 0N N s 134T B - B2 3511
TS TR AL P a5 A iR 20 S35 P 70 10 ORI it o 5 ol PRV o R i )
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R BEIATIE WA . 16 3T CAA PR N RNZ 1/ E, &8 RS R
MR (B, S iR 20 ) PBS=T) K25 FLUENS 76 &AL s DA H I =4 i pR d il b 1 (1) 26
ZhuAk, RNV IL A E , W S LU, T SRR RAR IE N 7RI A —hi k. Si4b,
IRERARE R A 2 AN, &0 BRI B AR, 9] G 22 b brac i) B n &2 5 ] LLIE
BN

[0065] A% BHAS FH 5 va B HTAA PGCY9 il PGCYL7 3X 2 Fh B v [ i A4 [ 7 v (R RS ) 3R A i
M 2. 5pg/mL, e ERUAEH 250 L A2 . A R AR JLF-Re s I 5E AT 8 B AL )
ProGRP, IXAEIm PR A B T Ml JsAss 25 A, s A & () 148

[o066] AR EIER T Lk 77k LAAE, 38 @A FH T30 e A A K ProGRP Bl B4 1 ik 711
&, JCHSE T I E ProGRP A1/ BRIL PRV REAT /> 40 Mo it i 12 W sl Ak 27 2 I K2 B 2
RlE. ZRFNEEHED 2 FRA IR ProGRP %5 47-68 47 ({2 FE B T 2 /R T R 2
RLRPLIR, FoAth IR ] DT B3 N G2 —HUMREH . ProGRP ARvEA i Uit BH 5 A HL
M2 B o AE M RGR S B BT AR IE B, IR ProGRP 25 47-68 A7 2 S5 1R i 2
INIBURRALI 2 PP UL BRI RIPUA, AR A 5 e BB PGCY9 FHE se B BT PGCY 17,
[0067] 5 ProGRP il / BRI P AR W) 45 & P, BLAR e Adt I e #6 RU ProGRP (1) 25
AT-68 AL Z IR 7 41 T 7R DU R R AL P, AE , 78R AL 21 AR 30 iy I (e A
P D AR 2R N R] LS A X S AR LA B A

[o068] it f4]

[0069] DL 4128 St 49 5o A BHAE B — 2D Ol .

[0070]  SEjiEfd] 1

[0071] R4 & FI 28 3210994 5 (¥ SEHEH] 1 30 258 16 J7 3 ) % S04, 24 i K AT i 36
EHPA T | TR 2SR 7 A R 2 k. TR 3210994 5 (st 1 o, %
H AL GRP (31-98) , IEH#A RS2 GRP BT (ProGRP) [ (31-98) 4>, Rl L A S 24
ProGRP (31-98) ,

[0072] ¥4 ProGRP (31-98) & FRMREKE I (T6) LERELIL A 1 | 346N EAR
( 27~ 43 ProGRP-TG) {# & 0. 15M NaCl f¢) 100mM %R 22 i (pH 6. 0) # ks, 55 =1
TiterMax J&4 , il i ProGRP-TG B VZ . Bl il 1) ProGRP (31-98) ¥ Z ik 0. 05mg/0. 1mL
[PV IR AZ L) 20 RIGTEBEFE 4 ~ 6 JIRH BALB/c R/MRIMIEIS NG 2] 4 ~ 6 K. T
T4 4 FJa A8 s 5% , FHECHR) ProGRP (31-98) MK A 0. 1mg/0. ImL (A BE Eh /K 25
252 Ko mAMBBBIZIEER 3 K, Mz APz shWy b Jow e B, HF ARBIB b s
FH LR B 75 S~ 40 B, F RPMI-1640 B 7R AEPE% 3 U5, & 8- B S NERE [ AH [H]
BRI TRAOR o B 50 A 22 R B 2 AL A 100 5 14 T U ) /) Bl G R 4 Ak SP2/0-Ag14
I RPMI-1640 3532 BRI T, 441240 ML 2. 4X 107 ANF A BRAE 40 AR 2. 0X 10° A I B0
HRG . KRG 2 PP fluLl 200 X g B0 70 5 4380, B2 B, R HV] Envelope
Cell Fusion Kit (GenomONE-CF, £ J& )Mk x4l ) AT 40 MRl & . HmG 4 &F
RSN VR SRS I (DU 3 Pk &G ok KR HAT) (10 % iR 2R I (FCS)
IR A% -6 (R&D Systems) ) RPMI-1640 557535 M 88, TN E] 96 FLIESFER F1EIR 1 ~ 2
Jilo TEREFRZY 1 ~ 2 JH )G, AT H ProGRP (31-98) R A$LIR ) ELISA V%, 13 254808 , 4
HATIRG 1 HEXT ProGRP (31-98) AT e VAR e M 1) A % BH ) B e e i 1

