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disclosed in the present invention are a method for preparing the com-

pound and the use of the compound in regulating and treating related
diseases caused by abnormal activity of YAP/TEAD.
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FSCArsE o RATR'YE e i A B rp ] LAH 1R BAS ]

ARAE “ A fedk” Ron A B IR e L, Horp prdk 75 2 . J% o5 B A 2 1 S
e o W, RS BAE 6-14 M+, FrdkEAET B A 5-14 MR F,
FEH PR HA 1-6 MRIEF . RBIEF R AFEEAR TR, R, KR
L. REET I,

MEEfR, ME—REFAFRNFETIAEDNZ DA ER, HAESAE T e
ST, DU ERE A DO JRER, RiE ¢ A TFH: 7 5ARIE ‘% Morihik
HRA: ” BAEMEE .

(ALY
AR S T AT P B2 Bl D2 M2k IV ERT 24,

" 1)\@ R
(Ran

Herpr, % ELR 0 ESCHTE o

TER—PEGI HF, Av Liv By Riv Rov my n & FIRSZ AR B v 25 AR A PRt R
%L o

ARSI AT, AR <2y 5 bR AR S2 19 48 A K WAL & 1 -5 IR BT T 1 ) 3 A
TR . 252 B2 ML B G T M AN . — RIS A Kb &Y 5
BRIE R EL . AR OFEEIFAR T H]R. JRR%. SRR, WK, HK.
BRIRSE AL L. 4R, =ROm]. WK B, AR, IR, 5 95). 9K
B2 FLER. SERER. AR, MR, EIRIR . KRR . BRIR. SRR, X IR |
KA . RERFAIR: DAHER . ARER. RLAR. BARTFEALERK.

75— RN ER AR AR AL S ST B # B i< e 5 (B 40 B £ SO )
s = < Ja o (P B Fh B £h) Ak (AR R i e I i #h DA S e 22 BT 52 (L)
Bl P e Cledh. Hlksh. RS, ZRERE ., OGS =G,
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BT TG EE ROk ROk, =R, Uk il Sk, R .
TR IR Y 1 i 2

*m%ﬁMM@%KE%%A%%%U%?Euﬁ&ﬁmwmmmA% “IKEW”
e A KL G 5K BEAT BALIE I B &4

et AR EWIEERER T Pt GV RIET 2. ARTE<HT 2570045 HoA & m] L
HAED AR BEARETE R, A& S iU E R S AR N BEAT AU B AL 27
REM &AM T R — A&, Bl T —MEE WP A i S B . Firid i Al 25 6
EARRT) frid b SR RES . BIRER . BEIRER . FHIRER. BIERER. R, LR
Bi. @b aW. fREFRE. MELEY. BNk, e, B, o985 EA.

AR F 7 v

KRB T —FAMAEY, 5 24% L B2 BEM —RE 2 f 2 e f M ER
Bl B A B L 2y 2 b r] RSz [ L A Eai 25 .

HTAKHAEEMEARREOTUREM, WA R HAEY L SR, 24
bR N LE, KEWBIER Y, CLAE A AR R AIL AT 3 B
W2 A Y] TR IT . TIBE BA R 2% i -5 i Jed AH 5% 1R 59 o

AKRHMAMAEME ST Z TG EAEEHAN AR AL E Y28 F a2 1 £
M Zi R AT L2 IR A Btk . e A AETRNE: WA E LI Bk
R, MAZTA™ENSEM. @5, ?Wlfﬁ/\#@/\ﬁl2000mg2|§7i5ﬁ1£é\%/
A, A, A 10-1000mg A K HA S/ B, Frdfe—H h— AR RS
)ﬂr

“ZgiE ] RS AR PR I AR . — Pl Bk 22 b AH 2 1 ] A4 BB SR} BCE s ) o
BATEA T N, 1 %000 2% el AR AR B $Mﬁ£f%h%%@A
Wb % H A G FUA R B AL S LA e Z [RIAH BB A, i A B B AR AL A P I 25 238
éﬁ%éJ:*Tkl%%32Eﬁ%k?t%ﬂif@ﬂ51¢§?Fﬁ£%§1i$¥ﬂiﬁi¢%(ﬁﬂ%?ﬁ5§§§Fﬁf§§ﬂﬂ\ZL%%???&E%%W\
AHER ORI HE A FEEERCGOEIER. MIERE). MRS . HEY i
Sl ZRR . B BT ZonBECIN EE. Hwh, HEERE. LAY, A
iR ®). g R RN EAF. A, BRER. JEAAF . B
R K,

FriR 25l S0 9150 20l Ffls ARl HOR BOmRL 7

ﬂiii@ﬁﬁtlxiﬁfiéﬁiﬁﬂﬁlxiﬁEﬁﬁ@ﬁﬁ?ﬁ‘ﬁéz%i??ﬁﬂﬁ%% Tﬁ%ﬁEEH@E@EH??‘thTﬁ(THJ?
AT DR, W B BB ANk . leﬂVQTQEZT:) R A2

FH T 00 HR 25 24 10 ] A4 70 28 B 6t e S 7). 1) BRI AR o AE 3K Y [ 44 5
B, WEEAAYE D —FE S Etﬂtﬂiﬁﬂ(fiikﬁﬁ)ﬁ% , ﬁﬂfﬁézﬂaémﬁiﬁﬁﬂﬁiiﬁﬁ,
HE TREARA: () HERBOIEEN, #lan, k. AR, B, mERE. HEEM
IR (b) K& A, B, BREEA4ER. BRSE. R, RGN Rl A
Blfi A e s (o) R, B, Hihs (d) BEER, B, e, WERE . SREIEM K
AREVEN . FRR . B AR L. FIBRIREN: (e) VAN, Wlanfrih, (f) WU,
Wl an, FERALEY; @)@@m 5] Jar fit iy i T B B R R el B @)%Wﬂ i,
S FIG) JEWES, B, WA, WIRERES . MEAREREE. [MMAR 2 —EE. b ket
IR, BIELRAY. Exﬁ% iR }¥ FURTALF A, 75 2 AT A 2% e )

