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L. —FhH F-18 brid o TR 75, HAaHS
a) 1 F-18 fl& @ I N IE il F-18 &)@ 4554 s A
b) ¥ F-18 & W20 1, W — P ek 2 Fhn] i H T 5235 19 F-18 Fric i 4>

AIRCMIER 1 BTk 7535, o ik 4 6 IER 2 ik 7y 1 L& S EH T
AIBCMIER 1 BT K532, e Brid 70 1 8 A ik

UIRCMIER 1 Bk K755, o prid SRt B 40 B A0 B AEE

AU SR 1 ik 7532, Feh Bk (9 F-18 Frid i 70 7K P AR E -
AIBOMIESR 1 BT K532, Forb BT ¥ F-18 AR I 20 3R MM A o
WAL K 2 ik 77 1%, Horp #5783 16 B :DOTA, TETA, NOTA, NETA 5 NOTA F#i7

N oA o

XY/

8. UIAURIELSK 3 Frads (1) 7510, Frp BT K2 IMP 449 (NOTA-1TC R 2% -D-Ala-D-Lys (HS
G) -D-Tyr-D-Lys (HSG) -NH2) «

9. WIARIE SR | Brid sk, Hik— 25 A MRIRILH 257 343 B ATk F-18 brid
(15 F I AT F-18 drid (5 R T3 &

10, WIRCRESR 1 BTl i 7732, dE— D AdE .

¢) MAERFRICIHI T 43 B BTk F-18 Fric I T3 BN 4i4L I F-18 FRic 4>+ s A0

d) AL F-18 bric i Pl 5283 .

V1. WBCR R SR 10 BT (1) 751, 2erp Brid 4liqb (1) F-18 bRt iK1 21 MR 77 v — Ui 1
RN E I E-ECER

12, WIRCRIELR 10 Bk i) 7515, B — DGR H PET FREAF 523038 R Py 2046 1% F-18 4
W5 T 1o A AT G

13. —FhH F-18 Fric o T 7732, AL

a) {8 F-18 FUHl s S hl F-18 #2540 0

b) ¥ F-18 4 & W4 22 5 1, TR — s 2 BT il H T 5238038 1 F- 18 KR ic 143

14. —FH F-18 drid o T 7145, HAUHEE A 1F F-18 58 B 45 & 41 TR F-18 iy
PV E YTl Y TR N s

15. —FH F-18 #rid o T 1714, HAUHERAE A 1F F-18 SIl4s & 04 4F T F-18 i3
ZEMFRICHI 5> T o

16. —Ff P18 bric (18 A sk, ARG IER: 2 Tl & A R BUK F-18 & B4 5.

17, WIBRIER 16 Bk F-18 Fric & B pesk ik, b il & @it B 885 80
FERIEE .

18. —Ff F-18 bric (AR (1 ik, ARG %8 48 frd 22 A Sl IR 9 F-18 B 540

19. — PP E B F A (PET) [ F-18 ifg 7732, HAuHE .

a) fif F-18 FIEE VBX VA VB BUEE IR N TR A F-18 454

b) 14 F-18 S GWE R /71, Wl —FhE 2 A F-18 AR id 4 1 5

) TEH A IR id 40 78 e 4 22— FhEk 2 Pl Mo LR B B I 44 T, B ik
F=18 brid i 73 ¥t 3210 s/

d) JEiE PET 14555 BTk F-18 bRic 2 T 0 A AT it

2
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20. TIACRIELSK 19 Bk 077725, HeAr A RBRIC I 70 P 40 & ik F-18 Arid () 43+ 1
H TR F-18 Frid i3 it FH T 5218

21, WBURELSK 19 Brak 0732, dE— 0 A -

e) 1E F-18 bric iy 73 F it T 52138 /T, ¥ ik F-18 Aric )73+ MARFR LI 43+
BSR4 F-18 FRic 2> 1o

22. WIAAE SR 19 BTl i 5722, HoAb ATk F-18 BRic i 40 7 W) A% o0 A a] LLE B 2 B A7
TESR o

23. WIAURELSK 22 Pk i 53, e ik i 1k B S8R9 O IR R R0 e
JRE IR L e e FER e < O B0 | 65 i EL e U AR ) i e (e U R
BHEIE )« BB R AR IBAT I B SR P BRI O I oA ZE | FE i 0 ) 3
Uy~ o LRI TURRE 0 RS SE Bl TRAE AL, 288 RGO 10 28 L L BEARIE . ATDS Al i A4 Jek

24, WIBIREEK 19 Prik 97732, Horp Tk i) F-18 brid 953+ H T2 AR it o

25. WIAUCMIELSK 24 Prik i1 7732, Hedn Brid 52 4402 8 T e 44, BTik F-18 FRid i 43+
44 AL-"°F i RGD-NOTA.

26. WIACHIESK 19 Pk 77 2%, Hordp Brid F-18 rid 194+ H T e fs -

27. GIBURELSK 26 B iy fr vk, Hodp Birid F-18 #ric 4 142 F-18 ARt Il .

28. UIAUFNE R 26 ATk i 7775, S BTk F-18 bric I Faabu et A B e B A -
hLL1.hLL2. hImmu31.hPAM4.hRS7.hA19.hA20. hMN-14. hMu—9. hMN-3., hMN-15 Fil h1.243,

29. GIBUCREESR 19 ATk E 7775, A B b F-18 Fric i) 2 F A& F-18 bric i) NOTA, frik
F-18 Fric i) NOTA FH '8 Lyt 15 o

29. WIAUAE SR 19 BTk i 5 v2%, Hodb ATk F-18 SR 100 AE B Po ik Bk Fr B sl ik
Py AR 7] B AR Ao

30. AIRUF)ESR 19 BTk i 5 v, Horb BTk F-18 BRic i 20 1A F SURE S e B AARRE 1) B b
(A=W

31, WIRRIEE K 30 Pk i 7 v, dE— D A

1) R e DA T2 183, Pl XURe e DU AR A 22 /b — AN EE XS ] B ) A4 7 1
(V&5 G A RUR 22 /D — AN AT SR I B R 1 4567 A A B B8 [ 0 R R A7 A Fa 7 5 0 B
i, FTdR ] B AR A2 F-18 AR id i 73+ s F

1) 76 ] B ) F4 AR 2 AT, SOV AR 5 IR TR) DAAS R 5 88 ) it Js 45 6 (FD8URe 7 PR e
(Y NTEI AR

32. WABCHIELSK 31 Frik i 77325, Hor Bk 88 (m) Pt S A g AH X B

33. UIACHIELSK 31 Frik i 77325, Hor B 88 () Pt SR AE A T B A4 Lo

34. UNABCHIELSK 33 BTk iK1 77325, He o B J A4 A o 25 40 1R L B B BR B A4 o

35. UIRUR)E SR 34 Frid gy vk, o,

Pl EE it B N sk b s (HIV) HRAE R 55 B 40 M 55 35 K 8 55 LB
B O R EE A B 98 5 A0 1 I00995 995 B D i 90095 25 8 B8 2T 28 95 B3 AIMLTE 41 /A
TEE IR M 5 40 PR IRCTE 5 M09 05 55 /) B FLIRR 0 B K0 PRI E i 755 B A Vi B A
B EE RS EE IR N T 40 9 55 22 TR DT E — TR 2« Bl 3 L9 o 2 I

3
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SRR KPR 1 28 95 B« = 72 LU Jr 9 25 - VBR L 000 2k Pk 8% M i I 568 9 25« U 9 253 0 0 5
B ;8

PR 40 Bk B JCFLRERK B W8 I 2 [ B A I P R B DR AT T Y 2% S T i
RSB i R IR B £ TG0 IR AT TR A 25 R 1 SRR 3 MR T 1 0 o 2 L T« B X
I3 SN B TU AT AT R 85 1% 20 BT R AR A% AR 1R

36. UIAURIELSK 32 Pk (1) 7532, Herp AR iRk B - 45 e MEBUR —p (CSAp) Vi ik
HLJE (CEA) . CD4. CD5. CD8. CD14. CD15. CD19. CD20. D21, CD22. CD23. CD25. CD30. D45,
CD66a—d. CDB7. CD74. CD79a. CD8O. CD138 HLA-DR. Ta. Ii MUC 1. MUC 2.MUC3.MUC 4.NCA.
EGFR.HER 2/neu 5Z4%. TAG-72.EGP-1.EGP-2.A3.KS—1.Le (y) . S100. PSMA . PSA. JE# 25 [9
M%7 4 . VEGFR. EGFR. PDGFR. FGFR. P1GF. ILGF-1.JRAEHiJE . IL-2, IL-6. T101. MAGE BYiX
SEHRPIAE

37. WA EL Sk 36 Prid ¥ 77 i, Horp Bk i RURs S e e id G ik sl B, 1 B
hLL1.hLL2, hTmmu31. hPAM4. hRS7. hA19, hA20, hMN-14. hMu—9. hMN-3. hMN-15 FI hL.243.

38. —FPH T F-18 Fric il &, A48

a) @B, LIS F-18 T &9 ;

b) AR, A —DEE AN EE T R K, LIS F-18 545G .

39. WIBURIEESK 38 i AR &, 1 — A — e 2 B gz bt

40. GARCRE K 38 Frdk il &, F— P R I o DRl .

41, GIRCRE K 40 Pk ) &, b BTk a5 7 i DR 4 1) s R o

42, GIRBCHE K 38 ATk i) &, b Brid o IMP 449,

43, GIBCRE K 38 Ak i) &, i i <g Je B0 B L B LR

44, RRNEESR 38 Pk il 5 &, dF — 20 ARG — B0 e Bk, ik Bk A —A
B R v KPR 25 R e R —/\’%rxﬁﬁa&*ﬂé [ 455 e

45, WIBCRIEESKR 44 PriR kR &, 20 rp i BEHT S5 IR AH CHT IR

46. WAL K 45 ik il &, b iR ¥EH R IE B 25 = PTR —p (CSAp) i
LR (CEA) . CD4. CD5. CD8. CD14. CD15. CD19, CD20. CD21 . CD22. CD23. CD25. CD30+ CD45.
CD66a—d. CD67. CD74. CD79a. CD8O. CD138, HLA-DR, Ta. Ii MUC 1.MUC 2.MUC3.MUC 4.NCA.
EGFR\HER 2/neu 5244k, TAG-72.EGP-1.EGP-2,A3,KS-1. Le (y) . S100, PSMA, PSA ., 4 55 19
M%7 & . VEGFR. EGFR. PDGFR. FGFR. P1GF. ILGF-1.JRAEHi i . IL-2, IL-6. T101. MAGE BYiX
SEHRPIA S

AT, GOBCRIEESR 44 FriR G0 &, 0 — 2D A8 B IR s bR 5 BB I 45 & i SURe M
PUARIIIE BRI o

o O

w No
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AT EB R MFEAM S FRISHE F-18 FRICAEMES
)

[0001] 412X H i
[0002] A HI# T 2007 4F 12 19 HIEAC IS &A% 5y 11/960, 262 H Y15
BRI, AR U. . C. § 119 (e) TR 2007 46 1 3 11 FHRAZ RIS I ] 6 47
60/884, 521 5 IRIBUCR], I 23 9 2030 5% T LIS

A Sl

[0003]  FFHEdb sty o, Ak W K F F-18 e Bk (0 i 85 07 v, J0mT T4 o Rid
Wi T 5213838 ), F-18 FRic IR B i o 29 1, 000 22 2, 000Ci /mol. WH[{FH] 100 &
%07 Ci/mmol Ju[H P ITEEIE PR o BOARTE L8 Rl A5 N ) A I ad B vy B P, U2 7 HAth AR
S 77 2, AT DS P AR B TS B NOTA (1, 4, 7- =& 2% - T2 -N, N, N7 - =2 ) 5§
B—BEEy 5E )R P18 S AW), B, B I A% TR Bl R TR I RA% L R i K
B0 Piidkth, F-18 FRic i 56 A 75 B4l AL 0 Bk AR IC IR 7 B AR bR Ik . SEALZE L,
F-18 b ic [ IRTE A PR GG 2 AR08 18, 1 WIAE N IS

E=EA

[0004]  IEHLFRAEAR (PET) SufGEe0t T misr B3R AN PET Bl & o Re iAo 70T F
IEHTREHA (XEILBI, PF, *Cu, *Ga, *Ga, “Br, *“"Tc, Y f1 1) $rid. MFEN ZRI K
St 1) I FEL AR A FH 19 (R 22 AN R e e it o B M7 5 W ROV, Al 511keV v S
2R IAH I 7 ) R ST o Wt 14D L LT () B ) L P - EL T o o ol i 4 K 2 BT
TR . Wi RERGE, IE M7 PR AT AT A . 552 PET (A7 2 AT R W
B, DA IE B AR = A5 4l PET JEAHHLAS ORI 51 1keV v 528 B AR 55 AT O 2 %
Mo KEHIE R FIIVE 2 RIS A8 AR b th BT Hofh & 5, i 0 v Sk, o R 7 el B K
T A HA AR IE R SRR PET [FIAL 2, DML T & 6 B 5 1) ek 8 5 /s o
[0005]  [RI37 2 1 2 5 B Al 2 T 1, IR DR 2 3 B AU 0 1, DUARORS [RIA 3R B 2 50 )
ST L R ARV A A AESR L 2R TE BR AR G S . R
HAOKA, T L 3% TR TT e AN o AR A A 008 1 1 SR 1 30037 W 1 1), ot a2 S 3 K, T A=
7= R b2 FCAR AR B T B2 I TR A REANEE o F-18 (B +635keV 97 %, t,, 110 73%8h) HT
AR L 7 B A T 17 % S R 3 D2 T 4, T B ke AE I PET &5 AU 2%
Z—o AR F-18 BA RLIE . MR RIEE 2 1 H TR R i, 8 5 LR R Y
AL [ 350546 56 i » L8 8 AH BE U MR D i = 0 AR R it & AP AE N o T, ARl ™
VRN ™ PIAEAR P3O [F]— BB S A7 AE T8 4, DAL ¥4 [ A 1) 57 R DA PR ALCAE 1) 70 PR 28 L v
PEo Wi P18 14 2 B AR M )5y (i 2- 6 —2- W5 di & 8E (FDG)) , I Bk
WM AR AEIE T . Ak, R E AR 7RI 0 B ) 52 1k s A R s A
A7 s AT S PET FUEE [ A 5, ) 22444 B4 80 1) 57 3 3 A7 A I 5 L 8 4% 78 7 4t FHL 0B % 55+ b i
AT R
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[0006]  JPKIK) ML F-18 AR ic B bR i 2 A K by MR R 5RI A HPLC 44k 55, 28 J5 5 B brik
Kt HEPFI R EEHERARIAIE, BEE YT EHfeal. — P SEFl2E Poethko 4
NHIFRIC T (J. Nucl. Med. 2004 345 :892-902) , o gy 5 & gt 7 4-[°F] 528 Pl
(WilsonZ& A, J. LabeledCompounds and Radiopharm. 1990 ;XXVITI :1189-1199), 4K J5 ¥
SIRG A R8I HPLC ZEAUIREE &4, LARR 25 LR BR BN 48 & 58 K 2 R KiK. 4R F-18
BAKK W, Jrid A R VR A S B 8. (HAE, F-18 R I A 2 /i, ALk
¥ P-18 EHE 2 R THFEMN A SR E IR EZE R .,

[0007]  IXEETFVEUEATIN TS, IF HLF7 EA3 R R o BB 8 Sk = A pm i = fi / 8%
WAL K55 70 EATIAS R AT AL R E b JAE IR & il on) o /5 28— peadt  fi
B 18-F— A ic A8 1) 8 43 W R R BRI U7 ¥ 3745 B A3 1) B 3 o A TE £ P R A/
BUSAGR BIRE T, (A X RE R R A BUE 1IN A R 77 KB 22 s AR PR, DL s D #/E N 2
BIPR wey o LR S AR A Ak . O — P R B UL R AN &, TR LS iR B Ty
VR T WA BLAR

REAE

[o008]  FALY)S S B TR A TR 4h &, F I p— A iR . DT &R
SEA TR KRS et B DLAEH S L iE e &5 S U RS e . AR R 1R B e AT
F-18 548454, SR K F AR S F-18 B4 &M . B4 Il st & b Bk i 4 &
(BHAL TR, WA ) o ARIEXTSCRRITRERS R, TIIA BRI E (OB VR VIANEE ) Ak
M. AT DE .

[0009] 54, BRG] 1 5o 4 sl LA R 7 8 2 K, AR5 N F-18. % T an 4k
MR, 58 — AN 5 ikl RE S NE 2.