9
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[00738] X T-19 2 2% A28, T8 F A BR ARV, {8 A ProGRP (31-98) #H4T H Fndifk
7= AR A R AT B — S A, e A3 2] 5 PRARATIRI 4N AL, 73] aw 44 4 GCY9.GCY17.GCY 12,
GCY24 % GCY5. GCY9 FIIGCY17 T 2007 4E 6 H 22 HAEAr FHAEKIREF KA 1 TH 1
FeH 1 A IRES 6 BMTAT BUE N R GRG0 5T P & R A AR O R (GCY9 TR £ R
4= :FERM P-21308 ;GCY17 [R5 4= :FERM P-21309) . 4k, GCY9 Fl GCY17 F- 2008 4F 8
H 5 Hr 553 E Frfam (GCY9 [ E Frfamdn s :FERM BP-10991.GCY 17 [ Fr iR 5
FERMBP-10992) .
[0074]  SZjifs] 2
[0075] (1) Rpil i St 1 il 3 7743 B AT AR & A /D R B & -6 KL igEE 75
J& (Hybridoma—SFM, Invitrogen 2w ) HEGFR, M r=A R RigEhiAHE G THEARA K
MR (Amersham) $24E[A K. ¥ H & 4428988 GCYI. GCY17.GCY12,GCY24 J GCY5 7=
A BT BT A W i 44 A PGCY9 . PGCY17.PGCY12.PGCY24 2 PGCY5. X T PGCY9.PGCY17.
PGCY12.PGCY24 J; PGCY5 [JEAY (subtype) , HRPEAE F G pi D i 1g 25 W ALEF & (Zymed 2
H) ) ISEE, B PGCY9. PGCY12., PGCY24 F1 PGCY5 24 1gG1, PGCYL7 K 1gG2a.
[0076]  (2) %E T ProGRP (31-98) [z B/ 741, FH 2 L IR G ik & A~ 2R R I3 AT
AN 2 IR 22 8 N2 IR TR AL 61 B2 K. FIAES AR N Rim4s & EME . 1§54
M EN L T — R P B, - PBS MR 1 v g/mL IR . ZEPLAEMEED
(avidin) [AAHA ) 96 FLo B e AR KT AL 23 S0 N 100 v LAG RS I &AL 3= 40 2 I
Wi, T ACEF . F40.05% M35 20 [f1 PBS 2203 (PBS-T) #4 & FL¥EIR )5 7E & FLh 4y
SIS 100 w LA 25 B e BEDUARRE AR | 1 g/mL RV 76230 T )RV 30 23805, FH PBS-T
BB AP 5 I FES LA 73 30 0 100 1 L BRI A AL RS (HRP) Axic Pt/ iR 16 Bk
W FIAESIRT O 30 40805, A PBS—T ¥435 FLUEVR 5 K, ZE&FLA 23 s n 100 1 L I
WV (& 2mg/mL ABZE 2.0, 9 u L/mL 30 % it AL SUHES I 0. IM A7 B e I 22 1 < pH
5.0), fE2508 N RN 30 23405, 43 W0 100 w L 2N B8, 7RI A2 492nm AL IOGREE .,
eI PGCYY . PGCY 17 PGCY24, PGCY12 2 PGCY5 X ProGRP (31-98) PN #8545 Bk ) S v 4 &
1~ 5.
[0077]  40FE 1 Fiiow, UESE B g FEHUAR PGCY9 5 ProGRP (57-64) 45 A HEH 59. TLah, Wi
Kl 2 FHE 3 s, UESE B s BEHUIA PGCY1T K PGCY24 5 ProGRP (31-98) HIZZEMR )T 41 1)
8 M IELL B TR I Z KNG & FHILHEIN, PGCY1T & PGCY24 ANRE A 8 N i%E 42 &
B 741, i Re R EE 8 M I 2 BE IR - A1 A4 ) 2 Ik BT 2R LRS- A S — 7 1,
4 JIT 7R, IF SE B T BT AR PGCY 12 5 ProGRP (34-41) 4548, 5 H BT J5 i) ProGRP (33-40) }
ProGRP (35-42) 454755, KILHEN, PGCY12 BEIR %] ProGRP (% 34-41 {7 ZFE/R 741 T 5
INHIPUR RN BEAN, UESE B 58 BEPTIR PGCYS 5 ProGRP (69-76) A1 ProGRP (70-77) 454 5i,
5 ProGRP (71-78) 454, 55 ProGRP (68-75) &5 &AR T 95, RIHEMN, B CfEHiiA PGCYH figiR
5l ProGRP ¥ 55 69-76 A7 (1) 2 & 18 /7 F1 R 45 70-77 £ (¥ 2 35 1R 3 91) i 2 I AL (R ) e Sk
Ao
[0078]  (3) 1kl Fmoc VA ik | FT7n(®) ProGRP (31-98) [ 4> & ZE 1R 7 F1 M4 i1 22 I
AT IR 4l. TEW R 6M JR Z K PBS 1, L 20 1 g/mL AR IR B W5 fif BSA, 7€ 96 FLICE % 2 i
(NUNC. Maxisorp) [J&FLH 43 BN 100 v L, ZEZI N E 7% 3 /M. i PBS #8417 53k
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W 5 UG AESFLA A IS I 100 u L FH PBS # N-(3— —H&IERIL )N — L5 — W itk
BzEh (EDC) MIN-FRIET “BEEZ (NHS) 730 LA 1mg/mL ¥ 5 VAT, 76 2508 T 15 9% 2 /)
IS, A4 70 L [ 2 1R BSA IIRIETEAL . FH PBS - ALUEMR 3 %, & 2 KA 0. IM BRR 2% i
W (pH 6. 0) FRE 5 1 g/mL IR AL, 75 96 FLIHE R & B 1) &AL 43 Alds n 100w L, T 4°C
BRIk, % 2 OB 2 I S5 E 2 K BSA 455 .

