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1J# 20 T B9 X -3- £ Bk -Lys—AA-OBz1- W] Wk —2- 3 — 2 2, X 1 AA = Gly, Al
a, Leu, Tle, Val, Trp, Phe, Lys, Tyr, Pro, Met, Ser, Thr, Asn, B - ¥ J -0Bzl-Asp, v - &
H —0Bz1-G1lu, N°-NO,~Arg F1 The ¥

Lys-AA-OBzL

2. BUMIEER 1 XL —3— LB —Lys—AA-0Bz1- M|k —2— J& — 2l & 757% , 1Z5iE
fi

(1) VKT 1A1 5] Wk 2 1) FR B VR NN IR B B AN 40 %6 I VTR 24 X —3— R R
B — Mgl —2- B - 2T

(2) R —3— Z.FR B — 5|k —2— 3 — ZL5E7E 6N NaOH J5 ¥ H K i, il 8 X —3— 2.8 — W]
W —2- 3 - 28t

(3) R —3— 4R — MWk —2- F& - 2685 HC1 » N -Boc-Lys—0Bz1 5k, #]# N —3- 4
B -N“-Boc—-Lys—0Bz1- W[t —2— Jt — 72, 55%

(4) X —3— Z.Bk -N“-Boc-Lys—0Bz1- M|k —2— it — Z ke fE B ] Ph/CIBALE MR, 153
X —3— L -N°-Boc—Lys— MW —2— F - 262 &

(5) X —3~ Bk -N“-Boc-Lys— M|t —2— J — 2,585 HC1 »AA-0Bz1 AL, AR -3~ 4
Bt -N“-Boc—Lys—AA-0Bz1- M|l —2— & — 2%, sUrh AA = Gly, Ala, Leu, Ile, Val, Trp, Phe, L
ys, Tyr, Pro, Met, Ser, Thr, Asn, B —#83%E —-0Bz1-Asp, v — & -0Bz1-G1lu, N°-NO,~Arg 1 The
R

(6) ¥ X -3— Bk N“-Boc—-Lys—AA-OBz1- |t —2- 3£ - Z i fE /K —EF /=
S 2 P IR % Boc, 183X —3— 2Bk —Lys—AA-OBz1- M|k —2- & — Z. %%, s AA = Gly,
Ala, Leu, I1le, Val, Trp, Phe, Lys, Tyr, Pro, Met, Ser, Thr, Asn, B - ¥ 3£ —OBzl-Asp, v - &
H —0Bz1-Glu, N-NO,~Arg A1 The #& 3.,

3. BURIEER 1 AL -3— LBt —Lys—AA-0Bz1- M|k —2— Jik — Z e el 2 ufieg 254 v (1)
IVAZER
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W [3-( Bt —Lys—AA-OBzI)- Bt -2- & ] 2k, HEl&,
TE R A

B GuE

[ooo1] A& K& B ¥ & W [3-( & Bt Lys—AA-OBz1)- M| Rt —2- J& ] 2
HE , Glu(0Bz1), N-NO,~Arg Fl The B%4E ), WA BAIHI #7515, ¥ A EA#IH] S180 /N
R AR TE T, W EAERI S TU R P INA  ARHE T AR 24808

BEARE=

[0002] Mgk B2 AT AP MIWE 32 3% (Indomethacin) [ H A T 28 UL L il VIR AE A 4b,
AT DLIE T 0 ) AR 2 TXA2 A B 70l M N B SR 8 . SRATTB R0 B & A 3 85, il 3k 11
FIXE T A (A AL NRFEERRIE ) 78 Inmol/kg HIRFAIE T B A Prinfeys .
[0003]

[0004]  FEZPEREPEWE L, KA R IUFIEE 1T XGIAT A ASRE . £ K
LTG0 e BT AE RO AU AT 70, 5 AR BILR B ) 3 5 e dd s T FR X | R i
AW o TXEE T IBGES 1 R I AR vt XS A A 0 1 AR 0 ) P 2 A e A s AT T A 0 1 A
AR, 203 3 FF PR, AT RBURIESC 1T (19 3- 4Bt -AA 238N 3- LBt -Lys—AA-0Bz1
ANCA] S AR 36 ] B LA A R A DR AR T T2, I AR R AN K
.

ZRANBE

[0005] A& HKIHE WA LREMLEL T AR [3-( Bt -Lys—AA-0Bz1) — ]
Wt —2- L ] 288 (P AA = Gly, Ala, Leu, I1le, Val, Trp, Phe, Lys, Tyr, Pro, Met, Ser, Thr,
Asn, Asp (0Bz1), Glu (0Bz1) , N~NO,~Arg FI The #&4L ) o

[0006]

sRAKOBZ

[0007) 7 2 B 19 95 = P 7 A2 3 SR L AQ M AL [3-( 2Bk -Lys-AA-OBz1) - B
WE—2- 3 7 2.k (X AA = Gly, Ala, Leu, Ile, Val, Trp, Phe, Lys, Tyr, Pro, Met, Ser, Thr,
Asn, Asp (0B21), GLu (0BzL), N*-NO,-Arg 1 The B3 ) ORI J7k , BOrta i -

3
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[0008] (1) UK [a1M5| Wk ZL T 1) R BV R N IR BB A 40 %6 VTR | 2 X [3-( &
FRAEE ) - Mg —2- & ] 28

[0009]  (2) XX [3-( ZEZF 1l ) — M|k —2— & ] Z5E4E 6N NaOH ¥ ¥ H K fig, il & X [3-( 2
g ) - Wik —2—- B ] &k

[0010]  (3) R [3-( &) - W|Wk —2— & ] ZbE HCL »Lys (Boc) 0Bz 1 filJk , il %3 [3-( &
Bt —Lys (Boc) 0Bz 1) — 5|k —2- J& ] 245

[o011]  (4) X [3-( & Bt -Lys (Boc) -0Bz1) - Wj| W —2- J& ] Z fe A F B H Pb/C LA
fit, 132X [3-( LBk —Lys (Boc) ) — W[k —2— B ] Zbk 5

[0012]  (5) XX [3-( LBt —Lys (Boc)) — M| —2— J& ] Zke 5 HC1 « AA-OBz1 &k, 133X
[3-( ZBE -Lys (Boc) —AA-0Bz1) — M|Wg —2— 3 ] 268 (p AA = Gly, Ala, Leu, Ile, Val, Tr
p, Phe, Lys, Tyr, Pro, Met, Ser, Thr, Asn, Asp (0Bz1), Glu (0Bz1) , N~NO,~Arg 11 The %% ) ;
[0013]  (6) ¥ [3—( LBt -Lys (Boc) ~AA-0Bz1) — M|t —2— J& ] 2B TokK & ke / =
AR P IRER Boc, 22X [3-( 4Bt ~Lys—AA-0Bz1) - M|l —2—-J& ] Zhe (Xt AA = Gly
,Ala, Leu, Ile, Val, Trp, Phe, Lys, Tyr, Pro, Met, Ser, Thr, Asn, Asp (OBz1), Glu (OBz1), N*-N
0,~Arg il The %3 ) o

[o014] AR WIS =4 A 78 & A 3l oK T AR A W [3-( 2 Bt —Lys—AA-0Bz1) - M|
Wk —2— J T 2Bl S180 e /s 5 i s A2 KAE H -

