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BRARFR DT 5L, AR Ry U, B & 55 B FRIEM PR S5/ i — 4

v Flw JRo7 2 1-1000 FIFEEY

us X~y FH z 7 HL R 0-10 4L AN
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g% [-NH-L,-] 5
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MR KIRL S

[0001] e B AT

[0002]  AHHEZESR 2008 4 9 H 22 HEEATHI @ H k “Peptidomimetic Macrocycles” [
5 [ I B FIR 61/099, 143 FIPLSEAL, AR SCEE T H 5 INZ .

[0003] AKHHE =

[0004]  Myc J2if 171 2 HAhFE R R IERFE R . © 9t 5 HARES R DNA 455 118 A
Myc £ 175 40 B A= 4 B oA i 2 b e 4 B o 24 Mye RAE SRR BUE FE R , 1%
AR Ao Myc SO R HE RIS BRIAET SR EMHK. 1R (1
Myc) e 3 BURAE I, J5 PR R PR T sCR PR 0 SO SRR o 17 A 350088 22 DR (1) 2R R i e T
R A SR IE R o Myc JEERI g hs— i S R, ol i 45 -5 s+ &7 1) (B- &) FIZE6E
R CHEEER BT (HAT) A R 15 % RIZER R . Myc J8 TR 1H) Mye %
5 s R F AR N-Myc F L-Myc &K Myce S5 5% BB+ 607 bHLH/LZ (AR RRTE — B1 —
e R P ) SR, Myc 85 8 e i bHLH 455 A] LY DNA 454, i B P o 45
FAEAS L5 B AR Max ( 75 —Ff bHLH #3287 ) — 4k

[0005]  FEVFZd@H RILTE Myc FFEERIAM Myc AL, X SR L AR (Hf—Lk
Z 5UMETE ) FRIEASZ T, FHFEIETE R — R & Myc B WA A2 t (8:14) , H
5BV I R A 0% o My e I 2RI X T-1/F 22 R AL 1) e B B 2 I B ed 28R, i ads g
FEAEANBR A TRk 08 SO EEME A I (AML) /NI BRI % . I iE — 31 - I8
B R R (B Myce AT Max) 22 [8) (/) K B 2 3 o 57 1 DA S sk 2 AFArT B 2 11 &5 & 48 FH
BT /NGy TAHEIF & o AR BRI T Myc F1 Max UL KR AL &4, FETY Myc 1
Max 2 [A) (AR ELAE 50T LA 367 B ARG AE AN PR i i A LAt Ao 14 5 1500 T 5504
[oo06] ¢ PHAEA

[0007]  FE— A7, AR IR TS 5k AR | PRER TN AR T 20 KA
60% 80 %90 % B 95 %6 AH [F] I 2 35 1R - A AU ML G4 o B0, BT IR SR ML &4
(M2 BRI Ak B3R | P 2R IERR T . (EREeS Ty b, UKL &- 4 A 2 w8 e,
a — WEE. FEHARSIE T X, WK KL EM AT o, o - ZHRIZAERR . AR
SRR E W] AL I 2 DI R IE R o — AL ASC Bk . ik = R
2L o, a- ZHAREER.

[0008]  7E—Esijt 7 A, UKL G HA T -

[0009]
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[0012] B A& 44 s A4F K 4R i S0 55 M. R 3K 8 K L @‘N \H}L‘ (~NH-L~CO-]

[-NH-L,-S0,~] 8% [-NH-L,—] ;

[0013] R, FH R, M7 b2 —H B2 BEMG I L3 5 e 58 INe 258 I B B e 2 L e SR B

AR, AT R B BB s 2= B

[0014] Ry fEE WedE REIGEE gk D5 SEIE S L At B8 IRIE 5 A A P BB R e A L FR

Ji%E (cycloaryl) BRI J73E (heterocycloaryl) , AT T Ry B

[0015] L &2 —L, Ly~ MR IR

[0016] L, AT L, JhorHb /MU B L U9 56 L Wb 35 L W AR e 356 L W R e 3k U 8 B 356 T 2R

73 (cycloarylene) \IEZ% A 75 5 (heterocycloarylene) m¥ [-R,~K-R,~],, % BAEEHu

Ry HUAR 5

[0017] AN Ry A2 W RE 56 PG5 MBI L P e 55 W BNGE 266\ P 2 R e 5k I 5 2 B0

AT

[0018] /> K /& 0. S SO S0, CO. €O, BF CONR, ;

[0019]  &AS R, Jhor 2 g 25 Je ik . —ORs ~N(Ry) 5+ —SRgv —SOR,« —SO,R;« —CO,Rg ZE G EB Y

TR M RIS 22 BRI 3

[0020] AN R M7 Hb R —H B2 BEMG IS SR I L 5 SR IEE IR S e 2 A I B 2 L SR

I3 JRUR PR BRI

[0021] R, 72 —H.Bedk REMGIE O IE 7 FRGEE (ERNGE 2L At Tk IR B IR e 2R FA B L BR

J7 BRI O 5L EAN IR, Ry BUAR, B 2 5 D BRIEM I PR G M I — 45

[0022] Ry —H.Bedik REMGIE ORIE | 7 FRGEIE (ERNGE 2L e Tk IR B IR B AR B BR

D7 IR O AL EAN MR, Ry B, B 2 5 E REEM I PR G 1 — 45

[0023] v Fll w A7 b2 1-1000 fr3E%Y

[0024]  u.x.y Fl z FRS7HEAE 0-10 FR%EEL ;Hl

[0025] n f2& 1-5 AUREEL,

[0026]  7E Al St 77 2, USRI AT DAL & 850 — 2 AR i B B S PR
6
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[0020]  Hir .
[0030]  A.C.D MIE % B A7 2 RAREAE R AR K 2 TR
R

3
(00311 B J2 7% 4R 5 Ak 7% 4R [ S 5 MR L 1R 2K 1L 4. e”N T‘a NHL,~C0-].

[-NH-L,~S0,~] 8% [-NH-L;—] ;

[0032] R, FH R, #7422 —H Btk REMG TS I 7 FRE S Ve B B e I | e SR B

FRIRGERS, BATTE R BRI Bl s 2 BRI, BUFE 2 5 B RIS U AR Z i 1 —30 53

[0033] R, RS WEdEHEIG S Ik D5 SRIGE S | ARE S IR AR B B PR B SR B

J7 BRI 05 5 EAN MR IE A Ry HUAX

[0034] L, FII L, BdS7 Hb & P B 56 VP AR PR IFE L N A be ik MU IR Bt | W A4 ER e 3L L TR

FEE P YRR AR [-R,K-R,~],, &% AEE B R, BUAC

[0035] /AN R, A2 Kk W AGSE L WBRFE P Zdoe ik W IR e i L W 2% BR ek L W 75 3k ol 3P

HTTHE

[0036] &K /& 0.S. S0, S0,. CO. CO, B, CONR, ;

[0037] A R, ST Hb R X 2% Be e —OR; ~N(Ry) 5« —SRy+ —=SOR;« —SO,R,« —CO,R, 5 V743

TR M R A R BB T

[0038] > R A7 M2 —H Bk BEM IS I 5 BRI AE  INE BB Ik L eI Bk L G ER

G T P R B BB T 5

[0039] R, J& —H.Bedk BEMIE o IE | D7 FEGEAE ERNGEE AR bi ik IR BE R b AE  ZeE bE AR BR
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J7 BN TR EATMELRY Ry BUAR 5

[0040] v Al w A7 b2 1-1000 fr3E%Y

[0041]  u.x.y Fll z ZRS7HEE 0-10 FEEEL S H0

[0042] n f& 1-5 K%L

[0043] LA, A BHAR AL T V09T 52 R BRRE 1 75 v2%, L HE 1) 52 138 e 4% & B [ Pk
K ED) o IEFEAE T P52 38 H 1 Myc 8% Max 35 PRI 7 75, ARG 7 5238 3 it AX i
HIRIEKIME G s 8 dE B 52 3R ) My e R Max 25 2 [7) AR BLAE B 725, A48 1) 3244,
& e X AR MG S o

[0044] g HTIA

[0045]  A<ui B A §2& (R T AR BRI LR g Sy adad 5 | 7 X &5 & AE A3,
BUUF 5B A SR HH R A 5 ) B % ) FR O B b R B ot 3R A I 5 | & SR AR S —
Fo

[0046] [t MR

[0047] 75 Fir B (RISCRIEE SR A5 R 40 b ) B A B (RRTRFAE o 38T 2225 7 1 P 1k )
AR BH T TR TR U BH 1 STt 7 X T A0 10 BH R B ] H 2 SRS 0T AR i BH I RE AR RANG AT SE 4
(R PEAR, B A

[o048] & 1 Ui A & BHIF) eMyc BRJiE 1 KR IAL S W10 14 5 Max (17 REIY 45 & 15 =
cMyc WRJE 1 FRIFRAE 367-380 & NELKRSFFALRDQT o A {HEAZ I F ¥ 71 22 i 0 e o 1~ Rl 2.
[0040] || 2 Ui A & B 1K) eMyc BRJiE 1 KR IMAL S W10 14 5 Max 1R BB 45 5 5 =
cMyc BRJE 1 kAL 367-380 42 NELKRSFFALRDQT » A fH A% IR RIS 571 22 ik (OB Jn T &l 2%
[0050] & 3 Ui BHA & BH KT cMyc B8 ¢ 2 AL BEFUIR R ML SRR 5 Max AT BRI &5 &
Bio cMyc BRJE 2 FIH 5% 2L 390-414 /& PKVVILKKATAYTLSVQAEEQKLT . HJ AT B[ %5
I 2 e R N B T Rl

[0051] 4 Ut AR B ) cMyc BRTE 2 b BEPLIK R IAE G RT AR 5 Max (1) 7] BEIKI 45 &
B cMyc BRJE 2 FIH7BE K7k 2k 390-414 J& PKVVILKKATAYTILSVQAEEQKLT . H] AT IR IKIHS
1) 22 i 10 B D R £k

[0052] & 5 UEBHA R B cMyc se i@ fu it (L7) MRBERUORIML A PRI K 5 Max 7] B8
o N BE D R R 26

[0053] ¥ 6 Ui EHA R B cMyc e fu st (L7) BRBERUIORIML AT K 5 Max 7] B8
e N BE D R R 26

[0054] & 7 SR AR B PR UL S 4 o

[0055] R AHEEMA

[0056]  GNASCHTH, RIE“ RIAEY” T A& HR D 9 MBS IR 7 TE s Fh
B TE AL 2 G5 I 3 1o

[0057] WA A, RTE “PUIKCKMAL G 7 80 A BRIM Z K7 e & il il 2 4 Ik &
(1) 22 FERR IR FE AN 2 /D — DY ORI IR RAR AL S, T SRR AR R — RIRAFAE
AR RPN Z AR AE (BERBA) 5 R— 7 7 B Z RARAFAE R 8RR IRAFAE ]
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REEMRREL (BRI ) ZATERORER o SRR IR AN A 4940 45 T8 RO AR PR I 4 A i 4%
B A (B ) 1) o BRI SRR E (BRI ) 1 o TR SERE TS
o WIKKIHN A DL G AE— DR E D2 BRI IR/ 8l I B R i 2 TR )
— AR, BB TR A M E B RS, A & — B Z A HER
SRATAE W 2 SE R TR IE S SRR IR IE o 38 AU S B, “AH R FEAS R 1 2
JIR” SR A e B S ORI B A [RGB TR AL 5 X0 BT R S P B A2 28 P 47 R AH 4
[FIRAREFEIR 1 2 Ik

[0058] QA SCATH , ATE“Fae M dnd ik B — 0 i ONMR B3 — A= A EE ) =y
B AR % B AP OR I B W) L0 T A 38 R 0 1 — e 4540, BRAE AR A B4 P & 2 1 7K i
B Ve A DU . AR BT TIOHA B — R S5 A O AR BR ik 401 702 o — IRTE . B — #E A
B-#rZ&hH (pleated sheet).

[0059] LA SCHTH , AR “ I e A e 1 Fie anad ok [ ok B NMR I 9 4% K% B UK
KM EDYERF o — BRFELSH . 1, 7ERELe st 7y 3, AH LG TR R HEAZ BRI R LS
V) A B I RUOR G A P i id ok [ — G610 2 PE o — W8 e & 77 T R 2/ 1. 25,
1.5.1. 75 B8R 2 /%R0 .

[0060]  AiE “ a — RAERR” BURFRAN “EER” Fe T A S A BERN o - BRiix b E s
FREM T GENEEROFEEARR TR RER T D- 1 L- Akl i
AWLA BB ILAAC @A H] 2 R EHE R AR AE N R TR . FBRrAE B SO oM Al o T H , A
BT AT 2 2 1 = B B R e RS .

[0061]  ARIE“RINAFAEMZIERR” 18 B ARG IR I8 RIS 20 Fha /R A F—
Fil, B R SRR AVRONGCUDLQEL G H T L K M FLPL S T WL Y ATV,

[0062]  ARif “ZIERRISM” 8L “AERINZAFEIR” fa e gt R T 2RI, HARTE il
R A DI ] O 2 IR K 3 1 o 2SR B B FEAH AR T-B T 7R 2 ZE R AL 2 [H)
AFE—A B E NEAMOE FAEEE R (B, o - 2038 B - IR ) sk DAL Jso i 2 [T HY
REFERIE (lan, A s BUREAA i, B BRER IS ) BLAL, 7EZ5H |5 b ad fy
& SRR AR R A &) o

[0063]  “HEn 77 117 S B BR VR FE A T 22 IR T A2 20 3 471) e A A8 T AN 37 ok B30 88 o e A
SRR W s A A E e (B, RS G aEi ) kAL, “ BRI MR kI
B N E KB A2 2 P 51 R A AR B, B TR S AR ) 2E B AR AL 2R T T PR Bl 2
AR BR S o

[0064]  “{ReF2d FLIR B " s H h U IL IR R I A HA LI BE Y 2 R IR i 2L AR 2 2k
BB A HAC E X T HA I EE ) S R R K . X 8 5516 BA w A
B ER (B, K RH) AR EE 2SR (B, D, E) HA AT AR P I 4
LR (BT, GVNLQ Sy T YL O R AR MM e 2 25 1R (i, AN VL Ly I PLFL M,
W VHA B SIS (Fltn, T V. T) FEE SRS 2 Em (Fn, Y.F,
WH) o BRI, 49 20, 22 0K S0 F Al o0 75 2 SRR A S AR I 4 >k 1 [)— M e R 0k 1) o — R 2k
R IE T A TR I B ) HAR) 2 5 T o 5 15 18 (N, IE 22 AR P
AW ) SR (n 2- R NIRRT AR ) EH.