I%Ui@ﬁu AL AR ZEF . ﬂﬂﬁ%hujmmﬁﬁﬂmﬁﬂ% i g A<

BRI A MBI E . e A EAZEHA, JEH, XMASYHEENCEYENE
%E’ﬁxﬁﬁl_fuiﬁﬁﬁﬁﬁfﬁ%ﬁljﬂE’J% B R . TR F AL 3 2 43 1 S 2 5B
GRS . R, FEHAL ST S IR R R R B R R AR 2
.
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T ORGZ R ARRI R 22 B2 0. VWl Bl BRI .
Bk TS PRI A AN WA TR B ] A A AT P IR B PERR R R, K B B A
MEFIAFLAL AR, B, 8. FHRBEE. RO, 4ROl N B, 1,3-7 B,
TR R UL L, R R AR . RAE V. ROKAR I BRI . B RV RN 2 R v B
X W) S5 VR A A

bR 7 XL RSN, AEMErT SN, wiEER. AR EFR. EHek
S i Py S

bR TSR A AL, BERATAESBIEN, B, ZFEEAE TR RALK
BB A K I BB G . AR eT 4R 2. P AR R B T B I e ) R K VR A A

T W B MNESAAY T ES AR E 20 EE S KB KER. FE. &
TFIRECALR, AN T VA A R T T A TR A R ORI TE B A . 3 B A KR
AekaEAE . TR BEFERBREFEREK. OE. Z2oBEAEEERNREEY.

T JREE ARSI R AR RE R SO WEFRS R R 5
TEPER A TE T A N 5 A E T E 52 3R AT ARG 7). Z2eh 7], B BER A RE TR
B — IR 5

AR HEY AT UL Ih gy 245, B8 5 HARZ) 22 1 nT 8252 (1) A4k A 4 o s 2590)
A,

ARG AT DR E F, B 5 e niT FRECERITAMELA .

EHZAMASYIR, 2B ERENARLHNESYERT T EZRIT WA
N), Hrpis R R &R Z 2 LI SE 2R E, T 60kgREMATNS, HAEH
FI & N 1~2000mg, % 50~1000mg. 4%k, EAAFIEENEEEHER. HA
BRI ER R, XA AR E B e 2 W I .

SWAEARME, ARKHEA LT 3B A
(1) iRt e EENFH YAP. TAZ /5, TEAD #1135 Pk ;
(2) Fridtb A EA R R ZRE) 12

4G BARSLEs], S DR AR MERAE, XS] A T Ul B AR & B T A
F T BRI R B BTG T B S 8] A A B ELAR S A B SEES 57, 10 4 B A A
Sambrook 2 N, 43 FwbE: SL46 = F M (New York: Cold Spring Harbor Laboratory Press, 1989)
HRTR ) S5 2F, B BRI R P RS . BRAESSAMUREE, S A bRy B v
Ho
BRAETIAT 5 S0 SCR T E BT Tl 58 HIE 5 A USSR A 5T 848 1) SCAH (]
AL, ARAT 5 Fric s A A A BRI SR I 7V SR & AT R T A K B 79 o SO Bl %
FESEHE A S MR E R TEZ H

SETE ) T-1
AR A BRI E
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o) 0O

\O)J\©\/i N0 N0
g s
1

R L AT

CF3 CF3
2 T-1
SERGE R
(D 6B 2 195 /K
5 ¥ 50mg (1.0eq) &M 1. 4-=FHF I 150mg (3.0eq) + LIKEE L 4] 60mg

(2.4eq) « DIPEA 64mg (2.0eq) , V&7 1,6- 5 7SFF 10ml 1 1g 4A 5 F iR 5357,
MAS BB =05, 83, SR T KM 18 /M. TLC #1 LC-MS WoR R EH Z 7Y,
VR R 4, OSBRI K K L BEA REER . A LA T HR5E T, FH 2% 4R o 55 2liAk,
23] 1.91mg LAY 2. HPLC 4H/%: 98.01%.

10 (2) tb&W T-1 95 &
¥ 30mg (1.0eq) AWM 2. TKAHAME 12mg (3.0eq) MABEFIHF (PYEAIE
W/ K=6: 3:1) (1omD BEHE, HERAEHR=XE, =ik, RNIE®H. TLC &
ARNIERNE S, LC-MS Rl =2 1) K BB 2N SR K IF i pH 3 4, REH
EA 2Bl AMAHTEE, Bet, Ml &k s SaieF 28 1.87mg MiL-54 T-1. HPLC 4
15 JZ: 97.20%.

SE ] T-3
KKHE R ED:
0]
Shee!
H
N (@]
T3 O®
BRI
0] (@)
oy Yo
H
N (@] N @]
CF,4 CF4
20 T-1 T-3
SEIG TR AR

th&W T-3 A&
% T-1100mg (1.0eq) « F A 53mg(3.0eq) - HATU 343mg (3.0eq) - DIPEA 388mg
(10.0eq) , &7 DMF sml 8 53%5), AESEHR =K)G, BRI T, ZFil/RM 18

25
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INBF o SONVEIN KK JG ] EA 2B A IFA N, SRJEHWAaE sk, REEN
MR, A& D B 4433 15mg &4 T-3. HPLC 4. 95.80%.
S WS T-1 1 T-3 AT, SR T~ ba:

S il 441 EMEE A RAE
SETE ] T-21 o LC-MS[M+1]: 391.0
=840\
NC o
r21 O
SETit ) T-22 o LC-MS[M+1]: 409.0

N AN
N *@(1

T-22 CFs
SET ) T-23 : O LC-MS[M+1]: 392.0
Z N O
T-23 CF,
SET ] T-24 o) LC-MS[M+1]: 433.1
= N O
T-24 CF;
SETit 5] T-40 = O LC-MS[M+1]: 432.1
e \/(S)\”)K@(i
N O
CF
T-40 ’