[0079]  FH PBSH4 & LUV 2 K5, 7R &AL 40 5l 11 350 1 L7 1% BSA 2% JFEHE K PBS, 7
il T EFR 3 AN, AR JE MR . AL AN 100 b L Bk 1w g/mL i B2 R & 50 v [
Pk, RS T RV 60 4385, FH S 0. 05 % mEi 20 [f) PBS (PBS-T) ¥k¥ 5 i, ZE &L 4y
AN 100 v L BRI AL (HRP) Fric I/ B TeG HUWEL, 76200 T RV 20 438,
F PBS—T $E 5 IR, R4 AL 43 BRI 100 w L EMVA (& 2mg/mL 4828 —J1%.0. 9 n L/
mL.30 %6 it AL SES I 0. IMAT IR PR IR 22 M pH 5. 0) , 7EZIR T RV 20 738 5, 7E25 1L
H RN 100 w L 2N BRER, 1 S S 452 1k, 7B E 492nm AL FIWROGEE o BR T A< 5 B IR 4% 5
SEREGUASL, RIS IEEGT T LA 3R 3 T Tzs i 3R01 ProGRP 1) 40-60 {7 )28 55 1% 1y 51) 44
B2 IR Ho 8 NIRRT 3 1) A8 1 ) 22 IR AN e A= S W 1) 86 e g i Ak GRP—3D6-2 4T
JRRAL . HAIR K 1 PR,

[0080] % 1
[0081]
Jik B EHE (0D492/620)

aa No. PGCY9 PGCY17 PGCY24 | GRP-3D6-2
31-52 0.008 0.008 0.008 0.008
42-53 0.009 0.008 0.008 0.009
44-55 0.005 0.004 0.003 0.004
45-57 0.004 0.004 0.004 0.003
46-59 0.004 0.017 0.010 0.006
47-61 0.004 0.074 0.057 0.082
55-66 0.134 0.003 0.005 0.002
57-68 0.239 0.004 0.002 0.003
40-60 0.003 0.160 0.156 0.097
44-62 0.040 0.297 0.269 0.243
54-78 0.376 0.004 0.003 0.004
54-90 0.399 0.004 0.004 0.003
70-90 0.008 ~ 0.006 0.008 0.007
31-98 3.304 1.391 1.041 1.624

[0082] aa No. :ZJEfR4W 'S

[0083] 4k | fArsw, W] LAIESERFST I 4 o so B BT ACRE 5 4 1R ProGRP (193 7 2 S5 1R
FEFN R R 2 Ik, FLITA 8050 1K 5 ProGRP (42-53) A&, 1 H., e btk 6oy 5
ProGRP (55-66) « ProGRP (57-68) . ProGRP (54-78) }% ProGRP (54-90) 4E&#5 ., sk, B
BEHLA GCY1T % GCY24 5 ProGRP (47-61) . ProGRP (40-60) % ProGRP (44-62) 45440, 5
ProGRP (46-59) 4E43EH 99, BB v [#Hi & GRP-3D6-2 15 ProGRP (47-61) \ProGRP (40-60) /%
ProGRP (44-62) %5410 .

[0084]  (4) F4sciifs] 1 4 4L ProGRP (31-98) H PBS #iké it 1 u g/mL [RI¥KR A, 7F 96
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FLASE T E M (NUNC Maxisorp) HI&FLH 2 mdsm 50w L, T 4T Fd &, H PBS ¥ %
FLBEGR 2 IR, TEFLH 43 IR I 350 1w L 25 0. 5% W82 I BE AR 2% RERE¥) PBS (pH 7. 1), 7F
B R EEFE 3N, AR SE R . AE S FLAR 3 IS N 50 v L R A S SRS S AR R A 2 1 g/
ml R B RV, I 19 s RV Sk 2 1% BSAL0. 05 % %2R [ TR H0 1 % 58 243 ML 4 i . 10mM
EDTA-2Na~0. 15M NaCl.0. 05% -3 20 [ 0. IM BEERENZE Ml v pH 7. 2. 2R )G, ZE&FLH 4> 51
AN 50 1w L AR R 1 1 g/mL ¥ B IR 9% 58 v BE DU, 7E 3R T RE 9 60 20 Bh. &% 1P, [E4H
1L ProGRP (31-98) 5T IS KR A4S, 58 B aEURIT 6 RN K5, HE
0. 05% I35 20 ¥ PBS (PBS-T) F & FLBEYR 5 X JG, TE&FLH 737l i 100 u L BRI 44
(HRP) FricHIPi/N R, 1eG LR, FEEMR T N 20 7380, H PBS-T #E¥k 5 IKJG , 7%
FLA 2 A N 100 b L S (7 2mg/mL @528 —JfZ.0. 9 u L/mL30 % i S AL E 7 0. 1M
FrRF ER B IR 2 ML pH 5. 0) , R 2R N Y. 20 73 Bh 5, fE5FL A 43 s 0 100 w L2N AP,
A8 SN AEE 1k, W 5E 492nm ARRIWEOGEE o K ASES IR FL (xR 24 100 %, FLRHIT % (%)
WL 2 fioR.

[0085] % 2
[0086]
ik B (FERTER%)

aa No. PGCY9 PGCY17 PGCY24 GRP-3D6-2
31-52 0.0 0.0 0.0 0.0
42-53 0.0 0.0 0.0 2.3
44-55 0.0 15.8 14.0 18.7
45-57 0.0 89.8 86.0 38.8
46-59 0.0 98.5 97.6 88.6
47-61 0.0 96.6 81.6 93.1
55-66 91.1 6.5 0.0 15.3
57-68 25.3 0.0 0.0 9.6
40-60 0.0 97.0 96.2 92.4
44-62 17.3 99.2 99.5 99.4
54-78 96.3 17.7 0.0 19.5
54-90 89.2 0.0 0.0 11.9
70-90 0.0 0.0 0.0 0.0
82-96 0.0 0.0 0.0 0.0
31-98 26.0 96.7 93.4 94.8