[0065] AR SCHAE A 1) 5 RIS WD EUE ORI R E B AR AH IR TE “ 07 2R T e Ek
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A LU R IR R, 3 BB sl B S 1R Ah o DAIRRHE, BR%80E 1, 2- 980 — 25 b
1, 3= Rk - BRSO A 2 T s KIS, PO S s B s P R A 2 5
AL DN
[0066] 4 IR T K — 43 I, 437 Sree 27 oot e el 38 S it 0 e o
[0067]  ARIE“ZILMRMEE” BB ZER P ) o — Bk LIE o BN, WA IR Nz 2R
B A PR, 2R TN 20 TR 1 2 B R I 2 28 TG, 2 Db 2 IR 1) 22 i R M B A ot TP 2k, RA2 TR
(1) 28 BE TR I B 2 7 T, TR 2 PR I 2 R N B A2 4- P BE oK T2, 4546 . B RS HAAER AR
FFAE B 20 RN B , 451 4, AR LETRAR = A I 2 ZE B N BE (9, 2 ZEmRARI A ) BRA ihil#%
[z ERMEE (Fltn, o, o ZHRIKZRER ) .
[o068]  Aif“a, a ZHURHIZAIEER” TRE3 456 BIEB N A AR EEHE R AR 12 2L 5 1)
TR (a - Bk ) ERIZRIERRILN 75+ 804
[0069]  AiH“Z K7 AR LB (0, Bhesd ) BeE MM N RIREEHERIRAE
AR . ACPTAKZ IR KEam (A, B TREE ) PR
FER A (BN, RIRAFAERT 8 B Bl Bl I 2 IR B )
[0070]  AnASSCHT I, ARTE“ RG] 8T BORER R 7 FR A4 AT LU Tl /- 5 9
AN S5 N A 22 TRD R S ol 86 A W ERJATR R B S WD R o S B P i A AT Bt , 48
S AP, ARG OLT , R EREEAR T Cu 557, i@t SR Cu (1) #)5
(#1351, 40 CuBr. Cul 8% CuOTE ; LA AT LA I NN IE IR 5] ( anidn i i sibidn g s ) IR
PR AT PE Cu (1) I Cu (IT) #, 40 Cu (CO,CH,) 5« CuSO, FT CuCl,e KIALIRFIAT LA )
HMHALEE, 40, ARG N AN Ru 355, 41 Cp*RuCl (PPhy) , [Cp*RuCl],, sn] EAHfE S i
PER Ru (1) P Hofts Ru 50 AESLARIE 00 T 5 SO MR BN A Sk 2 o AEIXRE Y S it
T3 Ao, DRI BT ORI R R 5273 A AR, A AEAS PR T A8 1) s 1 < e
RS, W VITT Wi i &8 I~ s A ) o 1 an, IR AR 0 BAT +2 480 16
B HE o EOR T EC A7 T Ru A Os &)@ s 7E Grubbs 28 A, ” Ring Closing Metathesis
and Related Processes in Organic Synthesis” Acc.Chem. Res. 1995, 28, 446-452 Fl3E
[ LH] 5,811,515 HAFF T HAMUEALT . LA T, VIR 3. EiX
FERY St 77 2, RGN A , 9 4, R AN 38 S St R A (an e 3R ] ) Dh B4 I %
Btk
[0071]  RGE “p 407 B K27 Fa o A IR el AR T
[0072]  ARiB“LeIL"Ta &AH ¥R E 8 H kR 1 B RESCC B RE. #0, C,—C,, RN ixFE ]
HA 1-10 (CBEmE ) MR . EREREEAEHERN, “ptiE” 2 Hh Bf 1-20 (4
Fhum ) MR FIEE ( EREECCRE) .
[0073]  ARiE “WheHE” fo —Mrdedk (B, -R-),
[0074]  ARIE“BEMGEL"TRAEN HA — DAk - BB ) B8 O R BE . IR 2R
Sro AT EEH KR T 40, C,—C,, FoniZZERI T B 2-10 (& mE ) MrlR 1. K
ARG e C,-Cy BRI IERE . /WA fa e MR EUE I, “ R 2 7 P A 2-20 (4
Fhumd ) MR FIE ( EREECCRE ) .
[0075]  RiE “HIL” FotE B — P Ak - e 28 0 BBl RER Rt . B
A EEE NIRRT B, C-C, FomixiEBI T BA 2-10 (5w iE ) MxrIR . R
10
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B ARGIEE” T8 C—Co BAERE . TERCH TR M BN, “pelt” B H P B 2-20 (0 HHm
B) AMBRIETFI8E ( ERESCRE)

[0076]  RTE“I5HEE” $i5 6 BREIAEL 10 WA 5 B R G, Hodr, 31 0.1.2.3 84 4 4>
JAF R HARTE AR . D7 FE I R 6 R0 B AE A . ARl “ D7 bt AR BRI “ 7 ek Fi
Bl 07 FEHUR I e 2 o AR TR “ D7 ZRIe S8 E 7 Fa il D7 ZE BRI e 4 0k

[0077]  “Ue 0537 ¥r o SRR AR F A I — AN b X C=C BB B R an L
NI o e dE Oy SE ) MR ) AR RN PR T 22— FBEORIE 3 IR ORSE 4- AR RIE
2— LHERHE 3 CHRHE A CHFHE 2- WE R 3- TN R 4- TREE R L 2- TR
e 3- TIEZRIE 4- THEIRIL (2 IRFEIRIL 3 RIEIRFE 4- IR 2- RINSORIL 3-
NIERIE A= FNERIEE 2- 5 TR 3- FTRERRE 4- 5 T I 2- T AT,
3= P TR IREE A A TR IRIE 2 BUT R 3 BUT R AR 4- BUT R R

[0078]  “Whfi 5L 07287 ¥e H b o B AR T B — M — AN AN —C(0) NH, ZEHTHURY
b 55 . Wl Oy 2 1 M RG] AL < 2-C (0) NH,— 253 3-C (0) NH,— 2R3, 4-C (0)
NH,— 282 2-C (0) NH,— nb i 2 3—C (0) NH,— nb i 250 4-C (0) NH,— mibie

[0079]  “ZIAIELEIE 4R H A C—C; HEBE SR+ TP I — M 2R U b5 ST C,—Cs
Ptk o ZePAAELE L I A5 B R (HANPR T+ < —CH,CH,— NSk . —CH,CH,— WkAE . —CH,CH,CH,— 1%
Wbk FH —CH,CH,CH,— Ik M4

[0080]  “Wifi e 557 Fg b C—Cs B AR 7~ (1) — AN —C (0) NH, 2 FT AR 1 4
b SR GG, ek o B MRS e 25 i i 2R - A FEH AN FR T :—CH,—C (0) NH, —CH,CH,—C (0)
NH, —CH,CH,CH,C (0) NH,  —CH,CH,CH,CH,C (0) NH, . —CH,CH,CH,CH,CH,C (0) NH, . —CH,CH (C (0) NH,)
CH,~ —CH,CH (C (0) NH,) CH,CH,  —CH (C (0) NH,) CH,CH, —C (CH,) ,CH,C (0) NH, . —CH,—CH,~NH—C (0) —CH
5~ —~CH,~CH,~NH—C (0) ~CH,~CH, #1 —CH,~CH,~NH-C (0) -CH = CH, «

[o081]  “FE4edk (alkanol) ” $i& Horh C—C; e 2k B SR 1 1 B — A Bl R U B
TE I C=Cs e 2k . 2 e S5 JE AT 1) i 78 48] 1~ £, 46 {H AN FR T :—CH,OH. —CH,CH,0H. —CH,CH,CH
,OH. —CH,CH,CH,CH,0H. —CH,CH,CH,CH,CH,0H. —CH,CH (OH) CH,~ —CH,CH (OH) CH,CH,~ —CH (OH) CH,
F1 ~C (CH,) ,CH,0H.

[0082]  “HRIELLEIL” Frtlrh C,—C; HtIEHIE R T B — Mk —COOH & BRI e XK
C,=C; Brdik. FRIELTIHE 1 3 245 T F5H A PR+ :~CH,COOH. —CH,CH,COOH. —CH,CH,CH,COOH. —
CH,CH,CH,CH,COOH. —CH,CH (COOH) CH, —CH,CH,CH,CH,CH,COOH. —CH,CH (COOH) CH,CH, —CH (COOH)
CH,CH, F1 —C (CH,) ,CH,COOH.,

[0083]  ASCHTHIRIARIE“IHREedE” G HA 3-12 P IREE 3-8 Bk AL IE 3-6 M)
LA IR B30 4 AN VT R IR B, b, BB o AMEE MR AR . — 2e IR e B AL FR (AN R
S RIS NS Nl - SN2 7~ B 7 5 <1122 S 7 N e - SN 7 VR D 7 S 7 Y S DI B7 N

[0084]  ARIE “A 07087 ¥R 5 EIEN 5-8 JCHLIA (812 JTAFAEL 11-14 TT =M R4S, H
W I, B 1-3 MR T s W XGH, B 1-6 D agli+ s g =3, Hf 1-9
ARJEF, TR Z R FE B 0N S (B, a2 B3 SRS =38, 73 3l Ak R 5 F1 1-3,
1-6 8K 1-9 4> 0. N8 S Z¢ i1 ), Hodr, B3R 041.2.3 8k 4 N RFHEUREE AR, Ju 55t
[R5 A4 nERE RS W (Furyl BY furanyl) (BKMEE 2R BRI g ik | Ak ik nl e
Wy 2 EMKIE (quinolinyl) (Mg[IRJE  WEMEIL S5

11
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[0085]  ARiE “ A7 HRE AL " BORTE “ I8 bt ¥Rt A 07 BRI e 2k o AT “ 490 J e
AR Fabl ok o BEEUR I b

[0086]  AiH “ A7 HRLE AL " BORTE “ I b gk ¥Rt A 07 FEEURI e 2k o AT “ ¢ 0% Jbe
AR TRt a0y BRI e A 2

[0087]  ARE“IUIAEL"FRAE DS A IV 5-8 JTUHLER (8-12 TR B 11-14 TC = A R4, H
WA RIS, B 1-3 Aaa 1 s W AR 008, B 1-6 261 Bl B2 =3, HA 1-9
AR, TR ZRIR 16 B OWN B80S (4, 2 J R 5 BRSO s = 3R, 43 5l A JR 1~ F 13
1-6 5L 1-9 4 ONER S 245+ ) , Horh, IR 04 1.2 5L 34 SR P B IEHUAR » ZLBR 3L 1141
FFENREIL (piperazinyl) (MEMELEREE . A3 O3 (dioxanyl) \AEIHEJE (morpholinyl)
INERIUR B o

[0088]  AE “HUACHE:” FREUTAT 20 F b A Eis o LR — AR FEEER (nER
) MR BEMBACIEEFEEAIR T ¢3RRI S AR AEIE  SARBESE B st bt
D59 T e e e AR A A AR L D AR U B AR R TR RS L R A L B o T T
SRR AN E .

[0089]  {EAELbsiti 77 AXrh, AR WIS WA — s A X FR AL, BB AR R 8 7H
JRE PR BRI EVR A ) ~ B — PRI X B SR R A BRI A X0 e SR A AR E X R AV R S A7 AE - B
e T ANE TR AR B ALRRIX LAY PR IR S S A AR T Ko RS s 7y 0, A
RGP DL Bl B 5 i R R, FEIR LA 0N, Ak B BG4S S ik b &0 1
F A SR (ol an, an SR R G 1 f B AR FH 38U 2 A0 B e Ak, T84 AR K% B
BLFE T IX L [ N =) ) o BRAE T ANE REMER H AR B AL FR IX L6 4k G ) ) BT T 28 S )
o BRAETINE TR, AR AR A SR ST % .

[0090]  4NASCHT A, ATE“ RN B9 o B R e 5% gt BB (HY,
p < 0.1) Hmskisb.

[0091]  4IASCIT A, 38 F A8 s R U YO TR B R R, A B ] DR &5 iz e [ I 1
AR 22 B Sl o IR, X T A5 B ANIESBE (1) 7R B, 1278 B 45 T2 800 50 B Y AT A 35
(B0, ELFRAZTE I (0 A AU, X T AR G i 4k (AR &, 1248 B A% TR [ Y AT s
1B, B 120 TR PR 0 5 o 28400054 U, AELAS A2 PR 1 , SRR S AR B AN S (1, 1R o B
0-2 2 [A) R AR S 04 1 B 2 AR 5 1 4 SR AR 5 A B 2 i 4217, WJEYX 0. 0,0. 1,0. 01,0. 001
R = 0 H.< 2 f AR T4 SEAE

[0092]  GnASC AT A, BRARE T AR A MR HH S iR B DL RN/ B AL S i U A
MEE “fE— / 80 MHFE MRS X,

[0093]  RiF “ V357 RRA TR SR EEAT 2> 3 OS5 i 3RS 1P IAE .
[0094]  AAE“EE M HEA K KL G 5 R ZhReRe . AEpis e, i,
GERRRETE . @ — WRBENE X T REAR ISR AT 6T B B KRR A BME L Al s A M, Al i
P ReE M PR N AR B T A

[0095]  7E T~ [f (1% B P I ik v o BH 17 A % BH () — sl 22 b L A4 St 7 =X 4815 o AU B
i B B FARCR) SR A5 A m] LAV AE ML H AR & B IS ARREAE - B BRI

[0096]  7E—E5yti 77 A, PP AR B Myc 82 (54 c-Myc FiE: v-Myc H2H ) .
Myc J& T Myc ¥R 7Kk, ©IE R N-Myc il L-Myc 26K, Myc #5%HFKiA bHLH/

12
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LZ (BT BRE - 3R - IR e 2 IR PR ) 258, Myc SR 2Bt 45 5408 74 (5T &
T4 (B- 1)) FIZEEMAE A CWERES HAT) BOS T 2 5K Rk R . Sl
DA Ay e S B3 BR 1 R A o T I 258 Miz—1 %% 3% Bl R p300 SL305 B+, & #iH
Miz—1 #EIERIRIL .

[0097]  Myc #% 8 Pify 42432445 5 40 Wnt. Shh F1 EGF #0% (Gid MAPK/ERK #8248 ) o @itk
AR HABFE R R IE , My ¢ WAL T 3O 2 RN « Myc IR BB RN, 22— e A 10 40 i 5
(_Eyagn i EHE A (cyclin), Fifl p21) IRES, (HE BAETE 44K (IR RNA
FVER AU A T (B3 Bel—2) 40 Au 200 R 40 At e 1 e 58 T R4 Al o B A
o

[0098]  Myc f&E% s i SR It K, HAR & DL R IE BV 2 XA e iE o L. Myc 16
AR AU T SR A0E S Ik R, B Myc A2 RIS S 2R R AR
e CRLRRAT SER Ik L8 PP RRAH MR, /N MR ) A Ok R SEIRC RO v M, Myce 26
TG 2 RIEFIEPEIRTE - 3R - B 2R hr B 2 (1 Max R4k, Max BRI/ DNA 555
H, J8 T Sos MR - BRE - BF - iR R R R e (b/HLH/LZ) &5 6557 I S A% e s R 1
F o Myc Al Max i it H HLHLZ G5 fy3ak = 24k, I 18 o S 25 44 35 25 5 3 DNA IR 31437 55
(E- & 70 CACGTG) o Myc/Max —ER 4 5 DNA (45 A0 My e #EEE IR 144 5% (Amati B. 55N,
Nature (London) 359 :423-426 1992) . AL, T4 Myc/Max — B4 4L A m] LT Myc &
P, FHFRTREEACH T My ¢ [ Fe S0 BaE o B 25 I (E . 03 c-Myc T Max [ 5840 &
Myc 058 T oA = SR k5% S K15 DNA [ 45 A 11— 28/ N7 015010 1 oMy AR i
THAEUE AL (Chem Biol. 2006, 13 :745-751, Exp. Hematol. 2006, 34 :1480) . AR5 A4k
J¥4 (internalization sequence) EFZH) INI1/Myc/Max = 28K % 1) Myc BRHE 1 (H1) 1
W [ (retro—inverso, RI) &R, (RI-Int-H1-S6A, F8A) &% JLAHI K& c-Myc [ 40 i
PR CanFLRe MCP-7 FZh iz HCT-116) SR tHTIg e AE i T35 (FASEB J. 2005,634
632 Fl FASEB J. 2007, 21 :1256) .