I =1 152 BH

[0015] & 1 4b&W) a—r (& R 21K . 1) CH,0H, CH,CHO, ¥ H,S0,511) CH ,0H, 2N NaOH ;iii)
DCC, HOBt, NMM, THF ;iv) TFA. a " AA = Gly, b ' AA = Ala, ¢ H' AA = Lys, d H' AA = Thr, e
H1 AA = Tyr, £ 1 AA = Ser, g 1 AA = Pro, h 1 AA = Phe, i H1 AA = Val, j 1 AA = Tle, k
H1 AA = Leu, 1 1 AA = Trp,m 1 AA = Glu,n ' AA = Asp, 0 H AA = Met, p H* AA = The, q
H1 AA = Asn, v H1 AA = Arg FRIE,

BAEILHEAR

[oo16] N T DR ALK, NSRS . 1% L ST 5E AR WHIE TR
EATVH KA A B AT BARRAR |, AR HRAE A0S A R BH () R i o

[0017]  SEjafsl] 1 il 2 X [3-( ZLERH R ) - WIwk —2- & ] 2%

[0018] K W] Wk Z, iR 40g (0. 228mol) ¥& T 250mL HF %, UKIR F 0N SmL R A% R, S b
20min Ji7, I 5mL 40 % ZEEVEW . 72h JG OB 58 4%, O NER W 41, 5 B8 ) R e A ali Ak
(BB REEE b, Ay g PIE = 10:1-3:1) , /33 10g (22% ) FRULEY), NI EH K.

[0019]  ESI-MS(m/e) :427 [M+Na] ',

[0020]  SEjffs] 2 il 4 X [3—( 2088 ) - Ik —2- 3E ] 2.8

[0021] ] 4g (Immol) XX [3-( ZBRFFES ) — W& —2- & 1 ZJ5e A0 20m1 73 Ml (4 v A Hh o\
4ml NaOH 7ZK¥EW (2N) , 7K 24h Z )5, P pH 2 7, PR IR AA R 2 TR R, 5% B8 Y0 H 25mL 7%
TR FRRE, PO AR SRR 1Y pH &2 2, By tH BUDTiE it U8, 1331 3. 58 (95% ) Fraife 54, N ety
Ko ESI-MS(m/e) : 377 [M+H] ",

[0022]  sEjEfs] 3 4 XL [3-( ZEk —Lys (Boc) —0Bz1) — M|k —2— J& ] Z.45¢

4
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[0023]  JK¥% T4 3. 8g(10. 2mmol) XX [3-( LR ) — MWk —2- J& 1 Z ke A 25mL VY & Wk e
VAR, AN 3. 5g(25. 9mmol) 1- ¥R K08 3 = (HOBt) I 5g(24. 3mmol) —FF LR — ¥
f& (DCC) , Ak /INBE I, i 10g (26. Tmmo1) L-Lys—0Bz1 #h & 55 25mL PU 4K Ieg F) ¥4 VLo
SN N- BRIk (NMM) 1 pH AR 8, 12 /NI 5 SR 58 4, SERR DCU, S8 VRS I 48 &
T, BRE VI 150mL 0% L EREE, DEBRASEYD BERAR IR 5% NaHCO, 7K IAREE 3 ¥k, 1A
NaCl 7K¥ERLE 3 ¥k, 5% KHSOKIEHE 3 IR AHEAT NaCl ZKIEWBE 3 IR A IFFHI 1. .8
JZ 7K Na, SO, # 12h, 138, JER KK 48 221, 49 2 (1) 28 i R A S ik A = fr 4
o (BREESEN, &bt - FEE= 250:1-100:1) , 432 8¢ (78% ) A&, JEs (iR
Mo ESI-MS (m/e) : 1013 [M+H]"; "H NMR: (300M, DMSO—d6) : 11. 00 (m, 2H), 8. 50 (t, ] = 7. 5liz,
2H), 7. 30 (m, 14H), 6. 95 (m, 4H) , 6. 75 (s, 2H), 5. 10 (m, 4H) , 4. 90 (m, 1H), 4. 25 (m, 2H), 3. 65 (m
, 3H), 2. 85 (m, 4H), 2. 05 (s, 4H), 1. 65 (m, 6H), 1. 35 (m, 29H) .
[0024]  sEZjfafsl] 4 & [3-( ZBE -Lys Boc)) - M|k —2- J& | 245
[0025] K% 8g(7.9mmol) R [3-( Z Bt ~Lys (Boc) -0Bz1) — M|k —2— J& ] ZbE¥E T 20mL R
B, N 1g Pd/C, ES, BiRRM 12 /N2 G RBLSEAS o RNIRILIE, JEMIRE R 46, 13
F]6.5g(99% ) FrdL &M, N E AR K. ESI-MS (n/e) :833[M+H] ",
[0026]  sZjif] 5 Hl] 4 A [3—( Bk —Lys (Boc) -Gly—0Bz1) — M| —2— £ ] Z. k%
[0027]  $ S 3 (771 M 1. 5g (1. 8mmol) XY [3—( Z.Hk —Lys (Boc) ) — M| Wk —2— J: ]
£ JE A1 4g (4. 1mmol) G1y—-O0Bz1 £k 2 £k 13 F 500mg (25 % ) #x AL & ¥, v 2 Bl
R 'H NMR: (300M, DMS0-d6) 9. 80 (m, 2H), 7. 55 (m, 2H), 7. 35 (m, 14H), 7. 10 (m, 4H) , 6
.90 (m, 4H), 6. 60 (m, 2H) , 5. 10 (m, 4H), 4. 85 (m, 1H), 4. 65 (m, 2H) , 4. 45 (m, 2H), 3. 95 (m,
3H), 2. 95 (s, 4H), 1. 85(d, J = 7. 2Hz, 3H), 1. 65 (m, 4H), 1. 45 (m, 19H), 1. 25 (m, 12H) .
[0028]  sLjiats] 6 4 AL [3—( Bk —Lys—Gly—0Bz1) — M|k —2- 3£ ] Z.%% (a)
[0029] YK F#F 500mg (0. 44mmo1) XX [3—( ZEk —Lys (Boc) -G1y—0Bz1) — |k —2- F£ ] 7,
fEH 20ml TooK SR ERVARE, TN\ 2mL TFA, 2h Ji5 OB 5E4% o ROV E 1R 45, B2 B3I 7.
Tk B L [ 445, 43 21 350mg (85 % ) Bl At &4, J9ik 5 tay Ko ESI-MS (m/e) : 928 [M+H]";Mp
115-116°C ; [a] ¥ = -14.3 (¢ = 0.1, CH;OH); 'H NMR (300M, DMSO-d6) : 11. 00 (m, 2H) , 8. 45 (m, 1H
), 8.35(m, 1H), 8. 26 (m, LH), 7. 95 (m, 1H), 7. 55 (m, 1H), 7. 35 (m, 12H), 7. 24 (m, 2H) , 6. 90 (m, 4
H), 5. 10 (m, 4H) , 4. 90 (m, 1H), 4. 33 (m, 2H), 3. 90 (m, 4H), 3. 75 (m, 4H) , 2. 64 (m, 4H), 1. 95 (m, 2
H), 1. 75 (m, 2H), 1. 65 (m, 2H), 1. 50 (m, 7H), 1. 20 (m, 4H) ,
[0030]  sEjfEfs] 7 4 X [3-( ZBEk —Lys (Boc) -Ala—0Bz1) — M|k —2— 3£ ] Z k¢
[0031]  FHESZifsl] 3 77 VEM 1. 5g (1. 8mmo1) L [3—( Z.Ek —Lys (Boc) ) — M|k —2- 3£ ] 7,
FEA0 0. 5g (2. 3mmo1) Ala—0Bz1 hEZEH45 3 600mg (29% ) ArEAL-&Y), NEGHERY) . 'H NM
R (300M, DMSO-d6) 10. 90 (m, 2H), 8. 45(d, ] = 9. 0Hz, 1H), 8. 37(d, ] = 6. OHz, 1H), 8.30(d, J
= 9. 0Hz, 1H), 8.20(d, ] = 9. OHz, 1H), 7. 80(d, ] = 9. OHz, 1H), 7. 55 (m, 2H), 7. 35 (m, 10H),
7. 20 (m, 2H), 6. 90 (m, 41), 6. 70 (s, 2H), 5. 10 (m, 4H) , 4. 90 (m, 1H), 4. 30 (m, 4H), 3. 70 (m, 4H),
2. 80 (m, 4H), 1. 60 (m, 4H), 1. 30 (m, 35H) .
[0032]  sZjitafsl 8 il £ X [3-( ZBE —Lys—Ala—0Bz1) - W|Wg —2- 3£ ] Z.ke (b)
[0033] % HE sz & B 6 M 7 ¥k M 600mg(0.34mmol) X [3-( &4
M —Lys (Boc) ~Ala-0Bz1) — Bj| g —2- J& ] 2, % 43 21| 400mg (80 % ) #r #l 4k & ¥, F IR 3
5
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5 oFy Ao BST-MS (m/e) :955[M+H] "sMp:124-125 °C ; [a]}=-100.7 (¢ =0.1, CH;OH); IR(K
Br) :3273. 20, 3062. 96, 2943. 37, 1737. 86, 1674. 21, 1525. 69, 1456. 26, 1199. 72, 1139. 93, 7
38. 74 ;'H NMR: (300M, DMSO-d6) : 11. 00 (m, 2H), 8. 46 (m, 1H), 8. 38 (m, 1H), 8. 30 (m, 1H), 8. 20
(m, 1H), 7. 82 (m, 1H), 7. 55 (m, LH), 7. 35 (m, 12H), 7. 24 (m, 2H) , 6. 95 (m, 4H), 5. 13 (m, 4H) , 4. 9
0 (m, 1H), 4. 33 (m, 4H), 3. 75 (m, 4H), 3. 43 (m, 2H) , 2. 74 (m, 4H), 1. 95 (m, 2H), 1. 75 (m, 2H), 1. 6
5(m, 2H), 1. 50 (m, 7TH), 1. 20 (m, 4H) .