[0087]  aa No. :ZILM% 5

[0088] LIk 2 Frzis, MR 5L 4% . ro E DU AR L5 [ AH 2 IK IR 45 &5 4F ProGRP (31-98) f77E T
SRR 90 % LA_E, T 7E ProGRP (42-53) {74E N A& AT . . si Sk PGCY9 i,
iE 52 45 & 4l BT 80 % LA I [¥1% ik A ProGRP (55-66) « ProGRP (54-78) A ProGRP (54-90)
BT TR PGCYLT B PGCY24 Hh, 3F 52 45 4 4 BT 80 % LL 1) £ Jik & ProGRP (45-57)
ProGRP (46-59) \ ProGRP (47-61) . ProGRP (40-60) J% ProGRP (44-62) . %5 4, ¥ 7% [% i
& GRP—3D6-2 ™1, 1iF S 45 4 ik BH 8t 80 % LA _E i % Ik &y ProGRP (46-59) . ProGRP (47-61) .
ProGRP (40-60) J% ProGRP (44-62) ; 131 [ Hi 7K GRP-3D6-2 X ProGRP (45-57) &5 4 4l 55 Bl
W, 1 PGCY17 1 PGCY24 Xf ProGRP (45-57) PHIE M CL8 RIS,

12
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[0089] 1 bk (3) Pk, BRvT[EHI4A PGCY9 5 ProGRP (55-66) K ProGRP (57-68) 454y,
55 ProGRP (57-68) 44 L5 ProGRP (55-66) . MANE (4) W1, &L ProGRP (55-66) % 78
53 BT, ProGRP (57-68) &7~ 99 1T FHIT [ i o (Rl TA K B s B ik PGCY9 IR ProGRP [
% 55-68 7 2 IR T4 BT 2R BLIR R AL .

[0090] b4, MRAE (3) . (4) WIBLIRFRAL M 45 5, HEM 5 e FE PR PGCYLT K PGCY24 PR
ProGRP [{1% 47-57 7 I 2 FE 1R 741 BT B - M BLIR R AL 591, A 5w FE B4R GRP-3D6-2 &5
PGCY17 J PGCY24 AHLL, IR A2 C RIm K] ProGRP [R5 47-59 A2 R 74 I 27 K Hi
JRERAL . IO, B EHLA PGCYS 5 By LA PGCY 12 SRA NPT ISR AL At 8 AN ISz 5
&7 A RSP R R AL o 13— 2P HEMT, B FEHTAR PGCYLT K PGCY24 5 ProGRP (31-98)
P 8 N SL 2 R R P AR ) 2 KA G 6, IR ProGRP (47-57) 1) 11 MMELL R R T
T RIRIIPURIRAL . HEWT 5 B e BEDUA YU PR R AL UL 3 PR

[0091] 3

[0092]

13
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70-76 47-59

%5 )

55-68 47-57 A47-57 34-41

=
i
I

JURERAT (

PGCY9 PGCY17 PGCY24 PGCY1Z2 PGCY5 GRP-3D6-2

L RTINS

[0093] SEjf] 3
[0094]  fFAAC K BRI S se BB LR 5 & F 2 3210994 5 s 6 A 7 BTz 119 5 g B it
1R GRP—3G2, 223X X E ML 25 AE AR AT H A28 1 ProGRP 3 73 BKIEAT %852 « S 41, 40 &) STk
14
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3 FT7R, B AR GRP-3G2 AR5 ProGRP (¥ 58 84-88 IR IR 741 BT 7R T IR = A
HOE7INE NS

[0095] VAU LAE 4°C R BRI 1.4.7 KIE 8 MEESE A ~ HBET FRIE. #F 96 fL
TR S AL, DL 4 u g/mL YR EEAR AN 100 1 L & SR v Hifk (PGCY17.PGCYI.GRP-3G2) ,
T ACE TR . HE 0. 15M NaCl [ 10mM BEERZE M (pH 7. 3) Pk 2 )G, A 350 1 L
BV (& 0. 5% B A BRENAN 2% BEREG 1omM REREZE M. pH 7. 1), T8 2 /PINF. BR:
BHE, AR AL 100 0 L RN (75 1% BSAL0. 05 % B82 (B 1 % 58 Z Gk g bt
fifl . 10mM EDTA-2Na.0. 15M NaC1.0. 05% i 20 (%) 0. IM BERRANZE M. pH 7.2) A1 501 L
e RS, 78 3TCR R 1 /M. SRR (0. 05% L3R 20 [ 10mM B R AN 2« pH
7.3) PEV 5 U N 100 v L HRP FRic (145 v FEHTAE (PGCY12, PGCY17. PGCY9. PGCY5) ¥
B, T 20 N RO 30 380 FHPEGRMEPESS 5 %, I 100 w L IR (7 2mg/mL 482K —
J%.0.9 1 L/mL30 % i S AL S 0. IM AT IR B IR B i pH 5. 0), 3557 30 738, s
100 0 L 2N B R, A A S AT 1, FHACE AR ) 1524 (Microplate Reader) J5E 492nm &b (2
EL i K 620nm) IR .