[0099]  7EHAth szl =X, BRFAYE A Max B 5. Max B 12— F DNA 455810, g
TE R AR E — BBE - R — WEE - BBk (b/HLH/LZ) 45535 M BRI 5. 1407
— FR IV 2 oAt S B IR B SR R, Max 454 B AR DNA b9 /741 (B E- &
JPA) ) o E- BT H) Ak HH —CAXXTG— ZH iR AR 51 e ) 36 7, o X2 R4 TF Fae i, 78
Max [IE LT 5 12751 2 ~CACGTG—, A [FISC T4 . 4 R IR Max A28 s (CRell 2R B %
(developmental gene) HIF3m ) HIHLEF . Max BEMS R RIS 0k, DL 5 HiAth
bHLHZ #% 3R T (&R T HA 2z — & Myc) JEECR k. IAh, Max A HE7E MAD Kk
(bHLHZ ZE /7R (ISR ) 18095 e S BE 3 IR 1 (7 2R ik R ¥ B BAE A, JF4E Mad 2211
i (HAEH S Mye #HRIhRE ) RIFREh REEEEM . EAEKE R g (5
Hoe-Mye ARIE ) R T miZKF 1 mad mRNA A Mad 25 1 5t. E4h, Mad & 1 5l 40 i
AR IFFTHE Mye AL IhBE, iX 3R B Mad-Max /245 % FH1EY) (Hurlin ZE A 1994 ;Larsson %5
A 1997 ;Larsson Z& A 1994 F McArthur 28 A 1998) . B 4b, Max B H A5 1] LB T Max
AR IAIEM CREAR A N- A SAL B IR AL ) BT, AT 52 i L3056 My c 5 5%
BWERIEE 1o AFT Max, Myc ANREAEARPE R B — 54 ( 2 /DFE AR N ARE ), IF
A B P A SR P AR e It 1Y DNA 56 o
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[0100]  Max [ &h 7R 2544 57, Max SR LLTE B AT A Y (right—handed) a B2
(b—H1 FITH2-7) ZH BT FEXS TR R PAT 20 J0E VY R 5 3R o Bl ek X I A DU R 4] N— A i T 5
FF I 5 ) Rl E AR XS B R VE LG 7 1T i€ BEAdTT 5 DNAAH AR - PR a IR
WE ) C— A St ZE AT B A2 g 3R I E (coiled—coil) B Behr it . Max FRIMEHE — R — 12
JoE DX S AE AN BE EARALR K2 20 22 70 DRI . X BHIE IR (Toop) RIS o 18
BELA . N= ARl a BRFES I IS . ZIRHE — R — BE DX AR X T R B R AR
TR T BRALR E R X . B Mye B E R P E (L7) R Max B E
AU DNA 454 Fﬁaﬁ%ﬁ’] M B A0 MG . T o BBE R RERE T AMALE SR s R R A
A B R T 28 Ak o IR I A AR B 22 10 AH 7] Ay AR B0 EL 1R 28— SR AR T2 1l 1 AH X
HL ] IR 5 1 ) T 5 AR . SE BLARML UL, ERARAPAE T Max PrEERI LR AT c-Myc
PIBERIN A AR FEZ (7] 6

[0101]  Myc Fl Max ¥ Mad F1 Max #] bHLHZ F BEHE UG RR ) S — 284, JLIE v . a 2
JE H1H2 Fsezd BRP X (7) MK PEFIAR EAH EAE RS 2 . IR E8) iZ ft m (B s
T T2 T X 3K :Myc-Max =3206 A2, Mad-Max = 2970 A2) EERHAKEK,
HAR B2 R 50 S S8 KBS 1 [ . B AR Max 5 B 5 DL B AE Y
Myc A€ HiAH EAEH, H A Gln E#t Myc ¥ Argd23 ANBHIE S Max I 284k, BJEAE, Myce AL
RAZK (Argd23 — Gln/Argd24 — Asn) ( HLEIL (recapitulate) £F Max [ 7 — B4k by 6%
BV A ) 5 EF AR Max AHEAEH . 5, Max OWEEAETE R (GIn91 — Arg/
Asn92 — Arg) ANSEFAR Myc AHEAEH o X —RILAT CAFRE Ny AERF 4B My, 5848 1K
Max (G1n91 — Arg/Asn92 — Arg) H7ir 1E FLAT B IEE 52 B RARAF AL Argd23/Argd24 X )
FECHEFIER o Max RURZFPRAMATE RIS Myc KA (Argd23 — Gln/Argd24 — Asn) JE
FARE ) R AR, RUR FEIEF AR My c—-Max S Z8 A o0 8% 28] F) S0 e P 0k ol X548 1A 2L Tk
52, RAE R DA R I 1 o

[0102]  Myc/Max AH H 4E HI ) H0#il5

[0103] L& TR T Myc Fl Max [AH EAE R /N3 1305055 . ZEFR A TTA6B 17 FT TTA4B20
[RAT YR IE T HEIR S c-Myc/Max —ZEAFNHIFI, R TTA6BL7 7E R SMELE DNA 15 6L
SR EEHNEEME (T. Berg, S. B. 28 A, Proc. Natl. Acad. Sci. USA 99 (2002) , % 3830-3835
U)o PR, TTA6BLT FIE IR EBIAH G M fr 8% (bZ1P) ZKIK & Jun, X FR
T EE R TR TR . Jaok, i) T B 7 A SR 4 2 g B (building
block) 21 B 1) VU A~ 4k & 40 £E DNA [¥) 47 76 T Hl Myc/Max &5 & (Y. Xu, %5 A Bioorg. Med.
Chem. 14 (2006) , 5 2660-2673 T ) . iIXEAL-S W IR (FR NY2267 F1NY2280) 5% T+
M Jun [RIFALIN ] c-My e MBI B0 Fe A, (H IR B 2 (8 T c-Myc Rl c—Jun (1%
PRI 5% o A, CRIE T PP &5 1 B4 A AR S I A 0306 c-Myc R Max [ — 284k . %4
SR E B ZE AR SR P03 c-Myc SR AL 40 M i AR (B, WA R Tz &% T H
Myc LAAM R30S Fk DR 4% A TR 40 B 28 R AR 2 A1 A2 4 (anchorage—independent growth)
IOV HE K (X, Yin, Z8 A Oncogene 22(2003), %8 6151-6159 1) , PEHRE , FR A “MYRA-A”
[ /N 3 -3 My e 205 85 1) DNA 255 AT c-Myc/Max —Z& 4L (H. Mo %8 A Proc. Natl.
Acad. Sci. USA 103(2006), 5 6344-6349 71 ). #&Ja, 2 F B, WA~/ 79 1 Mycrol F
Mycro2 ( B#AR Myc 3G TR A AL 5t ) AEARSMESL DNA 255 55 P A7 A8 T Bon AT e-Myce/
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Max &5 & B FIHIAL 56 T X AH ¢ Z B 7 P04 (Kiessling A, %% A, Chemistry&Biology
13,2006) .

[0104] L HLA T B B e 14 1 B 48 () HL IR c-Myc—92 DNA 454 (Draeger LA
Mullen GP,J of Biol Chem,f§ 269 %, 1994) o iZAMHIFIALHIZ & H1 Bk VD ZR ) c-Myc—92
[P [E) 45 4 A2 852> B /KRB A, ok B Max (1) H1-Max 2 Bfi HLUR g, 1fi7 H1-WT, H1-FSA Al
H1-F8A, S6A (3K H c-Myc) E/nAIFFEE FIMREEE . 36T B KRN (nuclear Overhauser
effect) FH 1945 M 2 3 B, HI-FSA 0RJ5E B 5. L HI-WT BB 7. ZET Max [#) X- 284514
(Ferr6-D' AmarB, 1993, Nature 363,3846), Hl k454 c-Myc—92 m] LLiE L c-Myc—92 Fff
WEUTE — 1 A2 R 52 el ok 5 Ak T % HIL-H2 B A F) 2% 2 1 0 K ) B i 752 ) A A4 F g
R HL KBRS G407 RR] BEAE e Myc 52 55 3 10 & A s A BAE Dy i A &
[0105]  c-Myc (P88 0E 1 (HD) By (RT) X CERAE A (Antennapedia) (Int) 25—
a —BRTER RI- WAL HIIR)) O E B AT 0 T8 40 i 55 MCF-7 FITHCT—-116 (K P85 A2 I
T . @I D- 2R HL &7 N AR HE (ala—scan) 1EE], RILPIA R ZEBRA T
UGG MR LB <A AL D-Lys Fl 5 £ 1) D-Arg (B F5 L- B ) o 7ERZRAI Myc/Max 7
CRART EPAMUEE A Y o - BREEAR AN S H o A AR 73 7 (RI-Int-H1-S6A,
F8A- ¥ —H2) LLZRAT 5 B8 (K AH ELAE A X FHTE B =y 2 IR M S5 7K T BB THE (1555
&) o RI-Int—-H1-S6A, F8A— & —H2 #HX} T RI-Int—-VV-H1-S6A, F8A 3& 4%, B4R E R N 'E
AN MLIER B - &, Pk, @ik A% B 7 V242 B Myc A Max JiK R4 o 3 28
a — WL 4 TR AR IR UG M 8 A 0 — SR A AR o AR5 0 X He 2544 DL
BAERIING TR MR Myc—-Max AH B AR B &5 m] 1T 2 M A LRSI PR T80T %
Pl BERIK Mye IREE . AR5 7R L8t 7 X, S e iE 9k BH BT Max {HANSE 00 Max 456
Mad ( AT BH LR Myc 55 B8 S350 ) 1/ o130l

[0106]  FTHZE HH T AR B GG & 6 Myc/Max SR FERR MR~ 51 151 3%

[o107] £ 1

[0108]
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i FA RS Max ¥ KK RLA- 460 Mye A4 51 ( BRI =X 489K E; X =
R RER )
Ac- N|E|L [K|R|S|F|F|A|L|R|D|Q|1 NH2| wt $#% 1
F
Ac- x|E|L{K|x|S|F|/|A|L|R|D|Q|1 NH2| i->i+4 #1
Al
Ac- N|E|L [x|R|s|F[x|A|L[R|D|O|1 NH2| i->i+4 #2
F
Ac- N|E|L [KIX|S|F|/[X|L[R|D|Q|T NH2| i->i+4 #3
A
Ac- N|E|L [KIR|S|FIX|A|L[R|X|Q[1 NH2| i->i+4 #4
Ac- x|E|L[K[R|s|F[x|A|L|R|D|Q|T NH2| i->i+7 #1
F
Ac- N|E|L{X|R|S|F|/|A|L|X|D|Q|1 NH2| i->i+7 #2
A
F
Ac- N|E|L[K|X|s|F|/|A|L|R|X|Q|1 NH2| i->i+7 #3
A
1->1+4->1+7
Ac- X|E|L|K|X|s|F|/|A|L|R[X|Q|T NH2
A
F
Ac- X|B|L|x|R|S|F|/|A|L|[R|D|Q|T NH2| X IV#1
Al
ATV,
Ac- xX|E|L [X|R|s|FIx|A|LIR [x|0|1 NH2|
i->i+4 #1
wt ¥24% 2 +
Ac- | [P|K|V|V]T|LIK|K|AIT|AlY|1|L|SIVIQAIE[E|Q|K| L] T |-NH2 o
Ac- | [P ||V|V]T|LIxK|AITIX|Y]1|L|S|VIQIAIEIE|Q|K|L| 1|-NH2| i->i+4#1
Ac- | [P |k|viv|T|LK|xAIT|A|x|1|L|s|v|QJAlEIE|Q|K|L| 1| NH2| i>it4 #2
Ac- | |P|K[V|V|T|LIK|[K|AIT|X|Y|1|L|X|V|QIA[E[E|Q|K|L| I |-NH2| i->i+4#3
Ac- | |P|RIVIV]T|Lplk|ATIA|X|1|LISIX|QAEIE|Q|K|L| 1|-NH2| i->i+4 #4
Ac- | I |kIViv|TLIKIk|AITIAl Y1 X|s|v[QIx|E[E|Q|K|L| 1|-NH2| i->it4 #5
Ac- | [P |k|VIV]T|LIKIR|AITIA] Y| T|L|x[V{Q|AIXE|Q|K| L] 1 |-NH2| i->it4 #6
Ac- | [Plx|v|v|T|LKIK|AIT|A|Y|1|LIS|VIOIXIEIE|Q|X|L| 1| NH2| i>i+4 #7
Ac- | |PIK|V|vIT|LIkIK|AIT|A|Y]|1|LIS|VIQAIXEIQIK|X| I|-NH2| i->i+4 #8
Ac- | [P |K|vIv]T|L|x|k|alT|A|Y|1[X|S|v|Q|AlEE[QIK|L| 1| NH2| i>it+7 #1
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Ac- PIK|VIVIT|LIKIXIATIA|Y|TLIX{VIQAEIEIQK|L|I|[-NH2| i->i+7 #2
Ac- P|K|VIV|I|LIKIKAT[X|Y|I|LIS|VIQXEIE|Q[K|L|{I|-NH2{ i->i+7 #3
Ac- P |K|V|V|I|LIKIKATIA|X|T|{L|SVIQAXIE[Q|K|L|I|-NH2| i->i+7 #4
Ac- PiK|V|VIT{LIK|IKIAITIAIY]T[X[S|VIQAE|E|X|KIL|I|-NH2| i->1+7 #5
Ac- P|K|V|V|IT[LIKIKIATIAY|I|LIXVIQAE|E|Q|X|L|I|[-NH2| i->i+7 #6
i->i+4->i+7
Ac- P|K|V|V|I|[LIXIKIATIX|Y|I|L{SIVIQIX[EIE|Q|K|L|I|-NH2 41
1->1+4->1+7
Ac- P|K|VIV|I|LIKIXAT|AX|TILISVIQAXIE|Q|K|L|I|-NH w
1->1+4->i+7
Ac- P|K|V|V|T|LIKIKIAITIX|Y|T|LIX|VIQAIEE|QIX|L]|I|-NH2 .
Ac- X|IKIVIX|T|LIKIKIAT[A|Y{I|L|S|VIQIAEE|Q|K|[L|I|-NH2 X IV#]
ANV,
Ac- XIK|V|X| T |LIKIKIATIX|Y|T|LIX|VIQAEE|QIK|L{I{-NH2 _J_
i->i+4 #1
AV,
Ac- XIKIVIX|TIL|p/KIAT/A|X|T|L|SX|QAEEIQIK|L|I|-NH2| = |
1->1+4 #2
ATV,
Ac- XIKIVIX|T|LIKIKIAT[AY!I|X|S|VIQIXIE|EIQ|K|L|I|[-NH2| . .
1->1+4 #3
EWA'A
Ac- XIK|VIX|T|LIKIKIATIA|Y|T|LIXIVIQAXE|IQ|K|L|T|-NH2| ., |
1->1+4 #4
A 1V,
Ac- X|K[|V|X|T{LIKIKIATIA|Y|T|L|{S{VIQ|X|E|E|Q[X|L{I{-NH2 _;,
i->i+4 #5
A IV,
Ac- X|IKIVIX|T|LIKIKIAT|A|[Y[I|L[S|VIQAXIE|QIK|X|I|-NH2 _’,
1->i+4 #6
X1V,
Ac- XIK|VIX|T|LIKIKIAT|X|Y|T|L|SIVIQIX|EIE|Q|K|L|I|-NH2| . .
1->1+7 #1
KNIV,
Ac- XIK|V|X|T|LIKIKAT|A|X|TILISVIQAXIEIQIK|L|I|-NH2| . .
1->1+7 #2
EN YA
Ac- XIK|VIX|TILIKIK|AT{A[Y|]|X|S|VIQIAIE|E|X|K|L|I|[-NH2| . .
1->1+7 #3
A IV,
Ac- X|K|VIX|T|LIKIK|ATIA|Y|I|L|IX|VIQ|A|E|E|Q|X|L|I|-NH2 _;,
1->i+7 #4
Ac- S|E|E|D|{L|L|IRIKIRR|E|Q|LKIHK|L|EIQL NH2{| wtiiék
Ac- S|E|E|X|L|LIR|X{RRIE|Q|L|K|HK|L|E|Q|L -NH2| i->i+4 #1
Ac- S|E|E|D[X|LIRIKIXIR|E[Q|L|KHK|L|E|Q|L -NH2| i->i+4 #2
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1->1+4->i+
Ac- RIA|Q|I|L|D|X|A|T|E|X[I|Q|YM[R|R[X|N|D|T [H|Q|-NH2[7 #2
1->1+4->i+
Ac- R{A|IQ|I|L|DIKIA|TX|Y[T|Q[X|M|[RIR|K|N|D|X |H|Q|-NH2|7 #3
Ac-| [X|R[A|X|I|L|D|KIA|TIE|Y|T{Q|YM|R|R|K|N|D|T |[H|Q|-NH2|X IV #1
XLV,
Ac-| |X[RIA|X|T|L|{DI|K|A|T|X|Y|[1|Q|XIM|R|R|K|N|D|T |H|Q|-NH2[i->i+4 #1
X 1V,
Ac-| |X|R|A|X|I|L|IDIK|A|TIE[X[T|Q|Y|X|R|R|K|N|D|T|H|Q|-NH2i->i+4 #2
X IV,
Ac-| [XI|R|A|X|I|L|D|K|A|T|E|Y/T|X|YM|R[XIK|N|D|T H|Q|-NH2[i->i+4 #3
EVA'A
Ac-| |X|R|A|X]|1|L|DIK|A[T|E|Y|I|Q|X|M|R|R|X|N|D|T |H|Q|-NH2[i->i+4 #4
X1V,
Ac-| [X|RIA|X|T|L|D|KIA|T|E|Y|I|Q|YM|RIX|K|N|D|X |H|Q|-NH2[i->i+4 #5
X IV,
Ac-| IX{R|A|X|I|L|[D|K|A|T|E|Y]T|Q|YIM|R|R|X|N|D|T|X|Q|-NH2/i->i+4 #6
X IV,
Ac-| [X|R[A{X|T|L[DK|A[TIX|Y|1|Q|YM|R|X[KIN|D|T|H|Q|-NH2[i->i+7 #1
X IV,
Ac-| |X|R|A|X|I|L|DK|A|T|E{X|1|Q!YM|R|R{X|N|D|T|H|Q|-NH2[i->i+7 #2
X1V,
Ac-| |X|RIAIX|T{L|DK/A|ITE|Y|I|X|YM|R|R|K|N|X|T |H|Q|-NH2|i->i+7 #3
EWMA
Ac-| IX|RIA|X|I|L|D|K|A|T|E|Y|I|QIX|M|R|R|K|N|D|X|H|Q |-NH2[i->i+7 #4
Ac-| |QID|1|D|D|L|K|R|QINJA|L|L|E|Q|Q|V|R|A|L -NH2|wt ji4%
Ac-| |QD|XID|L|L|X|R|Q|N|A|LILIE[Q|IQ|V|R|A|L -NH2[i->i+4 #1
Ac-| |QID|I|X|L|L|K|X|QIN|A|L|L|E|Q|Q|V|R|A|L -NH2|i->i+4 #2
Ac-| |Q[D|I|D|X|L|K|RIX|N|A|LILIE|Q|Q|V|R|A|L -NH2[i->i+4 #3
Ac-| |QD|I|D|L|L|X|R|QINIX|LILIE|Q|Q|V{R|A|L -NH2[i->i+4 #4
Ac-| [Q|D/I|D|L|L|K|X|QINIAIX|LIE|Q/Q|V|R|AIL -NH2[i->i+4 #5
Ac-| |Q|D|I|DIL|L|K|R|X|N|A|LILIE[Q|Q|V|R|A|L -NH2{i->i+4 #6
Ac-| [QD/I|D/L|L|K|R|QINIX|LIL|E[X|Q|V|R|A|L -NH2i->i+4 #7
Ac-| |QID|I|D|L|L|K|R|Q|NJAIX|LIE|[Q|X|VIR|A|L -NH2[i->i+4 #8
Ac-| |[Q|D|I|D|L|LIK|R|Q|NIAILILIX[Q[Q|VIX|A|L -NH2[i->i+4 #9
Ac-| |QD|I|D|L|L|K|R|Q|NIA|L|L|E|X|Q|V|R|X|L -NH2[i->i+4 #10
Ac-| QD I!X|LIL|K|R|Q|NIX|LILIE[Q|Q|VIRIA|L -NH2[i->i+7 #1
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Ac-| |Q|D|I|D|X|L|K|R|Q|N|AIX|L|E|Q|Q|V|R|A|L -NH2[i->i+7 #2
Ac-| |Q|D|I|D|LIL|X|R|Q|N|A|LIL|X|Q|Q|VIR|A|L -NH2[i->i+7 #3
Ac-| |QD|I|D|L|LIK|X|Q|N|A|L|L|E|X[Q|V|RIA|L -NH2{i->i+7 #4
Ac-| |QD|I|D|L|L|K|R|X|N|A|LIL|E|Q|X|V|R|A|L -NH2[i->i+7 #5
Ac-| |Q|D/1|D|L|L|K|R|Q|N|X|LILIE|Q|Q|VIX|A|L -NH2[i->i+7 #6
Ac-| |Q|D|1|D|L|L|K|R|QINJAXILIE|Q|QIVIR|X]|L NH2[i->i+7 #7
i->i+4->1+
Ac-| |QD|I|X|L|LIK|X|Q|N|AILILIEX|Q|V|R|A|L -NH2(7 #1
[->[+4->i+
Ac-| |Q|D/X|D|L|L|X|R|Q|N|A|LIL|X|Q|Q|V|R|A|L -NH2|7 #2
1->1+4->i+
Ac-| |QID/I|D|X|L|K|R[X|N|A|LILIE|Q|X|VIR|A|L -NH2(7 #3
i->i+4->i+
Ac-| 1QI|D|I|D|L|L|X|R[QIN|X|LIL|E|Q|Q|VIX|A|L -NH2|7 #4
i->1+4->i+
Ac-| |QID|I{D|L|L|K[X|{QIN|AIX|LIE[Q|Q|VIR|X|L -NH2[7 #5
Ac-|X|Q|D|X|D|L|L|K|R|Q|NJA|L|L/E[Q|Q|V|R|A|L -NH2|, IV #1
EWA
Ac-|X|QD|X|D|L|L|K|R|QIN|X|L|LIE |X|Q|V[R|A|L -NH2li->i+4 #1
X1V,
Ac-|X|QID|X|D|L|LIK|R|QIN|A[X|LIE|Q|X|V|R|A|L NH2li->i+4 #2
A
Ac-|X|QD|X|D|L|L|K|R|QIN|A|L|LIX|Q|Q|V|X|A|L NH2[i->i+4 #3
X1V,
Ac-|X|QDIX|D|L|L|K|R|QIN|A|LIL|E |X|Q|VI|RIX|L -NH2[i->i+4 #4
NIV,
Ac-|X|Q|D|X|D|LI{L[K|R|QINIX|L|L|E|{Q|Q|V|X|A|L -NH2[i->i+7 #1
ENA
_|-NH2(i->i+7
& T 6 RIS My #9 B K TS M) Max F5) (R S=X B0 HE; s=ssP T
HEUEB; Sr8 = RS HALR) "
LX)
Ac- D(H|L|K|$|S|F|H|S|L[R|D|S|V -NH2 0
Ac- D|/H|L|K|D|S|F|$|S|LIR|$[S|V -NH2 0
pla|L|x|>|s|Fla|s|LR]s |s|v 1
Ac- 8 -NH2
[0115]
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CICH,CH,C1 BRHRA Yo W] LA A I TR e T e 3] o