[0034]  sLjEfs] 9 il %X [3-( LBt —Lys (Boc) —Lys (Boc) —0Bz1) — M| g —2—- J& ] Z.4%
[0035]  FHESLHEf] 3 775 M 1. 5g (1. 8mmol) X [3—( £k —Lys (Boc) ) — M| W —2— J ]
A 1. 5g (4mmo1) Lys (Boc) —0Bz 1 #hFR L1531 400mg (17% ) Frdifb 540, N e iRy .
'"H NMR: (300MH, DMSO-d6) : 11. 00 (m, 2H), 8. 30 (m, 2H), 7. 55 (m, 2H) , 7. 35 (m, LOH), 7. 20 (m, 2H
), 6.95 (m, 3H), 6. 65 (m, 3H), 5. 10 (m, 4H) , 4. 90 (m, 1H), 4. 25 (m, 2H) , 3. 75 (m, 2H) , 2. 85 (m, 7TH
), 1. 80 (m, 3H), 1. 55 (m, 5H), 1. 40 (m, 46H) .

[0036]  SEjEH] 10 H & X [3-( LBk —Lys—Lys—0Bz1) - B[k —2- 3£ 1 Z.%% (c)

[0037]  FZHESZiEH] 6 (7775 M 400mg (0. 32mmo1) XX [3-( Z Bt ~Lys (Boc) —Ala—0Bz1) - Hy|
Wt —2-3& ] 25 A5 21 200mg (59 % ) AR@UL A4, F9ik E Bk R JEST-MS (m/e) : 1069 [M+H] "
Mp:116-117°C ;[e]7=-47.3 (¢ = 0.1, CH;0H); 'H NMR (300MHz, DMSO—d6) : 11. 00 (m, 2H), 8. 43
(m, 2H) , 8. 35 (m, 1H), 8. 24 (m, LH), 7. 88 (m, 1H), 7. 55 (m, 1H), 7. 35 (m, 12H), 7. 20 (m, 2H), 6. 9
0 (m, 4H), 5. 10 (m, 4H) , 4. 90 (m, 1H), 4. 23 (m, 4H) , 3. 72 (m, 4H), 3. 40 (m, 4H), 2. 64 (m, 8H), 1. 7
6 (m, 2H), 1. 68 (m, 2H), 1. 59 (m, 4H), 1. 45 (m, 11H), 1. 25 (m, 8H) »

[0038] S 11 il & X [3—( LBt ~Lys (Boc) ~Thr-0Bz1) - Mj|Wg —2—- 3 ] Z. 4%

[0039]  FZRRSZfEH 3 BT M 1. 5g (1. 8mmol) X [3—( LBt ~Lys (Boc)) — M|k —2— % ]
AT 0. 5g (2. 3mmol) Thr—0Bz1 #hMR #1931 650mg (33% ) AR L&H, NEE Bk Y. 'H
NMR (300MHz, DMSO—d6) : 10. 90 (m, 2H), 8. 25 (m, 4H) , 7. 80 (m, 1H), 7. 55 (m, 2H) , 7. 35 (m, 10H),
7. 20 (m, 2H), 6. 90 (m, 4H), 5. 10 (m, 4H) , 4. 85 (m, 1H), 4. 35 (m, 4H) , 4. 15 (m, 2H), 3. 70 (m, 3H),
2. 80 (m, 4H), 1. 60 (m, 2H), 1. 50 (m, 2H), 1. 35 (s, 18H), 1. 25 (m, 9H), 1. 10 (m, 6H) .

[0040]  sEjEH] 12 H] & X [3-( LBk —Lys—Thr-0Bz1) - B[k —2- 3£ ] Z.%% (d)

[0041]  $HBSZHEM] 6 (1777 M 650mg (0. 54mmol) XX [3-( Z.Bk —Lys (Boc) ~Thr—0Bz1) — M|
Wk —2-J& ] 25433 500mg (93% ) ARfALAYD, R BE BRI K EST-MS (m/e) 11016 [M+H] "
Mp124-125°C ;[a]%=-28.3 (¢ = 0.1, CH;O0H); 'H NMR: (300MHz, DMSO—d6) : 11. 00 (m, 2H), 8. 45
(m, 1H), 8. 37 (m, 1H), 8. 21 (m, 1H), 7. 85 (m, 1H), 7. 56 (m, 2H), 7. 30 (m, 10H), 7. 20 (m, 2H), 6. 9
0 (m, 41), 5. 00 (m, 4H), 4. 90 (m, 1H), 4. 39 (m, 4H) , 4. 16 (m, 2H), 3. 73 (m, 6H), 2. 75 (m, 4H), 1. 7
6 (m, 2H), 1. 56 (m, 2H), 1. 50 (m, 4H) , 1. 45 (m, 3H), 1. 20 (m, 9H) .

