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BTME A4 25 80 m) 8 47 5

LY - (W) w1 A it Sk B ], Hop 4 AN AR 2 ~CR2— ~CR=CR- ~C=C~.~CR2C02~ ~
C02CR2—+—NRCO-.—CONR—-,-CR=N-0-, . —NR (C=0) NR—,-NR (C=S) NR-.-S02NR—,-NRS02—+ -
CR20CR2——CR2SCR2— —CR2NRCR2— Ca-s 1 % MV KE A&  Ca-s R W 52 J  —Ar——NR-Ar—, —0-Ar—. -
Ar—(CO) - ZFER W B A B 38 2 B8 (PEG) 4544 ¥ e, FL A BN Ar i ST & Cs 1030 55 3
B Ca 107 V. 75 3

RERIMAT % F H Croabie 32 | Co-alii i L Coa b3 | Croalie A AL e S B Cro PR I e AL

mxe 1 %2 20 (1) 2 50

Y&-0-;

XHE18F -0 (CHs) o*®FEk-0CH2—CH (OH) —CH2'®F , Hidrq & 2. 38k 4

X?4&-N" (CHs3) 3.—N (CHs) 2B5{—O0H;

HARBTML LURIYZER (D) A (D) H A 5

FEHHA R AD ITEMAEA SR AR SR E/NT 1650 pg/mL, H HH A FridH &
YR 3R A 5 P A A A VA R R, AR IS AEMCX VR A 455 X ] AH 4 B (SPE) A &4k

2. BURESR LA A, Hoh BTV &5 B AN 24 AL 1R L 3100 SR AR IR il JEC A7) - B4 470 77 il 43k
BB GBS AR S S A .

3. BRI SR LB E SR 200 H 54, Ho A BTMAS 5 RGDJK

4 ACRESR LR 3PAE— T A4, o BIMAZ S AR A BRIk .

) MH
HI HN =]
K MH,

5. BSR4 PE— I AL G, Hoh g B AR B AT 20 (A -
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(1A) .

6. R ER 1 E5 P —TR A A 4, HrpXE PR B X2 &N (CHs) 3. —N (CHs) 25K -OH.
7. PR AW, HAD S (A) BB TERE DA A 22 Fh = (B) B B TS RS HO VA -

CHO

N
A
Came. W 9
§ >

§ T
3

3 i
3

3

3

3

3

)

By

iHy

Heep XURIXH 08 AR R BT 52 S

I HHE AR ) T A AW AFAER) SR E/NT 150 vg/mL, 3 HH P TR A 54
U1 FRAT F P AR A VA VR B SR S FEMCX IR A A5 X (7 AH BB (SPE) A B 4tifk .

8. BRI ERTIALA Y, HrbXYEBF HX* & -N" (CHs) 3.—N (CHs) 2B%—OH.

9. — MBS PERR I A 2 R ) 4 R T L

(i) $ A AR (V) B SE B R AL AR ) 2 B0 A 356 4

[BIM]-L'-Y-NH>  (IV) ;

(1) sk B AR (1) 0 E e A AR 27 38 1) 38 40 5 ORI 2 SR 7 BRI R 81K TR PR I 4
EWRNL 1R (A) RO PR 5 ik 2 R A R 4 A, DA 312K (D T80 YRR L ) A4
S R

‘ E???t-‘f X S ¥ w-AM e
LT o

Hrp

BTM. LY YFIX I AE BRI R 1 -6 HF AT — T T 5 o

10 BUREE RO T v, Fo I E B A e s B SL it

11 AR EE SR 16 AT — T3 A J80 S P 2 W 2 & W 76 1) & T N BRsh A4 16 4% 77 72 14
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12 BRI A3, B oo B i 75 ik 3 2 St DA M I R 25908 97 N BBl DA IV 2
L, Frid G AL TR 2506 T AT A2 S A SO AR A8 IR 25036 T 7 TR BEAT .

13 BOMZER T BUBCRIZER 120 A3k , b ik 4L 5 W) 5645 7 ik dLig

14 B EER 1-6 TP A — TRAY U T2 WD 4 S W0 AE & AT N BEi AR K 2 B JriA 1
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HE 1 RERFILE &1

[0001]  AEIE A EHE, JHEFIER G H N20114E12 H9H , i 5 A201180059092. 5
(PCT/EP2011/072352) , K B ZFR N B PE R EER &9 .

& B
[0002] A B Rkt R AR O PR B S AR VL& 40 L 8 PR A An i AR A 2 B 1] 3
73 » H 5 5 AR AR A AR 2% o S SR B B0 5 I v R A SR B R 2590 3E )
AT il 2 BT TR P 2s R TRV 5 P 0TSO PE AL BE 2 540 o A T B A 468 FH PIT i T8O 1
2y E RGN/ BAE T
[0003] REHE R

WO 2004/080492 % H S HAR B PEFALK U5 ik, A (D &5 AD G
Vi B R -

R e

WA e
e {1}

Be kR an

o (D A A 538 V) A5 s

HER S-Re (1V)

Hrr,

RIAPE 43 B 58 63 AR IEE () W 4EEE) S2 AR ER () g ) , B a0 B
BN 22 28 PR VR AL 5 B BE ] (functionality) , AIAY A2 AL PR BT A B BE AT WIS 1T A 25kl 4
e RS T B 5

R23% A il fie R T Bk I I 20 R 40 (aminoxy) IR G IR AN L iR 11
S, LRI R e BRI ER e S A A

R3MI%E ARG Al i s 2 Jhe it I e e o A DR L U SR IR B L T IR I BE [, DA &
PRI Bk B B e A I

RATHEETR 4 BB 73 B2 AR S (B4 EE) 2R B BR (B an 45 BR) , 5538 v an —
BN 22 5 BR VR S B e A1 WIS FH AU i B R T 3l 1 A 285 b 2 e ol 18 B 5

DL g 31K (V) 5L (VD IS4 -
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Hopm n Ay anxs =X (1D A E S Frd #8ug et =X (D A S E o

[0005]  Glaser® [Bioconj.Chem., 19 (4), 951-957 (2008) J i % P 7% H S AE N
(K PR IC B A, S BRI B R LI IRRGD AR 84 5

[0006]  Speranza’%[Appl.Rad.Isotop., 67, 1664-1669 (2009) ]#iA FITRACER1ab"%
B A AR F]-mOE FRE ((®F]1-FBA) « F T 4i4k % 4 FH T 44k ['°F] -FBA . Speranza s
IR 4lifk (cartridge purification) EHPLCZiALALE T B 3l & i s B & i $H 5L,
1575,41131|JE’JE73/£%/T S BEB S A [P -FBAZE AL I dp 7 771 o T i )T L A

S A P AT B B 2R VR, 1T LS KA RTVRE o DR A 7 VAN 38 A JBU PR 2 59

[0007]  BattleZ%[J.Nucl.Med., 52(3), 424-430 (2011) IAFHI["*F]-fluciclatidelli
DAL A A TV

