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(3o/jMrm±), XJI 
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mm 

m3%'mmFjrmt^mmmo 

^»j i 

K (f^Dimer) 

Dimer #J^$£PT: 
COOtBu 

HN^COOH 

Fmoc^ V^CF3 

MW&ti&J&lRT: 
1. ^tJOl-HClWffrJ %r 
-10°C^T^80mli:i[MmriJPM250mlE13i|^, ,^iM#l'h$l"o 

iPAL-MEM40g, o ^Js, ^MHI^4/>0tc ^ipjg, MffiJ»MJSfl£, #ffi 
p°p80gft^^01-HClc 

2. tt>&%}02&}ffl& 

40g^tJ01-HC1^350mlDMF, iPAll3g^^, M#T^PAl50g^7jC$$#, U 

#2<I^B^50oC^M^iS2/>Ht. m)S, M^ffll200ml^400mlZ»^Z1®^^, M, m 

Mffl 150ml 6NHCM, 



WO 2011/134284 PCT/CN2011/000764 

57.6g^t!02o 

3. 

11.7g0filS^^t^S2OOmlZ,®!t, 0oCTMiP026tjZ1H^^ (57.6g/100ml), 

$^30oC&M&$0.5/bltf. $Jg, 0°CT«18g7X, ^ l'Wrt$i;&R5*¥. $ 

^$#i'M#, 

t/03 

4. tt/£tf05ftj$!j# 
-65°C^Ta^T$PT^: 7.6g#®feE^150mlz:fC¥£Gct,> 9.6g—jEW^50ml—E¥ 

»Bti0mo.5/m, ummang^miMioomi 
mai4g=za$, ft 

jjR50ml7jC, frWL, ffl50ml-it^^^7Kffic Wt/lM100mMfi*®mW 100ml 

{-t^tJ04j]P150mlTHF?§|f, Ml!j0oC, #PA2.5mlTBAF^THFM (lmol/1), ffyjliPTMSCFa 

^THF?M(9g/50ml), $/5flPA35ml$fc&$ (36%), MW&M30fr¥?o ^ 

t/05: 9.0go 

5. tt,£-$f06Aftjf&iJ# 

17.6g^tJ06A0-H2C> (M) ^^OOmlDMF^1, MJ5jjPA24g^:ii^R36gg^Mfft, 

M?M = ipl2OOml7X^4OOmlZ1MZ10l, ft^t/06AlO 

75ml^Pj£^350mlZ,|gZiI^)l^lj5, iPAtt>-&$J06Al, it#Tf"25°C&lS2/hHt. Jlfcl&MJJs 

tt^t#10g^tJ06A, 
COOtBu COOtBu COOtBu 

• 
Fm0C"N COOH Fmoc^ ^C00Bn ^COOBn 

H H 

.it'n t)06A0 j-h-^tl06A1 ft^-tl06A 

6. ft^t)07«J& 

2g^t/05-^0.2gTBAB^T30mlTHF^, 7<HPM0°C, (5g/30ml), 

f?jjpA2.5gOT3^«it, $#&J&303Ht. ^iPTlOflZ^Sg, )K^^'Jm.7g 

^^tl06o 2.7g^tl06> 3.3g^^t)06A^P20ml^|f|o]ylMo 

jp .8g 07 

7. ^t)08WJ# 
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1.8g^fj07^400mlW, iP0.3g Pd(OH)2/CMMo ¥@?t#0.9g 

4k'a$}0$o 

8. Dimer !$$![& 

0.9g 08 ^ 0.9gFmocCl 40ml ~ 

5 #^B°n Dimer 0.59gc 'H NMR (DMSO- d6) 1.04 (d,3H), 

1.38 (s, 9H) , 1.50-1.91 (m, 2H), 2.21-2.30 (m, 2H), 3.06-3.08 (m, 1H), 3.30-3.37 (m, 1H), 

4.26-4.38 (m, 4H), 7.32-7.46 (m, 4H), 7.72-7.76 (m, 2H), 7.90 (d, 2H), 8.04 (d, 1H). 13C NMR 

(DMSO-d6) 15.20, 20.46, 27.16, 30.55, 46.08, 48.88, 54.75, 55.12, 55.90, 65.66, 

78.98, 119.54, 124.68, 124.79, 126.50, 126.75, 127.11, 140.21, 143.07, 143.24, 156.02, 

10 171.37, 174.69. 19F NMR(DMSO- d6) 70.023. LC-MSm/z551 (M+H) 
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1. y#J§&(Swelling): 0.27mmol/g Fmoc-Gly-Wang Resin 0.2mmol T" DC 