26
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SEi 5] T-41

LC-MS[M+1]: 432.1

N O
CF
T-41 S
SEJiE ) T-50 )\ o LC-MS[M+1]: 449.0
N N Br
H
N O
CF;
T-50
T-423 = 0] LC-MS[M+1]: 4531
| X N X
H
N
7 N7 0
NH,
CF;
T-430 z 0O LC-MS[M+1]: 467.1
YN X
| ~N H
N O
_NH
CF;
TH NMR (400 MHz, DMSO-d6) 6 10.39
T-440 O\\ H (s, 1H), 7.95(d, J = 8.2 Hz, 2H), 7.79 —
S\: X 7.74 (m, 2H), 7.64 — 7.59 (m, 1H), 7.58 —
©/ O 7.51 (m, 4H), 7.47 (d, J = 2.4 Hz, 1H),
N O 7.15(dd, J=9.1,2.5Hz, 1H), 6.61 (d, J =
1.3 Hz, 1H), 6.44 (d, ] = 9.0 Hz, 1H), 2.37
(d, J=1.2 Hz, 3H)
CF;
H TH NMR (400 MHz, DMSO-d6) 6 9.78 (s,
T_441 O\\S/N \ 1H), 7.99 (d, ] = 8.2 Hz, 2H), 7.63 (d, J =
W\ 2.5Hz, 1H), 7.57 (d, J = 8.1 Hz, 2H), 7.30
O N O (dd, J=9.0, 2.4 Hz, 1H), 6.65(d, J=14
Hz, 1H), 6.54 (d, ] = 9.0 Hz, 1H), 2.97 (s,
© 3H), 2.49 — 2.46 (m, 3H).
CF5
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T-442 o K
-
\/S\\ A
@]
N (@]

TH NMR (400 MHz, DM30-d6) 5 9.85 (5,
1H), 7.99 (d, J = 8.1 Hz, 2H), 7.64 (d, J =
2.5 Hz, 1H), 7.58 (d, ] = 8.1 Hz, 2H), 7.31
(dd, J=9.0, 2.5 Hz, 1H), 6.65 (d, J= 1.4

Hz, 1H), 6.53 (d, J = 9.0 Hz, 1H), 3.07 (q,
J=7.3 Hz, 2H), 2.48 — 2.44 (m, 3H), 1.18
(t,J = 7.3 Hz, 3H).

T-443 o H
\\ ,N
\N’S\‘ A
| @]
N O

TH NMR (400 MHz, DM30-d6) 5 9.98 (5,
1H), 7.98 (d, J = 8.2 Hz, 2H), 7.60 (d, J =
2.5 Hz, 1H), 7.57 (d, J = 8.1 Hz, 2H), 7.29
(dd, J = 9.0, 2.4 Hz, 1H), 6.64 (d, J = 1.3
Hz, 1H), 6.51 (d, J = 9.0 Hz, 1H), 2.69 (s,
6H), 2.46 (d, J = 1.2 Hz, 3H).

CF;
T-444 H '"H NMR (400 MHz,
\n/N N DMSO0-d6) 6 10.12 (s, 1H),
8.17 (t, ) = 2.2 Hz, 1H), 7.99
O N0 (d, ) = 8.2 Hz, 2H), 7.57 (d, J
= 8.1 Hz, 2H), 7.53 (dd, J =
9.0, 2.3 Hz, 1H), 6.63 (d, J =
1.4 Hz, 1H), 6.50 (d, J = 9.1
Hz, 1H), 2.47 — 2.44 (m,
CF; 3H), 2.04 (s, 3H).

T-450 = 0

LC-MS[M+1]:452.1460

SEHE ] T-4

KKRHAE R AV
)( O 0]
2ee
<N)
T4 ©F
BRI

28
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[
Br DMF-DMA  Br , Br
F N7 F N
F | H
SM1

SMm2 SM3 SMm4

[
L) Save
BOC),0
N ( )2 N
CFs

SRR
(1) L&Y SM2 15 %
B IEEHMEA Y SM1 1.0g (1.0eq) ~ DMF-DMA 5ml (8.2eq)  — /K& i F 3 J Tk
M2 0.13g (0.1eq) , WHIHXR Sml B AL, HEASEHR=XG, ZRY, WKAR
Z R, KL 18he TLC o o E BRI 4y, OB EL#E e 28 22 1143 2L AL 5 4 SM2
1.3g o
(2) L&Y SM3 14 ik
¥ SM2 1.2g (1.0eq) - X =FHF LI 0.85g (1.2eq) , ¥EFHF A 12ml (10 5k
BO RAHS, HERER =G, ARy, WigAiRERER, KA 18h. TLC &N
WA R A, LCMS IE#, N E B A 2] SM3 70mg.
(3) L&) SM4 15 ik
% SM3 70mg (1.0eq) , ¥A7 DMF2ml i@ &%), AESEHR =G, RAEP,
PKOKBFEIR S 0°C, AHLKMA NaH 10mg , MN5EE BAFZ ZRGHHE 15min, A
FHE % 100°C, B 18h. TLC WonLJEEHE A&, LCMS 1E#, KM R K7 K G
H EA 280, EA AHH il &8R4 B 204013 2 15mg 1) SM4.
(4) L&Y SMS 14 ik
% SM4 500mg (1.0eq) « AMFEL BN R S 518mg (1.5eq) « BEFRAN 400mg (3.0eq) -
Pd (dppf) Cl,100mg (0.leq) , V&7 %753 5ml (10 AR REWHE, FRIEH
=R, FHIE A 90°C, B 18h. TLC fa I 5k} j B 58 4% . PE:EA=1:1 1 /= Hr 4l {15 2 200mg
f¥) SMS5.
(5) tb&W T-4 5 K
200mgSM5 (1.0eq) . Smg EEEREE (0.05eq) « 19mg =ZEIEE (0.15eq) « TR
“RUTBE 210mg (2.0eq) > 1ml ZEHASNHIMAZ R NAE RF, FEAE#HR =K 100C K
N 18h J& TLC e B 453,  HH il & AH 246453 21 T-4 30mg, 2E/E 99.9%.
'"H NMR (400 MHz, Chloroform-d) § 9.04 (d, J = 2.1 Hz, 1H), 7.92 (d, J = 8.3 Hz, 2H),
7.61 —7.54 (m, 3H), 6.99 (d, ] = 8.9 Hz, 1H), 6.43 (d, J = 7.9 Hz, 1H), 1.62 (s, 9H).
ST T-5
AR A A A D

