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el L A i B St ) 201 4549 % 2 01 T 37 R DU 1457 22R v L 4H i 14 5«

€] 2.2 A i B 512 ) 20 " P 2 P S 6 Bl A e R 25 o A

¥l 32 A i B S i ] 401 54 2 0 1 T 47 R RE DU 14571 22R v 1 48 i 14 5 5

<] 42 A S B S ) 40 S P2 1 S 6 v B ) A R 25 EE A

<15 2 A i B S 9] 204 A D BT 51 e P PR 5

<16 72 A B S 45 4010 S D BT A1) Jiges R A PR AR

RS AR

DA B S 91 (58 SE 4 S R A A R B, AR AN BR A AR B o 3k S a1 g i
U7k, WJCRRRRULE, BN R IR SEHE ) BT A RS R, dnE
R VLR, 3000 B R AL BRI R G M S B o R T 45 BAR SEHE ) 0] AR R
TEE A 0

AR A& 1. 5-(4, 4,5, 5-PU FAFE-1, 3, 2 BEA ke —2-3%) 2R IFmEm: (A-1)
(145
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[0076] 5P FFMEME (0. 43g, 2. Ommo 1) ¥ 11, 4= 48 /NH (10mL) , SR S5 TN ATUHR B o e
i (0. 53g, 2. lmmo1) , Pd (dppf) C1, (22mg, 0. 06mmo1) , & F& 4 (0. 59g, 6. Ommo1) ,
B ZK, IMAE100C, [ON8h, A ek, Mok kAl aifk 135
Y5 (4, 4, 5, 5= 31, 3, 2- B8R Jebi—2-3%) 2K FFHEmE (0. 44g, 86 % 7=
#) , 'HNMR (400MHz, CDC13) 6 9. 00 (s, 1H), 8. 60 - 8. 59 (m, 1H), 7. 97 (dd, J=8
.0,0. THz, 1H), 7. 86 (dd, J=8. 0, 1. OHz, 1H), 1. 39 (s, 12H).

[0077]  HpiE ARSI A2 5 (2-5—5— T FEMEIE —4—45) 22 IR HEME (A-2) I &

Me Me S

Oy -t — 2
ﬁ/, c” N7 e Ne N
¢ Y
Ci

[0078]  FREULE2, 4- 5 -5-FEEmERE (0. 28g, 1. 4mmol) JIA250mL = FHE I,
ZJGi AP (PPh,) ,C1, (21mg, 0. 03mmo1) , B E4H (0. 27g, 2. Smmol), £, i
T FE (10mL) FH7K (0. 26mL) , EHG TR, IMIAES0C. HEW6- (4,
4,5, 5-PU RFE-1, 3, 2- " WEH R br-2-55) 8 IFWEMEA-1 (0. 26g, 1. Ommo1) ¥ T
LFE K GL) , W =eit, RV 16h. I GRS, PRodiE
WA A A5 B A 05— (25— T JEMEE ~4-2k) RIFIEMEA-2 (0. 21g, 80 % /™
#) . 'HNMR (300MHz, CDC1,) 6 9. 10 (s, 1H), 8. 56 (s, 1H), 8. 39 (dd, J=1. 7, 0.
6Hz, 1H), 8. 11 (dd, J=8. 4, 0. 6Hz, 1H), 7. 78 (dd, J=8. 4, 1. THz, 1H), 2. 47 (s, 3H).
[0079] a2 43: 5 (2-%—5— F A MR IE —4—55) ZRIFIEMe (A-3) 1195 Bk
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s OMe OMe S
Ly - 07— A4
O\B N cl |

NZ el
%\,6 N\»}(N
Cl

[0080] G WA-200G TR, 7= NT78% . 'HNMR (300MHz, CDC1,
) 89.07 (s, 1H), 8.98(dd, J=1.7, 0. 6Hz, 1H), 8. 37 (s, 1H), 8. 26 (dd, J=8.
6, 1. THz, 1H), 8. 07 (dd, J=8. 6, 0. 6Hz, 1H), 4. 05 (s, 3H).

[0081]  Fhim A& 4. 5- (2-FMENE-4—F5) A FFWHEME (A-4) K75 AL

S

S S g
S ¥
Cl

[0082] S EWA-200 G TR, 723 NT3% . 'HNMR (300MHz, CDC1,
) 69.11(s, 1H), 8.83(d, J=1. THz, 1H), 8. 71 (d, J=5. 3Hz, 1H), 8. 29 (dd, J=
8.5, 1. THz, 1H), 8. 12(d, J=8. 5Hz, 1H), 7. 79 (d, J=5. 3Hz, 1H).

[0083]  FhE K] &H5: 65— (2-F -5 NE -4—F%) ZIFHEME (A-5) I Bk

Y -
>§rc’> cr” TNT el NYN
cl

[0084]  ZHALEWIA-21 A RITiE, FPHRNT8% . 'HNMR (400MHz, CDCL,
) 89.11(s, 1H),8.94(s, 1H), 8. 58(d, J=3. lHz, 1H), 8. 29(dd, J=8.5, 1. 7
Hz, 1H), 8. 13(d, J=8. 5Hz, 1H).

[0085] IR A& 16 6N, N-— R AR I MM -2 1% (A-6) ) &

S, S /
O R I O o
Br N Br N
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[0086]  H—JR—2-%( A IFEM: (1, 4mmo 1) F1— F i (0. 72g, 16mmo 1) ¥ T-THF (15mL) ,
MERT5CI, R AV6h, OB AR AT B G 51N, N- LR IR
-2 JiA-6 (0. 84g, 82% 77 %) . "HNMR (400MHz, CDC13) 8 7. 69 (d, J=1. 9Hz, 1H)
,7.42(d, J=8. 3Hz, 1H), 7. 14(dd, J=8. 3, 1. 9Hz, 1H), 3. 19 (s, 6H).

[0087]  HpIEJ{AHIAHI7: N, N-—FI%E-5-(4, 4,5, 5-PY -1, 3, 2- WM ke -2-35) 4
FHEME (A-T) [ 45 K,

QSH/
S, / y/

O. \
/©:N/*N\ >§( B N

Br O

[0088]  ZHALA WAL G ITiE, P25 AT5% . 'H NMR (400MHz, CDC1,
) §8.03-8.02(m, 1), 7.60(dd, J=17.9, 0. 6Hz, 1), 7. 48 (dd, J=7.9, 1. 1H
z, 1), 3. 20 (s, 6H), 1. 34 (s, 12H).

[0089] ] A& 58 5 (2-G-5—JRUMENE —4—2L) -N, N-— FBL 2T EME 2% (A-8) Y
Bk

[0090]  ZHEWA-20E RTTIE, PPFANT4% . 'H NMR (400MHz, CDC1,
) 68.49(d, J=3. 3Hz, 1H), 8. 36 - 8. 34 (m, 1H), 7. 90 - 7. 87 (m, 1H), 7. 72(d, J=
8. 4Hz, 1H), 3. 24 (s, 6H).

[0091] il &I M9: 5—IR-N, N-— ZFEZE I WEME—2-i% (A-9) 4 %,

> S,%c: + Hr\> I b,}—r}
N ) N )
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[0092]  5—VH-2-5U K FFWEME (2. 49g, 10mmol) , — ZJi% (2. 93g, 40mmol) ¥§ T
THF (100mL) , ANFART5ClENA, JM12h, PRIEEERFEA1S 2L 55—
PR-N, N= T L BEZE IR EME -2 - iiZA-9 (2. 37¢g, 83% 77 %) » 'H NMR (400MHz, CDC1,
) 67.66(d, J=1.9Hz, 1H), 7. 39 (d, J=8. 3Hz, 1H), 7. 12(dd, J=8. 3, 1. 9Hz,
1H), 3.55(q, J=7. 1Hz, 4H), 1. 27 (t, J=7. 1Hz, 6H).

[0093]  HPIEAREI#BI10: N, N-" 235~ (4, 4, 5, 5-PY FFFE-1, 3, 2- —BEAH R be—2-3%)
ZRIFIEME (A-10) (194

S
)

)@[S,H? O~B©:N’H)

Br N >S(c'>

[0094]  ZZAEWA-1RIERTTE, 7% HRT72% . 'H NMR (400MHz, CDC15) 8 8. 01 -
8.00(m, 1H), 7. 58(d, J=7. 8Hz, 11), 7. 45(dd, J=7.8, 1. 1Hz, 1H), 3. 56 (q, J=
7. Oz, 4H), 1. 34 (s, 12H), 1. 28 (t, J=T. 0Hz, 6H).

[0095]  FRIEMAS]#&EI11: 5 (-5 -5 FMENE—4-J%) N, N- . ZFIRIFHEME-2-fi% (A-11)
(0 E R

S > F A >
/>_N [N %{@ N/>_N
>§i\g QN ) ' C|)|\P:; o N\\(N )

Cl
[0096]  ZEALEWIA-20 G T, FERRT2% . 'H NMR (400MHz, CDCL,) 8 8. 47(d, J=
3. 3Hz, 1H), 8. 32(s, 11), 7. 87 = 7. 84 (m, 11), 7. 69 (d, J=8. 4llz, 1H), 3. 60 (g, J=
7. 2Hz, 4H), 1. 31 (t, J=7. 2Hz, 6H) .
[0097] Pl A& H12: 6- (2- -5 FUMEE ~4-2) -N, N- FEE R FF mEmE-2-J1% (A-12)
(K65 1
[0098]  DHR—: 6-JR-N, N-_FIELZIFmEme-2-fi% (A-12-1) IG5 K
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|
1 S Br S
NH, . /
/©/ NH\SJ\N/ cAH0 T \©:N/>_N\
Br

[0099]  FREX4-VR-2-THZEN% (0. 60g, 2. Ommo1) , /K — AP —RARE L I R0

(0. 72g, 4. Ommo1) , FEFRER (0. 36g, 2. Ommo1) FIFEELEH (0. 55¢, 4. Ommol) ¥
TDMF (10mL) , B#AEE120°C, eveh. AEldukkds, PRiEitaifbs
B A6 IR -N, N AL e -2-H% (A-12-1) (0. 44g, 85% %) . 'H
NMR (400MHz, CDC13) 8 7. 69(d, J=1. 9Hz, 1H), 7. 41 - 7. 35 (m, 2H), 3. 20 (s, 6H) .

[0100]  DER=, N N-FI3-6-(4, 4,5, 5-PU F3-1, 3, 2- WM ke -2-55) ZJFmE

M—-2—fi& (A-12-2) [HE 1%

N />_N\
N

[0101]  H[AAA-12-1(0. 51g, 2. Ommo1) ¥ T-DMF (10mL) , 4R J& I A S50k ) 1
(0. 53g, 2. lmmo1) , Pd (dppf) C1, (22mg, 0. 06mmo1) , EEERAH (0. 59g, 6. Ommol) ,
om0, NAES0TC, JN24h, AT EIRYE, DUk RERE AT EIE
AN, N- " 36— (4, 4, 5, 5-PU I RE-1, 3, 2- —WER R e -2-Fk) 26 FFEmp—2-fi
A-12-2(0. 54g, 88% =) . MS (M+H) ": found, 305. 3.

A=, 6- Q-F -5 FMEIE-4-FE) N, N- IR I IR M2 1% (A-12) (A ik

>?L 2 %
1
B s — Z s.
O / Cl N

>— >—N
\@N/ N\ N/ \

FREUL 42, 4- 55— MENE (0. 23g, 1. 4mmo 1) A 250mL =3B, 2 5
JHAP (PPh) ,C15(21mg, 0. 03mmo1) , Bk R4 (0. 27g, 2. bBmmol) , £ i — F fi
(10mL) FIH,0 (0. 25mL) , ‘EHET=IK, MAE80C, N, N-—F%-6-(4, 4,5, 5-
DU R 3E-1, 3, 2- —WEA [ be—2- k) 2R IFEME—2-fZA-12-2 (0. 3g, 1. Ommo 1) ¥ T 2

[0102]

[0103]
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T FE (BmL) , W INE =SS, AV 16h. YA EIREUEMRAE, PRI
AT R S 6— Q- -5 FMENE —4—5) N, N- ALK R —2-iZA-12 (0. 2
5g,80% %) . 'H NMR (400MHz, CDC15) 6 8.49(d, J=1. 9Hz, 1H), 8. 45(d, J=
3. 6Hz, 1H), 8. 17 - 8. 14(m, 1H), 7. 62(d, J=8. THz, 1H), 3. 27 (s, 6H) .

[0104]  hIEARGIRBI13: 6- (- -5—FMENE—4—FE) N, N- - ZEEFIFIEM—2-fi% (A-13)
()&

[0105] DB, 6-¥-N, N- Z IR IFWEME-—2-fi% (A-13-1) [ & 1

|
V S Br: ;s>
O el "0
v
Br

§

[0106]  FRE4-VR-2-TZEZ (0. 60g, 2. Ommol) , =/K — 2.3 —HiACE L R N
(0. 90g, 4. Ommo1) , R4 (0. 36g, 2. Ommol) FIFK LN (0. 55¢, 4. Ommol) ¥ T
DMF (10mL), JI#EE120°C, JWi6h, A HIEIERYE, Pl a5 2L
H6—IR-N, N- R LR M Me—2—fiz (A-13-1) (0. 46g, 80% %) o MS (M+H) *
: found, 285. 1.

[0107] BB, N N-ZHE-6-(4, 4, 5, 5-PYFI3E-1, 3, 2- —WEM R ke —2-5L) 2K I
Wp-2-f (A=13-2) (1945 B

Br s > C‘)B.
Tm%”%ﬁﬁﬁ

[0108]  ZMEALAY) (A-12-2) (B IITE, 77390% .. MS(M+H) *: found, 333. 3.