[0042]  sLjitifh] 13 il £ XL [3- ( &Mk —Lys (Boc) ~Tyr—0Bz1) - W|ik —2- & ] Zbe

[0043]  #HE LM 3 (7 M 1. 5g (1. 8mmol) XX [3—( Z.Wk —Lys (Boc) ) — W[k —2— &
AT 1. 5g (4. 9mmol) Tyr—O0Bz1 %k IR 5 43 3 300mg (15 % ) 5 B4k & ), 5 4 3 AR
Y. 'H NMR: (300MHz, DMSO—d6) : 10. 90 (m, 2H), 8. 45(d, ] = 6. 0Hz, 2H),8.30(d, ] =
9. 0Hz, 1H),8.20(d, J] = 9. OHz, 1H), 7. 55 (m, 2H), 7. 35 (m, 6H), 7. 20 (m, 6H) , 6. 90 (m, 8H), 6.
65 (m, 6H) , 5. 10 (m, 4H), 4. 85 (m, 1H), 4. 35 (m, 4H), 3. 70 (m, 4H), 2. 80 (m, 8H), 1. 80 (m, 3H), 1.

6
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45 (m, 23H), 1. 25 (m, 9H) »

[0044]  SEJEH 14 il [3-( LBt —Lys—Tyr—0Bz1) - M|k —2- 5 ] 2% (e)

[0045]  FRESZjEfs] 6 (7775 M 300mg (0. 22mmol) XU [3-( LBk —Lys (Boc) ~Tyr—0Bz1) — |
Wt —2-JE ] Z.5e/3 3] 200mg (78% ) bk &40, MIRFE MK . EST-MS (m/e) : 1139 [M+H] "5
Mp125-126°C ;[a] 2= -34.7 (¢ = 0.1, CH;OH); 'H NMR: (300MHz, DMSO~d6) : 11. 00 (m, 2H), 9. 23
(m, 2H) , 8. 44 (m, 1H), 8. 34 (m, 1H), 8. 16 (m, 1H), 7. 54 (m, 1H), 7. 25 (m, 12H), 6. 95 (m, 8H), 6. 6
3 (m, 4H), 5. 00 (m, 4H) , 4. 90 (m, 1H), 4. 42 (m, 4H) , 3. 70 (m, 4H), 2. 87 (m, 4H), 2. 68 (m, 4H), 1. 7
8 (m, 3H), 1. 50 (m, 8H), 1. 24 (m, 10H) .

[o046]  SEjafs] 15 fill 26X [3—( 4Bt —Lys (Boc) —Ser—0Bz1) — Wj|Wx —2— B ] 2.k

[0047]  FZHESLHEH 3 7592 A 1. 5g (1. 8mmol) XX [3-( Wi —Lys (Boc) ) — W[k —2— & ]
AT 0. 8g (3. Tmmol) Ser—O0Bz1 #h 18 £h 13 21| 300mg (15 % ) A5 AL &4, v s i R4
'H NMR: (300MHz, DMS0-d6) : 10. 90 (m, 2H), 8. 35(m, 2H), 8. 20(d, ] = 6. 0Hz, 1H), 7. 75(d, J
= 9. 0Hz, 1H), 7. 55(m, 2H), 7. 35(m, 10H), 7. 20 (m, 2H), 6. 90 (m, 4H), 6. 70 (s, 2H), 5.
10 (m, 4H), 5. 05 (m, 2H), 4. 90 (m, 1H), 4. 35 (m, 4H), 3. 70 (m, 6H) , 2. 80 (m, 4H), 1. 55 (m,
4H), 1. 30 (m, 20H), 1. 20 (m, 9H) .

[0048]  sEjafs] 16 il 2 XU [3—( Bk —Lys—Ser—0Bz1) — W|Wx —2— Jt ] 4% (F)

[0049]  FRESLZjats] 6 (7775 M 300mg (0. 25mmol) X [3-( LB —Lys (Boc) —Ser—0Bz1) — |
Wt —2- & ] 24133 200mg (78% ) An@lift &4, NIk E BRI K. EST-MS (m/e) :987 [M+H] s
Mp124-125°C ; [6]2==-53.7 (¢ = 0.1, CH;OH); 'H NMR: (300MHz, DMSO~-d6) : 11. 00 (m, 2H), 8. 45
(m, 1H), 8. 37 (m, 1H), 8. 21 (m, 1H), 7. 85 (m, 1H), 7. 56 (m, 1H), 7. 41 (m, 1H), 7. 30 (m, 10H), 7. 2
4 (m, 2H), 6. 90 (m, 4H) , 5. 00 (m, 4H), 4. 90 (m, 1H), 4. 39 (m, 4H), 3. 70 (m, 6H), 3. 40 (m, 2H), 2. 6
3(s,4H), 1.91 (m, 2H), 1. 77 (m, 2H), 1. 50 (m, 411), 1. 45 (m, 3H), 1. 20 (m, 4H) »

[0050]  sEjafs] 17 il 2 XU [3—( ZBEt —Lys (Boc) —Pro—0Bz1) - M|k —2— K& ] Z.%E

[0051]  FR&sLjadsl] 3 (772 1. 5g (1. 8mmol) XX [3-( ZBk —Lys (Boc) ) — W[k —2- K& ] £,
FEF 1. 6g (6. 6mmol) Pro—0Bz1 £h2 #6433 500mg (36 % ) ARG, F s iRy, 'H NM
R: (300MHz, DMS0-d6) :10. 90 (m, 2H), 8. 45 (m, 2H), 7. 55 (m, 2H), 7. 35 (m, 10H), 7. 20 (m, 2H) , 6
.90 (m, 4H), 6. 70 (s, 2H) , 5. 10 (m, 4H), 4. 90 (m, 1H), 4. 45 (m, 2H) , 4. 35 (m, 2H), 3. 70 (m, 5H), 3
.55 (m, 3H), 2. 80 (m, 4H), 2. 10 (m, 2H), 1. 85 (m, 6H), 1. 75 (m, 3H), 1. 35 (m, 18H), 1. 25(m, 9H) .
[0052]  sKjiafs 18 il & A [3—( Bt ~Lys—Pro-0Bz1) - M|k —2— 5 ] 2.5 (g)

[0053] & HRSLjEfS] 6 17772 M\ 500mg (0. 41mmol) X [3-( & —Lys (Boc) —Pro-0Bz1) — ]
e —2- & ] 25433 300mg (73% ) AL &), R B 0K A o EST-MS (n/e) : 1008 [M+H] "
Mp128-129. 0°C 5[] ¥=-76.7(c = 0.1, CH:OH); "H NMR: (300MHz, DMSO~d6) : 11. 00 (m, 2I1) , 8.
45 (m, 2H), 8. 08 (m, 1H), 7. 55(m, 2H), 7. 34 (m, 10H), 7. 22 (m, 2H) , 6. 90 (m, 4H) , 5. 00 (m, 4H) , 4
.90 (m, 1H), 4. 45 (m, 4H) , 3. 54 (m, 14H), 2. 64 (m, 4H) , 2. 13 (m, 2H), 1. 84 (m, 10H), 1. 50 (m, 7H)
, 1.27 (m, 4H) »

