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FidE)-0C(=0)-+ (C3-C143 %5 FE)-0OC(=0)-(C1-C8%tFE)- (C3-C143 ki HE)-C(=0)NH-.
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F)-(C1-C8%i4E)-NHC(=0)-+ (C1-C8%iHE)-(C3-C 143 L5t )-. F2FE(C3-C143 HidE)-+ (C1-C8
PR IR )(C3-C14IN T )-. JRIE(C1-C8LEHE)-(C3-C143 ke AL )-. i (C3-C14¥ffid)
(C1-C8JE R HE)-(C3-C14FF B L )- S FL(C1-C8J3)-(C3-C1a4Ff S Fh) - EIL(C3-C1aFp k).
(C1-C8%EFENH-(C3-C14F 5t HE)-. R FE(C1-C8JEdt)-(C3-C14F1 4 3E)-. HC(=0)-(C3-C14
Wpidk)- (C1-C84EHE)-C(=0)-(C3-C14M i Fik)-. HC(=0)-(C1-C8%cdE)-(C3-C14H i )-
HC(=0)0-(C3-C143 i HE)-. (C1-C8%idk)-C(=0)0-(C3-C14H 4t dE)-. HC(=0)O-(C1-C8%¢
F)-(C3-C143 B FE)-  HOC(=0)-(C3-C 143 fie E)- | (C1-C8%:3E)-0-C(=0)-(C3-C 143 Fi Fk)-+
HO-C(=0)-(C1-C8%t3&)-(C3-C143 45t 3)-. HC(=O)NH-(C3-C14FF 4t HL)-. (C1-C8%it
FYC(=0)NH-(C3-C14F 5 3E)-. HC(=0)NH-(C1-C8%%4£)-(C3-C14H f F5)-
NH,C(=0)~(C3-C14¥ i 3k)-. (C1-C8%EHE)NHC(=0)-(C3-C 14345 E)-. NH,C(=0)~(C1-C8
FiH)-(C3-C1435e5E)-1 (C1-C8Eidk)~(C3-C143 5t 3L)-(C1-C8%i Hh)- 3-14 043 (3-14
TCARIMIE)-(C1-C8HEHE)-. (3-14TTHRIA AT (3-14T0HFAHL)-(C1-C8LE AL )- 26 S (3-14
TCARFA I S B -(C1-C8Ji )~ (B-14TTA M) L. (3-14T0 8 A HL)-(C1-C8J 1)~ fini 5
(3-14TC A AL -(C1-C8FEIL)-\ (3-14TTAFAIE)NH- (3-14TTHFF ) (C1-C8%5i 24 )NH-
(3-14JC A4 A FE)-NH-(C1-C8KiFE)- (3-14 70471 5E)-C(=0)- (3-14 T4 HHE)-(C1-C8%%
#)-C(=0)-+ (3-14JCHMH)-C(=0)-(C1-C8%iSE)-+ (3-14T0KHFE)-C(=0)0-. (3-14TC78H
H)-(C1-C8%5E3E)-C(=0)0-+ (3-14 T 4271 FE)-C(=0)0-(C1-C8%5i F) -+ (3- 14704471 F)-OC(=0)-+
(3-14JCAFAFE)-(C1-C8%E3L)-0C(=0)-+ (3-147C 24 HL)-0C(=0)-(C1-C8HEFE)-+ (3-14 0%
HIHE)-C(=0)NH-. (3-1470H4HH)-(C1-C8%¢5E)-C(=0O)NH-.  (3-147C 4
#£)-C(=0)NH-(C1-C8%idt)-. (3-1470H4FFH)-NHC(=0)-+ (3-147G78H FH)-(C1-C84t
F)-NHC(=0)-. (3-14 023 3L)-NHC(=0)-(C1-C8%iFt)-. (C1-C8%¢HE)-(3-14 1044 FF FE)-o
FRIL(-14TC A0 AL ). (C1-C8LE AL )-(B-14 LA IAIE )~ FRIE(C1-C8LEHL)-(3-14 T A AL)-.
I (C3-ClAMfIt) o (C1-C8EERiIE)-(3-14TC 24 A 3E)-. #HF(C1-C8%i3E)-(3-14 T4
By BHEG-14T0 4 EL). (C1-C8EEFHNH-(3-14 7044 FF3E)-. B IE(C1-C8%L)~(3-14T0 2
HIH)-. HC(=0)-(3-14Tu 4 M) (C1-C8%i3t)-C(=0)-(3-14 0743 H)-. HC(=0)-(C1-C8
Jid)-(3-1470 430 JL)-. HC(=0)0-(3-14 T A H )~ (C1-C8%idk)-C(=0)0-(3-14 LA I 5)-.
HC(=0)0~(C1-C8%it)-(3-14 L 3E)-. HOC(=0)-(3-14 04471 3E)-. (C1-C8%¢
#)-0-C(=0)-(3-14 LI ¥hFL)-. HO-C(=0)~(C1-C8%iIt)-(3-14 04431 )-. HC(=0)NH-(3-14
JEAINFL)-. (C1-C8%5%3E)C(=0)NH-(3-14 7T 42 ¥4 5)-. HC(=0)NH-(C1-C8%iFE)-(3-14 04 I
F)-. NH,C(=0)-(3-14 T4 FE)-. (C1-C8%iFE)NHC(=0)-(3-14 044 3)-
NH,C(=0)-(C1-C8%t3k)-(3-14 704431 FE)-. (C1-C8%EHE)-(3-14 LI FE)-(C1-C8HEFE)-+
C6-C14753E., (C6-C14753)-(C1-C8%53h)-1 (C6-C1475 ) I (C6-C14753E)-(C1-C8%E k)
AL, (C6-C1475 5 HFL(CI-C8%E3E)-. (CO-C14F5 ) iFt. (C6-C1475F5)-(C1-C8KEFL )i
F (C6-C1475 F)iiFE(C1-C8%5t L)+ (C6-C1475 F)NH-. (C6-C14 75 3E)-(C1-C8%3E)-NH-,
(C6-C14755%)-NH-(C1-C8%¢ 3E)-+ (C6-C14 75 2L)-C(=0)- (C6-C14 75 5£)-(C1-C8%E 5)-C(=0)-+
(C6-C1475 F)C(=0)-(C1-C8%i F)-. (C6-C1475 H5)-C(=0)0-+ (C6-C1475H5)-(C1-C8%¢
H)-C(=0)0-. (C6-C1475#L)-C(=0)0-(C1-C8%iHL)-. (C6-C14753E)-0C(=0)-+ (C6-C1475
4
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F)-(C1-C8%%3E)-0C(=0)-+ (C6-C1475 ££)-OC(=0)-(C1-C8%E £L)- (C6-C147% 3£)-C(=0)NH-+
(C6-C1475 H5)-(C1-C8%¢ 55)-C(=0)NH-. (C6-C14753)-C(=0)NH-(C1-C8%iIt)-+ (C6-C1475
#£)-NHC(=0)-+ (C6-C1475%%)-(C1-C8%1E)-NHC(=0)-+ (C6-C1475%%)-(C1-C8%%
F)-NHC(=0)-. (C1-C8%¢3L)-(C6-C14753E)-. FHIL(C6-C1475FE)-. (C1-C8%iHIE)~(Co-C14
77 3)- FRHE(C1-C8LiHh)-(Co-C14 75 3E)- Hidt (C3-C14¥Mfitt) | (C1-C8%ifintt)-(Co-Cl4
773~y FRIE(C1-C8HEHL)-(CO-C14755E)-. R IHL(C6-C14753E). (C1-C8%EE)NH-(C6-C14 7%
F)-. FIE(C1-C8%idh)-(C6-C14753E)-. HC(=0)-(C6-C14753E)-. (C1-C8%5E
5£)-C(=0)~(C6-C1477 %L)-. HC(=0)-(C1-C8i%)-(C6-C14 77 £)-. HC(=0)0-(C6-C1475 5)-+
(C1-C8%t3%)-C(=0)0-(C6-C 1475 #£)-. HC(=0)O-(C1-C8%tE)-(C6-C1475 3L)-.
HOC(=0)-(C6-C14 75 3&)-. (C1-C8%iH)-0-C(=0)-(C6-C14 75 3E)-. HO-C(=0)-(C1-C8%t
5£)-(C6-C1475 55)-. HC(=O)NH-(C6-C1475 )~ (C1-C8%1E)C(=0)NH-(C6-C14 75 3L)-+
HC(=0)NH-(C1-C8%¢3t)-(C6-C1475 5)-. NH,C(=0)-(C6-C14754)-. (C1-C8%%
F)NHC(=0)-(C6-C1475 L)~ NH,C(=0)-(C 1-C8%5¢ 55)-(C6-C 1475 1) (C1-C8%5i5L)-(C6-C 14
F5H)-(C1-C8YEFE)- 5-14TC44T5 . (5-147C44 75 H)-(C1-C8% )~ (5-147044F5 3Ly A L.
(5-147C 7% 77 H)-(C1-C8Ji I A Ik | (5-1470% 77 B4 I (C1-C8Li 1)+ (5-14TG7% J7 kA 5k
(5-147T7% 75 25)-(C1-C8LE )i I | (5-14707% 75 )i 4 (C1-C8 %83 )- (5-14TT4% 75 55)NH-.
(5-14JC 475 3)-(C1-C8%EHL)-NH-1 (5-14704% 75 3)-NH-(C1-C8KiHE)-+ (5-14 0475
F)-C(=0)-+ (5-14J07% 75 F5)-(C1-C8KEFE)-C(=0)-+ (5-14702% 75 3£)C(=0)-(C1-C8LEHE)-+
(5-14JCH% 77 3£)-C(=0)0-+ (5-147G7% 77 55)-(C1-C84E5E)-C(=0)0- (5-14TTHT7
F)-C(=0)0-(C1-C8%5t L)+ (5-14 1044 75 3£)-OC(=0)- (5-14 L 4% 5 F5)-(C1-C8%E 4L )-OC(=0)- -
(5-14704% 75 3£)-0C(=0)-(C1-C8%EE)-+ (5-14704% 15 55)-C(=0)NH-. (5-14 044 5 3£)-(C1-C8
$idt)-C(=0)NH-. (5-14J04%7555)-C(=0)NH-(C1-C8%iFk)-. (5-147C4%75 3£)-NHC(=0)-+
(5-14 702475 5£)-(C1-C8%iHE)-NHC(=0)-+ (5-14 024 75 #k)~(C1-C8%i3t)-NHC(=0)-. (C1-C8
FeHE)-(5-14 024 75 30)-. FFE(5-147054 75 FE)-+ (C1-C8JKe S It )-(5-14 024 75 3k )- F2HE(C1-C8
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TR AMA GRS, ¥ e f 8 E N K HWEYER T 575 256897’ ZLa0
N)s oAt IR v 2% LA B SR 2050 a, M TeokgRERAM S, HAHT
I A1~2000mg, LikS5~500mg. 45k, BARFIEIENF LB W AERERN
R E, X PRI R R G B2 I