[0109]  PER=, 6-(2-5-5-FMENE~4-HE) -N, N-— ZHLARFFMEME-2-% (A-13) FI & Bk
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o) NS
>\<L,é s > . C‘)\/Nj;@s \>
ees &

/
[0110]  ZHEALEY) (A-12) & T, 72%82% . 'H NMR (300MHz, CDCL,) 6 8. 44 (dd, J
=8.8, 2. THz, 2H), 8. 13(d, J=8. 6Hz, 1H), 7. 58(d, J=8. THz, 1H), 3. 61 (q, J=
7. 2Hz, 4H), 1. 32 (t, J=17. 2Hz, 61) .
[0111] Pl fidl & 14:  (6-2HERENE-3-2E) (A-ZHEWRME—1-2E) A (B-1) 5 pk

0O O
A . ;
HO™ NN . N — N7 NAN
g HN\/J \,N\) g
NH; NH;

[0112]  WRE6-Z IR (0. 69g, Smmol), N, N —FRFEE KM (1.62g, 10mmol)
HFDMF (30mL) , 70°C RFV1040%8h, W AHFE LA/, IAN-ZZEIR
(0. 69g, 6mmol), ERMIERL, WHE, PROERERAEALAZILEY)
B-1(0.97g, P& N83%) . 'H NMR(400MHz, CDC1,) 6 8. 18(dd, J=2.4, 0. 8H
z, 1H), 7.54(dd, J=8. 5, 2. 4Hz, 1H), 6. 49 (dd, J=8. 5, 0. 9Hz, 1H), 4. 95 (s
, 2H), 3. 67 (brs, 4H), 2. 48 - 2. 43 (m, 6H), 1. 10 (t, J=7. 2Hz, 3H).

[0113] PRGN 15: BUT Fed- (6-TLFEMHBRBEIL) WK -1 - ERNE (B-2) & F)

Q
Hooc\@ . (\)\JH . (\N A
NN BDC’N Boc/N\) - NH
2

[0114]  Z2HMEY B-1) & MITIE, 7% 485% . 'H NMR (400MHz, CDCl,
) 68.19(dd, J=2. 3, 0. 8Hz, 1H), 7. 57 (dd, J=8. 5, 2. 3Hz, 1H), 6. 51 (dd, J=
8.5,0. 8Hz, 1H), 4. 70 (s, 2H), 3. 62 - 3. 58 (m, 4H) , 3. 48 - 3. 45(m, 4H), 1. 4
8 (s, 9H).

[0115]  FhiE AR H16: 1- (4 (6-HEEEMHRRIEEIL) WRIG-1-45) ZF—1-7 (B-3) ({45 hk
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(0]
HOOC AN (\NH
| + —_— N )
2

[0116]  ZHMEW B-1) & BITIE, 723 HNT79% . 'H NMR (400MHz, CDC1,
) 88.20(dd, J=2.3,0. 8Hz, 1H), 7. 56 (dd, J=8. 5, 2. 3Hz, 1H), 6. 52 (dd, J=
8.5, 0. 8Hz, 1H), 4. 88 (s, 2H), 3. 70 - 3. 58 (m, 8H) , 2. 14 (s, 3H).
[0117]  rhaMRGI BT, 4- (6-TEIRMHRIEAE) WRIGE-1-35) (RTEE) TR (B-4) HI-A A

O
HOOC NH Z
< - OIM : IQ*Q
[0118] & B-D M& M7, 7% 479% . 'H NMR (400MHz, CDC,
) 68.19(dd, J=2. 4, 0. 8Hz, 1H), 7. 55 (dd, J=8. 6, 2. 4Hz, 1H), 6. 52 (dd, J=
8.6, 0. 8Hz, 1H), 5. 12 (s, 2H), 3. 74 - 3. 62 (m, 8H), 1. 77 - 1. 73 (m, 1H), 1. 02 -
0. 99 (m, 2H), 0. 83 - 0. 75 (m, 2H).
[0119]  rhia kbl &HI18: (6-RFEnbme-3-3L) (4-J7FENRME-1-3E) FEH (B-5) (14 K

O

HOOC |/\NH
NH Ph” NH,

2

[0120]  ZH#ALEMW B-1) KGR ITE, TR NT3%. 'H NMR (400MHz, CDC1,
) 68.22(dd, J=2.3,0.8Hz, 1H), 7. 58 (dd, J=8. 5, 2. 3Hz, 1H), 7. 30 - 7. 27(
m, 2H), 6. 95 - 6. 92 (m, 2H), 6. 90 - 6. 85 (m, 1H), 6. 52(dd, J=8. 5, 0. 8Hz, 11
), 4. 86 (s, 2H), 3. 81 - 3.79 (m, 4H), 3. 22 - 3. 19 (m, 4H).

[0121]  hIARGI&B19: LFE4- (6-MEFEMHIRITEES) WRIG -1 R IR M (B-6) FI45 Hk
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()]
(\NH )KO\
HOOC N ZZ N
-y SAGH
NH.

(0122]  ZZEZALE5M B-1) &7, 7% R73%. 'H NMR (400MHz, CDC1,
) 68.18(s, 1H), 7. 53(d, J=8. 6Hz, 1H), 6. 52 (d, J=8. 6Hz, 1H), 5. 13 (s, 2H
),4.18-4.13(m, 2H), 3. 63 - 3. 44 (m, 8H), 1. 30 - 1. 25 (m, 3H).

[0123] APk & 5120: (- AEMEIE-2-35) (4-LFEWRIE-1-3E) T (B-7) (4 ik

o
N
HO™ NS . [N )KO\
N | NH, HN\) \\/N\/)

[0124]  FREXS-ZFE-2-HENEIR IR (0. 69¢, Smmol), N-ZIEWREE (0. 69¢,
6mmol), HATU(2.85g, 7.5mmol), N-FREEME (1. 26g, 12.5mmol), VT 4 F
K2 (30mL) , ERIHFES A/, W4, Pl AELEALAT RIS BT (0. 89¢,
FEEAT6%) o FTHEH82% . MS (M+H) : found, 235. 4

[0125]  hiE kil m21:  (G-gAknbne -2-35) (457 NFRNRE-1-55) B (B-8) 4 ik

0
0" N + J\ . K\N)K@\
" Ny NH, HO \(N\) N NH

[0126]  ZEALEW B-T) FIERITE, FHENT3%. MSMH) *: found, 249. 4
[0127] Aokl 2 m122: HUT 34— (52 ZEMEme -2-55) WRIR-1-FR IR G (B-9) K14 Ak

i B |
~\-Boe

" AT She

NH2 Boc NH2

(0128]  Z24b&W B-7) &7, R NT5% . MSM+HI) *: found, 307. 4
[0129] kil & fa23: (-2 FhmEnE-5-3L) (4- ZIEWRME-1-25) AR (B-10) (4 %
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o!
JH\/\)\ HN\) o VOJK(;)TNH

[0130]  FREX2—Z FEMENE-5—RM (0. 60g, bmmol), EDCI (2.88g, 15
mmol), HOBt(l.0lg, 7.5mmol), = ZJi#(2.53g, 25mmol) ¥ T-DMF (30mL), %
EBFEEA N, INAN-ZFEDREE (0. 69g, 6mmol), FHAEFES /M, W4,
PO RE AT AT B A PIB-10 (0. 84g, =2 KT1%) . 'H NMR (300MHz, CDCl,
) 68.41(s, 2H), 5. 55(s, 2H), 3. 70 - 3. 58 (m, 4H), 2. 48 - 2. 41 (m, 6H), 1. 09 (t, J=
7. 2Hz, 3H).

[0131] Al & 24 BT Bed— (2- 2 FLWEIE -5 EE) WRIGE—1 —R IR MR (B-11) HA A

0O 0
.Boc |
HO)J\KN N K\N I/\N)\(/\N
| |
\N/J\NHQ HN\) Boc’N\) \N')\NH

[0132]  ZZAL5) B-10) (ISR TTE, P38 73% . MS (M+Na) ‘: found, 330. 4
[0133]  HHEfAdI#&45125: 5 ((4-LFEWRE-1-3E) F35) ke —2-F% (B-12) A 1k

OHC HN (\N 7N
- ' ()“\/ oSN NH,

NH;

[0134]  W2-EFE-5-FEREMLNE (2. 34g, 10mmol) FIN-Z.FENRIEE (1. 37¢, 12mmol)
WL - TRk (GonL) , ERSBEFE2A /N, BEE I = ZEE A
14 (3. 18g, 15mmol), ZIEHIFESA /M. KK, —H LA,
TR T, WRAFGAE TSR G B-12 (1. 81g, 7"FA82%) .

H NMR (400MHz, Chloroform—d) & 7.91(d, J=2. 3Hz, 1H), 7. 43 (dd, J=8. 4,
2. 3Hz, 1H), 6. 48(d, J=8. 4Hz, 1H), 4. 71 (s, 2H), 3. 38 (s, 2H), 3. 06 (brs,
4H), 2.52 - 2. 44 (m, 6H), 1. 10 (t, J=7. 2Hz, 3H).
[0135]  rhla)AR] #4526 65— ((4-5 PIEENRE-1-25) FEE) ke -2-fik (B-13) FI45 A



26
WO 2024/119866 PCT/CN2023/111890

OHC AN NH N/\CN\
N i Q Y@ N NH;

[0136]  ZIALAY) B-12) &R, 7R ATI% . MS(M+H) ': found, 235. 2.
(0137] Akl &027: BUT FE4- ((6-FEEEnE-3-3%) F3E) DRI - 1 R ER S (B-14) 1Y

OHC
<IEN's,

N

NH; Boc Boc NH;

[0138]  ZIALA1) B-12) K& T, 723 A486% .. MS(M+H) ': found, 293. 3.

[0139]  rhla) A4 1528: 6-(4, 4,5, 5-PU P IE-1, 3, 2- MG R fe—2—35) 28 JFmems
(C-1) [ Ak

N
N :l >
Br/©:3> acfg) )

[0140]  ZH AW (A-D &7, 73 490% . 'H NMR (400MHz, CDCI,
) 89.05(s, 1H), 8. 45(d, J=1. 1Hz, 1H), 8. 13(d, J=8. 2Hz, 1H), 7. 94 (dd, J=
8.2, 1. 1Hz, 1H), 1. 38(s, 12H) .

[0141]  rfa) AR & 429: 6- (2-5 -5 M IE —4—5) 2R IFHEM: (C-2) A Ak

N
oo o — AV
0. S Py A s
a/? CI” N7 Tl New N
NS
6 Y
Cl
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[0142]  ZHEW (A-2) B BITIE, 723 h82% . 'H NMR (400MHz, CDC1,
) 89.17 (s, 1H), 8.85(d, J=1. THz, 1H), 8. 58 (d, J=3. 1Hz, 1H), 8. 35 - 8. 26
(m, 2H) .

[0143]  HlEJ AR B130: 6- (2—5 -5 REMEIE —4—F5) A IFWEME (C-3) K& AL

N\ N Me Me N\>
O‘B’I:::I:s> i /1£A:Il Z °
>§r : clI” N el Nl N
0 Y
Cl

[0144] 2254 &Y (A-2) & WRITIE, PHATT%. 'H
NMR (400MHz, DMSO) 8 9. 55 (s, 1H), 8. 76 (s, 1H), 8. 57 (d, J=1. THz, 1H), 8. 23(d, J
=8. 51z, 1H), 7. 87 (dd, J=8. 5, 1. THz, 11), 2. 41 (s, 3H) .

[0145] Pl iRl & 131: 6- (2--5-F A FEMENE —4-2E) FIFIEME (C-4) Ik

N
N OMe OMe R
> L — J

Os S )\ <5 = ‘

B clI” N7 el

{ N\ N

0 Y

Cl

[0146]  ZHZALGW (A-2) IS TTVE, 773 N81% . H
NMR (400MHz, DMSO) 6 9. 55 (s, 1H), 8. 91 - 8. 90 (m, 1H), 8. 73 (s, 1H), 8. 25 -
8. 20 (m, 2H), 4. 06 (s, 3H) .

[0147] il R 4132: 6- (2-5amEE—4-5E) 22 IFWEME (C-5) I 1k
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[0148] A (A-2) A 75, 7% 481% . 'H NMR (400MHz, CDCl,
) 69.14(s, 1H), 8.85(d, J=1. THz, 1H), 8. 69 (d, J=5. 3Hz, 1H), 8. 27 - 8. 17
(m, 2H), 7. 75 (d, J=5. 3Hz, 1H) .

[0149]  FPiERHI&I33: 2-FFE-6-(4, 4, 5, 5-PU FEE-1, 3, 2- WA Rk —2—45) Z5IF
WEME (C-6) [ K,

N
‘ N\>_ O. /©:S\>_Me
S ﬁ’?
Br O

[0150]  Z2&4 (A-1) K& T, EHRR90% . 'H NMR (400MHz, CDC15) 8 8. 31 -
8. 30 (m, 1H), 7.94 - 7.85(m, 2H), 2. 84 (s, 3H), 1. 36 (s, 12H) ,
[0151]  HP[EARE] & H134: 6- (2R -5-FMERE -4-3%) —2-F FL K FFIEM: (C-7) 195 1k

N F N\>—Me
o. /@S\% Me N ~ g
B * P - |
0 o il Nj/N
Ci

[0162]  Z2ALEY (A-2) (A ETE, FN84% . "H NMR (300MHz, DMS0) 6 9. 00(d, J
=3. 4Hz, 1H), 8. 80 - 8. 79 (m, 1H), 8. 17 - 8. 08 (m, 2H), 2. 87 (s, 3H) ,
[0153]  HRARE] & H135: 6-R-N-I1 R FE 2K FEHEM—2—Ji% (C-8) & %

N
N NH; /@}—NH
o (™ oAk
Br s

[0154]  6-JH-2-5(#FEMEM: (0. 5g, 2mmol) , FREHE (0. 19g, 2. 2mmo
1), DIPEA(0. 39g, 3mmol) % FDMSO (10mL) , E#ida S =k, I#MAE80C, KM
12h, PRIERE RSS2k B P06 — IR -N-FA [ 3% 25 FEWEME -2 1% C-8 (0. 53g, 90%
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7). 'H NMR (400MHz, CDC13) 8 7. 68 (d, J=1. THz, 1H), 7. 38 - 7. 33 (m, 2H), 6. 2
8(s, 1H), 3.98 - 3. 93 (m, 1H), 2. 14 - 2. 04 (m, 2H), 1. 72 - 1. 54 (m, 6H).