HO |

CF
TS5 °
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R L AT

)
B
I | /\O
CO LiOH
N N
CF;

SM4 SM6 T-5

SERGRERE AT

(1) &Y SM6 1A ik

BIREMLEY) SM4  (5g, 1.0eq) - BEEREE (0.3g, 0.leq) - dppf (1.5g, 0.2eq) -
=2/ (9ml, Seq) , ¥EFZEE (10ml) « DMF (15mD) B &¥H5), HEARKER=R)G,
HHCOEHR=IK, IHH CORBRIERMEY, 40CxM, M 18h, TLC &7~ TE Ik
A, SN VR LRI G T KR EA 2BV, EA M 40 Ja i A 4l A 15 3 2.5g 1L &) SM6.
HPLC 2% : 97.16%.

'"H NMR (400 MHz, Chloroform-d) & 9.12 (d, J = 2.1 Hz, 1H), 8.15 (dd, J = 8.9, 2.1 Hz,
1H), 7.93 (d, J= 8.2 Hz, 2H), 7.59 (dd, J = 8.1, 2.7 Hz, 3H), 7.01 (d, J = 9.0 Hz, 1H), 6.44 (d,
J=7.9Hz, 1H), 4.42 (q, J= 7.1 Hz, 2H), 1.42 (t, ] = 7.1 Hz, 3H).

(2) 1B T-5 BIA 1

WML G SM6 (2.4g, 1.0eq) - EALH (0.84g, 3.0eq) , ¥4 77 VY S WRIE (29ml) .
FEE (14ml) « 7K (SmD) JBAH2S), HEARESR=R)E, ZiRXF 18h. TLC Z/R T
ORI A, ORLR BB 4 JE MK S0ml, 0 2N EhER 2 10ml 5 K E AR, #ivE,
e 28R BRI R G IR 46153 2.3g ML AW T-5. HPLC 4l 98.10%.

'"H NMR (400 MHz, DMSO-d6) & 8.80 (d, J = 2.1 Hz, 1H), 8.15 — 8.04 (m, 4H), 7.11 (d,
J =8.9Hz,1H), 6.28 (d, ] = 7.8 Hz, 1H).

CF;

SEHER] T-6
KKRHAE R AV
)\ O 0]
N
Te O
BRI
0

IZ

J ©

T-5 T-6
30
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SRR R
&M T-6 KA Ak
¥ T-5 (30mg, 1.0eq) A (22mg, 2.0eq) « HATU (52mg, 1.5eq) . DIPEA
(46.5mg, 4.0eq) , ¥&# DMF (ImD) JB&¥E, HEASREHR=KGE, AR, =
5 PN 18h. TLC EonTE BRI 4, LCMS IE#f, S BUM/K % KJG ] EA 2 8. EA
&R = aith, 183 12mg IS T-6. HPLC 26/%: 99.3%.
'"H NMR (400 MHz, Chloroform-d) & 8.67 (d, J = 2.2 Hz, 1H), 8.18 (dd, J = 8.9, 2.2 Hz,
1H), 7.92 (d, J = 8.2 Hz, 2H), 7.60 (dd, J = 13.7, 8.0 Hz, 3H), 7.07 (d, ] = 8.9 Hz, 1H), 6.46
(d, J=7.8 Hz, 1H), 6.35 (d, J = 7.9 Hz, 1H), 4.38 — 4.25 (m, 1H), 1.30 (d, J = 6.6 Hz, 7H).

10 SRS T-6 KA BT, GRITTHEY:
S il 441 EMEE A M RAE
SETE ) T-17 : LC-MS[M+1]: 438.1

- 8.57 (m, 1H), 8.17 (dd, J =
8.9,2.2 Hz, 1H), 7.92 (d, J = 8.2 Hz,
3H), 7.69 (td, T = 7.7, 1.8 Hz, 1H),
7.59 (t, J = 7.9 Hz, 3H), 7.31 (dt, J
=7.8, 1.2 Hz, 1H), 7.22 (ddd, J =
7.6,4.9, 1.2 Hz, 2H), 7.06 (d, J =
8.9 Hz, 1H), 6.45 (d, J = 7.8 Hz,
1H),5.37 (p, J = 6.4, 6.0 Hz, 2H),
1.61 (s, 27H).

SEJiE ] T-34 o o LC-MS[M+1]: 438.1

N N 'H NMR (400 MHz, Chloroform-d)
A N | § 8.87(d,J=2.1Hz 1H), 8.63

o) o)
Naer ™ 'H NMR (400 MHz, Chloroform-d)
uH | § 8.87(d,J=2.1Hz, 1H), 8.63
N
CF
T-17 ’

- 8.57 (m, 1H), 8.17 (dd, J =
8.9,2.2 Hz, 1H), 7.92 (d, ] = 8.2 Hz,
3H), 7.69 (td, J = 7.7, 1.8 Hz, 1H),
7.59 (t,J = 7.9 Hz, 3H), 7.31 (dt, J
T-34 CFs =7.8, 1.2 Hz, 1H), 7.22 (ddd, J =
7.6,4.9, 1.2 Hz, 2H), 7.06 (d, J =
8.9 Hz, 1H), 6.45 (d, J = 7.8 Hz,
1H),5.37 (p, ] = 6.4, 6.0 Hz, 2H),
1.61 (s, 27H).