T g A BARS], dE P IR A B N, 3 e SR T U B A U B T
AT BRI AR e BHITE T o 1 2 St Ag] o Ay B R AR SR A B SR 7 v, T8 R IR IR A
(tn Sambrook & N, 4 T owLfE: 5248 = F - (New York: Cold Spring Harbor Laboratory
Press, 1989)H1 ik () 26 A1 )l il ik ) R T B 64 BRAESAMRN], A NE 4 b
GV G b Wl o 2 U ER = ¢ i A

BRAEIAT R S SO T I A Bl 5 8L HE S AR 2SR N 53 T 28738 B SR
[Flo UbAh, A4S Fric s P A AL BRI S5 1 5 vk B A kL & o] ST A R B 5 SCH R
AL S V5 S M BRI 2 H

45 2 X

HATU: NN, N’ N'-J I 5-O-(7-% 44 7K 3T = M- 1-38) 7S U R iR

DMF: N N-T"HIJ:HEZ; TEA: =ZJi%; DIPEA: — RNkt )%

DMAC: NN-HIEZEHE; Pd(dppf)Cly: [1,1-X0( 2RI PR k] —Sfkil

NBS: N-JRACT ZEEE; NMP: N-HIEEHEMS 4%Ed; PA(PPhs),: DY =28 FEp4n

DPPA: S&MEEE K HE; 4-DMAP: 4- & FEALE; NaBH;CN: FIEMNE AL

PTSA: X HFEZEMERR; MeOH: HE; EtOH: ABE; Boc,O: U1 F: #RIRNA

DMSO: —HIETH; Pd(dppH)Cly: [1,1'-X(ZEFE L) — k] — &b iR

SEHER 1
0
o Q o R A\
0, 5 2\\ >

l ----- NH, —|— }_@7 _— Q-HHNH N
7 | Z /N o He N Z | Z /N o @
g O .

am-1) (Acid-1) Q-1

30 mgf) (IM-1) 35 mgf (Acid-1) F178 mgHIN,N,N' N'-PI B F-0-(7-F 4«2k
=M1 L) N AR R (HATU, CAS: 148893-10-1) ¥4 T3 mL AN, N- - Hl 3 1 it (DMF )
dr, PEFE R IS0 uL - RN 23 (DIPEA) , 1iiJa TS imHE 1200 o ¥ MR G
PMINEIKS, OIRCGERREE =R, &I CROBRIE, FIMASEAATR G IR, G AL
MG TR TG W40, 26 & 2R, 78 47 mg, 77%: 92.1%. 'H
NMR (400 MHz, Chloroform-d) § 11.02 (d, J = 7.3 Hz, 1H), 8.80 — 8.74 (m, 1H), 8.56 (dd, J =
4.9,1.7Hz, 1H), 8.34 (s, 1H), 7.82 (dt, J= 7.9, 2.0 Hz, 1H), 7.53 (dt, J = 5.2, 1.9 Hz, 3H), 7.41
(d, J=2.0Hz, 1H), 7.37 (dd, J=8.2, 1.9 Hz, 1H), 7.33 — 7.28 (m, 1H), 7.27 (s, 1H), 7.25 (d, J =
3.3 Hz, 1H), 7.17 (d, J = 8.2 Hz, 1H), 6.54 (d, J= 0.9 Hz, 1H), 5.14 (dt, J = 11.3, 7.2 Hz, 1H),
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4.68 (dd, J=9.7,7.3 Hz, 1H), 4.40 (dd, J = 11.4, 9.7 Hz, 1H), 3.45 (s, 3H), 2.05 (s,

3H).LC-MS:505.3.[M+H]"

FEFARTRI B & 75, AR RS S AR AL S Y s ia ok, RS LS

ik

HNMR

LCMS

II-1

\

Z N\

'H NMR (400 MHz,
Acetone-ds) 6 1091 (d, J
= 6.9 Hz, 1H), 8.74 (s,
1H), 8.62 — 8.54 (m, 1H),
7.93 (dt, J = 7.9, 1.9 Hz,
1H), 7.72 — 7.66 (m, 1H),
7.64 — 7.56 (m, SH), 7.52
—7.39 (m, 2H), 7.28 (d, J
= 83 Hz, 1H), 6.74 (s,
1H), 5.09 (dt, J=11.1, 7.0
Hz, 1H), 4.70 (dd, J = 9.7,
7.2 Hz, 1H), 4.32 (dd, J =
11.3, 9.7 Hz, 1H), 3.45 (s,
3H), 2.25 (s, 3H).