[0155]  FhiEJARHI&5136: N-PR%HE-6-(4, 4, 5, 5-PY L1, 3, 2- A R ke -2-3k) 2K
HmEme—2-f% (C-9) I R

Iy iy

NH

D X700
O

[0156]  Z2EM (A-1) BIE T, P2F K88% . 'H NMR (400MHz, CDC1,

) 68.05(d, J=1. 2Hz, 1H), 7. 73 (dd, J=8. 0, 1. 2Hz, 1), 7. 49 (d, J=8. Ollz,

1H), 5. 74 (s, 1H), 4. 03 = 4. 00 (m, 1H), 2. 13 = 2. 07 (m, 2H), 1. 76 - 1. 56 (m, 6
H), 1. 35(s, 12H) .
[0157]  HhIRRHI&BI3T: 6- (2-G-5—FMENE ~4—2k) -2 IR IFIRME (C-10) KBk

N F N\>__NH

o. \>_NH N % s
o AL T 0
0 I N e NYN

Cl

[0158] &4 (A-2) & 7%, 7% 483% . 'H NMR (400MHz, CDC1,
) 68.49(d, J=1.9Hz, 1H), 8. 46 (d, J=3. 5Hz, 1H), 8. 17 - 8. 14 (m, 1H), 7. 58
(d, J=8. 6Hz, 1H), 5. 88 (s, 1H), 4. 13 = 4. 07 (m, 1H), 2. 19 - 2. 11 (m, 2H), 1. 77 -
1. 61 (m, 6H) .

[0159]  SEpife1: 4- CGRIFMEME-5-FL) —-N- (5- ((4-F N FEWR -1 -J%) FIAL) nikig-2-
HE) —5-FAFLmRIE —2-f% (P-1) (4 i

Me Me
> SacH ShSE S
| i ! |
Ci%z\> * \(N\) R “NH, \rN\/J X ”AN’/ I N\

A
N

N
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[0160]  fL&A-2(261. Tmg, 1. Ommol) FIB-13 (281. 2mg, 1. 2mmol) ¥ T 4/ NFR
(10mL) , #RJ5 AP, (dba) 5 (45. 8mg, 0.05mmol), BINAP(62. 3mg, 0.lmmol),
PB4 (651. 6mg, 2.0mmol), FHAS=IK, MME100°C, KM12h.
AHRE IR 4 A ENT S B A PP-1 (193, Omg, 42%W0R), AGRE 1K,
"H NMR (400MHz, CDC1,) 6 9. 10 (s, 1), 8. 45 - 8. 43 (m, 31), 8. 21 (d, J=2.
3z, 1H), 8. 12(d, J=8. 4z, 1H), 8. 04 (s, 1H), 7. 78 (dd, J=8. 4, 1. 6Hz, IH
),7.61 - 7.58(m, 1), 3. 55 (s, 2H), 3. 38 ~ 2. 89 (m, OH) , 2. 37 (s, 3H), 1. 44 -
1. 40 (m, 6H) .

[0161]  SZHEMI2: A- (EJFMEME—5-3E) —5— FA L -N— (5 (WEIHE—1 7 F L) DR I —2—50) s
WE—2-fii Eh IR #h (P-2) I3k

[0162]  WER—: PIAKP-2-1HI G K

Me Me
NS (N S
‘ ”@ A@k bl
: _ AN N
()1)\N/ N> * Bot,N\/J s NH; Boc s N Vi N\>
P24 s

[0163]  HHIRIIRP-2-1 () & S 25 SC ] L (K & BT Tk, P2 30045%, HERE .
'H NMR (400MHz, CDC1,) 8 9. 10 (s, 1H), 8. 43 - 8. 42 (m, 3H), 8. 19(d, J=2.
3Hz, 1H), 8. 11(dd, J=8. 3, 0. 6Hz, 1H), 7. 98 (s, 1H), 7. 79.(dd, J=8.3, 1. 7
Hz, 1H), 7. 66 - 7. 64 (m, 1H), 3. 46 (s, 2H), 3. 43 - 3. 40 (m, 4H),, 2. 39 - 2. 37(
m, 7TH), 1. 45 (s, 9H) . HRMS (ESI) caled 518. 2333; found, 518. 2326.

[0164] BB Z&F=YP-2114 K

Me Me
Y 1S SheSs
| | HCI ! \
Boc”N\)/\Q\N)\N/ N\ - HN\) = N)\N/ = N\
H s> HCI H | = s>

[0165] B iEf&P-2-1 (100mg) ¥ T — & A4t (15mL) 7, i I13mLIK2M EA-HCL#
W BERESAS/INEY, WAEEBILEMIP-2, FEEREN100%, WFEARE A, !
H NMR (400MHz, DMSO) & 11. 85 (s, 1H), 9. 86 (s, 2H), 9. 54 (s, 1H), 8. 73(d, J
=0. 8Hz, 1H), 8. 64 (d, J=2. 2Hz, 1H), 8. 47 (d, J=1. 6Hz, 1H), 8. 40 (dd, J=
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10. 3, 7. 6Hz, 2H), 7. 91 (d, J=8. 9Hz, 1H), 7. 88 - 7. 85 (m, 1H), 4. 47 (s, 2H), 3. 50 -
3. 34 (m, 8H), 2. 43 (s, 3H) . HRMS (EST) calcd 418. 1808; found, 418. 1807.

[0166]  SZjifdl3: (6- ((4- CRIFMEM—5-TL) -5 FHILMEIE —2—J%) i) nibneg -3-%) (4-47%
WRigE-1-55) I (P-3) BI5 AL

Me

O
2 o Me
e b \,NVA)KQ VOA@@‘{%I@”»
S

[0167] 25 9uafl LG A 5, PP HA37%, AR, 'H NMR (400MHz, CDCL,
) 89.19(s, 1H),9. 10 (s, 1H), 8. 56 - 8. 53 (m, 3H), 8. 43 (d, J=1. 6}z, 11), 8
.12(d, J=8. 3Hz, 1H), 7. 80 - 7. 75 (m, 2H), 3. 77 - 3. 60 (m, 4H) , 2. 48 — 2. 42.(
m, 6H), 2. 36 (s, 3H), 1. 10 (t, J=7. 2Hz, 3H). HRMS (ESI) :calcd 460. 1914;
found, 460. 1904.

[0168]  SEfifs4: AT HA- (6— ((4- CGGRIFMEME-5—FE) —5-FRFEMEIE —2—5E) i) JHBE) Wk
M- 1R R MG (P-4) I Ak

N Me
)‘\ i N+ (\ N = "N B ‘(\N z |N r\\j\ N
e \> N\/I g Boc”\\/J A Y Vi N
g Boc” NHz H S\>

[0169] 225 SLififl L& M7V, 7% A38%, FEE . 'H NVR (400MHz, CDC1,
) 89.10(s, 1H), 8.85(s, 1H), 8. 56 (dd, J=8. 8, 0. 8Hz, 1H), 8. 51 - 8. 50 (m,
1H), 8. 48 (dd, J=2. 4, 0. 8Hz, 1H), 8. 43(d, J=1. 6Hz, 1H), 8. 12(d, J=8. 4H
z, 1H),7.80 - 7. 74 (m, 2H), 3. 66 - 3. 44 (m, 8H), 2. 38 (s, 3H), 1. 48 (s, 9H) .
HRMS (EST) caled 532.2125; found, 532. 2124.

[0170]  SEHif15: (6 ((4- CRIFMEME-5-3L) —5—FISLmEIE -2—35L) J1%) Mt e -3—) (UK
WR—-1-2) FT L PR A (P—5) I 6 1
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Jsae® 1@ e W*Q R

[0171]  ¥4P-4(100mg) % T- & M4 (15mL) 1, W hN3mL2M EA-HCLVA W,
PEFESA/NGT, IRAEAI B S IP-5, FoE100%, R 4,
NMR (400MHz, DMSO) & 12. 03 (s, 1H), 9. 80 (s, 2H), 9. 55 (s, 1H), 8. 75 (s,
1H), 8.59(d, J=2. OHz, 1H), 8. 47 (d, J=1. 5Hz, 1H), 8. 39 (d, J=8. 3Hz, 1H)
,8.24(dd, J=8.9, 2. 0Hz, 1H), 7. 93 (d, J=8. 9Hz, 1H), 7. 88 (dd, J=8. 3, .
6Hz, 1H), 3. 83 = 3. 74 (m, 4H), 3. 18 = 3. 16 (m, 4H) , 2. 43 (s, 3H) . HRMS (ESI) calcd
432.1601; found, 432. 1595.

[0172]  SEHEf16: (6- ((4- (R IFMEME-5-JL) —5-FR AR Mg —2-3E) Jio) nik g -3-%5) (R
WE—1-J5) F R EhER 2k (P-6) 1A Ak

[0173]  DIR—: AP-6-1115 K

8}
OMe
N . ~
| N Z N
o Oy Boc’@ S ni, BOC’N\) /L/IQZ
8

[0174]  TIEAAP-6-1114 S5 SR L& T, P 3oh41 %, AR .
'H NMR (400MHz, CDC13) 8 9. 08 (s, 1H), 8. 96 (dd, J=1. 7, 0. 6Hz, 11), 8. 5
2 - 8.50(m, 1H), 8. 40 (dd, J=2. 3, 0. 8Hz, 1H), 8. 37 (s, 1H), 8. 25 (dd, J=S8.
5, 1. THz, 1H), 8. 17 (s, 1H), 8. 09 (dd, J=8. 5, 0. 6Hz, 1H), 7. 80 (dd, J=8. 7
, 2. 4Hz, 1H), 3. 98 (s, 3H), 3. 66 - 3. 47 (m, 8H), 1. 48 (s, 9H) . HRMS (ESI) ca
led548. 2074; found, 548. 2072.

[0175] DR ZPP-61IH M
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[0176]

[0177]

[0178]

[0179]

[0180]

A B AAP-6-1 (100mg) ¥ T & %€ (15mL) H1, i n3mLIR2M EA-HC1¥%
W BEFESAN/INEE, WAEE B EMIP-6, FEHEN100%, IR A,
H NMR (400MHz, DMSO) 8 11. 93 (s, 1H), 9. 75 (s, 2H), 9. 53 (s, 1H), 8. 83(d, J=
1. 5Hz, 1H), 8. 66 (s, 1H), 8. 56 - 8. 55 (m, 1H), 8. 37 (d, J=8. 5Hz, 1H), 8. 23(dd, J=
8.3, 1. THz, 2H), 7. 94 (d, J=8. 9Hz, 1H), 4. 07 (s, 3H), 3. 82 - 3. 76 (m, 4H) , 3. 20 -
3. 16 (m, 4H) . HRMS (ESI) calcd 448. 1550; found, 448. 1554.

SEHEIT: A- CRIFMEME-5-F) —5— F A JE-N- (5— (MR — 1 2 F 2% kg —2—J5%) mi
WE-2-[& Eh IR #h (P-7) -5 ik

Me

N N N RS & CMe
» QI Toetiies T
oW o @/\Q\ " Boo” N\) /ICEN — HN\) N >
S

AW PIRARP-T-115 8375 ST 5 T8, 7% R45%, B
[ 44, 'H NMR (400MHz, CDC1;) 8 9. 07 (s, 1H),8.97(dd, J=1.86, 0. 6Hz, 1H), 8. 4
1(d, J=8.5Hz, 1H), 8. 34 (s, 1H), 8. 26 (dd, J=8. 5, 1. 6Hz, 1H), 8. 20 - 8. 19
(m, 1H), 8. 08 (dd, J=8. 5, 0. 6Hz, 1H), 7. 93 (s, 1H), 7. 68 (d, J=8. 611z, 1H)
,3.96 (s, 3H), 3. 48 (s, 2H), 3. 45 — 3. 41 (m, 4H), 2. 42 - 2. 38 (m, 4H), 1. 45 (
s, 9H) . HRMS (ESI) calcd 534. 2282; found, 534. 2277.

AR P ARP-7-1 (100mg) ¥ T & 4% (15mL) 11, 1% 1 3mL 12
EA-HCL¥SW, $RFESA/DI, AR EWP-T, 7FN100%, ¥R FAlEH
. 'H NMR (400MHz, DMSO) 8 12. 26 (s, 1H), 10. 13 (s, 2H), 9. 53 (s, 1H), 8. 83 (d
, J=1.6Hz, 1H), 8. 70 (d, J=2. 1Hz, 1H), 8. 66 (s, 11), 8. 54 (dd, J=9. 1, 2. 1
Hz, 1H), 8. 37 (d, J=8. 5Hz, 1H), 8. 23 (dd, J=8. 5, 1. THz, 1H), 7. 85(d, J=9
. 1Hz, 1H), 4. 57 (s, 2H), 4. 08 (s, 3H), 3. 55 - 3. 44 (m, 8H) . HRMS (EST) for CyuH,,FN,0,
S(M+H) “:calcd 434. 1758; found, 434. 1750.