[0010] 4R iE % AL 42 2% & W 1F 1K 4 F2 %8 Martinez 2% A, Inorg. Chem. 1999 ;38 :
4765-4660 ;Antonny %5 A . J.Biol. Chem. 1992 ;267 :6710-6718) . ¥4 WAL B N F M F
AT 1R Rl B, U] BT SR 2% A AR AR N B R i (Li, Crit. Rev. Oral Biol. Med. 2003 ;14 -
100-114) ,

[0011]  FAZRIIHAR N T AR, JLPATA 855 7y F# n] &8 F-18 H T Rlifg B 1, HE I
B A AT ARG T AN 5 53 4 1 40 M BR A 2SR 2 AR 2 TR G AR — S2 AR S A HAE Y
AIRTAESE A . BAR TR T SE RS K F-18 FRid FIBKES 73, (H A2 1 2 A SR AL (R 35 1% 4 134
A F-18 kric JF A F R B 1, HAh 2R R385 4 F i W SR R AR K B i
SRR = X A A P 11 = 8 B S P e e 1| = R B 5 4 P e N R Lo R | N e S D e 1 T R NI R
B A = TR R 2 IR SR . A AU, TR RS I e B IE Y 2R
AN 524 T8 B 1) 55 505 B8 T P % P 400 i A 2 ) 26 1 MR B PR o 14 22 3R A 3 %
Oy TR AR, 48 R IR S Fp 28 0 BH o 40, AT 5 5005 ZH 4 RS o e 5 A O B 1 Rk
AT L0 f 77 v P18 did, AR / slefs . fE e szl oy 2, IXFE I B
JUEUR AT VLR AR T - 455 R - AHCPUR (TTAs) WIBUREELA A B, AT 2 A
TTA- G5&HURBU BB RR 77321 F-18 FRic, 31 FH T 8g (1 A AT / kel , 491 21 i
i PET B L ANE AR

[0012]  7F T [ ) 3 46 S 5] b, 7 8 1 1) F—18 bR (0 JOR ] 6 Ay Ast A 00 S i B 22

6
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PEGUAR BGT AR B FIURE [v) 77 32 0 ] B o] FRAA A FH T R H o IXAE LT, Pk el
PR B AL B BT 5 508 SO RE AH O (R ) — AN B2 AN G5 B AL, T S84 b — AH
FPUR B E B S B AR R DR B8 R IR AR R A s 2 4l B 1 B s A e ) 7 AR
BRIRIIBUR o 58 AN G A7 R RE S PR 45 T ) PR A o S P DU S 1k B 2 o e
U PIEL 7] TV AU A (S0, B an 26 [ L85 6, 962, 702 5, g sy Al
FIRHIFEAART) o AHABIHE, 50T S8 ] PRI RG) R A 25 IR P A By Bl 2 AR s 23 iy ([
), AN HSG (IR BR I WE H 2B ) 456 1 679 BwfEdifh. — RIS, 76 T W) J7 i
o ST SRS S R 2 R e MR, IR R S A s A S BUR S o At S E R I
[k R &5 PR NI ER DB IR 5, 190 40 F-18 BRI (KA S8 i) A A T 5 5 0 5 5
i AL ML DA PUAR S & , AR B il i PET 44 4r B IR

[0013] {5749 14 St 77 2oy, 1 40 i I ) S RS2 A8 ) 550 T 5 DOTA 56, SR Jm 43
55 NOTA &5 & 1) F-18 B 4t S Whric . MERARIR S ARRE 17 7)) 4068, B 40 TAL3S (HEHK
A oa, B, 2R —F RIS ) (Liu 28,2003, Bioconj. Chem. 14 :1052-56) » A4
HII AT 55 DOTA NOTA 5% F-18 < J8 255 W) ) 75 AP -6 48 BIAR LR FE IREE v 571 w] T
FORDRY I T HoAUSZ K 1r) 791 2 AS A U IR 5 1 G A KA 22 52 MR8 /) 751) Tn-DTPA 22
Ik (TYCO®).lnr I SCHTE, F-18 G Jm 454wl 8 e HbAT I DTPA 2445 30 T ped% H 1
NODAGATOC ik ] LA ATF-18 #EATFRic I T AE KA Z 2 A4 7] (Eisenwiener %8 A, Bioconj.
Chem. 2002, 13 (3) :530-41) o {8 F < J& B 5 W) (1) 52 AACHE T A% Y A 77 V2 @ AR sl L 1
A TS S sR AR 1 77 (0., 13 Andre %5 A, 2002, J. Inorg. Biochem. 88 :1-6 ;
Pearsonet al., 1996, J.Med. , Chem. 39 :1361-71)

[0014]  HI T3 1d PET #14  F-18 ji AR i) B AR B AR AN 38 8 A 2 AT A 5N ) (20,
) i 3& [ & R 5 6, 358, 489 36, 953, 567 5 ;Page 2 A, NuclearMedicine And Biology,
21 :911-919,1994 ;Choi 28 A, Cancer Researchb5 :5323-5329,1995 ;Zalutsky 25 A,
J. Nuclear Med. ,33 :575-582,1992) HA[{# HITAT 2R CLANH PET SR HORTESEE .
[0015]  HAR T IRSLIIR B F-18 & J@&-A Y)W H T PET Mg, SR H AR N ik B iR AR
E I8 — S AV WA T I AL-27 FF-19 28-G4tm] DUEHE 22 NOTA B b2 &
VR #E 22 IR S HAm AR I R A AE MRT J& 3250 BT ALF NOTA 455 Wik nl & 2 A
T MRI g% . Bl ALENOTA fi74E4 e n] FH/E PARACEST MRI Bf% 7 (Woessner et al.,
Magn. Reson. Med. 2005,53 :790-99) .

R 1 152 BR

[o016] AL T 41 LA BH A< i B 0 s St 77 2, (H L AN B FR il B R AR (1) 3=
17 -

[0017] K 1. s~mfIPEIL IMP272,

[0o18] & 2. 7/~ ik IMP28S,

[0019] K& 3. /~fIMEIK IMP326.

[0020] & 4. 7RMFIPESIK TMP329.,

[0021]  [&] 5. 7RfFIPHEIK TMP331.

[0022] K& 6. Mk IMP332,
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[0023]  [&] 7. 7RfAIPHEIK TMP333.

[0024] & 8. /RHIPESK IMP334.,

[0025] P4 9. /- K IMP349,

[0026] 10. 7= PERK IMP368.

[0027] 11. 7~ PR IMP375,

[0028] 12. 75 PERK IMP384.

[0029] [ 13. 7~fo Pk IMP386,

[0030] [ 14. 7B Pk IMP389,

[0031] [ 15. 7~ Pk IMP449,

[0032] Kl 16. BRNEIZRBIPEIK IMP422, TMP426. IMP428.

[0033] K& 17. /<M1 NOTA fiT4EY) .

[0034] & 18. 7-f5PE NODA- k&hHs) .

[0035] & 19. HABAHA TF2 B LA In-111 F1 F-18 FRic iy IMP449 7E /N i,
HH LB AR A

[0036] & 20. A HA A BA PR TFLO XURe 5 HT MUC-1 LAk M In— FRic XL
HSG ik (IMP 288) 7114 A IR J8d il 5% o

[0037] P& 21. FIH " T- bRIC KRN TF2 XURE S EBT —CEA B A AR ] 2245 BRI i R A e
NK s i it PET 4

[0038]  [&] 22A-22D. B MR7RBIMEH T F-18 Fricd B & 77 .

N YR

[0039] £ I I HHiIAH, AEH] T KEARTE, JR UL LT 2 ME T HARASCR A TF A . R
TR S SRR AR TR AR A0 L B S R 3 5 SCAE T

[0040]  QUASCHTHL, “—A" BB WA/ — B E T A/ R

[0041]  AuASSCHT AL, AT “A07 R sl al A F-Fa A HOR s B o BIERAE 53 407 B, A4
ATE 24 W R A 25 [F) T R0/ B

[0042] QAL A, “20” FRECT IR 10 % FRISEHE Py 4, “25 1007 /23R 90 %2 110
Z AT HL T

[0043] QAL A, “HR7HRK AT 2 AF1 100 ANREERR IR AR 7] EARE A FEA T 2
A0 AN FERRIAE 2 18] SEALIEHAR A T 2 S 6 DR FE IR IR 2 RV RARAFAE AR
RIRAFAE N BIERR R F A “REERR” 7 LU L- R D- BRI A AR A
ST B BRI

[0044]  WIASCHTHL, ¥ r b s 4 S MR Brac 1 23 1 P 3 B AR IR g bric 7 12 “ 4t
ALK, AT T AR AR 12 731 2R 70 ARN TR AR (5 T 5 2 o RN o — Bl SR I 7hR i 7 1]
P2 A LR EE R B bR RR AR IC 2> T BB &0, BASEART215 1 95510 © 905
15 © 85320 : 80325 : 75330 : 70340 : 60350 : 50360 : 40;70 : 30375 1 25;
80 : 20385 : 153590 : 10395 : 5;97 © 3;98 : 2399 : 13K 100 : 0,

[0045]  QIASSCHT AL, ARTE “HR Ik 7 AR EANER TR0 B A5 2R HURIAR ), B S EAN R
T NGB bEREE (HIV) JERERNEE LA 75 TR RN 55 LB 25 SR 202 Al

8
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G EE I L0905 55 P B AU 5 B 98 2K T R 75 N IS /R 25 SR 0 B 40 1
W T8 A M 0 25 /D BRFLIEE 0 75 KIS PRI E i g 8 SR AU B 2 B RIS T B IR
e N T 40 B IR R 2 DA — TR S BRI 0 2 I 20 B KV 1 58
T4 T 5 18 LU S0 5 VR CEL 4 e i e G B2 28 0 5« P88 B3 R 5 0 B JC LB IR TR g it
2 A B A TR P R K B R W AT BT YR 2 2B T o MR A8 23 TR R I 98 BR R L £ R ALK I A
TR M R JE A SHE L R e A A R B T T JBR PR 23 ST BT YA P A AT B 45 0% 2 AT
PRI A AR A

[0046]  GnASCHT L, “HE ST R IR YR R FRAEAT 4> 7 A BV A &1, AT s 2
F-18 bRt &8s 77, A F-18 dRic B4 & sk o TR SR 5 0 T o m] LA
FEART CL 50 BHE 5 70 B DR 50), AR AN R T-HI0R MR -

[0047] M Ji] [ RA A 1A R

[0048]  FEHELESTE Ty A rh, F-18 bric (38 43 1] DAL 75 KB Ath n] B2 ) A A . F-18 4%
WCRIIK (BREE AR ) n e H B S AR 40 e A0 2R o SR AR s LAt FH - g A/ B il
[RVRE s 4l o TEHA ST 7 U, F-18 bR i M IR T Ak B (A1 4 45, 491 an R FH SR e e P A
5 ANBE A E ] EE W A B AR IR 25 A6 i, 1S — AN BRE AN X5 S50 B IE AR ¢
[RIEE DR B 255 o BURE S MEHTAR T LU T80 a0 PO i) B2 AR, Herr B AR T S 1 152
R o 72270 /2 IS TR) DUASE U e ME BT 5 38 5T R 4 6 L RAT R 25 & HUR AR Th G Bk
A]EE ] A AR A0 F-18 brid K AT T 52384, 0] XU ik g &, MR A
A Mo s 2R, SR 5 F—18 A ict (AT A m] ARG A4 () 43 Af v] LI PET A9 R sl HAth 2 nFe AR
AT E o

[0040]  IXLER]HE [n] (A A R] LR 2 R 1), e B AN DO DA sl B 5 ml S n] 1)
FOY R A [ 7R 21 R0 ) 255 A A8 e, T ELARARR =4 T TS 1) 7 v RXURe 7 PE AR (bsAb) X
Z R FYEBUARI BEPUE AR I R o B KTRITE 5 [ 3 S e VA5 7 1) S, 1 238 7K 1) A PRIk
RN BRI o DRI, 88N T B KR S AR Pk 22 TR) P~ o X RT LA 0 4ok FH 23
IKREEGFNAHKIE VT 28 WL 5 A BB AR MR S . F3 4k, Wik B AH s i 1 ) ml
A ) FRYRA) FEE R B IV B G, 48 A B B8 A 2 T BRI IR, 2 B R P ) — SR UK PR ) — S 0
KM BT BREAAE, 3R] LIAT B

[0050] WA FHBA 2 /DA R SRR IR, UL 2 2 &2 10 IR, Dk ik
BARIM AT B E, BkN RS FEZ AW, ik LA KT 50, 000 18 /K 71
&, IF HAFHAE T2 20, 000 3 /K1 10, 000 1 /K BE 5, 000 18 /REA 4> 8 (5L
VPSR BT ) o S W, AT ) R AR R LA DY A BCE 23R, i Wik DOTA-Phe—
Lys (HSG) ~Tyr—Lys (HSG) -NH, (SEQ ID NO :1), 3rh DOTA 42 1,4, 7, 10- YA L+ 42l &
&, M HSG A 4 i R H 0L H 2l WE2E 1. 5 4h, DOTA W4 NOTA (1,4, 7- =% %% - B E4E N,
N, N” = =% ) 8 TETA (X - IR OB - W3 - W2zl 2/ ) & BiAR.

[0051]  A]HE ] (R AL ARIE R] AE FBESE f P AL S AR R AR 2 B R (40, D- 2 25 1% ) LA
IRAEAR P IR A P o FERT e St 7 X, FLAh = BE S5 440, 18 40 N FAE R AR 2 TR UL i) 12
HapiI 1=

[0052] st FH ] AH =2 o 1A B 420 1E A il AR AP R G IR A v+ ARTE B 3l K& B b 7 fdith
A B AE AT HE [y A AR IR o IR BUJS T B S 486 B0 B 28 S5 ARV B DR 2 [ (1

9
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W1 Boc K[ ) A RIS I, T N- Rk 5 ] 4 S Wedl LSS i iB s e o e IRir 2 A 2
B ARN G AN . 2 W Greene F Wuts, A HLE B BRI AT, 1999 (John Wiley
and Sons,N. Y.) o JJAHEA CLG H T 00R: e HEBU IR RGN, AT R AR T D) T,
P AR IR C— A s BRM, LA il 4 PN 22 JOAR T ER) 3 2 o

[0053] e R 1) 2P0 B A B S e SR FOR 43, 9 Ak A 2 P iR o A FH AL A U, i
HSG 2EHi 5, 423k Bom O BRI sl Sk o HSG 240 2= AR I Bi AR J& LN, 5 7] 25 5
BN YRR R U (S0, s [ £ 6, 962, 702 57, 138, 103 F1 7, 300, 644, &
MR SERE N BB 51 NS o BRI, #2635 M PR 25 G R X Bk sl ik fr
B FERE R

[0054]  EEGH

[0055]  7E—485ji 77 A, F-18 ARid s F Rl — A o KBS, K66
JE B T B B i AR PRI R Y I B . BE A R AR LR 1 & B 45 A T AT
. IF HT 5 Gy gl As #e o

[0056]  HFHIE K48 - B AWM AR 2- 5L -DTPA FIH: . ILHIR OISR . 15
WINOTA (1,4, 7- =& 2% - HE4% -N,N’,N” - = 2% ) .DOTA FIl TETA (%) - R st - %
5 - VORI 1 ) I RIE AR A] 5 aT i e FHAE F-18 2 & EL R £ Fh & 8 — i f
A

[0057]  HCrp Bc A0 FE AR ES & T BE 1 LR PR BUIEZE 1K) DTPA H1 DOTA- BB GRS T8 &
B PH B8 JUHLR TTa RN 11 Ta 5 42 8 P B 5 oA A A% i i 38 H AR 428 IR R/,
AE RS - B AV EWARTETEE W WK R B AR R B S50 i TR 45 64
RIMZHN R WMKRESFI 5T 2 &BREY—RAAH. "PEA L —FRRNE ST
BHBEULEEZMERE T . WmsE LR 5, 753, 206 ‘5 o AT ILEZE S 7], JUH
SEAR A FEM RIS ST DR 2R (Tscg—Cys) MR 2 TEMNREE LWL 2R (Tsca—Cys)
HGHRIARMA T4 Te, Re, Bi FHAD I 48 o 5% R T 2 AT R R R IHE 7
FTIRRR BH 8 7 B 2 SRR . A — R B AR S e A A . BT
K -DTPA - Hi J5 IH LA T 411 (Barbet 258 A, £ LH) 5 5, 256, 395 5 ) I HA S BEESE
B ) AT SRR S PR DA, DRIt 76 TOURE [v 52 560 7 8 R A FH e A A 00 DTPA 25657 A
THiG F-18 B AW I — B A TIPSR E TR o SEIRIR— AN SEH 2 Ac—Lys (DTP
A)-Tyr-Lys (DTPA) —Lys (Tscg—Cys) -NH, (SEQ IDNO :2) . HAhffEG#455) (i1 DOTA, TETA
%) TTHUR DTPA F1 / 8¢ Tscg—Cys FE M1, I H a4 H A k= 2EP0 — W -DTPA Mab [ AR
ABLAR B A e = AR iR 7 I AU i R 25 701 11 Mab

[0058] 5 —FiH IR EA T A5 NOTA- 934y, 4, 4 Chong 25 N (I F-HiiRsE A
RSFHERRE T A S I BEFC AR (1) A BB v F 7= 42, J. Med. Chem. , - T HH T 12-7-07,
WIS HIFAARI) FHT AT . Chong S5 N ATFF T 35T NOTA 2544 I BE C-NETA B {4
(= A MU R, FTIRECAAAE 5 T Lu B VB 45 A I SR AR NG TR s 14 R ENE .
[0059] VAR, AL PRAS [F] IR B IR EE A5 71 (@ A AR B S RAN) B
AT ER ] A A, DA SE 45 G P Rl AS [R] 0 Rl B8 B3 R P v (AR BH 8 - I AN TR R /N L B
GBI U2 R & P LIRSS S E 450 ) o X ARVTMMAFER SR (Hh—Frek
PRAIR] 5 F-18 288 ) 15 AN WAL [m] I AA A4, DA AR [m) YRR e P DA B 249l 3

10



CON 102123739 A WO B 7/36 BT

[o060] it FH /5 ¥

[0061]  7E AN [F] ) S i 77 28, XURE S 11 B0 A F00R] 88 m] f-) A 4 mT F T G IE W B0
SHALMLEE (W, 6 EEH 5% 6,126,916 ;6,077,499 ;6, 010, 680 ;5, 776, 095 ;
5,776,094 ;5,776,093 ;5, 772, 981 ;5, 753, 206 ;5, 746, 996 ;5, 697, 902 ;5, 328, 679 ;
5,128, 119 35, 101, 827 ;1 4, 735, 210 5, ‘EAIM5E B N A B 5 FHIHFAA L) o

[0062]  XURFSEMEDLIA (bsAb) FTF—18 frich (1 m] I g 4y A 1 i FH mT 300 ok 7 e P ] 3888 1) 1)
PR AR 2 R SRS (8] it B bsAb FUAARSR AT o TRFAIK) 7 B 0 it ] B 1) )l R 15 H R A B
25 M, FEA T AT AR 0 B B SR ST bsAb—F (ab”) , fTAE4, Wi I mT
B ) R AR BT 24-T2 /B (B3 48-96 /NI ) 1 S5 A5 B [R)KE A2 08 4 1 W R TgG-Fab’ bsAb
28 G W) 2 B W ) B T A8, DUt P T R e PR R R R R B 310 R B Y I TR K
FRINR) o 225 78 23 BRI TR] AL bsAb SB[ 5 AL I, i T F—18 b ic i m] 8 1] (A 244 o i
FH AT B0 ) R AR 2 5 BRI IEAT RS

[0063] LS 77 A K B 2 /0 = ANA R L 45 A 0L s i 2 A 4 45 G B A A A
W5 K 60/220, 782 [ &) g Frik. Ol il 20 i Ak 228 Sk AT BE JLA Fab- FE A Bl
KT MY EEAM. 2 WEETHE S5, 262,524 35,091, 542 5 fl Landsdorp & A,
Euro. J. Immunol. , 16 :679-83(1986) . 1 il il H0 782 LA R85 Fv 43 F (scFv) LB
BAZIPCREI S Z MG GEA . S WEE TR 5,892,020 5. —MEEAR L2 scFv
T RERMZMLE G EORC A TEETRE 6,025,165 F1 5,837, 242 5, A5
= scFv i TR =Mt gs &= A e T Krott 28 A Protein Engineering, 10(4) :
423-433(1997) .