506.3

I-2

2\
AN

'H NMR (400 MHz,
Acetone-dg) 6 8.80 (s,
1H), 8.64 (s, 1H), 8.04 (d,
J =179 Hz, 1H), 7.87 —
7.79 (m, 2H), 7.74 (dd, J =
7.1, 2.0 Hz, 2H), 7.58 —
7.46 (m, 4H), 7.40 (ddd, J
= 16.5, 7.1, 2.0 Hz, 4H),
732 (d, J = 8.2 Hz, 1H),
522 — 5.09 (m, 1H), 4.64
(dd, J = 9.8, 7.4 Hz, 1H),
452 (ddd, J = 11.6, 9.7,
1.7 Hz, 1H), 3.45 (s, 3H),
2.31 (s, 3H).

4388.3

AN

Z N\

'H NMR (400 MHz,
Acetone-dg) 6 9.44 (d, J =
7.0 Hz, 1H), 8.75 (d, J =
2.1 Hz, 1H), 8.59 (dd, J =
4.8, 1.7 Hz, 1H), 8.39 (s,
1H), 7.94 (dt, J = 7.9, 1.9
Hz, 1H), 7.68 (d, J = 2.0
Hz, 1H), 7.58 — 7.41 (m,

508.3

18
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5H), 7.40 — 7.32 (m, 2H),
7.30 (d, J = 8.3 Hz, 1H),
5.04 (dt, J =113, 7.1 Hz,
1H), 4.67 (dd, J=9.7, 7.2
Hz, 1H), 429 (dd, J =
11.3, 9.7 Hz, 1H), 3.43 (s,
3H).

I-4

\

2\

IH NMR (400 MHz,
Chloroform-d) 6 9.56 (d, J
=7.6Hz, 1H),8.77 (d,J =
1.7 Hz, 1H), 8.57 (dd, J =
4.8, 1.6 Hz, 1H), 8.39 (s,
1H), 7.82 (dt, T=8.1, 1.8
Hz, 1H), 749 (dq, J =
14.6, 7.3 Hz, 3H), 7.39 (d,
J =175 Hz, 2H), 7.31 (dd,
J=18.0,5.0Hz 1H), 7.1
(dd, T = 14.2, 7.8 Hz, 3H),
5.12 — 5.02 (m, 1H), 4.67
(dd, T =99, 73 Hz, 1H),
427 (dd, T=113,9.9 Hz,
1H), 3.55 (s, 3H), 3.41 (s,
3H).

5223

\

Z N\

'H NMR (400 MHz,
Acetone-dg) 6 8.72 (dd, J
=22, 09 Hz, 1H), 8.55
(dd, J = 4.9, 1.7 Hz, 1H),
8.21 (d, J = 2.6 Hz, 1H),
7.98 (d, J = 8.3 Hz, 1H),
7.90 (dt, J = 7.9, 1.9 Hz,
1H), 7.81 (dd, J = 9.7, 2.6
Hz, 1H), 7.63 (d, J = 2.0
Hz, 1H), 7.54 — 7.37 (m,
7H), 7.24 (d, J = 8.3 Hz,
1H), 6.42 (d, J = 9.6 Hz,
1H), 5.11 (dt, J=11.7, 7.8
Hz, 1H), 4.52 (dd, J = 9.9,
7.5 Hz, 1H), 4.38 (dd, J =
11.8, 9.9 Hz, 1H), 3.33 (s,
3H).

4913
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I-6

'H NMR (400 MHz,
Acetone-ds) 6 8.71 (dd, J
= 23, 09 Hz, 1H), 8.55
(dd, J = 4.9, 1.7 Hz, 1H),
8.11 (d, J = 7.3 Hz, 1H),
7.89 (dt, J = 7.9, 1.9 Hz,
1H), 7.68 — 7.62 (m, 3H),
7.55 — 7.37 (m, 5H), 7.26
(d, J = 8.3 Hz, 1H), 6.79
(q, J = 1.3 Hz, 1H), 4.95
(dt, J = 11.4, 7.2 Hz, 1H),
4.62 (dd, J = 9.8, 7.3 Hz,
1H), 4.36 (dd, J = 11.4,
9.8 Hz, 1H), 3.39 (s, 3H),
2.40 (s, 3H).

506.3

I-11

'H NMR (400 MHz,
Methanol-ds) 6 8.74 (d, J
= 2.0 Hz, 1H), 8.55 (dd, J
= 5.0, 1.6 Hz, 1H), 8.01
(d, J = 8.0 Hz, 1H), 7.96
(s, 1H), 7.69 (d, J = 2.0
Hz, 1H), 7.62 — 7.42 (m,
8H), 7.27 (d, J = 8.3 Hz,
1H), 6.49 (s, 1H), 5.00
(dd, J = 11.6, 7.4 Hz, 1H),
4.56 (dd, J = 9.9, 7.4 Hz,
1H), 4.45 (t, J = 10.8 Hz,
1H), 3.43 (d, J = 1.8 Hz,
3H), 2.37 (s, 3H).

503.3

I-12

583.1
585.1

I1-2

'H NMR (400 MHz,
DMSO-ds) § 10.66 (t, J =
6.9 Hz, 1H), 8.77 (d, J =
2.2 Hz, 1H), 8.61 (d, J =
4.9 Hz, 1H), 8.02 — 7.97
(m, 1H), 7.74 (d, J = 12.3
Hz, 2H), 7.68 (t, J = 6.7

5242
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Hz, 1H), 7.57 (t, J = 9.2
Hz, 1H), 7.53 — 7.43 (m,
3H), 7.32 (d, J = 8.3 Hz,
1H), 6.93 (d, J = 1.9 Hz,
1H), 4.93 (dt, /=113, 7.2
Hz, 1H), 4.63 — 4.56 (m,
1H), 435 (t, J = 10.7 Hz,
1H), 3.37 (s, 3H), 2.15 (s,
3H).

11-3 OQ
Z 7

'H NMR (400 MHz,
DMSO-ds) § 10.76 (d, J =
7.0 Hz, 1H), 8.77 (s, 1H),
8.60 (d, J = 4.9 Hz, 1H),
7.99 (d, J = 8.0 Hz, 1H),
7.76 (d, J = 1.9 Hz, 1H),
7.64 (dt, J = 17.7, 8.8 Hz,
2H), 7.48 (q, J = 8.5 Hz,
4H), 7.32 (d, J = 8.3 Hz,
1H), 6.89 (s, 1H), 4.94 (dt,
J=13.4,7.0 Hz, 1H), 4.65
—4.56 (m, 1H), 4.34 (t, J =
10.6 Hz, 1H), 3.37 (s, 3H),
2.18 (s, 3H).

