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L —Fh 2 IRV & B B 2R B 75, AR T, B dE an s AP 3R

(1) & Bl :Boc—Cys (Acm) —Tyr (tBu) —OH;

(2) &R B 2:H-11e—G1n (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe ;

(3) & i FrBe3 :H-Leu—Gly—NHo;

@) & A4

Boc—Cys (Acm) —Tyr (tBu) ~11e—Gln (Trt) —Asn (Trt) -Cys (Acm) —Pro—OMe ;
) A AL A5

Boc—Cys (Acm) —Tyr (tBu) ~I11e—Gln (Trt) —Asn (Trt) -Cys (Acm) —Pro—O0H;

©) & A 516 -

Boc—Cys (Acm) —Tyr (tBu) —T11e—Gln (Trt) —Asn (Trt) —Cys (Acm) —Pro—Leu—G1y—NHz;
M) A MAET
ime‘(;xa~§§:{’t§§i§‘s«§ie’«<}§*‘*i*“'ﬁ«»x%ﬁ{k‘:«&\3»%@«&8&@&\»\&

&) FALAWT =R L BR AT e S L, IR 46, 45 248 5 M i I s
(9) ¥ 5t HC18 I AHE Rt 24k , il AR BN 40 5 R 2l b o

2. WRIEBCRE SR LR (1) — P 2 IKVBAH A 14 B = 1 738, HAFEE T, Frid 2 58 (1)
HIE Bt 1 A : Boe—Cys (Aem) —Tyr (tBu) —OH; & B B LI 2 24 R 5 7T ABoc—Cy s (Acm) —OHAN
H-Tyr (tBu) —OH; 4 & 7HDICELDCC , 154k 751 HHOSuBLHOB t 5 325 771 A THE FTZK , THEFI K (1 EE 451
N1:1—5:1, Horpr, Brak v )36 m] LA A DMFECDMSO.

3 HRIEBCRE SR LTk (1) — P 22 IKVAH & 54 B R B0 718, AR T, ik 2 3% (2)
H R BE2 9 i H-T1e—G1n (Trt) —Asn (Trt) —Cys (Acm) —~Pro—OMe ;s & 5 7 B 24035001 25 58

() G MEY2. 1 :Fmoc—Cys (Aem) —Pro—OMe :

Fmoc—Cys (Acm) ~OH5H-Pro—OMe . HC1 I B &2 b 91 :1.056-1: 1.5 455 7 ADICEY
DCC, 45 & 75 H-Pro-OMe . HC1 F 7 B () & 2 E M1 15 ¥ AR 57 M HOSuB HOB t B HOOB t , ji% A4 77
EH-Pro-OMe . HC1FI B & 2 LA 1 : 1 BN = 2 8% (TEA) R 2 % (DIPEA) BN-H
FEIE IR (NVM) , 55 H-Pro—OMe . HC1 4 Jia 1 & B 2L 2 15 ¥ 771 9DMF . DMSO . DCMER THF 5

Q) &G it E%)2. 2 :H-Cys (Acm) —Pro—0Me

A2 LRI IRIE S BL, IR IEE TN — 2 % (DEA) 85 %6 WR W /DCM s i 5€ 1 » e i »

FmEET Y, 08, B TTERAE R A 2. 25
3) G HM A2, 3 :Fmoc—Asn (Trt) —Cys (Acm) —Pro—OMe :

A2, 25Fmoc—Asn (Trt) ~OH M I B 2 1:1.05-1:1.5: 45 77 DICELDCC,
44 7 5Fmoc—Asn (Trt) ~OHI# a2 2 [ o~ 1: 153546 57 HOSu  HOOB t B HOB t , ¥ L. 715
Fmoc—Asn (Trt) ~OHFI ¥ B & 2 EL A1 2 15 ¥ 77 DME . DMSO . DCME, THF 5

@) G5 M EY)2.4:H-Asn (Trt) —Cys (Acm) —Pro—OMe :

&2, 3 IR IE S B2, B EA 1) o — 2 g (DEA) 5 %6 Wik & /DMF s it 58 i )i » ¥4, i
HMINaHCOs IR T th , 198 , 7K 2 b 1, B8 088, S8 I il ke R e ik ik 98, 028 1845
a2, 4;

B) G MNEY)2.5 :Fmoc—G1n (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

A2, 45Fmoc—Gln (Trt) -OHM P I B2 1 :1.05-1:1.5; 445 I ADICEDCC,

2
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44 7 5Fmoc—GIn (Trt) ~OHI ¥ ¥ & 2 L~ 1: 15354057 MHOSu  HOOB t B HOB t , Y& 4L 715
Fmoc—G1n (Trt) —OHF# B[ & 2 LE A1 2 15 % 77 9DME . DMSO . DCMEX, THF 5

©6) G HMEYI2.6:H-Gln (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

B2 5 IRIE S BL, IR IE T — 2 e (DEA) 85 %6 Wk /DMF 5 [0 5€ B i » W 4, il
HMINaHCOs VAR T HY 3k U, KW 28 P, B8 58, SR 5 A Ve R e 6%, 1 08, 028 145
tEM2.65

(1) & itk &402.7 :Fmoc—11e—G1ln (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

&2, 6 5Fmoc—T1e-OHI M I & 2 LL A 1:1.05-1:1.5; 454 7 ADICEDCC, 44 &
5 Fmoc—T1e-OHI I B & 2 LE N1 2 15 340551 H0Su \ HOOB L BRHOB , i& AL 77| 5 Fmoc—T1e—
OHFIM B & 2 LE AL 2 15 ¥ 57 9DME . DMSO . DCMB THF 5

®) G Et2:H-11e—GlIn (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

B2 . THIMRIE S BL, R IEE T — 2 e (DEA) 35 %6 R /DMF 5 IR 5€ 55 » W4, il
HMINaHCOs IR MT t , 198 , 7K 28 v 1t , B0 1058, S8 I ViR R e b 98, 028 1845
FBL2,