SEHA8:  4- CRIFMEME-5—E) —N- (5— (WRIE— 1. FT 25) MRt i —2—) M mE -2 fik #h
1% £ (P-8) 45 ik
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[0181]

[0182]

[0183]

[0184]

[0185]

NS (NN NS N =N
! SR¢: SAe8: Cy Oy
oW N ,\Q — Boc™ NN N N 4 N
s\> BOC’N\) S n ¢ & ‘s\> R N >
Pt P-3 5

W PAMRP-8-L G S 75 Ll LKA T, 7% h47%, A
[k, 'H NMR(400MHz, CDC1,) 6 9. 10 (s, 11), 8.85(d, J=1. THz, 11), 8. 60 (d, J
=5. 2Hz, 1H), 8. 53 (d, J=8. 5Hz, 1H), 8. 25 - 8. 21 (m, 2H), 8. 15 (s, 1H), 8. 1
1(d, J=8. 4Hz, 1H), 7. 75 (dd, J=9. 0, 2. 2Hz, 1H), 7. 35 (d, J=5. 2Hz, 1H), 3
.50 (s, 2H), 3. 46 - 3. 42 (m, 4H) , 2. 43 - 2. 39 (m, 4H), 1. 46 (s, 9H) . HRMS (ESI) calcd
504.2176; found, 504. 2159.

IR B R AAP-8-1 (100mg) ¥ T & 4t (15mL) /1, i 3mLIr)2M
EA-HCL¥SHL,  DidE8A/INI, IRAEFBIMLAIP-8, =3 N100%, KRBT
&, 'H NMR (400MHz, DMSO) & 11.79 (s, 1H), 9. 88 (s, 2H), 9. 55 (s, 1H), 8. 99 (d,
J=1.6Hz, 1H), 8. 82(d, J=5. 5llz, 1H), 8. 67 (d, J=2. 2Hz, 1H), 8. 44 - 8. 36 (

m, 3H), 8. 04 - 8. 01 (m, 2H), 4. 50 (s, 2H), 3. 51 - 3. 43 (m, 8H) . HRMS (EST) calcd
404. 1652; found, 404. 1650.

SEER9: (6— ((4- CRIFMEME-5-J) WEIE -2-F%) fi) Mibe -3-3%) (4- LFEWRE-1-

) FlT (P-9) 5 1%

N o i

O\@> AL, VQK@Q\@D

SHIE LA IRITE, TREREN36%, A4, H NMR (400MHz, CDC,
) 69.10(s, 1H), 8.84(d, J=1. THz, 1H), 8. 63 (s, 1H), 8. 61 (d, J=2. THz, IH
),8.45-8.44(m, 1H), 8. 22 (dd, J=8. 5, 1. THz, 2H), 8. 12(d, J=8. 5Hz, 1H)
,7.86(dd, J=8. 8, 2. 4Hz, 1H), 7. 41 (d, J=5. 3Hz, 1H), 3. 86 - 3. 62 (m, 4H), 2. 56 -
2.45(m, 6H), 1. 16 - 1. 11 (m, 3H). HRMS (EST) calcd 446. 1758; found, 446. 1751.

S 10: BT Hed- (6- ((4- GEIFMEME-5-E) MEIE -2-F) ) MHBL) DRI -1-38
B (P-10) i) A A



35
WO 2024/119866 PCT/CN2023/111890

o
N e} |
l ¢ < N iR
Al g m*& ;
eI N\> ’ @ N I i Boc’N\’) N NJ\N/ N
25 Boc” NH, H %\>

[0186] S5l L& i, 78 439%, A&, 'H NMR (300MHz, CDC1,
) 89.11(s, 1H), 8.84(d, J=1. 6Hz, 1H), 8. 66 - 8. 63 (m, 2H), 8. 45 (dd, J=2.
4,0. 8Hz, 1H), 8. 34 (s, 1), 8. 23 (dd, J=8. 4, 1. THz, 1H), 8. 12(d, J=8. 4H
z, 1), 7. 86 (dd, J=8.7, 2. 3Hz, 1), 7. 42(d, J=5. 2Hz, 1H), 3. 71 - 3. 48 (m
,8H), 1. 48 (s, 9H) . HRMS (ESI) caled 518. 1969; found, 518. 1970.
JEFILL: (6—((4- CRIHFMEME-5-JE) WE g —2-%) Ji) ke -3-3%) (WRE-1-3%) |

[0187] 5K
i £ R (P-11) (K15 A

HCIL

O o

(\N AN NS HC (\NJ\Q NS
BOC,N\_,JJ\Q\NJLN/ N N N)LN/ N
H é> H é>

[0188] ¥4 [E)#4P-10 (100mg) ¥+ 5% %t (15mL) Y, i 3mLA2M EA-HC1¥%
B BEFESAS/NIY, WAL GYIP-11, FHER100%, WE G4
EH100%, EMGEAK. 'H NMR (400MHz, DMSO) 6 11. 59 (s, 1H), 9. 69 (s, 2H
),9.55(s, 1H), 8.99(d, J=1. 5Hz, 1H), 8. 81 (d, J=5. 4Hz, 1H), 8. 56 (d, J=
2. 0Hz, 1H), 8. 43 - 8. 37 (m, 2H), 8. 20 - 8. 11 (m, 2H), 7. 99 (d, J=5. 3Hz, 1H)
,3.82 - 3.77 (m, 4H), 3. 21 - 3. 16 (m, 4H) . HRMS (EST) calcd 418. 1445;
found, 418. 1440.

[0189]  SEHfdl12: 4— CEIFMEM-5-3E) -N- (5— ((4- ZFENRE-1-3E) FIE) npmg-2-
IE) —5— RN IE -2-f% (P-12) (KA B

F ~ F
N . K N 2N N
! N™ NN /\Q |
CH\ND:C@ - -\,»Q AQKNH" — N u):NI@[
S

>

w2z
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[0190] S5 9ujafl LIG& ik, P R41%, Ak, 'H NMR(300MHz, CDCL,
) 89.10(s, 1H), 8.93(s, 1H), 8. 54 (s, 1H), 8. 51 (d, J=3. 4Hz, 1H), 8. 41 (d
, J=8.6Hz, 1H), 8. 29 - 8. 24 (m, 2H), 8. 12(d, J=8. 5Hz, 1H), 7. 73 (dd, J=8.
7, 2. 2Hz, 1H), 3.50 (s, 2H), 2. 52 - 2. 39 (m, 10H), 1. 09 (t, J=7. 2Hz, 3H). H
RMS (ESI) calcd 450. 1871; found, 450. 1869.
[0191]  Sjfs13: 4— CRIFMEME—5—FE) 535 —N— (5— (WRIE—1 . FF %) npb e —2—J5% ) e
g —2—fiz Hh R (P-13) (16 %

/\|\, [\\ F

mi/j:@i‘) o \j!/\CK e N\) ~ N\>‘>HN\) LA I@

Z & HG1
P13 p,-,3

O

[0192]  BB—: PIAP-13-1IG B S5 SLHE LIS T, 7% h41%, At
[ 44, 'H NMR (400MHz, CDC1;) 8 9. 11 (s, 1H),8.93(dd, J=1.7, 0. 8Hz, 1H), 8. 6
3(s, 1H), 8. 51 (d, J=3. 4Hz, 1H), 8. 43(dd, J=8. 6, 0. 8Hz, 1H), 8. 29 (dd, J
=2.3,0.8Hz, 1H), 8. 26 - 8. 23(m, 1H), 8. 12(dd, J=8.5, 0. 6Hz, 1H), 7. 74(
dd, J=8. 6, 2. 3Hz, 1H), 3. 49 (s, 2H), 3. 45 - 3. 43 (m, 4H), 2. 42 - 2. 40 (m, 4H
), 1. 46 (s, 9H) . HRMS (EST) caled 522. 2082; found, 522. 2088.

[0193]  PER . K [AfAP-13-1 (100mg) ¥ T & F4e (15mL) 1, % i1 3mLIK 2
EA-HCIR, PiFES AN/, IRATF B EIP-13, =% 4100%, Wi tald
. 'H NMR (400MHz, DMSO) 8 11. 72 (s, 1H), 9. 94 (s, 2H), 9. 57 - 9. 56 (m, 1H), 8.
92 - 8.90 (m, 1H), 8. 79 (s, 1H), 8. 66 (s, 1H), 8. 44 - 8. 40 (m, 2H), 8. 22 - 8. 1
9 (m, 1H), 8. 07 (dd, J=8.9, 2. THz, 1H), 4. 51 (s, 2H), 3. 53 - 3. 44 (m, 8H) . H
RMS (EST) caled 422. 1558; found, 422. 1558.

[0194]  SEHEEI14: (6- ((4- CRIFMEM:-5-JE) -5l mE —2-3E) i) mbmE-3-2E%) (4-Z%E
WRE—1-55) TR (P-14) K45 Bk

o
F o)
N7 F
)J\IQN + ((\N N B (\NJ\CN 'i‘] =
cl N N | \/N\) NNTIND N
S> ‘\/N\) S NH, H N | : \>

S
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[0195]  Zx2B Sl LM & 5, =% h33%, IR, 'H NMR(300MHz, CDCL,
) 69.12(s, 1H),8.93-8.92(m, 1H), 8. 67 (s, 1H), 8. 54 - 8. 48 (m, 3H), 8. 26
-8.22(m, 1H), 8. 14(d, J=8. 5Hz, 1H), 7. 84 (dd, J=8.7, 2. 4Hz, 1H), 3. 79 -
3.63(m, 4H), 2. 51 - 2. 44 (m, 6H), 1. 12(t, J=7. 2Hz, 3H). HRMS (EST) calcd
464. 1663; found, 464. 1662.
[0196]  SEjifdl15: 1-(4-(6— ((4- CRIFMEME-5-T) -5 M IE —2—3E) i) HHIE) WRiE—1-
55 LHE-1-H7 (P-15) A R

NF it i
iy o, O,

[0197] 259l L& Tk, P R38%, AR, 'H NMR(300MHz, CDC,

) 69.12(s, 1H),9. 07 (s, 1H), 8. 92 (s, 1H), 8. 57 - 8. 54 (m, 3H), 8. 26 - 8. 13

(m, 2H), 7. 86 (dd, J=8. 6, 2. 4Hz, 1H), 3. 72 - 3. 50 (m, 8H), 2. 15 (s, 3H). HR

MS (ESI) caled 478. 1456; found, 478. 1452,
[0198]  SEHEI16: (4-(6- ((4— CRIFMEM—5-JL) —5—FpUmkie —2—J5%) i) JHTHE) WRIgE—1-5E)

(B AR A (P-16) 16 %

0 0
F |
N F
| (\N/\E/\/NL (NN NS
S

[0199]  ZB il LIt & T, =3 oN41%, AR K. 'H NMR(300MHz, CDCL,
) 69.12(s, 1H),8.93 - 8.92(m, 1H), 8. 64 (s, 1H), 8. 56 - 8. 53 (m, 2H) , 8. 50
(dd, J=2. 4, 0. 8Hz, 1H), 8. 26 - 8. 22 (m, 1H), 8. 16 - 8. 13 (m, 1H), 7. 86 (dd,
J=8.7,2.3Hz, 1H), 3. 79 - 3. 65 (m, 8H), 1. 78 - 1. 72 (m, 1H), 1. 06 - 1. 01 (m,
2H), 0. 85 = 0. 79 (m, 2H) . HRMS (EST) caled 504. 1612; found, 504. 1603.
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[0200]  SEHREHIT: (6-((4- CRIFHEME-5-IL) —5—JMENE -2—J) %) ML -3—J%) (4-2F%
WRRE—1-25) F i (P-17) KI5

E
N7 N

o
o
AL o - Nkil .Y e
N \ \ N A~ "
? Ph"N\) SN, i NN 0‘}
~

s

[0201) 2590l L G T ik, PP HA39%, AGRE K. 'H NVR (400MHz, CDC1,
) 69.11(s, 1H), 8.93(d, J=1.5Hz, 1H), 8. 54 - 8. 51 (m, 2H), 8. 48 (dd, J=2.
4, 0. 8Hz, 1H), 8. 35(s, 1H), 8. 26 - 8. 23 (m, 1H), 8. 14(d, J=8. bHz, 1H), 7.
87 (dd, J=8.6, 2. 4Hz, 1H), 7. 32 - 7. 26 (m, 2H) , 6. 96 - 6. 91 (m, 3H), 3. 88 - 3
. 79 (m, 4H), 3. 23 (brs, 4H) . HRMS (ESI) calcd 512.1663; found, 512. 1663.
[0202]  SEjfs18: £FEA-(6- ((4— CGRIFMEM:-5-3E) —5—JMEIE —2—2E) J1%) JHIE) URiE-1-
RIBHE (P-18) (4 K

e}
F |
IEN ) .
Ty - LT SN ACE
BN \©:\> \/OTN\) X NH, \/OYN\) \‘/kH'J\N/ N\>
S fe} <

[0203] 225 St L& AT, 773 A3T%, AR . 'H NVR (300MHz, CDC1,
) 89.12(s, 1H),8.93 - 8.92(m, 1H), 8. 67 (s, 1H), 8. 55 - 8. 52 (m, 2H), 8. 49 (dd, J
=2.4,0.8Hz, 1H), 8. 26 - 8. 22 (m, 1), 8. 14 (dd, J=8.7, 0. 8Hz, 1H), 7. 85 (dd, J
=8.7, 2. 4llz, 1), 4. 18(q, J=7. 1Hz, 2H), 3. 70 - 3. 51 (m, 8H), 1. 29 (t, J=
7. 1Hz, 3H). HRMS (EST) calcd 508. 1562; found, 508. 1556.