[0054]  sEjiaf 19 il #5A [3-( Z.W —Lys (Boc) -Phe—-0Bz1) — M|k —2— J& ] 7,452

[0055] & HESCiE M 3 (575 M 1. 5g (1. 8mmol) XX [3-( Z.Wk —Lys (Boc) ) — M| Wk —2— & ]
M 1. 8g (4. 2mmo1) Phe—0Bz1 & 2 £575 3 600mg (38% ) Ariifk &4, NigtiikyY. 'H
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NMR: (300MHz, DMSO-d6) : 10. 90 (m, 2H) , 8. 45 (m, 2H), 8. 30 (m, 1H), 8. 15 (m, 1H), 7. 80 (m, 1H),
7.55(m, 1H), 7. 25 (m, 24H), 6. 90 (m, 4H) , 6. 70 (m, 2H), 5. 10 (m, 4H), 4. 90 (m, 1H), 4. 50 (m, 2H)
, 4. 30 (m, 2H), 3. 70 (m, 4H), 3. 00 (m, 4H) , 2. 30 (m, 5H), 1. 55 (m, 4H), 1. 35 (s, 18H), 1. 20 (m, 11
H), 0. 95 (m, 3H) .

[oo56]  sEjafs] 20 il 4 X [3—( Bt —Lys—Phe—0Bz1) — W[ —2— Jt 1 4% (h)

[0057]1  #ZHESZHEH] 6 [ 7772 M 600mg (0. 50mmo1) XX [3—( Z.Et —Lys (Boc) —Phe—0Bz1) — M|
Wk —2-J& ] Z.5t43 %) 500mg (98% ) ArlALAYD, AR B ER K« EST-MS (m/e) : 1108 [M+H] '
Mp:121-123°C ;[e] ¥ =10.3(c = 0.1, CH;OH); 'H NMR: (300MHz, DMSO—d6) : 11. 00 (m, 2H), 8. 50
(m, 2H) , 8. 21 (m, 2H), 7. 55 (m, 1H), 7. 25 (m, 24H) , 6. 90 (m, 4H), 5. 10 (m, 4H) , 4. 90 (m, 1H) , 4. 5
5(m, 2H), 4. 32 (m, 2H), 3. 67 (m, 4H) , 3. 00 (m, 6H) , 2. 58 (m, 4H), 1. 76 (m, 3H), 1. 30 (m, L1H), 0.
95 (m, 2H) »

[0058]  sEjfafsl] 21 il £ X [3—( ZBk -Lys (Boc) —Val-0Bz1) - MWk —2- 3£ ] Z.%%

[0059] ¥ HBSLitifs] 3 71 M 1. 5g (1. 8mmol) X [3-( Z.Ht —Lys (Boc) ) — M| —2— Jk ]
AT 1. 5g (3. 8mmol) Val-0Bz1 #hMR #7153 300mg (21% ) AR L&H, N iRy, 'H
NMR: (300MHz, DMSO—d6) : 10. 90 (m, 2H), 8. 30 (m, 1H), 8. 20 (m, 1H), 8. 13 (m, 1H), 7. 80 (m, 1H),
7.50 (m, 2H), 7. 35 (m, 10H), 7. 15 (m, 2H), 6. 90 (m, 4H), 6. 65 (s, 2H), 5. 10 (m, 4H), 4. 85 (m, 1H)
, 4. 35 (m, 2H), 4. 15 (m, 2H), 3. 70 (m, 3H), 3. 45 (m, 2H), 2. 80 (m, 4H), 2. 00 (m, 2H), 1. 50 (m, 4H)
, 1. 35 (s, 18H), 1. 25 (m, 9H), 0. 80 (m, 12H) .

[oo60]  sEjafs] 22 il 2 XU [3—( ZBk —Lys—Val-0Bz1) - W[k —2— JE ] 2.6 (81)

[0061]  #ZHESZjEM] 6 [ 7772 M 300mg (0. 25mmo1) XX [3-( Z.EE —Lys (Boc) —Val-0Bz1) — M|
Wk —2— & ] 25 AT 2] 100mg (40% ) FRREACA YD, ik 3 ok R cEST-MS (m/e) : 1012 [M+H] s
Mp 119-120°C ;[@]©=-70.0 (¢ = 0.1, CH;OH); 'H NMR: (300MHz, DMSO-d6) : 11. 00 (m, 2H) , 8. 2
4(m, 3H), 7. 85 (m, 1H), 7. 55 (t, ] = 9. OHz, 1H), 7. 40 (m, 12H), 7. 21 (m, 2H), 6. 98 (m, 4H) , 5. 1
0 (m, 4H), 4. 90 (m, 1H), 4. 40 (m, 2H), 4. 20 (m, 2H), 3. 73 (m, 2H) , 3. 37 (m, 4H) , 2. 64 (m, 4H), 2. 0
4(m, 2H), 1. 90 (s, 2H), 1. 77(d, J = 6. OHz, 2H), 1. 50 (m, 7H), 1. 30 (m, 4H), 0. 83 (m, 12H) .
[oo62]  sKjiafsl 23 fill 8 A [3—( Bt —Lys (Boc) —11e—-0Bz1) — M|k —2— J& ] Z.4%

[0063]  # HE SLia s 3 (757 M 1. 5g (1. 8mmol) XX [3—( Z.Wk —Lys (Boc) ) — MWk —2—
M 1g (2. 5mmol) T1e-0Bz1 R EL1F 31 400mg (27 % ) brmifh &4, N PR . 'H NM
R: (300MHz, DMSO—d6) : 10. 90 (m, 2H) , 8. 20 (m, 3H), 7. 85 (m, 1H), 7. 50 (m, 1H), 7. 35 (m, 11H), 7
. 20 (m, 2H), 6. 90 (m, 4H) , 6. 65 (s, 2H), 5. 10 (m, 4H) , 4. 85 (m, 1H) , 4. 35 (m, 2H), 4. 20 (m, 2H) , 3
.70 (m, 3H), 2. 80 (m, 4H) , 1. 75 (m, 4H), 1. 50 (m, 4H), 1. 30 (s, 18H), 1. 25 (m, 7H), 1. 10 (m, 5H),
0. 75 (m, 12H) »

[o064]  SKjiafs] 24 fill &AL [3—( 4Bt —Lys—11e-0Bz1) - M|k —2— & ] 2.2 (8))

[0065]  #HESZHf 6 (11777 M 400mg (0. 32mmol) XX [3-( Z.Bk —Lys (Boc) -11e—-0Bz1) — I
Wk —2-J& ] 264931 250mg (76 % ) ARRALAYD, IR BE BRI K o EST-MS (m/e) 11040 [M+H] "
Mp124-126°C ;[a]3 =-26.3 (c = 0.1, CH;OH); 'H NMR: (300MHz, DMSO—d6) : 11. 00 (m, 2H), 8. 26
(m, 3H), 7.94 (m, 1H), 7. 55 (t, ] = 9. 0Hz, 2H), 7. 40 (m, 10H), 7. 20 (m, 2H), 7. 00 (m, 4H), 5. 10
(m, 4H) , 4. 90 (m, 2H) , 4. 38 (m, 4H) , 4. 24 (m, 4H) , 3. 73 (m, 4H) , 2. 65 (m, 4H), 1. 91 (s, 2H), 1. 78
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(d, J = 6. 0Hz, 2H), 1. 48 (m, 7H), 1. 19 (m, 8H), 0. 77 (m, 12H) .