[0096] LT AE FEAHAL HUIR 5 PRI PR A PAEBALASFE PR, 7T LAAERTRE 5 A7 2R
ProGRP [f138 73 B4 BT A 1 i @ 35BS 41 o X AT I PTARI4L A il 6 fros.
FHR T LA PGCY12 5 PGCY LT 204, 1] LA E A % A 1) ProGRP [ B fi#4) # LA ProGRP
[R5 34-57 £ 2 IR 7 ) FEARY) o« [RIFE, tn SR PGCYLT & PGCY9 204, AT LA 2 HA 5
47-68 {7 IR FE TR 7 51 K B AR 5 in 3 PGCY9 5 PGCY5S 414, W] LA 52 LA 5 55-76 AL
SR 5 (I P AR TR PGCY9 55 GRP-3G2 24, v LI E HA 58 55-88 1 (& FE B2 - 51 i
B s it PGCY5 5 GRP-3G2 A&, n] LA 2 HA 28 70-88 £ 12 25 1 7 4 I B ) o
[0097] ¥ VREORAF AT AL ) ProGRP Ml E( B R 100 %, 7E 4°C T ARAFE 147 RIIFE S
ProGRP EH UK 4 JiR.

[0098] 4

[0099]
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Frio A PGCY12 PGCY 17 PGCY 5 PGCY 9 PGCY 5
EAAHi4k | PGCY 17 PGCY 9 PGCY 9 GRP-3G2 | GRP-3G2

T 4°C B Pk R4 & w LU B B BK X 38k
1R 77 i} [ 34-57 47-68 55-76 55-88 70-88
A B 100.0 100.0 100.0 100.0 100.0
1R 105.2 100.5 100.2 88.6 85.4
4R 102.6 101.0 99.6 74.6 73.4
7R 99.1 96.9 95.5 67.0 63.1
B ES 100.0 100.0 100.0 100.0 100.0
1R 103.7 98.1 99.3 96.0 88.8
4R 109.4 92.3 94.5 79.3 75.7
7R 118.7 90.4 90.6 66.2 66.8
C 0x 100.0 100.0 100.0 100.0 100.0
1R 109.3 97.3 96.8 88.9 86.1
4K 101.4 93.6 91.0 66.7 59.4
7R 92.0 83.0 81.3 49.9 453
D 0x 100.0 100.0 100.0 100.0 100.0
1R 105.0 96.3 98.8 86.0 92.5
4R 101.6 90.1 92.1 68.5 75.0
7R 107.4 89.2 85.2 60.5 74.5
E o0x 100.0 100.0 100.0 100.0 100.0
1 X 97.4 100.8 95.2 82.7 78.6
4R 82.4 92.3 85.3 63.1 55.6
7R 85.6 87.4 81.9 51.0 48.5
F 0x 100.0 100.0 100.0 100.0 100.0
1R 101.2 98.2 96.5 89.7 88.5
4R 100.7 89.6 85.6 75.6 75.0
7R 95.4 82.1 78.0 62.0 69.4
G 0x 100.0 100.0 100.0 100.0 100.0
1R 99.3 99.5 98.5 79.8 89.4
4R 90.8 94.5 93.3 64.7 62.1
7R 77.7 85.8 82.8 45.9 50.0
H 0x 100.0 100.0 100.0 100.0 100.0
1R 105.7 104.0 103.7 96.8 98.1
4R 109.9 96.6 96.3 85.0 85.4
7R 114.4 90.5 85.2 72.5 79.3
[0100]  H g FEHUAA PGCY9 5 GRP-3G2 HIZL 4 LA B s B HL 44K PGCYS 5 GRP-3G2 45

B, K FE S ORAT | RIS 85 % UL b [ 52 v M43 LLARFF, FRAT 4 RESFF A 55 ~ 85 %, f&
15T R FTEFE S I S B PR 80% LA R o X HEF) SCHk 3 AT AREE , A4 ] RE 2 1
A7 393 8] 198 1R 2 1l 5K ProGRP 7R/ 414 5 L I Lys=79 [ C Ko UJWr, A5 5 5%
TEPEE K.

[0101]  BATTREHULIK PGCY12 5 PGCY17 FUZH4  BA 7 B P AA PGCY17 55 PGCY9 LA LA K B
SLIEBLIR PGCYS 5 PGCY9 2 A rh fR e LB Aa e I S iz i M, 76 PGCY12 5 PGCYLT A&
oL 8 MR TR 2 MEER (B AT H) B ARAE I S e sk BT RAE T ORI 110%
[0102] LAk, BT BILAR PGCY1T 5 PGCY9 R4 & 5 B3 5a [ Uik PGCY5 5 PGCY9 [l 4 &
FHEG, TRAT 7 RE, 58 4 AR e b MR 85 % LR o RTH TRAT 7 RI, AR FF
80% LA F Sz ig itk , 8 MFESL A 6 NP IRER 85% LL B S vE il XRS5 L
FISCHR 3 1CE 77 1500 E [ ProGRP [RIBF R AR LL , 184 B2 SE B Huik PGCY L7 F PGCY9 i
AT A0 52 (1) PR AE AR L AE 4°C T ARAF IS B AT D, VR I A S E o
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[0103]  =Zjifs] 4