4 FRPEBURN ZE R BTk 8 —Fh 22 JRIAE & 48 8 R 1 705, R EAE T, frid 20 3% (3)
H ) B3N s H-Leu—Gly—NH; & i B3] LAIE B 7 R 1B U7 SR 23047

TT &1 5 570 NBoc—Leu—O0H H-G1y—NHz2. HC1 ; 45477 ABOP . HBTU . TBTU.DICEZDCC/
HOBtEZHOSu ; Bl N TEA . NMMBXD IPEA ; ¥ 771) J9DMF . DMSO , THF B DCM; &5 i Boc—Leu—G1y-NHa )5 ,
FHTFARR 2:Boc S BH-Leu—G1y—NHy;

T 22 B ¥ 7T NFmoc—Leu—OH H-G1y—-NHs . HC1 5 47 4 77 ABOP . HBTU. TBTU.DICEL
DCC/HOBtE{HOSu ; B TEA \NMMEXDIPEA ; % 77| JyDMF . DMSO THF B DCM ; /5 il Fmoc-Leu—-Gly—
NH Ji7 » i 2eFmoc AR 37 43 BIH-Leu—G1y-NHz ; J B 10774 — 2. 1% (DEA) 85 %R IEE /DCM.

5. MR AR E SR BT IR I — P 2 IKVBUAH & i 5 R I J77%, HAHEAE T, Bk 2 3% (4)
G4

Boc—Cys (Acm) —Tyr (tBu) —11e—Gln (Trt) —Asn (Trt) -Cys (Acm) —Pro—OMe ;

A EAEREN T PR A BRI B2 &2 81.05-1.5: 1: 4665 75N
BOP.DCC.DICEZ &5, 46 A 555 BR L o i & 2 LE o1 2 15 35 A6 57 WHOSuB HOB L , 7
135 Fr BO I R & 2 B N1 215 7855 ADCM THE . DMFEEDMSO.

6. KR P AR B R 1Tk (8 —Fh 22 JRIEAE & 46 8 R 1 715, R EAE T, frid b 3% (5)
AL S5 :

Boc—Cys (Acm) —Tyr (tBu) ~T1e—Gln (Trt) —Asn (Trt) -Cys (Acm) —Pro—0H;

AL S5 EFE T 5 AR AL 1 OHENaOH, Ho ¥ i (1) & 4k & M4 5-1524
&, W H0.05-0. 2M; VA 7N THE .DMF . B | 7, iEBLDMSO

T R AR E R BT IR I — P 2 IRV & B 5 RN 7775, HAHIEAE T, Frik P 3% (6)
AL G 6«

Boc—Cys (Acm) —Tyr (tBu) —I11e—Gln (Trt) —Asn (Trt) —Cys (Acm) —Pro—Leu—G1y—NHz;

G EMe AR T PR AEYSE R BB RN EZ N :1:1.05-2;

44 7)9DCCDICBOPEY & &l f] s ¥ A4 77 W HOSu . HOOB t BLHOB t 5 ¥ 71 4 THEF . DMF BY,
DMSO.
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8. MRHE UM ZER IR i) — B 22 BRI 5 il = R T, URFARAE T, Prid 20 3% (7)
AT, B REaGR i, 2L B ) &AL S 611510 2 & L WK N0 . 1-0. 5M; ¥ 57N
DMF 5 Jse B2 5€ RS » FHO . 1 %6 BARHR BRANTE UM th [ 4, 7Kie , BO2 TR B 57

9. MR P U ZR 8k ¥ — Foft 22 BRVBUAH 15 1 i 5 IR BT, LR AE T« g b 5 7
KRR P31 0 -

Boe-Cys-TyriBu-le-Gin(Trrasn{Tri-Cys-Pro-Len-Gly-NH:
A e .
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—MEZRREEREEZN A

BRAR G
[0001] A B0 I 2 BRSR 25 il 56 , BAREL e — R & s 8 R IN A R T2
FRIBUAH 5 RSB AT o

BREAK

[0002] 4= 2, WIfEr= 2, B Zoxytocin, 4 F 1 CasHesN12012S2 , 7 FE N 1007 .2, 4k
SpaEM T

[0003]

o NH; NH;

[0004] 45 °E 2 A A AE ANFUE AL EI T e 144 5 i, I R b T4 L 7= s Hh 1
G177 o Bt 25 0 A TR B HHR N, B T 46 S 2= 5 WU 4+ 5 b FLEEAE A, AR B
s RIEH VL E RN AT DR, N2 52 5] A0 FE B 0 29 W) B Pk B i b 23 o2 P
AT RBEPEAT N AT B R O TR DA O 7 A I ) R 55 o

[0005]  E A, A48 S = RN A B B T B T A S SR B, A 1601U/
ml, 110 5., P RYE I 7= S A7 A AW 22 A 1 ST 5 [RII , AR B AH DG 24 5, ik 22 %%
MELABE 2B AR 2 o

[0006] 324 ik, 48 5 WA A I B 2 A M DA S4B 1 I RLA6 A (i) e BL
HRZ 7RG 5, BARE M A AR SINTRE T4 s 210 A L2 H2, WE W
HMRIE R SCHERR T » [ A8 G BUE A A B 3R 1 7 2 Al FE R AN e /2 75 3K, HHBoc
[ AH A R B AL B SR AL e Tl B i A4 % A i Fmoc [8] A0 A Rl #4157 FH IR
WE 1 9 Mt Mk 711) o WIR BEE A2 — FIVRARS , AS 5 Ta B M AT » e il e A R 32 58 I 2 il B A 2
XA R 3 AR B T SR AN