[oo66]  sLjifs] 25 il & XL [3-( LBk —Lys (Boc) ~Leu—0Bz1) — M|k —2- & ] Z.%¢

[oo67]  FZHRSLHE] 3 FIT71EM 1.5 (1. 8mmol) XU [3-( LBt —Lys (Boc)) — Mg —2— ]
AT 1g (2. 5mmol) Leu—0Bz 1 #h MR #1531 500mg (33. 7% ) AL &9, N ek . 'H
NMR: (300MHz, DMSO-d6) : 10. 90 (m, 2H), 8. 30 (m, 4H), 7. 80(d, ] = 12. OHz, 1H), 7. 50 (m, 2H),
7.35(m, L1OH), 7. 15 (m, 2H) , 6. 90 (m, 4H) , 6. 65 (s, 2H), 5. 10 (m, 4H), 4. 85 (m, 1H), 4. 25 (m, 4H)
,3.70 (m, 3H), 2. 80 (m, 4H), 1. 50 (m, 10H), 1. 35 (s, 18H), 1. 25 (m, 9H), 0. 75 (m, 12H) .

[oo68]  sLjiEfs] 26 il & X [3—( LBk ~Lys—Leu—0Bz1) — M|k —2— & ] Z.%¢ (k)

[0069]  FZHESLif 6 (7774 M 500mg (0. 40mmol) XX [3-( Z Bt ~Lys (Boc) ~Leu—0Bz1) — Hy|
Wk —2- 3L ] Z.5t15 21 360mg (86 % ) An@ifb 54, NIk EH B K. EST-MS (m/e) : 1039 [M+H] "
Mp124-125°C ; [a] % =-48.7(¢ = 0.1, CH;OH); 'H NMR: (300MHz, DMSO~d6) : 11. 00 (m, 2H) , 8. 36 (
m, 3H), 7. 94 (m, 1H), 7. 55 (m, 2H), 7. 38 (m, 10H), 7. 22 (m, 2H), 6. 93 (m, 4H), 5. 11 (m, 4H), 4. 90
(m, 1H), 4. 32 (m, 4H), 3. 73 (m, 8H), 2. 62 (m, 41), 1. 91 (m, 2H), 1. 78 (m, 2H), 1. 52 (m, 15H), 1. 2
5(m, 4H), 0. 80 (m, 12H) .

[0070]  SEjafh] 27 il &AL [3—( ZBi —Lys (Boc) ~Trp—-0Bz1) — M|k —2- B ] 245

[0071]  #%RESZHEM] 3 74 1. 5g (1. 8mmo1) X [3—( Bk —Lys (Boc) ) — Mg —2- 3 ] 2,
$E Al 1g (3mmol) Trp—-0Bz1 EhR£h153 700mg (35% ) bR &4, NEEAHLIRY) . 'H NMR: (
300MHz, DMS0~-d6) : 10. 90 (m, 4H), 8. 45(d, ] = 6. OHz, 2H), 8. 30 (m, 1H), 8. 15 (m, 1H), 7. 80 (d
,J = 9.0Hz, 1H), 6. 90 (m, 4H), 6. 80~7. 60 (m, 26H), 6. 70 (s, 2H), 5. 00 (m, 4H), 4. 50 (m, 2H) , 4
.30 (m, 2H), 3. 70 (m, 2H), 3. 10 (m, 4H), 2. 80 (m, 4H), 1. 55 (m, 3H), 1. 35 (s, 18H), 1. 20 (m, 9H) .
[0072]  sSEjifhl 28 il & A [3-( & Bt ~Lys—-Trp-0Bz1) - M|k —2- £ ] 2%t (1)

[0073]  #ZHESLHEH 6 17775 700mg (0. 51mmol) X [3—( LBt —Lys (Boc) ~Trp—0Bz1) — |
Wk —2- 3 ] 261521 500mg (83% ) @it &4, ik i Bl A » EST-MS (m/e) : 1187 [M+2H] "5
Mp131-133°C;[e] ¥ =-46.7(c = 0.1, CH;OH); 'H NMR: (300MHz, DMSO-d6) : 11. 00 (m, 4H), 8. 45 (
m, 2H), 8. 14 (m, 1H), 7. 76 (m, 1H), 6. 80~7. 80 (m, 30H) , 5. 00 (m, 4H) , 4. 60 (m, 2H) , 4. 30 (m, 2H)
,3.69 (m, 8H), 3. 38 (m, 4H), 3. 17 (m, 4H), 2. 61 (m, 4H), 1. 90 (s, 2H), 1. 75 (m, 2H), 1. 50 (m, 7H)
, 1.24 (m, 8H) .

[0074]  sEjEf] 29 fill %X [3-( ZBE ~Lys (Boc) ~Glu (0Bz1) -0Bz1) — M|k —2- 3& ] 245
[0075]  fZHESZHEH] 3 BIJ77EM 1. 5g (1. 8mmol) X [3—( ZiEE —Lys (Boc) ) — M|t —2—- 5L ] 7,
FE A 1. 6g (4. 4mmo1) Glu (0Bz1) -0Bz1 £ 2 #5453 31 600mg (23% ) ARk &4, Fy i (iR o
"H NMR: (300MHz, DMSO-d6) : 10. 90 (m, 2H), 8. 45 (m, 2H), 8. 30 (m, 1H), 7. 90 (m, 1H), 7. 55 (t, J
= 6. 0Hz, 1H), 7. 35 (m, 20H), 7. 20 (m, 2H) , 6. 90 (m, 4H), 6. 70 (s, 2H), 5. 10 (m, 8H) , 4. 90 (m, 1H
), 4. 30 (m, 4H), 3. 70 (m, 2H), 2. 80 (s, 4H), 2. 50 (m, 4H), 2. 00 (m, 2H) , 1. 90 (m, 4H), 1. 55 (m, 4H
), 1. 35(s, 18H), 1. 20 (m, 10H) .

[0076] Syt 30 il 4 XL [3—( Z.Bk —Lys (Boc) —G1lu (0Bz1) 0Bz 1) — W[k —2- % 1 Z.%% (m)
foo77] ¥ MR s & )l 6 B O ¥k M 600mg(0.41mmol) X [3-( &4
Bk —Lys (Boc) —Glu (0Bz1) —0Bz1) — M| —2— 3 1 Z. 4524551 400mg (77 % ) AL &40, ik B
A . EST-MS (m/e) : 1252 [M+H] "sMp 108-109°C ; [a]¥=-33.7(c = 0.1, CH;OH); 'H NMR: (3
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00MHz, DMSO—d6) : 11. 00 (m, 2H), 8. 39 (m, 3H), 7. 89 (m, 1H), 7. 54 (m, 2H), 7. 30 (m, 22H) , 6. 90 (
m, 4H), 5. 10 (m, 8H), 4. 90 (m, 1H), 4. 32 (m, 4H), 3. 67 (m, 4H), 2. 62 (m, 4H) , 2. 05 (m, 2H), 1. 89 (
m, 4H), 1. 74 (m, 2H), 1. 50 (m, 7H), 1. 20 (m, 8H) .