SETE ) T-35 = 0 0 LC-MS[M+1]: 405.1

O\ 'H NMR (400 MHz, Chloroform-d)
H | 5 8.65(d,J=2.2Hz, 1H), 8.10
N

(dd, J=8.9, 2.2 Hz, 1H), 7.85 (d,
J=8.3 Hz, 2H), 7.53 (dd, J = 11.7,
8.0 Hz, 3H), 6.99 (d, ] = 8.9 Hz,
1H), 6.62 (d, ] = 8.1 Hz, 1H), 6.38
T35 CF3 (d,J =7.9 Hz, 1H), 4.33 (dtt, J =
13.9, 6.8, 3.4 Hz, 1H), 3.41 (qd, J =
9.5, 4.3 Hz, 2H), 3.35 (s, 3H), 1.25
(d,J = 6.8 Hz, 4H).
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SEE ) T-36 0 0
H |
N

LC-MS[M+1]: 405.1

'H NMR (400 MHz, DMSO-d6) §
8.76 (d, T = 2.2 Hz, 1H), 8.60 (d, J
= 8.1 Hz, 1H), 8.06 (ddd, J =
10.9,8.4, 2.3 Hz, 4H), 7.90 -

7.84 (m, 2H), 7.09 (d, J = 8.9 Hz,
1H), 6.27 (d, J = 7.7 Hz, 1H), 4.23
(dq, T =13.5, 6.7 Hz, 1H), 3.44 (dd,
J=9.5,6.6 Hz, 1H), 3.34 - 3.29
(m, 2H), 3.27 (s, 3H), 1.15(d, T =
6.8 Hz,3H).

SEE ) T-37 0 0

LC-MS[M+1]: 389.1

'"H NMR (400 MHz, ) § 8.94 (d,
J=2.0Hz 1H), 832 - 822 (m,
3H), 7.37 (d, T = 8.9 Hz, 1H), 6.77
(dd,J=7.8, 1.1 Hz, 1H), 5.04 (d, J
=39.6 Hz, 3H), 4.79 (d, ] = 28.8
Hz, 3H), 4.45 (s, 2H), 3.74 (d, T =
6.4Hz, 1H).

SEi 5] T-38

LC-MS[M+1]: 398.1

'H NMR (400 MHz, DMSO-d6) §
8.45(d, J=2.1 Hz, 1H), 8.08 (t, ] =
8.0 Hz, 3H), 7.91 - 7.81 (m,
3H),7.07 (d, T = 8.9 Hz, 1H), 6.27
(d, J=7.8 Hz, 1H), 4.55 (s, 2H),
429 (d, J =58.3 Hz, 2H), 3.87 (p, J
= 7.7Hz, 1H).

SEHifE] T-7 & T-15
YNy R AR RS T

R L AT

T-15
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2

(6]
5 5 \I}I,S\@[Br \H,S’\@Br
1.0 .0 PMB NH N
_—
]

CF,
SRR
(D LB 2 A K

B 5.0g (1.0eq) th&W 1T 250mL BEJEH, M 60mL DCM Al 2.85g (1.03eq) 4-
B L -N-F I, B Z218 0N 11.5g (Seq) DIPEA, T I F XM 2h. %KM
ZiWE, A 60mL 7K, DCM #HL, HIHAHAME, AT idH4E 6.8g fb54 2. HPLC 4k
fE: 95.3%.

(2) th&W 3 1A K

HX 3.33g (1.0eq) X = FFEKE THIE T, A 80mL DMF, JFFEKIHL4MFT,
M 2.48g (3.0eq) NaH, X/ 10min. BEJENA 8.0g (1.0eq) HILEY 2, HEEFAE
BRI . RMERG, KB KRN, EA X, &1, S 53g k&Y 2.

(3) tbEW 4 105

B 1.0g tb&¥ 3 TR, M 4.0mL TFA A1 12 mL DCM, 7E 1t N RN . X%

WhE, /K, DCM ZHL, ZTibt, 1A 0.65g K& 2.
(4 1B S A K

HX 430mg (1.0eq) H&EW 4 THIEF, A 6mL —% N3, 402mg (1.5eq) LAY
B SFR B ES . 206mg (2.0eq) KOAc #139mg (0.05eq) Pd(dppf)Cly, N, f##F, 100°C
R, KRG, K BA FE, AT, a3 M EEHT F—5.

(5) b & T-15 45 K-

EX 200mg(1.2eq) &0 5 TRHEMA, IO 4mL % /S¥F.0.4mL 7K. 85mg( 1.0eq)
4-JR-1-FREE-5-ZF R FE k. 21mg (0.05eq) Pd(PPhs)y A1 100mg (2.0eq) K,COs3, N,
RPF, 100C M. MR G, K EAXE, Z&TidiE, 14 120mg &% T-15.
HPLC: 97.7 %.

'"H NMR (400 MHz, DMSO-d6) & 8.57 (d, J = 2.4 Hz, 1H), 8.43 (s, 1H), 8.06 (d, J = 8.4
Hz, 2H), 7.79 — 7.65 (m, 3H), 7.60 (m, 1H), 6.78 (d, J = 8.8 Hz, 1H), 4.06 (s, 3H), 2.41 (d, J =
5.2 Hz, 3H).

(6) L&MW T-7 HIE Rl

EX 100mg( 1.0eq)T-15 T H&if d, I\ 3mL # T THF, ZEVK¥ K, I 46mg(5.0eq)
LiAlHy, HEBARZRRMN . RMERE, K, EAZE, §il#&3 2 36mg K&
T-7. HPLC: 95.1%.

'"H NMR (400 MHz, DMSO-d6) & 7.86 (d, J = 2.4 Hz, 1H), 7.82 (d, ] = 8.4 Hz, 2H), 7.74
(s, 1H), 7.57 (d, ] = 8.4 Hz, 2H), 7.29 (m, 1H), 6.82 (d, J = 8.8 Hz, 1H), 5.17 (s, 2H), 3.63 (s,
3H), 2.39 (s, 3H).