[0244] 4 n] L H SE R R JE A1 L 8 22 FE A B R), I3 [T 1B 1) 7 40 8O0
AT 2 A BOP IR, D TR E MGG Y . HT6 A SR AL S I & A 2 5 4L
MR FERTTTVE (DRI AR ) BUFE, 40, JR4E41 4 /F Larock, Comprehensive Organic
Transformations, VCH Publishers(1989) ;Greene 1 Wuts, Protective Groups in
Organic Synthesis, # 2 iit, John Wiley and Sons (1991) ;Fieser Fl Fieser,Fieser and
Fieser’' s Reagents for Organic Synthesis, John Wiley and Sons(1994) ;flPaquette
%=, Encyclopedia of Reagents for Organic Synthesis, John Wiley and Sons (1995)
S JE BRI RAS T TR 8 7

[0245] 4] 4, 3@ ok Ak 22 & a7 vE, U0 Fields 28 A, Synthetic Peptides :A User’ s
Guide I EE 3 &, Grant, W. H. 473, Freeman&Co. , New York, N. Y., 1992, 58 77 WPt
I T7 125, Hi 8 A % K UBE KR AL &), BRI, 9 4n, R H 2 tBoe B Fmoc 464
PrArVE B RZ ) B Ak Merrifield ARG A, £ 40 B s IkE A (21, Applied
Biosystems (Foster City, CA),430A\431 B¢ 433 &Y ) _FAd I BEARA 1) R LR £ K o
[0246] AN SR [ —Fofr 7 A AR SCFT IR HAUL DR AT A4 R UL TR R B 40 1) 7 2 A8 P T A Ik
R (SPPS) o 22 H 5 RS T IR ANGE BB C— AR iz B R 1 1 B AT IR () SR 28 0
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BEIE Lo SRR IR AN T H 15 ORIV R, AT AT 1S58 25 1k B Rk )R ) 7= P AE G fi] S
PRig. FERR PR e E R A2 B Fmoc 25 BRI N- A, Wi B8, FBAe e 1
& ANERSE R A DR I B Be A

[0247] {521, @A FH R AR AL 25 e 42 45 6 FR AN IR B U™ AR I IR AT A4 o B, @
ok 23 FN EE 2 DNA FER [ BUR IR AR ALY & BB & UK . AR bR AET I 424 11X
Lo R RIELN 77 %o R T AR GRS A R B IR AT A R 2 R, 308 ) B3R 2 2R 1R 7 471 LA 3045
FZ @ FEIR T 5 LR T A1), DU A 0 T4 R B R K A AR A 368+ 3T
oK, 0 I A G S R ) A% R AT AR T oAt CAn BB ) & A SR R
A B EE R N G ) s B 3, R e 20 T 4i b . SRS 7EIE F T IE BRI R G f
8 ERAE A& T RIEZIK . @i brvE ket R A2

[0248] {51l 4, 487 FHAF) G vl = 2 @ IE A1 & A e (4040, 2k B CreoSalus, Louisville,KY
i) Thuramed TETRAS % 18 k& A 5K H AAPPTEC, Inc. , Louisville,KY [ Apex 396 7
ZIMIEIRE A Uhmrid s A A 77 b SRR

[0240] &AL T N IIE 77 S T Ui B A R B, 1 I 3E 2 A8 R i AR ST IR 1) A< % B
KTE . AT RWEE, REIER T RER T BREAEREDUY e -SH L -o-F
5 -L- MR RH e - BRI o - FE -D- AR, L R L- Beh 2% H 2
(S) —2- FFE —2— &L —4- BOBRIR N (S) —2- 2 —2- F3E —6- PEig . BRI, 7671 [ K&
TP, HA RARR MR & —H 3 %4 Ly &2 —(CHy) = s HEA Ly 22 - (CH) —o {HZ2, Wkl |k
AR TEIRES 23 ¥ (59, w7 DR VT 2 HAR I 2 S IR A4, Hodr, Rys Ryw Ros Rgs Ly Al
L, AT DABRST 1 3%E B AR SCA T 55 R A o

[0250] ST E1

[0251]
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¢ ZN Oi < ZN py .
H Ni© Yz
+Ni, «Nig 7
N N R X= l'!fl‘i‘ N r:‘ I/\/ Emoc R
o O O R =H, CHj, o O O “N” TCO,H
R=H, CH3
S-AA-Ni-BPB

N T N ™

N N R
e R S T
o N,Nl, X= &% \\/\w, N,le Fmoc\N/<CO H
! o R =H, CHj, ; 0 H 2
T T ) R o, cH

R-AA-Ni-BPB
[0252] &7 R LHGAR T AR WK LA AL &Y K ) . 11 Belokon 55 A (1998),
Tetrahedron Asymm. 9 :4249-4252 Ak 2 B T &5 (S)—2—-[N-(N” — FEREE B3t )
5L ] X TEA (BPB) AT A I RO 2 AR (W H 2 BN = 8 ) WINi(IT) B5 9.
AR R GV G 5 AAE B RGBS 53 B e A T SO B AR DG e R AR
(enantiomerically enriched) ARG WNFFE, A RAA AT AT Ry LU
FIEE R
[0253] ERTZE2:
[0254]
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Na/l h
CH3 HaC, &
Fmoc\H COH Fmoc\HXCOZH
N-a-Fmoc-C-a-F #-e- N-a-Fmoc-C-o-F -¢-
£ RA-L-#ABK £ RAE-D-# A8
Y Y
o oH < -\‘CH3
< Fmoc N"  COH Fmoc N"  COH
H H
N-a- Fmoc L- Rﬁ;’i'ﬁ' N-a-Fmoc-(S)-2-&.4k-2-
W%4&&&
\\
H \\\‘CH
Fmoc~ CO,H Fmoc~ COH

N-a-Fmoc- (S) -2~ -2-
PR -6-E B _/

N-a-Fmoc- (S) -2-R 3k -6-.

) &3 3
(.

R, HAE
HREAR LT

(AR~ Ku\iAAlm \31\ A,
Nt

mAh/N:(J\WAM ‘}HL\mAh
\_\¥fs \\ R=H % Me
Ne N\

R =H33&Me

Cu ()

R=H3&Me

[0255]  ZEUIE T 5 2 iR i FH T4 AU RIS 9 10— 7 0, SUUBKRT 4
SRy FObeE 4y, AR AT R T L R N- o —Fmoc—L— M A 3E H & 8 M & 5 (S)-2- &
B -2 L ~4- JRBRIR . (S)—2- & IE —6- FRIRIR . (S)-2- &0k —2- AL —6- PEAiR. N-
5 - - BEIE -L- AR N- F2E - ¢ - BRI -D- MR M N- « —Fmoc f3 (17 2Ll it
T RAH BB AR R & Reik: (SPPS) SkA . ARG bRUESAE (B0, SRER W 95% TFA) #44U
JR R R 2 ORGP N E ARG VI o SUBKAT R LU IV A AT I N, 83 26 AL v sk
KPS P AE 5 R (W Cu (D) N ETEEAT404E (Rostovtsev 58 A (2002) , Angew.
Chem. Int. Ed. 41 :2596-2599 ;Tornoe 2 A (2002) , J. Org. Chem. 67 :3057-3064 ;Deiters %
A (2003), J. Am. Chem. Soc. 125 :11782-11783 ;Punna % A (2005) , Angew. Chem. Int. Ed. 44 :
2215-2220) o fE—FisZili 7 XA, FEA AT o — BBFEH R 41 R AT =M R N o 7
— sz 7 b, 75 @ 1,0 THE | CH,CN. DMF. DIPEA. tBuOH BYH R4 IV H 4T KER
WA BR . 165 — Pt 77 30, 78 DMF AP AT KM P R . e e sl 77 20, ZE G2 K
PR B 73 7J< PR AT KD IR

[0256] & %3,
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[0257]

N{l [ N,
CHs HaG, &
Fmoc\N X Fmoc\N)\

H H

COH CO,H

N-o-Fmoc-C-a-F #-e-  N-o-Fmoc-C-o- F -e-
B RA-L-# AR & RA-D-BL A

X A
oH CH;

. Fmoc-
< Fmoc~ i~ Sco,H MO~ ScoH
H H
N-o-Fmoc-L-#% A% N-a-Fmoc-(S)-2- & 4k-2-

HR#® R -4- SR ER
\\\ \\\‘CH
Fmoc- COLH Fmoc~ COH

N-a-Fmoc-(S)-Z-—f&.iz-@- N-a-Fmoc-(S)-z-azuiz-z--
K R IREE A6 R R B /
o)

N H\ék H
[AA), 7 ;ej\uwm N P AAL 73
\x /\(L n R =H 3 Me
N, N FRP, FAE
N

-

AR LT
-
H
PAL N
R =H & Me

[0258]  FEUNG 8 TT & 3 B T& AU ORGS0 B — B 5 v, KA R e &
By R 4y, ELAS AT 7 T I S B 8 N—- @ —Fmoc—L— BN JE H & R a5 (S)-2- &
B -2- I —4- JRHIR . (S)—2- 22k —6- PERIR . (S)-2- 2 & —2- FIIL —6- PEjiR . N-
e - BRI -L- BRI N- FIE - e - SR D- AR N-a —Fmoc fR$ [T
W I AHBE G % (SPPS) SR e FURRTAAE A AL TR -S4 S8 T L REME ) (A
Cu(l) k57 ) M (Rostovtsev 28 A (2002), Angew. Chem. Int. Ed. 41 :2596—-2599 ;Tornoe
2 A (2002), J. Org. Chem. 67 :3057-3064 ;Deiters 2& A (2003), J. Am. Chem. Soc. 125 :
11782-11783 ;Punna 2 A (2005) , Angew. Chem. Int. Ed. 44 :2215-2220) . R J& i i 4411
(), SRR U 95% TFA) K& i) & = MR ML &9 2 Ak 37 IF A EAERS IR EVT T .
FER- e szt 7 XA, £E1% B CH,C1,+ C1CH,CH,C1\ DMF. THF. NMP. DIPEA.2, 6— — F LAtk iE Lotk
WE . DMSO. H,0 sl H RS9 (¥R P AT KL P 3R . (R 2850 77 X b, fEG2 i R K PR
T 53 7J<T%f“i‘ﬂﬁiﬂzﬁﬁ7@7f A

[0250] AT E4:
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[0260]
Ns/x\ y
CH3 HaC, &
Fmoc\{:jl COH Fmoc\HXCOZH
N-a-Fmoc-C-o- ¥ #-¢-| N-o-Fmoc-C-0- F 2k -¢- |
& RA-L-#ABL B A -D-# R EL
\ \A
H WCH.
< Fmoc\N COH Fmoc\N COZH
H H
N-o- Fmoc L- Jkﬁ;&ﬁ N-o-Fmoc-(S)-2- 8. -2-
?ﬂ4&&&
Fmoc\ COZH Fmoc N COzH
| N-a-Fmoc-(S)-z-ﬁg - N-a-Fmoc- (S) 2-2K-2- - xRy, HFAE
\_ -6- R IR B F A -6- R R ER / HEBAR LT

[AAL, 7 }aJ\[AA]m \)K [AA],
\_\Ss/é R = H s Me

[AA, /N:eJ\[AA] \ej\ [AA],
S,S \ R=H 3 Me
\_¥ \

Ru ()

[0261]

(eI T %
SR 53 R 5 LAt T M ) 088 N- o« o1 SR PRI H 88 B A5 () -2
3 -2~ I —4- JRPER . (5)-2- I -6~ PEHR. (S)-2- B -2- FIE —6- el N- 7

4 P KRG AR ML S K — 7 iE R, UARHT R B &

e - BEHE -L- AR N- FE - e - S5 -D- HA R K N- « —Fmoc {4 [/ A it

FEBAH BB AR IR G B2 (SPPS) SR o SR Sl it FRfE 40 2F (1921, SR 11 95 % TFA) F Ik
AL ORI AR g 00 o KATAAE AR VR S AT SOV, 808 40 B KRB R

4R Cu (I1) 357 (40 Cp*RuCl (PPh,) , 8% [Cp*RuCl],) &NV ETIHFAT 44 (Rasmussen 56 A
(2007), Org. Lett. 9 :5337-5339 ;Zhang Z& A (2005), J. Am. Chem. Soc. 127 :15998-15999)