5242

11-4 02”
Z )

'H NMR (400 MHz,
DMSO-ds) § 10.77 (d, J =
7.0 Hz, 1H), 8.77 (d, J =
2.2 Hz, 1H), 8.60 (dd, J =
4.9, 1.7 Hz, 1H), 7.99 (dt,
J =8.0, 1.9 Hz, 1H), 7.75
(d, J=2.0 Hz, 1H), 7.70 —
7.62 (m, 2H), 7.54 — 7.40
(m, 4H), 732 (d, J = 8.3
Hz, 1H), 6.88 (s, 1H), 4.94
(dt, J=11.3, 7.1 Hz, 1H),
4.59 (dd, J = 9.8, 7.2 Hz,
1H), 4.33 (dd, J = 11.4,
9.8 Hz, 1H), 3.37 (s, 3H),
2.15 (s, 3H).

5242
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II-5

'H NMR (400 MHz,
Methanol-ds) 6 8.70 (dd, J
=22, 09 Hz, 1H), 8.52
(dd, J = 4.9, 1.6 Hz, 1H),
7.98 (dq, J = 8.0, 2.0 Hz,
2H), 7.95 — 7.81 (m, 2H),
7.73 (d, J = 7.8 Hz, 1H)
7.64 (t, J = 1.7 Hz, 1H),
7.55 — 7.42 (m, 2H), 7.25
(dd, J = 8.3, 3.3 Hz, 1H),
6.88 (dd, J = 2.5, 0.8 Hz,
1H), 5.09 (dd, J = 11.3,
7.3 Hz, 1H), 4.72 (ddd, J
=909, 73, 5.5 Hz, 1H),
437 (dt, J =113, 9.6 Hz,
1H), 3.44 (d, J = 1.5 Hz,
3H).

2

5742

II-6

CF3

'H NMR (400 MHz,
Methanol-ds) 6 8.75 — 8.66
(m, 1H), 8.52 (dd, J = 5.0,
1.6 Hz, 1H), 8.01 — 7.95
(m, 2H), 791 (d, J = 7.4
Hz, 1H), 7.86 — 7.76 (m,
2H), 7.65 (d, J = 1.9 Hz,
1H), 7.53 — 7.42 (m, 2H),
7.25 (d, J = 8.3 Hz, 1H),
6.85 (s, 1H), 5.09 (dd, J =
11.3, 7.3 Hz, 1H), 4.72
(dd, J = 9.8, 7.2 Hz, 1H),
436 (dd, J=11.3, 9.8 Hz,
1H), 3.43 (s, 3H).

5742

I1-7

'H NMR (400 MHz,
DMSO-ds) § 10.72 (d, J =
7.0 Hz, 1H), 8.77 (dd, J =
2.2, 0.9 Hz, 1H), 8.60 (dd,
J =49, 1.7 Hz, 1H), 7.99
(ddd, J = 7.9, 3.9, 1.9 Hz,
3H), 7.85 (d, J = 8.3 Hz,
2H), 7.75 (d, J = 2.0 Hz,
1H), 7.53 — 7.46 (m, 2H),
732 (d, J = 8.3 Hz, 1H),

573.9
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6.90 (d, J = 0.9 Hz, 1H),
494 (dt, J =112, 7.1 Hz,
1H), 4.60 (dd, J = 9.9, 7.3
Hz, 1H), 438 — 4.30 (m,
1H), 3.37 (s, 3H), 2.19 (s,
3H).

)
WINH  N—N
1I-8 = NQ W

'H NMR (400 MHz,
Acetone-d6) & 1091 (d, J
= 6.9 Hz, 1H), 8.65 — 8.61
(m, 2H), 7.70 (d, J = 2.0
Hz, 1H), 7.63 — 7.56 (m,
5H), 7.50 — 7.46 (m, 3H),
730 (d, J = 8.3 Hz, 1H),
6.74 (d, J = 0.8 Hz, 1H),
5.10 (dt, T = 11.2, 7.1 Hz,
1H), 4.71 (dd, T = 9.6, 7.2
Hz, 1H), 433 (dd, J =
11.3, 9.8 Hz, 1H), 3.45 (s,
3H), 2.26 — 2.25 (m, 3H).

11-9 ‘QW
N
l

'H NMR (400 MHz,
Methanol-ds) 6 8.56 (d, J
= 2.7 Hz, 1H), 7.88 (td, J
= 78, 1.7 Hz, 1H), 7.69
(d, J = 1.9 Hz, 1H), 7.66
(d, J = 7.9 Hz, 1H), 7.59
(dd, J = 6.3, 2.8 Hz, 3H),
7.55 — 7.47 (m, 3H), 7.43
(ddd, J = 7.7, 5.0, 1.1 Hz,
1H), 7.27 (d, J = 8.3 Hz,
1H), 6.88 — 6.85 (m, 1H),
5.11(dd, J =113, 7.2 Hz,
1H), 4.73 (dd, J = 9.8, 7.2
Hz, 1H), 438 (dd, J =
11.3, 9.8 Hz, 1H), 3.45 (s,
3H), 2.26 (s, 3H).

506.2

O
I1-10 Q"'“” A
Y
(o]

'H NMR (400 MHz,
DMSO-ds) § 10.78 (d, J =
7.0 Hz, 1H), 7.64 — 7.56
(m, 5H), 7.54 (d, J = 1.9
Hz, 1H), 7.31 (dd, J = 8.3,
2.0 Hz, 1H), 7.22 (d, J =

513.2
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8.3 Hz, 1H), 6.89 (d, J =
0.8 Hz, 1H), 4.91 (dt, J =
113, 7.2 Hz, 1H), 4.56
(dd, J = 9.8, 7.3 Hz, 1H),
430 (dd, J=11.3,9.8 Hz,
1H), 3.82 (dt, J=11.5, 4.3
Hz, 2H), 3.46 (ddd, J =
116, 9.1, 2.8 Hz, 2H),
2.96 — 2.87 (m, 1H), 2.17
(d, J = 0.8 Hz, 3H), 1.90 —
1.81 (m, 2H), 1.62 (ddt, J
=13.9,9.3, 4.6 Hz, 2H).

II-11

'H NMR (400 MHz,
Methanol-dy) & 7.84 (s,
1H), 7.64 — 7.56 (m, 4H),
7.54 — 7.48 (m, 3H), 7.36
(dd, J = 8.3, 1.9 Hz, 1H)
7.20 (d, J = 8.3 Hz, 1H),
6.87 — 6.84 (m, 1H), 5.09
(dd, J=11.3, 7.3 Hz, 1H),
470 (dd, J = 9.9, 7.3 Hz,
1H), 4.34 (dd, J = 11.1,
9.8 Hz, 1H), 3.90 (s, 3H),
3.42 (s, 3H), 2.25 (s, 3H).

2

509.2

II-12

'H NMR (400 MHz,
Methanol-dy) 6 7.61 — 7.47
(m, 5H), 738 (d, J = 18
Hz, 1H), 7.22 (dd, J = 8.3,
1.9 Hz, 1H), 7.10 (d, J =
8.3 Hz, 1H), 6.82 (d, J =
4.7 Hz, 1H), 5.01 (dd, J =
11.2, 7.3 Hz, 1H), 4.65
(dd, J = 9.7, 7.4 Hz, 1H),
433 — 424 (m, 1H), 3.37
(s, 3H), 2.24 (s, 3H), 1.46
(tt, J = 82, 4.9 Hz, 1H),
0.90 — 0.83 (m, 2H), 0.78
—0.70 (m, 2H).

469.1
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II-13

'H NMR (400 MHz,
Methanol-ds) 6 7.62 — 7.55
(m, 3H), 7.53 — 7.47 (m,
2H), 7.45 (s, 1H), 7.30 (d,
J=83Hz, 1H), 7.17 (d, J
= 83 Hz, 1H), 6.84 (s,
1H), 5.05 (dd, J = 11.1,
7.4 Hz, 1H), 4.71 — 4.64
(m, 1H), 432 (t, J = 10.6
Hz, 1H), 3.39 (s, 3H), 2.25
(s, 3H), 1.55 (s, 6H).