[0007] 455 2 A R BRI BRI HE , RS R, S SRl B, R REH 2 kAR
PRI K

[0008]  19534F,Vincent du Vigneaud &KX H 2 MIBAHG BUE S R T 408 &, JFIESE | H
RSV s B OB TR IEAT T O o IR RS T Py VR B A AR e R AN /T T AR A 4
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B RIR IR SEAIE T B R B  FC A ) JI 1 Dk U B AR AP NI B — R B 77
15,845, 1) Photaki & TR INAE S 2 BT A G, FH R BEAN/ F B I 22 3 AR 4 B B2 B
2, e L, 2- W 2 e IO R il — i B, i s FHHBr /AcOHf 25 HoAm AR 97 36459 8] 4 5 2 Ff
it Heali AV BT A3 456 2 2 80 380 TU/mg s Mith L emann 5% FH 17 1, 2- it Z S A/ 9 AL 7RI G
R, MR EE30% 5 2) Fujii e ik FIMBz 1 FlAcm A ST AR 30 JE 1) 4 e R A i T 1%
Pgi s mE Y], =R O IREE 5 3 i EMBz L flAemFF I i i B, 49 3145 = 2 A
it R4 T 45 %6 139 % 5 3) Aka J 155 43 1k FAcm, TacmAIBu t 95 B AR 37 I 1) - bt 2 IR
AT R4 E R EE RS, R 3 =& b/ R EE M I 25 T Aem, Tacm, FfBut
R R, TR =2 5 4£56 % ,69% 164 % .Fernando AlbericioZE H{Boc/MBHA
resinyZMFmoc/PAL resinyEREAT T 485 2 b AHG R LU BCHIE 7 , 38 X il B B 1) 77 V2
AT TR, AR S EAE VA LTS SR GRS AR . R I U I R A SRR
W, = OREESR I RUR e (7 372%) , VAR 77 3228 %

[0009]  E i, B WHRIE 40 S 2R A 775 3 B VA A Fmo e [&] YA . Hodh, o B R B %
FIZL2010102549195A 40 T —FhBAH & B8 5 RN T7% & TE & BN /35 2R 3
LR E, IS RANWIE R R, WE25% , K WA XM IIE . B &k % R
71.2008100849408 A A1 1 — PR AHVEFIEI AHVE S5 A s B R 715 %A A i T I
A MRHH: HFmoc B B R Y I P v B, AT v B A & (i G IR 9 10-40/F) S8, IR
e A 5 L AR P Fe Fmo e it 25 5, SR S EAIETE B IR B 1% 7 VR R T-10 % , 72 i R AR
N600TU/ml , A WS H AL JE o 3X B R v E RN I J71%, ol I 4 S 2= 10 5 S840,
AR T BT & 46 8 2= SR 5 o R B &R (RS Z02005101123565) AT | — Bl
FHA B4 B R 15 %71 ARInk Ami de b fig v [ AH 2L A4 , Fmoc (R 47 2 S R M B, Hovp
2 8 K FHFmoc—Cy's (Trt) —OH, {88 FWRE 7 IR 2050, AR IOEN A 1 T IR 40 5 R A
TR TP, 585 5 BB T D08 R ok, ZWEpive VIRV MORAFIE 48 = 2 )5, 75 1R
B W (pHT-8) FI 2 S BOAVAUK AT AL, TR R i, U382 21 %, R DLARTE R s o
[ & B &R (Z1.201210256922X) A AR T —Fp[E FH-A 4e B R 10 J51% 1% 7775 ARink Amide
5 I S ] AH 28 AR , Fmo o £ 42 JE R A A, e A NR S e bt = B B Boc—Cy's (Trt) —OH, 1 F
WR e A R BEME R, KB A BT AR 40 B R AR 701, S8 5 R IR BEE M g U181
K, LBRUTVE VI IRVETRRAF R I 46 8 2= 05, A5 Am B M A R 2 0 B K #E4T 41
b, TR s, Hole R 33 % , R WARTE R o 1% Be 45 5 2R [ A A vk AL ) 2 1) b
LI FEIE W AT , YR S SRS BOSEE K BT Y i i, W B =i 33 % 5 2) N
R EEAERRY R RS T AT IR 5 3) Bl 77 220 % FHURWE 5 4) R WARIESH &
RN VBT 255 AT

[0010]  &E [Pk, B #1E W AME S 2 1A ROEA7/E— RV PR , i ff A & il 202 5
WRIE \ 2,655, B8 H & 5 09 =9 4 BR e 35, ME DL 4 (W I RLZ& AT (4 B/ &L
HFSE) , 11 H. , & O S40 5 27 it K 22 AN #R AR

[0011]  FEARK I, &6 H T BocZ K& AUVZEAFmoc 2 KA 5liiZ: , BT A I RLI R IR AN 4%
P BEAT R AT A AN BTA RAH A R4 S 2R I SCRRHCE 1 208NV I 18 S R s B TR AR AT H
FlER R BOAS 22 A IRORE A% AR EAT 46 B 2 BB B B B OK B IR T 4 S = 1 B U A,
T A A =48 s =3t 725 A K v A AL 52 IO AR TR AN S A T 04T, AT

6
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JAi) ZE A 42 A ) s L 2% P Rl B ) AL 2R, 453 81 7 i 4R (9996 VA ) L Rdy (5881U/
mg,) FI4HE 277 o

LZIRAAE

[0012] AR EREN S HBT4E 5 2= A AR AEAER 1] L, $2 4t — Pl G i 2 m AR ELAIG L 2R
53 R UT S I NE AR AR AN 2l BE RN 7, AT A AR AR PE I 40 8 2 A il L2 - i TS
(1) 48 5 25 20, PR BRI ZG i (8. 0FR) » & & I v I 8 AR R B T AR 7= I 4 5 2= & &K
98.1% , B5881U/mg.