&

R AN L s ‘~.§\
g N ;_\‘v?\i\‘v.».‘\::}_.f.k\\i.*\.\ N \\‘.".\"‘4 s Mg :x‘\\ 6\\

[F]-fluciclatide
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Bat t e H2 BIHEAF A ['°F] -FBAIE b Fi 7 R - 4 B 7L [ A B A (SPE) A% B4tk o
Y VLK 4 S EL IR 44 L DMSO Kryptofix-222 815K Bl =4 e i A k) B2 ('R ] -FBA I
BB AP AR TN BT FHCIS SPEAE FAT — Ui b g R 4 PR 2, B
[*°F1-FBARS Fl R WL 5E 5 .
[0008]  [RIsH A7y S8 75 22 FHI PP b i AR 1 25 L v 338 43 1 4808 70 o

b4 ISES
[0009] A BHRALEG K A9 SF-TBUR MEAR T I AR S SR ) B 4 (BTV) A, Hok IR T 15 -
PRCEE G A B B I AL BB REALBTM. A i B L T X0 L 28 P 4776 10 24 SR VRN 4 H7
DA % o 0] T AL 148 e N B AT T (R BTV 4 PR I e gt 2 400 1 A A B 2R ) 2
A TR ER A I A AR R RBIVF 2 1% 86 4 5, B DA 2RI AT B AR 208 % A8
fIE 7= A2 AR 2 () AN B 2B 0 o
[0010]  jth o, A% A B (1) e 1R 4 47 T A B 6 1 o) 46 B 1) P 3R A5, 3 R {3 FH 2 T 1) ] 4%
Ak CRHARF CEEERA109541) JEUSH 1 P R0 AT AR 330 0k 2 B /b o A R PR O 4 54T
A AE RV ] Bh A A S B 3k I 73R A5 —— A T I o RHPLC s 92 (HEASRE
PLIZ Ry 30 2040) B4R s o E SRk ek R (P A 1, DA RO DR B R R & .
[0011]  JthAh, P MK TR A e i 28 RN 20 P2 Bk v i M AE FH T 3R A9 55 BT8O 1 7 W P 7 2 1)
B e ALBTMER 2D o (R A R AR 10 R BTV 56 4 AH [R] I 44 3 AR 0 2 7 s, B DABRAIRA7 AE 1) B Rk
BTME: 7 B AR 5 U PR AR 7= P16 Th &%« Ak, R N BTMRT B A& 45 4 & B HL 2 i LASR1S I
I 2 IREER 1 5T, BT DA IS A2 3 LA ) ) /R AR 2R
[0012] Ak IR AL A4, Horb HABE A P — U R SR AL B TR R B 2 iR IR 29401 R 3L, ]
I Ak 22 2 Bk /D 2999%  (HP 2910014 240 .
[0013] ﬁ%ﬁﬁ

TESE— 5 AR HSRAEA A, HAE ) B4R —Fa 2 =l (0D 1 3EBU
VeI AT -

PETM L ooy ey A

\\’x ‘,,-"' % g 'i;}
e f
\?\ N
: \\ & \
BEMP L e ¥ e ;
%% f.:\’\ ;
\xﬁim'i " fs} X
Horpr
BIMAZ A4 2= 80 1A 535

LY 30— () w1 A e Sk R A , Hrp AN AR AT & ~CRo— . ~CR=CR-. ~C=C~.~CR2C02~~
C02CR2——NRCO-.—CONR-.—CR=N-0—, . -NR (C=0) NR—.—-NR (C=S) NR—-.—S0sNR-,-NRS0s— .~
CR20CR2——CR2SCRo—+ —~CR2NRCR2— Ca- ¥ 44 e 4k L Cas ¥RV i 3  —Ar——NR-Ar—.-0-Ar—. -
Ar—(CO) — R FEIR KRS PR A B 3R 2 1% (PEG) 454 37T , o AR AEANAr ST 2 Cs- 100 55 35
B Ca- 1228 V. 75 3 5
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REPRIMAT I FHLCrakie g, W Coaffidt . Coa bt d \Crake A AL e 2 B Cr o R I e AL

mAe 1 F2 20 1) A

Y& —-0-Bf -NH-;

XYZF -0 (CHo) o' *FEL~OCH2~CH (OH) —CH2"®F , Hirprq &2, 3854 ;

X?J&-N" (CHs) 3.—N (CHs) 2.—0CHs \H.—CH3.—OH.—SCHs . —0CsH4CHOEL*F ;

HApBTMLLYRIYZE SR (1) A1 (1T) S A 5

DL A (O AT SV AR SR E /DT 150 ng/mL.
[0014]  R3E “H AW HA HEIE S 1528 (D MECH PR iEBTMS —Fhei 2 #pl (1D 4E
T S AT R IRIR AW . 2 R0 (D) frAEn] 2/ T A A& ABAE (D A1 (1)
BTMLURIY %o T 414 i B 20 43 & AR, XPRIXP 07 T 23R _E AR T —C=N3 [ ) AR R 4R A%
7 B o DR 88— AL A A4 B X ) IR AE T XRG4
[0015]  RiE“X AD fTEMZAR I 8T E R QD 1A WFAER) SIS, BIEX 7] B8
ANFLAE UL, AR HE 248 1.1 mARA 3.3 mg = F L E R RS HT44 (3.0 mg/mLER
3000 pg/ml) .77 GBq ["*F]-F KRBT £10.072 ng. Kk, ZEAL 2 ARE T, [BF1-84k
THFEFEAT/INEE B B RITAA , 738 AR BB 73505 DT 5 20 (LD 28 BRI KP4 B 2 5K /)
T150 ug/mLEJ K2R O 25 52 2D 90%. Uik 22 /D95 e IS 20 ia o i X (TD) T
AEAERIREE/NT 100 pg/mL, BEALIE/NT45 ng/mL. 8t 225 3T O A4 B i Al {5 8 2
IE 2%, FTHPLC-MSZ:AL o 380 52 1 {5 KL K T 06 R B A BhEfk o 24X P, Hoxh B 78
i FH P PR R AL 28 R A7 A BT AT PR A4 o 2B A pal (1T) 9 AR T80 24
[0016]  ARiF “fU 7 (comprising) "B “ (comprises)” FEARHIE Hh Hif B4 HA HE
A S B R A A 7 4 4y, AR H S R 48 AL A s U] 5 AMT7AE - DR B
GAE R RIE AR AR E AR, HEfRAA RGP HA S A FAEHE
&M
[0017] X (1) SAGGHEL 2 180 R AL I A P 2 R 1) 38 7 (BTV) o RIE “RAR ) iR E S
TR FL BN A BB AL S ) o VI L BN A 5 BE R S Ts AR, ARk A\ 322 o L
16 S AG T AT DR NP B /NI 7 TR4E T LBl Ak , B 24 L lb R 27 4 5 Sty ey 7L 57 452
TR IO T S o A2 AN PE /N 45 T DL 0 Tk P 45 3 Bk 32 6038 1) A L e ok, A
T B R B A B BRI
[0018] A SCA FIARE “U i BAZ” F8 ARAR N 7= A2 FL3h 4 52 33 P4 3508 77 1 1) P A B3GR
A3 TR B AR LA o A% R B I e e B AR 2 IR HL R S I )= 3 4 (PET)
[0019]  OR¥E “A 288w 4" BT BARIX MG, AL T Jad ik #E R Y sk
FEAR P 58 AL T FL 304 B AR 1 e o AT o X A7 P Re A5 T4 22 B e i RS B R FH 4%
B AR R s fE .
[0020]  R1E “EEEIR” R ARL-BD- 2R U R KA (B 2R L T 2R , HrT L2k
SRATAERY B SE A A R UR Y LA B AT DA 622 Al 5 RIS — S il Ak 3 BRI G T2 MR I , B30 o
PRIRR AW o A ST F T 2 B BRIV I3 T BE B B4R 5 o I AR R W I 2 B R Aol 2
2l .
[0021]  RE “BH” BFR - B = A G B RE  ATRE 1 LR 22 2R R R
FUBE AT PTG HE T e LA S VFES T A DK 22 U L 1R o AT U, 491) 4 T {0 2 I ) i A R A7 A2

9
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2R G R AR XA R A SR A K A BRI R AT AR (O T

NovaBiochem) :

ARIE R ZFER AW BCPEC” BA HLE IS X, IR T H1 “The Merck Index”,
141 5% B 7568 , B 1 xCH (OCH2CHz) nOHI R AR B[] 448 58 G40, Horbn & R T B T4 4.
KRB —BER AT LR B B AL 28 1 1Y o 5 A W0k i e Al i A R
1) o PR3 () 2 PEGHE Sk 140, &% M B 1o 1 BRB 1021 B 43 B PEG A 25 #  5 5 AL A3 B 1) B
JG:

2 b o3 6§ N e N S & AT ,.-.\""c“'\ . S
“\“\wt\“\ s%ﬁ\\y\ﬁ. \\\{} f‘e\\\\x_&_._i} ""\_v\w‘_s" f'\\-\,,,_ '.;\\‘““" S e M‘ ﬁ:} "?\.,g E.w}}:\
b & o R

{Biol)
B 01117~ -5 A6~ Uk-3,9, 12, 15- T+, Ho i L 5 100 e
ML 78 LT KB o2 AT A M PEGREL

3
3
Pt

(Bio2)
Hopp i siBio L T iE X, qre 32 151 #E4
[0022]  £Ex(Bio2Hr, pflik N 1EL2, qfiiE 512,
[0023]  7E (D) A (1) A, 7EC=NEE Y S A8 B0k 7] H IRE-BRZ AR AT A o B AR N B —
SR AR SR (D A (D) B 7S S AR IR A4, A AR B — Rl SR u 44
(KR LA S 2l g A X A
[0024]  fLi%sEiitiJy &

FE 55— 7 X (D) L XMk A PFE -0 (CH) o'°F, Hirbq 22883 s W ALik " F k-0
(CH2) 3"°F, S 1% "BF o
[0025]  7Es—J5 k=R (1) AT o, XERICAR 2 A T AR AL BT , AR A XAz
[0026]  #EX (1) A1 (1T) VARG Ay-0— o B AR Y A&~ FLX"FIXP O3 T X7 o of -4
IR A, R I BTMIE [ 101 F SCHER
[0027]  BTMAT LA & & BER SR SRIR KT, AELPI I S A i) o AE A i) oA s )8 3,
B0 540 B8 1 R AR IE (5] vy L sh 0 44) FEGS T 5 B0 NG R0 o I Ak A A BL R AR 3, 3L
il £ 1 2 MU0 T DA AR 56 A 524511 o DR G R SR R YR ) B4 5 B B A B L A BEAE AR ST AR
“H R ISR A BIMPLIE RS A R, BEA B & .

10
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[0028]  BTMH) 7+ E 1k N E £ 10,00058 /R, B LG 7 EAE200%9, 00018 /R EH ,
L3004, 00038 R , 45 ML 4400 26 , 00038 R 24BTMAZ: JE IR , BIMAY 7 &tk
NEZ3, 00058 KT, AL 200422, 50038 /R, f Lk 300222, 00078 /KM, 45 ALk 400 %
1, 50038 /RHi»
[0029] AW SR 1A) 5 A LAk A0 2« 3-8 TR AR K LIRSS ALY L SR BUIR A U4 , HLvT DL 2 42
PEBCIRIRIR B LA G s B — SR s R Bl 5 o R BB s 7). (L5338 43 BB sh 7)) Bty 40
A s AR A WA (BFESZARIRY FE TR BB IR s %R , BUIE-DNAB ZE-RNA
FrB.
[0030]  R¥E“BR” e &rmad kg (BRI, B — DA BRI IS 7 — DN BRI R ik i
1) P e B T2 0 P 8 U PR AN B 2 AN 2 R A S 1) - AR TE “IRAE A B R
Y s PR AR IR B SR 1 B AR s PR AR AR AL 2 1 BT AN B 9 IR AR s A S 4, BREAT
ANEE S A AT IR B (RP 2L IR < 7] 1 B Fe B8 o Ak , DA B )32 ) 2 SUASE FARE IR B4 LA
AFEME BT EASE 58 A IR 4 BB 1 R RIS IR o ARTE IR 2 450 &~ B
B — AN A ERBEUDII .52 WSynthesis of Peptides and
Peptidomimetics (FKFIRAHIIEI G %) , M. GoodmanZs, Houben—-Weyl Vol E22c¢ of
Methods in Organic Chemistry, Thieme (2004) .
[0031]  Y4BTME B JECA B 47077 i S350 S Bl 41 59 B2 AR 45 A A P, DLk H 2
IR, BEALIE B B o ATE “AEIR” 5548 AN 5 A AT DA B B 7 A 2 R ke A 2 T 1 e e B 1)
B o B T8 ) RS FE BT S 7 AT ] 758 ] 2 R R 280 A S A L 2 o B S
R TR IR , B MR B I ML 5K 2 T 1B & Ja A 1 A A 7)o P 1) FE R ML K5k 2R
TSP FVD I A& )& O AR S B AW AHE ME 1 MBS BRI SRR %
He KM R s 2 U RD-1BRD- 232 AR K Fi A4, B 2 U2 e R 1 B At it b s FI5 -2t
J S R BOAR o
[0032]  BTMig L1k Jy3—-100 R 44 PR BRI o 29 BTMAE RIS , HAAIL A% 4 -30 SEA4 ik , Al
1765 72 28 FRAK IR o A BTMAE PRI, 038 () b S IR Ao i

B 1 o - 11| - NN 1 ) N N L) 8

~ 5 ST AR LS A B IK, P ST R ORI 1 (. coli) MM ERAEN ™ A 1 e E 5
£

— R E K ;

— I VE VR I 5

PR R E

- EREE A A B BIANYIGSR W PDSGR. IKVAV , LREFIKCQAGTFALRGDPQG

- FTHE 5 A A 38 AR AL N B S L ik

—l/MR 4 (PF4) K H A B,

~EHRGD (Arg—Gly-Asp) FIIK, ‘& AT1A] BA ] e 1fi % A2 i [R. PasqualiniZ%, Nat
Biotechnol. 19974F6 H:15(6) :542-6]; [E. Ruoslahti, Kidney Int. 19974F5 H ;51
(5) :1413-71;

—ap— PV A% B A BB R () AR 4E R 1 IR B /N s B i 1 IR A B o a3t
VSN AEE A B-BRER A AR 4E B TR AL N S 8 B A I 2R R 7 B A AE R B35 X

11
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Bk P 4R B - ao— T AP VA BERT K (M. Tone, J.Biochem, 102, 1033, (1987)];B-M&&EH
[L.Hansson%%, Gene, 139, 193, (1994) 1 4% H [A.Gutmanss, FEBS Lett., 207,
145, (1996) 1; /MR SLEE A-1R4E[V.Dixit%, Proc. Natl. Acad. Sci., USA, 83,
5449, (1986)];R.F.Doolittle, Ann. Rev. Biochem., 53, 195, (1984)

—VE N ML A8 58 5K R TR A AT ) 8 K, B 2

MEEKZETT Asp-Arg—Val-Tyr—Ile-His—Pro—Phe (E. C. JorgensenZE, J. Med.
Chem., 1979, %2%, 9, 1038-1044)

[Sar, Tle]lMEZF#KZI11: Sar-Arg—Val-Tyr—-Ile-His—Pro-Tle (R.K. Turker et
al., Science, 1972, 177, 1203).

- EK KT Asp-Arg-Val-Tyr-Ile-His-Pro-Phe-His-Leu.