PR e ity AP, £EE B DMF ., CH,CN il THE (R - T KI5 B8

[0262] LHKJTZE 5

[0263]
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@/—\A 29
CH3 HaG, o
Fmoc\{:li S COH Fmoc\ukcozH
N-o-Fmoc-C-a-F #-¢-  N-a-Fmoc-C-0-F % -¢- | H \(ﬁ\ /H \<ﬁ\ /Q
B F-L-#1 585 & RE-D-$HAH $ BN (S
X X v g

Fmoce Fmoc-
< MOCSN"Co,H MO\~ CoH
H H
N-a- Fmoc L- &ﬁﬂﬁ N-0-Fmoc-(S)-2- &4k -2--

F -4/ B
Fmoc\ COzH Fmoc\ COSH
NaFmoc(S)ziu)% NaFmoc(S)Zék)i\Z.
_ Rk B k-6 R Y Ru (1)

: (D
MAl/N\<J\WANm ?NgL\MAk AAL %Mm(§*gi\AN
\_xss/é R = H3¢ Me \xss/é R=H%Me

HRAP, FMEK
BARLEYT
H
[ANM/N 4 Mmm MAk [AALL, 7 mm;’jxﬁi\mmo
RS R = H3 Me

R=H 3 Me
NTN

N=p

[0264] %Eﬁu/a\ﬁlzﬁ 5 iR T4 AU L G — 7 i, PUKRT A & &
B R 4y, EAS AT R W S R B8 N- a —Fmoc-L— SRV IE H &8 LA ER (S)-2- &
B -2- L —4- RHIR . (S)—2- &2k —6- PEARIR . (S)-2- 2 & —2- FIL —6- PEjiR . N-
K- - BESE L R N- L - e - BRI -D- BRI N- a —Fmoc R4 117E @
ARG B (SPPS) KRG i WUIKRTAAAE A ARG 5 e g LR REME IR (o
Ru(ID) 5 kM. M4, %7077 LU Cp*RuCl (PPhy), B [Cp*RuCl], (Rasmussen 25 A
(2007) , Org. Lett. 9 :5337-5339 ;Zhang %% A (2005), J. Am. Chem. Soc. 127 :15998-15999) .
FERLESE T5 U, /E2E B CH,C1, CICH,CH,C1  CH,CN DMF A1 THF FRI¥ 57 o AT KM AL D 3R
[0265] Az WA 4545 A AR R ARAF A8 1) 22 2k B FH 28 i B 2R AU & RGAS SCIIT I IR OR 34
WEW . TGS T HRE AR E & = MUK ORI L G W& BT 25 2 R BR B
SRR F T UL AR B o Bian, Wk L- SR 2k H 2 B2 AR B FH 2 1R -
EAE , B A [R] 2 25 1R 0 ) H A 2 e ) 2 R B R m] FH T AR rp e i, L PRS2 H 2
MR ZE IR IN o — B PN BE RN B Ry b 2 1) & — AN 2L 8 0. AR I A5 A0 A A
a = PR ) A 2 AT PR o 2R 1R . [FIRE, 2028 L- iz B8 \D- Mzl R a -
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B —L- MR IR o - 5L -D- R 2R R VN AR KW A &R, H2,
BT AR R Ak IR I e 1) A A i B SRR S R AR AT A AR B b i, L IR Y B
RHRBER IR o — BRI 25k 1R M Bl 1) A o B AR L2 [R5 4 ML SR80, AR
WAL o - AR R RE LA RA D T8E T 4 MEFER TR ER. R 25
T K N NN EY NS N A= 7 R e

[0266] 3K 2
[0267]
llk\ It
H H s
Fmoc\N COH Fmoc\N>\002H
H H
N-a-Fmoc-L-% /A A H &8 N-a-Fmoc-D- 42 /& & H R84
Nj N
|L |‘| g ?
CHs HaCy
Fmoc~ o Frn°°‘N>\COzH H oo
H ) Fmoc- A Fmoce. X
N-a-Fmoc-(S)-2-£4-2- N-¢-Fmoc-(R)-2-#.k-2- ” COH \H CO,H

R A SRR P, §-3: ]

7 N-o-Fmoc-g-& & N-o-Fmoc-e- & R &

QA Y -L-#i 888 -D-# R AR

;CHg H30>i N3
FMoc~N“coH FmocsN "o H
H H
N-o-Fmoc-(S)-2- &2k -2- N-o-Fmoc-(R)-2-#k-2- HsC, »
A5 T RE RS- TR Fmoc, S
N CoH
= = N-a-Fmoc-e- & #&  N-o-Fmoc-e-& Rk |
-o- AL RBR -0-F A -D-# A8
}\CHs H3 ;\
Fmoc\N CoH Fmoc\Ng\CozH
H H N3 N3
N-o-Fmoc-(S)-2- %% -2- N-a-Fmoc-(R)-2- & %-2-
LF - 3°3.3 ¥ A -6- B BB
H H »
Fmoc~, -~ Fmoc~, S
N CO,H
//X C N N e v oo
CH, HsC_ » & &
Fmoc~, A Fmoce, N-g-Fmoc-8-& &5  N-¢-Fmoc-8-%& f4L
N" COH N COM - PAL-EAH o TAD-LEH
N-a-Fmoc-(S)-2-& 3k -2- N-a-Fmoc-(R)-2- A 4 -2-

PH-T-F R W7 F R N3 Na
= & ‘;CHS H3 “\K
ﬁHa F H3C>i Fmoc\H COH FmOC\Ng\COZH

Fmoc\E COH moc\||§l| CO,H . H
N-a-Fmoc-(S)-2- &2 -2- N-a-Fmoc-(R)-2-82-2- T\f:f;n;-c]:af;k ﬁf N-u-Fr;:)c-e- f ,ﬁké‘
LRI ST TR -8-F kR e 'a'?:‘..'.?ff.%
[0268] 3% 2 T H Tl & A B BIFUUIKOR ML &0 B s 491 1 PR 2 5 1R
[0269]  EFELESLE Ty A, U SR A 2 R IR S 2 D- AL . A HAm S 7y =N, EA1
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7EL P o AERLE S T A, SR A 5 AP L G L IR A 2 IR (A i D— A 2R, i

IR IE RS L- AR ARy A, /4 %54 % a, ~EMJE
B’J ﬁna—EﬁﬁéLJ@%W%H%E& a - I3k -D-HRNEEH R ¢ - BEEE -a - L‘%ﬁﬁ
IR e - BREEE —a - PIE -D- iR, BRSSP, Q%E&%’éu% FerbAL

19, 45 4, N- FR 2 —L— ﬁ%ﬁ%ﬁ’f\@ﬁd\l— 2L —D— BRI H 2088 N- I — e — S5 -L-
AR N- I — e - BREKE -D- BaE

[0270]  7EHE 265ty Ao, Ad AR R ] (RS EA PR T —Fmoc Fl —Boc) {R¥ 24 IR
[#) -NH #3530 AEHAR S5 2, 765 AU R S 2 iTA R 2 1R -

[0271]  FEHASLE Ty b, A sl TIT BRI A4 - X255 anfE 2007 4 12 H
17 HRACH S HE 11/957, 325 AR . TG BT ERIRX BN AV HIHI S H
TR, AR BIPER T B4 TR A L- 8¢ D- PR R I = SRR, Hodr, L, AT L, &R
& — (CH,) —o fHZ, i LA B BEAN e B TEIR A 43 P dis Hh ), W LURH VF 2 Hofh 2 SRR S, H
o, Ly AL, AT RABRST G B A SO A TS A g6 . 775 “ [AAL 7.« [AAD, 7« [AA],” AR B
MRS 4y CUNTRARBARTRAR A LR ) T4 WIwT TR, “ AL 2 BARTE L 5 “AA”
() AEART oAt B AR 0 e 5, Ty B« [AAD” X746 () AHH 2 BRI 741 LA
HFRIZZER T

[0272] EHTZE6;

[0273]
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N [AAl” N\ek [AAlT wj\ [AAT; ‘

(™ (Tt
S IS S Trt RR S T rt R=HHX Me
:Siﬁ s @4#
Fmooc. CO,H Fmoo. N>\ CO,H _ ﬂwz
H H (AN 2 S 1Al Y [AAT
R-1 - SPPS
< S-1 > 4 Trt SR S—Trt R=H %Me
LGN L Trt ) 4k
S S N\ej\ Bk
ééma H?& MNK’g A A
Fmoc. A~
N"™coH Fmoc. N coH rt RS S_Tn R=H %Me
O HoO B4k

be
~ o [Nm/téﬂ\MNﬁNFA\U%o
R R R=H&Me

STt §,8 S-Trt

ERY, FNEK
B LT
H O H O
[Mk’gR W%,gR[Mk m%/%ekwwm*ekm%
\S\Rﬁ//\S R =H & Me SH R=H Me
2
H QO H 0
e “?)RJ\ AR X [ e % e N\(U\ (A2,
SR\ R=H &M
S~ ——s K Me Ly i sk \gy R=HAMe
H (0] H (o) 4—2
[AA]n/ 3 [AA]m/ < [AA]° [AA]n/ % [AA]m ’ [AA]O
VR RS R 3 R
S\L/S R=Hé§'Me R=Hﬁ‘Me
2
H 0O H O
[AAl” “ mm(NFi\MNo [AAl” ?fﬂ\MNmN(A\MNo
s 5 g REHAMe R=H % Me
L2

[0274]  FEA K TT 5 6 F, WIKATIR S A 2 4> —SH &4, 0 HAL A AT 5 8 1 N- a —Fmoc 24
FEPR U N-a —Fmoc—S— = 2R L —L- P R IR B N- a —Fmoc—S— =28 & -D- P =R 1E
L[ ARG ik (SPPS) kG . M U7 (Seebach %A (1996) , Angew. Chem. Int.
Ed. Engl. 35 :2708-2748 L) R A S5 3k ) 7= 4 D- PR a e sk L- IR o - %
WIS, ARG A B 41757 (7 Bioorganic Chemistry :Peptides and Proteins” ,Oxford
University Press, New York :1998, ASCilid 5| H I NH5EHEN Y ) H H AL A& YR
[#) N-a —Fmoc—S— =KL ik, @I brrESR M (B, SRR a1 95% TFA) X ai ARk
FARYIEE AR I VIR o BTARRUKAE A K SR G AT IR, B 7E A AL R EK 1
WP AR X-L-Y RV ATREAT 440, 7R3 St 77 A, /MR 44 (BRI, 0. 15mmol/L)
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AT REHAL SN, IR T R IR A o ARSI Ty A, 7R WL AV NH,

1 (Mosberg 25 A (1985), J. Am. Chem. Soc. 107 :2986-2987 ;Szewczuk 25 A (1992), Int.

J. Peptide Protein Res. 40 :233-242) \NH,/MeOH H1 &% NH,/DMF 1 (Or 26 A (1991), J. Org.

Chem. 56 :3146-3149) MATHEIAL SN o FEH A ST 7 b, fEK PR 4N pH 8 (1) 6M #h 1R

AR AT e 554k e B (Brunel 25 A (2005) , Chem. Commun. (20) :2552-2554) o £ HiAlh s i
Ji A, ﬁﬁﬂ”—"%ﬂcﬁrﬁﬁ R DMF 5 5 2%t

[0275] & =7 .

[0276]
C L) [AA]n/t\i?ej\ A %[AA
S |S s—Mmt RR S—Mmt R=HXMe
SH Hs ms
Fmoc. CO,H Fmoc. COH /Mej\ ﬁ,ﬁ;
H H (ANl a [/-\A]m 2
< R s > SPPS sm SR &M . R=H&Me
Mmt, , Mmt B
S $ Mej\ ik
CH H’ﬁ TN Y. AN
Frmoc, N copH FmH COH Nt RS S—Mmt R=H Me
g R-2 s2 ) H © H ©
(AN % (AN Nl)‘\ [AAL
R R o
SMmt S8 S Mmt R=H Me
j .
R-S-Mmt
Eﬁi
[AAl” K(k [AA]m % [AAL (ARl % (AN % (AR M
S\ S R=H% Me R=H 3 Me
244&
44;
(A “?/k (AN % (AL [Pl % (AN % [AAL
S\S:?/ s R=H& Me R=HX Me

1. X-Lp-Y
H O Ho P -~ Bk
P '\(U\ P S ERPRE 4k
AN lAAlm e M*WJ (ANl M(k (AR “?/U\ [AAlg

R=H3 Me ;H;J-F RS 'sH R=H&Me

(AR A?)\ (AN '7)\ (A, (AR ?)k AN T A
R=H% Me R R -
SH

SH )
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[0277]  FEGETTE TH, ATARUIKE A 2 a4 —SH 7y, P 2 AR AT OR 4P
PSSV FEa Pt b 25 ORGP MR I Bt A0 U R 3 o A8 TR 7 I Y N- o —Fmoc 28 B IR 4
N-a —Fmoc—S— %] A4 2 = K 3 —L- &R 8K N- a —Fmoc—S— Xf 4825 =K 3L -D- 2
W s A i [ AR K & i (SPPS) KA AT R LIk . Sl Id CAn7J57% (Seebach 28 A (1996)
Angew. Chem. Tnt. Ed. Engl. 35 :2708-2748 LA K H AR IS5 3CHK ) 728 D- R R 8l L- 2
Wt BRI o - AL 3K, AR )5 8 i & 40 7 v (Bioorganic Chemistry :Peptides and
Proteins, Oxford University Press,New York :1998, A it g HIINH N E) &
HHAL R TG SR N- o —Fmoc—S— X R4 = X IR AR . g Tl ARvE oA (14, 99
B 40 DOM A 1% TRA) EFEMEIY] R FAIKAT R Mt SR FE [ o SR 5 BT ASUIRER g 55
ANEB A X-L-Y RV N, %R NAEAPRAR (hindered base) W — A% LIZHIAE
PR R R ERELESL Ty A, fEA AL W NH; o (Mosberg 55 A (1985), J. Am. Chem.
Soc. 107 :2986—-2987 ;Szewczuk 28 A (1992), Int. J. Peptide Protein Res. 40 :233-242) .
NH,/MeOH 1 5% NH,/DMF (Or 2& A (1991), J. Org. Chem. 56 :3146-3149) w347 S =4k ) v
A S 7 b, S dE A [ AR DMF B S e H kAT . s il it 4 (4o, iR
a1 95% TFA) KR KIS W 25 OR4P I F A ARBR g E0T T .