SRS T-7&T-15 (A BT, SR HLE Y-

E32Z | k& s R EX: |
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SEJEB] T-16 = 0 N=\ LC-MS[M+1]: 445.2
/O\/'\N)KCK%N\
H
N
T-16 CFs
SCiffe T-20 | H N= /
S /N\S’/O N9 | 'HNMR (400 MHz, DMSO-de) &
J \@(i 8.59 (d, J=2.4 Hz, 1H), 8.43 (s,
N o 1H), 8.06 (d, J = 8.4Hz, 2H), 7.85 —
7.65 (m, 3H), 7.60 (s, 1H), 6.80 (d, J
=8.8 Hz, 1H), 4.62 (t,J=5.2 Hz,
2H), 3.71 (t, J= 5.2 Hz, 2H), 3.25
ok, (s, 3H), 2.41 (s, 3H).
T-20
SE ] T-33 H o N=\ "H NMR (400 MHz, DMSO-d;) &
- ;/smNH 14.02 (s, 1H), 8.60 (s, 1H), 8.46
0 (s, 1H), 8.06 (d, J = 8.0 Hz, 2H),
N0 7.78 — 7.66 (m, 3H), 7.61 (d, J =
4.4 Hz, 1H), 6.79 (d, J = 8.8 Hz,
© 1H), 2.41 (t, J = 4.4 Hz, 3H).
133 CF3
EHHIT39] B o N=\ o "H NMR (400 MHz, DMSO-d;) &
- \/'S\GE%(N\/\ 787 (d,J = 2.4 Hz, 1H), 7.83 (s,
0 1H), 7.81 (s, 1H), 7.76 (s, 1H),
N 7.58 (s, 1H), 7.56 (s, 1H), 7.30 (m,
1H), 6.83 (d, J = 8.8 Hz, 1H), 5.15
(s, 2H), 4.15 (t, J = 5.2 Hz, 2H),
3.23 (s, 3H), 2.39 (s, 3H).
1.58°
Ll T-46 | H o N=\ o "H NMR (400 MHz, DMSO-dj) &
- ,/smN’\/ 8.59 (d, J = 2.4 Hz, 1H), 8.40 (s,
0O 1H), 8.05 (d, J = 8.0 Hz, 2H), 7.72
N0 (d, J= 8.0 Hz, 3H), 7.61 (m, 1H),
6.80 (d, J = 8.8 Hz, 1H), 5.00 (t, J
= 5.2 Hz, 1H), 4.50 (t, J= 5.2 Hz,
2H), 3.75 (m, 2H), 2.41 (d, J= 4.8
T46CFs Hz, 3H).
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SEJE ) T-47 /H\ 0 N=\ o "H NMR (400 MHz, DMSO-d;) &
smN ~ 8.15 (m, 2.3 Hz, 1H), 7.96 (s, 1H),
7.93 —7.82 (m, 2H), 7.70 (t, J =
N0 7.6 Hz, 2H), 7.43 (m, 1H), 6.87
(m, 1H), 6.74 (s, 1H), 4.37 — 4.07
(m, 2H), 3.63 (m, 2H), 3.23 (d, J =
1.2 Hz, 3H), 2.78 (s, 2H), 2.41 (d,
147 CFg J =5.2Hz, 3H).
SEfER T-48 | H o N=\ "H NMR (400 MHz, DMSO-d;) &

8.55 (d, J = 2.4 Hz, 1H), 8.41 (s,
1H), 7.77 (m, 1H), 7.70 (s, 1H),
7.68 (s, 1H), 7.63 (d, J= 9.2 Hz,
1H), 7.56 (m, 1H), 7.45 (s, 1H),
7.43 (s, 1H), 5.74 (s, 2H), 4.12 (s,
3H), 2.41 (d, J = 5.2 Hz, 3H).

SEiti 5] T-49 H

LC-MS[M+1]: 437.0

T-49
SZHER T-18 & T-31
AR A AL A
H N/ H N/
o) N— o) N—
s [/ ANog (A
/ u
0] 0]
N N™ 0O
T.18 CF3 T-31 CF3
AT
NP 9J§<
- B~o
o
ot | |
H o N-N -
I R
HZNY? CuBr,CH,CN Br\/z SM3 c N o ©
Ty —— TN 3 N
N~y W/\,Noz N~y ©
\ \
CFy CF;
SM1 sm2 T-31 T-18
SRS IR

(D) HEY SM2 14 i

# SM1 (6.57 g, 39 mmol, 1.0 eq) « CuBr (11.12 g,78 mmol, 2.0 eq) IIAF| ZfiE (245
mL) HRASARY, SRIEWEANBIE T, IR KEE (13.39 g, 105 mmol, 2.7 eq) -
35
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FHIRF) 50 B, M. TLC (PE:EA=5:1) IR ER M 585 . W45 S BRI N
300 mL 7K PAJ 300 mL 218 2. B . fEdEiduk, 2B AVE, KEMFH 300mL 48K 4
BEZHU IR . A IFAVLZE, 300 mL KPEF IR, 300 mL $h7K¥E 2 Ik, Jo/KBR BR8N T it
TEMR G5 15 2K AR E o R A B A L 5.5 g
5 "HNMR (400 MHz, MeOD) & 8.13 (s, 1H), 4.27 (q,2H), 3.88 (s, 3H), 1.33 (t,3H).
(2) th&Y T-31 B4 W
% SM2 (169 mg,0.73 mmol, 1.0 eq) « SM3 (400 mg, 0.87 mmol, 1.2 eq) ~ Pd(PPh;),(84
mg,0.073 mol, 0.1 eq)  BEFRH (201.4 mg, 1.46 mmol, 2.0eq) MAZF| 1,4- %N
( 5mL) flI7K (0.5mL) #, &HASMARY. 2R)5 105 JE ML, LCMS BIR7= flE.
10 B NRAHEI=E, WS ZBREFIINAK 30 mL PLAL LR ZEE SO0mL. S HENE,
IKIZER 50 mL 4R B AR IR, A IFANLUZE 20 mL KBE—&, MWHREE/K 20 mL
VR IR . ToAKIR RN T, Wik A2 2™ % 100 mg
"HNMR (400 MHz, CDCI3)5 8.70 (d, 1H), 8.18 (s, 1H), 7.87 (m, 2H), 7.67 (dd, 1H),
7.42 - 7.36 (m, 2H), 6.63 (d, 1H), 4.43(m,1H), 4.13 (s, 3H), 2.63 (d, 3H).
15 (3) &Y T-18 K& W
EX 100mg( 1.0eq)T-31 T H&ifd, I SmL # T THF, ZEVK¥ K, I 46mg(5.0eq)
LiAlH,, JFEEA R =E, RERRRN. KNSR E, K, EAFER, 6% 2] 16mg
fI4k&4 T-18. HPLC: 95.1%.
SEWEM T-19 & T-32