[0033]  4BTM g IR, JTak k) — v 55 P9 o (O 328 PP o) JEL A 5 L0 00 A 470 7| 6 2
') o5 A 1 79 i LA b 7 QAR50 T4 P A% B FH 1T 5 1R F 282, DR A 75 DU P 2 i A it
25 SO BTMR AU B M 45 S A 3 0 o ARGE “ARUm i S ™ (™) 2 4540 b B #
BTMIPA 7 2 55 v BCRR s v R Il OO0 A2 18 00 R I S5 DR I8 A ) AR D AE 25 PR L (A X S
T4 A B2 i & ) B 2L, 9 HO AR SIS AR N A P A R DA BT 2 ke B Onf T IR
A HE) -

N-E 4k 3 [F1-NH (C=0) R®, H: 1 i 3 - (C=0) ROEL AT 3% Cr-e e 3  Ca-10 75 L IR B AL 5 T
£ (PEG) 4544 557 o A I M PEG A FH 1 1 3026 T4 Sk B A (LY (Rt o B2 (1) 1 A PEG 2
2 BiolBBio2 (1-30) [KIAEMIR MR o ALk 1 BhR R I s S ] 2 2L B3 A e
ZROBE,, RiL LB
[0034]  FH-T+ o8 2ok ooy () - ) A 00 1 D AT 0L i« FP B BT BB R R A O B L 2 R B
B 2, B (PEG) 45 #4570 o AT BTMPK ) 78 J2k iy G S IR R 2L 1) 4538 (MO 3 [ A H b U R
BRI A i i FHC1-a e 3 (PR PR L) N—He SE A0 I0 JE ] o fI0 348 10 3 KM 3 [1 Ay R B e BPEG
s P X SR A Oy R B
[0035]  fRiZ&HIBTMIRAERGD /K o BE LG L SERGD IR A0 & 7 B -

P4 4
o o S
U(-..,_‘\ f B
i . 2 "
Y e ; Q 3
3 - N N
N 3 N 1 N Ty
NP N N 2
> p SN N LR SN N SNy TN Rk
Pongpiet FEoRE R e ép*‘w ST N . . Y
< &y N3 = u N\ B 3
P i § & » \ :
N 3 = N i
B & ’:-‘\ ) S
\'\,\ ; ~ = Y
i
N <
¢
et e
N R
N sl
AT 3

A ) 2K RGD kA2 4 BTMAZ 2 (BTML) B JIEISH FRIRGD K »

12
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.. .
Ny S h Gl ~ N N TR
§ H 3
] 3 £ i
R = B
{2 N < N TR o
¥ s :
oy Ki '\‘Qﬂ‘ M
b i
S , Gk
o ""—-m‘ff"‘
Mo
LN kY
L Y
i) F"ﬂ‘{e‘

Hirp X -NHoBY PEG1 , H P PEGT 2

—[—HN ﬂﬂjhﬂgmﬂfﬁvm\ﬂf \”_},r’r"*H
0
PEG1
HaZ 1 2 100985,
[0036]  AEXBTMIH, XLi% NPEGL, @ fLikZT 1,
[0037] MRkl (D) B4 572 (TA) B [F]-fluciclatide:

§

X
b
gy T K AN s A R N P SN ‘\Q\
N Y \§ NN e NN \\ N ‘*'\§ \\ﬁ
M R X &
% @ & &
k3 3 %
& 3 N
\ - S (IA)
“&\ w\&\\\\
- NN
Re §
S §
BN &N
N .
8 5 g ¥ § . )
éis“‘\i\iﬁ“"\\**“%\"-“"’A\§ NS A ENGS “, Nt '\\ SHRE \\v\\@ \%
':{ o o

\\ e

FESE— T M AL A1, 24X PP, XPARAE S -N' (CHs) 3. -N (CHs) 255 -OH, ARG A7 7E
R (1D 12 FRTE XS T FrA X R X 7E 55 =07 T (1 30 B A A .
[0038]  flRifets AR A AR AN LR, BlE S AL e TR, wnfess =05
i (30 ik
[0039] Al 4% BESE VYIS I (T 30 AT 55— Ty i BG4 59
[0040]  7E55 Uy, AR IR B MEA AL &1, E B & BE T WA M4 TIE K
(K5 — 7 I 1 AR S, UL YA A PR A
(00411 FE58 — 5 i vh WAL S MR DUk 5 i an AE 55—y i (30 PR E
[0042]  Jg i “2E TG TR B ENAGY, HoOVRE LRI, A
PR R AR BRI AL &4, 0F HAEEY A PEpH (Z9pH 4.0-10.5) F R XK
ZH A DA B AT B0 A A ZE KU PR AORE L LR 1 A5 AR IR s (F9) 1) 2 Ak AN 7 A
T o XA SIS A RV B VERIE, AR MBI -
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[0043]  “A=WAH 2 VEEAE” Sim AR B AR A, FL P RARRI AT DL R S TR R B A
ERET R A A AR B 521, BIR] 45 0 2L SV 4 1 Do B R B BEAN Id AR WA 25 1
AT 2 T S P R A TR A 5 49 B T T T AR I T S K KA R B n K (AT kA R
V1l DA T S S & T 518 A5 AR A AR PR 00 1) AR T 22 PR (9 T PR
R s — PR PP DL N BRI KA TR IR IR B (B S B AR BR E F 5 A
B AT F 1SR B (08 ) M SRR R (Bt L BB B H R ) L R (B
) AR L2 n Y R (BN 2 R A AR AR YA R A A TR
ST 7K S5 KB IR Eh 22 PP

[0044]  f WA FIFI A YD AEZS PR SS B SR HEAE A G /MBS 2, BT iR /NIE A 2
BB RS F ARV OR R T B S0 B P AN/ BB PR e A P, A 0 e T A (9 A
BT 5 [FIB o V30 v 28 B A SR I N I HE VAR o D0 K IR SR R 2 N R I 2 1
AN, He S B 55 T (overseal)  GHE AARN) 5K FTid #8538 T F B2 TS5
BRYR B 2 VR g ) (19 e 5 P e P 2 e B 28) TR R R T e 8 1 . X R 2 A B4 A
A s T 3t 56 T AR 7 R (9 0 B 8 T 2 SR BRI MR BRSO AR B A, IR AT R F1AR AL
W F30k N AS 22 FUAF AR S (B A REBUK 7)) N

[0045]  fi23% 1) 22 771 & 75 A AL A5 SN B /NI (B A0 10-50 em® (AR , A& 2 A EE
FIEE 5 EH I AT AR 1700 0% A 280 1A 8] T A 5] By i) 170 Bl A 563 770 & il ) e PR 20 S 2
P& Al AR 1 O o BT P 78 ) 3 A3 88 DA 5 A B AR BB R, IF BRI Ak v id
T RAS FHI — R PR S 2R e 48 . AR R I M2 S MG A G & B BT
RIS, W E AR e A @ R 2R B A A

[0046]  ZGWMLH AW RIS S AT IR 0] 5 49020 = B it AR 0B T8 771) s pHR 7 771 B 70 570
SR B 70 SR R B 95 T R A T A o ARE RSB ) R R I i R v TR e (]
QDR A ) e e T 7 AR TR A 1 ) SR e i s B (8] A A S RS A A . AR K
BR (%) 88 S 77 4 R M bt B < SR LR A U DR R R (RI4-Z R R R) R E R (HP 2, 5-
TRILEFR) KIS EYHEER S PR ARE AR B) BEEE T
A A B0 T [ T ol £ 190 T T P S ey v 5 JHG R o i TR L S AT S IR TR B, R E S 45 T
R 2L B A » o ) A AR o 3 P A ) R 5 2 P 88— S 9] B« Bl 4 JB A B s Tk - 4 SR
FVEE s R B8 o L3 B AR WD AH R VR BH B8 - S A, S DL Y o

[0047] Mg stPEZaMmAH A A SR AN Kfluciclatidelf , iZAH A WL & ST 7
F o P01 58 B B 3 751 A A2 25 F R 4 (Na—pABA) o f3 1% FH ¥/ Na—p ABA ) A e ¥R FE A2 1 %23
mg/mL, fLi%1.522.5 mg/mL, &ATiLELI2.0 mg/mL.