[0013] AU AR 7120 SRR -

[0014] A3l G R Be L Be 2R B3, SR Ja v B LR B2 36 A A A 104 A G 14 2
G 2L S5, A5 A B3R BRI 4 B R LR T 51 (& 406) , £ FR LA
WRIE S ML I, PR B 45 S AR BN 46 8 FofL i, e R FICI8 A IR i 44k , 15 248 5 &=
P

[0015]  Fiz BB A BHARIG K T 48 «

[0016] 1.4 K EX1:Boc—Cys (Acm) —Tyr (tBu) —OH

[0017]  4Boc—Cys (Acm) —OH (1eq.) ,HOSu (1.1leq.) , FHVU S LI AE , — 10 CA ¥ 10min,
DCC (1.1eq.) HZDETHFIEME , INALL_EVE W, S B220min &, FRH-Tyr (tBu) —OH (1. 1eq.) Al
NaHCOs (1. leq.) HIZKIEME , IIALA i - 15-25"C [ B, HPLC I I s B2 58 i 5 5 0. BMER IR
PHpHE Y, S Ve A TEYD , IR 4P 25 THE, 0 . SMEL BR i pH & 215 (3 0 [f] 44 , 1ok 8, /K e &2
P, B TR B

[0018] 2.4 EX2:H-11e—GIn (Trt) —Asn (Trt) —Cys (Acm) ~Pro—OMe

(00191 (1) AL EY2. 1 :Fmoc—Cys (Acm) —Pro—OMe

[0020]  ¥Fmoc—Cys (Acm) -OH (leq.) ,HOBt (1.leq.) , FITHF FI/b & DMFIAfiE, -10°C¥A %
10min,DCC(1.1eq.) HI/>ETHRIEME , N LA EVERH , [ 820minfi5 , #RH-Pro—OMe . HC1
(1.1eq.) FHTHFVAE , INNTEA (1. 1eq.) , ¥R 2J, IMARA b s RV 1 15-25C S L, HPLCHE
52 B2 5E4 I, L BERE 2 ANEEYD Wk 4a , O IMER BR AT HH [ 44, b ik, /K e = i P, B35 T8
BiEm2. 1,

[0021]  (2) G RUALE2.2:H-Cys (Acm) —Pro—OMe :

[0022]  HTEREFHIAE Y2 . 1 & & = CIVE R, k45 2 /b &, IR TmBEST Y, ik 38, vl
Bk vE , B TR A 2. 2.

[0023]  (3) &R EM2.3:Fmoc—Asn (Trt) —Cys (Acm) —Pro—OMe

[0024]  ¥4Fmoc—Asn (Trt) -OH (1.1leq.) ,HOBt (1.1eq.) , HHTHF /> EDMFAfE, - 10 CHA ¥
10min,DCC (1.1eq.) FI/DETHFEEAA , IO LA EVER A, OB 20min i, FRAL G 2.2 (leq.) H
THF¥E M , TN BA b e REVE R - 15-25°C e B, HPLC MR I s B2 5€ 4 Ji » 1L 38 FR A EW) , 1k
4, O IMER AT Hh [ 44, 198, KB B rp P, B b 549123,

[0025]  (4) G RUALE2.4:H-Asn (Trt) —Cys (Acm) —Pro—OMe :

[0026] g TERIFRIAL G 2. SHTE & = OB, k4 2 /0 & N AINaHCOs AT H , i 9
KB PR, BT, SR e A TR FE e =k, i i8S TR A 2. 4.

[0027]  (5) &M EW2.5:Fmoc—Gln (Trt) —Asn (Trt) —Cys (Acm) ~Pro—OMe
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[0028]  &Fmoc—Gln (Trt)—OH(1.leq.) ,HOBt (1.1leq.) , HHTHF /L EDMFIAME, - 10°CHA B
10min,DCC (1.1eq.) /D& THRIEME , I L EVEWH , SN 20min e, FRAL & 402.4 (leq.) A
THF VA fEE , NN BL b S B o 1525 C B, HPLCHE I s B2 58 4 5 Il BERR BEATEYD ik
4, FHO . IMERER AT tH [ 4, 398, KB 2 b 1, 10 T 542 5.

[0029]  (6) &AL EW2.6:H-G1ln (Trt) —Asn (Trt) —Cys (Acm) ~Pro—OMe :

[0030]  HfFRiF LA 2. s i & = LB R, Weda 2 /0 &, I FINaHCOs AT H 5 3 &
IKEEZ R, B8, SRS A TR HE e v =k, i iE, B TR LA 2.6

[0031] (7)) R E2.7 :Fmoc—T1e-G1n (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

[0032]  Fmoc—Ile-OH(1.leq.) ,HOBt (1.leq.) , HTHFAI/D&EDMFIA/AE,—10°C¥A i 10min,
DCC (1. leq.) /& THFVEME , INANBA VAR F , R B20minfim , LA 2.6 (Leq.) HITHF
fil, INNBL b S REVA IR o 15-25°C [, HPLC W W e 87 56 4 i, 1 JERG 2= AN TEY) , W 4s .
0. IMERFRAT [l A4, 138, K BE 2 1, B8 TR 427,

[0033] (8B) &R E2:H-T1le—G1n (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

[0034] Mg HERIFRIAL G 2. THIE & = OB/, R4 2 /0 &, N AINaHCOs AT H , 1t 9,
IR R, B, SR A VA R B =k, IR, S R A 2.

[0035] 3.4 A BE3:H-Leu-Gly—NHo

[0036]  FRFmoc—-Leu—OH (leq.) ,BOP (leq.) FHHDMF¥&fi# , INDIPEA (1.2eq.) ,5min/5 , FRH-
Gly-NHz.HC1 (1.1eq.) FIDMPYASE, INTEA (1. 1eq.) » I LL_E SN, TLC (DCM: MeOH: AcOH
=100:6:1) FREE I, e B 58455, FHO . IM HCLVAVRAT L 7K e 55 rp 1tk , 3028 145 72 )
Fmoc—11e-G1ly—NHz.HC1 o 5 F 45 Fmoc—11e—G1ly—NHe. HC1 Jn N\ i& & — 2. i%, TLC (DCM: MeOH::
AcOH=100:6:1) FREF IR, SN2 568 4 i, W4, A v kAT L ki, A vb ke ik, 25 11843
B B3,

[0037] 4. &R AIA:

[0038] R} Bl (1.leq.) ,HOBt (1.1leq.) FITHF A/ EDMFIA AR, -10C¥A ¥ 10min,DCC
(1.leq.) A/ ETHFEEAE , INNCL VAR H , [ B20min &, B BE2 (leq.) FHITHRAfE , N
DA F R B 0 15-25°C R L, HPLCHR I s B 56 4% i » ok B 22 AN, Wk i » B L A R
ST A, o g8, K BE R M, ST RA A 4.