20 AR E BRALE )
H N/ H N/
0 \ O \
/N\S// [ N /N\S// [ N
/ /7
O
N N @]
T-19 CFs T-32 CF3
S T
o;;f‘" /
o /H\ ”0 i N /
OH Br ~o B \)O\(i s;c@é‘:f% dlS\@\/iN /H\IISI/O //N‘N
. O 1 N SM3 N™ SO o
CFs3
SM1 SM2 SM4 T-32 719 CFs
SERGE R
25 (1) &Y SM2 4 A

¥ SM1 (5.7¢g, 29mmol, 1.0 eq) AT HE (100 mL) H, A2 0 [, WHINKR
MR (3.5g,1.9mL, 1.2 eq) ZASEFAER 70 HHERLEA . LCMS BoRJE R Mg, A
BIEE, WAL RE . MANEARRENAR G I R CEZER, MAf K% T
KRR T2, R4 R 5 (5.6 g) A4,

30 '"HNMR (400 MHz, MeOD) & 7.79 (s, 1H), 3.91 (s, 3H).

(2) L&Y SM4 16 i

# NaH(0.39 g, 9.8 mmol, 2.0 eq)MIAF| THF (20 mL) ', ¥ ERE, A SM2
(1g, 49mmol, 1.0eq) , Fit#k 20 o%F. REHEMEF 4 (0.9¢g, 0.4ml, 6.4 mmol,
1.3eq) - ZIEWHBNZEE, WA BRMBEEAKAKS (100mD) , fFH 50mL 2
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MR CERAE R =R, WA shoK Pk . KRR AN T 15, daskgam s s (l.og, At
Ji] 4% )
"HNMR (400 MHz, MeOD) § 8.13 (s, 1H), 4.8 (s, 3H), 3.88 (s, 3H).
(3) &Y T-32 K4 W
% SM4 (169 mg,0.73 mmol, 1.0 eq) « SM3 (400 mg, 0.87 mmol, 1.2 eq) ~ Pd(PPh;),(84
mg,0.073 mol, 0.1 eq)  BEFRH (201.4 mg, 1.46 mmol, 2.0eq) MAZF| 1,4- %N
( 5mL) fi/K (0.5mL) H, BALEY . )5 105 ExMNIEHR, LC-MS BRI,
MR B, R EREAIMAK 30 mL PA R 28R 4B S0 mL. 4 HANE,
IKIZER 50 mL 4R B AR IR, A IFANLUZE 20 mL KBE—&, MWHREE/K 20 mL
VEFPIR . ToAKIR RN T4, W4k FE12 207 5 80 mg
"HNMR (400 MHz, CDCl5)8 8.70 (d, 1H), 8.19 (s, 1H), 7.84 (d, 2H), 7.67 (d, 1H), 7.39
(d, 2H), 6.63 (d, 1H), 4.36 (q, 1H), 4.13 (s, 3H), 2.63 (d,3H).
(4) L&Y T-19 K4 W
BX 50mg(1.0eq) T-32 TR, A 3mL # T THF, fEUK¥E T, I 25mg(5.0eq)
LiAlH,, JFEEA R =E, RERRRN. KNSR G, K, EAFER, 6% 2 12mg
HIik&4 T-19. HPLC: 97.2%.
Z MR SLEY] T-18. T-19. T-31&T-32 &1, S & :

SIZ Jita 441 e/ & MR AE
KR T-45 | N/_\O "HNMR (400 MHz, CDCls)
NS N/ 5 8.38 (d, 1H), 8.25 (s, 1H), 7.87
O/,S Z (d, 2H), 7.62 (d , 1H), 7.41 (d,
2H), 6.69 (d, 1H), 4.90 (t, 2H),
N0 4.34 (q, 1H), 3.82 (t, J= 5.4 Hz,
2H), 3.27 (s, 3H), 2.63 (d, J= 5.4
Hz, 3H)
T-45 CF;
St 4] T-51 / "H NMR (400 MHz, Chloroform-d)
H o NN §7.97(d,.J=2.3 Hz, 1H), 7.80 (s,
AN \ 7 1H), 7.62 (d, J = 8.2 Hz, 2H), 7.57
Jd (dd, J=8.7,2.3 Hz, 1H), 7.22 (d, J
N =8.1 Hz, 2H), 7.03 (d, J = 8.6 Hz,
0 1H), 4.38 (d, J = 5.7 Hz, 1H), 4.01
(s, 3H), 3.76 (s, 2H), 2.72 (d, J = 5.4
Hz, 3H).
FoC
T-51
St 5] T-52 ,\{ LC-MS[M+1]: 451.1
H //O \ /\N
N
; O
FsC
T-52
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SE it 5] T-54 / LC-MS[M+1]: 437.0

St 5] T-55 LC-MS[M+1]: 437.0

St 5] T-57 0 N=\ LC-MS[M+1]: 437.0

CFs3

LC-MS[M+1]: 369.1

J

SE it #9] T-60 H 0 N

\
o\\m\\
° 7

SE it 5] T-66 LC-MS[M+1]: 405.0
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T-195

/
Iz
O=m=0

/

'H NMR (400 MHz,
Chloroform-d) 6 8.66 (d, J =2.0
Hz, 1H), 8.26 (s, 1H), 7.91 (d, J =
8.2 Hz, 2H), 7.77 (dd, T = 9.0, 2.1
Hz, 1H), 7.43 (d, J = 8.2 Hz, 2H),
6.83 (d, T=9.0 Hz, 1H), 4.50 (s,
3H), 2.71 (d, J = 5.4 Hz, 3H)

T-199

'H NMR (400 MHz, DMSO-dj) &
8.84 (d,J=2.1 Hz, 1H), 8.62 (d, J =
8.2 Hz, 1H), 8.36 (dd, J=8.0, 1.4
Hz, 1H), 8.06 (d, J= 8.2 Hz, 2H),
8.01 (ddd, J=8.4,7.2, 1.5 Hz, 1H),
7.82—7.72 (m, 4H), 7.57 (q, J= 5.0
Hz, 1H), 6.75 (d, J= 8.8 Hz, 1H),
2.44 (d, J= 5.0 Hz, 3H).