487.2

II-14

-

'H NMR (400 MHz,
DMSO-ds) § 10.82 (d, J =
7.0 Hz, 1H), 8.40 (d, J =
8.7 Hz, 1H), 8.05 (s, 1H),
7.81 — 7.77 (m, 4H), 7.71
(d, J = 8.6 Hz, 1H), 7.62 —
7.51 (m, 6H), 7.34 (d, J =
8.2 Hz, 1H), 7.06 (d, J =
6.3 Hz, 1H), 6.90 (s, 1H),
4.96 (dt, J = 12.1, 6.9 Hz,
1H), 4.64 — 4.58 (m, 1H),
435 (t, J = 10.6 Hz, 1H),
3.39 (s, 3H), 2.17 (s, 3H).

5713

II-15 A

'H NMR (400 MHz,
Methanol-dy) 6 8.63 (d, J
= 71.8 Hz, 2H), 7.99 (d, J
= 9.6 Hz, 1H), 7.64 — 7.56
(m, 3H), 7.53 — 7.42 (m,
6H), 6.86 (s, 1H), 5.10
(dd, J=11.3, 7.3 Hz, 1H),
472 (dd, J = 9.8, 7.4 Hz,
1H), 4.36 (dd, J = 11.2,
9.9 Hz, 1H), 3.43 (s, 3H),
2.26 (s, 3H).

506.3

II-16

'H NMR (400 MHz,
Chloroform-d) & 11.03 (d,
J = 7.1 Hz, 1H), 8.78 —
8.72 (m, 1H), 8.55 (dd, J =
4.9, 1.6 Hz, 1H), 7.79 (dt,
J =179, 19 Hz, 1H), 7.52

5422
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(p, J = 4.1, 3.7 Hz, 3H),
737 - 7.27 (m, 3H), 6.75
—6.70 (m, 1H), 5.00 (dt, J
= 114, 6.8 Hz, 1H), 3.94
(dd, J=11.1, 6.5 Hz, 1H),
3.43 (s, 3H), 3.19 (t, J =
11.3 Hz, 1H), 2.38 (s, 3H),
2.20 (s, 3H).

SEEFI2: WEYS T KX RIPK S 14 0 52

344U, A2 pLEEAIN LA R AL S, R B A I AL A P IR 0%0i
BT MR HESLATAS I AL S W0 R 100% B VX B AL, %359 & 10min. 4222 L ATP+
JEM KB ERA URMIZRIE100 pg/mL , ATPZIRFZE10 pMD , 37CHEA 1he REALIN
A5 uL ADP-Glo™ Reagent, % &7 H405r8l, ZBrASMATP. ®FLAMA10 uL Kinase
Detection Reagent, i fi¥ &30-607-81, i i 3 A S ADPHAY NATP . Kl OGIE 5

(luminescence: integration time 0.5s) o JH it V- JRLU{E K 7R 0%l ligis 14 LRk 590
FI100%BlE T R EY)) SRk HARRN L% 2, 1Csofti R H GraphPad Prism #4411
HRAF.
1 ALA YN RIPK 1 BRI 5 1

ETRSS ICso ETRSS ICso
I-1 + 11-4 +
1I-1 + II-5 +
1-2 + 11-6 +
1-5 + II-11 +
1-6 + II-12 +
I-11 + 1I-13 +
1-12 + 1I-14 +
1I-2 + II-15 +
1I1-3 + II-16 +

Hb, +HRIRICso/MF(=<) 0.1 uM, MERITTBLEH, ARG Y RIPK R A
B AIEIAE

SEIHI3: A YINT12.140 I FR SR FE R B AR A

PRRI2. 140 Mk AU 2 T2 M 1 I Jurkat 20 i [F ADD 98 28 {4, 48 T FADD &
Bk, HMTNFoRI AT 35 S 40 Mok AR P R 40D o BLCCK-8A M i+ #i77 & (Dojindo)
R

A 5o B KA T2 VA 4 5 T 25 P B P o6 fLIE R AR, BR RIS, eI
FIWEE AL G, — /N2 J5 IIN20 ng/mLI TNFosfil 2, I B8 AL AP A ) 54
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FXHESL CPHMEXIED FA AL A YN R R HE AL (BRI o Fe A 1E 4t e
2405, ALA YN 4 M ) RS 0 R FH CCK-841 i i+ 4077 & (Dojindo) #ill, LI
10 uL CCK-8iRF, B T37°CH; 72488 i B 2-4 /) 5, A9 K U LR B F1 fX SpectraMax
190124, WE ¥ K 9450 nm.

K H BA TR 812 sQt AL A P 40 MO R 7 MESR AR 1B] 4 2E.(%):

B33 (%) = (OD 4 #5fL-OD HIMXTHEFL) / (OD BHMEX REFL-OD BH X B LD
X 100%

ICsofti R H GraphPad Prism#AF i+ 5H K1

2. ALBWIXT 12,1 G T I B R

&Y ICso
II-1 +
1I-12 +
1I-13 +
1I-14 +
II-15 +

AL S 1

o 0 /N—N
et
N O

/| ©

Hrp, “47 RRICso/PT() 1uM; “-” FIRICso KT-(>) 1 uM

M RIS EE R AT LG, H T R E L, AR UIE YA T TNFoids 3 ()
Hepal-6ZfusE T HA W BRI EAEH

TEAR B B B BT A SCRRAERAE A FRIE vh 51 N 225, sl n (R B — R SCHR B 53k 51 H
VERZ TR BEAMSIERR, (R AR IR UHE N B 25, ASUIEH AR A AL
X AR B E BB BAB 2 X A B 2 R RE T T4 H AR T BRSOR) 225K 15 P IR E BV
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A ER A

1o — Al (D oS Y sE IARS AR ISR AAR AExT R R iR FH
SRR SRR, SN BAR R MR EIL 2G5 el iz s, At KA
s AIEY) . ReRM R dz s,

A @)
23/ z? >—Cy1
Rt A 54 N
Z\N \R“
R? | Y
R3
e,
/\E':l’ CyljigFéﬂ
R5 /Cy2 R5 Cy2 RS /Cyz R5 2 C 2
N N ;: N—N
— N
5 RS 5 RS RS A
-1 C1-2> m-3» Cl-4) (-5>
R® Cy? RS Cy? R® /Cyz Cy? R® Cy?
p— — / N , -
0 I g A e e i e
N N
R5 \RG O R5 O O R5 O R5 R5
(1-6) -7 C1-8) C1-9) C-10)
RS Cy? RS Cy? Cy? Cy? Cy2

_§-N>=§*R5 -§'N>=<,N—R5 ‘§'N'N:<N‘R5 ‘E'NIN# §§_%

P A S T =

R® O R*R° @) @) R®
(=11 (112> (m-13) C1n-14) (1-15)
ROZEAF BN S % 1 : Hy DL K& CDs. C1-C8%i3E. ifRC1-C8%idE. C1-C8
PR FE. MCI-C8FE4E . FAE. &Ft. Cl-C8histlRIIE L. ik, #i3. C1-C8
FESR I 5
Cy ik A #0-5 MR LA R R A1 C3-C14kEHL. C6-Cl4Tt 753, 6-14T07% 75 4.
B3-14 0403
RYVESRCH B MOr ik 5 : H. Dy CHz. CDs;
B RS S ST M 2 7 L ol XU
Z'%H: O. S. N. C=0. SO. SO,. NH;
Z R HC(R™),. N. CR?;
FRZPMOTHUNH, 2 B TERBURICI-CLidE, s IR 5 EAFTERK
TS — T AT B I C3-COfR I B3 -6 T2 3
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Z’. Z*#HC. CH. N;