[0039] 5.5 HALAH5:

[0040]  fk&#)4 (leq.) FITHRVE AR, —10°C¥A ¥ 10min, IA2M LiOH (Geq.) V&R UKIR I M
HPLCAT I 2 B 58 4% i, 0 . SMER FRVA VRO pHA o M, 3R 4, it 3 Bl A4, i o, 7K e, B8 F
AR A5,

[0041] 6.5t EW6:

[0042] {545 (leq.) \BOP (Leq.) HIDMFJ&fi# , MIADIPEA (1.1eq.) ,5min/& , B 7 B3
(1.1eq.) FHDMFVA R, BN LA b B2 HPLOHS: I e B2 58 4% i, 0 . IMER BRI VATt 1 €6 [T 44
e, KEE R, H A A Y5,

[0043] 7. & RAAT:

[0044] 7t (10eq.) FHDMFIE AR, Z21Z INAMAHI6 (Leq.) ,HPLCRR I B 5842 f5, 0. 1 %6 AR
TR R ENVA VR T 1 Bl A, 198, 7K B8, B IR A7 .

[0045] 8. G fk4n s AL -
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[0046]  RALAITIE T =LK, 10min &, W4d 2 /D&, INDCM, W4a 2 /D&, E =k, N
LR VA58 T, 38, AR 2 T

[0047] 9. 455 ZHLM 2L :

[0048] KA Pk ) FAAL R . FREXO . 5 ¥k I 10m1 0. 1M NaHoPOWVA TR VAR , INN 2 JEH13 2. 1%
(K1 N 15 % , R I 0 . A5um AL g i vk

[0049]  ZAifbZ At 5 1R

[0050]  fi|4% 4 : DAC HB-50, & T HER100 A-10um—C18

[0051] & W K : 220nm , 738 : 50m1/min

[0052]  J#zhAH:A 0.1M NaH:POuVEW B 50% Z. & /A,0-60min: 30%B-50%B

[0053] W HE 499 % DL bR EETR , 25 C ik 4 , PSR AW &, W4, 5 T, 948 5 R 4l
it » HPLCIET U UL BRI 5 DA R PN 24 B bR AR i bR 5, S RN 25 4 5 R S m e vk, AR
BT AR B4 S R & N98. 1% , A 5881U/mg

[0054] AR BHI A 7 AR «

[0055]  YEA K B, 45518 ] T Boc 2 K & i AFmo e 2 Bk A i, Fr S S B M/ I R4
RN BT, R AT A E P9 48T A AR B AR R R SCRR R IE I 2 AN R S R s i TR R AE
FlER R B 22 A OB A% AR IEAT 46 5 2 B VBUAE & B BROK BRI T 46 = 1 B U A,
T A A =48 E =3t 725 AR K o T AL S OSSR TR AN S A1 T 14T, A
JEIVZH M DA 428 1 ) s B2 2% A R0 I3 ) A 27301, 49 31 7 s 4R (99 %6 A B L =8t (B88IU/
mg) HI4H'E & it

Bfit (=354 B -

[0056]  [&]14& i BX1:Boc—Cys (Acm) —Tyr (tBu) ~OHfKIRP-HPLCI , 43 B 4% 44 : A: 3% ACN/H20,
0.1%TFA,B:ACN,30-50%B,0-30min, 344 :C18,250x4. 6mm, Jii i Im1/min, Fa P K
210nm;

[0057]  P&[242 A Be L i BREZL A i H-Cy s (Aem) ~Tyr—OHIJEST-MSK] 5

[0058]  [&|3J&Fmoc—Cys (Acm) —Pro—OMef{JRP-HPLCI] , 9 #r & ff : A: 3% ACN/H20,0.1 % TFA,
B:ACN, 30-90%B,0-30min, 34 C18,250x4 . 6mm, I Im1 /min, £ K K 210nm;

[0059]  [&4/2H-Cys (Acm) —Pro—OMefKJRP-HPLC&] , 43 #1 & A1 : A: 3% ACN/H20,0. 1% TFA,B:
ACN,0-10%B,0-30min, f& it 4 : C18,250x4 . 6mm , 7% Im1 /min , £ PP K:210nm;

[0060]  [&[54&Fmoc—Asn (Trt) —Cys (Acm) —Pro—OMe f{JRP-HPLCI , 3 145 4tF : A 3% ACN/H:0,
0.1%TFA,B:ACN,50-90%B,0-30min, f4if4¥: C18,250x4 . 6mm, Jii# Im1 /min, fa W
210nm;

[0061]  64&H-Asn (Trt) —Cys (Acm) —Pro—OMe[\JRP-HPLCI , 3 #1261 : A: 3% ACN/H20,
0.1%TFA,B:ACN,30-90%B,0-30min, f4if 4% :C18,250x4 . 6mm, Jii# Im1 /min, fa P
210nm;

[0062]  [&|7/&H-G1n (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe JRP-HPLCIE] , 3 #r & 1F : A: 3%
ACN/H20,0.1%TFA,B:ACN,50-90%B,0-30min, faiif 41 : C18, 250x4. 6mm, I3 Im1 /min , #6 I
P 210nm;

[0063] E8ZH-11e—GIn (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe (J7 E%2) BJRP-HPLCIE , 7 #t
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25AF A 3% ACN/H20,0.1%TFA,B:ACN,50-90%B,0-30min, {44} : C18,250x4 . 6mm, ¥ ik
Iml/min, ¥ My K:210nm;

[0064] & 9+EH-T1e—G1n (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe (JEX2) HIESI-MSIE ;