[0204]  SEHEBI19: BT He4-(6-((4- CRIFIRME-5-3L) -5 JUREIE —2—3K) Ji%) HHBL) Uk
1R IR (P-19) B 5 A

c o
N7 7 ! F
L7 N N*@ SE— \/T @) Jl\
cr N 2 | N AN 7 N
B NN
s> Boc’N\') SN, e H »
g
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[0205]  ZxB Sl LM & TR, P oh41%, FIERE R, 'H NMR(300MHz, CDCL,
) 69.33(s, 1H), 9. 11(d, J=2. 0Hz, 1H), 8. 92 (s, 1H), 8. 58 - 8. 53 (m, 3H), 8
. 24(d, J=8. 6llz, 111), 8. 13(dd, J=8. 6, 2. OHz, 1H), 7. 86 (d, J=8. 7Hz, 1H)
,3.67 - 3.60 (m, 4H), 3. 51 - 3. 47 (m, 4H), 1. 48 (s, 9H) . HRMS (EST) calcd
536. 1875; found, 536. 1871.
[0206]  SEHE120: (6-((4- CRIFMEM-5-JL) —5- UM mE —2-) %) nbmg-3-3E%) (WRE-1-
55 F A AR R £ (P-20) 16 Ak

O

o
(\N/LG\I\ ’\; S F ]/AN Z IN l\i N F
Boc"N\) x N'J\N/ N, RN ‘N)\N" N
Hi > H >

o

»
[0207] P19 (100mg) ¥ T & ke (15mL) H, i hn3mLIK2M BA-HCTIE W,
PERESAN /NI, WRGEIS RIS IP-20, F=FH100%, AEFEAK, 'H
NMR (400MHz, DMSO) 8 11. 24 (s, 1H), 9. 58 = 9. 53 (m, 3H), 8. 88 (d, J=3. 3H
z, 1H), 8. 78 (s, 1H), 8. 51 (d, J=2. 2Hz, 1H), 8. 43(d, J=8. 5Hz, 1H), 8. 21 -
8.17 (m, 2H), 8. 11 - 8. 08 (m, 1H), 3. 79 - 3. 76 (m, 3H), 3. 19 - 3. 15 (m, 3H) . H
RMS (ESI) caled 436. 13505 found, 436. 1352.
[0208]  sEpfs21: (2- ((4- CRIFMEM:-5—JL) -5 JRMENE —2—%) fi%) Mg -5—2K) (4-Z%%
WRRE-1-55) FN (P-21) 45 1k

(o]

F (o]
' | (\NJ\/\N NS
PN N N Iy
‘} ‘\/N\) X J\ ~ N N N N\
S NN, N y

3

a

[0209]  ZBSHEfLA T, A 3T %, FERE . 'H NMR(400MHz, CDCl,
) 89.11(s, 1H),8.97 - 8.96 (m, 2H), 8. 78 (s, 2H), 8. 67 (d, J=3. 3Hz, 1H), 8
.32-8.29(m, 1H), 8. 13(d, J=8. 5Hz, 1H), 3. 88 - 3. 55 (m, 4H), 2. 51 - 2. 45(
m, 6H), 1. 12 (t, J=7. 2Hz, 3H) . HRMS (ESI) calcd465. 1616; found, 465. 1614,
[0210]  SEHtif22: BT He4-(2- (4= CRIFMEME-5-3E) -5 JRIE —2—-3) J1%) MiiE -5
) WRHE - LR M i (P-22) [ A
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Q
N o} | .
L oy —— oo s
ClI” °N 7 3 | N S > N
O s S, Boc NS

[0211]  SISEiEfI A T, P73 h45% . "H NMR (300MHz, CDC1,
) 69.11(s, 1H),8.98 - 8.97(m, 1H), 8. 76 (s, 2H), 8. 67 (d, J=3. 4Hz, 1H), 8

U)VZ

.57 (s, 1H), 8. 31(d, J=8. THz, 1H), 8. 13(dd, J=8. 5, 0. 6lz, 11), 3. 72 - 3.
47 (m, 8H), 1. 49 (s, 9H) . HRMS (ESI) caled 537. 1827; found, 537. 1820.

[0212]  SEHiffl23:  (2- ((4- CRIFHEME-5-JE) -5 JRIRNE-2—4E) i) Mme -5-2K) (URIE-1-
H) PR ERR £ (P-23) 15 K

s} O

l
NJ\(\F‘ [\‘[ - F Nj\f\r‘l NS F
— !
oo N\/I \N }N’,L\N/ N\> HCi HN\) \N,J\u)\l\l/
s

[0213]  #P-22(100mg) ¥ T — S F ¢ (15mL) H, i hn3mLE2M EA-HC1¥A 4,
PibEsAS /IS, IRGESEUL S HIP-23, FEFEH100%, (ERE K, 'H
NMR (400MHz, DMSO) & 10. 98 (s, 1H), 9. 56 (d, J=16. 51z, 3H), 8. 85 (d, J=

w }\‘/,Z

3. 3Hz, 1H), 8. 80(d, J=1. 5lz, 1H), 8. 75 (s, 2H), 8. 39 (d, J=8. 5liz, 1H), 8
.24(dd, J=8.4, 1. 6Hz, 11), 3. 83 - 3. 78 (m, 41), 3. 20 - 3. 16 (m, 4H) . HRMS (
ESD)caled 437.1303; found, 437. 1302.

[0214]  Seitif24: (5= ((4- CRIFMEME-5—4E) -5 JRMEIE -2-3L) &) ibme -2-2E) (4-22&
DRI 1-2%) A (P-24) (6 B

N7 | 7 SN F
AL 2 Nt N)\O\ (\N 1N
o N 3 | \,N\) Ny R N
s> \/N\) Ny NH, NH S

(0215] S Sl L& T, P38 h37%, EMGEA. 'H NMR (400MHz, CDC1,
) 89.10(s, 1H),8.90 - 8. 89 (m, 1H), 8. 78 (dd, J=2. 7, 0. THz, 1H), 8. 45(d,
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[0216]

[0217]

[0218]

[0219]

J=3. 3Hz, 1H), 8. 34 (dd, J=8. 6, 2. THz, 1H), 8. 24 - 8. 21 (m, 1H), 8. 12(dd,
J=8.5,0.6Hz, 1H), 7. 74(d, J=8. 5Hz, 1H), 7. 55 (s, 1H), 3. 87 - 3. 76 (m, 4H
), 2.58 - 2.46(m, 6H), 1. 11(t, J=7. 2Hz, 3H) . HRMS (EST) calcd464. 1663;
found, 464. 1654.

SEHEf25: AT FE4A- (5- ((4- GRIFEEME-5—FE) -5 M e —2—5) Ji%) nib e -2—-3%)
WRiEE- 1R & i (P-25) 45 1K,

o
s /J\@N + (\N/Uﬁ - K\N - | w\ >
e N Y\ | NS N A A A
P LN N N, Boc NN "g

5 oc”

SIS LA BT, PR N39%, AR, 'H NMR (400MHz, CDC1,
) 69.11(s, 1H),8.91(d, J=1. 5Hz, 1H), 8. 78(d, J=2. 6Hz, 1H), 8. 46 (d, J=
3. 3Hz, 1H), 8. 35(dd, J=8. 6, 2. 6Hz, 1H), 8. 24 - 8. 22 (m, 1H), 8. 13(d, J=8
.5Hz, 1H), 7. 79(d, J=8. 6Hz, 1H), 7. 44 (s, 1H), 3. 79 - 3. 75 (m, 4H) , 3. 58 -
3. 48 (m, 4H) , 1. 48 (s, 9H) .
SEHEA26: (5 ((4- CRIFMEME-5—IL) -5 Mg —2—55) i) kg -2-55) (TRE-1-
55 F A AR R £ (P-26) 16 s

o o
(\N)K@\ NS F HC HCI (\N)H/i]\ NS F
—_—
L N N NS NN AP N
H s> H s>

P25 (100mg) ¥ T- =4 P4 (16mL) 1, i 03mLig2M EA-HC LYW,
PERESAS /NI, AT B A PIP-26, 7 FR100%, A A, 'H
NMR (400MHz, DMSO) & 10. 44 (s, 1H), 9. 55 (s, 1H), 9. 48 (d, J=6. 511z, 2H)
,9.02(d, J=2. 5Hz, 1H), 8. 80(d, J=3. 5Hz, 1H), 8. 74 (t, J=1. 3Hz, 1H), 8.
42(dd, J=8.6, 2. 3Hz, 2H), 8. 19 - 8. 16 (m, 1H), 7. 76 (d, J=8. 6Hz, 1H), 3. 91 -
3.88(m, 4H), 3. 19 - 3. 14 (m, 4H) . HRMS (EST) calcd 436. 1350; found, 436. 1350.
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[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

SE27: (6= ((4-(2- (P aEE) FR I MM -5—5E) -5 JR e -2—2%) %) it
WE-3-3%) (WRMR-1-%5) T sk R 2k (P-27) & Al

a 1)

o)
F I P F
N7 PN N 7w
" K‘N*@ . ¢kQL g ol X
N e A N J Boe SN I A NN N /TN 7
o e NH: o e G o | e

AN N
I

AW PIRARP-27-1( 5 S 75 L LI & O, 7% R36%, HE
&4 . "H NMR (300MHz, CDC1,) 8 8. 55 - 8. 52 (m, 2H), 8. 47 - 8. 45 (m, 2H), 8. 33 -
8.32(m, 1H),7.87 - 7.81(m, 2H),7.76 - 7.73(m, 1H), 3. 66 - 3. 47 (m, 8H
), 3.26 (s, 6H), 1. 48 (s, 9H) . HRMS (EST) calcd579. 2297; found, 579. 2291.

IR KPR AP-27-1 (100mg) ¥ T 5 ¢ (16mL) H, % i1 3mL %) 2M
EA-HCTH R, i8I, WRAFIF BN GP-27, 772 H100%, HIT[H
. 'H NMR (400MHz, DMSO) 8 11. 22 (s, 1H), 9. 54 (s, 2H), 8. 84 (d, J=3. 5Hz, 1H)
,8.51 - 8.50(m, 1H), 8. 25 (s, 1H), 8. 20 - 8. 12 (m, 2H), 8. 06 (d, J=8. 3Hz, 1
H),7.88 -7.85(m, 1H), 3. 80 - 3. 76 (m, 4H), 3. 27 (s, 6H), 3. 19 - 3. 16 (m, 4H
). HRMS (EST) caled 479. 1772; found, 479. 1774.

S 28 (6- ((4-(2— (L2 Fk) AR IFMEME—5-Tk) -5 M e —2-3E) fiZo) ik
mE-3-JE) (WRME—1-5E) AR SRR #h (P-28) 45 A

=

[#)

0
o C
NN I P
cx)\‘m’ ’“f,p\:} " Bc,f@ o N, ™ Boc” LN EA,NIQZN‘%'\? TN ’:Nj\c[':{%?
) P-28% S ) =

!
IR WPIEARP-28-11& B2 7% S L& 7%, 77 R39%, A
i 4. "H NMR (400MHz, CDC1;) 8 9. 39 (s, 1H), 8. 59 - 8. 56 (m, 2H), 8. 52(d, J=
3. 5Hz, 1H), 8. 29 (t, J=1. 4Hz, 1H), 7. 86 - 7. 80 (m, 2H), 7. 72 (d, J=8. 2Hz, 1H
), 3.67 - 3.58(m, 8H), 3. 50 - 3. 47 (m, 4H), 1. 48 (s, 9H), 1. 32 (¢, J=7. 1Hz,
6H) . HRMS (EST) caled 607.2610; found, 607. 2600.
AT K AP-28-1 (100mg) ¥ T & e (15mL) v, i N 3mL K 2M
EA-HCIVEVR, PEFEs /NN, IRHF R GIP-28, 73 4100%, Wi ali
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Ao 'H NMR (400MHz, DMSO) & 11. 35 (s, 1H), 9. 64 (s, 2H), 8. 85 (d, J=3. 3Hz, 1H)
,8.53(s, 1H), 8. 28 (s, 1H), 8. 18 - 8. 04 (m, 3H), 7. 87 (d, J=8. 3Hz, 11), 3.
82 - 3.70(m, 4H), 3. 68 - 3. 64 (m, 4H), 3. 19 - 3. 15 (m, 4H), 1. 27 (t, J=7. 1Hz
, 6H) . HRMS (ESI) caled 507. 2085; found, 507. 2089.

[0226]  SEHEf129:  (5-((4- (2 (- FHE) ZRFFWEIME-5—) —5 M IE —2—26E) i) it
Mg -2-3%) (4~ LEEWRIE-1-5) 7T (P-29) [ &

F
o *Q\ SReNH
S A A *;([IQ

[0227] S STHHIL A ITVE, 773 833%, FIEE . 1 NMR (400MHz, CDC1,
) 88.75(d, J=2. 6Hz, 1H), 8. 39 - 8. 34 (m, 2H), 8. 31 (t, J=1. 4Hz, 1H), 7. 86
= 7.83(m, 1H), 7. 76 = 7. 73 (m, 2H), 7. 29 (s, 1), 3. 88 - 3. 76 (m, 4H) , 3. 25 (
s, 6H), 2.61 - 2. 45 (m, 6H), 1. 14 = 1. 11 (m, 3H). HRMS (ESI) calcd 507. 2085;
found, 507. 2077.

[0228]  SEHEfI30:  (5-((4- (2 (A IE) ZRFFWEME-5—3) —5— M e —2—26E) i) it
Mg -2-3) (4-J7 NZENRIER - 1-55) F i (P-30) (165 Ak

X o~y - . NJYW
22
o N N N s
S Y i@l%

[0229] S5 A R TTi, PPER37% . 'H NMR (400MHz, CDCl,) 8 8. 75(d, J=
2. 6Hz, 1H), 8. 39 - 8. 34 (m, 2H), 8. 31 (s, 1H), 7. 84 (d, J=8. 3Hz, 11), 7. 73(d, J=
8. 4Hz, 2H), 7. 41 (s, 1H), 3. 85 - 3. 76 (m, 4H) , 3. 25 (s, 6H), 2. 78 - 2. 72 (m, 1H),
2.65 - 2.54(m, 4H), 1. 07 (d, J=6. 5Hz, 6H) . HRMS (EST) caled 521. 2242;
found, 521. 2240.