HRANCO-CLATLT N STCZTTIR. 6-14J044 75730 C3-C14 3R 0314024345

mikH1. 2. 3. 4;

RYESER HEUR MO % HHL Dy “R7-C=C-". R™; BEHIFA 204G RN
“R7-C=C-" B 5

R'. RVERFR B A7 9 H10-5 MR EUR IR '

Rlal\ RIaZﬂﬁ%EZO_S/I\RIQEX,ﬁ;

R'N“-Linker2-R"*"”; Linker2 N7 1T, 5k # Linker2i% 1 : % 0. NH.NR'*. -C(=0)0-.
-C(=0)NH-. -C(=0)NR'™-, 3-1470H kidk. 3-14 0433, C6-C14T5HE. 5-147044 753,

REAAEAE, BERMEZAAL, H SR R ENFTER I F— i TR B QB R B
R IRI5-6 TC AR

R#%EH: H. D. CHs;. CDs;

Y A0+ S« NRY, HARFIR 5 EATHER I R T AT L B R S-6 0 444 8 5-6
JCARTTH

RIE[]: CD;. Cl-C8%idt. mfRC1-C8kidk. C6-C14753E;

RYEAF VBN ST % 19 : H DL K& CDs. C1-C8%i3E. ifRC1-C8%idE. C1-C8
PR FE. MCI-C8FE4E . FAE. &Ft. Cl-C8histlRIIE L. ik, #i3. C1-C8
FREER L, KRCI-C8LIERi L. -C(=0)NH2. -C(=0)NH(C1-C8%t%E). -C(=0)-(C1-C8%%
5y AR A

R RYMMERR I M E F4H: He Dy pg&. C1-C8%rdk. piftC1-C8Jidt.
C1-C8Ji . WfRIMCI-C8LiA L. C1-ColiHIEARIICT-Cokisa k. C2-C8Midk.
RC2-C8Mi L. C2-C8Mi AR IE . pfRC2-COMiFE AL, C2-C8LE . pifRC2-C8LZE, C2-C8
PR IL, RRC2-C8IRILEHFL . C3-Cl4M bt fk. (C3-Cl4MftHk)-(C1-C8Jidk)-. (C3-C14
W) I (C3-C14M i dh)-(C1-C8Lith ) B (C3-Cl4Ff bttt )AL (C1-C8 LT E)-.
(C3-C14M I IERIL . (C3-Cl4FF i h)-(C1-C8Jdb) At . (C3-C14FM 4L BiFE(C1-C8 %%
FE)-1 (C3-C143F B FE)NH-. (C3-C 143152 HE)-(C1-C8%E L )-NH-., (C3-C143 4 3L)-NH-(C1-C8
BiFE)-+ (C3-C14IFLEIE)-C(=0)- (C3-C143 4 HE)-(C1-C8%tIE)-C(=0)-+ (C3-C14F 4
)C(=0)-(C1-C8KEIE)-+ (C3-C1431 %51 E)-C(=0)0-+ (C3-C143 %51 55)-(C1-C8%E5E)-C(=0)0-+
(C3-C 143 £t 4L)-C(=0)0-(C1-C8 %t F5)-+ (C3-C143 45t 55)-OC(=0)-+ (C3-C14Ff 452 55)-(C1-C8
$i3)-0C(=0)-+ (C3-C14MHt)-0C(=0)-(C1-C8%FE)-1 (C3-C14¥H ki It)-C(=0)NH-+
(C3-C14M 5 3E)-(C1-C8%:3)-C(=0)NH-. (C3-C14H 45 3E)-C(=0)NH-(C1-C8%5% 55)-+
(C3-C143 i 3E)-NHC(=0)-+ (C3-C14HJiiJk)-(C1-C8%i)-NHC(=0)-+ (C3-C14¥H ki
F)-(C1-C8%¢5E)-NHC(=0)-+ (C1-C8%iHE)-(C3-C14F fi )~ FH(C3-C143p 55¢5E)-. (C1-C8
P IE)-(C3-C147 e 3L ) - FRFE(C1-C8%idh)-(C3-Cl4M i)~ #idt (C3-Cl4Mhidt) .
(C1-C8LEH 24)-(C3-C14I e 5L) - S FE(C1-C8Jidh)-(C3-C14I i Fh) - ZIE(C3-C14F L)
(C1-C8%EFENH-(C3-C14F 5t HE)-. R FE(C1-C8JEdt)-(C3-C14F1 4 3E)-. HC(=0)-(C3-C14
WhEdh)-. (C1-C8%Edt)-C(=0)~(C3-C14Ff 4t dL)-. HC(=0)-(C1-C8LTEHE)-(C3-C 1430k 2L)-
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HC(=0)0-(C3-C143 i HE)-. (C1-C8%idk)-C(=0)0-(C3-C14H 4t dE)-. HC(=0)O-(C1-C8%¢
F)-(C3-C143 B FE)-  HOC(=0)-(C3-C 143 f52 FE)- . (C1-C8 %t £ )-0-C(=0)-(C3-C 143 fit i )-
HO-C(=0)-(C1-C8%t3&)-(C3-C143 45t 3)-. HC(=O)NH-(C3-C14FF 4t HL)-. (C1-C8%it
FYC(=0)NH-(C3-C14F 5 3E)-. HC(=0)NH-(C1-C8%%4£)-(C3-C14H f F5)-
NH,C(=0)~(C3-C14¥ i 3k)-. (C1-C8%EHE)NHC(=0)-(C3-C 14345 E)-. NH,C(=0)~(C1-C8
FiH)-(C3-C1435e5E)-1 (C1-C8Eidk)~(C3-C143 5t 3L)-(C1-C8%i Hh)- 3-14 043 (3-14
TCARIMIE)-(C1-C8HEHE)-. (3-14TTHRIA AT (3-14T0HFAHL)-(C1-C8LE AL )- 26 S (3-14
TCARFA I S B -(C1-C8Ji )~ (B-14TTA M) L. (3-14T0 8 A HL)-(C1-C8J 1)~ fini 5
(3-14TC A AL -(C1-C8FEIL)-\ (3-14TTAFAIE)NH- (3-14TTHFF ) (C1-C8%5i 24 )NH-
(3-14JC A4 A FE)-NH-(C1-C8KiFE)- (3-14 70471 5E)-C(=0)- (3-14 T4 HHE)-(C1-C8%%
#)-C(=0)-+ (3-14JCHMH)-C(=0)-(C1-C8%iSE)-+ (3-14T0KHFE)-C(=0)0-. (3-14TC78H
H)-(C1-C8%5E3E)-C(=0)0-+ (3-14 T 4271 FE)-C(=0)0-(C1-C8%5i F) -+ (3- 14704471 F)-OC(=0)-+
(3-14JCAFAFE)-(C1-C8%E3L)-0C(=0)-+ (3-147C 24 HL)-0C(=0)-(C1-C8HEFE)-+ (3-14 0%
HIHE)-C(=0)NH-. (3-1470H4HH)-(C1-C8%¢5E)-C(=0O)NH-.  (3-147C 4
#£)-C(=0)NH-(C1-C8%idt)-. (3-1470H4FFH)-NHC(=0)-+ (3-147G78H FH)-(C1-C84t
F)-NHC(=0)-. (3-14 023 3L)-NHC(=0)-(C1-C8%iFt)-. (C1-C8%¢HE)-(3-14 1044 FF FE)-o
FRIL(-14TC A0 AL ). (C1-C8LE AL )-(B-14 LA IAIE )~ FRIE(C1-C8LEHL)-(3-14 T A AL)-.
I (C3-ClAMfIt) o (C1-C8EERiIE)-(3-14TC 24 A 3E)-. #HF(C1-C8%i3E)-(3-14 T4
By BHEG-14T0 4 EL). (C1-C8EEFHNH-(3-14 7044 FF3E)-. B IE(C1-C8%L)~(3-14T0 2
HIH)-. HC(=0)-(3-14Tu 4 M) (C1-C8%i3t)-C(=0)-(3-14 0743 H)-. HC(=0)-(C1-C8
Jid)-(3-1470 430 JL)-. HC(=0)0-(3-14 T A H )~ (C1-C8%idk)-C(=0)0-(3-14 LA I 5)-.
HC(=0)0~(C1-C8%it)-(3-14 L 3E)-. HOC(=0)-(3-14 04471 3E)-. (C1-C8%¢
#)-0-C(=0)-(3-14 LI ¥hFL)-. HO-C(=0)~(C1-C8%iIt)-(3-14 04431 )-. HC(=0)NH-(3-14
JEAINFL)-. (C1-C8%5%3E)C(=0)NH-(3-14 7T 42 ¥4 5)-. HC(=0)NH-(C1-C8%iFE)-(3-14 04 I
F)-. NH,C(=0)-(3-14 T 431 F)-. (C1-C8%iFE)NHC(=0)-(3-14 L4 3)-
NH,C(=0)-(C1-C8%t3k)-(3-14 704431 FE)-. (C1-C8%EHE)-(3-14 LI FE)-(C1-C8HEFE)-+
C6-C14753E., (C6-C14753)-(C1-C8%53h)-1 (C6-C1475 ) I (C6-C14753E)-(C1-C8%E k)
AL, (C6-C1475 5 HFL(CI-C8%E3E)-. (CO-C14F5 ) iFt. (C6-C1475F5)-(C1-C8KEFL )i
F (C6-C1475 F)iiFE(C1-C8%5t L)+ (C6-C1475 F)NH-. (C6-C14 75 3E)-(C1-C8%3E)-NH-,
(C6-C14755%)-NH-(C1-C8%¢ 3E)-+ (C6-C14 75 2L)-C(=0)- (C6-C14 75 5£)-(C1-C8%E 5)-C(=0)-+
(C6-C1475 F)C(=0)-(C1-C8%i F)-. (C6-C1475 H5)-C(=0)0-+ (C6-C1475H5)-(C1-C8%¢
H)-C(=0)0-. (C6-C1475#L)-C(=0)0-(C1-C8%iHL)-. (C6-C14753E)-0C(=0)-+ (C6-C1475
F)-(C1-C8%%3E)-0C(=0)-+ (C6-C1475 ££)-OC(=0)-(C1-C8%E £L)- (C6-C147% 3£)-C(=0)NH-+
(C6-C1475 H5)-(C1-C8%¢ 55)-C(=0)NH-. (C6-C14753)-C(=0)NH-(C1-C8%iIt)-+ (C6-C1475
#£)-NHC(=0)-+ (C6-C1475%%)-(C1-C8%1E)-NHC(=0)-+ (C6-C1475%%)-(C1-C8%%
#)-NHC(=0)-+ (C1-C8)5t3)-(C6-C14753E)-. FF(C6-C14753E)- (C1-C8LEHIE)-(C6-Cl4
77 3)- FRHE(C1-C8LiHh)-(Co-C14 75 3E)- Hidt (C3-C14¥Mfitt) | (C1-C8%ifintt)-(Co-Cl4
30