[0048] AR iE “HGVA R MARAFAE T 2B 1 38 I A% FRILE VA 79 Hh 0 Vs g 2 (R0 ) o pIE e
[RYIX A T K P AT JBT » DR I Pk 3 7R 126 50 35 7K b () 0 A P2 o 5 0 ) 3K SIS 3V 7 L 4
Ci-afi s Hl s 58 4 B (PEG) s TH 1% s 58 280 & M 110 B I 55 vl R 1 5 ol B e 5 B yibt 1R i
(sorbitan monooloeate) s T INALER: 5K (Gl &M R G T CA L) ik BIL IR Y
(Pluronics™) s BRHIIKE (9 fu1a . BBK v FRMIKE R TR I -B-IRBIKE BUR A 2L - v —FRMKS) A gD
T NG -

[0049]  RiE “Buis A= 4B) i 71 B AR HD G AE A H MY (B A0 RS ) A K0
W 50 o BUBAE W5 5 700 ] R IR HE R R B R P X T BT R o AR R B L AR R T

14
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7R 2 AR RIS AT I i S B A 29 M S W rh K AR R, I8 Rl AR 1A U AR )
75 JE3 70 P 30 8 £ S5 Il AR AR ) — A2 ML P 0 2R A, P ) & A 2
25T LR TR AL G S I DU PR B VRS PR SER A IR RIS, RIS
W PP B X 2 O R 0 xR PR IR T BRSO IR R ] R R S TR
R s s IRAG 7 ek = R RN 7K o DU I B S A M7 8 700 xe e i DR F R 2K
[0050] R4 “pHIf 9 7" B4 M T # R AL & Wi phee F T A B S sl 45 7 B 75 VF 5 R
(ZJpH 4.0-10.5) Z WML BB S VIR IR G ) A TG IX e pHIRE 5 70055 25 5% bl 4%
SRR, BN il S VBEER ShBRTRIS (BN = G R 2k) A fe] , BA K2y Ll 52 A Bl
1 e R B0 Tk R B BV B LR B0 o 4 P iR A 5 LA ) G 0 34 PRI, i pH R 19 5770 ) £
WAL AL/ EIR L 7R 45 F A, AR S ) B 3 O 2 D B AR R 38 20 1 i pH
(00511 IR “SHFEF B4 Al AE AR MR T 33 Te) R 1 JsURF AR 2 1) 2 2 B ] 3252 (R 2K 7)o
A R 7 A T SIS TR DA AN EERE 2 2 e B B R S KA TR
PECE RS .

(00521 SR VY I ) U PEZG DAL & W ml AE TS T 1 (B 19 %) 2R il s A1 2 R
(R TE B e IR 7= ) o DL S B AL 7 » 5 i A A S (AR )0 e S £ ) ) 2 L ) IS 2 3
(/N A& T2 T Y o 21 23 AR ] 3 T AR 450 2 R0 0 5 ¥ KT B4 TR L 8 il v
RN 2 ROKTA R e KT S TG S A B (I ISR ZobE) o DL TS KT — 28 4 9y, A
o S St foe D B3R MR AR L AN TR , Dlie a4 22 /b — SRR L 985 AR il 4% 25 4l
Er/EEEvZ ®

(00531 mJ i RESE DU TS T (K 30) [ 834 i 4 A A B B JBOR PEZ AL 540 o

[0054] R 55 =J5 i, A% BRI G, e85 5K () BB PEEEAT—Ma 2 Fhal (B) 1
AR TR VB -

CHO

|

N
TR

S8

—

TR

e o
(s

N

H N

i

3 N
JEOR

,:’\»

Herp X URIXH 08 55— 5 T P R 5 5

A B) TR A AR ER SR E/NT 150 ng/mL.
[0055] £ 5% = J5 1 "R X RIXP AL 7 T /e 55— D7 i (1= 30) BR 52 -tk 3 (B) T E A7 A5
(R /NT100 ng/mL, EALE/NT45 ng/mLo
[0056]  {E%5 =J5 ERIZLEY T, XML % 2 18F HX?J&-N" (CHs) 3. —N (CHs) 2BY —OHE & H A4 .

[0057] P, AR AN K I24 [BF] - S RS (['SF]-FBA) i3 7 IS & R TMAB |

%
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F I AR AE R A S 2 o B 95% K Y T TMAB . DMABAHTHBA »

YN ::-'\5" o T o X
UHG LR CHO
o 3 :(-‘;_Qﬁ .l:sf \‘-‘:7,:% .s‘.a Ry
4 ) =y "\;, -‘c;.»:__- LS ) ___‘»:’:-‘
\‘\ﬂ"‘rj‘f Ny \gﬁ;f’ \T‘:}F
MM by OH
THMAY g SR B

Phah, T EEAE RS (T [ 24 R, HorpX? = —SCH3BR-0CsHJCHO » 24 FDMSOFE A v 75 7] 7= A
X* = —SCHs#) Jii o iX 26 2% i LB LC-MSHE R % 58 o
[0058]  [AI A sk 24 FRAE M A S, BTl eA15 [F] -FBASE 4+ H 10 B e ALBTM.
A B A 34N B AN -

(1) P D T s P 2R

(i1) P A 2R 2l

(i11) MNP PR BAAFIA ST &5 2R R D BFIBT-F BB 5, HnT 5'°F-
FRIC I S5 570 55 4 A R (AR N AR P24 A0 1
[0059]  |uf /@ (iii) PRlG ] RE A N AR IR A% 70 - s Ab, KR (1) F0 (D) BTMER A 4 45
FEZRABL, B LA BAT)— ELAEZL A b S RTA7 7 T ] B A 438 o Tt M ) 7 P A 1094
B 2= 2 A DR] I A L A S R T B i) T i R (1) o R R, SR = T e R A
YRR E— R BB RA AN BN R
[0060] %5 = 75 [ ¥) 20 & W) D32 4 (4 i R o JG S VB ORI I & & VA R « B VKRS
B CJESOKYE CE IRV AL CBEBUK PR 21, AL 2%
[0061] &5 =J5 AL AW A] G0 R 3R15 8 OF - AU SE AL B VA VRURR B, AR S5 AEMCX TR A
T [E FHHRHL (SPE) A (T3 EWaters, FF5186003516) [ 4ifh I8 Gt B A fH &+
AE WAL (C18) il R AE T 2 o KLY & MR Bk S5 A E AR HBA Kryptofix 222 RIBRERHP N
FATATA B [P - M 4 2 B P 45 R I SRS A, RN
R B [1OF ] -1 FH 2 5 MCX/INKE SRR o 24 AT ALVA 7R3 B FBART B 5 14 J5 b 21 TVMAB
EAEAREE , AT
[0062]  7EEE DY 5 TH , A K I R AL RS PEbR 1L AR 2% B0 ) 43 I 725, HAL S

(i) Pt RS A A B L B B LR AR 1) 2 S0 1a) 356 4

(ii) Mk H AP IR (1) B0 F Re A4 2 8 1m0 4y 5 88 =07 T I 8O PR 4H S P IR R, £
1330 (0 U PERE 55 B S S B 46 A DAAS B MEAR 1C [ A ) 22 8 1) o
[00631 &8 P 7 TH] () A= 2 S 1 B 43 (BTM) B HL A ik Szt 7 R e 55— i (B30 ik
[0064]  RiE“FAEEL B AA 5HEM B AR LEET G BV, I F A A
3X—0-NHz, ft 5 ~CH20-NHz, 3 HEAT DL N 54« G Ik S L 1 AT 5 I TR R Tk 1) 448 4 e ot v
S8 BE Ly s 3 P o o
[0065] 3" J& x0-NH-NH2 /) B BE [
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[0066] LSS T i, B RE AL A 2 48 A fhie B s (OV) -

[BTM]-L!-Y-NHs (Iv)
DL R brie e B A Q) -
TR R B g S _....(' e' \ :
o %ix’mlfmf\,% ‘_{* \ W
B B ey ;
%\i:\ "i;\ X!
Hrr,