[0230]  SEHfs131: BT H4-(5-((4- - (Z FfiREE) 2R FFmEMe—5—JL) -5 TR E —2—5E)
JH) MHEE —1-0%) WRIE -1 R IR BE (P-31) A4 ik
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(a3
F 5 C
N F
L7 N + NTNF —— I'ANJ\[@\ N N
O N N Oy oMo N A2 N
s 0\ Bog” NH, H S\%N\

[0231]  Z2STHEG KA T, P38 038%, [k, "H NVR (400Miz, CDCl,
) 68.75(d, J=2. 6Hz, 1H), 8. 40 - 8. 35 (m, 2H), 8. 32(d, J=1. 7Hz, 1H), 7. 85
-7.83(m, 1H),7.79-7.73(m, 2H), 7. 33 (s, 1), 3. 79 - 3. 75 (m, 4H), 3. 57 -
3. 48 (m, 4H), 3. 26 (s, 6H), 1. 48 (s, 9H) . HRMS (EST) calcd 579. 2297;
found, 579. 2290.

[0232]  SCHEBI32: (5- (4 (2- (= FHGIE) 2K I MEME-5-35) —5— MBI ~2-5) B2 it
WE-2-3%) (WRIE-1-3%) A 5 e ik (P-32) & hk

o]

¢}
F N, F
S
AT T AT S s A A A A
H S\>_N\ HCY H S>—N\

[0233]  #P-31 (100mg) ¥ T & bt (15mL) H, ¥ IN3mLIY2M EA-HCLIE K,
PEFESAS /NI, IRAGIF R G HIP-32, T7EEN100%, WA K, 'H
NMR (400MHz, DMSO) 8 10. 42 (s, 1H), 9. 63 (s, 2H), 8. 98 (d, J=2. 5Hz, 1H)
,8.76(d, J=3. 5Hz, 1H), 8. 45(dd, J=8. 7, 2. 5Hz, 1H), 8. 25 (s, 1H), 8.07(d, J
=8. 4Hz, 1H), 7. 86 - 7. 78 (m, 2H), 3. 92 - 3. 88 (m, 4H) , 3. 29 (s, 6H), 3. 18 -
3. 13 (m, 4H) . HRMS (EST) calcd 479.1772; found, 479. 1771.

[0234]  SEjifd133:  (5-((4- (2 (= LEHE) ZR T e Me—5—JL) —5— Gl g —2—J%) i) nik
WE—-2-F%) (4- ZHEEWRIRE-1-J5) TR (P-33) {4 Bk

i
NN o .
At(@:h, \ Jgj Y S
o7 N A NN e UM N N
S>_r> NN NH; BN >N

[0235] ISl L (0 & i, 723 A38% . 'H NMR (400MHz, CDC1,) 8 8. 74(d, J

—=9.6Hz, 1H), 8. 39 - 8. 35 (m, 2H), 8. 29 (s, 1H), 7. 82(d, J=8. 3Hz, 1), 7. 75 -
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7.71(m, 2H), 7. 32 (s, 1H), 3. 87 - 3. 77 (m, 4H) , 3. 62 (q, J=7. 1Hz, 4H), 2. 60 -
2.47 (m, 6H), 1. 32 (t, J=7. 1Hz, 6H), 1. 12(t, J=17. 2Hz, 3H). HRMS (ESI) calcd
535. 2398; found, 535. 2398.

[0236]  SEjifd34: (5-((4- (2 (= L&HE) ZRFFmEMe—5-JL) —5— Mg —2—J%) i%) nit
WE—-2-3%) (4- N EIRGE-1-55) AR (P-34) 14 Ak

[0237]  ZIS0ifl L& 7, P8 A35%, A K. ' NMR(400MHz, CDC1,
) 88.75(d, J=2. 6Hz, 1H), 8. 38 - 8. 35 (m, 2H), 8. 28 (s, 1H), 7. 81 (d, J=8. 3
Hz, 1H), 7. 75 - 7. 70 (m, 2H), 7. 43 (s, 1H), 3. 85 - 3. 75 (m, 4H), 3. 61 (q, J=7
. 1Hz, 4H), 2. 79 - 2. 73 (m, 1), 2. 66 - 2. 55 (m, 4H), 1. 32 (t, J=17. 1Hz, 61),
1.07(d, J=6. 511z, 6H) . HRMS (EST) caled 549. 2555; found, 549. 2547.

[0238]  SEjifd35: 1-(4-(6—((4- (2- (%) 2R FFmEMe—6-3L) —5— Mg -2—J%) [i%)
WEIE) WRIR—1-2%) £ 51— (P-35) (¥4 B

jod 7 YT 1Y
s EOV A N)KCNK OsN I
7oy M Y SO

[0239]  {LA&A-12(309mg, 1.0mmol) FIB-15(298mg, 1.2mmol) ¥+ 4 /NI
(10mL) , #RJ5 o APd, (dba) ;(45. 8mg, 0.05mmol), BINAP(62.3mg, 0.1lmmol),
IR M (651. 6mg, 2. Ommol) , EHET=IK, MAAR100°C, KM 12h.
A gk g B2V 2L AP35 (193mg, 37%UK3) , Ak, |
H NMR (300MHz, DMSO) & 10. 36 (s, 1H), 8. 70 (d, J=3. 8Hz, 1H), 8.53(d, J=1
. 8Hz, 1H), 8. 40 (dd, J=2. 4, 0. 8Hz, 1H), 8. 31 (d, J=8. THz, 1H), 8. 06 (dt, J=
8.8, 1.2Hz, 1H), 7.90(dd, J=8.7, 2. 4Hz, 1H), 7. 59 (d, J=8. 6Hz, 1H), 3. 55 -
3. 47 (m, 8H), 3. 21 (s, 6H), 2. 03 (s, 3H) . HRMS (EST) caled 521. 1878;

found, 521. 1880.
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[0240]  SEHEGI36: (4- A A D) WRigR-1-3E) (6- ((4-(2- (- FI ) < JFmeme-6-3%) -5-
T -2-3) ) MEWE-3-%) F A (P-36) 145 1K

aQ
NP N
c;/kN//l\@z/%N\ " ZN(\) ‘ w, O N\,)JKI:\/k N/I(:[ %N

[0241]  Z25EBI35I0 G, 77%835%. |
NMR (300MHz, DMSO) 8 10. 33 (s, LH), 8. 70 (d, J=3. 8Hz, 1), 8. 53(d, J=1
.8Hz, 1H), 8. 41 (dd, J=2. 4, 0. 8Hz, 11), 8. 34 - 8. 31 (m, LH), 8. 08 - 8. 05 (m
,1H),7.91(dd, J=8. 7, 2. 4Hz, 1H), 7. 59(d, J=8. 611z, 11), 3. 76 - 3. 49 (m,
8H), 3. 21 (s, 6H), 2. 03 - 1. 96 (m, 1H), 0. 77 - 0. 71 (m, 4H) . HRMS (EST) calcd
547.2034; found, 547. 2032.

[0242]  Sjfs37:  (6—((4- (22— (= F i) AR FFMEmE—6-5%) —5— i Mg —2—J%) Jl) ML mE -3
) (4-J5 FWRME-1-2E) R (P-37) I & X

@ rf\ i F
)\l(:[ . — OrYOLs
Ci ,N\/l N A s
o N\) Hy PH NN N’>_N

[0243] B2 HiBI3510 A B, 75332% . 'H NMR (400MHz, CDC15) 6 8. 52(dd, J=
8.7,0.8Hz, 1H), 8. 48 (dd, J=2. 4, 0. 8Hz, 1H), 8. 45 - 8. 44 (m, 2H), 8. 42(d, J
=3. 8Hz, 1H), 8. 16 - 8. 13(m, 1H), 7. 87 (dd, J=8.7, 2. 3Hz, 1H), 7. 65(d, J=
8. 6Hz, 1H), 7. 32 = 7. 28 (m, 2H) , 6. 96 — 6. 90 (m, 3H), 3. 89 - 3. 77 (m, 4H), 3. 27 (s, 6
H), 3. 25 - 3. 20 (m, 4H) . HRMS (EST) calcd 555. 2085; found, 555. 2084.

[0244]  SEjf5138: ZKE4-(6- ((4-(2— (Z FJig) 2R FFMEME—6—55E5) —5— M IE —2—J%) i)
P HL) DRI -1 R BR G (P-38) 15

Hz

o}
N\F N7 YN N/NN\F
B SUUREY SA STV S ATk s o8
H
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[0245]  Z2SCHifI35 A B, 72534 % . 'H NMR (300MHz, CDC13) 6 8. 52(dd, J
=8.7,0.8Hz, 1H), 8. 47 - 8. 42 (m, 4H), 8. 17 - 8. 13 (m, 1H), 7. 84 (dd, J=
8.7, 2. 3Hz, 1H), 7. 65 (d, J=8. 61z, 11), 4. 18 (q, J=7. 1Hz, 2H), 3. 70 -
3.52(m, 8H), 3. 28 (s, 6H), 1. 31 - 1. 26 (m, 3H) . HRMS (ESI) caled 551. 1984;
found, 551. 1984,

[0246]  Sjf5139: 1-(4-(6— ((4-(2— (Z L&) 2RI WEMe—6—2) —5—FMAEIE —2-3E) i)
) DRI —1-28) £ 3611 (P-39) A A&

N 9

[0247] B2 Hif3510 4 B, 72330% . 'H NMR (300MHz, CDCl,

N

5
SaeSed
AL y;
) 88.68(s, 1H), 8. 54(dd, J=8. 8, 0. 8Hz, 1H), 8. 45 - 8. 41 (m, 3H), 8. 15 - 8.
12(m, 1H), 7. 86 (dd, J=8. 7, 2. 3Hz, 11), 7. 63 (d, J=8. 6l1z, 11), 3. 72 - 3. 5
4(m, 12H), 2. 15(s, 3H), 1. 33 (t, J=7. 1Hz, 6H) . HRMS (ESI) calcd549. 2191;
found, 549. 2188.
[0248]  SEHEHIA0; (4~ PRI WRE-1-90) (6 ((4- (2 (— ZI0) HFF b6 3E) 5~
SR -2 ) WA ~3-2E) 71 P40) f15 20

o o
) SR Y QL

7 s, | - . | \
T Y M badh ﬂ@%é

[0249]  ZSCHEMI35 4%, 77 %31% . T NMR (300MHz, CDC1,) & 8. 89 (s, 1H), 8. 56 -
8.52(m, 2H), 8. 45 (d, J=3. 8Hz, 1H), 8. 43(d, J=1. 8Hz, 1H), 8. 13(ddd, J=
8.6,1.9, 1. Oz, 1H), 7. 86 (dd, J=8. 7, 2. 4Hz, 1H), 7. 63 (d, J=8. 6Hz, 1H), 3
.74 -3.60(m, 12H), 1.79 - 1. 73 (m, 1), 1. 33 (t, J=7. 1Hz, 61), 1. 04 - 1. 01
(m, 2H), 0. 85 - 0. 80 (m, 2H) . HRMS (EST) caled 575. 2347; found, 575. 2344.
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[0250]  SEHEGI41: 1- (4= (6 ((4-(2- CR LML) ZR I M -6-5E) —5—JR e -2—2%) %) 1A
B WRIGR—1-3%) Z%— 1=l (P-41) I & Bk

E

[0251] S50 EF350) & e, 7%841% . 'H NMR (400MHz, CDC1;) 6 8. 53 -
8.50 (m, 2H), 8. 45 (dd, J=2. 4, 0. 8Hz, 1H), 8. 43 - 8. 42 (m, 2H), 8. 13 -
8. 10 (m, 1H), 7. 84 (dd, J=8. 7, 2. 4Hz, 1H), 7. 63 (d, J=8. 6Hz, 1H), 5. 8
2(s, 1H), 4. 11 - 4. 05(m, 1H), 3. 73 - 3. 53 (m, 8H), 2. 24 - 2. 17 (m, 2H), 2. 15
(s, 3H), 1. 83 - 1. 68 (m, 6H). *°C NMR (126MHz, CDC1,) & 168. 36, 167. 73, 167
27, 155. 27, 154. 98, 153. 90, 151. 55, 151. 05, 150. 98, 149. 52, 147. 08, 1
46.93, 137. 42, 137. 31, 130. 89, 126. 74, 126. 69, 124. 93, 124. 89, 124. 3
1,121.53,117.65, 110. 89, 55. 71, 39. 76, 39. 60, 39. 43, 39. 26, 39. 10, 2
3. 25, 21. 16.

[0252]  SEjifd42: (4-(6-((4- (2 (R Jufi%) A8 IFMEME—6-T%) -5 g ie —2—55) %) Mt
HE) WRigR—1-2%) GAPZE) R (P-42) ()4 Bk

NSF il

o]
. F
A s SRS, Nsaese
Gt N =N | OVN\) . P s
THUYY e LT T Ty

[0253] S ESERI351) A K, 753843% . 'H NMR (400MHz, CDC1,;) & 8. 65(s, 1H), 8. 53 -
8.51(m, 1H),8.47 - 8.41 (m, 3H), 8. 11 - 8. 09 (m, 1H), 7. 85(dd, J
=8.7,2.4Hz, 1H), 7. 63(d, J=8. 6Hz, 1H), 5. 89 (s, 1H),4.12 -
4.06 (m, 1H), 3. 78 - 3. 64 (m, 8H), 2. 18 - 2. 14 (m, 2H), 1. 80 - 1. 66 (m, 7TH), 1. 05 -
1. 01 (m, 2H), 0. 84 = 0. 80 (m, 2H) . °C NMR (126MHz, CDC13) & 171. 18, 167. 71, 167.