[0064] WML, —FRFR A “XFHEEFNIBE 7 (DNL) FIHEAR S8 E s R] LLfa) St R n] S0 A4
HEEMEMKEY, O EH 2 MM A RSBV R Bg 59 . (20, 51140, 2006
A3 H 24 HIRASIZEE LR HE 11/389, 358 52006 4F 3 H 28 HERAT 11/391, 584 ;2006
6 H 29 HEEATH 11/478, 021 ;2006 4F 12 H 5 HEZAZH) 11/633, 729 ;1 2007 4 10 H 26
HAZAZ I 11/925, 408, ‘BRI 5¢ 3N B E T 5 FHEAARSC ) o e g it n] B T4
SCHTIREE SRR I T A G

[0065] W] FH ] £E XU S MEBUAR (bsAb) FTa] 88 [ My AR 45 25 2 )it T (& ). ]
A8 FH BT ST ML P T3 3], B 1] bsAb (10922 9 B pe R (M SR AL IR BLE R ) Fab”
Blo fE—A~52lHh, 750 CEAGMN  14ab) x HUAK bsAb, I ¥ Hodm KRE R Hu B T 5000 #E
Mo A T IHBRYR BE I bsAb, Jiti T MN-14 BT RS Ab (FR A4 WI2) , Ak i fE A B SEAL 1 Fab’
F B TEBRFILLERAN 77 S bsAb 254, L OB R AN T &5 - RFAE, ZERTFAE
HOR AR AR . ARG K F-18 bric 1 P] #E [ml A R T 529897 # - bsAb [1] MN-14 & (1]
WI2Ab A Sy, FF HHSE BRMLEIA R T HAL A FFIALH] (20, Goodwin 2 A, [A] ),
JR R A SR, 4 WI2-Fab” J& &6 73 SRT, AT G I THEBR A T A&
V)2 TN, BT DU AT 0 935 B3

[o066] il 51 At FH

[0067]  F-18 FRic s>+ W] LAl & A3 B & — Rl 2 Fh 252 Lad A, — el 2 Fh i
HERY BUE TR WA G . X LEH A0 m] R A AN 7 2 e 2 2% H A SR
g YR (R F-18 FRid sy ) 5—Fhek 2 Mdhae Hid & B RIA & BuRE Y. Jow
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IR LG b i KR 2 2 EXE A IR IEFI— 5. A H AR P IEH Al A& KR EH . S0,
1 Ansel 2 N, 24 550 B0 55 250535 2R 48, %5 5 I (Lea & Febiger 1990) #1 Gennaro ( 4
#), B A I 2R, o 18 L Mack HYARZYF) 1990) K e ATHIE T L.

[0068] AN SCHTIR KIALA WIS 253845 /2 parental JE5T o 759 0] LUEHE KRS B ik
TR R VRS S I NS CRPHE OGS ) o« JECRER P, AW 525 b
AT 552 R TR A4 i e SR e v S B S (9 s v B B LA ) o X EEIR TR A 5 2
TEEFHTCTT 24P o X LCIE 91 Gt 37K S BRAE ECWS VR 381 250 B B R 0 o EV VR o AR AT DA
FHIE /KR T 5 ] 5 v A R SR o ARIEMRTE A2 5 % A pE EhK o Pl 570 mT LA
BN IR, Wi A E i AL AE AR R PR o, UL HE SR i R B ) o LA CTIRES 245
) HeAth 2 25 77 ABAE S FETE A

[0069] 07 F-18 Fric 73+ W il5RI 20 A 4 ] LA i ) 40 133 B0 Sl v AT 5 k4 24
S A G T LS s B 5], ZE 4 n 22 e 2 f A A h L o/ e A2 de. A6
] DLTE R PR B PR B 5 () A8V VB v B S LR T A7 A s L3 an 8750 A R /
B ORI R o mT e, BT iR 4 -G 0] LA DU AR XA A0 A0 5 A 18 1 81 an 2K B
TRE KRS -

[0070]  ZH-EW W] AL LG 25 W pH N 2575 pH 5 22 9. 5 JG[H I, ik pH 6.5
2 7.5, PRI N S IE S A TG Y 2525 Bl ez g2 vhan) (BaneEig . TRISCR AL ) &
FEBE -HCL BRATRIRSE ) VST o S IR BN 7R 1 48 100mM i [ il 55t v]
CLEA &, Bk 50 42 150mM K UL BB AL BT . 38 mT DAL 3 s AR e 1), 491 B
M EHE A, BERE A ZEHL R AR R OB ERE R A, AEWnT LA 4RI
BN ER K LR P B A AR VIR . IR, 45 25 77 2XnT DI oo 4y far B o vk Bk
Z KB

[0071] Y4 it FH SURE S RTINS, 491 40 76 PR 1) 2 AR vh, N 2R 45 25 B AR (1) 37 B B ke 1 45 e
S I 1 <R e N N = =TI 5 [N e = R S N T B 1 S S i Wy b= -t <)
H I, 77 224 52 5 Pk — e 1l & i RUR S PE DA, HEBLZY Img 22 200mg 6 [/ 24 5 ki ik
By, TR O FR R i T SRR SRR . U, R &, RIFESY
10mg B 77 K AR K AR B — A N 17 22 18mg HLAA Y6 [ P, o mT DU 155 vt e FH SR 1%
B SRR . R LLSAS B B T SR BRURE S BT 2= K 124 1~ 200mg, {1
% 1~ T0mg, ALk 1 ~ 20mg, K& ] A% A B v 5 SE AR )57 2 o

[0072]  JE, T F-18 FRic iR E Bk T2 PR 2=, 0 4 AR IR A 08 AR B iy 1
H 5 B AR 56 BT S0 o ARk, 7 5 F-18 FRic s 7B A& . F-18 brid 70 1Y
Y F BT DAL Bk . F-18 A ST I M R G B 2 5 48 10mCi .

[0073]  JBK iyt A

[0074]  BESRARY B ITVER / BCALG W) 025 M St 77 30T LI By Tt 7 52 1 1) — ek
Z M F-18 Frid ke 252577 ] LR AT B HR B 77 0 B EA R T Ok &2 8 5
FRes BN B« B SR 38 IEAE S B2 P B2 T LA PSS HEE P < sl ik P 8 PR i kv 5 o 490
W1, 1 F-18 A ic IKAE TR [ i i FH BsF s IR % DA R 5 7 e 24

(00751 LA VR 7 =t 1 52383 I AR AS 1 19 JUR AT 78 99 A 18 B A, AR e 510 F0 5 R4 AT LA
78 1 Jip it N R IR HH 99 IR . AR, RAAK S (R 7 SXAS  DRASE A R AT 52 oA P i o it

12
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[ 352 W) ek AL o v A ISP IR S8 Iy 77 v L) ( 22 I, #81n, Blondel e 55 N, 1995,
Biophys. J. 69 :604-11 ;Ecker Fl Crooke, 1995,Biotechnology 13 :351-69 ;Goodman #11 Ro,
1995, BURGER’ S MEDICINAL CHEMISTRY AND DRUG DISCOVERY, VOL. I,Wollf %, John Wiley
& Sons ;Goodman F Shao, 1996, Pure & Appl. Chem. 68 :1303-08) . Tl £ IR JZE 1
T3 WIS A D- ZFERR I s SR GE #4094 L 43 5 2 e IR IR ABEHUA) 5 B IR dn 4
A5 00 SRR AR, IR 26 T AR O A, W DU Tt & DR T 32 & 2k T F-18 4%
05K

[0076] 75 H2C S5t 75 X b, v ) DR B R m] DA — A B2 AN AR S R T T P A
%11 CH,~NH, CH,~S, CH,~CH, , CH = CH, CO-CH, , CHOH-CH, % , JF| T~ #h14& A 30400 1 77 123, 0 e
f¥ (40, Hruby, 1982, Life Sd 31 :189-99 ;Holladay % A, 1983, Tetrahedron Lett. 24 :
4401-04 ;Jennings—White 28 A, 1982, Tetrahedron Lett. 23 :2533 ;Almquiest 2§ A,
1980, J. Med. Chem. 23 :1392-98 ;Hudson 2& A\, 1979, Int. J. Pept. Res. 14 :177-185 ;Spatola
2 N,1986, Life Sci 38:1243-49 ; 3% + F| 5 5,169, 862 ;5, 539, 085 ;5, 576, 423,
5,051, 448,5, 559, 103, 73 AL 5 HIFAARIL ) o PRSI AT LLRILHAH L EATRI IR
VS s AR N ARE A/ sk

[0077]  w]feth, M A4 N Al / 58 C S IIME SR BH. (40 IR BE M, M IR AT DA o 1 s
e8¢, N, C v n] A H eI POINE , N 3w ] @i AR S B AE R IiE . IR AT ELERE EARH
W A1 K, 91 i AR BRI A 4 IR AL 4%

[0078]  FKAYAG € PEiE ] LA I ¥ D- 2 BE IR AR R AR TE i L- 2 AL 1R, JCIH 2 A8 Ik
Wy o AR RO B . A TR A 255 ATDD 1 e 21 2 B HOR LAy, i & AR BN D- &
R IR A IR (2 W, McBride 56 A,2004 4% 6 H 14 $248 3¢ H L H g 5
20050025709, HIE L5 HIFAARTC) o fERLESEE 7 5, 0t B AT / sk il 77
A iR, R/ BlE 1 BR] DL IR 24

[o079] e 0 JR3E 3%5 ¥A 97 IR 7 5 A HFAE Metha ( “Oral delivery andrecombinant
production of peptide hormones”, 2004 5 6 H, BioPharmInternational). Jk &5
T LA s B, A [ A 551 B 2 247, B 2 W TR 300 mT CA 9 g e (3 /K A i M 4 oy Ik o o 2
B o R FH A2 B AR 1R 58 B IR R AH X AR ) R RS AT IR B 45 250 B 1 % & 10 % Y [H
P o Jig B M) g IR B AR 0 500 1 i S B AR T N L e D i T (Ziv 5§
N,1994, J. BoneMiner. Res. 18 (Suppl. 2) :792-94. Oral administration of peptides
has beenperformed using acylcamitine as a permeation enhancer and an enteric
coating (Eudragit L30D-55,Rohm Pharma Polymers, %I Mehta,2004) . FH T CIARZE 2511
JOR ERVR T2 30 8 A0, B — R sl 2 A i B 1 8/ R A 300, R 29 ) s A R AR
JOR ER ) it P e e, HEPT B A A il s AR IR B ek 25 - (Mehta, 2004) o A HLER AT DAL & 75
JRHE T AR AL 738 , S B AR T T L I 40 ) i B L BRE PE (Mehta, 2004) o JLARTTERTH
T OMRESERTUES 5SE TR LM (PEG) HIWSEMEERMZ S, 1 SCRTBH 1 B g
{EF#fi# (Soltero and Ekwuribe, 2001, Pharm. Technol. 6 :110) .

[0080] = AEHUAAR 5 1%

[o081]  FRF-BE) Ab Rl IE A FNHY Ab A= T3k Az AR, 1n) S 2 MESh A Th i o6 1 58
2 b AR i Sz i (i (k) ~KLHCH A KLH 2L g 2 8, 3F Hon = 1-30)),

13
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R PR S B T AN T4 IR B S A () [R] — S 5 I, 70 A bk P s e =R 4
Mo SRJEH IR R4 e 5 Sp2/0-Ag 14 B filJ 41 Mufh &, JF 40 B 8455 ELISA 73 i fe
T RS IR IE DU M . 7R AR Ab (R S AT JE e AR G e 8 R IR A Bk
AT Mo X8y Benl A B 3 IK G AR Gy il es o X T Ab 425, 4 B Bl e 1) 2% A8 78 LA
fEREMS L PR G A ML R o IEHAR W] 17 A S A 3 mT A ) A R AR I — PP B 2 R 2 5
W (B, In (TT1) -DTPA 2869 ) IIHLAA. In(111)— XL -DTPA 5 50 [ /N BB /2 O 4N 1Y
(Barbet’” 395 . F ),

[0082] s FH ) B 1) HLAA, 491 4n A Ry XU e MEBTAR R 4 2, mT LARHE g A A& 40 0 1 22 Fh 4l
L 2 T SCE L PN PR AR S P IR L R e X SRR R T DR R AR A R, B0 L2
T M98 AL 78 i 968 20 B 3 10 B I Rg 40 L P ( TG V8 2 70 40 BT A% 0 A2 7 25 Pl 41 i 4 B
WA gstarh ) BREBRYR. M AH R EWFE tH He W erman, “ Immunodiagnosis
of Cacer” (JEIERIIZ1ZWT) ,Fleisher 4%,“The Clinical Biochemistry of Cancer” (J&
NEMIEARZEY S ), 38 347 T (American Association of Clinical Chemists,1979) Fl7E
2 [H L 4, 150, 149 34, 361, 544 ;1 4, 444, 744 ‘5 A TR IR LE, 43 538 1 51 H IF A A
o T IR AE BT S K] 5 BT R IE A0 FE Mizukami 25 A (2005, Nature Med. 11 :992-97) ;
Hatfield Z A (2005, Curr. Cancer DrugTargets 5 :229-48) ;Vallbohmer Z£ A (2005,
J. Clin. Oncol. 23 :3536-44) ;H1 Ren % A (2005, Ann. Surg. 242 :55-63) , 43 H| i i 5] H I
AN

[0083]  Herbeman ( WL ) CU¥ 8 AH kR 4 53 M /F 2 250, B 4898 B s iR 2Pt s
O B IR R FE AR DS HUIR  ALZUAH G BT R 28 B AH IS PR S A TR N IR PR s AR
A PR AH DG bR ) I 250 R b = A2 B A B e PR e e T R AR, 46 a0, N2 i
TEPERR I E (HCG) 1) B WAEEE PR (CEA) ) v X, ) on 35 M8 ot A KK %
IR AE R P BT R IR = A, an 36 B B384, 361, 644 F1 4, 444, 744 ST A TF.

[0084] N HRIF) I —Fibs A5 A 2 5 B0 ) . CAML— AH BLAE R 73 (TACT) « 2., Yu 5%
A Nat. Immunol. , 1 :252-256 (2000) ., f& S, TACT S B 4 Sk fihgdg (45 2, bR 2989 )
[RIAREY . BE—25, T TACT F1 B 4 B Rl ADT IR (BOMA) b Mg R+ [ 224 (— Pl
W FHCAR (APRIL)) 454 . APRIL RIFAJE B 40 Mo F T 40 Mo i pR S 3458, FF i1 T B 40 B AEAAR iy
PR BTG R B . APRIL 385 TALL-T (B#K4 Blys 8L BAFF) 5a4+ 52K 45 & . nl ¥
P BCMA I TACT ¢ 17 11 APRIL (1454, FEPH T APRTL— HilI3) Jt B 40 i 1) 3558 . BCMA-Fe
A /N BB S B FL I B (AR R IE T (Pneumovax) FIBTIARRI =4z, 22 BHEZE 1 BOMA FI
/ B¢ TACT [¥] APRIL 1 / 8% TALL-1 {5 5% R Al e b 75 1. Bk, APRIL-TALL-I
I BCMA-TACT JE/% 2 55 B 4 oA T 41 i Dy RERIERT Y A4 — Y 52 R 42

[0085] AT Hf5 & Pl slore BB (o A sIe ME 00 « /00 ML/ R s « A5 i « 28 R 1 &
Fo 2R B ZE 500 ) B8 M BB BT R nT AL 4 e e kBT IR —p (CSAp) i BT (CEA) .
CD4. CD5. CD8. CD14. CD15. CD19. CD20. CD21. CD22. CD23. CD25. CD30. CD45. CD74. CD79a.
CD80.HLA-DR.Ia.Ii MUC1.MUC2.MUC3.MUC4.NCA (CEACAMG6 8%, CD66a—d FiI CD67 L\ K CD138) .
EGFR.HER 2/neu. TAG-72.EGP-1.EGP-2.A3.KS—1. Le (y) . S100. PSMA. PSA . il &7 [ . 1%
524K VEGFR. P1GF . ILGF-1. IR FEHi i L IL-2. IL-6. T101. MAGE BIXSb4i R4 & . ThHE,
rIE ] A EEMPUIR (CEA) (RS 8 O 38 B AR 52 44 i/ IMRAT AR A TR 32 AR 4T

14
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AR AR K RS2 AR S N AR 32 R ST IR JHER/ 2neu A2 4RI Lt J g 21

I
/= o

[0086] 4yl K2 ubk B8 « 1 IS B 1 BF e 9% SR (1) A5 B U N, 3 iy BT R vT BAE B CD4,
CD5, CD8, CD14, CD15, CD 19, CD20, CD21, CD22, CD23, CD25, CD33, CD37, CD38, CD40, CD40L,
CD46, CD52, CD54, CD67, CD74, CD79a, CD8O, CD126, CD138, CD154, B7, MUCL, Ta, Ii, HM 1. 24,
HLA-DR, M#% 25 11, VEGF, P1GF, ED-B £FIE R A, Jm 3L A, i JE K 74, CD66a—d, RFEHLIR,
1L-2, T 101, TAG, IL-6, MIF, TRAIL-R1 (DR4) F TRAIL-R2 (DR5) .

[0087] Sl AEAN X S R I PUIARSG , WX HUARIEAT DN T, 1B 5 i ok S AR % .
FUARTFIPUIAR Fr B NV IR A 2 A S RN 53 ARt g, e ik DL il 26 A JR1L B2
SUREBLAR KR B /N B R BR B 1 E BRI B W AR BE 1R/ BB A R X RS B AT AR X,
SRIGAEME LK P P LG I AR 5 B e AR, A8 AT A B AN TEAL B e R AR I P AR 41 2 78
B T 5 BT 2 X 8 JEL MR A DG VB A 1) AL, T o B Bk 3 Bk B 1 AT AR X — MR R
T LT AR Orlandi 25 A, Proc. Nat’ 1Acad. Sci. USA, 86 :3833(1989) , Hid it 5| H
FARFEANAR . A7 NJEAL Mab [ EARFE R T4 40 Jones %6 A, Nature, 321 :522(1986) ,
Riechmann 2§ A, Nature, 332 :323(1988), Verhoeyen 2% A, Science, 239 :1534(1988),
Carter 2 A, Proc. Nat’ 1Acad. Sci. USA, 89 :4285(1992) , Sandhu, Crit. Rev. Biotech. , 12 :
437 (1992) 1 Singer 25 A, J. Immun. , 150 :2844 (1993) , HAF/N T 5| B A FF A AT,
[oo88]  H] L, 564 NPUARR] MEESERIFE NI B34S « 22 I, 0, Mendez 56 A\, Nature
Genetics, 15 :146-156 (1997) ;35 [FH L4 5, 633, 425 5. 41, A] A BA A\ S e Bk ik (3
RT3 Ry e AL /S B AP TS AN o /) SRV B 9% FR 0l Ik K0 P Sz Bk e R R IR 5
NG e BR AR [ 2 DR T A ARk e N S ik it 1y R DR R A L 52 00, R0 3 3k o AR
AT 0. 2% I KB B EUX BLo R T W ORFE SRS BRURR % 7™ A2 88 (R B4 , 202006 N A
FRREIE R PR R R 3 9 N/ IR R A o X2 LG A0 I AR SR, U6 T T 1 & VR S A 2
(19 N FE A ol e il G e BR AR 1 JE R R R BE AN T3tk (YAC) o TR MEAMIII RN R R
ZJ IMb, YAC (P46 B SR S e Bk A (1 FE (KRR 1K) 38 T (0 RV B4 . 28 FH & YAC TR REEk
ZE 5N RG240 R R P AS YAC (— AN ERESE IR i — NS A R i R R ) oy
FFIANN R R G T 40 f 5 B S T/ UVRI o 45 2 10040 A e P AR 4 FL 3 o Lo
FRIBIE YAC IR AT I 18, FH44 0 5 B WP A sk B i /s IR 284S o B AN S R
i ER (ANEA NERERE R 57— A N RERE R R ) 7 A i BT S e e b 7= 28 A
EIIREN IR AV

[0089]  REHEM A ek & LR B & AN A SIS AR IMCT) BE5] A/
BRI TAE. 2 0., #5U0, Tomizuka 25 A, NatureGenetics, 16 :133(1997) . fFIt7vEH,
A NGEAR RIS /N BRI T4 fumt & . S g kgt e iR e, IF FLer ik
RN TN RO SR i SV

[0090] 1B T, Prikskiifh v BErl ok 8BS B4l & 2 BRE A E A PUIR v Befin
. 0, 0, Barbas 28 A, METHODS :A Companion to Methodsin Enzymology 2( Jj¥% :
EilE VA B 2) 2119 (1991) , il Winter 28 A, Ann. Rev. Immunol, 12 :433 (1994) , Hif
W HITHIFAARI . ik B 4l M7k A2 A2 5 va B BT AR 5 1R/ 22 DR HE ] e o A P e oy 14
INAE R AT 1 H SO FH R R Bk i Bk v iR

15




CON 102123739 A WO B 12/36 T

[0091] W] SR FH AH 8L i 3R B 3K 15 &1 2% F1 )7 scFve. 2 DL, 1 U1, Vaughn % A, Nat.
Biotechnol, 14 :309-314 (1996) o 1A XTI T U0 ViV, FH Vg, ZEBRI SR PCR 5
WM G 2 K NAIAR 73 B V BEERL, T AL K RS scFy R MG Ja, V., FIV, FERE G T
TERC— N o X L8y W AR BRI . SRS scPv $5:3k (Gly4, Ser) , B T-WR
Fir v B B BG Vy Sk -V P BORTE Ty X EEEEC CRAS BI V- Bk -V B
HER TR R A A . A AE A B TR ks s H ok (NUNC®O;MAXISORP®
) YR BURLIZE o AHABLIT 5 S ] 18 ok A G 2% 1) G 140 9k EEL 400 i i e A B A A 2 A AR S BR AR
1 JZE A3 ok F B2 4 EE R EE BE (P, pastoris) WK IA scPv M AR sEI. 2 0L, 4,
Ridder Z£ A, Biotechnology, 13 :255-260 (1995) . A4, 40516 241 scFy )&, A ¥ 51
GE A SR RN ) R SRS I At B R (PR R BERT TR S A A B (R A CDR3 5748 R RE 24
M) KR, & W, #, Jackson £ A, Br. J. Cancer, 78 :181-188(1998) ;0sbourn %5 A,
Immunotechenology,2 :181-196 (1996) .