BTM\ L' YAIX! J He A 3% 77 i e 55— 5 i (30 Wk
[0067] 8 VU J5 1 i 5 2 Ui e HY 8 3l & AN B SE i - R “H 3h & A SR T
SatyamurthyZ[Clin.Positr.Imag., 2(5), 233-253 (1999) 1A [ & oA R FE MY
AR RAE BT EAE SRS E R R Ry — R R R AR B S, HeR] BT 2
FOR L 5 0 02 24 75 E U TR WA S Wt , Biridk & 3 & BAOO T A BT RS J5 ik 5 9t
el EATR T T 2 MME R [Satyamurthy5s, B3C], f04F:GE Healthcare;CTI Inc;
Ton Beam Applications S.A. (Chemin du Cyclotron 3, B-1348 Louvain-La—Neuve,
Belgium) ;Raytest (Germany) fiBioscan (USA) .
[0068] Mk H BA BACIRAR AL F TR TECH PRI G 5 2 » Ik AR T8 PR IR
TR 251 ) % 10 7 A o Bl A R ASGE S AN R AR S B, R R e A3 e T i A
AT AR TR ASE F o B3t T8O 1 AR T B 14 3l ) R S o ki DA DR AP 45 A 5 O ] B ) 4
GRS  /o oocp G W D R g % S 2 S 0 2 I P W 1 19 1 = ) e 5 N SR =
(cassette) « NiE B BEAGVIT A B2 3) H] & #2226 2 9 2 & G & (G B E S0
ER P B KRS E AR TS S B UIE B A, BIA b A% ) G A A . Bl
PR A0, 5 e M I ) 1) R, 25 R e T o) 38 o B 1 /N R B B I R i ek B AL
PR BN S R % & B -k, FE S B 3 A AR RS BV R o BRI
M55 B A BGERZ B R SRR B R I AT T B A 1 B 3l A U 53 A R B
PRV AL ST 20 2E 3k b, IF HH IR AT BT RS 2R
[0069] &t 2 HIa@ i, 2l HAT 2 T Pl R A B, A 0l TR i n v 5 4/
JRE AT (5] 40 [ A $2 EXESPE) (AL B o B B4 S BLR 2 o IX R RLAS 2R AR FR L
0.5-10 mL, FALi%0.5-5 mL, Bh e flti0.5-4 mL, 3F 4R B AL/ &3 Bk 24N 1
52384, VLS Vi G B ANIR] S A% 38 10 B 71 o D0 ik e B AT 2 2 ME R B 1540
AN B PRA% 20-304 e A% 254 o BT 8 () IR ARk Dy & 1 AHIRT RS S DA S dse pieaze Ay S
W P B Vv R T U PR 24 4 26 O DXL 1) 4% 1 I 24 ) DA A B AR B N 52 B AidAE
AL
[0070] A AR IR 5 B)E R AR B — IR MR ER R A T &, Ik & 4 5 R AT 45 SE bk
Y TBUSS PR TR TSR 1P 22 ) o 6 T 75 1 4 B0 S R S 2 AN B Tk & B A3l
FAXC AT B 0 A R ] 5 AR B A B /N AT S e AU B 150 T ) 4% 8 AN [R) TS PE 25 0
RGP o B ITVEE BAT LA H - TR TC DA 0 P I ER AR N SR R 22 AU < St GMP (2
i A U R ANNE) MM 2 IR BRI R 77 5 R I AT LI R PRI e s TS AT 5 Bhis
2B S A s B B SR AE SR B A 23R 5 R EAT B 1 s TR T s B M 5 RO FH O
B TEAE X G 8 25038 R FH A G RS
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[0071] ﬁﬁ%ﬁﬁﬁ@%ﬁZJJ’WMX%E%U%M*ﬁﬁﬂﬁﬁﬁlﬁﬁi‘f%ﬁ/\%ﬂﬁﬁﬁk
[0072]  EEPY 75 I 5 i Ou e LAJE 8 T SN Sk i, DAE RS 238 — 5 I WA &9 A K B
005 R RATEY R /BB U R L IR IEAE

(1) FEBE il & BA, J P F RO bR 100 R A i 1 2 PRI o S i

(i1) & o KA , Ho i P M 1028 AS (8 FH JE T8 46 00 18 0 1 Sz it SR JE e e i —
AR (s y B & K B A s b B (G R 2050

(111) WA R T7IE , Fo B 5 A A R e W 700 09 T B S s e 13X 7] 8 il 77
5P A SR I N

(iv) A& BA, Horp S r— edr 100 58 F B 3 30 B S e
[0073]  fLikJrik (iv) .
[0074] ‘HIE-EAEE GBI AT Poethko®E [J. Nucl .Med., 45, 892-902 (2004)].
Schirrmacher® [Bioconj.Chem., 18, 2085-2089 (2007)] SolbakkenZE
[Bioorg.Med.Chem.Lett, 16, 6190-6193 (2006) ]8Glaser® [Bioconj. Chem., 19,
951-957 (2008) 1f i il & o R AL Sk ik ] n AT R AE AN 2D R 81 o 16 g, SR R FON-
ﬁd‘)‘jﬂ’]’ﬁﬁ AR R IR BN TR ) R U TG AR 5 IR & o 85— i v [EAARN-R 47 ) 2
FE A E BRI IR I AR BIH R 7 (W 13051 9 So 1bakken MGl aser SCAF) oN-{&
P B - IR B L WiBoc-NH-0-CHz (C=0) OHFIEe i ~N-0—~CHz (C=0) OH 7 & i 5 41l fu1
Novabiochemf1IRIS,
[0075]  ffifiitE BERI S & £ 2 K38 SO PR 1D RO BE 48 & DA s EE e i 8 & W0 T
R TY  WangZs [Nucl.Med.Biol., (2011) “Synthesis and evaluation of ['SF]
exendin (9-39) -- fEﬂFpUﬁlJ%?],H&Meszaros%[Inorg.Chim.Acta, 363 (6) , 1059-
1069 (2010) ],
[0076]  ARAE “IRAH” Fa IR 4P 2 1Y B2 H o ARTE “OR 4P 5™ B 48 1 B FH LB A IR RO A6 57 I
R, B BTt B 78 70 S RLPE DB AR AP AR 735~ HoR A0 I R W iR AN 26448 T m] P
B BE VDB (0 [ o 7E R AR 37 5 T4 R 7 ) o B ORI g AR U R N 80, 3 126
H:Boc (HiHBoc&l ] S AEMHL) sEei (HiEei & LA FEW.43E) sFmoec (i Fmoc &2
SRR EREL) s SR OB AR TN A R B  Dde [RI1-(4,4- -2 6- A AW H T
H) ] BiNpys  (BI3-fE -2 Mbwg WA L L) o Foe ORI B H#538 T-Protective
Groups in Organic Synthesis, 4/, Theorodora W. GreeneflliPeter G. M. Wuts,
[Wiley Blackwell, (2006) ] .fCi&MI LRI EBocHIEei , B fiikEei .
[0077]  Hrp g/ 3f9 3" F (CHz) 20 [CH2CH20] «CH2CHOK " *F AR i0 IR W% , AT Bt Glaser &
[BioconJ.Chem., 19(4), 951-957 (2008) 1{¥) 75 %3k . ["*F] -k PR Al @ Glaser
[J.Lab.Comp.Radiopharm., 52, 327-330 (2009) ]I 7531 . ['*F] A B RS (K AT 44, P
MesN'~CsHa—CHO . CF3S03 J# itHaka%s [J. Lab. Comp. Radiopharm. , 27, 823-833 (1989) ][]
TR
[0078]  H.g&s Akl ok [ AH K& 3R 1S, iR TP. Lloyd—Williams, F. AlbericiofHl
E. Girald;Chemical Approaches to the Synthesis of Peptides and Proteins, CRC
Press, 1997,
[0079]  FE55 U7 [, A K B HR A0t N B A B ) 77 i, s = A Herh B A 38—