[0278] A ES:

[0279]
e >< A
M
mh S R )
}\R R ‘/®
> SPPS "
< Fmoc. CO,H Fmoc. COH > —— > [AALT wj\ [AAl N\(U\ [AA
H H \
os s swmm RR S-S-tB R=H % Me
R=H & Me
L J FRY
R-S-S-tBu
N\aj\ N*ej\ L/@
[AALy : [;A;m l JE e N\ek [AAT7 N\/U\ [AA
S-M o (28 R=H Me S-Mmt RR SH R=HX Me
1. &4 R-S-Mmt
23R4

WA
ARk % [AA] N\gk (AL —Ee % [AA]m % (A,

S\ /S R=H % Me S\ /S R=H % Me

[0280]  fEG Ay % 8 1, KRR & 2 s A -SH #E77, /E\EP [ 2 AT 0 PR 7
DLACVE FERE PR 25 PR 4P MR 5 e 540 LA SSOR R o A8 A RT3 I 1K) N- o —Fmoc 2 R 1
50
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N-a —Fmoc—S— %f A 2k = 2K L —L- P 2R - N- « —Fmoc—S— X A4 = K 2k -D- 2
Ptz R - N- « ~Fmoc—S—S— BT 2k -L- P2l I N- « ~Fmoc—S—S— AU T 2k -D- 2f Pz i
ik [ AH K G BeiZ: (SPPS) k& BRUIK AT 4. 8 CL4n 77 7% (Seebach 28 A (1996) , Angew.
Chem. Int. Ed. Engl. 35 :2708-2748 DL A H A 23 7% S0k ) 7 4F D- PR iRk L- P2k
K a - FREALES, SR £ 40777 (Bioorganic Chemistry :Peptides and Proteins,
Oxford University Press, New York :1998, A G| HGI A SN ) BHHENL K
T R4 9 N- a —Fmoc—S— A FAR L — 2K 2L B N- « ~Fmoc—S-S— U T Z s fk. #eF @ it
CLAZ A (Bian, DME 1 20 % [ 2- 3138 4, 22 SCHK :Galande 55 A (2005) , J. Comb.
Chem. 7 :174-177) ZEFEMEHB ) F UK AT S-S BUT FARIILA . AR5 AT ALK ER IR
S HE VAR B0 XL, KON B0, S N AR BRAR U — S N 3 L L (AP AE T
KA. BEAEBRIARESAT (B0, F5EU0 DCM ) 1% TRA) B MEHB YT SUK AT 44 A Mmt
PRI ARG WKL e bl o A AL I P A7 B A T PR AL o 7 8 S it Ty
i, 7540 NH,/MeOH 8% NH,/DMF (Or 28 A (1991), J. Org. Chem. 56 :3146-3149) {14 HLV
AT BEREA R N o ¥ B AR UES AR (BN, BRER U1 95 % TFA) XTHUIK I 2474

J AR IR BT
[0281] AT E9 .
[0282]
H © H ©
(CCELCES S [AA](%[AA](%[AAL X2 N:aj\[AA]m N\:e‘\[AA]O
2.kt S Al \H {H N RR \ H
SH RR ‘g S\ __—8

L3

[0283] ZEA TR 9 B, PIKRTA S 24 L- B R4y it O s 4a i b i 2E
VIR IE RS SR ORI R SN 4l BRI TG VKT 7R o« BT PR FUTRAE AR il VR A 4 ik
AT N, B AE A LR B K S P AR S XL, RNV RTHFAT ik . 78 R 25l 7y A,
TEMREAAT (BRI, 0. 15mmol /L) FRMTHERAL N, AR T RIML IF B o SR & AERELE S

J5 A, FEA HLES W A0 NH, - (Mosberg 58 A (1985) , J. Am. Chem. Soc. 107 :2986-2987 ;
Szewczuk ZE A (1992), Int. J. Peptide Protein Res. 40 :233-242) \NH,/MeOH 15§ NH,/DMF
i (Or %8 A (1991), J. Org. Chem. 56 :3146-3149) MFATFedkAb e o 78 HAh STt 77 K, 78
IRHEEE A pH 8 1) 6M SRR AT e 2540 e Y. (Brunel 2¢ A (2005) , Chem. Commun. (20) :
2552-2554) o 1EHAM S 7 2, 75 DMF Bl = Sl St P AT e 384 NV o 78 55— S 7 X
o, PR AR AR K RV TP AT B 7R 7 o — Pt 7 Krp, fEA R T o — IR BESS 1T K
(R4 A T AT BedkAt . FER o — Pt 77 Xrp, fEA R T ATk S ) — M a4 5 1
FAF AT A, WIMAEE AL FE B R4 A1 o - IS IIIE .
[0284] AR BHVEAH Tl & SAEE SOV X MY B Rz iti g 2. — s, X 8 Y &% B phor
ik F 3 5 iR i — MR, i, X R0 Y g —Cl, -Br 8 —1. A SCHTR AT T i
RIHERLARTT LA 3R 14 FrR AR PSS A-A8 ], R n] DS A SCER B AR R- HY
RIETEAAH
[0285] 3K 3 :BEME 55 AL S MR s IR ik [ AR P A R e B ) 4
[0286]

ol
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X B8 Y PRI R
A 05 P TRk
I (A, Bk el oy 5 i e ) Tk
fifif2 (sulfonate) T
ZANE (aziridine) TRk
HEA TRk
BT T
LR BT 1 T
A EE (sulfonate ester) ik

[0287] A AL I ARAF AE KA AR FARAFAE IR B 6 R AN S TR R R H -2 (T
HIFUIRR AL S B B o AEARTIE 15 R A5 AR 1 25 AUk (R IR OR ML 5 ) £
JTER R IR B S R D H AT U T ARSI b B, Bt 2F Be e 2 A A B A i
Mg IR . (H2, B T A BEaR L A, oAt 25 A AN [R] 2 2k 1 I B 1 5 il F) s 2k 1R th 2 7
(1o BT, PR R AR RIS IR A o — T AN I R I B P A s —SH 2 [R) 351 — ML 25 e
AR AL FEAE FIAE o« — BRI S —SH 2 [0) AT 23 FR A6 OO 2 26 1R - AAERR 511
BHE o - B3 -L- R R o - AL -D- R R . AERCLR St Ty A, R A
IR D- R R AR SLAR S 77 30, 12 L R, AR RSty 2, UK
AL AL R R IR AN S I IR Y D- A2, i A L R IR AN A R IR R - R 2

FERAES T P, IR o, o - ZHURK, A1 o - L -L- SRR o -
5 -D- PR .

[0288] A WY A 435 JH P FE Rl R B I B 2 R YR e AU BT AR 1) 7 A 22 A —SH 38 73
P A 5 B IR R IME SR AL S a0 B BT, FE ORI R 3 AR T /4 S 1
P S AR AUE TEA / SR R BB M. S AN, FEREE S 77 3, T O 3%
PAE IR G o — BRI o T RRIA RIS A RAT 3 X-L,-Y, Horp, XA
Y g dn b AR FE SN Ry . XORT Y A B AV — N ORI &R L, AE
B EREE LR AT AU AL A S M o b S0 JERRAR —L,— B s e L W 5

KRB P ZRGERE  MEIGERE MR AL T3 57 5 SO M 57 25 B R, KR, -, BT AT IX L2
A DMEIE AR A E5E K Ry ZEBTHU . 554k, B T IERS SRAL R LRI —SH R 51, £
JERIABERRAR —Lo— TP 1-3 D AR 0 NS S 800 1ok 734

[0289] TR B A X-L,—Y 1) Ly #8I3AE KL n] DR O IR UL IR A
WA ARSI B 2 W ER B AR o 53 4, B TR R IR IRE AR L,
A/ 8Ly 7 A A A AR, Ly IRt RT DAAR A LU A2 HAT A T8 RS IR AR
TR E R KR I G0 B0, n SR 1) Ly 60 Ly 2535 0 53 S0 L B 28 5 0ok e 32
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18 F B 2 EE BRI, TR A Ly A ydi /28 [F] T KA PR AT B BR e G BE, AR L,
ALy B RZ G I

[0200]  {EICEESE T A, Ly 25K - (CH) - RINERERIE ], Horh, n j2 K&y 1- KA 15 2
() PRI BRI, n A& 1.2.3.4.5.6.7.8.9 8K 10, fEH AT b, L, 2 WG L . 7E
S LA R S 77 AP Ly 07 Ak

[0201] 3% 4 WoR X-L,-Y FEHTI) 55 A0 St 77 X

[0292] & 4. AR 7RG PER X-L,-Y BEH

[0293]
X/\/Y
X/\/\Y x/\o/\v
== Y
X/\/\/Y X/\O/\/Y x/\/\/
Jo~ ——
SNy o v y v
AN
NN NISNNAY X
H
AN
x/\/\/\/\Y XWN\/\Y X %
o |
X/\/\/\/\/Y X/\/\/N\/\/Y XW\/\/Y
f
A NN
N S N W "0 § oy X Y
AN NN
X/\/\/\/\/\/Y X/\/\/\[‘(\/\/Y X
(0]
NN NN
Br~_-"~_-Br Cin "~ C! I~
Br\/\/\Br CI\/\/\CI l\/\/\l

Br

: Br
Br Cl
SN YN w
’ Br [of] ' \|
Br Cl |

[0294] 540, iZK ) X R Y & BRI Cl1- Br— B8R -,

[0205]  Fiiutidi I T 04T 4% & B I T Bl Ik R BR AL & i 5 A0 8 5 A48 DLR Sk 4
777 Mustapa, M. Firouz Mohd 25 A, J. Org. Chem(2003),68, & 8193-8198 71 ;Yang,
Bin 25 A Bioorg Med. Chem. Lett. (2004), 14, % 1403-1406 T ;22 [E % F) 5, 364, 851 ;25 [H

LR 5, 446, 128 ;3£ [H L H| 5, 824, 483 ;£ [H L F) 6, 713, 280 FIEHEH] 7, 202, 332, {EiX

s
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FER ST A, ATRAE o - B 58 BAMN R- BUREE 2 LR AT . X P R IR e 7 22
[RIAL B 5 N RIS AT A4 T, FE] LR AT RIE R R 4 AR A B, B, mT e, £
RIS D14 50 A ) Ho Al A

[0206]  SXJEARIETE & 7 5 LI AT AR KA 4L o

[0297] 7k

[0208] {4l 4, A< BH BIFUUTR R R4 A 4 1) A ol ik A A 1o o 160 7 VR AT o0 M. 7E—
e 7 S, AR B R ORI A B A AR Tk 2 AR SR B A 19 AH Y 1 22 Ik el
SIOIEEt Y/ S

[0290]  Jll5 o — WEFERE AT

[0300] PRV, B o - BRIES IS 2 BRI — R 25 e ML &5 F 0 o — iR 45
)2 (B IR BN BN AP, IX T PR “ 1 IR SE 7 BRI, 40, o — MR 45 M e s v =
PN, o - BE S 2l T 26% . H— 4, BRI REEAR UL &)
BAWE TAHN RSB 2 kA /b 2 f5 1) o — BRTERE . 7R Le st 77 U, A% BH IR R ER
WEWRA G T 50% K] o —B8HERL. A T /i A x B IHDUI R FML S P IR e 2, ¥4 &
s T /KM (B an, pH 7 1R 50mM i R PRV TR B AR TR /K, 18 21 25-50 w MU AL ) o {fF
PRUEI 240 (BN, A2, 20°C s, 190-260nm ;2 73 #¥38 (step resolution), 0. 5nm ;
AL, 20nm/ B s AR, 10 MR, 1 AR 7 BE, Inm s B AR KE, 0. Lem) 7R3 G IR T (491 4,
Jasco J-710) bIRAFE € (CD) 3. Wik -PIsIEME R (B, [D]12220bs) FrLEL
AR JE -+ IR HIE(E (Yang S8 A (1986) , Methods Enzymol. 130 :208) >Kit & &4 IKIK)
a - BRHES .

[0301] e MRS (Tm) K%

[0302] & ZREH (1 a - BEE ) AR B IR OR A G4 52 7 HA 48] 2 L AH R 1)
AEAT IR 22 IR S S R AL o R, AR B AR MM &4 57 > 60°C I Tm, 3R B 7E7K
W RS ASE I o AT A BT KI T B Hs Al F 80, B SO I & sl R &
TR TRV T 28K (i an, 21 50 u M 29K A2 ), JF Bl ok i F bR 280 (W, d K,
222nm ;35 4y HEE, 0. 5nm ;TR &, 20nm/ #5 5 BAL, 10 W8, 1 FD 5445 96, Inm 535 8 BB AE,
1°C /48 s B AR, 0. Tem) 7R3 GARTE (1, Jasco J-710) b EMGIRZAE— 2l
FEJE (4, 4-95°C ) WIZRALRINE Tmo

[0303] & AFEHIIEH

[0304]  JPK B 2RI B i Bt & 52 30 E I ) K s AT T 304 IR AL & e R N 5 T PRas B i
HAE , KB E () T8 Jad i A S i 28, AT AT DAORSH He A0 T8 KRR o AR e B IR
KIAA ] LLEE 52 PR A0 I s 1) 2 1 7K A8 LV 55 AH MY R AEAZIBE 22 IR Bl HG P A
FE AT AR AL o 481 0, UK OR AL S W0 FAR N 4R AT K 22 Ik 5 i i I B il — il i, 9F
P04/ IS A) 38 o B0 2k S S R Jim 34T HPLC vE ST LURYE 280nm Ak )28 48 W% i 52 B ok
F A . i s U, SRR S AU RT & (Bmeg) 5 EIREBIEHE (Pierce) (S/
E~125) {5 0.10.20.90 F1 180 738h, M1t & X B LML S B0 21 WY 53l 25T HPLC
[RI7E 280nm Ak FRIVEEAS I XS 73 55 ) 3R VR B AR I A UEAT 58 5 o B /KRR I N S 7 e — 4%
1A, HZFEE k B In[S] AHXT TR ihdemie (k= -1X 3 ) .

[0305]  A&APESEPESHT
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[0306]  HAYLAL FIER AR UK IR L &9 BAT ) a0 i AR R AEAC B 2 Ik 2 20 2 £
RS2, HBA 12 NN EE R AR IR3E o % RS i3 A e M, w] DUE
ZF M A KRR ORI AR N R AR K (2meg) S5 BEEI /) B KR
o/ BIME (2mL) —EAE 37°C FIRE 041.2.4.8 Ml 24 /M. 4 T IE 52 ¥AL S &
2, ] DA N AR B 1000 1 Mg 2 R oml B0 L BEE M 100 L
50% R AT 500 u L ZJi5IF4E 4+2°C F LA 14, 000RPM B0 10 2 Bhfe 3R BURE Hh o ARG b
TEBAER 2T 2ml 4, FRLE N, < 10psi37°C FAE Turbovap 25k . FEMTE 100 1 L 1)
50 : 50 &JiF @ K ER, FFIIEAT LC-MS/MS 34T

[0307]  fKAL&E & HT

[0308] A T PP AR R IML A FIPUIKET A5 52 /A 85 (acceptor protein) [454 A
SRRy AE N AR YR 73BT (FPA) o FPA HAAE FH Al S R0 20 Dl 7 B3] 43— B g A
SFIERHE. YRR, i TS RA SRS RN ST (B, 5 KEER
5451 FITC hRid Ik ) B9 RERF] (ldn, FITC) SMELER /N r+ B (Hiln, 7E%
A I FITC AR AR ) 1% Y6 i AR b A 5002 (A e 5 13 R, B & fE oA R 4y
TR T BRSO IR BRI R G R A R R 3R 5 o

[0309] i, EZMR T, RVEhric i) (fluoresceinated) BRI G (25nM) 521K
FA (25-1000nM) 7E45A 2% (140mM NaCl.50mM Tris-HCL, pH 7.4) FiRE 30 404,
a0, R 66 (1, Perkin—Elmer LS50B) 3 it %% Yo fmyR il & 45 4. AT LA
{8 W40 Graphpad Prism #44 (GraphPad Software, Inc. , San Diego, CA) if b =FE£k M [A]
P53 BT KA € Kd o FERELUE IR, AR B BRI A1) s 5 AE R AEAS R 22 ik
FARL BCBE AR 1Y Kdo

[0310] ek - B A AN H R4 i i

[0311] & T VPN S BUIK S 52 7k 85 (1 2 (R (R AH BLAE 940 &9 1 45 4 R Sie R0 g, 4, A
FHAR IS B FUKET 787 20 26 il IR ML S 2Ot R 7 4 (FPA) o FPA £
A8 F Al 602 6 R BR TN & 2 T LR R 2> TIE R R . U RO I, B RS 7E R
B ERWS T2 (B, 5 KEARE A IFITCHICRIIK) EZsniis il (),
FITC) HMAELER N+ (B, fERS W IiE s i FITC Arid BIK ) ERZO R ERFIAR b B
A AR e i B, B E B R T =100 7 B 9OLR BRI R 5 B sk P ) i
Do FEPLIICHR I KTWIRAK I A Y 5 Z R E A R EAEH SV T g &
FPA 56 AR B-A TR

[0312] M4, ZEEIE T, B8 IS PURML A4 (InM-1mM) F12¢ 6 An ic UK K0 &)
(25nM) 552k 1 (50nM) —ABAELE S22 (140mM NaCl.50mM Tris—HCL,pH 7.4) #i
B 30 kb B, ALY 6T (B, Perkin—Elmer LS50B) ik % i il & 4%
AN sG55 k. 440 Graphpad Prism #%/4 (GraphPad Software, Inc. ,San Diego,
CA) Ik AEZRPE AR 43 B ke Kd {E

[0313]  TEZAHTHAE—2K BB+ (WAL IR R ER B R ) w DUE A
E S PRI T R 5

[0314]  5SE%KZ e,

[0315] 4 R BEA ot Fe 28 YT UE S 50 I = IR B IR R R AL & 4 5 56 3 4 o b LR AR 2 AR 1
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Shtr . B, SERE A I 9 PRI (FITC- bRid i) AL &4 I g 5 FIRE 4 /)
I, B BT VS B B — DT 4-18 /M. SRS A RUTIE, IRAE 4°C R IERLE
W (50mM Tris[pH 7.6].150mM NaCl. 1% [¥] CHAPS FI &% (A BGHIHIFIR &9)) TIRE 10 4534,
LA 14, 000rpm B§LoF2EUA 15 3%, IS FIHEW, 55 10w Ll Ed0 -FITC HifA— iR E 2/
i, 7E 4°C gk, BEAE AC 5 58 A A/G Sepharose (50 1 1 ] 50 % i ERIE (bead
slurry)) RE 2 /M. PUEE O )G, TR AR M A (Fur, 150.300,500mM) )%
FREE PP PR UTIED « BEJGLEINN S SDS HIFE 22 il A2 3h 2 1T, LA 150mM NaCl
SEHTIHER o B T, A 4% —12% BRI Bis—Tris GRSk EiS AT dvk, 35
HH 3] Immobi lon—P i o P2 J5 , 4T3 MUK BN IS S FITC fPLiA—iE &, b 5—
Rl P S PUCRIME S 456 B B R PiiE— iR E