[0092]  HUAK BRI Y —TE R 2400 B4 CDR (K. CDR ik ( “I /RS spir”) T] i ok 44
g hS HARPUIRT CDR 2R R 3RAT o 2L PRI G i ok A FH 2 5 Bl e X e e i) 2% 5 LA
M= BT A LK) RNA 5 ] A2 X o 22 L, 4 2n, Larrick 58 A, METHODS :A Companion
to Methods inEnzymology 2( J5¥% : S5EE2FE /7 ELE: ) 2 1106 (1991) ;Courtenay—Luck,
“Genetic Manipulation of Monoclonal Antibodies” ( BATE[EHUIARFIBALEEAE ), 2 B A
FREHLA AR L O R R Y (MONOCLONALANT IBODIES :PRODUCTION, ENGINEERING AND
CLINICAL APPLICATION),Ritter 2% A (%), 166-179 U (Cambridge University Press
1995) ;F1 Ward Z5 A\, “Genetic Manipulation and Expression of Antibodies” ( FiiAH]
AL BRAERIZEIA ) , 1% § MONOCLONAL ANTIBODIES :PRINCIPLES ANDAPPLICATIONS ( 5[
ook JREEFN A ), Brich S8 A (4 ), 45 137-185 U (Wiley-Liss, Inc. 1995) o

[0093] XU S PR L AR AT 3d Ik A I L RN B 1l 45, 14, Bt CEA Ji g Ab FIBTIK Ab —
Hor B R ABEAENIS B F @b ), B AR RERPT CEA-Ab-F (ab’ ),
LU= Az Fab” Bk BTG, JdE— D 5AE BRI (B REE W S ) bt ) B BLF= A2 Fab” — 5
FBEV iy o FH2E DR & ER IR TR HUIK Ab—F (ab’ ), 3F H4EAL . [al i Hi ik Fab” —SH 54
CEA-Fab’ — Ey3REEE i 2 B A= Fab’ x Fab’ XURESME Ab. AT 1EHE, Hifik Fab’ —SH J Bt
Al 590 CEA F(ab” ), fRECEL™ 42 F (ab’ ) ,xFab’ #4244, 8L 5 H0 CEA ToG fHICLA 4 TG x
Fab” XURF S A AR . fE—ANSEil /7 57, TG x Fab” MIERARTT W1 R LAY s 5 10 7 =X
Hi 4% Pk Fab’ 328 5 O iR 2h AL T CEAT G EREMOKLEYIER:, Rt 5
AT A IR BT A — SR B AZ BRI S N T s Ak . A R 453 Ab Al O A A B
A BT . BRE PR S AR B U5 2R3 B R 1) R A2 DRI B AR e X ) 4l R
MHARS> T IR R 1A B APUR . NSRS AR b B8 s B A 1) B E R DX A
RAEER R O R R DR B 2 A X M EHEA.

[0094] kA Ab A IE B hd /N B2 AE I] A2 R EE S P AR [X 1) cDNA F BE 5 4 A fifk
C Z5 B BOMA R 1) o T C A S SR 456, IR G IR R B 5 546/
Ab AH R HTRRE 5 2 (BAE P41 B4 SE B AR AN, BRA Ab [5iefa — 28/ /U741, IF
HA AT DL S e St i o AJEAL Ab A5 A U BT IR 06 75 IR 28 /N R 2R R . =4 2 1E
N E AN O KIS RIS & T ADUARESE N A
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[0095] 7= A2 XURE S MR B A4 1) H At B dlr 77 v ARG HL A A A 1 2 I R ik 2 DA At AT L
B LI 5 BR i 1 (R PR 20 B it AT BRI OE I 2 Abe 23 0L, B9 41, FitGerald %8N,
Protein Eng.,10 :1221-1225,1997. %@ & oo A BA 8 AR, &8 A T 2
R 5 M I B A AR SRR LA BT BUX B . 2 W, 94, Coloma 55 A, Nature
Biotech. ,5 :159-163, 1997, [/ 1 TR A = AL MU SRS & AR £ kR
Hh XURE e PR R A S PO B, A B — AN PUR R AN S S AL seFy FLR A
ZHURERAN Z A AL S Fab B 78 T — Ao b BUR e RS R B B A,
1 Al B — PRI AN 255 A7 /U TeG F B A S —HU R I AN 45 6467 s I > scFy
H k.

[0096]  THEEMEXURS S5 ME S BEHTIR (bscAb) (R A XUPTAR ) Al 48 FH B4 5 i AEH LB
b4, 20, B0, Mack 25 A, Proc. Natl. Acad. Sci,92 :7021-7025, 1995,

[0097]  PLIEMIAURE 5 PR ELHE MAD Mu=9 [¥] Fv FI MAb 679 1) Fv. B MAb MN-14 ] Fv
FIMAb 679 [#] Fv, I A A BN IR A TR BT A . MN-14 LLR oAk A AL AR
T N A FF TR E LR EE 5, 874, 540 5. FAMILE R AR Mu-9 5k 679 [— k£ 4
CDR HIRURE e . HLikIev] DL AdE 11T 2851 CEA HLiARI 679111 KPifA N Fv MEL&
HASERU DU . ARG TTT 28510 CEA 11 11T SSPufkrr 6 E R4 4, 818, 709 5 H11F
MiTie.

[0098]  HZAR A G BRBDOURE S MEHUIAT] DL & AT EA BOR T A ik s B B
PR B O S S TE BOIRGUAE ¢ AR BT IR () 45 -G e Mk XL it
FEHAPE T LLL (Ht —CD74) , LL2 1 REB4 ( #1 —-CD22) , hA20 (i —CD20) , RS7 (Hi b e h &
H -1 (EGP-1)) , PAM—4 1 KC4 ( ¥Hikhi gz A ), MN-14 (P R PJ (CEA, tHFRAE CD66e)) ,
MN-3 Bl MN-15 (NCA B, CEACAM6) , Mu—9 ( i &5 s = B )i p), Tmmu 31(HLFREA ),
TAG=72 (411 CC49) , Tn, J591 (Ht —PSMA ( Hy ZBAe s PRI LIR ) ) 5 G250 (HLiRIRETHE IX MAb)
HIL243 (1 -HLA-DR) . Pk HiR/EIlA HARF 40 (ansk [HEH)5 5, 686, 072 35, 874, 540 ;
6, 107, 090 ;6, 183, 744 ;6, 306, 393 ;6, 653, 104 ;6, 730. 300 ;6, 899, 864 ;6, 926, 893 ;
6. 962, 702 57,074, 403 57, 230, 084 ;7, 238, 785 ;7, 238, 786 ;7, 256, 004 ;7, 282, 567 ;
7,300, 655 57, 312, 318 ; FIZE [H L H H1IE A FF 5 20040185053 520040202666 ;20050271671 ;
20060193865 ;20060210475 ;20070087001 ; 4> # N Ak 51 H HA AR L) » XL DAt
PR T A IR/ BRAG 25 Pl 3 1 TR BOIR GG (6] 401 hMN-14 8% TF2bsMAb (CEA- R 1895 ) ,
hA20bsMab (TF—4— kB985 ) , hPAMA (TF-10 JEJiRses ), RSThsMAb ( Jifi LI 50 EL . T2 e )
hMN-15 8% hMN3bsMAb ( % 3E ) , A gp120 F1 / 5L gp41bsMAbs (HIV) , Prifil /M bsMab FHT#E
15 bsMAb ( B85 ), BUVLER S ) bsMAb O ILERTE ) .

[0099] {5 & M HT HIV PLAAFLFE Johansson 28 A (AIDS. 20060ct 3520 (15) :1911-5) B
ARPLELIESTAR, 1 Polymun (Vienna, Austria) $5dF1EY 6 HL HIV Hiik, DL 3L [ & A
5,831, 034, ZE[EHEHH]5, 911, 989, fll Veelar 2 A, AIDS 2007 ;21 (16) :2161-2170 Fl Joos %%
A, Antimicrob. Agens Chemother. 2006 ;50 (5) :1773-9 ik ¥y, AP &A@ 5 HIFA
A3,

[0100]  7E3ELbsi 7 Zrh, Fitie i bsAb F-18 bric (I a] 8 i (A 2 4R W] FH T F AR .
IS PR/ B 4 AR DL B A5 R v R B R , 0 3E &) 58 6, 096, 289 5 i
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[o101]  FHARICII S T %

[0102]  FIHFRICTT T IR T VEAEIA AR 2, HATAXAE O 75 m] DU A
TR - FRid 1o S0, BN E LA 6, 241, 964 16, 358, 489 36, 953, 567 F1A IT
(1725 [ & R B 5 A TT5 20050003403 320040018557 520060140936, 43 Py 253 1 5 | FH IEA
A, A2, Page 28 A, Nuclear Medicine And Biology,21 :911-919, 1994 ;Choi %&
N, CancerResearch 55 :5323-5329, 1995 ;Zalutsky 28 A, J. Nuclear Med. ,33 :575-582,
1992 ;Woessner 2 A . Magn. Reson. Med. 2005, 53 :790-99,

[0103]  FEFELLSE 7y A, F-18 FRic 70+ 1] UL T 1IE & B A 23R8 B 10 s d%, i
F 2 H % F) 5 6,126,916 36,077, 499 ;6, 010, 680 ;5, 776, 095 ;5, 776, 094 ;5, 776, 093 ;
5,772,981 ;5, 753, 206 ;5, 746, 996 ;5, 697, 902 ;5, 328, 679 ;5, 128, 119 ;5, 101, 827 I
4,735, 210 T RER ) 75k, o3 mlE s 51 IR AR SC . HARR HVLAE 1999 4F 6 H 22 HEAS
13 [E g5 09/337, 756 F11 2001 4F 4 H 3 HIEAZ 3L E HiE 5 09/823, 746 HhHiR . ATk
BT LU I B F-18 ARid &1 B 58 ) 731~ sl 1 FRE ) % 7572 SE B, Gl Goldenberg
2 A (2007, Update Cancer Ther.?2:19-31) ;Sharkey 2 A (2008, Radiology246 :
497-507) ;Goldenberg 2 A (2008, J.Nucl.Med. 49 :158-63) ;Sharkey 2& A (2007,
Clin. Cancer Res. 13 :5777s-5585s) ;McBride 2 A (2006, J.Nucl.Med. 47 :1678-88) ;
Goldenberg %% A (2006, J. Clin. Oncol. 24 :823-85) T Hiik, th 7] 2 W35 H & F| H i 5
20050002945, 20040018557, 20030148409 F1 20050014207, 43 HliE L 5| IF AA S,

[0104]  H b ic Bk 5 Mabs 2 Wi A% 10 75 725 72 A0 1. B s E G 9% I AR AR B
/NS RV N 7 N N R RS 72 O 1 I A 7 T S S il S | R S L Y
ML T4 W0 A0 5y 5 2 805 1k R AL 2R R A B M 2 . 2 WL, ) W Srivastava (4
% ), RADIOLABELED MONOCLONAL ANHBODIES FORIMAGING AND THERAPY (Plenum
Press 1988), Chase, " MedicalApplications of Radioisotopes, " in
REMINGTON ' S PHARMACEUTICALSCIENCES, 18th Edition, Gennaro % A ( 4% % ),
pp. 624-652 (Mack PublishingCo.,1990) #F1 Brown, ” Clinical Use of Monoclonal
Antibodies, " inBIOTECHNOLOGY AND PHARMACY 227-49,Pezzuto 2% A (4#%5 ) (Chapman
& Hall 1993). [FIFEARIEAE A IE M7 RS ERALZE (PET R 3 ), & 1 511keV 1
RE=, 401 °F, ®Ga, *'Cu, F1 T IR S U ME R 22 mT LU I A8 B AN PET 13 R AR AT il
%o

[0105]  SKJiifa]

[0106]  SEREf) 1. Ak IMP272 [ F-18 Frid

[0107]  AHHAIEE — IR IMP272 »

[0108] DTPA-Gln-Ala—Lys (HSG) -D-Tyr—Lys (HSG) -NH,MH'1512

[0109]  ZMREREIMER — L1 1. 509g T~ 160ml 7K AR5, Hl il A IMNaOH 5 pH
SRJG MR R 250m] LASRAS pH 4. 03 1] 0. IM %

[0110] LR AREHOE I 0. 1028g 1) ALCL, /S/KEWEME T 42. 6ml DI JK
HR A% o Aml 254 UESVAVR 5 16ml (19 0. 1M NaOAc Y7 (pH 4) 184, IR 2mM AL 1%
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[0111]  IMP 272 ZBRERZEPPVETR 51K 0. 0011g.7. 28X 10 'mo 1 IMP 272 ¥ T~ 364 1 L 1]
0. IM pH 4 () LR ERGZ PV, LLARAF IR 2mM (I A7 5 W o

[0112]  F-18 fxid IMP 272 :3 1 L %5 {3 (1 45 0 7 % i & T REACTI-VIAL™ Jf 5 50 1 L
F-18 (JRUGHESL ) A3 u L[ IMP 272 VSRR G« WWEAEINAAEE B F 110°Chn# 15 Z3%h, JF
W e AH HPLC 230 #7. HPLC #ER] (R E7R ) W 93% (MRS F-18 il 7% 5K &1 F-18.
] BT S N A I S5 A 10w L ff) IMP 272 Y98 JF T IR i s AH HPLC B (R &
7N ) o HPLC i 7R 8% (1) F-18 4b T8 AFH, ) 92 % g iR 20K . FIRIIKAHAES
B NE 1500 L PBSIRTE ~ 1 /M, SR 518t seAH HPLC 20 #fre HPLC( R E7R ) s 58% 1
F-18 KR&iG, i 42% 1) F-18 & 2 Ik £0dli K B F-18-A1-DTPA % 51 5 IR HIR &
IRl BEANFRE -

[01138]  JAH HPLC : R AH HPLC 43 #77E T A4 A AT

[0114] 4% :WATERS XTERRA™ MS C,5 1 m, 4. 6X 250mm

[0115]  Jfli < ImL/ 53-8

[o116]  BRAEGEME <82 C, T DI KR #) 0. 1% NH,0Ac, %M D, 90% L i~ 10 % 7K Al
0. 1% NH,0Ac

[0117]  BHAF :100% 220 C 22 100% Z2 3 D, 14 1 30 Z3- Bl e RE R .

[0118]  IZATIN[H] :30 434

[o119]  RSFHERH HPLC : RSP HEFH HPLC 78 K #1454 AT -

[0120] = :BIORAD® BI0-SIL™ SEC 250,300 X 7. 8mm

[0121]  BRAE S5R

[0122]  PRMiZE P 0. 2M BEER £R pH 6. 8

[0123] A& :1mL/ 73%h

[0124]  IZATINIA] :30 734

[0125]  FirAq o) % Pl 15 2 A A PERKIN ELMER® 610Tr il F-18 1 & S 3545 1 . & 1-3
oy AR EIEE .

[0126] & IF-18+IMP 272+A1CL, #F 110°C R 15 234h, & B i ;e AH HPLC 3 #f o
[0127] [X :F-18  Hy%% :FSA

[0128]

Fin 2R fRE feic TR % ROT 9% 5
X

() () (%) (CPM) (CPM) (%) (%)
Bkg 1 2. 20 2.30 2.20 130. 0
X 1 2.30 3.30 2. 60 85270. 0 200050. 0 93. 15 96.31
Bkg 2 4. 40 4.50 4. 40 210. 0
X 2 8. 70 9. 80 9. 00 5590. 0 14720.0 6. 85 7.09
2 NI 214770. 0 100.00 | 103.40
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[0129] 3% 2F-18+ i & IMP 272+A1CL, 7 110°C R nd 15 4> b, 8 it ) A HPLC 73 #7 o
[0130] [X :F-18 K25 :FSA
[0131]
Fh g 1R =5 TR % ROL | %24
S
(%) (4r%h) (438h) (CPM) (CPM) (%) (%)
Bkg 1 2.20 2. 30 2. 20 340.0
X1 2. 40 3.20 2.70 6450. 0 20549. 6 7.76 8.23
Bkg 2 7. 10 7.20 7.10 630. 0
X 2 7. 30 8.70 8. 50 3140.0 13113.6 4.95 5.25
X 3 8. 70 10. 00 9.00 93700. 0 231023. 9 87.28 92. 57
Bkg 3 10. 70 10. 80 10. 70 520.0
3 /]\lll% 264687. 1 100. 00 106. 06
[0132] 35 3 78 PBS i T353R N FHBERE AL 34 90 42 Bh, F-18+ k& IMP 272+A1C1, 25410

L10°C R I 16 2%, 55 1l 1 e AH HPLC 2347 o

[0133] [X :F-18 Kl 4% FSA
[0134]
Fh g 1R =5 TR % ROT | %2
2K
(4r%) (5r%h) (%) (CPM) (CPM) (%) (%)
Bkg 1 2.00 2.10 2. 00 350.0
X1 2. 40 3.30 2.70 81930.0 162403. 6 58. 23 62. 44
Bkg 2 4. 20 4. 30 4. 20 410.0
Bkg 3 7. 50 7.60 7.50 780. 0
X 2 7. 80 8. 60 8. 40 2110.0 5564. 7 2. 00 2. 14
X 3 8. 60 9. 80 8. 90 44590. 0 110942. 0 39. 78 42. 66
Bkg 4 10. 50 10. 60 10. 50 460. 0
3 /]\ﬂl% 278910. 3 100. 00 107. 24

20



CON 102123739 A WO B 17/36 T

[0135]

[0136]  Fric IIMKIE I LA T vk aliqb 4 w5 i (R I N A 2 1ee (30mg) WATERS®
HLB #F (&B4F #186001879) F£H 300 1 L /K Lk LLER 22 R 456 1 F-18. il 2X 1001 L
1 1 IMeOH/H,0 PRV AERVEMIAK . Atk I BKAEAK A T 25 CHLE IRl L S AH HPLC 204 (R &
7R ) o HPLC Z3HT 7R F-18 FRiC ) IMP 272 fE/K AT E . AEKPIEE 40 4805, 4 17%
(1) F-18 MBTIR IR, 110 83 % AR B ok (RER) .