[0065]  E&]10J&Fmoc—Leu-G1y-NHofJRP-HPLCIE , 43 BT 4%t : A+ 3% ACN/H20,0. 1% TFA, B:
ACN,60-65%B,0-30min, {4 it : C18,250x4 . 6mm , ¥ Im1/min , £ 9 K:210nm;

[0066]  [&]11/&H-Leu—G1ly—NHs (Fy B 3) HIRP-HPLCE , 43 #1411 : A: 3% ACN/H20,0. 1% TFA,
B:ACN,0-30%B,0-30min, {341 : C18,250x4 . 6mm, i3 Im1 /min , & M K21 0nm;

[0067]  [&]12/2H-Leu—Gly—NHs (7 E%3) FIESI-MSI& ;

[0068]  [&]13 @A MIAKIRP-HPLCIE] , 43 B 5% 44 : A: 3% ACN/H20, 0. 1% TFA,B: ACN, 75-80 %
B,0-30min, {41 : C18,250x4 . 6mm, Jiii# Im1 /min, £ M K:210nm;

[0069]  [&]14 2 AYI5HIRP-HPLCIE] , 43 B 5544 : A: 3% ACN/H20, 0. 1% TFA,B: ACN, 80-90 %
B,0-30min, {41 :C18,250x4 . 6mm, Jiii# Im1 /min, £ M £:210nm;

[0070]  [&] 152 A M6 HIRP-HPLCIE , 43 B 5544 : A: 3% ACN/H20, 0. 1% TFA,B: ACN, 80-85 %
B,0-30min, i 41 :C18,250x4. 6mm, Jiiid Im1 /min, £ I K:210nm;

[0071] 162 A THIRP-HPLCIE] , 43 B 8544 : A: 3% ACN/H20, 0. 1% TFA,B: ACN, 80-85 %
B,0-30min, {4 :C18,250x4 . 6mm, Jiii# Im1 /min, £ M K 210nm;

[0072] 17248 5 A IRP-HPLCIE , 23 B 2% A1 : A 0. IM NaHaPOs/H20,B:50 % CAN/H:0,
30-60%B,0-30min, 34 : C18, 250x4 . 6mm, i34 Im1 /min , & M3 K 220nm;

[0073] 18244 5 & 21 [JRP-HPLCIE , 73 B 2% A1 : A: 0. IM NaHaPOs/H20,B:50 % CAN/H=0,
30-60%B,0-30min, {341 : C18,250x4 . 6mm, ¥ 1m1/min , & MK K 220nm;

[0074]  E1972 405 =20 I EST-MSKE 5

[0075]  [K]204& B 34% 7 B 1A K P2 ¥IBoc—Leu-Gly-NHe [(JHPLCE , 0 Hr 46 1 A: 3%
ACN/H20,0.1%TFA,B:ACN,10-50%B,0-30min, {4 : C18, 250x4 . 6mm, 3% Im1 /min , ¥ 7
WK210nm;

[0076]  [&]21 42 F B34 5 & 1 & B P2 WH-Leu—G1y—NHa [ HPLCIE] , 230 M 4 11 : A 3% ACN/
H20,0.1%TFA,B:ACN,0-30%B,0-30min, 1 3% FE: C18,250x4 . 6mm, JALIH 1m1 /min , A W
210nm.

BEE
[0077] LA S BN ZESR AR A0 I 5 i A 5 1) 9 SC A8 5 068 L1 T SC PR LR L

10
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[0079]
THF Y & 0k T
DCC SHEEHR TR
HOOBt 3B E1,23-FH=18-4(3H)-T0
TEA =Zk
DEA —ZR
HOSu N-#2 ELIR B 0 A

[0080] & 1 AR ] v HH EWLA) O 1) 9 SCA8 550 B2 ) Hh ST 4408

[0081]  SLf1

[0082] & hkEX1:Boc—Cys (Acm) —Tyr (tBu) —OH

[0083] &Boc—Cys (Acm) —OH (100mol,29.2¢g,1eq.) ,HOSu (110mmol,12.6g,1.1eq.) , HVY
SR 200m] 5@, —10°C¥A ¥ 10min, DCC (110mmo1 ,22.7g,1.1eq.) AH20m]l THFYAEAME, I A LA
EyEBT, N 20min)G , BRH-Tyr (tBu) —OH (110mmo1,26.1g,1.1eq.) FINaHCO3 (110mmo1 ,
9.2g,1.1eq.) HI150mIZKIEAE , IR LA EIEW 0 15-25C S L, HPLCHE Il S B 58 B i » 0. M
LR EpHE M, R IR EUOR VAN, WA 2 THE, 0. SMER R il pH A 275 1 il 44, 1k 4 , Kk &2
HPE, B TR B, 2991 %, 74T L 1g, W E92% o v Bel :Boc—Cys (Acm) —Tyr
(tBu) —OH RP-HPLCIE i L5 B A5 B 18 1, e i IR AE A iy (H-Cys (Acm) —Tyr—OH m/z
calculated.355.4;found 356.3 [M+H] ") FIEST-MS 5tk & LR B2,

[0084] L {52

[0085] A HEKFTEX2:H-11e—GIn (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe

[0086] (1) & RALEM2.1:Fmoc—Cys (Acm) —Pro—OMe

[0087]  &Fmoc—Cys (Acm) —OH (100mmo1,41.5g,leq.) ,HOBt (105mmol,14.1g,1.05eq.) , H
200ml THFAI30ml DMF¥&f#E,-10°C¥ i3 10min,DCC (105mmol,21.6g,1.05eq.) F320ml THFA
fiEt, I BA E3E W, R R20min J& , FRH-Pro-OMe . HC1 (105mmol,17.4g,1.05eq.) F1100m1
THFYE A, INNTEA (105mmo1, 14.5m1,1.05eq.) V&2, AL bR R AR H - 15-25°C KM,
HPLC I I S5 B 584 J 5 il DEBR 2 ANVEY) , e , FHO . IMER R A th [l 44, 1k 9 K e 2 h PR, B
T2 1, 405 95.3% , 774150 9, N ZRIT % (P Z 344 100mmo 1+ 5, N ) «
HPLCA> Hfr Bl 3 WL 5 BH 5 B 113 6

[0088]  (2) &R E2.2:H-Cys (Acm) —Pro—OMe :

[0089] Mg F-JAT (AL B2, 1 H200m] — 2 eV fidt , W4 22 /0 &, I kAT o L ik gk, A
THEREIE, B2 TR A2, 2. 41 598.0% , 724 28. 8g, 7= %95 % . HPLC /1 B 13 DL 154 FH
4.