[o078]  SEJEH 31 il &AL [3-( LBt ~Lys (Boc) —Asp (0Bz1) 0Bz 1) — Wy|Wk —2- L ] Z.%¢
[0079]  #ZERSLHE] 3 FIT71EM 1.5 (1. 8mmol) XX [3-( LBt —Lys (Boc)) — 5|k —2— ]
Z. Bt A 1. 5g (3. Tmmo1) Asp (0Bz1) -0Bz1 #h 1R £k 15 21| 650mg (38 % ) Fr #l i & ¥, N &
oyl R 4. 'H ONMR: (300M, DMSO-d6) : 10. 90 (m, 2H), 8. 55 (m, 2H), 8. 30 (m, 1H), 7. 90 (d
,J = 9.0Hz, 1H), 7. 35(m, 24H), 7. 20 (m, 2H), 6. 90 (m, 4H), 6. 70 (s, 2H), 5. 10 (m, 8H) , 4
.90 (m, 1H), 4. 75 (m, 2H) , 4. 30 (m, 2H), 3. 70 (m, 5H) , 2. 80 (m, 8H), 1. 75 (m, 2H), 1. 55 (m,
2H), 1. 35 (m, 20H), 1. 20 (m, 10H)

[0080]  sLjifs] 32 il & X [3—( Bk —Lys—Asp (0Bz1)—-0Bz1) — M|k —2— J& ] Z.%E (n)
[0081]  FHBSL I 6 1) 7732 A 650mg (0. 46mmol) XY [3—( Z. Bk —Lys Boc) —Asp (0Bz1)-0Bz1) — |
Wk —2-J ] 24584531 500mg (89. 3% ) brvalfb. 54, AR B M A . EST-MS (m/e) : 1223 [M+H] ";Mp
108-109°C ; [ar] 3 =-28.7(c = 0.1, CH;0H); 'H NMR: (300MHz, DMS0—d6) : 11. 00 (m, 2H), 8. 54 (m,
2H), 8. 30 (m, 1H), 7. 90 (m, 1H), 7. 54 (m, 2H), 7. 30 (m, 22H), 7. 21 (m, 4H), 6. 69 (m, 2H) , 5. 05 (m
,8H), 4. 86 (m, 1H), 4. 75 (m, 2H) , 4. 30 (m, 2H), 3. 74 (m, 4H) , 3. 38 (m, 4H) , 2. 86 (m, 8H), 1. 90 (m
,4H), 1. 74 (m, 4H), 1. 45 (m, 7H), 1. 20 (m, 8H) .

[o082]  sLjfs] 33 il & XL [3—( Bk —Lys (Boc) Met—-0Bz1) — W[k —2- B ] Z.4%

[0083] MRSt 3 75 M 1. 5g (1. 8mmol) X [3—( LBt —Lys (Boc)) — Mgk —2— it ]
ZHE A 1. 1g (4mmol) Met-0Bz 1 #h B2 #: 45 | 800mg (35 % ) #n AL A4, NE AR Y. H
NMR: (300MHz, DMSO—d6) : 11. 00 (m, 2H), 8. 40 (m, 3H), 8.30(d, J = 9. 0Hz, 1H),8.20(d, ] =
9. 0Hz, 1H), 7.90(d, J] = 9. 0Hz, 1H), 7. 50 (m, 12H), 7. 20 (m, 2H) , 6. 90 (m, 4H) , 6. 70 (s, 2H), 5
.10 (m, 4H), 4. 90 (m, 1H) , 4. 50 (m, 2H) , 4. 30 (m, 2H), 3. 70 (m, 4H) , 2. 80 (m, 4H), 1. 90 (m, 11H),
1. 50 (m, 24H), 1. 30 (m, 9H) .

[o084]  sEjifs 34 fill &AL [3-( LBt ~Lys-Met-0Bz1) - M|k —2— £ ] 2%t (o)

[0085]  fZHESLJEH 6 11777 M 800mg (0. 63mmol) X [3—( Z Bk —Lys (Boc) -Met—0Bz1) — |
Wk —2-J& ] 26433 500mg (75% ) bRtk &40, IR (k3 Ko ESI-MS (m/e) : 1075 [M+H] s
Mp134-136°C ; [e] ¥ =-63.7(c = 0.1, CH;OH); 'H NMR: (300MHz, DMSO-d6) : 11. 00 (m, 2H), 8. 37 (
m, 3H), 8. 23 (m, 1H), 7. 88 (m, 1H), 7. 60 (m, 2H), 7. 45 (m, 10H), 7. 22 (m, 2H) , 6. 97 (m, 4H), 5. 11
(m, 4H), 4. 90 (m, 1H), 4. 40 (m, 4H), 3. 72 (m, 4H), 3. 41 (m, 2H), 2. 81 (m, 4H), 2. 00 (m, 10H), 1. 7
0 (m, 3H), 1. 50 (m, 9H), 1. 20 (m, 5H) &

[0086]  sEjiafsl 35 il 2 AL [3— ( Z.Bk —Lys (Boc) —The—0Bz1) — M|k —2— J& ] Z. 4%

[0087]  #xPESZiE ] 3 (7 1EM 1. 5g (1. 8mmol) X [3—( Z.#t —Lys (Boc) ) — M|k —2— 3 ]
AT L. 1g (3. Tmmol) The—0Bz1 #hR #1593 550mg (25% ) AR &4, & Bk Y) . 'H
NMR: (300MHz, DMSO~d6) : 10. 90 (m, 2H), 8. 25 (m, 4H), 7. 65 (m, 2H) , 7. 55 (m, 2H), 7. 35 (m, 10H)
, 7. 20 (m, 2H) , 6. 90 (m, 4H), 6. 65 (m, 2H) , 5. 10 (m, 4H), 4. 85 (m, 1H) , 4. 35 (m, 4H), 4. 15 (m, 2H)
,3.70 (m, 4H), 3. 00 (m, 4H) , 2. 80 (m, 4H), 1. 90 (m, 11H), 1. 50 (m, 32H), 0. 90 (m, 6H) .