[0137]  SEjiffsl] 2. F-18IMP 272 [ iz Jx Mk

[0138] Ak (16u L 2mM IMP 272,48 u g) HF-18brid il i K~HHEFL HPLC 0 i iA 4 & o
JTHERH HPLC 7R T iR IR 45 A hMN-14 X 679, {H A5 oK FIBURE 7 BT AR hMN-14 X 734 45
G (RER).

[0139]  sijfifsl] 3. A B EJEFRICH IMP 272F-18

[0140] ~3uL MM ERBIFHR 6X10°m0l) B TR NGHEEE, 57501
F-18 (JRUfikE s ) WG, =R FEE ~ 2 080, 2855 200 L 19+ 0. IM NaOAc pH 4 ZEpf
) 2mM (4 X 10 °mol) TMP 272 YEVRIR 5 o HEBRAE NS H T 100°Cndk 15 23%p, it
JAH HPLC 4387, IMP272 A (24% ), % (36% ), %5 (16% ), 58 (37% ) FI4Z (2% ) Frid
(RER).

[0141]  SEjEf) 4. H Fifiig AL-"F 256 1 HARBKAARHE F-18 Rbrid 41

[0142]  3u L 4 2oM SR AFW W E TR NGHEEE, JF 5 500 L F-18 (JREG M)
BE, EEE FEE~ 2058, R)55 160l £ 200 L T 0. IMNaOAc pH 4 2%/ il (K
2mM JRSRIR G o WERAE IS F T 100°C i 15 738, FFi8 1 ) AH HPLC (PHENOMENEXTM,
GEMINIR, 51 , C-18, 1104, 250 X 4. 6mm HPLC #% ) 43#7.

[0143]  JUERAYIE

[0144]  IMP 272 :DTPA-Gln-Ala—Lys (HSG) -D-Tyr-Lys (HSG) -NH,MH 1512 ( [&] 1)

[0145]  IMP 288DOTA-D-Tyr-D-Lys (HSG) -D-Glu-D-Lys (HSG) -NHMH' 1453 ( [&] 2)

[0146]  IMP 326DTPA-1TC-NH-NH-Phe—CO-D-Tyr-D-Lys (HSG) -D~G1lu-D-Lys (HSG) ~NH,MH 1
477 (& 3)

[0147]  IMP 329 %k Ji& ~NH-CS-NH-NH-Ph—CO-D-Tyr—DLys (HSG) -D-G1u—D-LyS (HSG) —NH,
MH'1804 ( & 4)

[0148]  IMP 331NTA—iAsp-D-Ala-D-Lys (HSG) -D-Tyr-D-Lys (HSG) -NH,MH 1240 ( [ 5)
[0149]  IMP 332EDTADpr-D-Ala-D-Lys (HSG) -D-Ala-D-Lsy (HSG) -NHMH 1327 ( [ 6)

[0150]  IMP 333DTPA-Dpr (DTPA) -D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH, MH'1845 ( ]
7)

[0151]  IMP 334 (H,0,P) ,—C (OH) — (CH2) ,~NH-G1y-D-Lys (HSG) —-D-G1lu-D-Lys (HSG) -NH,MH 1
192 ( K 8)

[0152]  IMP 337Ac-D-Ser (PO,H,) -D-Ser (PO,H,) -D-Ala—D-Lys (HSG) -D-Ala-D-Lys (HSG) -N
HMH'1291

[0153]  IMP 338Ac-D-Ser (PO,H,) -D-Ala-D-Lys (HSG) -D-Ala—D-Lys (HSG) -NH, MH'1126
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[0154]  IMP 345DTPA-D-Ser (PO.H,) -D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH, MH'1459
[0155]  IMP 349DTPA-D-CyS ( (H,0,P) ,~CH-CH,~S) -D-Ala-D-LyS (HSG) -D-Ala-D-LyS (HSG) -
NH, MH'1583 ( & 9)

[0156]  IMP 361DTPA-Dpr (BrCH,CO-) -D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH,MH' 1498
[0157]  IMP 366DTPA-Dpr (Ph—S—CH,C0-) -D-Ala-D-Lys (HSG) -D-Ala—D-Lys (HSG) -NH,M
H'1528

[0158]  IMP 368Sym-DTPA-D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG)-NH, MH1292 ( & 10)
[0159]  IMP 369Sym-DTPA-NH-CH (2-Br—Phe-) —CH,~CO-D-Ala-D-Lys (HSG) -D-Ala-D-Lys (
HSG)-NH, MH1517

[0160]  IMP 370Sym—-DTPA-NH-CH(2-0,N-Phe—)-CH,~CO-D-Ala-D-Lys (HSG) -D-Ala-D-Lys (
HSG) -NH, MH'1484

[0161]  IMP 371DTPA-NH-CH(2-0,N-Phe—)-CH,~CO-D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG)
-NH, MH'1484

[0162]  IMP 372DTPA-Dpr (Ser)-D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH,MH 1465

[0163]  IMP 373DTPA-Dpr (Sym—DTPA) -D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH,MH 1753
[0164]  IMP 374DTPA-Dpr (C1-CH2C0-Cys (Et)—) -D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) —
NHMH 1585

[0165]  IMP 375DTPA-Dpr (2-Br—Phe—CHNH,~CH,—~CO-) -D-Ala-D-Lys (HSG) -D-Ala-D-LyS (H
SG)-NH, MH'1603 ( & 11)

[0166] IMP 376DTPA-Cys (H0,S-S) -D-Tyr-D-Ala—D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH,M
H'1558

[0167]  IMP 379DTPA-Dpr (2-H,N-Phe—C0-) -D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH,M
H'1497

[0168]  IMP 382DTPA-Dpr (H) -D-Ala—D-Lys (HSG) -D-Ala—-D-Lys (HSG) -NH, MH'1378

[0169]  IMP 383DTPA-Dpr (Gla-)-D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH, MH 1507
[0170]  IMP 384DTPA-Dpr (2-HO-Phe—CHNH,~CH,~CO-) -D-Ala-D-Lys (HSG) -D-Ala-D-Lys (H
SG)-NH, MH'1541 ( & 12)

[0171]  IMP 385DTPA-Dpr (Dpr)-D-Ala-D-Lys (HSG) -D-Ala-D-Lys (HSG) -NH, MH 1464
[0172]  IMP 386DTPA-Dpr (2-MitHE % —~CH,~CHNH,~C0-) -D-Ala—-D-Lys (HSG) -D-Ala-D-LYs (H
SG) -NH, MH'1526 ( & 13)

[0173]  IMP 387DTPA-Dpr (D-9- B ILNZ MR ) -D-Ala—D-Lys (HSG) -D-Ala—D-Lys (HSG) —NH,
MH'1625

[0174]  IMP 389DTPA-Dpr (2- FRIEEWRMEEIL ) -D-Ala—D-Lys (HSG) -D-Ala-D-LyS (HSG) ~NH,MH"
1490 ( & 14)

[0175]  IMP 460NODA-GA-D-Ala—D-Lys (HSG) -D-Tyr—-D-Lys (HSG) -NH, MH'1366

[o176] 2B mIRH FIIR I SE B WSk 15 F1 16 Pz, 3% 16 Jionh IMP 422, IMP 426
HMIUIMP 428 HIZ5RE . W1 T Tk, IMP449 (1] 15) fEAAN 250 T~ R ZE4 F-18 KR A 1Y
FeE Ve, T AR IR FOR

[0177] P& 17 &7~ NOTA B AR T] S SRR AL . NOTA 543 v i D 8k L o AR 25 TR U R 1)
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13, Wad 5 — LR Ak B T D 8L M 2 IR . Ak, LM AL B vl — 2 kA
PR 4, A3 B FERCAR B AR 28T BT A i BB ] e 5 i B )5 T2 i 4 5 I 25 5
B RAEE . B 18 [ B T Rt Ga—68 B F-18 FRic () NODA-Ga Ik It 45 44 o

[0178]  fEFRELLsTE 77 X, WIERENEE S v F 454 °F- & @ sk P-4 A
220D [ B T —SE BRI AR TR T NETA S5M [ EE S8 73« Wl B PTi&, Chong 58 A (2007)
fRIE T NETA FC AR5 25 6 @ 45 A I, I HH 5odk i s Aoe ME o AR B SRtk LB
X PR SR IS AR T

[o179]  HEARIC R RIS 11 25

[o180] KZH DTPA AT B nth 5 IMP 272 brid A 4 1krid. HISMEIE, 721 2 R
e b 427 U IR 3R ZE A 16 IMP 349 FRicAER 2. DOTA Flfk R 454 A1-"F. IMP 326 [
ITC DTPA FofA AR 454 A1-"°F LA DTPA. IMP 331 f NTA BiiA R 454 A1-F. IMP 332 [
EDTA LAk 454 AL-""F {HA 11 DTPA, XK DTPA LR R 454 AL-"F, TR IR Eh Al i #h
FEFHEIMRR A T 5 AL-°F 45518 AT Fiikef st BoRiE 8T DTPA B (28 ] $20
A1-"F-DTPA AW E o IE Ban IMP 375 ARicfS AT I st IMP272 I 25 sH A2
LG . IMP 375 dricfS RIFI HAEKPEaE, 25°CF 5 /NI SR B 95. 4% B 4 &5
& (REIR ) o AR D0 I H & S A e PR .

[0181]  JAARICHFIERT TN S T AL-F 4hi & —2e /] AL-"F pric S ANk mT A 55—
s A F-18 148 i HipRid

[o182] k&K

[0183]  IH i fd FH Fmoc S R [ AH A & e & Bk o 3 i A8 Fmoc/Aloc fR4P 26 LA Ao vF
72 e B DR AP TR 25 AT N 22 — 2 SR ZE PR ) N BE . 1 Dangles 55 A (J. Org. Chem. 1987,
52 :4984-4993) 17715 Fx 2% Aloc ZEHT, ARIEZRWRIELL 1 0 1 BIEEBIINAAEH I S8 A
XTRRVYBUT 5 DTPA ¥ £ U McBride 28 A TR (36 B LA HIE A4S US 2005/0002945A1
S, B SR 10/776,470 5, A5 HH 2005 4F 1 H 6 H ) o = KU T FE DOTAL X FK VY AU T
J& DTPA AT ITC- “F 2% DTPA 3k H MACROCYCLICS®. Aloc/Fmoc #fi 28 IR F11 Dap ( — &
FEWNRAT Y (Fh Dpr)) 3% H CREOSALUS® 8t BACHEM®. Sieber B i i
3% H NOVABIOCHEM® . H: 4% 1] Fmoc % %% % 3 H CREOSALUS®.BACHEM®.
PEPTECH®:=NOVABIOCHEM®.

[0184]  IMP 272 AR¥EHEIAR G McBride 25 A, 36 E & F FiE A A 55 2004024115841 %5, H
I 10/768, 707 25,2004 4F 12 H 2 H) . IMP 288 H 4RI K& (McBride 28 A, J. Nucl
Med. ,2006,47 :1678-1688) ,

[0185] IMP 326 JiF ik (IMP 319) {# H Fmoc—D-Lys (Aloc)—OH. Fmoc—D-Glu (OBut)—OH.
Fmoc—D-Lys (Aloc) —OH. Fmoc—D-Tyr (But)—OH I 4 (Boc—NH-NH-) C,H,~COH LA BT iR il 5+ 4
Sieber Wiz g FHil 45 . 4- (Boc—NH-NH-) C.H,~CO,H i i ¥ Boc —WREZ R IMA T L&k A
FACENES A ) A- BRI R 4% o

[0186] AN JI Boc— BEME )G, B 20N BE Aloc KE[T, H44 =28 A1 2 —HSG-OH J [T in 21 i 22 B2
[ aE o AR5 A TRA MR IR f# 25 1k, R 38 i HPLC 4tk , LIRS 75 Z 0 F — —HSG ik IMP
319 (MH1201) o 2R S B BEERR (0. 0914¢) 5+ 3mL 0. IMBEER4N pH 8. 2 FF ) 0. 0650g ITC-
FEDTPA VRS« FH IM NaOH 75 BT iAW 1) pH, DAE pH AR EFLE pH 8. 2, JJKFT ITC- “F3E DTPA
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Z TR S B mﬁEF it HPLC Zib IKZE &4 -
[0187]  IMP 329 : THI 0422¢ [ FTERR 222k % (1. 59X 10 mol) AT 10mL 1 : 1 FIfE
/ KA 0. 2835g (1. 59X 10 °mol) FRRACERIE —BKMYR &R H) 4 i SR 228k ik . A=
ZHE 0. 23mL, 2. 5 /N Sl L s AR HPLC 2k s 3, DASRAS S 55 IR 25 Bk i MNa 625,
[o188]  JfE/k IMP 319(0. 0533g.4. 4X 10 mol, MH'1201) 5 T-BEMRANZE M pH 8. 1 T
0.0291g S FUR L BNZIR A /I, SR 5 ik HPLC 244k LL3RAS 7 B i 7= 4 MH+1804
[0189]  IMP 331 T 41z BEPE LLIT /R 7 iE$e 22 Sieber BERZME (0. 58mmol/g) Sieber M
JEM G :Fmoc—D-Lys (Aloc) —OH.Fmoc—D-Tyr (But) —OH i1 Fmoc—D-Lys (Aloc) —OH. [g:2< Aloc
F=[1, HH4 Trt-HSG-OH i 22 f 22 IR I B o Bk 25 Fmoc, 48 J5 LLFTIR M 3¥% il Fmoc—D—-Ala—O0H
F1 Fmoc—Asp—0But (0. 5g B ) o 532 Fmoc, 37 A 3mL U T FEIR L BEEEAN 3. 6mL — FAFE 2
JZAE 3. 4mL NMP A8 Asp IIRUGESEALIE A . FH TFA MK R DI K, 8 it S AH HPLC 464k,
DLIRTT 77 £ IR MH' 1240
[0190]  IMP 332 :JJkE 3g Sieber EifiZ#fig (0. 58mmol/g) Efil4¢. F A2 IR LR
i s i 2 1B :Fmoc—D-Lys (Aloc) —OH. Fmoc—D-Tyr (But) —OH. Fmoc—-D-Lys (Aloc) —OH.
Fmoc—D-Ala—OH Fll Fmoc—Dpr (Fmoc) —OH. #fgr Be JLE 70 LA T )5 824 plee BUH — 70 #4
N, I Br £ Z 2 ZE N R 1 Fmoe JEH]. FH 3mL U] ZE VR L BR AR 3. 6mL — 53 P & £ g il
3. AmLNMP A kb Atk 5 SR 5 BR 22 BE Aloc ZEH1 48 0 Trt-HSG-OH ZE 1. 2R BTk A
BSEIEI T, i HPLC ZiAk LASRAS 74 MH'1327
[o191]  IMP 333 :k{FH 1g 5 H T4 IMP 332 AH A BT il & o K DTPA DY T SEME
( KE LR AL 20050002945 5 ) B In% Dpr FERIHRIPR A Z bo SR G FRZ: Aloc 2EH], JF
D0 Tri-HSG-OHo AR SRR PIEI R, JFid ik HPLC 4fifk LASIAS 75 Z 174 MH'1845.
[0192]  IMP 334 :JIK7E 1g Rink Bt & # g (0. Tmmol/g) b il #%, FF LA v 7= Wl /3% 45
N # & P :Fmoc—D-Lys(Aloc)—OH. Fmoc—D-Glu (But) —OH. Fmoc—D—Lys(Aloc)—OH\
Boc—Ser (But) -OH. [&Z Aloc ZEH], FFis N =K H & -HSG-0H. A TFA M D11 T ik
ik KA TE W SRR T . R AN 0. 33g ¥ T 16mL /K. FHHIR¥E T ImL 0. 5M ﬁﬁ@ﬁz
B pH 7.6.3mL ZKH ImL SRR SRV . 7E~ 2 /NI BL—ZE T 0 & 55 AR N 3mL
fREL . AR JE ek ;e A HPLC Zi4L Fridd iR &40, IF 45T B3RS EE IMP - 289HCO-CO-D-Lys (HSG)
~D-Glu-D-Lys (HSG) -NH,MH'959, Bl IR (0. 0295¢, CALBIOCHEM®) % T 1501 L
0. IM NaOAc pH 4. JiK TMP 289 (0. 0500g) ¥ 100 L 13% F/KH I RAEE. @ HE M
S0, I HPLC 2 Bk VR & W CA3RTS 75 B 1= 4 MH'1192.
[0193]  IMP 337 Fl IMP 338 :JIK{E Sieber LA Big #4458 H LLAT 2R L 45 0 FE R 471
2, 3% 8 :Fmoc—D-Lys (Aloc) —OH. Fmoc—D-Ala—OH. Fmoc—D-Lys (Aloc) —OH. Fmoc—D-Ala—OH.
Fmoc—D-Ser (PO (0Bz1) OH) —OH.Fmoc-D-Ser (PO (0Bz1) OH) —OH F Ac,0. Bi2% Aloc F=[H, JF1n)
Sz R R N BEAN N Trt-HSG-OH ZE Ao IR G UIFI R, JFii it HPLC 4iifk LRI 75 221
FE4) IMP 337MH 1291 AT IMP 338MH'1126.
[0194]  IMP345 : Ik /& Sieber Wi i B i b il &, A8 FH LA B 7 WL e % 0 19 1 1) 2 2k
& :Fmoc-D-Lys (Aloc) —OH. Fmoc—-D-Ala—OH. Fmoc—-D-Lys (Aloc)—OH. Fmoc—-D-Ala—0H,
Fmoc—D-Ser (PO (0Bz1) OH) ~OH A1 P4 £ T 3& DTPA. B% 3= Aloc 3 B, I 17 # & B 1 0] &
0 Trt-HSG-OH Z& Ao # Pk WG U1 T, JF 18 i HPLC Zii4k L3R AT &5 Z )7 4 - IMP