[0316]  AHjBETED T

[0317]  AHEL TAHRY IR AT R (KR IR AL & 4, SRR BN A0 -G W0 491 o EL A 5 47 (1) 40 2 0%
Yo BARAGER AR A P B 9 i s AN AR B KM & 2/ 2 £5
(R4 ez e, JF I8 H W83 20 % 505 2 10 N IR S PITE 4 /M G 2B IE A
M. AT IERRIE A PR Y B HEAS R KRG SV 48 fi iz 1, 78 37°C R AE
AN By I35 1 85 7R 5 Pl e HE B AN R 5 58 St AR e UK OB L S ) B R 9 A A2 35 1) A
EY (10N —REE 4 /00, ARV 2 K, FFETC N 5REARE (0.25% ) |
B 10 435, FRRPES NI H B T PBS . 9t , 38 4 A FACSCalibur =40 i
¥ 8% Cellomics’ KineticScan ® HCS [ 324X 7 #7140 2% 7 o

[0318] 4 S #r

[0319] 54, £ 35 T 40 Mo iRy 23505 20 B v, A5 FH 22 A 5008 A E B0 10 40 i 3R Al E A 3R ek
ZIN B B A IR SR A B s SR e P ORI SR . i, 78 S PRI L &4
(0. 5-50 u M) — A2 E 1 24-96 /)~ If S [) 1w 00 40 P () A7 35 g, DA SE e TS DL EC,, << 101 M
ARICEH MG . I 4H MRAEE D B LA AR 2 BT 5 i 2wl I B a4 15 201, HAE
B SRV FUIK R ML S 38 . 54, NS EBCET (1 V (Annexin V) LR & A
(caspase) JEA I 73 M 5 AT G R VPN R RIS W) 72 15 18 S0 U8 T AL R JE 40
Mo fltn, {FH Cell Titer—glo 3 #rofcffisg E4H M Py ATP ¥R FE 2 AL 40 BT ) o

[0320] A e TR

[0321] 24 THEFFTHRUR I S AR Y AsE Tk, 040, ] /N U/ BOK U8 TV, TP PO
B AN 4E DL 0. 1-50mg/ kg B B FRAL &, IE4E 3045 00 .57 (157 30" .1 /pHf.4
INEF L8 /NI RT 24 /NEHERIIAE o AR5 0 L IE Rk LC-MS/MS Sl & 25 u Lk il i A (1 5e 344k
GUREE.
[0322] 2y
[0323] 24 T i AR B IR R AL 5 0 A A4 3 I BT 380 7% M, 40 4, 465400 S8 it
(IP. IV, PO IS AN BRI 42 ) 85 Wi A3 70 & IAH AL 23R 97 7). (9 an, BRE RN Bl
B I ) AT o 75— SEHEME) 5 75 NOD-SCID /) il 8 52 4 B & i 3 /M )i, i
ot R ER K AT e RIAHOE B 5x10°RS4 5 11 41 A (A SMERR E 40 M T (9 1o 28 8 4
BEZEST ) o MRS TALBE, AR — LA X RO 2 B s 8 3 B &Sy il Ji
XP/N B ST D-HO6ER (60mg/ke) FEXTBRIEF K BN A% (5111, Xenogen In Vivo Imaging
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System, Caliper Life Sciences, Hopkinton, MA) IR A S I Z A M. Bt Living
Image Software(Caliper Life Sciences,Hopkinton,MA) HE4T ) il & (photonlc flux)
O6F /#) KR4 (integration) XIS AV ROGEIAT E & HlU0, PIKKIHALE) H
MBS A V. i A 571) R RO AH DAL 25 3R 97 SR B G ad ik FE AUk B TP i@ 42 LA 0. 1mg/kg—50mg/ kg 5]
A T-21 R Y Iy LR /D B (VRS / SEBR ISR 1 RZJ5 10 K, 14-16 A4
RICTEH ) o AEUEH, 72 B S50 T TR TP ARG — O /N BUSAS, 75 S50 U 8] 3 % ) He A7
o FESKI0 S5 WINATF LT FE T IR/ AT P AR B o D) — P sh B B B A 8 R IB 0O
F M DoHH2 (Y H A P& PRI U I 40 i R ) FEL N 31 NOD-SCID /L o dX 2844k Py 1A
Rk AW 254080 ) %7 200 A B 2

[0324]  IfIRL

[0325] 2 T Hf e AR B IR ML & 0% T ARG 7 IE I, 3E4T TIRIRIR SRS . 4
g, R R S W O R T TR R TT IR IR RARAT A BB T AL — A B A6 R4
b, G IT AL FH AR 2 B IAUUIROR AL &4, e BB 32 2 RGRI Bk CL AN B 254 X
FE, AT DU 6] B8 2 A= A 2 R AR 3 o B 16 ERL 3R EAT B BBOR VAN A R BH (K TR BR AL
EYRIETT 2 AR R R AN S, AH B T 22 BRIV T IR 8 X B4, R AUUIK
KIMLAEDIRIT I B FH A Eone s AR 2

[0326]  ZiHAH W2 2iRAT

[0327] AR IME G G H 25 F Rl 2 AT st 25, “ 2% bnle
HIRTAED” Ya A R AL B AT 242 T 52 10 36 L B I8 10 3k A 25 s AR A4,
HAE 32 i G pe e P4t ( s et ) AR B AE . A i FLah it I, T
AR 25 BRI AT AR AT LA m A Ak AL S AR RS (o, T8 32 =y
1 Rt FH PRI A 4 30 N I PRI RRE ) BSCRES T BRI is AL S ) 1 AR X % (43
un, B R ) (RBIR . — 22 aE ER R AT A B P m K T s 1 B R R
(1) F= Bl s AL 2= 2 T

[0328]  FEFELLSE Ty A, AR BH IUIROR AL & P 8 3L 0 B AR b % 32 1 5 1)
B RE AR, DASE S BRI AR 2 e e IR RS U B 4 IR S R gk N AR IX
o, M RGP RG ) AW =B iE e 38 m IR B2 38 I fi 1t A
SRV S I OB AR DL R S HE T Z i A

[0320] AR BHIAL AP IR 252 b ] 352 1) 2 AL T 48 phy 2427 b mT 252 I R HLAA AL IR
FRAERAT A . A ERER AN B R C R K IR L R T R
TR ER :%ﬁiﬁ% REL .+ R IR £ IR EE A RIR L TR R ER £ L PR
R Eh . R Eh  ERIR #h (EURIR R SR 2h FLER Bh ok IR B I SR L L P RAR £ 2— 2R
R h VTR B AR R PR AEIR B (palmoate) BIR Eh . v IRTR £ VB IR 26 | W@& KR
R IRIHIR #h Eﬁ? A TR ER R IR R — R Eh (undecanoate) o HH A FIBRATAE
(R Eh R FE R g 2h (i, BhEh ) B &g R (i, Bedh ) VSRR N- (ﬁ*ﬁh o
[0330] 24 T AR I SV HI & 9 A G, 2577 RS2 I 38040 5 ] A4 sl 4 2
o AT 2R RS R 700 P 00 AR S ) e R A SR 3 CRORE R o R AR A
A LA el 2 R o, FEAR AT DAE R0 R AR TRI RG-S 500 B FE 500 v 7 A ) .
MAEVRAEEH o AERE 7 STERA S RISCER P e gl T Bl gs 25 BRI 4y, 2 0, i,
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AT A Remington’ s Pharmaceutical Sciences,Maack Publishing Co,Easton PA,
[0331]  FEkp il rh, B AL A iR A4, H0 5 A RS M IR & AR R WP E Y 5
HA W EORGE PR R 230 1 BEOE Y 10 LU VRS 5 FF S e 7 ZE R TR AR F R /)N o

[0332] i (%) [ (AR B R 2 Bk AL S Bl A BUEDRE, AR AR T o8, s LRk
B H BRSO AT ok B oK ANEE IOK B AR E B AR (W By s 4T 4R 25, W AR 4T
Yrzm RN PR YR BUR PR Y8 RIS, S GBS e s DA i A
S5, AT R RS IR A 1 o S SR 7 B 00, S TN R BRI ) W A2 TR 58 S AL s o il 3¢
Aa e R e I £ (U IR ) .

[0333] & 1A TR 1 )5 6 456 8 s ARV VBRI LV, 9, K BROK / T . W T B
AN AT AT CAAE /K 14 58 & BRI vl O o

[0334] 2SR L A B AR . FEIXAE TR b, 03R4 20 o4 & A i T oy 1 R
RrsflaE . BRI AT DL A e i) A0 AN TSm0 i), a0 2R 3 BRI
BRI AR o J3a8, BB RT LA IR 5 L 13 e FE R B EE R A 5, B AT L2 IE S
208 ALY A X 50 Y b R E— A

[0335] YR KA G S TPCRIANEY) S — PPk 2 P ) SR 36 77 551 8B 711
[RYLH A IS 2 ARG 0 R0 S A1 1) 25 55030 W 1% LI B TR 32— R 97 7 b it R & R 4y
1-100 % HIF P, SEOLE KL 5-95% BRI K PARAE . AL ST 77 U, 75 4 24555
TEAZHNE T EZN 8 SARWAED 3 A . 80, X252 o — 2 i —#
Iy AR —HEY T 5 A KRS YNRE .

[0336] AFH HiE

[0337]  — 75, A BAERAE OB IR R AL & 4, JE W] AR 55 4 PR &5 6 20 B T 245001
S5E TIORGOS BIR ) AR BRI o 92t 75 Myc/Max R, 2L T
Myc FIFRIC IR G W) 5 56 4 256 Max 10/ F— i B T Max 5570 B o AH e,
FT Max FIFRICHI R R G 555 456 Mye B/ +— B H T Myc 550 . 5
& GEGIEOT SCFAE ARSI DPAN FF 0 e X T Mye/Max RGeS R 290k . e df a5
9 RVFAEAR AR PR TR 2 5 T Myc/Max &G4 25584 . nl DA R A Sy
FERAEATIR R I LA ) IG5 E AR AT X R 25 50 50

[0338] AUk BHiE— DR T HIRUK KR S BTR I AR Bl 7B 28 St 7 =0, ax et
U 7 1 25 S TR RIS PR RIS WD AH DS R A A IR n My e/Max . #1401, 3X
FERIHUR IR RAR ) 0 — S SO BAE R, B My e FH Max Z (R 45 4o

[0330]  {EHAhJ T, AR THIT TR ST (4 Myc B Max) B (4,
AR EOT R ) RIEBGEEA KRB a1 (B TR iU ) BUEA kw1 %
R WP T ERRTT 75

[0340]  7E 5 —SEiti /7 A, e B (20850 b ) Myce [R5 7K (lan, i FEaR ik el
ARFRIR) 5, BUH SR EIE TR Mye BIAEAES . XA, I B Max BRI &
Y3 25U Myc KR/ B PR I PR B 3E Myc IIZKSTEAT /B30 P 1P 4 e FH 2 49 Gn 2% it B¢
R IRRE R A7 EREAR o

[0341]  7E5— Skt /7 :rp, e B (208050 ) Max (8] 53 7KF (49040, i FE AR ik Bl
ANERIE) 51, B BRI I Max AFAES S IX A, IR B Myc BIFUCRIME S
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W) S Max B 7KSERT /B0 T K BRAR 502 Max (KK SR/ B0 1 4 i FH I 490 n 22 gt %
RS AE ) AR THPRE R

[0342]  Gj—TJ5 M, AR AR Tk LG SRz 18] (51, Myc 1 Max 22 8] ) (A E.
VER A A0 a7 BP9 (AR I B AR M0 R R MEE ) I 73 X287Vt
) A 1 NS R sl il A R A B AL G4 . AR RS st 7y SKrh, A R B &
VDt 5 5 40 AR A R B T

[0343] LA ST, ARE “YRIT 7 Sk ) B N R B FH VG 97 ), B 10 AR B )
20 2R sl 4N Mo 22 N B0k YR T 500, BT IR BB R 5 S R R B A o it , B 2R
RV IR AR S O R LE A TS0 B M S T i R B R e 1 )

[0344]  FEREALS )7 A, A B PRI P RIS TR/ B804 W e hE F
IR TR RE o ANASSCRT R, ARTE “JaiE 7 L EE BRI R IR e Fr B B R AE KR
(R0 i, BT, DL PR M8 T P 40 B A R A R PR e e DR A B 5 o o B P ) AR g 2 )
TWOIRASTT LA 73 R i SRR 1), B, SRIN S B RS s 808 7T Lo S AR B PR, BT, I
HIEFHE SRR TR SARE BRSO A SR e A K B B0 7 R M
A BB A 20 A B R B, TS 22U PR R R N IR BTG O . BERS MR PR T
DL 22 B R PR e 8 28 7 A, O FRAH AN PR T LI S I &5 1l O S 90 1 eI S 28 “
PR P MG A IR T DO P e AR KA R R B RS T o S S ek T 4
[R5 B 46 S AN 12 B A R 40 MR 8T . 4 MRS TE AR/ BUar A 1 11 - g e , 1
JeE IR« AR B R T o AE LSt 7 S, RIS W72 F T4 i U L O S8 |
G Wi s 3 SO PR 1 S5 BT IR T 31 o

[0345] i B 988 i ik 1491 1 A FEAH AN BR T - 27 4k AR UL A IR I 0 PR R S S TR R
B TRVIRE B 2R R L7 TR« PN 52 AR YRR EEL A PRI AR LT P B2 TRIRE S i TR TR) R 9\
PRI FC IR 13 UL PRI 98 RS SO PR 8 8 e T e s T Vs s - O S0 AU 0 e s e
SRR B IR B9 « SAER 40 B« R T It L SR LS DR e - B i BE AT L SR
BB N R T 4 R E AR SRR R R R AN M R IR MR A R T I
IR  SE MU /)N A BT A S A B B e | b R R TR TR A MR i B
S0 HRT T R AR | 2 SRR R RLACIRE | Rl I A AR | T A R /L SR A 5 s SRR R
YA\ FRER R PR B R AR 0 REAE R« I VA R B UV TR

[0346] I 5E P55 461 60 46 18 1 2R 8 I T s o AR ST S AR ““ 3 1L 3R 4 M 8
PR ALHE VP s M R IR (B, I5 B BE R B LA B R ) MG AR /i
Jeq 1 20 o s G T P A R o DR IR, D ERL T A A RIS 1 I, 49 4, AT
g R S PR B BEAE YR B I . 5 AR s A MR R B R B AR AR T S
Lk 40 M 1 Mps (APML) « =P 8 11 (0 (AML) VIS P 6 1 3 s (OML) (kWL T
Vaickus (1991),Crit Rev.Oncol. /Hemotol. 11 :267-97) itk [ g G 3G H AP T2k
PREAN M PE i (ALL) , F545 B- 3% 2 ALL FIT T- % 2R ALL 12 PRk 2 g o bE B s (CLL) .
SR E 40 Mk A IS (PLL) B40 B (A I (HLL) 0BG /R B 34 ELBR AR 13 RE. (WMD) o At
TE B K LR G A PR T AT 4 PRk 98 Ao SLAR A A1 F] T 40 Mo obk 989 RGN T
N PE B /R EE (ATL) Bk T 48 fa otk g (CTCL) KRRtk 4t e (B s (LGF) <
T2 4 ECi P LB — ok B A5
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[0347]  FLARFA4H MRIETEAN / B A 1B REAEAS R T - BT Pk LR, L4 , 191
i, b Bz 40 M 3G A AR A PR R AN E LSRR s IR, 0, T T A B L R e A D 9
R 5T IR 5 AR an K78 LSRR (1) b Rz s s LR, B AR IR AL (AREIR 281 ) 3 (BdE)R
e CRRRI SR ) RN ) R 28 QR ) 8 (BFREAR T, 228
PESE I R 2B M/ BEATE R AR OBV i VBRI R 2B M LS ) s RR 2%
[PEGPEM R . SRR R BRI AN R T 5 S s R B A

[0348]  Jifif¥I 40 MG TE AN / BCor A I 9] B RN BR T S R, AR R MR 25
TIE 40 S A MRS AP 28 N 0 W I RE , 4 2, S0P ISR IR S TR A T 1 PR R RS A R
I 6 Vi R B 8 e O s PR Al 8 P g s RO S R R e R (B RE I ST P A o M e
(AT Hega ) FUERME B2 )

[0349] 240 G GELAN / B3 AL s i ) T B REAELAN R+ SRR S 1A R S0
PEZRGAE (familial syndromes) 45 B9 T 1 45 1 M e FH S e I