[0090]  (3) AR EM2.3:Fmoc—Asn (Trt) —Cys (Acm) —Pro—OMe

[0091] AFmoc—Asn (Trt)-OH(1.leq.,104.4mmol,62.3g) ,HOBt (1.leq.,104.4mmol,

12
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14.1g) , HIDCM 200m1 FIDMF20m1 V&, —10°C¥ ¥ 10min,DCC (1. 1eq.,104.4mmol,21.5g) H
20ml DCMYAfE , TN LA EVE  , e B2 20min fi , FRALA 2. 2 (Leq. 94. 9mmol , 28. 8g) FH150m1
DMEYZ e, IR DA b S SR - 15-25°C S, HPLC I I s 87 58 4 i » 1ok i B 2 ANVE W, e
ARACHRAE , FHO . IMERBRATT [ 44, 3 98, K B 2 itk , 12 TR AL 2. 3. 418599 % , 1™
Yi75g, 7= %85 % o HPLC/ B P i I b #H 15 B 15

[0092] (1) G RALE2.4:H-Asn (Trt) —Cys (Acm) —Pro—OMe :

[0093] & TIRUFrtb &2, 3FH200m] — Z GV fd , ik 46 2 /0 &= , It FINaHCOs B i , 1k
e, ARKBE R, BT, IS A SR B R ek =k, i, B T RAA A2 4. 4
96.3% ,77M155.7g, 7= %84 .4 % HPLCH Hr &1 Lt I bt 6.6

[0094]  (5) G RALE2.5:Fmoc—Gln (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

[0095] A Fmoc—Gln (Trt)-OH(1.leq.,92.8mmol,56.7g) ,HOBt (1.leq.,92.8mmol,
12.5g) , H150m1 THFFI50ml DMFVEf#E ,-10°C¥A ¥ 10min,DCC(1.1eq.,92.8mmol,19.1g)
20ml THFIEME , IOANLL E¥EW B 20min /5, #RAL &2, 4 (leq. ,84.4mmol ,55.7g)
150m1 THEVEAE , LA b SOSVE TR o 15-25°C [N, HPLC WM 52 5 58 4 & 3 DERR 25 AT
Y, W , FHO . IMER BR BT o [ 4, 1k 98, K e 2= b Pk, B IR 5425, 724106 . 4, 7=
#85% o

[0096]  (B) G HALEN2.6:H-GIn (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

[0097] ¥ T UF AL A H02. 5 150m] L FEVa R, ik 48 2 /0 & , Int AINaHCOs 41 HY , i
P&, AKBE R, BT, AR S A R e b e =k ik, B TR A 2.6, 4
98.3% , )86 5g, " %884 % HPLC #r &l i I 1t B P BT 1] 7

[0098] (7)) &M EW2.7 :Fmoc—11e—G1n (Trt) —Asn (Trt) -Cys (Acm) —Pro—OMe :

[0099] EFmoc—11e-OH(l.leq.,92.4mmol,32.6g) ,HOBt(1.leq.,92.4mmol,12.5g) , H
150ml THFF150ml DME{&A#, —10°C¥A#510min,DCC (1. 1eq. ,92.4mmol , 19g) F/>20m1 THFA
il IO\ BA B, OB 20min & , FRAL A 2.6 (leg. ,84mmol ,86.5¢) Ai150ml THFAfi# ,
TINBL F s NV o 15-25C IR, HPLC R M s 87 58 4 Jii » ik B8 Bk 2 AT, W4, FHO. 1M
ERERAT I A, 18, K BE R R, B TR G2 T 4HE90.3% , 7114 . 4g, TR 3
83.8% »

[0100]  (8B) &R T E2:H-T1le—G1n (Trt) —Asn (Trt) —Cys (Acm) —Pro—OMe :

[0101] g TIRIFIL 52, 7T H150m] - Z GV, k46 2 /0 & , It FINaHCOs BT i , 1t
P&, KGR, B AR R IR PR =R R, B TR A2 Sl
94.2% , 791 .5g, 7" Z80. 1 % o HPLCAy B B 15 UL i BH -5 Bt 118 o L iy R 2R M A i (H-T 1e—
Gln—Asn—Cys (Acm) —Pro—OMe m/z calculated.658.3;found 681.1.3[M+Na] ") HJEST-MS/i
EHSPNGISER

[0102]  SEJiif53:

[0103] 4477 Z24 A F B 3: H-Leu—G1ly—NH:

[0104]  FKFmoc-Leu—OH (leq.,100mmol,35.3g) ,BOP(1.0leq.,101lmmol,44.7g) H
DMF200m1 ¥4 fi# , MDIPEA (1.2eq.,120mmol,21ml) ,5min /&, FRH-G1y-NHz2.HC1 (1. leq.,
110mmol,12.2g) FIDMF100m1 /%, INTEA (1. 1eq. ,110mmol, 15ml) , B A LA b Ry, TLC
(DCM:MeOH: AcOH=100:6: 1) FREF I I, S V.58 4 fa , FHO . IM HCLVA VR AT /K B 1, 5

13
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25 IR P Y Fmoc—Leu—Gly—NHo . HCL , 46 BE97 % , P #M043 . Tg , 1 398 % , HPLC /3 Hr 1% % DL it
A B ] 10