24




CON 102123739 A WO B 21/36 T

345MH 1459,

[0195] IMP 349 : Jik IMP 347DTPA-D—-Cys—D-Ala-D-Lys (HSG)-D-Tyr-D-Lys (HSG) -NH,
{E Sieber BEJR R 1 %l &, 48 A LA BT 7 WU 88 i) 1 21 28 25 18 :Aloc—D-Lys (Fmoc) —OH,
Trt-HSG-0H, ) # aloc, ¥s JIl Fmoc—D-Ala—OH. Aloc—D-Lys (Fmoc) -OH. Trt-HSG-OH, 1] %
aloc, ¥ I Fmoc—D-Ala—OH. Fmoc—-D—Cys (Trt) —OH A1 YKL T 3L DTPA. F ik M G171 1 F,
B HPLC 4i4b LRSS FEE =4 s IMP 347MH 1395, Jik IMP 3470. 0446g (3. 2X 10 "mo1)
5 F 3mL 7K H [ 0. 4605g (2. 4X 10 °mol) W Z 4% FE X (R ) (Degenhardt Z¢ A, J. Org.
Chem. 1986, 51 :3488-3490) V4, HFH IS NI IM NaOH 4 BT i 17 2 pH 6.5. %
N BRI A, R AN I 2 SRR (IR ) 1 s NS VR Y &2 pH 1. 49 IREWIE
B NP, R G HPLC 4ifk LASRAS 5 (I Bk IMP 349MH 1583

[0196]  IMP361 : Ik 7 Sieber Bt iz & 5 b il &, A H BL B 7= W5 i i 1 4
% i B :Aloc-D-Lys (Fmoc) —OH. Trt-HSG-OH, Y] #| aloc, ¥ N Fmoc-D-Ala—OH.
Aloc—D-Lys (Fmoc) —OH. Trt—HSG-OH, ¥J]E aloc, ¥s Il Fmoc—D-Ala—OH. Fmoc—Dap (Aloc)—OH
FIPYACT HE DTPA. B2 Dap fll5E F1¥ Aloc, HHIR LBREHAN IR CBEEL . KL =4id@ i HPLC
A Al LARAT 77 Z K IMP 361 (MH'1498) o

[0197]  IMP366 :JKi@ ik 5 IMP 361 AH R 77 ¥ 4 » B s IR IR o A = )id ik HPLC
ik LIRS =4 IMP 366MH 1528,

[0198]  IMP 368 : KMl 2 W, IMP 349, B T ARUS IN=F- Pt 2zl e ik 5, - HLAT FH X FR PO A
T3 pTPA (MACROCYCLICS®)# £ 4E % # DTPA, LL7E 4l 4k 5 35 43 7% 22 (7> 4 TVP
368MH 1292,

[0199]  IMP 369 :JKHIHiI4 2 W IMP 349, {H 2NN Fmoc—R-3- 22 —3- (2- yRAKZE ) NI
AR D-Cys RIS AR PU AT 55 DTPA 4% DTPA PURU T FmE A AEXT R 0o AiAb R Ik LAFR
13T L) MH 1517 6

[0200]  IMP 370 :JK[IHI%Z W IMP 369, Bk T ffH Fmoc—R-3- 243k —3- (2- figZE 4L )
PR HARIR . It HPLC 44k J5 30 A3 75 B 1 7= 1) MH' 1484,

[0201]  IMP 371 :JikIil4 2 W IMP 370, [ 748 FHAEXTFRPU AT JE DTPA B ARATFRIE K
I HPLC 44k J5 3R15 75 2 14 MH 1484,

[0202]  IMP 372 ki &Z WL IMP 361, {H 248 F Fmoc—Ser (But) —OH ¥ Ser #2242 Dap
B, B2 Fmoc, B R MM IR DIEI T , FF 44k LASRAT 75 B (1) 74 M 1465,

[0203]  IMP 373 :JikIil& 2 W IMP 361, {H 24 AT R PY AT /S DTPA 44 Sym-DTPA %
Fe 4 Dap MU%E. B IR IRDIEIT , FF 4tk LASRAS 75 EE 0074 MH 1753,

[0204]  IMP 374 K142 W IMP 361, {H 24 Fmoc—S— ZFE2F P2 BR S I 22 Dap &,
INEAHA LR MALBEE (TR E L) o BRI ARDIEIT , I 4tk LSRG 75
=4 MH 1585,

[0205]  IMP 375 :JJKIIHil#5 2 W, IMP 361, {H &% Fmoc—R-3- 2 & —3— (2—- IRIE ) IR
B2 Dap 8%, SR 5 U1# Fmoc [ o ¥ IR IR IR, I 4iik LLERAS 5 Z 7 ) MH 1603,
[0206] IMP 376 : K ) il % Z UL IMP 361, {H 52 /£ 58 — 4~ N & & Ja &
Fmoc—D-Tyr (But) —OH, 2R J5 4& Fmoc—Cys (SO;H) FHPYAL T 2 DTPA. K5 IR IR DIHI T, JF4l
A LIRS 75 E2 17 4) MH 1558
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[0207]  TMP 379 :JIKIIH4 2 0 IMP 361, {H 2% Boc—2-Abz—OH #3142 Dap WI%5E. H4 K
BT DTERI R, 44k DAERAS 5 E2 4 MH 1497 .

[0208]  IMP 382 JIKI¥J )42 I IMP 361, {H a2 M\ Dap FIMIEERR 25 Aloc. R MM T U1#)
T, Al LIRS 5 R ) MH 1378

[0209]  IMP 383 : ik Z: W IMP 361, {H2&%4 Fmoc—Gla (OBut) ,—OH ¥ il 22 Dap [ 8% .
PR T D10, 4 LIRS 75 22 174 MH'-C0,1507 .

[0210]  IMP 384 :JikifIil &2 WL IMP 361, {H/24 Fmoc-Boc—S-3— &%= —3- (2- FIL IR )
BRI N 42 Dap (IS KRB BRI, FHaifb DUR1S 7 2004 MH'1541 .

[0211]  IMP 385 KIS L IMP 361, {H 2% Fmoc—Dpr (Fmoc) —OH #3142 Dap FON &% .
BB AR UIEN S, FF2ith LSRG 75 B 7= 1) MH' 1464,

[0212]  TMP 386 K[ Z L IMP 361, {H /24 Boc—D-2— MR JE N Z R —OH ¥ il 22 Dap
(I BE . B TR IR DI R, JF 4tk LIRS 75 B (1 7= 4) MH' 1526

[0213]  TMP 387 :JIkKI¥H]& 2 0L IMP 361, {H 24 Fmoc—D-9— BIE A Z B —OH ¥ Il 42 Dap [1]
BE. K KM IR DIE T, JFaik UL T B0 7= 4 MH'1625.

[0214]  IMP 389 JKIKJHi]4Z W, IMP 361, {H 2K X —Boc— Wk —2— SRR IRV I 22 Dap 1]
B IR RR VIR, JFalith LIRS 75 B 1 7= ) MH'1664.,

[0215]  SEjifsl] 5 il £ 173 F-18 Fric Ik IEAR T %

[0216]  fEH-sbszjiti 7 A b, i hnHugifs A1-F-18 28 &4k N\ NOTA B8 &3k . Wik,
ITC 2% NOTA ( REAEY ) WA A1-F-18 Frid, A e fEbrid fa &5 Hh v 7+ (ind e i)
Ao WERTE S LG, W 1TC A53E NOTA 4554 m] A BC 74 2 3 44k

[0217] KN AL, H HPLC i 5 2% NOTA KA AL-F-18 JRIEAT X EL o A1 BKAT AT-F-18 Ik
HA S5 EAR R () HPLC AR B9 I 18], RARICHEI RT K~ 1 48P JK7E PHENOMENEX™ ONY X®
#EAR C-18100 X 4. 5mm A= A 3ml/min (R IEEAT 404 . S20P A A2 7EK IR 0. 1% TFA,
ZE MR B S 90% CH,CNL10% K1 0. 1% TFA. ZeMEREEELE 15 23R A 100 % 220K A &2
75 1 25A/B. BT AL SRAAT AL-F-18 8-SR VEIL, AL FT P-18 [N Sl v e s .
[0218]  IMP449 R4 i B SEifs] 7 4%, BeE Fric. F-18 U A 2. Oml [ 2% A /R Tl B L
B (02-681-374) , Horp 545 15mCi F-18 ¥ {E~ 325 u LK F1 . F-18 ¥ T imA 3L 0. IM
pH 4NaOAc FPH) 2mM ALCL,, SR G IR BEIR &0 7640 4 238P)5, I\ 10 u L pH40. 5M NaOAc
1) 0. 05M IMP 449, FrilHE S kiR G, FINAERAE 102°C R 17 8. AR5 RV
fa] SV A, HEARE I N 59, I Bk HPLC #EAT 44k

[0219]  {fEWATERS® ALLIANCE™ 73 #7 22 45 L il 37 My 72 8 B 4 471 I K b i 190 Bk e
7.5~ 8.5 738k, Z3p#1 HPLC &7, brid (K AL-F IMP 449 (UV220nm) , AN & K& 4k, &
EHCIE R RE

[0220] ¥k FH /K FRRE, FHHF L8 I WATERS® 0ASIS PLUS HLB™ $2HUA:. FricikA 3mL
1 o 1/ EtOH/H,0 ¥Efid . BEMLAE) HPLC J3#r ik SEAEA Rl 3R 1 Anid ik, H A vF S JiFH TFA
MBEF B pkesE, HPLCIEE 8 1 ¢ 1 (1) EtOH/H,0 Pelidy & B &5 74 il FH TR R Ja v 5 1)
WP IR F-18) o IR MaifLE 2 1%,

[0221]  SEZjfsl] 6. PRNBFST

[0222]  [n] 4% 77 GW-39 A &5 i ¢ Fb B2 18 b 9 (100-500mg) 1) AR B 5 BURE S 1% Pt 14
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hMN-14x m679 (1. 5X 10 mo1) «» 7E7E 5T F-18 bRic 4 A HSG ik (8.8 1 Ci, 1. 5X 10 "mo1)
T SRUFPTARTE R 24 /B EVESTIG 3224 F1 48 /NI X BT s kA o SRR AR PR 1
F PET $35 A0 55 XURE 5 hMN=-14x m679 4545 1f) F-18 Ao it (19 JU i 45t 775 T 1l 15, XUy 1k
hMN-14xm679 1 i hMN-14 55 JIgs BT IR 45 G e A T e
[0223]  SEjffs] 7. MYEFSE I F-18 hric Bk il & FHH &
[0224]  IMP 449NOTA-ITC % % -D-Ala-D-Lys (HSG) -D-Tyr—D-Lys (HSG) ~NH,MH 1459 (
15)
[0225]  Jik IMP 448D-Ala-D-Lys (HSG) -D-Tyr-D-Lys (HSG) -NH,MH 1009 7 Sieber [t ik #f
g b il e, 8 I DL 7S B [ A s 0 R #1) 2 2518 :Aloc—D-Lys (Fmoc) —OH. Trt-HSG-0H.
Y] %] Aloc. Fmoc—D-Tyr (But) —OH. Aloc—-D-Lys (Fmoc) —OH. Trt-HSG-OH. 1] & Aloc.
Fmoc—D-Ala—OH, % J5 V1% Fmoc LAl T E MR SRR MR T DI %I T, JFid@ it HPLC 4
LB 46 IMP 448, HARJ5 5 1TC- 5536 NOTA {BEE. K IMP 4480. 0757g (7. 5X10°mol) 5
0. 0509g (9. 09X 10 °mo1) ITC “FJ& NOTA J& &> JF¥ T ImL /K. 2R M B HE KK /NOTA ¥ 7
GeE N TC/KIRER AR (0. 2171g) o« TEMAPTARER EhG RNVEHCN pH 10, 6. R1F R NVAE
FRPFEIE A 14 /DINE ) IMECL /N K N, FEI8 G HPLC 2E4k BL3RAT 48mg 75 2L (1) ™
W) IMP 449 (& 15) .
[0226]  IMP 449 f{#] F-18 bric,
[0227] ik IMP449 (0. 002g, 1. 37X 10 °mol) ¥ T 686 u L (2mM ik % ¥ )0. IM NaOAc pH
4.02, =JHT pH 4 B2 2mM AL ¥V 55 151 Lo 1. 3mCi () F-18 V& & . Tk
WHARG S 200 LI 2mM IMP 449 ¥R A FHAE 105°C I 15 43%h.  sOAH HPLC 23 #7 &5
7~ 35% (RT ~ 10 4380 ) WITEMEIER 2K, 1 65 % 9 HEAEAE IS AR e (3. 1 2 %h, K
BIR ), R S Ik e % MR iREY (Gu L) SIWEMANMIERE, JFE
3TCIRE . 15 /8P B S 4n Il i HPLC 20 #. HPLC &R 9. 8% TS MR &R 2k (M
35% NP ) o 1/ JEBUCHE 5 — 240 I8 HPLC 7387 . HPLC 7R 7. 6 % RIS TR ER: 2 ik
(M 35% P& ), IXEEA L5 15 Bt EIAHE (BUEARER) .
[0228] il F-18 FRid
[0229] A FHALALI) IMP 449 [JE— BT STIE R, F-18 Aric B E A MG T 37°C R &b
—/NEF N A B R E R (91 %, R E7R ), I HAENMTE T 37CF 20U/ A& 5B Fa
SER) (T6%, KR ) o IXEEZE GUIE I, AL A F-18 AR ic MAKTE R R 451 T 2R
7853 AR E HE L T F-18 gt i,
[0230] T~ 400 L /KA~ 21mCi [ F-18 5F 0. IM pH 4NaOAc F(¥ 9u L 2mM AICl, J&
Ao IMAJE IMP 449 60 1 L(0. 01M,6X 10 mol, T+ 0. 5NaOH 7, pH 4. 13), IPEAwmAz
110°C, 15 738, SRJa W F A BRI RIIR 4 RONVIERE T 1lecc WATERS® HLB A [#)E
W R K BEI PARR 2e R 45 A 1) F-18, 4R J5 ] 1 ¢ 1BtOH/H,0 PABE M F-18 Fric ik, Rk
IR0 I PR AR N O, = A 1 2 KB4 (18, 97mCi) YEdkAE. X514 HLB
FEE THOM L, 9P 2X2000 L 1 ¢ 1EtOH/H,0 PElE R AEbRId Rk (1. 83mCi) o 7EFTA K]
Ve SE R FEOR BE 0. ImCi (M35 . S8 44k 1K) F-18 Fridik (20w L) 5 200 u L A 311
NIMIEIR A, FFAE 3T C I, 254t e A HPLC 737 (i BTk ) o 45 R §oRA7E 37°C N AE
NG AR E W 1N (OL % AR IR ) <2 /N (77 % FRIc Rk ) Fi4 /s (76 % FRid
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[FIIK ) 1) F-18 FRic 4tk IMP 449 MUAEXIARE M (RE7R ) » EMEL R F-18 Aricd iy IMP
449 1F TFA YW Aa s , oA I T SORH HPLC (a3 . W0 823 ) 4 S0 BTk o v F-18 FRic K
43 THE TRA (AR PR 5 2 N I P RS e P 2 ) S s S i A DG I o Ik 2 45 B3R BAR R A
SCHTIR ) 77 25 ) F-18 Aric BRAE A I IE Hh R I0 H 2 88 (A8 e M, W] D A TR A
TCASAG T, 9 WR] A PET F 3R FR i 1 40 e sk 2021

[0231]  SEZjififh] 8F—18 kric IMP449 78 SCID /N P IR N AE 4 43 A

[0232]  F-18 kR ic ) IMP449 4n b B ik il #¢ (Ll 7)o P19 i fEOQASIS® HLB £E
( WATERS®, Milford, MA) HET4itk. AKE5E WA Kok, 456764 Erbric ik
1D L CEE D KR AT SENE . PR ¥ AR CL8HPLC AT 70 #T o 44k JTKAE [ AH
HPLC #E EyEME O LANE (RER ) o MOASIS®HW AR AR 454 &40 A CL8 FEIK[H]
WAL 7% (RER) .

[0233]  “REEE” By FLEALH SF-IMP 449 VEE AN THZE 2 R eSS SU-DHL6 bk 2983 40 i fi)
SCID /MK o« AUDEUIN B HA AT WA . AW BdE R FLE“ RS 47 F-18 4y Fl
ZHALI PF-IMP 449 Z MAFE B EE R . B T K 4-6 Fin . HEAEPIRF, EFRid ik
AT 45 B S5 PR [ AR SR B, IR Sk AR AR AT IR S B P18 FEAR N 43
Ao

[0234]  RZA F-18 fERN R AT B 3 A 2R ) i K20 AT o IE WAL, V35t 20 208 i Wt
W R T (), 298 12-16%ESRIE R (ID/g) , #E 2 B, 294 4% 1D/g.
WL 58 IR A, F-18 FRicobf B i 4L 2 e A SE B PRI . H3E R & IMP449, Bt P I
W AEE ST 5 20 3 8hFE 2~ 1% 1D/g, 1 /NP B 22 0. 3%, B REWRCTE 20 J3 %P4 11 %,
LB R 3.3% 1D/go "B AT UBR AR MR IS S5 06 IS ) PF—TMP - 449 ik ( DL 152481 ) 0
WCARABL, S ORI B Zh e, 1Al 18 /NINRTIE T304 bsMAb (45 5. SR 456 F-18 4H
Lt , F-18 Aric RAE AR I B i AR S M WSO R

[0235] K 4.F-18 “R&EiE" Fmikil)a 20 %8« % 1D/ g “FIMERMAABIY) o

[0236]

MR SEEIME | SD L | e | B3
i Jeg — — 0. 902 — —

JF 2. 056 0. 244 1. 895 2.338 1. 937
[ 1. 869 0. 434 1. 677 2. 366 1. 564
(5 4. 326 0. 536 3.931 4. 936 4. 111
Ji 2.021 0. 149 1. 903 2. 188 1.972
[k 2.421 0. 248 2. 355 2. 696 2.212
B 0.777 0. 409 0. 421 1. 224 0. 687