[0350]  JHFIKT4H MG TE AN / B804 0 IR 491 0 B AE AN BR T = 45709 ek 38 A | lbye ROl o
Jed 45 P I D R Je R A A M 1 e

[0351]  OWEE[4H M IS FE AN / B A i T B REAELAS R - O S Joeg , 49, 1A f b 7
JIE SR T PR R YRR T PN AR R 7 B AN M e BRI A R AT e R SR T B
PERRIRE s A= BE A0 M, 0, e (R ) MG 50V 2 e G T AN s vy e M i G 9 L e 1k
I N 9 RS S TR - TR (sex cord—stomal tumors) , {541, Fi )= — G
VRS A IR | Y A e 4T 4k 98 (thecomafibromas) « B EREA iUk (androblastomas) 7y /K
Mg (hill cell tumors) FM MR BRI FIU0 o & VIR AL 08

[0352] 7 HoAth Bk — 25 1) St 77 XA, A SR IR IR KM AL S 9 FH TR 97 B B
T DL B BR ) 40 MR PR T Bl T AR B AR S SO A MU SR T SR O R PR A . AR R
ik L R BN A BRI 40 MO O T B AS R B B0 R R A A G B RS 1 e - B R AR
AN BR 40 9 /D (1) /40 M ek A 4 AR 40 B Y /T AR B RS I sl ek 2 i e /3 AR R
o L) AR MR RGP, EFEE AN PR n] e FR 0 P AR R A PE BT A g 37 1
(thalaessemia) \ R MM A 4 fum D ATPEBER B AR -

[0353] R AhECHE— DSt 7y X, & 20980 40 Mo T i VR A AR R BH IS RUIR R 3R 10
GV THRTT 5 AT LR MIE T KA CRAE « BRI, 75 R85t 77 A, AR B ) $i
TR I LG P R IG TT W W e 5 sk gt (Hn, 5 AR a ok fiss (HIV)
YA RS ) BRI FEE ML T IIE . 1T 2P MAE RS FrIEEE TR e G 1
PRE TTRIE B o — BT A BT IR PR g B FE (AD) o B JR 2K e B ERE R fIE7E T K B2
JE RN R 7 2 DX AR 28 TR S MR 2% o IX PP R S B2 o XA A S A . TRy
FEER [ BERN A 28 41 o 4 25 76 58 A AD [ B8 BRI A m] Lo BT JR 2% R EOE L e N 4
RS R IT 20500, T IS A-B Al « EAFERNPRER, Bl 8-
MIEEAAM. B-IEMmtE LR B AR ATAE D (APP) B 5 KK E R B
APP X} F AR A K AEAF A S A8 B R DB o E AD 1, R AR AR 5 350 APP 438 o B B2
I BUK R B I F o IR B ) — AN B - WER AR ER B AT 4E, B siE
TCZAMNFETE B TR e (FRAZAERE ) o AE AN EE 4N P BT B4k 22 A2 K AN T
LT, RO gESS . BRI, B — Ve A R SR AR 52 A 2 TR) I AE BLAE FH BB AR VR T
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AD R L), R8s 7y SN, 78 AD DL 40 M T AH OC B At s 22 5 (R 3R 57
A5 FH A B B BT T BIFUUR ORI B0 o 32 8 Aot 22 B0, i o 7 2 R R 1 < 8% P
WG = A AAE (ALS) AR (0 22 A8 M A R PR L ZE A A& Ao R /NI AR 1 o 31X
O A A AN T 1R JORE A, HLAH 0 T 2RI 4 41 B SR T AL o

[0354]  BLAb, VT2 MR G EW S5 M40 B A sk DA 0C . IX 4855 i A0 16 S 18 i
IR A P A G P B 00 P2 1 v P R 4 B D R BE R B S i R B I o 140 B AR I
SE (WA 50 a5 A E AL S0 B AR B G PR BT ) S 9 IR T MR i e T Y
B O . X C e T B S dh 40 R A T B2 R A L JE 40 L B A7 BRI 3RS 1
b BRI N A T B E ™ A S Al MR T A DGR R i LR i A 0
WA ZE R Ko FEIX R A e, SR (it S R 3 b = A 0 ) A XS 40 A
LT PRI IESE T . SR, ZE Bl O X3 PASh, 4l iR AE SE K BT B N g T, HIERS
LRI T4 TR . AEHA B — P ISt 7 A, AR B BT TR
WAV TIRIT A SA T E R4 AT A K RRIE.

[0355]  FH AR SRR VTR R BRGS0 6 I B AR 22 9 0E 1) — L8451 A FRAH AN PR T-Bi] JR 2%
T R P R R SR 5 E a7 =2 R a5 A% 1A g M1 I e By AR P S S PR S R AR AR | SRR
B ZRZ M E R 2 - 4 - IKREEE1E Muckle-Wells Syndrome) & 1 &
G 5 B BR A 1 RE AH OC IR 898 SR PEVE R 2 R P R 2200 SO0 PRV R Ao I 43
B IEEMFEE A (Isolated Cardiac Amyloid) 45 M EFEIEMFEA M A K IR
RURE PR R S R o> B B AT B e M FE e ) (Tsolated Atrial Amyloid) . AR i i) i A
Jeh R Ve M AR M EL A T R A A e ) 2 A e i HH I SR PR TE R AR I 22 R M
i (Familial Amyloidotic Polyneuropathy) &% ot — MK (Creutzfeldt—Jacob
Disease) RK S — Bl a) %) — 7. (Gerstmann Straussler—Scheinker) ZE&HE. 4 i
SRR 2 e B T R 0 AN S 0 PG

[0356] 75— St /7 b, AR SCHTR RHUUOR AL P T36 97 TRUST B2 I 98 PR o
TPAEZ PP RPEIE . FEL8 SAE MR 5 S RAEA W0 H 5 S mH . B S
TS AR UR H SR TR E LR NAEER AR (BRI, B & HUR ) R B3 BRI %
RN HA) i, S RABEIL B S48, B 5 S Hm 2 55 /- 5 IR 5 1 2 2
JR L 8 R IEOC Y 282 B B Sz i, b Sie R G, fEIX A SO0 F B S EURE
CanoRAT ) AR . B I AT LU 35 A il FH B2 R ) — S8 28 B o SRR 1t DG 1Y 8 ] g T 2L
REFVE B PEIR K HHR o 28 RGP DTS 98 28 1M v, A D0 HE 2 2R KR A 6 36k 2 W o SR A
AR IR RIS 697 B H B S B B (1) — L5 AR H AR T - b 38 ko i
82 (ADEM) « Bk £R [GH « s EL PRI AL R HUBs IR PR 2 G4 (APS) « B & f e My Mtk
T B S B 28 B B SRtk Y HR I S R ORI PSS IR L SLBE I L 2 I IS
i\ Churg—Strauss ZA 1k 2 14 FHZE M IH 505 (COPD) v %7 B B2 L4 1 BB PR . 75
P S 67 0 o A BT 2R A R R B I RS AR LR SR A TE (GBS) A G AL R PRV
HR 98 7 AP AL /R s /D P SR8 | S8 E s (IBD) T8 JF P i e 98 L 20 BRI I B W 2 K
PERBEAIE \EENL ) WG RE A2 LR B 38 M RORIE VR MR I  2 R IR 2 DR
PR 5 s P HE YA A A Bz 8 21 RGP D1 48 R A 4 SRBE L Az 5 T -5 1k
WENK AR (RN “ B sk R ) &2 RSNk 2 LA 2 B A5 66 40 A 28
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[0357] SR A ST BIRUTKOR MGG P va 77 B SEAR 2 2R 58 M i 1) — 26 T FR(H A
FRT i BAE SRR/ B8R RIS (X2 / FROZ IS K & 52
%) EW L 25k i B U R R WLk PR R, WA K A e 22 0E L B | DG
RAFEF KT R IR DY 2R AL T, TP AR A48 R AR SR R PR AR R L 457159
BB AEHE T SOV AT YE VLR 2T 40 TR 28 TN 2 R MR

[0358]  FHAS ST IR R IR AL A M6 7 BRI o i A8 e (A, 98 PR e ) 1 —
L6451 AL FEAE AN BR T = BRI B 78 sl TR A R AL O JUURE ZE L o XU TR T e B0 g o0
D33 BRI o B8R oW T T AL v S P o B 5 S e R ML A 9 2/ B i
A IS I ZEE S50 B ~ YR N LR v PR T IR v T IMRE BRI EE B o= I s i
APPSR B AN R (CREFRME M BI%) AH SO I RRE » A I R
RO SR A BRI VIR B ) B B RS IR B ] A N R B R 2 5 )
PP . DU M & B AL B TR A AL L /O LASE ZE L B e i XL

[0359]  “Zjiife 1

[0360]  [& 1 AP 2 W RBFA M FE51) A B Ik NELKRSFFALRDQI ( AR cMyc BRJE 1 5%k
367 & 380) 5 Max W] R &S G160, FHIAHM (IAEAZ KT 41) NELKRSFFALRDQT 24 J5U k)il £
AR ARG, I o, o - ZHURIIZAZERR (B, S5 Mzl B ) B R 4
08 MNRER . WATHE RN, N~ B 1 2 i+ KRR &)
[0361] &l 3 F1 P& 4 & B AR AP 41 i BEAK PKVVILKKATAYTLSVQAEEQKLT ( 2L AR cMyc
R RE 2 RN by BE I TR 2L 390 2 414) 5 Max [ 0] BE ) &5 A 8 . A B EE A8 56 4
PKVVILKKATAYILSVQAEEQKLIT &y JgU kil 28 A< & BT HIFUUI R MM 54, FFH @, a = ZHURE)
GIEEE (B, S5 REIERR ) BACHE TR 1L DNEIERE . AT E RN, PR A A
R NN E Y WN TN e/

[0362] 5 MK 6 & B A A 7 41) B Bk SEEDLLRKRREQLKHKLEQL ( Hi AT 2 cMyc 7% 44
M b (LZ) BB HEMIFRIE 415 2 434) 5 Max (W] BeI 45 & 8L, FHAH N [0 HE A2 B 17 41
SEEDLLRKRREQLKHKLEQL Ay J5UR} il 28 A% & B AU R I AL &4, FF A @, a - ZHURI R
i (fan, S5 MmEZEIR ) B 7 11 NEER. IATHE RN, N A i
2 i+ BB UL S

[0363]  sjfifsl] 2. =0 (1) UK AR ST 5 R

[0364]  WIRTFTIA (Schafmeister 28 A (2000), J. Am. Chem. Soc. 122 :5891-5892 ;Walensky
N (2004) Science 305 :1466-70 ;Walensky Z¢ A (2006)Mol Cell 24 :199-210) H.i%an
TR, B S EA R T o - RSB 2 IR T IR B My SRR A
TAX w5

[0365]
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N WHmz(M+H)  HEmz HHmz Lz
et 21l CUT aem v
1 Ac-NEL$RSF$ALRDQI-NH2 1752.97 877.49 585.33  877.25
2 Ac-NELK$SFFSLRDQI-NH2 1800.99 901.50 601.34  901.27
3 Ac-NELKRSF$ALR$QI-NH2 1766.04 884.03 589.60  883.84
4 Ac-PKVVILSKATSYILSVQAEEQKLI-NH2 2774.67 1388.34 92590  925.83
5 Ac-PKVVILKSATASILSVQAEEQKLI-NH2 2682.65 1342.33 89522  895.13
6 Ac-PKVVILKKATSYIL$VQAEEQKLI-NH2 2815.74 1408.88 939.59  939.52
7 Ac-PKVVILKKATAYI$SVQSEEQKLI-NH2 2789.68 1395.85 930.90  930.77
8 Ac-KLISEE$LLR$RREQLKHKLEQL-NH2 2950.76 1476.39 98459  984.56
9 Ac-KLISEED$LRKS$REQLKHKLEQL-NH2 2924.7 1463.36 975.91  975.83
10 Ac-PKVVILKKATAYILSVQAEEQKLI-NH2 2723.64 1362.83 908.89  908.80
11 Ac-KLISEEDLLRKRREQLKHKLEQL-NH2 2943.71 1472.86 98224 98219
12 Ac-NELKRSFFALRDQI-NH2 1777.96 889.99 593.66  889.66

[0366]  7F Lk /741, Nle AR IESRZIR, Aib 40K 2- 25857 T 1R, Abu AU (S) -2- &2k
TR, Ac A3 N- Kim LI NH2 AR C- RimBblk. $ ZonmaEme S)-a-2 -k
Wdk ) 2R ( “Sh— M2 FEiR”) M $r8 B e R -a— (2 - il ) WA
( “R8 Mizd ZEIR”) o MERXKZIERB NI R Z IR 5, Kmla il o 5 2 fi AR ), 2
BRI ST e BN § IR I RIS B AT Rk, HoAE &2 2k
BRIV a BRJR 2 (R & 8 MM IR 1, E 58 DURISE B 2 TR 2L 1 S 0Usk, HH A, A2
BOIERARIERL IS o - BRIE 05 S gl I 2E AR . e — > $r8 2 LA —A> § 20k
MR ORI B 2 A B AR, HAE SRR o IR T2 S 11 DRI T, 7258
LR\ BRI 722 B HA L AXE, HH A, BB E R & A o — BrIR 1 I3 S Mg
REEEAR . A AT B3 8 N, TR AL A2 ) 22 IR TP i 2 SR b i 4 $/ i $r8/,
DLRBH 2 A5 KRB (S)—a - (27 - s ) WK ( “So- Mz BEmR”) BRE
R)—a = (27 = 2EMidt ) NRBRW ARG Z Ik, $48 T AL g m/z 3,
[0367] AT KIS % CoRP AT a o - UK &R BR RN & L BR /74 m] LU Lk
KA S Y RTR 2 KIS e HE3E Williams 25 A (1991) J. Am. Chem. Soc. 113 :9276 ; Fll
Schafmeister 2 A (2000) J. Am. Chem Soc. 122 :5891 [{I 7 VES K & 16 B IMBEN a , a - —
BRI HE RN IR » 8 AN A Bz R AR 2 DM RAREEIR (W F30) kit aL
BRI Z IR, 1E 1 F0 i+4 S AE 1 A i+7 ALk AT B
[0368]  AFRIREIEEE (5 WM JB Z IEME 1K R Al S b it S 44 A4 RN 8— Bk JB B FE BRI S X
W S AR ) AL E (WR) Y6 (Varian Mercury 400) FlJfiiE (Micromass LCT) 3EAT
HE . BRIA AT AR rink amideAM #/i§ (Novabiochem) 1 Fmoc EHE{RYFEAL
AEH TR EAE B3I IKE B (Applied Biosystems,model 433A) Fiff4T. X T RIRM
Fmoc fR# 2 M (Novabiochem) WIMHIE, 4] 10 MmN ZERM 1 ¢ 1 2 BEREEK
BB ) HBTU/HOBt (Novabiochem) /DIEA. AERARMIZIERR (4 H&) A 1 @ 1 @ 2 &
JRLEIF HATU (Applied Biosystems) /HOBt/DIEA AT (BB . 7E[EAHH, i S TR =& HF
KEF ) 10mM 1) Grubbs 4L (Blackewell 25 A 1994, [A] | ) Materia) J4T R E N iE
SN, FEAE R T ROV 2 /i o dl I =3 SR T ) 22 AR AP D) SEER 2 0 i ()AL S
Gy B, W BEDTIE > A W, AITE ) AH C18 A (Varian) EHFAT M AH (HPLC) (Varian
ProStar) LAF=44itk &4, i@t LC/MS il (Micromass LCT, 5 Agilent 1100 HPLC F4:
R ) IR M (Applied Biosystems,420A &) FRIAZ P40 2 4 i
[0369]  HLARASLCL R R IR T A BRI S5 77 2, 6 T A s i B0 N 52 111 &
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IR 5 3RSt 5 R AR 07 et AEAT BAR WIS 00 T AU BN
SR DAAEBIVE 2 AR SR o NOZ A, 78 SE BRA R WIS W] LUR A ST i A
) 5t 5 2R 25 B A 30 B AR SR 2R R e A I ) v ], LI AU 22
SRR P PR 7 AN S5 48 B HE A 00 s S AR A R T A
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CHN TOT AR ORI TIIIS DOV \I\H/J
5 B! S 1 0 ) w o By O  &%ps O auOm_.OmuOI:muOImmOImﬁo
N - fﬂ R Lf\ﬂ H L{I ”Z&/—\H usz\H HZ\FI\ZI%,/H H uzvy\n ..ZJZ “Zfz : LI\Z : L_/ 8
ISP P OSSO A S PSENEEPREPERRE SRS PR S

HNTDOFIVOAS TISVLYEN INVIL-OV \I\H/J
0

s o sk o " o . ew O B\ O M O 300 MW 0 ap 30%\
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