[0088]  SZjifafs 36 fill 4% X [3—( LBk ~Lys—The-0Bz1) - M|k —2— F£ 1 Z.kE (p)

[0089]  #ZHESZEH] 6 FJ77E M 550mg (0. 42mmol) XU [3—( ZEE ~Lys (Boc) ~The—-0Bz1) — |
10
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Wt —2-J ] Z.5t43 3] 400mg (85% ) Frlifb &40, MIRFE M K. EST-MS (m/e) : 1126 [M+H] s
Mp117-118°C ;[e]% =-36.7(c = 0.1, CH;0H); 'H NMR: (300MHz, DMSO~-d6) : 11. 00 (m, 2H), 8. 47 (
m, 4H) , 7. 60 (m, 4H), 7. 40 (m, 10H), 7. 20 (m, 2H), 7. 00 (m, 4H), 5. 00 (m, 4H) , 4. 90 (m, 1H), 4. 40
(m, 4H) , 3. 70 (m, 4H), 3. 00 (m, 4H) , 2. 60 (m, 4H), 2. 10 (m, 4H), 1. 80 (m, 8H), 1. 60 (m, 2H), 1. 50
(m, 7TH), 1. 20 (m, 4H) , 0. 90 (m, 6H) »

[0090]  sLjiEfs] 37 il & XL [3—( LBk —Lys (Boc) —Asn—0Bz1) — M|k —2— & ] Z.4¢

[0091]  FHESLHEM] 3 K775 M 1. 5g (1. 8mmol) X [3—( £k —Lys (Boc) ) — M| W —2— J ]
ZHER 1g (3. 8mmol) Asn—0Bz1 #h Eh 3% 300mg (14% ) FrAALAY, e ARy . 'H N
R: (300MHz, DMS0—d6) 10. 90 (m, 2H), 8. 35 (m, 3H), 8. 15 (m, 2H), 7. 40 (m, 17H), 6. 90 (m, 611) , 6.
65 (m, 2H) , 5. 10 (m, 4H), 4. 85 (m, 1H), 4. 65 (m, 2H), 4. 35 (m, 2H), 3. 70 (m, 4H) , 3. 00 (m, 4H) , 2.
80 (m, 4H), 1. 40 (m, 2H), 1. 35 (m, 22H), 1. 25 (m, 10H) »

[0092]  sLjifs 38 il & X [3—( LBk —Lys—Asn—0Bz1) — M|k —2- & ] 2.4t (8q)

[0093]  #ZHESZHEH] 6 17774 M 300mg (0. 24mmo1) XX [3—( LBt —Lys (Boc) ~Asn—0Bz1) — |
Wt —2- 2L ] Z.5t43 3] 130mg (52% ) bt &40, MIRE MK . EST-MS (m/e) 1 1042[M+H] 5
Mp126-128°C ; [a]7) =-44.3(¢ = 0.1, CH3OH): 'H NMR: (300MHz, DMSO-d6) : 11. 00 (m, 2H), 8. 41 (
m, 2H), 8. 20 (m, 1H), 7. 55 (m, 1H), 7. 45 (m, 2H), 7. 30 (m, 10H), 7. 21 (m, 2H) , 6. 95 (m, 4H), 5. 00
(m, 4H) , 4. 90 (m, 1H), 4. 70 (m, 2H) , 4. 35 (m, 4H), 3. 71 (m, 4H), 2. 59 (m, 8H), 1. 80 (m, 4H), 1. 50
(m, 7TH), 1. 20 (m, 4H) .

[0094] sG] 39 il %X [3-( LBk —Lys (Boc) —Arg (NO,) —0Bz1) — |k —2— J& ] 245
[0095] MRSt 3 77 1. 5g (1. 8mmol) XX [3-( £t —Lys (Boc)) — W5k —2— it ]
LJEAT 1g (3. 2mmol) Arg (NO,) 0Bz 1 #h 8 #h15 21| 400mg (20% ) FrALEY), s CLlpiRY) .
'"H NMR: (300MHz, DMSO—d6) 10. 90 (m, 2H) , 8. 30 (m, 5H), 7. 80 (d, ] = 9. OHz, 1H), 7. 55 (m, 2H),
7.35(m, 10H), 7. 20 (m, 2H), 6. 90 (m, 4H) , 6. 65 (s, 2H), 5. 10 (m, 4H), 4. 90 (m, 1H), 4. 30 (m, 4H)
,3.70 (m, 3H), 3. 10 (m, 5H), 2. 80 (s, 4H), 1. 75(d, J = 6. OHz, 4H), 1. 50 (m, 10H), 1. 40 (m, 19H
), 1.20 (m, 11H) .

[0096]  sKjiafs] 40 il & [3—( ZBt ~Lys—Arg (NO,) —0Bz1) - Bj|& —2- J& ] 2.2 (r)

[oo97] #& H& s gl Ml 6 B 7k M 400mg (0. 28mmol) X [3-( &
M —Lys (Boc) —Arg (NO,) —OBz 1) — M| g —2— 1 Z.%e453 3] 270mg (79% ) bRk 540, Rk 5
AR . EST-MS (n/e) 1 1215 [M+H] "sMp 127-128°C 5 [a] =-43(c = 0.1, CH;OH); 'H NMR: (30
OMHz, DMSO-d6) : 11. 00 (m, 2H) , 8. 19 (m, 4H), 7. 60 (m, 2H) , 7. 34 (m, 10H), 7. 20 (m, 2H) , 6. 95 (m
, 4H), 5. 00 (m, 4H) , 4. 90 (m, 1H), 4. 40 (m, 4H), 3. 72 (m, 4H), 3. 12 (m, 4H), 2. 60 (m, 4H), 2. 00 (s
, 2H), 1. 70 (m, 4H), 1. 50 (m, 15H), 1. 20 (m, 4H) »

[0098] LI 1 VPN A a—r FIHI RS A2 A 0 v M

[0099]  fb &4 a—r FHnLIE 80 Bhva T A HRER/K <P # 2 F AR 38 Eh /K VA Ml « To T 241 T HLds:
BT TCR/INEL 7 KA S180 PRI , N3 &4 R £6 /K T il jld o 4 i B, Al il 1< 10
A /mL, F T2 BEMEYE TCR /N BRI S, B R /N RIESS 0. 2mLo g b 24h J5
BTN R E DR 0. 2mL AL A4 a—r AR ERKVER , FIER 0. 1 umol/kg, FEK 1K,
TESEYEZY 10 Ko 2 ALL/NRAEE TR 0. 2mL A3 ER 7K o FH P %o BB /) B A R I s v S BT B8 R
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A B

(FZEHN 2umol /kg) BER 1R, #8410 Ko SERBHATRE 11K, FRARMKEE, L
Tk /0 B BRIE f K7 L BT S04 BT, R B A A/ IR IO AR ., e G v 25 A sh W 1 #0198
o SRR AR EIISE R, BEMRE Y= [1-(hEWHAEE / A4
JAE )] X100% .. Z5RFTINE 1. BERDL0.1umol/kg AW a—q WIT /N B 5%
INTAEIR KGRI/ IR E , WA EA RIFMBUMEE. K 0.1 umol /kg LA
Y b, k, g ¥0I7/NRIEEL 2 umol /kg FIIEEZ VAT /N BN B AH Y, Ul e BUMoR i
PELLR R 2500 20 5. Al UL, AR EA

ASBI AR
[0100] 3% 1 AL&% a—r % S180 fadgd /I B 1 i s 858 [ 52

[0101]

WEY FH( X+SD g)

K 202 + 048

iGE 0.72 + 023°
a 091 + 022°
b 0.85 £ 0.19°
¢ 1.10 + 0.38*
d 098 + 0.37°
e 1.02 + 025°
f 1.08 + 0.36°
g 1.00 + 027*
h 1.24 + 0.44°
i 0,95 + 0.33°
i 1.10 + 0.24°
k 0.86 £ 0.26°
1 0.98 + 0.29°
m 1.12 + 0.29°
n 0.97 £ 0.31°
0 1.03 + 039*
p 1.04 + 0.29°
q 0.80 + 0.26°
r 1.04 + 039*

[0102] n = 10;a) H5AFEEEIKLEL p<0.01 ;b) EEEEJ%M&E p<0. 01, 5FIE 2L p>0. 05,
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