28




CN 102123739 A w P P 25/36 7T
N 3 2. 185 0. 142 2. 042 2.325 2. 187
K 3 1. 403 0. 069 1. 482 1. 356 1. 372
e 3 11.688 | 1.519 11.502 | 13.292 [ 10.270
A 3 14.343 | 2.757 17.506 | 13.072 | 12.452
WA 3 1.375 0. 160 1.191 1. 457 1. 478
[0237] 3 5. 4lifkfK) *F-IMP 449,80 1 Ci, 1 X 10 mol {55 20 435 : % ID/g “EI4{E FI
MESHLYR
[0238]
HH n SFHE [ SD sl | e | 33 | 34 | s
i 98 1 — — 0. 891 — — — —
JFE 5 2. 050 0. 312 1.672 1. 801 2.211 2. 129 2. 440
i 5 1.297 0. 259 0. 948 1. 348 1. 144 1.621 1. 425
[ 5 12.120 | 4.128 8. 354 7.518 12.492 | 15.535 | 16.702
fit 5 2. 580 0. 518 2. 034 2.103 2. 804 2.678 3.278
19 5 3. 230 0. 638 2. 608 2. 524 3.516 3.512 3.992
& 5 1.017 0. 907 0. 805 0.775 0. 344 0. 557 2. 605
N 5 1. 212 0. 636 0. 896 0.921 0. 927 0. 967 2. 349
K 5 0. 709 0. 220 0. 526 0. 568 0. 599 0. 793 1. 057
e 5 0. 804 0. 389 0. 314 0. 560 1. 280 0.776 1. 087
B 5 3.915 6. 384 0. 819 0.923 1. 325 1.177 15. 3307
WA 5 0. 668 0. 226 0. 457 0. 439 0. 960 0.673 0. 814
[0239]  * GLilHiABh A #5 K mE AR .
[0240] £ 6. ZHALIK *F-IMP 449,80 1 Ci, 1 X 10 mol Y55 1 /NN = % ID/g “EI{EFnAS
&5 .
[0241]
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H n SPYME | SD Bl w2 | 3| 4
i 96 1 0. 032 0.064 | 0.000 | 0.127 0.000 | 0.000
JHT 4 0. 883 0.308 [ 1.103 | 0.632 0.604 | 1.191
e 4 1. 061 0.702 | 1.598 | 0.631 0.301 | 1.713
5 4 3. 256 0.591 | 3.606 | 2.392 3.362 | 3.666
fii 4 0. 324 0.094 | 0.411 | 0.232 0.256 | 0.399
[l 4 0. 285 0.104 [ 0.378 | 0.153 0.250 | 0.358
4 0.152 0.082 | 0.225 | 0.041 0.199 [ 0.142
=
N7 4 1. 290 0.228 | 1.124 | 1.247 1.166 | 1.624
N 4 0.115 0.035 | 0.167 | 0.091 0.094 | 0.109
[k 4 1. 006 0.876 | 2.266 | 0.448 0.939 | 0.374
B 4 0.314 0.076 | 0.423 | 0.257 0.268 | 0.306
LA 4 0. 591 0.946 | 0.205 | 0.077 2.008 | 0.075

[0242]  FRATTIAA F-18 Fric /IR s HOR B8 (1R RS E 1, B DA T bric USSR 93
[0243]  SEJtifsl] 9. FHUAE [m) P AR A Y B9

[0244]  F-18 krid IMP449 41 F |45 ~ 0. 5mL,54. TmCi ) F-18 5 3u L 2mMAL f 0. IM
NaOAc pH 4 ZZMRIR S . 30505, N 10 u L 0. 05M IMP449 (] 0. 5M pH 4NaOAc ZE,
VA MG 96 Tk 16 3%, RNV N BV HE S A8 o 285 AR id ik i HPLC 7
Phenomenex Onyx # &= C18, 100 X 4. 6mm £ No. CHO-7643 #4347 44k o i3# A 3mL/ 43
Bhe LR A JE 0. 1% TFA [RIZK L Zaril B 25 0. 1% TFA 19 90 % CAE/K B B
1 15 738 AN 1009 A 22 75/25A & Bo SEielifs 2R IC AR S RERICHRET RT 474E 1 4
PhZER] . WCEE HPLC PRI 0. 5 B 7y o FRICIARYE BT A 1) HPLC £E 6 2= 9 43P [H]
T H o HPLC A RS it 8 ik B SO KT 0 70 A2 K TR A R 245, FHA IS VUE T Lec WatersHLB
FERRE AT RE— 20 I o 380 3X ImL /K EAT VeI LABR 22 LB AT TFA, #:35 F 4001 L
1 1EtOH/H,0 ¥l F-18 Fric ik,

[0245] 44k "SF-IMP 449 {84347 HPLC C18 AL Pk mig i

[0246] i fH 4 HAFA L0 N1 A4 K11 CaPan] SRV I 22 BENN AR Bl P 3 HU/ER
5 TR10 (162 1 g) , 18 /NI JE 7S PF-IMP 449, TF10 2 H I8 BG5Sy
FEHEDUAR, A 45E PAM-4 #iE i MUC 1 IR B Fl — i &5 & HSG ( 2 I, 911 Gold 55N,
2007, J Clin Oncol. 25(18S) :4564) » 1 FUNRAGES K. B B/ AR S S L /Nt ik
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ATHRR o ARSTRIAT T shW) #2 £E a8t s e #4685 208 ki, 5 1H
W ERT . BRI E AR L. ZRE CanR, RIS 2%,
AHEE T1- 22 73 A1 2 BH , 76 b8 38 1) XURe 5 PR BUAR A7 AR T 5 8 A7 T g AL 1) F-18 R id JIkoK
PSR bR AT IR A 2R

[0247] 4 "F-IMP 449 4525 LLTIEE ) 77 X, HAES W 1 P A 2RI AL AR 245
FH L, TR [ Zh 0 7e N 280 s S A A4 CaPanl [RIWRI 1 /NISEREIN T 5 £ (4640.9%
ID/g XL 089% 1D/g) o BLIN 73 BIREZE MR / AEMRE LL 2 ({5 Qn, Iideg / I 00 I L 224y
W 23.442.0 F123.5+2.8) .

[0248] 3K 7. VESIAK 1 /MBS RO IR, P BHERA A

[0249]
TF10 (162 pg)- — 18 h — '*F IMP449(10:1) % BF IMP
449

4R n F#48 | SD i 1 34 2 ¥ 3 4 1
i 3 4591 | 0.854 |4.330 5.546 3.898 0.893
FE) (0.675 g) (0.306 g) (0.353 g) 0.721¢g)
FF 3 0.197 | 0.041 |0.163 0.242 0.186 0.253

-2 3 0.202 | 0.022 |0.180 0.224 0.200 0.226

B 3 5624 |0.531 |5.513 6.202 5.158 5.744

i 3 0421 |0.197 |0.352 0.643 0.268 0.474
fuik 3 0.196 [ 0.028 | 0.204 0.219 0.165 0.360

g 3 0.123 | 0.046 | 0.080 0.172 0.118 0.329
AN 3 0248 | 0.042 | 0218 0.295 0.230 0.392
X 3 0.141 | 0.094 | 0.065 0.247 0.112 0.113
MR 3 0.185 | 0.078 |0.259 0.194 0.103 0.174
HAE 3 0.394 | 0427 |0.140 0.888 0.155 0.239
G 3 3.899 | 4.098 | 2577 8.494* 0.625 0.237

i 3 0.064 | 0.041 | 0.020 0.072 0.100 0.075
LR 3 0.696 |0.761 | 0.077 1.545 0.465 0.162

[0250]

[0251] M E#R 2FG, @i Eo- U s #2 B iR v . 3 #2 WoRAEIE
R T B #1 F0 #3,

[0252]  sgjifs) 10. " In—IMP 449 XFEL "F-IMP 449 FIFHE )P4 1AM 70 A B it

[0253] AU B HIZN T HE M In-IMP 449 Fl *F-IMP 449 7F LISV 5 MUK TR2 T
9] J5 B2 R A LS174 SR B R AR B A (9 A4 20 AT o TR2 Bik Rt e 7 v, &
B 5 CEA PR BT IR A HSG R4 &AL 5 (2L, 1l Sharkey %6 A, Radiology 2008,
246 :497-507 ;Rossi 2 A, PNAS USA 2006, 103 :6841-46) . H1 T [7]—IN [A] BEA R85 & 1)
BAT I 1)/ L B TE 2 AR T

[0254]  "'In—IMP 449 :'""In bric R H 5 bric IMP288 1 [A] () i FE AT, {H 2 LU is MR .
ITLC #i1 C-18RP HPLC FRILH ~ 30% KR&5E (RE/R ) FRicHKAE HLB £ (1mL, 30mg) b4
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o PRI P PR ORI AL B TP T R K TTLC A HT 43 s 33% RiEHE (B 20% 4R .
RP HPLC R4 TG a2 B (CREIR )« MIREH 20X /R F 1 TF2 i, 4k 51
SE HPLC St/ 47 % W& PEHE A 22 W (R R ) .

[0255]  F-IMP 449 : b5 ic U1 b BT i 7 2 AT, H R an HoAth BT i& (Kim 2% A, Applied
Radiation and Isotopes 61,2004,1241-46), F-18 {EbRICAT/EAE QMA yE.0 L4lifk. W5
2.,Sep-Pak® Light Waters Accell™ Plus QMA JE&556H 10mL 0. 4M KHCO, 3k, ifil = H
10mL DI KBRS HI %o °F (42mCi) ¥ 2mL A INZE] QUA 3885 Fo A 10mL DI /KM
CABR 22285, BT Iml 0. 4M KHCO, £ 200 u L 224y elliidtth. 4y 2 A KEmEtE,
33mCio F-18 ¥R pH I 10 1w L UKESERIE Y. 407y #2 P F 5 3w L i 2mM AT (] 0. IM
pH 4NaOAc ZEi iR A . FEGS 10 L 1) 0. 05MIMP 449 () pH40. 5M NaOAc ZEHRIR 4
H R NESEAE 94°C i 15 7308, ""F-IMP 449 H] RP HPLC 4fifk.. &7 M2k 7> i HLB
FERAZ M M. A INERE & 5 KBRS 7 400 w LSRG 1 ¢ 1 IRIK @ SEEIEAT
Pellio i RPHPLC Bon— AR FiE (CREIR ) o BT 345, OGS, 75243/
TS S Ik, AT 2 bsMAD JIRFEE S 6.9 & L mAE 10 0 1.

[0256] 45F

[0257]  IMP449 FJ ""In bRic rl REAFBIZ Fhr= o Horh—28nl BN AUZ LS A4 M In- 1P
449 I B OO R 259K o BLARAE 2 R0, EE 2 LL TR PR [ i, In-IMP
449 T3NS IR E AL o

[0258] &1 19 RHIE/N LA In—111 R F-18 BRI K IMP 449 I LALLM Al HAF4E
XURE FPE TR2 HUARIN, AR IR IE R ke 4 SR a2 LK o AP AEBANAFAE
TP2 HUARI, Tn—1 11 BRic 28 5] b P18 BRic K BIAE W ME &R tH S B . S e R 51
#8111,

[0250] % 8. /N Rl # Ak vE 5 TF2(163. 2ug, 1.035X107mol), % ¥E 4

" In-1IMP449 (1. 035X 10 “mo1) 16 /i Je o TESHIKSE 1 /NS IBRZHZ L (% 1D/g) 4 R AR
[0260]

IR n FHME | SD ;P 1 ) 2 Y 3 2y 4 2 5
Jilibi 5 9.18 1.02 9.22 8. 47 8.04 9.45 10. 70
I 5 1.15 0.09 1.03 1.25 1.20 1.21 1.08
Jig 5 0.48 0. 06 0.43 0.49 0.58 0.50 0.42
=4 5 6. 63 1.38 8.81 6. 21 7.03 5.85 5.23
i 5 1.03 0.14 0.92 1.14 1.18 1. 04 0. 86
1IR3 5 0.99 0.15 1.04 1.13 1.12 0.83 0.83
= 5 0.16 0.05 0.25 0.17 0.16 0.13 0.12
N 5 2.33 0.65 2.21 2.51 2.01 3.33 1.59
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KW 5 0. 20 0. 04 0.21 0.25 0.18 0.21 0.14

il 5 1. 45 0. 87 0.59 1.30 0.71 2.02 2.62

B 5 1.18 1.23 0.89 3.35 0.76 0. 47 0.43

fixi 5 0.14 0.16 0.05 0. 06 0.13 0.04 0.43

WA 5 0. 83 0. 66 0.25 1. 30 0.23 0. 65 1.73

1A 5 25.49 1.41 27.89 24. 14 25.27 25.10 25. 06
[0261]

[0262] % 9. Z5—4H 2 HU/PN R AN & PR m P fAR g M In—-1IMP449 (1. 035X 10 “mol) . ¥
SRS 1 /e R A2 (% 1D/g) Wi R P

[0263]
AN n PHE | SD ;1 9 2
i 9eq 2 0.922 0.195 0. 784 1. 060
JiF 2 1.033 0. 048 0. 999 1. 067
Ji 2 0. 409 0. 067 0. 362 0. 456
[Es 2 6. 046 0. 449 5. 729 6. 364
fii 2 0. 695 0.032 0. 672 0. 717
I 3% 2 0. 805 0.182 0. 934 0.676
& 2 0. 290 0. 055 0. 251 0. 329
N 2 2.234 0.594 1.814 2. 654
N 2 0. 237 0. 022 0. 253 0. 222
& 2 1. 210 1.072 1. 968 0. 453
B 2 1. 463 1.213 2. 320 0. 605
i} 2 0.133 0. 091 0. 068 0.197
WA 2 1. 005 1.148 1. 817 0.193
. 2 26. 65 3.19 28. 90 24. 39
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[0264] & 10. /v Bl & ik V5 5 TF2(163. 2ug, 1. 035X 10°mo1) , ¥ & 76 16 /N I Ji5 v 5t
SP-IMP 449 (1. 5X 10 mol) o FEGHIKE 1 /NIRRT (% 1D/g) Ui R FiaR.
[0265]

HU n SFEIE | SD ;WL w2 | 33 | 4 | W5
g 5 7.624 3. 080 5. 298 7.848 12.719 | 5.118 7.136
JiE 5 0.172 0. 033 0. 208 0. 143 0. 196 0. 131 0. 180
[ 5 0. 142 0. 059 0. 239 0. 081 0. 132 0.118 0. 140
(5 5 2.191 0.125 2.313 2. 141 2. 154 2. 319 2.027
it 5 0. 315 0. 094 0. 474 0. 230 0. 300 0. 305 0. 265
i 5 0. 269 0. 143 0. 431 0. 395 0. 132 0. 126 0. 260
B 5 0. 218 0. 341 0. 827 0. 041 0. 098 0. 054 0. 070
N7 5 0. 351 0. 313 0. 903 0. 185 0. 297 0. 170 0. 198
K 5 0. 069 0. 028 0.076 0. 043 0.111 0. 073 0. 042
[P Rcs 5 0. 625 0. 358 0. 869 0. 146 0. 811 0. 957 0. 344
B 5 0. 585 0. 569 0. 159 0.119 0. 493 1. 526 0. 626
i 5 0. 029 0. 005 0. 033 0. 021 0. 035 0. 026 0. 028
WL 5 0.736 0. 970 0. 190 0. 064 0. 494 2.438 0. 496
R . 5 24. 69 1. 20 23.05 26. 36 24. 45 24. 48 25.11
[0266]

[0267] % 11. /RS AN S BUEE RIPUARR) PF-IMP 449 (1. 5X 10 mol) o VEHTHRSG 1 /N
fRIIRAH 2R (% ID/g) 40 R i o
[0268]

34



CON 102123739 A WO B 31/36 7

ZHR n YA | SD 1 e | zws | sima | a5
i yg 5 0. 472 0. 201 0. 256 0. 344 0. 533 0. 447 0. 779
JH 5 0.177 0. 035 0.141 0. 200 0.141 0.185 0.217
it 5 0.118 0. 027 0. 098 0. 094 0. 101 0. 144 0.151
5 5 2. 727 0. 367 2. 430 2. 452 2. 500 3. 080 3.173
fii 5 0. 246 0. 082 0. 206 0. 209 0. 156 0. 301 0. 358
[iik7d 5 0.167 0. 072 0. 110 0.135 0. 104 0.217 0. 267
= 5 0.114 0. 083 0. 149 0. 241 0. 037 0. 067 0. 074
N 5 0. 277 0. 081 0. 407 0. 286 0. 206 0.213 0.271
K 5 0.072 0. 029 0.061 0. 052 0. 047 0.083 0.118
[k 5 0. 100 0. 032 0. 080 0. 144 0.110 0. 109 0. 059
B 5 0. 305 0. 268 0. 104 0. 647 0. 099 0. 132 0. 545
i 5 0. 034 0. 025 0.018 0.018 0. 022 0. 034 0.077
WA 5 0. 088 0. 022 0. 087 0. 069 0. 069 0. 122 0. 092
IR . 5 25. 34 1.72 25. 05 26. 88 26. 40 25. 88 22.51

[0269] a2, A SCATIR A B AT S 5 VAR A T A% P18 brid SR v ik, HomT A
TR FIERSIRICIER N BB . FARN R BE mR B IR XURE R BT A AN 52 B, 1 A2 7] LA
AL AT RN AT 0BT 2 P58 B SRR ET R I BTAR o JT IR 5 vt AR T 80U = P Ak
TR ] o FEHAR ST Ty X rh, BRI 24 R B FE ) 40 i AL 2B B 1K 1 B S ]
CLR AR SOk 19773 F-18 AT bR, i T 52 0 3T PET 248 (Z W T 4152 0#f)) .
[0270]  AL1-F-18 Fric Ik, 197 IMP449, 75 & Py AR 00 T & 9% A8 i , W AR O 0 5 7 v
FH, W40 PET F94E o 40 b BTik 75 15028 (R RCR T As i I R BB W 3. A 5 31 20 %6 22 ], BT
{8 FH HPLC 24k 2 AL bR AR AR BRI IR o 73 B AR, e B 29 4 5% o 1 — 25, BR AR
() 5 1A AE L /N ) 2% B ) P 1048 P S F—18 bR B g ik, JEAE P18 OS2 AR IR ) P e
HIE R AR SRR IAT . e, AHECH H T B9 F-18 Friddb &9 ) CL A7 1%, ik
[RIFNEL SR AR BT VAT R A o fe /N R I 5 e T IO PR [RIAL R T .

[0271]  Sgjifsl) 11. F-18 krid ik &

[0272]  F-18 Fric A& VR4 8. Omg 1) IMP 449 1 0. 1549g WIHTIN MR H 2515 21 o
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PR IEAE 10, 5mL K71, W LA 1. OmL 58730 A\ 10 /Mifte pH R . WHBAER DS TR
R L S 2 8

[0273]  SEJiAA) 12. ) FH AR ICIRARURE S P B0 A TIURE v 40440 3 BEAT b8 5

[0274] = S it 5] 2 BH R T XU S P e 4 T 282 1] Rbe i ) 88 1o R K 4% P9 A8 sz AT LA
Fle Dy R T AS A AN ROSE R g o AT R 1) AR g B4R W] DU i b ik 1) TF2 B TF10
Lk,

[02751  HIFIZEMH

[0276]  HIFAIZE MR 204 0. 3023g HIER MR, 18. 4mL. DI 7/KFH 1. 6mL  IMNaOH J& 4, 875 pH
2 pH6. 610 ZZMESE 4 R 20 /D ImL, 2R 5 R o AR SCHRI2 2K, F-18 /£ WATERS®
ACCELL™ Plus QMA #2Jmyits balifh, HAugithsc A 10mL 0. 4M KHCO, ¥iik, #:45 H 10mL DI
IKVES o S F-18 1 2mL ZK B FE S, SR G T 10mL KPR . F-18 g Ve Tkl
0. 4M KHCO, [ 5X 200 1 L 5553 o K& I PEVENE 258 — 00 o S —Zor a5 3u L 2mM
Al ¥ pH4 LPRGEMBIR G o ARG ¥ AL-F-18 ¥ IE ST APLIR MR IMP449 brid i, n#s
105°C 155080 A H S N, 5 0. 8mL DI KIR A NN AW E T"WATERS® OASIS®
TccHLB 5, Yl B YIRS« AR 3X ImL DI /K¥Eik. FEAREERS 240 Lok MR [ 7]
e AR 2X2000 L 1 ¢ 1EtOH/H,0 ¥, BENLAF 2IFRICAK.