[0104]  LRISCHR 3 ISt 4 10 BRI 75, K HuiRAR 558 B g FE BT R PGCY L7 5 PGCY9
(I G, BIFST T SR A A2 B S B PO A I 26 1A 7 2 P o B2 T 000 i ) 3000 e A ot o B U
[0105]  7F 96 LI EAR P &AL, IS I 120 v LA 5 e BE D44 PGCYI LL5 1w g/mL R S5 A
THURREW (5 0. 6M NaCl fJ 0. IM BRIRZZ M pHI. 6) RV, T 4 CHFRER .
0. 16M NaCl ) 10mM SR ZZ Py (pH 7. 3) BEH 2 IRJ5, I 350 1 L &=tV (5 0. 5% I
E AR 5% REREI LomM BEREZE M ol 7. 1), FHE 2 /NN, AT EA . B EHIE,
B ER T, TE)E, &L A 100w LL VI (A 1% BSAL1% 58 Z A7 4 il
0. 05 % & 2 A RN L 0. 05 % IR 20.0. 1% TritonX100.0. 15M NaCl.10mM EDTA-2Na.40 u g/
mL /N TeG 1) 0. IM BEFREFZZ Py pH 7. 0) A1 25 0 L W EFES, 78 37°CF W 1 /. H
BRI (5 0. 05% 3L 20 1) LOmM BERR 22 iV pH 7. 3) WEVR 5 UK, AN 200 u L HFRIABL
MR (7 2% BSAL0. 25 % & LAGMEIE e L 0. 05 % I 20.0. 05 % B8 25 [ R84 0. 15M
NaCl. 1% BERE .25 1 g/mL /N TgG 9 0. IM BERREFZE /P < pH 6. 5) #fiA HRP ARic 1) PGCY17
[¥) Fab’ ¥, E ST O 20 7380 VRGBSR 5 UK, I 100 v LR (7 2mg/
mL &P 28 [0, 9 1 L/mL30 % i AL SR 0. IM AT AR BR B IR 22 ML\ pH. 5. 0) , 3555 20 43
B, N 100 0 L 2N B, 46 I S AASE b, P sk A 5] 133G 5 492nm 4 ( S LEIE K 620nm)
IR . HobrvE e &l 7 Frow .

[o106] &5 SR, AR B 1 77 V2 5 ONE RS TR) 4 100 438, FE R R 25 1 L, BARFES &4
B, (R IE ST LRI 2T 2. 5pg/mL IR ProGRP « 1% 7R 8B 2 7 A% I i e AAE 5 P 1 ProGRP
WP 7 1 75 R R . A, 5 LRI SRR 3 (R SEEf) 4 1e ) 7 iR AR EG, 52 I (A
H 120 73 8p4a%ka A 100 2380, ME AL 22 1/4, B R EAANL 1.7 5,
[0107]  SLjiafy] 5

[0108]  7F 96 FL 78 & M & FL P, fn o\ 50 w Lol 2591 7 |, 16 (Fe) (JacksonImMuno
Research) HLiALL 2.5 n g/mL FIIREWARE T & 0. 5M NaCl [ 0. IM ik FRZZ /& (pH 9. 6)
FIVEH, T 4 CHE R . F& 0. 156M NaCl [ 10mM fERR 2% % (pH 7. 3) Yk 2 IRJ5, I
AN 350 1 LB (& 0.5 % B ABREN AN 2% RERE ) 1omM BEBRZE MR pH 7. 1), HEE 2 /)
o BREH PG, A\ T T 5L MA 100w L& F o EHLARLL 51 g/mL 1
WPERRET ROV (7 1% BSAL0. 05% Bs 4 I ER AN 1 % 28 SIS e il . 10mM EDTA-2Na,
0. 15M NaCl.0.05% 3 20 (1] 0. IM BERRENZE MR pH 7. 2) TR, 76 37°C RV 2 /)
o N, H RS EDUAR Fe 320 S5 AR L 2EPT/ R 166 (Fe) 454

[0109] AR5, FHPEEM (7 0. 05 % 3L 20 (1) 10mM B ER 2% B pH 7. 3) K FLUEV 5 X,
R AL 100 0 L VI (57 1% BSAL0. 05 % &8 (R 4N | 1 % 28 2 ML 42 B L 10mM
EDTA-2Na.0. 15M NaCl.0. 05 % i 20 (] 0. IMBEERANZE MK JpH 7. 2) A1 50 u LA Ak &
ZH ProGRP (31-98) (Opg/mL+200pg/mL.1000pg/mL) ¥4, 7E 37°C F N 1 /Mo iZ N,
B DA S AW EALEZ ProGRP (31-98) 454,

[0110]  FHYEVRME (£ 0. 05% I35 20 (17 10mM SRR 22 . pH 7. 3) PRI 4 Y, ¥ n 100 1 L
P BN (& 1% BSAL0. 05 % B B RN L 1 % 58 0@ ML g B i . 1omM EDTA-2Na. 0. 15M
NaCl1.0. 05 % L 20 (4 0. IM B B2 B9 2% i pH 7. 2) # B H HRP brid BT R E A
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D (Vector) ¥, 7% T MY 30 43%P. HVEGRBSER: 4 %, I 100 w L RIS (&
2mg/mL ZBZK "%, 0. 9 1 L/mL30 % i AL E A 0. IM AT AR IR BERR 22 vk« pH 5. 0) , K557
30 48k, IO 100w L 2N B R, {0 s A5 b o AR B AR B B2 A3 52 492nm 4b (S L&
630nm) HIWOGE . Rk 8 fion.