18
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3 T U TR 25 2 & VO ) Bk Bl A4 22 20— 38 7 BIPETIE R

[00801 758 1.7y o s M 24 M A 4 B FL b B SR AR R B D8 328 U D 3 ) B E A A B B
TR I (W B3O R

[0081] 55 715 1 i TV IR A8 b TR PR A B BUAR S 73 SE Tl » 78 Pk TR tRAS th B %
IR EE [ avBe SZ AR S 3R IE , i i LS AR Bl b 2R i IR G R KGR PRI % VAR
T3~ PR 7 A R o AR b B A K o B8 D O D0 ) S R B IR A TR AR G B R B
avBa R IK I IE HL F R BT I8T Z F1 4 (PET) i/ #i& FBeer%% [Theranostics, 1, 48-57
20117,

[0082] 58 1. ] A R U7 2 m] A 32 B A2 S A B I 25 900 77 N B AR RS, ik
FABAE I TR 25 VR T 7 WAL S5 BEAT AR e 78 I Ik 25 W36 77 S1A) #EAT o 5 01 5T Y
Fe i HA M DU 0L AR RSCRRRE Y7V B8 T A% DA B IR AE 9 400 38 DAy A RT3 AR M P A= 4« i
FITIE MR MRG0 TBattleZE [J. Nucl .Med., 52(3), 424-430 (2011) JFMorrisonZs
[J.Nucl.Med., 50(1), 116-122 (2009) FiTheranostics, 1, 149-153 (2011)].

[0083] DLk sLiti 5 1)y M 5 ik, Hoh R U R 29 & da s T AL sh ik . “E
Jots T BARA I R I 2D B L o SRR B anPE i ik WS 45 7 83, CAERK
18 HTSE -

[0084]  FEEE/NTUT I , A B4R M NBRENYARRI W 7 i, FALHE 88 17 TH B A8 05 1%
[0085] 5757 il A AR 5T A A AR AR T VA R AR Ty I AnAE S — B NS oy i (b
30wtk

[0086] A B J L T ST A = IR ) S 481 0 B o S T 48] L8R A A A BH T AA LA B
St 2841t [ F-FBARK B B, SE SHE A% (PR -FBARI 4l Ak LLFRAG A R B A &9 - 5L
4B AL FIAR R B R 214k ["°F ] -FBAZL AW & A R FH I A6 A 1L o S 5 B AL 2% 5 43 A, 4E
AR G R] AR e B B 5 1R 25 2R U o

[0087] 47

16 T 2 BB S 2 B S AR S

[0088]
Ac: S
ACN: LI
Boc: BT A PR
DIPEA: NN - RAHELRE
DMAB: 4= () R g
DMSO: RN
EOS: A
FBA: 4-FRR
Fmoc : 9—2jj 3 FF 4 i 3
HATU: 0 (T-B 22 IF = me—1-3k) N, N, N” N — U B iR 8 S Sl i
HBA: 4-F2HON %
HPLC: e AR R
MCX TR A H B A ekt
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NMM : N—HF 2 1 g

NMP: 1 — B -2ty g s il
PBS: IR Sh 22 b K
PyBOP: JE I = - S =R T IR R S N AR L
RAC: JISUS A

RCP: TR A A

RT: =il

SPE: [i5] AH 4 HX

tBu: BT A

TFA: = (W7

TFP: VY o

TMAB: 4= (ZH L) R g
Tr: R B B )

RLEARPLEY)

SEREMBIL: HTA A K

(00891  FHARMEIR A EIE A IR L
[0090] (@) 1,17-—&%H-3,6,9,12,15-Fif A4 +tkx
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BIKANEL B (25 g, 88 mmol) FTHEHEEA (22.3 g, 195 mmol) 7EJE/KTHF (125
mL) HF IR AR B RS R FEAE UK/ AR A E 20°C . fE45 2 BN N = 2 8% (19.7 g,
195 mmol) fEJC/KTHF (25 mL) HH VAW /NI JE B v 203 1 IR N A BB R4 /N o SR
WK (55 mL) NZEIR AW, B MAKIRE (5.3 g, FpH 8) MEEILH (12.7 g, 195
mmo 1) o & It A RA 25 THF , 8T K IS MR RN 24/ N R ) o BHIR S0 40, In N 2.1k (100
mL) , G AN K AE AT B S5 A 5, 2 (4 x 50 mL) 3REUKAH B4 3H19H HUA A
K @2 x 50 mL) Fek AT MgS00) i JEANZE R VE IS B s iR 26 ¢ (B9 %) o 7=4)
AL AL T2
[0091]  (b) 17-B%HE-3,6,9,12,15- A Mkl

FERBAES/N R L, 17T- =B % 3E-3,6,9,12,15- T8 2tk (25 ¢, 75 mmol) 7E5
% HC1 (200 mL) " [ B ZU 0 R TR B INN =R 413 (19.2 g, 73 mmol) 7E 2.k (150 mL)
W RV 1 S SETR B )RR 24/ N o A 8, FH =& b (3 x 40 mL) $REUKAH
TKABAE DK/ 7K U A VA A e o o ] A4 S S A0 A p R 1 22 12 IR K AH 3 7= Vs fid A —
L (150 mL) KA HLAET1E (Na2S0s) FIRYSE , 15 2 2 EHPIRY22 g (95 %) o8 HEmE
S P (ESI-MS) 4858 ) MH+TH AR . 307.19; SZMME307.4) SHGIHCRA I — 4l
BRI T T —#.

[0092]  (c) 23-BHIE-H5FA-6-%%-3,9,12,15,18, 21 -NEE =

[ 17T-B 8 H5-3,6,9,12, 15- % TEkefz (15 g, 50 mmol) /£ & i (100 mL) 1
RN I — G BE R ET (Acros, 6.4 g, 55 mmol) o ¥ e MVR AW HId A o L EST-MS
A3 B B s B2 N B 22350551 DA 3K B0 OB 56 I o YA 4 VR A AR BIA T 7K (250 mL) [ 2
BB oIS F SR B 2 UL M KA B 7 ) IR AR R I FIFF 2118 g & (85
%) o MILEST-MS7 #r R AE ) MH+THEAR : 423.20; LIEA423.4) o A — D ALR]
HT T4
[0093]  (d) 23-%JE-5—EA0-6-H%-3,9,12,15,18,21-/NARL =M%

f§23-B A -5 -6-84-3,9,12,15,18,21-NE &= (9.0 g, 21 mmol)
Y& T 7K (50 mL) 1, AH2 (g) —Pd/C (10 %) 38 51 o 3H4T e B BL B EST-MS/ B Wo/R Se A R
BRI =) M+ : 397.2; SEIUE397.6) =M — L4k B T F—4.
[0094]  (e) (Boc—HIEHIL) L BEHE-PEG (6) —— LR