[0277]  ZJH] DNL A H| £ TE10 XUEE 7 P44

[0278]  TF10 o ()58 B 1] Hi A4 B 4y & A hPAM4 o 45 3 (1), 3% 2 — b OV 0 PR # i
(K] Mab 14T ¥ 40 B 75 19 N U5 4k 51 -MUC  IMab (5] 41, Gold %% A, Clin. Cancer Res. 13 :
7380-7387,2007) o “F-HLIRIERE LMY 2 — i A h679 FRAF R i b BT iA i’ N AL B4 iz BE
W H 2z (HSG) o TF10 XURe 71t ([hPAM4],x h679) Piik ] Cnhil#% (it CEA) ,x HTHSG bsAb
TF2 {7575 (Rossi 58 N, 2006) ##. TF10 MR A BAPIA AL PAMAFab Fl— AL
679Fab.,

[0279]  X}F TF10, NJE4L hPAMA HiiAk Fab A KRS T &R o - P45, BT o - 75
SEME— ), ] Bk S 5 — o - JPAERITE B k. 18 TF10 4, &4 2hPAM4 HT -MUC
IFabs FI&5 18I 2 a — 741 (FRAE hPAMA-DDD) AH HLIEH#z:. TR0 [ HARZH 75 2 i i 4
B - 7 & AJEALDL HSG iR Fab’ kil . 5 o - JFHIARE, B - JFFIARE A B ik, H
SERLLE 2a - 741 (h679-AD) TRV SR Gttt . PR, a2 2 b 7 il £t U AH BLVR
G, ST SERIFE AR ‘a,p” 4544, %% Fab” & ) 4 5 Pt R EPHIS ER M . thg G4
HAEHMAEE CABEES a—F B- 54 (B-PFIHPE 24, a - JFHIHE 1 A4)
PEEREM ARG RSP, BT b BlEr Rt e EESE a sab —
B A %E, BIIE a - Fl B - F 0 T iy, MM &5 Gix L 2 seH i, o - fl B- )7
FII AT AE N AR R B, BRI AS B EE B 0 N 45 & W (1) G 938 SR P

[0280]  Hi MUCT &4 ) hPAMA-a 2l o JPEARkE 2 Fd 551 C wm B ) $i HSG fil
A h679-B Bl B FHNERE R Fd R C B . fae B2 A bsMAb Tf10
AL hPAMA-a 5 h679-B FCATE Ao

[0281]  Pyfifl& dr ) (hPAMA-DDD T h679-AD2) 145 & e Yy B HaJed 4 f &% B 73R8 .
SIS IR IS, 1595 2 £ BRI B hPAMA- o o e NR S IAEAE T ImM I8 SRS T
JREEAE SR AAE T, IR 24 /N o B RS, R 2mM A8 A7 I H TR PR A A Ak 25 11 5
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B DNL 2 %, TE10 St A IMP 291-affigel B G106 FIEIEE AT 4 B, © 5 h679Fab
mRE RS

[0282]  AZHZR A4 fugh & FE A O H T4 I hPAMATgG F1gt CEA x $t HSG bsMAb, BT
WENIGIR S o hPAMA G55 BRT-7E 1/3 FEARTP R DERE KT g 45 & (MR RIS S ),
X IE W 2R %A 554 A R T35 CEAx H1 HSG bsMAb. b4, 6Py H1 1 H2 BH G SZ 44 11 48 i
RIS B, IMP-288 — —HSG JIK & F5 Bt B sh i M, MAE 2 A FZE 0 st 5t
B, S BE G R AH O IRAE TR 2 8 FH T U6 20, 000 F5IN %A 25385 . BRI, HSG- 4
HERT A B 2532505 TE

[0283] A=W 53AT < TF1O XURE S M BT AR R 1) 57 240 50

[0284] Il 5E T FHWTHG () TR1O 5 & (9 TELO 944 43 A5 AP g 20 1) . X SBT3 4L T
TF10 76— 5 i B 57 5 ) B9 254l PR 2l . B30 s R AL N S50 ) = (HED) 245 1.0
2 50mg 25T T0kg MR . ZET FDA XL ALLs T30 15515 22 HED 19Fe T 7% [ R, (mg/
kg /MR AP /12.3) = mg/kgHED], H 4 % 1mg (6. 37Tnmol) T10 F| & 25 T 70kg AAH Y T
3.5 g(0.022nmol) FIFTE 20g /N AP

[0285]  Sa2, EhME ST 3.5, 17. 5,35 1 70 (1) TF10 ( I NEEE " 1-TF10) » 44T 17. 5,
35 f1 70 1 g K& (HED = 1,5, 10 Fl 20mg) [IZNMILE 1,6, 16,48 Fil 72 /N IEATAAES] (n = 5
BRI, SRIN =754 / AMZE ) . HETMRZ TFLO B FER BHAE /N B Py PRI T B
5 EIR¥) TF2 $it —CEA FERARKAL,

[0286] Pk AT P I-TF10 7ER ¥ hHEAT » X HISC T TF2 BT —CEA bsMAb [IRFFTR B, &
1] BE REAE BE LT 1R TN AE BB A RO R B Pk AT Ay, BRUA B AT ATE B 25 b R B AH [R] 1 7
AIEFR AR BT —CEA, 17/ 5 LA S PR PR T8 ROV B NURAL ToGo IXLEERFFTH I 4 R+, 2 X
Jiti ¥+ 5 ~ mg HED A1 2 H T 20 ~ mg i ' I-TF10 ( ~ 700 1 Ci) (¥ TF10 [¥) HED. 14
54r%8h,1,3,6,24,48,72,96, 120 A1 168 /NI EAT M . e i BE RV LAY ADACSolus
05 B AL F IR e B kA% . P T- FRuE (~ 201 Ci 76 10mL VRS2 ) B T4 H A1) W,
TaHEI PN, 7F 3, 24,48, 120 1 168 /NSHEAT it AR5 R ARHEDIHR AL OC T I T-TF10 3 A (1)
[0287] A TF2 FI TF10 XURE 5 PB4 RIAR i IR 1) AR [] 1) BRAG A 52

[0288] T IARHI ST BH A FH XU S P B0 A R AR T PR F0RES [ 5 AR A Y SAZ IR T AT 1 o )
Rl b AT PF- 4@ ARG IR TR SR AR, T XKy S PEBT R () I 1) AR T8 38 AT
AP ERIbRIL . BRI, AT AR ZR AR (1) F-18 FRic IRIRIF I &5 3L

[0289] P& 20 FHE 21 K HIF A bsMAb FUHE ) /574, UL M In— ARid = -HSG ik, TMP-288,
A2 K WU 2 49 455 AR A DL AR ol R EE Y AT 6 4 16 R 1 SE e . AE 1 20 A, I TRLO A
" In-TMP-288 ik ¥ FiEE 7] % B AT 0. 2 £ 0. 3g AR S MR R M (0 4 B EAT . 7
K EEBIG 6 R Bhis a2 9 F A [5] 1) 8 TRL0 (AR T 45 K ) JBE R B, FEJREE R 10 5 1
F20 0 D, I REAMNET " n- bRid 19 2 HSG Bk (IMP-288) o 53 41 3 R gl AN 4
T M In-IMP-288 (AR FHE ] ) o VESSFRIC KIS 3 /NI O, 75 TIUEE M) 3 4 Hh i B R s
0. 2-0. 3g 8T B AL, AL LA T - BKIG s e 4L

[0290] AL, PR3k 20-25% 1D/ g, Ih9E / If b 28580 2000 & 1, Bhdgg / BT
MEEEE R 170 0 1, BiiEg / B RELERCA 18/ 1, 4 iR s itds) b B (1 I Rg Wi ie, A1-""F~ #%
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) IMP 449 fEAHIR] ] CaPanl SR AH M)A B4 o~ 2 A £ 4-5% 1D/ g, W] DA i 1)
PP BRI R e AL-"F- BRid ) IMP 449 R ELVE T . SR, AL-"F- i IMP 449 ZdE
S H TOURES [r ) A DR ) (2 2 v e, S PR AL Ik s TF10bsMAD R ¢ 1t 45 54 1k o
ol HoAth g R AR 16 T o "SF— AR Ic R IR AR 40 23 A B0 K R HE BB U R b e i L
RFE B F brid i/ eaE B A ARG ER R B8 ) (Cai %N, J. Nucl. Med. 48 :304-310,
2007) o

[0201] V& 21 Bt — 0 om i 7 F TR0 1 TIORE ) v i R AU o X L, AR AR
ST NS gt e 2 A A 0. 2-0. 3mm B RS IR AR SR RAS 3R PET g . ik
FHL CEA bsMAb TF2, 4R 5 /& T i) 41— bric ke mefg S s i I R el RS DT HIAE 1. 5 /)
I 22 2 21 /NI I8 B SR ZL RO, el R A D R WK, R VEST S 1.5 /NI AE E A
VR R R T R AR EARA KT 0. 3mm N (B, B Mg RS )R ), g B
PR MR (#i3k ) (Sharkey %8N, Radiology, 246 (2) :497-507,2008) . LT
CD22TF6bsMAb FRUHE ] R 45 F AR IR 4 2 T- i BRI XS B sh ) (2t ) oK, BRI 4T CEA
bsMAb & A7 I 5 1 o Bt CEA FIUAE [r) B 470 IR e PR 17 1) 58 75 7 R o (Bl , AR B P )
—UeyE R, BEHL, 45T PF-FDG [ah ) A SR il AR RS . R, AHEE T B
B T8 PET S5 I ARHE 1K) F—18— mack it it 420 i Za B BT, TR ) oA i) s FH AR AL T
SE L RS R S 1 A R A

[0292]  IXHCEGHE 1 — 253K BRI A SRR S A BT AR TIURE 1) A0 °F = AR IREAT B T AT 1
[0203]  sEZjiffsl 13. M-FER NOTA 850Gk

[0294] W 1% U fT iR 3 s (Wang 2% A\, Bioconjugate Chem. 1996,7,56-62), JF 4 & &
BoC-NH-CH,~CH,~NH,. Z&-& W)l iz AT 44k . 285 Boc ZEFI A TRA b BRI R 5. 2
FEM B R A WA R Eh 22 PP VAR P 5 p—SCN-Bn—-NOTA ( KERIT ) R4 . P4 HPLC HE4T 4k
o M8 -NOTA fTAE M I s i 9 10 Bk AL-"F brid, 3235 HPLC 4ifk. "SF— bric - BRwe ik
TS NSZRFE , I HoSEh FH T IR 52 AR 43 A IS4, 491 s B A RE s (220, BT, Ke 4%
N, Advanced Drug Delivery Reviews, 56 :1143-60,2004) ,

[0205]  SEjiffsl] 14. 76 AP B TAE ] PET A%

[0296] 2575 SELLFF A MR A B 3 (1. T KSR AR ) VEST 17mg BURF = 1 Bp o B ik
(bsMab) o bsMab foVF & o7 7E 48 s H MM HIERR . 24 99% 1] bsMab MM &R 5 , 73 5
F-18 #ricfik (5 ~ 10mCi 7E 5. 7X 10 °mol) » PET /% B 7n iU B 8 (A7 1E .

[0207]  Sjifs] 15. FH F—18 Aric I E T RS2 AR 1) R 45

[0208]  FRici¥) Arg-Gly—Asp (RGD) Ak CLe FH T+ IME T U et , Bl ndeid i o | B, 85
FEARBMEALD ., (Jeong 2 A, J. Nucl. Med. 2008, Apr. 15 HL AT ) o HRE Jeong 2%
A (2008) RGD 44 22 SCN-Bz-NOTA. 41 b sizjfifs] 10 BTk ity AL-"°F &4z 2 NOTA- {742 RGD
K BRI A IR S P18 FIATAE R RGD IKVR A, 110°C A 15 4340, 1 it & SRS bR i
N AUSERER] 10 FTiRHEAT 564 F-18 bRic RGD Jk&l Jeong ZE A (2008) FTik i H T1A N 44
G347 PET Biif% . RGD-NOTA ) A1-""F Z&-5 1k NGl P20 2R, 3t ifn 5 72 1 PET %
[0209]  SEjifs) 16. P F-18 Fric frIteE iz 2% (1) g i1

[0300] %4 NOTA HyME & Z T4 (NOTA-8-Aoc—BBN (7-14)NH,) R #% Prasanphanich 45
A (Proc. Natl. Acad. Sci. USA 2007,104 :12462-467) 4. NOTA- 2 ZAT AR HE Fik
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SEHE 10 A AL-"F AT AR QISR 10 BTk, F-18 Frid i B R AT A AEOASIS®AE
(Waters, Milford, MA) b MAARFRICHEE 2 F 73 B k. 4 Prasanphanich 58 A (2007),
A1="F BRIt i) NOTA- B J7 SR ZA ) B Sh M B A2 B 8 2R UK 2 AR R IE IR 1) PET B f%
[0301]  SEjiifsl] 17. FIA F-18 Fric i) ml S8 1a) S5 M0 i e 115

[0302]  Jik. 22 0K B 0T BE SIS 4 B PR DA AN RS2 A 5 53R 1) NOTA AT AR 2 AR
FEEH T 7,011,816 CIEL T HASCFHAARIL) HATHIE K. NOTA T AL #2564
st 10 Bk A AL-"F BHTARIC. SEMIRN 25, Ih T PR ¥ F-18PET f8if% .
[0303]  Sijds] 18. A UURE S Pk T A4 1 i 8 B

[0304] EARD— MRS ALRRE, 205 — MRt gd G R g5
R R 00 S MU IR Tl & AR AR 5 | FH R AR SO 32 B B4 7, 052, 872 JEAT (1) AT HE [ 4%
H WS — P el 2 B NOTA 2248y . PR 2R A W) SE e 10 Bk 75 VA A AL-"F k4T
FRice BRI I SZ IR T S OURE B . 76 SR B I R) S5 A 25 B 0URE S PE B LR A B i
B3, SR G VRS F-18 FRic i SE M 4854 F-18 bric /A s fgis i PET 9453547 o
[0305]  7E 7 — A sl 7 A, N UEAL Bk A WAL B BT D74 u ik S E & R S5
7,312, 318 T AT 4% o p~SCN-bn-NOTA Fij A AR EE SR 7 ik ] AL-"F AT 1. AL1-"F
NOTA SR AR ARG & 2 HUIR . TEXT CDT4 RIS e 1952 1R 5 AT 5 Ik 569 ) » Pt D74
LA EN, T IR AL, SRVPIE L PET $ 040 eg it o AR B ARMESE Tt 77 X, F-18 Fridbifk
() ) 4 2 R FH B IG B A 45 &Pk Tmmu31, hPAM4, cPAM4, RS7, $i —-CD20, H —CD19, H —CEA
L -CD22, W1 £ 1 & F) 5 7, 300, 655 37, 282, 567 37, 238, 786 37, 238, 785 37, 151, 164 ;
7,109, 304 ;6, 676, 924 ;6, 306, 393 F1 6, 183, 744 iR . PRI RHER RS 4 2 NOTA,
WIHL CD74 Pk PTiR K A1-"°F ZATHRIC. F-18 bRicHifk. F-18 FricHifhiEif N2k #,
PEOLIE I PET F4 10 5 2 A 8 1A% o

[0306]  =jitifsl 19. °F Aric iy NOTA FH T & 1M it i 1%

[0307]  ABIAFHAE (20 0 L 0. 05M7F pH 4NaOAc ZE1Py ) 5200 u L QMA 44k ¥ F-18 (1
S 10) VA . AIF-18 YAWHEE 5 500 1 L pH 4,0. 2MNOTA V&4, Nt 15 Z3p%8h. FESH
FELE bmL PBS ] V4. F-18 #ric NOTA BReH F T e Th i) B it i 1% o

[0308] St 20. F AL-"°F [{3— 5 (0 BkAT A 5T

[0309]  IMP 460NODA-GA-D-Ala-D-LyS (HSG) -D-Tyr—-D-Lys (HSG)-NH, 5 @1 | B iR [ IMP
361 AU Tk i £ . NODA-Ga EC & M Chematech WK, ¥EHE 2 kG s dn HAL 2 5 1% -
A TR ERAT S EE R ik MH' 1366 .

[0310]  IMP460 [{IJCET AR ic,

[0311]  IMP460 (0. 0020g) ¥ T 7321 L, pH 4,0. IM NaOAc 1. F-18 WsSZjififs] 10 Frik 771
HATAAL, FHUKESER R A, 5 AL IR S - ARG N 20 w L TR, WS EAE 99°Cmdk 25 4y
Bho KL= SHBE S W0 b TR AE Waters HLB A% L4744k, A1-F-18 bridik7E 1 ¢ 1EtOH/H,0
FEVERIE . 0. 1% TFA 2239 1% 52 AH HPLC BRI B /s 2EAT 0 K I TR B 7= A Y i 11 B
HPLC U4,

[0312]  SEjtfsl] 21. BESARIC

[0313]  NOTA Z JEHmt R AT A4 22 18 ik p—SCN-bn—-NOTA 5 JJF S A il 43 1€, 48 5 I HPLC itk
BeAg . A1-F-18 tnsgjifs] 10 Prik il &, A1-F-18 A NOTA Z Sk, nk 15 438f. Wik
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Al-F-18 S IER RS S F HPLC 44k, A1-F-18 ZUIEH IR UL VAN J7 V48 & A AR5,
F-18 Fric Bl e Dt A T A PET 5 g it ot o

[0314]  sEjfsl] 22. AESARIC

[0315] & EE I HRRGE A 2 52 21 1) A1-F-18NOTA S LM IR, F-18 brid Fa28 i h i
MR PET HHE 1 BT

[0316]  Jj— ARG R st 77 X, &H 2RI NE2E 5 p-SCN-bn-NOTA I« NOTA- Frid
(e 5 RSz b ) AL-F-18 [ W o F-18 kit IE2K s thh F T PET 434 1 i (5
T

[0317]  sjtifsl 23. EAARIC

[0318] A Fr i (P)0E fA 5 S 21 A A1-F-18NOTA 2 SR 4 & F-18 Fnic IIE At 7
ZARFE, I TR PET 13 B S 5T
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11960, 262_Chinese (sequence listings)

<110> IMMUNOMEDICS, INC.
MCBRIDE, William ]J.
GOLDENBERG, David M.

<120> T AR RO A7 7 K B K F-18 bric 5iA 4l &)
<130>78258-361491

<140>11960262
<141>2007-12-19

<150>60/884, 521
<151>2007-01-11

<160>2

{170>PatentIn version 3.4
<210>1

<211>4

<212>PRT

213> N LK

{220>
<223> &1 K :DOTA-Phe—Lys (HSG) ~Tyr—Lys (HSG) ~NH2

<400>1

Phe Lys Tyr Lys
1

<210>2
<211>4
<212>PRT
213> NI
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<2207
223> B IR :Ac—Lys (DTPA) -Tyr—Lys (DTPA) —Lys (Tscg—Cys) —NH2

<400>2

Lys Tyr Lys Lys
1
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IMP422 MH' 1657
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