[o111]  IXEEHEFEHLIA T, 5 ProGRP (55-68) &4 (1) 5 e PR PGCY9 o 5 i M1
ERRISCHR 3 S8 4 o [ AE AT R 5 s B B AR GRP-3D6-2 AH L, 1 7R =2 3. 3 i1
fli. 5 ProGRP (47-57) 4541 PGCY17 J% PGCY24 & 7R K EUH IR 1 ) R 1%, 5 PGCY17 AHLEL,
RIS SEVT C A Ui [ ProGRP (47-59) ] GRP-3D6-2 Et PGCY 17 & 7w N 1t 4k, 51
ProGRP (70-76) BT PGCYS K GRP-2B10 7EIX 6 B 5g [E ik B s ok, R L e AT
FAEIT C A Ui (1) ProGRP (84-88) (1) GRP-3G2 S /n i e Wit o AR 1 6 B v B BT AR 1 1R
ST B I, 8 T AE R 5 55 A7 4 5 68 A7 12 IR 74 BT 27 I P R 2 A7 1) B 5
BT, A REAE LA RABS S HE I A 5 P IR ProGRP BRILFEARY) . LAk, H T PGCYS K
GRP-2B10 1 S W A, BRI TA R R 70 457 DL I 2 B 1R 7 4 B 2 78 BB 3 A7 1) 53 3
ORI S S PHEARS, 3 A T RS 58 55 4748 5 69 A7 (1) 2 L B8 341 T 2 78 IO SR R 07 1) B 5,
BEDLIR, A BEW UL s R BB ProGRP B FFARY) .

[0112] S AR 6

[o113] (1) &HwfEPLRE RN

[0114] 7 ImL 0. IM BERAIZME (pH 8. 0) FHES N B SCFE DA 0. bmg, U N O fE T
T R H ) Sul fo-NHS—Biotin (PIERCE) PI#FS 1gG © A% (Biotin) HIEE/REL=
1o 20, fEEW T EHHE 60 408, ¥in 100w L1, 5M HE B (pH 8.9) , 752536 N 4218
Pidk 10 738h. UL PBS A/E A I AHUE T B IR 1L 98, 15 B AW S AL B sT FEpu ik

[o115]  (2) & EHUARRIZAE SR

[0116]  7F 96 FLAEM I & L0, I 100 v L & BT EHIALL 5 g/mL RIRE VIR T
PUARTE EH (75 0. 5M NaCl [ 0. IM BRERZE M pH 9. 6) I, T 4 CRiRd . HE
0. 156M NaCl [ 10mM B FR 2% phy (pH 7. 3) PE¥k 2 K5, IO\ 350 w L &= AV (7 0. 5% Bk 4R
IR AR 2% RERE I 1omM BEPRZE MR . pH 7. 1), 8 2 /NI, AT H . 2B S
AL RN 100 0 L NI (25 1% BSAL0. 05 % BR 8 [ BE 4N 1 % 58 207 ks 4 il
10mM EDTA-2Na.0. 15M NaCl.0. 05% ity 20 ) 0. IM BEFRANZE MR pH 7.2) A1 50w L B4
ProGRP (0, 100,500,2000pg/mL) , 7E 37°C W 1 /Mo PR (7 0. 05 % ki 20 1)
10mM B EE 2%+ v pH 7. 3) PRV 5 U0 W0 100 v LA AV B AL I & v fEHUARLL L 1w g/mL )
W VAR T OSBRI, 18 2538 R RN 30 4340 . R I 100 u L S Y0 6 1 HRP bRicd
Pt AEMFEE I D (Vector) ¥R, 7EZI N KA 30 738h. HBRERIBESERR 5 K, IIA 100 1 L
W (2 2mg/mL AB2E . 0. 9 1 L/mL30 % i AL S IR 0. IM Ay A5 R ol TR 4 1 ik
pH 5.0), 3557 20 7380, M 100 0 L 2N B R, {5 il i 45 1o AR AR ) 152 G 72 492nm
Ab ( ZELP K 600nm) MIWRIERE . ¥ N N 5 AR (2 s BN IO, S HEH
R R NE O i N O s RV A BRI R N X AN ), W1 5 BT
[0117] £ 5

[0118]
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wELHEAE |PGCY12 PGCY17 PGCY24 GRP-3D6-2 PGCY9 PGCY5 GRP-2B10 GRP-3G2
AR 34-41 47-57 47-57 47-59 55-68 70-76 71-75 84-88
PGCY12 34-41 X O O X X X X A
PGCY17 47-57 O X X X pAg O O O
PGCY24 47-57 A X X X O X X X
GRP-3D6-2  47-59 @) X X X A O A @)
PGCY9 55-68 @) w * X X (@) @) @
PGCY5 70-76 A X X X O X X A
GRP-2B10  71-75 X A X X A X X A
GRP-3G2 84-88 O O A O @) O A X
[o119] % B ERI VM
[0120] © &=V
[0121] O A RN
[0122] A\ BESAIF) [ TR
[0123] X APV

[0124]  415% 5 JroR, & 2%, AN BEUESEAH R B 5o B Bk 2 8] LA A TR B S e £ AH 7]
B R R IAPUR R AL 2 SR 7 A S R IPUAZ R S N o o PGCY9 [EIAHAL I, 4124 4=
WEANBUIR, PGCYLT B PGCY24 Je WM B i, Ho IR oA GRP-3G2 J¢ PGCY5, - H 4K & GRP-2B10
K PGCY12 s ANBEIIESE GRP-3D6-2 1) st S

[0125]  F PGCY17 [&l AHAL B, 76 A A=) 2= AL BUAK, PGCY9 [ [ 1 & ir, Hdk A GRP=3G2.
PGCY5. GRP-2B10 % PGCY12, ANBEIESE PGCY24 A GRP-3D6-2 1) S W .