26, 155. 26, 154. 99, 153. 90, 151. 54, 151. 03, 150. 96, 149. 52, 147. 13, 1
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46. 96, 137. 40, 137. 28, 130. 88, 126. 68, 124. 93, 124. 89, 124. 31, 121. 5
0, 117.65, 110. 78, 55. 71, 32. 22, 23. 24, 10. 27, 7. 05.

[0254]  Sjfe43:  (6-((4- CRIFWEME-6—%) —-5—FMEIE —2—J%) 1Z) MEme—3-2%) (4-F N
FEWRIE-1-3%) IR (P-43) BI5 Ak

F 2]

9}
N ] F
ISR, SReNe
Cl N N/) YN\) S NH, \rN\) N ﬁJ\N }

[0255] B2l 3501 & Tk, PR N4 %, AMEAK. 'H NMR(400MHz, CDCl,
) 69.62(s, IH), 9. 15(s, 1H), 8. 76 (s, 1H), 8.62 - 8. 59 (m, 2H), 8. 54 -

8.51 (m, 1H), 8. 33 - 8. 28 (m, 2H), 7. 89 - 7. 85 (m, 1H), 3. 80 -
3.52(m, 4H), 2. 77 - 2. 72(m, 1H), 2. 59 - 2. 49 (m, 4H), 1. 06 (d, J=6. THz, 6H).
BC NMR (126MHz, DMSO) & 166. 77, 159. 14, 155. 19, 155. 17, 154. 37, 153. 61
, 151. 74, 150. 69, 150. 62, 149. 71, 147. 76, 147. 55, 146. 85, 137. 20, 134
.14, 129. 91, 126. 58, 126. 54, 124. 83,  123. 54, 123. 48, 123. 16, 110. 93, 53. 61,
17. 97.
[0256]  sjifsd4: 1-(4-(6—((4- GRIFMEME-6—KE) -5 R g —2—) i) MRIESL) IR
135 Z5E-1-H (P-44) (14 ik

F o q
N7 s F
A 2 s+ (\ng\ . [y “\@ v
C” N ) Oj/N\) A NH; OYN‘) = N*N/ S/>
N N

[0257] S50t 354 %, 77%644% . "1 NMR (400MHz, CDC1,
) 89.16 (s, 1), 8. 78 (s, 1H), 8. 53 - 8. 50 (m, 2H) , 8. 47 - 8. 44 (m, 2H), 8. 34
- 8.28(m, 2H), 7. 86 (dd, J=8. 7, 2. 3Hz, 1H), 3. 73 - 3. 53 (m, 9H), 2. 15 (s, 3
H). 13C NMR(101MHz, DMSO) 8 168. 92, 167. 80, 159. 73, 155. 74, 155. 71, 1
54. 95, 154. 35, 152. 58, 151. 28, 151. 19, 150. 04, 148. 37, 148. 11, 147. 6
0, 137. 93, 134. 72, 130. 46, 130. 41, 127. 16, 127. 10, 125. 07, 124. 12, 12
4.05,123.73, 111. 50, 46. 01, 21. 73.
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[0258]  SEJif45: (4-(6- ((4- CRIFMEME-6-TE) -5 IE -2—3%) ) MHIEIE) DRER-1-
5E) GRINEE) T (P-45) 45 1k

Q

e}
F
N7 F
\ N/k@\ (\NJ\CNL NS
Al - Y e T A e
N
A

[0259] 2 SEEI36MI4 K, F=%42% ., 'H NMR (400MHz, CDC1,

>

N

) 89.16 (s, 1H), 8. 78(s, 1H), 8. 52(dd, J=6. 0, 2. THz, 2H), 8. 46 (d, J
=2. 3Hz, 1H), 8. 35 - 8. 28 (m, 3H), 7. 87 (dd, J=8.7, 2. 4Hz, 1H), 3. 81 -
3.62(m, 8H), 1. 77 = 1. 71 (m, 1H), 1. 04 - 1. 02 (m, 2H), 0. 84 - 0. 81 (m, 2H).
C NMR (126MHz, DMSO) 8 171. 21, 167. 22, 159. 11, 155. 12, 155. 10, 154. 38
, 153. 77, 151. 75, 150. 70, 150. 62, 149. 72, 147. 73, 147. 52, 147. 06, 137
.44, 134. 15, 129. 87, 129. 83, 126. 57, 126. 52, 124. 48, 123. 51, 123. 45,
123. 14, 110. 93, 10. 30, 7. 06.
[0260]  SEHifl46: 4- CRIFHEME-6-2E) -N-(5- ((4—7 A ZEIREE-1-25) F145) e -2-
L) —5- TP HLWEIE -2-Jf% (P—46) (KI5 AR

N‘ N Me N s ) N/\G\L Nl SN Me
GIXN/ s+ (PN kNH“ —_— YN\'J % N"L\N/ s
> x COCI

W
[0261]  ZZS0iEfI35104 K, 773642% . 'H NMR (400MHz, CDC,
) 69.12(s, 1H), 8. 45 (s, 1H), 8. 42(d, J=8. 6Hz, 1H), 8. 30 - 8. 24 (m, 4H) , 7
.82(dd, J=8.5, 1. THz, 1H), 7. 61 (d, J=8. 6Hz, 1H), 3. 55 (s, 2H), 3. 33 - 2.
86 (m, 9H) , 2. 34 (s, 3H), 1. 38(d, J=6. 8Hz, 611).
[0262]  SEHE147: AT Hed— (6- ((4- GRIFMEM-6-F%) —5— FI JLMEE -2—5E) fiie) MRt )
WRIE- 1R IR M (P-47) A AL
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o) o
N Me N AN ((\N)J\/\ﬂ" l\‘f SN Me
Cl)\N/ S, * BOC’N S % NH _— Boc/N\) K/\N/L\N/ X8,
2 2 th | P N/)

i

[0263]  ZHSHEmI35M0 A M, 7 %34% . 'H NMR(400MHz, CDC1,
) 69.12(s, 1H), 8.53(dd, J=8.7, 0. 8z, 1H), 8. 48 - 8. 46 (m, 2H), 8. 44 (dd, J=
2.4,0.8Hz, 1H), 8. 28 - 8. 26 (m, 2H), 7. 82(dd, J=8.6, 1. THz, 1H), 7. 76 (dd, J=
8.7, 2. 3Hz, 1H), 3. 66 - 3. 45 (m, 8H), 2. 36 (s, 3H), 1. 48 (s, 9H).

[0264]  SEHEf48: (6- ((4- CRIFMEM-6-3L) —5- FJLmEng —2-3L) i) ik -3-3%) (4-5%
RFEIRE-1-55)  FEA (P-48) (16

<

o
NS M )KO\ Me
l P + Z N (\N ZN NS
CE/L\N :) \{,OJ\QKNW YN\) ~ N)\ANI@:%
N

[02656]  Z2ESLiElI35M4 K, F=%39% ., 'H NMR (400MHz, CDC1,) 6 9. 12(s, 1H), 8.51 -

8.49 (m, 1H), 8. 46 (s, 1H), 8. 42 (d, J=2. 2Hz, 1H), 8. 28 - 8. 26 (m, 3H), 7. 82 (
dd, J=8.6, 1. 6Hz, 1H), 7. 77(dd, J=8. 7, 2. 3Hz, 1H), 3. 75 - 3. 55 (m, 4H), 2. 77 -
2.71(m, 1H), 2. 59 - 2. 36 (m, 4H), 2. 36 (s, 3H), 1. 06 (d, J=6. 5Hz, 6H).

[0266]  SEHif49: (6 ((4- CRIFMEME-6-3L) -5 I SLMENE -2-2L) J1%) Mt e -3-2) (UK
WR-1-2) FT R R Ak (P—49) 1Y) &

N
| | . N
BOC/N\) N)\ / 8 51 N S/>
[0267]  FP47 (100mg) ¥ T & e (15mL) A7, i hn3mLA2M BEA-HC1IE VR,
PERESAN /NI, IRZEE B S P49, PR K100%, HE k. H
NMR (400MHz, DMS0) & 11. 83 (s, 1H), 9. 68 (s, 2H), 9. 56 (s, 1H), 8. 73 (s,
1H), 8. 62(d, J=1. THz, 1H), 8. 56 (d, J=2. 2Hz, 1H), 8. 27 (d, J=S8. 5Hz, 1H)
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[0268]

[0269]

[0270]

[0271]

[0272]

,8.20(dd, J=8.9, 2. 1Hz, 1H), 7. 96 - 7. 91 (m, 2H), 3. 80 - 3. 76 (m, 4H), 3. 18 -
3. 16 (m, 4H), 2. 42 (s, 3H).

SEHA50: 4- CGRIFIEME-6-2E) N- (5- ((4—F P FEIRGE -1 -5) T 5E) kg -2
5 —5- A FEmEIE -2 1% (P-50) {15 Ak

Qe (\N/ Py r/\N P N\/\ OMe
SN s N\) g Nt d YN\) o N N g
Vs e 2 H »

B 35 K, T %52% . H NMR (400MHz, CDC1,

O

) 89.10(s, 1H),8.80(dd, J=1.7,0. THz, 1), 8. 37 (dd, J=8. 6, 0. 9Hz, 1H)
,8.35-8.32(m, 2H), 8. 24(dd, J=8. 6, 0. 6llz, 11), 8. 21 - 8. 20 (m, 11), 8.0
3(s, 1), 7. 68 (dd, J=8. 6, 2. 3Hiz, 1H), 3. 95 (s, 3H), 3. 48 (s, 2H), 2. 68 - 2
.49 (m, 9H), 1. 05 (d, J=6. 5Hz, 6H).

SEHEBIST: BT He4- (6 ((4- GRIFMEME-6-2E) —5- FF A M -2—-2) Ji%0)
) WRHE -1 =R (P-51) [ Ak

/> >

OMe Oie
N
B3I B, P23 43% . 'H NMR (400MHz, CDCl,
) 69.12(s, 1H), 8. 79(d, J=1. THz, 1H), 8. 53 - 8. 49 (m, 2H), 8. 45 (dd, J=2.
4,0.9Hz, 1H), 8. 39 (s, 1H), 8. 32(dd, J=8. 7, 1. THz, 1H), 8. 25(d, J=8. TH
z, 1H),7.80(dd, J=8.7, 2. 4Hz, 1H), 3. 97 (s, 3H), 3. 65 — 3. 46 (m, 8H) , 1. 4
8 (s, 9H).
SCHif5152:  (6- ((4- CRIFMEM:-6-IK) —5—FF L R M e —2—J5%) i) nikmg-3-2%) (4-
SNSRI -1-55) R (P-52) (14 Bk
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o
NN OMe ? | OMe
/“\/j/\ s 4 (\N)ﬁ F/\NJ\@ NS
o N 8 | N Az 8
@[N/) \FN\) S, \r PN NN :/>

[0273] B HSERI35/1) 5 K, 75%845% . 'H NMR (400MHz, CDC1,) 6 9. 11 (s, 1H), 8. 80 -

8.79 (m, 1H), 8. 48 (dd, J=8. 7, 0. 9Hz, 1H), 8. 44 (dd, J=2. 4, 0. 8Hz, 1H), 8. 4
0(s, 1H), 8. 38 (s, 1H), 8. 32 (dd, J=8. 6, 1. THz, 1H), 8. 25 (dd, J=8.7, 0.6
Hz, 1H), 7. 81(dd, J=8. 7, 2. 3Hz, 1H), 3. 96 (s, 3H), 3. 81 - 3. 56 (m, 4H), 2. 79 -
2.71(m, 1), 2. 61 - 2. 52 (m, 4H), 1. 07 (d, J=6. 5Hz, 6H).

[0274]  SEjifs153:  (6—((4- CRIFMEME—6-I%) -5 F A JE M g —2—J%) i) nik e -3-2%) (Wk
ME—1-3%) FTR 26 iR &k (P-53) HI & Bk

o o
oM
|/\N AN NI OMe el Hel (\N)KCNL j;l\\ e
N Y | )l\ = s ———*» HN\) S N N/ S
Boc¢ N N > H O />
H ,\{ N

[0275]  KP51 (100mg) ¥+ & e (16mL) 41, i N3mLA2M EA-HCLEF K,
PEFESAN /NI, RGBSR A P53, P2 N100%, HERE A, 'H
NMR (400MHz, DMSO) 6 12. 05 (s, 1H), 9. 76 (s, 2H), 9. 58 (s, 1H), 8. 95(d, J=
1. 5Hz, 1H), 8. 66 (s, 1H), 8. 58 (d, J=2. 2Hz, 1H), 8. 30 - 8. 24 (m, 3H), 7. 91 (d, J=
9. 0Hz, 1H), 4. 06 (s, 3H), 3. 82 - 3. 76 (m, 4H), 3. 19 - 3. 16 (m, 411).