WO 2023/138317 PCT/CN2022/142343

Ji Y-y HFE(C1-C8%EIE)-(C6-C1475 5E)-. & IE(C6-C14755E)s (C1-C8HEE)NH-(C6-C1475
F)-. FIE(C1-C8%idh)-(C6-C14753E)-. HC(=0)-(C6-C14753E)-. (C1-C8%5E
5£)-C(=0)~(C6-C1477 %L)-. HC(=0)-(C1-C8i%)-(C6-C14 77 £)-. HC(=0)0-(C6-C1475 5)-+
(C1-C8%t3%)-C(=0)0-(C6-C 1475 #£)-. HC(=0)O-(C1-C8%tE)-(C6-C1475 3L)-.
HOC(=0)-(C6-C14 75 3&)-. (C1-C8%iH)-0-C(=0)-(C6-C14 75 3E)-. HO-C(=0)-(C1-C8%t
5£)-(C6-C1475 55)-. HC(=O)NH-(C6-C1475 )~ (C1-C8%1E)C(=0)NH-(C6-C14 75 3L)-+
HC(=0)NH-(C1-C8%¢3t)-(C6-C1475 5)-. NH,C(=0)-(C6-C14754)-. (C1-C8%%
F)NHC(=0)-(C6-C1475 L)~ NH,C(=0)-(C 1-C8%5¢ 55)-(C6-C 1475 1) (C1-C8%5i5L)-(C6-C 14
F5H)-(C1-C8YEFE)- 5-14TC44T5 . (5-147C44 75 H)-(C1-C8% )~ (5-147044F5 3Ly A L.
(5-147C 7% 77 H)-(C1-C8Ji I A Ik | (5-1470% 77 B4 I (C1-C8Li 1)+ (5-14TG7% J7 kA 5k
(5-147T7% 75 25)-(C1-C8LE )i I | (5-14707% 75 )i 4 (C1-C8 %83 )- (5-14TT4% 75 55)NH-.
(5-14JC 475 3)-(C1-C8%EHL)-NH-1 (5-14704% 75 3)-NH-(C1-C8KiHE)-+ (5-14 0475
F)-C(=0)-+ (5-14J07% 75 F5)-(C1-C8KEFE)-C(=0)-+ (5-14702% 75 3£)C(=0)-(C1-C8LEHE)-+
(5-14JCH% 77 3£)-C(=0)0-+ (5-147G7% 77 55)-(C1-C84E5E)-C(=0)0- (5-14TTHT7
F)-C(=0)0-(C1-C8%5t L)+ (5-14 1044 75 3£)-OC(=0)- (5-14 L 4% 5 F5)-(C1-C8%E 4L )-OC(=0)- -
(5-14704% 75 3£)-0C(=0)-(C1-C8%EE)-+ (5-14704% 15 55)-C(=0)NH-. (5-14 044 5 3£)-(C1-C8
$idt)-C(=0)NH-. (5-14J04%7555)-C(=0)NH-(C1-C8%iFk)-. (5-147C4%75 3£)-NHC(=0)-+
(5-14 702475 5£)-(C1-C8%iHE)-NHC(=0)-+ (5-14 024 75 #k)~(C1-C8%i3t)-NHC(=0)-. (C1-C8
FeHE)-(5-14 024 75 30)-. FFE(5-147054 75 FE)-+ (C1-C8JKe S It )-(5-14 024 75 3k )- F2HE(C1-C8
FeFE)-(5-14 024 75 30)- S FL(C3-C14FR 5 ) L (C1-C8Le B 3k )-(5-14 0 2% 75 L)~ £ FE(C1-C8
B FE)-(5-147024 55 55)-+ B FE(5-1470 44 F53E). (C1-C8BEFENH-(5-14 7044 75 3E)- 5 FE(C1-C8
Fidk)-(5-1470% 77 )-. HC(=0)-(5-147G78 77 5)- (C1-C8%itk)-C(=0)-(5-14TT 4% 77 7)-+
HC(=0)-(C1-C8%iFk)-(5-14 044 75 3k )-« HC(=0)0-(5-14 0475 55)-. (C1-C8%¢
F)-C(=0)0-(5-14 5475 75)-. HC(=0)O-(C1-C8%iFt)~(5-14 024 75 3L)-» HOC(=0)-(5-147C
FF5H)- . (C1-C8%idk)-0-C(=0)-(5-14 L4475 3E)-. HO-C(=0)-(C1-C8J5tIk)-(5-14 0475
F)-. HC(=0)NH-(5-14 024 75 35)- (C1-C8%¢3L)C(=0)NH-(5-14 7L 4% 75 55)-.
HC(=0)NH-(C1-C8%t3£)-(5-14 7L 4 75 35)-. NH,C(=0)-(5-147044 75 3E)-. (C1-C8%t
FYNHC(=0)-(5-14 7074 75 55 )- NH,C(=0)~(C1-C8%52 5L)-(5-14 T4 75 F5)-+ (C1-C8KEHE)-(5-14
TR TTH)-(C1-C8Jidh)-. Fodh, BAERNURHICI-C8LiAL. #itt. SAHURHICI-C8LT
A, FHRIRICI-C8Edt. -NH(C1-C8Jtdt). -N(C1-C8%tk)(C1-C8%idk). L. A
AHARHICI-C8%EE. -COOH. -(C1-C8%E4&)-COOH. -C(=0)0-(C1-C8%itdk). -(C1-C8%i
F)-C(=0)0-(C1-C8%iHE). -OC(=0)H. -(C1-C8%i})-OC(=0)H. -OC(=0)-(C1-C8%¢ k).
«(C1-C8%EHE)-0C(=0)-(C1-C8%E ) -C(O)H. -(C1-C8%: FE)-C(=0)H. -C(=0)-(C1-C8%i 5).
-(C1-C8%tH5)-C(=0)-(C1-C8%t3t). NH,C(=0)- — Ak = C1-C8%t I CHINH,C(0)-+
— B ACL-C8H S B FINHLC(0)-« — N Ek = ANC6-C14 75 B INHLC(0)-w —
B ANS-1470 7% 75 IR HINHLC(0)-+ — A B AN 4-10 7024 A FE U HINH, C(O)-
NH,C(=0)-(C1-C8%tk)-. — M= AC1-C8KE LB HINHC(0)-(C1-C8%EE)-. — A E
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AMC1-C8IALE A AR FINHLC(O)-(C1-C8%E 5)-. — N = ANC6-C 1475 FEHUAR Y
NH,C(0)-(C1-C8%t4)-. — A EL = AN5-14707% 77 FEHUR HINH,C(0)-(C1-C8%i dk)-. — 4Bk
T ANA-10 T AR FE U S HINHLC(0)-(C1-C8%E55)-. A A(=0). FiACE=S);