[0126] Kt PGCY24 [EAHALIN, /R h AV = PLA, PCCY9 Wos b FE Nt JL-FANRe IR SE H:
(EARENIY A

[0127] % GRP-3D6-2 [FAHALIN, VE AW ZEALTiLIR, 55 GRP-2B10 #H H, GRP-3G2.PGCY5 %
PGCY12 7 AH = i) R N

[0128] % PGCY9 VR4 M= APUAAT I, 1E R B AHPUIA, PGCYLT Bom i i e v, HLik
M GRP-3G2, F Ry PGCY24 K PGCY5.,

[0120] X[, [ AHPT A4S FH 5 ProGRP (55-68) 454 1) PGCY9 AR ARl 77 Hit4 b id bt
A% H 5 ProGRP (47-57) 454 1) PGCYLT il PGCY24, BY 3 AH &, [ AH i 44 48 B PGCY17 Fil
PGCY24 A R R 77 FrAR bR e LA FH PGCY9, AT BA sy SRS 78 ProGRP Bl F i
Yo

[o130]  TMkszAME

[0131] AU B T7 32, 1 ik DA e S5 1 2R A i P B BB RS E PR AF I ProGRP 1 A B 4)
PR R ALAE I E RS, BR T REIRAT S B B 8 7 A R RS I R AR, i HLREX
JE AR S IR AL 38 T VEAS 5 52 B 500, B8 R AS-F I van PRI 5 (B 5%, X I AP ProGRP ARSI A
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SEQUENCE LISTING &%
<{110>Advanced Life Science Institute, Inc. FRFNox#tdeumE dn BT B

{120>Monoclonal antibody against pro—gastrin rereasing peptide and use

thereof

B B W RO AT AR H A S B

<130>XJU9947544W0

<150> JP2007-278843
<{151>2007-10-26

<160>2

{170>PatentIn version 3.1
<210>1

<211>98

<212>PRT

<213>Human A&

<400>1

Val Pro Leu Pro Ala Gly Gly Gly Thr

1 5

Arg Gly Asn His Trp Ala Val Gly His
20 25
Gly Glu Ser Ser Ser Val Ser Glu Arg

35 40

Arg Glu Tyr Ile Arg Trp Glu Glu Ala

50 55

Ile Glu Ala Lys Glu Asn Arg Asn His

65 70

Leu Gly Asn Gln Gln Pro Ser Trp Asp

85
Lys Asp

<210>2

20

Val
10

Leu

Ala

Gln

Ser
90

Leu

Met

Ser

Arg

Pro

75
Glu

Thr
Gly
Leu
Asn
60

Pro

Asp

Lys Met Tyr
15
Lys Lys Ser
30
Lys Gln Gln
45
Leu Leu Gly

Gln Pro Lys

Ser Ser Asn
95

Pro

Thr

Leu

Leu

Ala

80
Phe
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<211>294

<212>DNA
<213>Human AZK

<220>

<221>CDS

<222>(1).. (294)
223>

<400>2

gtc
Val
1

cgce

Arg

888
Gly

aga

Arg

ata
Ile
65

ctg

Leu

aaa

Lys

ccg

Pro

gg8cC
Gly

gag
Glu

gag
Glu
50

gaa
Glu

g8C
Gly

gat
Asp

ctg

Leu

aac

Asn

tct
Ser
3b

tac

Tyr

gca

Ala

aat

Asn

cct

Pro

cac
His
20

tct

Ser

atc
Tle

aag

Lys

cag
Gln

gCcg
Ala

tgg
Trp

tct

Ser

agsg
Arg

gag
Glu

cag
Gln
85

g8C
Gly

gCcg
Ala

gtt
Val

tgg
Trp

aac
Asn
70

cct

Pro

g8a
Gly

gtg
Val

tet

Ser

gaa
Glu
bh

aga

Arg

tcg

Ser

888
Gly

288
Gly

gag
Glu
40

gaa
Glu

aac

Asn

tgg
Trp

acc
Thr

cac
His
25

aga

Arg

gct
Ala

cac
His

gat
Asp

21

gtg
Val
10

tta

Leu

888
Gly

geca

Ala

cag
Gln

tca
Ser
90

ctg

Leu

atg
Met

age

Ser

ageg
Arg

cca
Pro
75

gag
Glu

acc
Thr

288
Gly

ctg

Leu

aat
Asn
60

cct

Pro

gat
Asp

aag

Lys

aaa

Lys

aag
Lys
45

ttg

Leu

caa
Gln

agc

Ser

atg
Met

aag
Lys
30

cag
Gln

ctg

Leu

CCC

Pro

agc

Ser

tac
Tyr
15

agce

Ser

cag
Gln

ggt
Gly

aag

Lys

aac
Asn
95

ccg

Pro

aca
Thr

ctg

Leu

ctc

Leu

gce
Ala
80

ttc
Phe

48

96

144

192

240

288

294
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133 1 FRE6
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0D492/63¢C

20

15 |

1.0

05 |-

0.0

PGCY24

RN P P P P G AP

FERRT

K3

0D492/630

2I°

1.5

1.0

PGCY12

0.0 : S N Y S S I i — )
NGE P A P P P
BERR S
Kl 4

24



102084249 A W B B OB 3/5 1

25
PGCY5
7Y B R — - -
3 15 —— I ]
&
|
810 |—- - - - e
05 | S — B
o-o el A . Y DR S T W B B ¥ o L " L N [T 2 H, N Iy —d . N e
A P o> P N o & b P
FE RN T g P & G AP PEgF g g g
BERRS
K 5
31 50 70 90
STGESSSVSE LK LREY IRWEEAARNLLGL I EAKENRNHQPPQPKALGNQQPSWDSE
[QLREYRAWEEA
PGCY12 PGCY17 PGCY5 GRP-3G2
|EEAARNLLGL|EAKI
PGCY9
ProGRP (34-57)
ProGRP (47-68)
ProGRP (55-76)
ProGRP (55-88)
ProGRP (70-88)
K 6
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