M 20 

2. (Deprotection): 10ml ^20%PIPE/DMF 

8-10 3Bt, Of#-NH2 _h$JFmoc£^), tt^Fo #Ug, ffilpHIMS (KT tes 

t) MJSMS: (^ 30-50ii), &mm DCM&3&, 
AN B fn c T H5°CT® 5 

% 0J ixlSiSfs% o 
3. i$fc& (Washing): DCM> DMF 6&, W^Fo 

4. Hct (Coupling): 3EB^(DIC)^, /^iI#PT: $i^M3SSi Fmoc-

Arg(Pbl)-OH 0.8mmol (#Ig^f^4{£, ^ 0.52g), HOBt (l-3gS-lH-$#H 

P£) 0.8mmol (^JO.llg), M®. DIC (N, MJS) 0.8mmol (%J 125jil), 

5mlDMF MM, JjQAWffitpfcM 1.5 />0t, (KT test) g SMS: 

WMltWl 30-50 $j), DCM 3 #;, ^^PAI^JAN B^PC, ^AjjR 

ii5°c^M5^, mnmm 

%±, Amino acid: HATU: HOAt: DIEA=1: 0.95-0.98: 

1: 2, 1 'MttJs, (KT test) = 

5. (Capping): 20 4^3l36t^j0, KT test ^ 0t, 

Acetic Anhydride: DIEA (DIEA ^r.^MZ^jg) =1: 3 

(Bfctk), mmm 1: 5) tfISSl5^, tt^Fo 
6. « (Wash): ffiDCM> DMF £#»WIB 5 .&, 
7. Sg2-6^it±fi|o 

8. C 5MH 12 \tL%MWi Lys 3£lil> (§P— 
PIPE 

SlIfcM Fmoc-Lys(Dde)-OH, I 4 
(DIC^) gpnTo 

9. C 25 Thr 0f, II (±$§), 

MStM, ^HPaM, Sifefl 2905.18, s£lHt 2904.74, $R® 1 . 
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o | 
Thr-Ser-Asp-Val-Ser-Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-lle-Ala-Trp-Leu-Val-Arg-
Gly-Arg-Gly-OH 

II 
10. ±fj| C$$3£ 29 Dimer), F 

mocft OtBu M Dimer 

^fitl 5 i'^) l.Ommol (^J 0.55g), HOBt lmmol (^J 0.14g), MIR DIC lmmol (^J 

160(j.l), ffl5mlDMF»P, #nA£!WJ3t45^iWF&$ 3 W Dimer gi!j±^±. 

11. ±H.C His, Boc-His(Trt)-OH, 

M 4 j3f^K) 3EB^'(DIC)^' 

IIK 
io. g±i£i+^-j^—ISfc-nti, £n££$j5Un #T^, J^IJ^+A 

Y -Glu-AEEA-AEEA, ^ C*OOH II 2%6tJ 

JM±!i§ Lys ±lft Dde (1- (4, 4-~Ep$-2, 6--£LfW3EEg) £$) ffll=rit± 

2-6 Lys ±. AEEA Fmoc-AEEA-OH, Glu 

Fmoc-Glu-OtBu, Glu ^ Y AEEA 

Glu &} 

MSffliio 

h Aj'AA® y-Glu AEEA AEEA 

HI 
I . 

IVN MM, TO 
1. mm-. «wist«. rns, si^w.iomiw®^j, «WII 

MAmBM (TFA: TA: EDT: H20: ^ft = 82.5: 5: 2.5: 5: 5) *£, ^#3/>0t, ffl50 

Oml&ZJi^&'h, &4 1X, lBf^^J^*B°n0 

2. TO: ^^^I^^^tlWpnp^90%^B|/7X^, 0.45^m iilJI 

m Mult, 
SiHt 4152.1, 4152.5, |JI®2^. 
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Rink Amide Resin If Fmoc-Gly-Wang Resin, lo 

1^2-t, itm A, B *B C 80%» 

iiit, MWM^n 5g ^HSJPA 100 0 

3 

1> 

ICR (Institute of Cancer Researcch) <MH,90R, ^$f£, 45i1t30.Ro 

2 £1: Vehicle 1 M#4t^tl£l(f^t^^ra)o 

Vehicle giR&I^S&Tk, fca-1 

2, 

Dayi 

0.3mg/kg, &^/JN 2h 2g/kg 30, 60min ^CJfH, 

Vzy4 2g/kgm^ V&M 72h) 30min.ML, 

0.3mg/kg, Day2 H^NT 8h 2g/kg (^15 25h) #£$f ftiUfJs 30min & 

it, Day5 ^ 2g/kg (^ 90h) 

jp 30min J&jfll, Ull^ifll^o 

0.3mg/kg, Day3 2g/kg O&M 42h) 30min 

IjUfn., iil^JiLlIc 

3> 

(1) ^ 2h 

^as'J £15* 
(mg/kg) 

jfd-ig Jt54-"S" ^as'J £15* 
(mg/kg) 0 Bt ifilfi fti® 30min ftlfijj' 60min 0 BtJftLtt $tMt 30min Hflt 60min 

Vehicle 2.88±0.48 8.73±2.27 7.12±2.93 100.0 311.9±100.3 255.0±111.6 

0.3 2.93±0.64 4.87±2.33 3.40±1.31 100.0 159.7±44.6 115.5±31.5 
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