RYMERFCHI I M Mk 3 F4H: H. D &R, L. Cl-C8kidh. mfLC1-C8%%
. C2-C8MAitk. pifRC2-C8Midk. C2-C8HLIL . ifRC2-C8KH. (C1-C154i3E)-0C(=0)-+
(C6-C147535)-0C(=0)-+ (4-12JC7H1FE)-0C(=0)-+ (5-14704%754)-0C(=0)-. (C1-C15%¢
H)-C(=0)-+ (C6-C14755)-C(=0)-+ (4-12JC4HFE)-C(=0)- (5-14I04% 5 H5)-C(=0)-+
(C1-C15%¢35)-C(=0)0-.  (C6-C14753E) -C(=0)0- (4-127C:HHE)-C(=0)0- (5-14702~
77 #£)-C(=0)0-+ (K 1RC1-C154E9)-0C(=0)-+ (K fRC6-C1475H5)-0C(=0)-. (Kift4-12 024
HIH)-0C(=0)-+ (K1R5-14 704 75 55)-0C(=0)-+ (H1RC1-C154iHE)-C(=0)-. (iftC6-Cl4
75 3£)-C(=0)-+ (KifR4-12J04HE)-C(=0)-+ (IxifR5-14704 75 55)-C(=0)-+ (=fRC1-C15%%
H)-C(=0)0-. (KRC6-C14754)-C(=0)0-+ (Kift4-127044FF35)-C(=0)0-+ (x185-1404%
77 5£)-C(=0)0-+ C1-C8%i AL HURIKI(C1-C15%E5E)-0C(=0)-. C1-C8Ht I RIFI(C6-C1475
#£)-0C(=0)- C1-C8KiZE B LHI(4-1270 4434 2)-0C(=0)-+ C1-C8Fr IR I (5-14T0 44 75
#£)-0C(=0)-+ C1-C8KiAEHURIKI(C1-C15%i3E)-C(=0)-+ C1-C8Lt IR KI(C6-C1475
£)-C(=0)-+ C1-C8HEIEEURII(4-12T0 4 FAE)-C(=0)- C1-C8KE s HUARHI(5-14 024 J7
F)-C(=0)-+ C1-C8EEFIURIKI(C1-C15%E3)-C(=0)0-. C1-C8%t 3L BN LHI(C6-C 1475
£)-C(=0)0-. CI1-C8KEHECII(4-12T0 444 E)-C(=0)0-+ C1-C8KE = HUAR 1I(5-14 7024 J5
F)-C(=0)0-. (C1-C8%tdk);-Si-(C1-C8%5t3L)-0-(C1-C8W st L)~ ¥ b & BB AR )
(C1-C8%iHE)-0C(=0)~(C1-C8KEHE)C(=0)0- # 1K & BB B KI(C1-C8%5%
5#£)-0C(=0)-(C3-C14H i 5)C(=0)0-+ HEFL. -O-P(=0)(O-ARHiAk KR IKIC6-C1477
F)(NH-(C1-C8%¢5£)C(=0)O(C1-C8%i L)) -O-P(=0)(O- A K fLIIC6-C14 75
FY0-(C1-C8%EH)C(=0)O(C1-C8%EHE)) . -O-P(=0)(O- xRk K {CHIC6-C1477
F)(NH-(C1-C8%¢5£)0C(=0)(C1-C8%i5k)). -O-P(=0)(O- iRk K fLIIC6-C14 75
FYO0-(C1-C8%EH)OC(=0)C1-C8EEHE)) . -O-P(=0)(O- xRk K {CHIC6-C1477
F)(NH-(C1-C8%¢5)-S-C(=0)(C1-C8%i L)) -O-P(=0)(O-=ifREk £ xR KIC6-C14 75
F£)(0-(C1-C8%EHL)-S-C(=0)(C1-C8%:FE)) . -0O-P(=0)(ONa),~ -O-P(=0)(0OK),+ -O-P(=0)(OLi),+
“O-(RARE R K AR I C1-C8EEHL)-P(=0)(O-C1-C8%t 3t ), (C1-C8%idk)-C(=0)-CH=CH-. &
WAL, Cl-Cledidt. mARCI-Clekisk. Co-Cl4753E. xfRC6-Cl4757 4.

2 RIEBANE SR I ML ST AR S SR A, AR RS A A4 P
SRR R SNEIEER. ZRMY). AR R R, HT . HOK
EYEHEAEY). RerfSimid 2 EY), REHEE T, ridteamik e av-1 .
(av-2> . av-4 . av-5 . av-e) . av-m . ({av-9) :
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