[0105] T4 HFmoc-Leu—Gly-NH2. HC1 JHA400m1 — Z, %, TLC (DCM:MeOH: AcOH=100:6:
1) BREF MR, S B2 58 4%, WA , A T EATT H ok U,y e gk, LS TR B A B3 4l
98.4% , 7" ¥I17.9¢g, 7" %95.6% ,HPLCH#r B 1% WL vi B 5 11, (H-Leu-Gly-NHom/z
calculated.187.1;found 210.0 [M+Na] ") ESI-MS/5 ik &l W.HH B 12

[0106] K54

[0107] Atk &44:

[0108]  FRAEX1 (1.1eq.,88mmol,45g) ,HOBt (1.1eq.,88mmol,11.9mg) A THF150m1 FIDMF
60m1 VA fiE , —10°C¥A ¥ 10min, DCC (1. leq. ,88mmol , 18. Img) FH20ml THFVASME , AL FIEVR
t, SR 20min &, BRATEE2 (Teq. ,80mmol, 91.5g) FITHFLOOm1 Y& f# , I LA b e MEVE R o
15-25°C ) R, HPLCHE I Js2 B2 58 4% I, L JERR AN VEWD W 4 » FH VR0 B B v A b [l
1, b, KR T, B2 TR S 4. 20586 % , =115, 5g, P2 #70.6 % ,RP-HPLC4
L D01t B B B 13

[0109]  SEjiif55:

[0110] A itk &H5:

01111  {k&4 (leq.,115.5g) FITHF 800ml1¥AfE,-10°C¥A ¥ 10min, JAAL.5M NaOH
(5eq. ,353mmo 1) YAV 235m1 K 5 B , HPLCHS I 52 B2 5E 42 5 5 0 . SMER RV VR IR pH AR v 14, 3k
4, B A, R, K, B TR A 5. 2EE93 % , 7106 2g, 7R E65.5%
RP-HPLCA> v Bl % WL B 5 Ff 11 14

[0112]  SEJi516 -

[0113] Atk &46:

[0114] {55 (Leq. ,65.5mmol, 106.2g) JBOP (1.05eq. ,68.8mmol,30.4g) FIDMF150ml %
fift, IMADIPEA (1.1leq.,72mmol,12.5m1) ,5min)&, #RT B3 (1.1eq.,72mmol,13.4¢) H
DMF100m1 i , $ A\ A _E SRS o HPLCHS I S B 58 4% I 5 0. IMER BRVA R MT HY (1 il , 1t 8
IKEEE P, B2 T A 5. 4l 588.6 % , 4107 . 5g, = 260 % , RP-HPLC/ #r & i I,
Ui B B B 15

[0115] K57

[0116] ARtk &7

[0117]  fi#t (10eq.,600mmol,152g) FHDMF 1200m1 & fiE, 28 A& 476 (1eq. ,60mmol ,
107.5g) , HPLCH I 52 5842 ) 0. 1 %6 BRARTR BR AN VAR th 3 ol 3 i, K, B2 T4
AT AEI5% , 7196 . 5g, 7 Z58. 6 % , RP-HPLCH H I 1% Wi BH i B T 16

[0118]  SEJiif58:

[0119] & Rdas 2k -

[0120] B AWTIET =R RZEW (TFA:TIS:H20=95:5:5) 200m1 ,5min i , W 45 & />
&, IMDCM, IR4G % /D&, A =K, IR TR 38, 10h )5 , 198, [l R B 25 I8 AR B 40 5
FOr L 2E594.5% , PRI PR E 26 . 6g, 77226 4% , RP-HPLCA B & 3% WL i FH TP 117
[0121]  SEHEH19:

[0122]  4g'E FAH M A4 -

14
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[0123] KA KA FALFE . FREXO. 5 HE AT 10m] 0. IM NaHoPOVAVRVEME , INN 2. JE 15 2. i
(K1 2 15 % , R I FHO . 45umi L g L g€ o

[0124]  Zifv kA SRR

[0125] il 4% 4 :DAC HB-50, & 1 7E100 A-10um—C18

[0126] &I K : 220nm, 33 : 50m1 /min

[0127]  ish#H:A 0.1M NaH:POJEW ,B 50% Z. M /A,0-60min:30%B-50%B

[0128] g HE4lE99% UL LRI EER, 25 CIk 4, PSE AW 2k, IN 18 , W48, 1 T, 1548
= 210.6g,HPLCE] FE WLFH & 18, EST-MSIE] WLBf & 19 (oxytocin m/z calculated.1006.4;
found 1007.5 M+H] ) 5 PARR PN Z SLBRAE AR AR AEYD BT, # KON 25 L4 5 R & = e vk,
B4 27K 4 RIS BR , 27 8498, 2% , R 5881U,/mg

[0129]  SEj#H110

[0130] AT &R1A - Be3:

[0131]  F{Boc-Leu—OH (leq.,100mmol,23.1g) FIBOP (1.0leq.,101lmmol,44.7g) , 3 HH
DCM 200m1 FIDMF 20m1¥&f# , INDIPEA (1.2eq.,120mmol,21ml) ,5min /& , FRH-G1y-NHz. HC1
(1.1eq.,110mmol,12.2g) HDMF 100ml1y&f#, JNTEA (1.1eq.,110mmol,15ml) , B AP F v
YR, TLC (DCM:MeOH: AcOH=100:20: 1) FREF NI, [ B 5845 )5 , 0. 5M HCTVE Wit 11
R o7, EATE i ZEHX, /KW 330 , Y AN ST AL AN e 5% 1 3 , B 7K Mg S04 T 12 30min , 1 38 , W45 &
T, 4599 1% , HPLCA H7 I  DLB &1 20 6

[0132] & L3R/ =#in200ml 30 % TFA/DCM (=9 LR/ & FF Ho) V5, I M230min , 45 42
T B TS 72 ¥H-Leu-G1ly—NHz, 2 JF96 % , 7= #) 25 . 6g , 1= 285 % o HPLCH B Kl i WLFf P
21,

15
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