B IO R W (515 mg, 2.50 mmol) £F A ZRIACEE (2.5 mb) PHIVAVRTEINE
(Boc—Z LA HL) 2.1 (477 mg, 2.50 mmol) FIN-FLIEHRITME W i (287 mg, 2.50 mmol) £
THEZRC R (2.5 mb) HRVE I K R N AE IR TR LN FE A R IR R R
235 -5 4 -6-F 24-3,9,12,15,18,21-ANAK ~T=8 (1.0 g, 2.5 mmol) FINMM
(278 ul, 2.50 mmol) fE7/K (5 mL) AV 1) I ML P o KR A WIAE Z i i H1 30 53 B . EST -
MSH AT R e A e A N IR () 7 ) MH+TH B4 s 570.28; SEIIMEST0.6) o K™ P it i
HMHPLC (#F: Phenomenex Luna 5u CI8 (2) 250 x 21.20 mm, #: 214 nm, FBJE:
604 BTN [110-50 % B, HiA = H20/0.1 % TFAMIB = ZJiE/0.1 % TFA, ¥ii#: 10 mL/
min) 24k, 1531500 mg (38 %) 4l 4. ¥ =¥yt HPLC (H:: Phenomenex Luna 3p C18
(2), 50 x 2.00 mm, FI: 214 nm, BEEE: FE1004FNIK0-50 % B, HidrA = H0/0.1 %
TFAFIB = Z.fi%/0.1 % TFA, Wii#: 0.75 mL/min, Rt = 5.52 min) 2247« EIENMRZ H7 3
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17 17— HA .
[0095]  (f) (Boc—HHALEIL) LBEIE-PEG (6) - LR E5KIRS

ff Boc—H A L) LB 2E-PEG (6) -~ Z B2 (0.15 mmol, 85 mg) FIPyAOP (0.13
mmol, 68 mg) A TDMF (2 mL) . IR ANMM (0.20 mmol, 20 pl) ,EREWHFE109-%. 0
ABEL (0.100 mmol, 126 mg) AINMM (0.20 mmol, 20 pL) £EDMF (4 mL) 9 [KIVE B S bz
REMIFE25 5 B I AN (0.20 mmol, 20 ul) , KHEAVIEIFE165 8 K528
RDME , ff = WA fEAE L0 %L E—7K A, 1l I il % B4 HPLC  (f£: Phenomenex Luna 5p C18
(2) 250 x 21.20 mm, FGI: UV 214 nm, BBRE: 7E4043¥FNII5-50 % B, H A = Ha0/
0.1 % TFAFIB = ZJBE/0.1 % TFA, ¥ii: 10 mL/min) 2tk , 831100 mgl2if=4). L H
HCOOHAR & TFARY 85 —4lifb D IR (BB : 0-30 % B, H'e2kth5 L CHHFD) 83189 mg (50
% o FTEM)IELLHPLC (A : Phenomenex Luna 3p C18 (2) 50 x 2 mm, A&¥ll: UV 214 nm,
BEJE AR 104 B N 10-30 % B, HirpA = He0/0.1 % HCOOHFIB = Z. /0.1 % HCOOH, ¥
H: 0.3 mL/min, Rt: 10.21 min) 5#7. FESI-MSHEAT T 83t — B P~ RAE MH22+1 5
fH: 905.4, SZI{E: 906.0) .
[0096] () ifR#.
[0097]  J@IEHF &A% KEITFAINZE 10 mgiksLi 1 IRARY
[0098]  sgjifafsi]2: "*F-25 F i (“SF-PBA) F U & Bl
[0099]  FHIGEMS PETtrace[nl i ik %% SER 44 H [°0] (p,n) [FIRE RN =4 T [PF]-
e AFFHL1.5-3.5 mLIF) S EEAR R G iU M AL B fiWaters QMAKE (FHBRIR $hFAL
1) S FKryptofixe.o.o. (4 mg, 10.7 uM) FIRREEST (0.56 mg, 4.1 uM) 7E7K (80
uL) FIZJE (320 uL) H R T B0 I o i Ze0/ S fat A Y M0 B8 QAR 3 S D2 2% o 4 O]~ Ak 7
FaE I ESIRAE 2 N AEL120°C TR B o = 1 B4 o8 I R = R B 12 2 [Haka 5%,
J.Lab.Comp.Radiopharm., 27, 823-833 (1989)] (3.3 mg, 10.5 uM) ZEDMSO (1.1 mL)
doin TR (PR , TR A YIAE105 °C kT 25, 15 3 4- [ SF ] - 28
[0100] sk f51)3 - "°F 3 FF 1 (°F-FBA) ) Zlifk .
[0101]  Reok | St 5 2 A il B i TR 59 S B RV TR B, A EMCX+ SPEATE (FE
PASTlab¥X 7 I —#54r FI/K FRALER) I B ik FK Bk , AUV T I SR e 4- TR 1 3R
HIEAECBE (1.8 mL) HefBi ol S 22§ N o SR FR2 . 2 mLI) 85 T IRAE 37 25 S 0] 10 3 4
0.4 mL) , RUNIXASE [PF]-FBA.4-T% GEIRELIER)  [F1JSUR PEAR RF S 70 1% 4 F.
[0102]  sjfl4: ["*F]-fluciclatide ((bB¥1) (K14 .
[0108]  ZEEh R ML) AFAE RAEZBE (1.8 mL) A7k (1.8 mL) (UM P 3E4T T ["*F]-FBA Y
AIEL (5 mg) MR A 1 S NVR A ITE60 CHERE T 55 8o
[0104] S5 22 A HT
[0105]  {ESPEZEAL AT AIZ J5 Il 5E T R IS AL & /K7, k1 (ET5250 ng TMAB=
FRERR EE: mol. wt 313) s

£l
E pmol
TMAB  (#7%5) 16.7
FESPE - (MCX) Zi4k Ji5 RIS 1) 25 FP % 2 1.5
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JEIESPE - (MCX) ZEAk B 22 ) R R g 2

15.2

PRI, SPETT IR SEBIL 17 4 25 9 19D 2% o 4 FP 2K
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1/4 3¢

<110>
<120>
<130>
<140>
<141>
<160>
<170>
<210>
211>
212>
213>
<220>
223>
<400>

EARAERTEARA A
TR PR BRI A
P7Z10109 WO
PCT/EP2011/072352
2011-09-12

10

PatentInfix4~3.3

1

5)

PRT

AT

RN
1

Tyr Ile Gly Ser Arg

1

<210>
211>
212>
213>
<220>
223>
<400>

5
2
5
PRT
AL

AN
2

Pro Asp Ser Gly Arg

1

<210>
211>
<212>
<213>
<220>
<223>
<400>

5
3

5

PRT

NI

UK
3

Ile Lys Val Ala Val

1

<210>
211>
212>
213>

5

PRT
NI
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.l

3

2/4 10

220>
223>
<400>

B HK
4

Leu Arg Glu

1

<210>
211>
212>
213>
<220>
223>
<400>

Lys Cys Gln Ala Gly Thr Phe Ala Leu Arg Gly Asp Pro Gln Gly

1

<210>
211>
212>
213>
<220>
223>
<400>

5
15

PRT
NI

RN
)

6
3

PRT
AL

RN
6

Arg Gly Asp

1

<210>
211>
<212>
<213>
<220>
<223>
<400>

Asp Arg Val Tyr Ile His Pro Phe

1

<210>
211>
<212>
213>
<220>
223>
<220>

7
8

PRT
NI

UK
7

PRT
NI

DA

5

5

25
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<221> MISC_FEATURE

222> (1).. (1)

<223> Sar

<400> 8

Xaa Arg Val Tyr Ile His Pro Ile

1 5

<210> 9

211> 8

<212> PRT

Q213> ALK

{220>

<223> A AR

<220>

221> Bilk

222> (1)..(®

<220>

221> Ak

222> (2)..(®)

<400> 9

Lys Cys Arg Gly Asp Cys Phe Cys

1 5

<210> 10

211> 8

<212> PRT

213> AL

<220>

<223> Ak

<2205

<221> MISC_FEATURE

222> (1) ..M

<223> AELys efi&dt F-COCH20CH2CONHCH2 [CH20CH2] 5—CH2NH (CO) CH2-0-N=C-
C6H4-1SFERA L AL

<2205

221> Wik

222> (1) ..(®

<2205

221> it

222> (2)..(®)

<2205
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<221> MISC_FEATURE
222> (8)..(®
<223>  {ENIH[F-CH2 [CH20CH2] 3—CH2NH (C0O) —~CH20CH2CONH2 B A

<400> 10
Lys Cys Arg Gly Asp Cys Phe Cys
1 5
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