[0276]  SEHfF54: (6- ((4- CRIFMEME-6-IL) WEng -2-5E) Ji%) kg -3-5) (4-5 R 2Lk
M- 1-J5) Fi (P-54) 14 ik

o o
N7
IS SRe! SRAeE e
G N < | N s Py
N,) \‘,N\,) N Y N NN z/>

[0277]  ZZSEHEFI3bIIE A, F=%42% ., 'H NMR (400MHz, CDC1,
) 89.13(s, 1H), 8. 76 (d, J=1. 6Hz, 11), 8. 62 (d, J=5. 3Hz, 111), 8. 59 (d, J=
8. 6Hz, 1H), 8. 44 (d, J=2. 3Hz, 11), 8. 27 (d, J=8. 6Hz, 1H), 8. 22(dd, J=S.
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[0278]

[0279]

[0280]

[0281]

6, 1. 6Hz, 1H), 7. 86 (dd, J=8. 6, 2. 3Hz, 1H), 7. 37 (d, J=5. 2Hz, 1H), 3. 80 -
3.55 (m, 4H), 2. 79 - 2. 72 (m, 1H), 2. 60 - 2. 52 (m, 4H), 1. 07 (d, J=6. 5Hz, 6H
). °C NMR (126MHz, DMSO) 8 167. 38, 163. 81, 159. 73, 159. 60, 159. 16, 155. 23
, 154. 24, 147. 44, 137. 84, 134. 95, 134. 07, 125. 64, 125. 34, 123. 79, 122
.10, 112. 14, 110. 35, 54. 29, 18. 50.
SEA55: 59 -N- (5- ((4- RN FEEWRIE-1-5E) FI2E) mikieE —2-25) —4- (- FE2R
FEMEME—6-3L) WEIE -2-H% (P-55) [ 45 1k

B SR 35 A i, PE 351 % . 'H NMR (400MHz, CDC1,
) 68.64(s, 1H), 8. 46 (d, J=3. 5Hz, 1H), 8. 38 (d, J=8. 5liz, 1H), 8. 33 - 8. 21
(m, 3H), 8. 08 (d, J=8. 6Hz, 1H), 7. 70 (d, J=8. 6Hz, 1H), 3. 54 (s, 2H), 2. 91
(s, 3H), 2. 88 = 2. 50 (m, 9H), 1. 24 (d, J=17. 2Hz, 6H).
SEf5156:  (6- ((5-Tr—4— (2- P FEARIFWEME-6-3ik) Mg -2-3) fi) Mt -3-3k) (4
SN HENRIE-1-55) T (P-56) [ 1k

nxF O‘ ‘ i 2 N F

SIS 35 A i, PR ER42% ., 'H NMR (400MHz, CDC1,) & 8.64(d, J=
1. 7THz, 1H), 8. 48 - 8. 46 (m, 2H), 8. 44 (dd, J=2. 3, 0. 8Hz, 1H), 8. 30 (s, 1H), 8. 26 -
8.24(m, 1H), 8.09(d, J=8. 6Hz, 1), 7. 84 (dd, J=8. 6, 2. 3Hz, 1H), 3. 80 - 3. 55
(m, 4H), 2. 91 (s, 3H), 2. 78 - 2. 72(m, 1H), 2. 61 - 2. 50 (m, 4H), 1. 07 (d, =6
. 4Hz, 6H) . "*C NMR (126MHz, CDC1,) & 170. 03, 167. 97, 155. 12, 155. 10, 153. 82, 152
.28, 151. 79, 151. 72, 150. 24, 147. 54, 147. 35, 147. 14, 137. 92, 136. 27,
129. 74, 129. 69, 126. 80, 126. 75, 125. 03, 122. 65, 122. 59, 122. 57, 111.

03, 54. 58, 20. 43, 18. 37.
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[0282]  SEHEHI5T: 1-(4- (6= (5 —4— (- IR IFWEME-6 L) WRIE -2-3) ) JHIEEFE)
WRIE-1-3E) £3-1-H] (P-57) {5 Bk

NS F F
N N N™™H
CIANXQ:S%MG N\)/J\O\ - Gﬁ/@ S : N/‘U\N/
N

S\
H p—Me
N

[0283]  ZS 350 e, 7538 % . 'H NMR (400MHz, CDC1;) 6 8. 64(d, J
=1. THz, 1H), 8. 53 - 8. 46 (m, 4H), 8. 26 - 8. 24 (m, 1H), 8. 09(d, J=
8. 6Hz, 1H), 7. 86 (dd, J=8. 7, 2. 4Hz, 1H), 3. 76 - 3. 54 (m, 8H), 2. 91 (s, 3
1), 2. 15(s, 3H). C NMR (126MHz, CDC1,) & 170. 13, 169. 22, 168.
49, 155. 06, 154. 33, 152. 28, 151. 81, 151. 74, 150. 23, 147. 68, 147. 38, 1
47.17,137.98, 136. 25, 129. 67, 129. 62, 126. 77, 126. 72, 124. 07, 122. 6
5,122.59, 122.56, 111. 16, 46. 16, 41. 49, 21. 39, 20. 42.

[0284]  SKHif5158:  (4— (FRPIFRIE) WRIE-1-3E) (6- (5 —4— (2- I AL IR My -6 -5E) W
e —2-3%) fi) nbmgE -3-2%) B (P-58) & ik

O [o]
F
m@ }ou , —— Q*Qm@
o X SN
DMe X N |/h{}.

[0285] 2590t 35 & M, 7™ %30% . 'H NMR(400MHz, CDC1,
) 68.70(s, 1H), 8. 64(d, J=1. THz, 1H), 8. 54 - 8. 50 (m, 3H), 8. 26 - 8. 23 (m,
1H), 8. 09 (d, J=8. 6Hz, 1H), 7. 87 (dd, J=8.7, 2. 4Hz, 1H), 3. 79 - 3. 63 (m, 8
H),2.91(s, 3H), 1. 78 - 1. 72(m, 1H), 1. 05 - 1. 01 (m, 2H), 0. 85 - 0. 80 (m, 2H
). °C NMR (101MHz, DMSO) & 170. 86, 167. 79, 155. 71, 155. 68, 155. 00, 154. 37
, 154. 37, 152. 54, 151. 31, 151. 22, 150. 01, 148. 26, 147. 62, 137. 92, 136
.29, 129. 71, 129. 66, 127. 07, 127. 01, 125. 04, 123. 49, 123. 41, 122. 60,
111. 47, 21. 23, 10. 83, 7. 62

[0286]  AEFPEM S5

[0287]  —. DYRK2UEE IS I 20 s il 75 7%
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[0288] b 8 SEHEBIAL A WP 1—P—40X DYRK2UEAF AN HIVE R, BATE ERE T &

[0289]

[0290]

4 20mM HEPES (pH 7.5) . 10mM MgCl,. 1mM EGTA. 0.01%Brij35. 0.02mg/mL

BSA. 0. ImM NagVO,. 2mM DTTHI1%DMSOM &2 2B rFil. BJm, 765 N2t
IIADYRK2USIG FIDYRK tide R, HHEIRG . KA SWIIN R NIREY T,
IMAFP-ATP BRI SRJG, TEPSTES FACHAR EEE R AY, FFTEEW FIFFE2
N o R, AR DR B (RO M R A SR A R R AR I S P LR
T-DMSOX HE 4 ) RDYRK 2355 1

MAFHITCE N R L, WSERREE R AT LUE Y, AR B S A PRI DYRK 2
WP LA R S

F 1 AR A XS DYRK 234 RS M 1 TCoo I AR
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SE 45 1Csp (nM) S ICso (nNM) SE A 1Cs5 (nM)

1 1474 21 1053 41 85

2 1415 22 535 42 128

3 498 23 695 43 44

4 268 24 15 44 26

5 357 25 16 45 40

6 774 26 4 46 7761
7 779 27 18 47 >10,000
8 636 28 35 48 1723
9 67 29 i1 49 2107
10 99 30 13 50 >10,000
11 190 31 590 51 >10,000
12 430 32 9 52 >10,000
13 216 33 29 53 8,519
14 22 34 45 54 58
15 28 35 22 55 203
16 33 36 16 56 147
17 56 37 683 57 30
18 29 38 91 58 58
19 70 39 15
20 0.6 40 14

(02917 A 2 45 2R 53 A B s DYRK 2SR AT B ARG 1, 2L
TR I3 & MR DY RK 245 ) 1 Coolll B AF /1> T 1000nM, - e rp S tifsi] 20
24, 25, 26, 27, 29, 30, 32, 36. 39. 40[JICsIIEAE /> F-20nM, FHFEAI,

AR A A PR DYRR2 B AT AR R4 (3 filis
[0202] . ZHa BEE A0S PRI

[0293]  $%BECCK-8EIAT I A A 0% HT 41 e DU 451 22Rv 1 41 g b 5 1y D 4E H
KL A Y S8 20 58 S 11 40 81 S 91 39 5 DU 1458 22Rv 1 41 i AE 96 FLAR H
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[0294]

[0295]
[0296]
[0297]

[0298]

[0299]
[0300]

[0301]

SR F 7200, BEJE I ACCKSIAG], (EAEST'C, 5%CO%AF MIFF 2/, ¥
AEw ), WREBEPR G E E450nm G EEE,  BiliJ HiGraphPad Prism 6404
o A A 0 A0 P8 T R~ 8 R P2 T Coe

ICso{ M)
WA
DU145 22Rv1
SEHE] 20 3.255 = 0.060 2.552 £ 0.046
sEHfE] 40 7.461 +0.31 4.38+0.51
SEfEH] 39 16.04+0.256 13.85+2.61

IR TT D0, S 191 2000 552 e 9] 401449 S5 25l T 41 s DU L 45FH 22Rv 1 41 i 34
G, 2 WIS P AR 2,

= 2MEEEIR

L. S 204k 45 PR R 1 DX

BICR/DN R 54, KT HRALFAN A 2941, R SCifs 20, 46U/,
X2V H S R TR, DU 2540 53 )4 1000mg /kg,  2500mg/kg, 5
000mg/kg, 10000mg/ kg (k75 H7E B 45 5 SLHE BI04 59—, s/ B FEE
WEICTE L, SETZAEAT PR . WA 14K

SRR KAEDRGAE 12NN, RN . G224/ bR NF)
WIFET, SR IARGENANIET o KN U, OS2 - 228 B
E, RGN FERE AN AT . Fik, Soiis) 2004750 B
VER, 2 PEREF, 20Ul B AR 3,

2. S BIA0 A ) S P FE I IR

W ICRANER 2 A4, 1A IBALRIAAN S 2520, ' St 20, 5416 FU/NRR,
of A SR A B R K, DUANA 254 93 Sl 44 I 1000mg / kg,  2500mg/kg, 5
000mg/kg, 10000mg/ ke 7 E e B 45 5 S Bl404L 59—, R/ R EEE
WEIET GO, SET-ZEAT PR WA 14K

SRR BANRGAF 12N ZW, RN B2524/ 0 PR WE)
WIFET ., SR IARGENIANIET o /N U], O R B 45 - L B
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H, RIS GAE TR E E RN RAUEX . Bk, SEig40 8 e B Rl

[0302]
[0303]
[0304]

[0305]

[0306]

[0307]

[0308]

TR, ZAtEREF, 2 WUl E R4,

VUL BT 51 B A Py 2525000

L. S 20470 7 57 M 14 P 24 28000 X

K DU LA i Be i TBALB/ c RN A IURRCSS B2 15 A g A= A 22 85mm™ 2245 I Bk
TEAERORAS R A LR N — PR I R AR Bl 24 L, 70 A, 26,
RUAEAYZE . S5 204K & 20 (100mg/ke) « SEJif7] 20 w771 =41 (200mg/kg) « [
M2 RIS A (100mg/ke) , FEREZ—IR. MR EAREIIE KB BE R —IX,
00 iR AR RN AR AR A S5 220 RG22 R AU, T AR BB AR
&,

S AR R, S 201K ) AU A RIS BRI 41 DU L4548/ BB AR KT/
C(%) H}50.9%, FMRIFAA8. 7% SEHEM] 20 w76 AT 21 fde 41 DU 145
BN SR IIT/C (%) 434, 4%, FIIREAN65. 3% o [HIE 24 UM E e 20 AHT
B e 40 HEDU L A58/ RS AEIRI KT/ C (%) J42. 0%, IR N57.8%; FEHH
HAR SR 253 AR DL 2 R R, 2 UG I T R5 .

2. ST 4047 BT 51 B P N 25 28000

HeDUL4540 Ma-He Al T-BALB/ AR/ BAT IR B3 K 5 AR e AE 4 2 85mm” 277 Iy Pk
PEAERORAS RAF HLIRE K/ — PEBUF AT R AR 28 L, 2 44, TR,
HIAERIZE . S 401K 40 (B0me/ke) « ST 40 77 &40 (200mg/ke) « BT
KRB EIZIAL (80 mg/ke), BEREEA—IX. IhE BEARRIINE KRB FR—IX,
00 iR AR A R R R A T Z 220 R 22 SRR, T RSO Bk
H,

SEI AR IR, SEHEBI A0 E AN A AT 2 Bt 40 aDULA5R /) B AL FER T/
C(%) H55.3%, HIRIHE A43. 6% SR 20 )& 40 A AT 41 s 4 DU 145
BN AR HIT/C (%) H34. 8%, FREFA65. 0% . FHMEZYRINE 0 A HT
B e 40 DU 14588/ RS AEIRT (K T/C (%) hy38. 8%, FRIH460. 9%, Z L
BB 116
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L NSRS NS
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H Ry H PRy
S 17 N
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FERX Sy AN IE H: 0y NHy S(0),. C(0) B~ (CHy) > nkj0Zk 15K
23

JITIRAL By CoFAIMSIIE H: CERN;

PRy AT H: & Sl KR Bk gk, WU A

B, CrCfdE. CrCofdk. C-Coltdk. HIRC-Coltdt. C-Caltd,
e CrCfledE. CoCioldE. CoCioZ 053 . C-CoFRHEI-NRR;
, i, Ry ROMBIMSTIIEH: Hy C-Cobtdk. CCflidE. CoCy
Jidk . CCiok 7 FEEC,—CaAR AL ;

FridR Iy HIANST G B i BRIk, SigE. JUE. KR, Ik, G
—CoHMBEdE . Ci—Cobt AR BC, —Cebt L

BER 7> BIASTE H A Tl C-CebtdE. mfRC,—Cobidk. C-Cobtd
B CCHRkedE. —C(0) 0C,—Celiedk. —C(0) CoCeFRkidk. Co-Ciol%
FEy CoCoh 53 CuCeA A FEEN—C (0) Res
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105 5 o
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JITIRR 7 I SZE HEL C—Celbide. —C(0) 0C,—CekidE. —C(0) C3—Cs
Hpidt. CoCiofidk. B-C(0) Re;
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