T-265

/
0=0=0
Z —
2 fi\\ :cn
o

'H NMR (400 MHz, Chloroform-d)
88.55—8.52 (m, 1H), 8.50 (d, J =
2.0 Hz, 1H), 8.10 — 8.04 (m, 1H),
7.91 (d, J= 8.0 Hz, 2H), 7.66 (dt, J
=8.8,2.0 Hz, 1H), 7.46 (d, J=8.1
Hz, 2H), 6.65 (dd, J= 8.9, 1.7 Hz,
1H), 4.42 (d, J= 5.6 Hz, 1H), 2.70
(dd, J=5.4, 1.6 Hz, 3H).

T-427

LC-MS[M+1]: 423.0

T-451

LC-MS[M+1]: 478.2
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T-452 6 LC-MS[M+1]: 492.2
SRRe e
Z N
FEFEF
T-453 _ No [LC-MS[M+1]: 504.1
oiNjﬂ: x |
Z 0
F; EF
SETE ) T-61
KR AR A YD
/
H N—N
/
N"0
T-61
AT

40
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Br
H 0 0
2.0 N %o o g J§< s
oS Br  PMBTTN PMB. -S% Br 3.0eqKOAc _PMB. .S B~g &N
| 5%Pd(dppf)Cl, | Pd(dppf)Cl, K,CO3
F F dioxane F dioxane/EtOH/H,O
15h 35h
SM1 SM2 SM3
/
/ o) N-N

/ o) N-N 1,0 :
- %) PMB., .SZ Y
2.0 I ) PMB., .S L/ N
pMB\st/ Y dioxane/NHzH,0 T Ph-B(OH),, TEA,DCM |
. N o
| £ d © 100°C,16 h-48 h N® 70 CuOAc,16 hRT
\_

SM4 SM5 SM6

||//O | Y
HN’S
TFA/DCM |
N 0]
15h i

SRS IR

(1) SM2 5 R

¥ SM1 (50 g, 183 mmol, 1.0 eq) ~ N- (4-F 5 FFE) -N-F iz (28 g, 185 mmol, 1.01
eq) - JIAZIDCM (500 ml) ', 0 DIEA (28.33 g, 219.6 mmol, 1.2 eq) , &R
P, RIGAREFE A 30°C, LC (PE:EA=2:1) HoRJER M. KM NaCl i ¥k
(300 ml) , 070 g iERSHE:, A, 13 7427 M.

(2) SM3 [H 5 Ak

# SM2 (5 g, 122 mmol, 1.0 eq) -~ B,Piny (34.1 g, 1342 mmol, 1.1 eq) -« Pd (dppf)
Cl, (4.46 g 6.1 mmol, 0.05eq) ~ KOAc (359 g, 366 mmol, 3 eq) « MAF| 1,4- %/~
B (764 mD) 1, B, RIEFHES] 105°C, KM 1.5h. LCMS ERZ“¥E 21535,
JFHAE 2. BB 1 L EA #%E, 100 g fiEde Had 98, B+, m250ml F2E, 400 ml &
B2, BeT, n250ml B, 400 ml B, BeT, I PE ¥k, 548 gSM3 .

(3) SM4 [H 5 Ak

% SM3(4.93 g, 11.33 mmol, 1.2 eq)~ 3-¥R-1-F A -1H-MEME-4-FRER . lE(2.2 g, 9.44
mmol, 1.0 eq).K,CO3(2.61 g, 18.88 mmol, 2.0 eq). Pd(dppf)Cl»(0.345 g, 0.47 mmol, 0.05 eq)
PLEIR GRS (ZBE. 1, 4- %A, K 5: 2: 1, E£352mL) ISR, il
HEHESR 3 RIEFHEE 95 &, KM 3 AN/Nf. TLC (PE:EA=2: 1) R ER X
NsEe, BHIBI=E, NN 200 mL EtOAc A% 30 mL 7K, JnfE#E+idsE, 4 EA 2,
IR AT SR K e (30 mL*1) , fF AL KIRBREN T, W4a= 2 W, AT
1S3 2 g HRY T

(4) SMS 5 A :

¥ SM4 (2g) . dioxane (20 mL) . Z7/K (15mL) MARI&EEZEF, HESHRES
=R, ARIEFHEE 100 JB, &M 24h. TLC WoRJERIRMEEE, AHIBIRE, Ak,
PRE A KBE, FEESEH, A, ETTEBAER 08 g™ M.

(5) SM6 [H 5 A :

u

41
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¥ SM5(100 mg, 0.2424 mmol, 1 eq) + ZKHEE (59.1 mg, 0.4848 mmol, 2 eq) » Cu(OAc),
(4.4 mg, 0.02424 mmol, 0.1 eq) « TEA (49 mg, 0.4848 mmol, 2 eq) ~ MIAZ| DCM (3 ml)
i, 3 g i, AR, RNMIEH . TLC (PEEA=1:2) SnEREARRMNTHE, &
RN DCM KRB, T £k, DCM 2EL, Wif1 NaCl &4, oK AR BREN T 1,
FEEE, WA 25 mg SM6.
(6) T-61 A k-
% SM6 (25mg, 0.051 mmol, 1 eq) « 0.83 ml TFA I A% 4.2 ml DCM ', & SRY,
K NIE R . TLC (PE:EA=1:3) BoRERHEAR RN 5EEE, BRI H N NaHCOs 15 »
HEE W2, DCM AL, 1 NaCl G, oK TR 1158, #E4F, 1413 20 mg T-61.
'H NMR (400 MHz, DMSO-ds) & 8.82 — 8.77 (m, 1H), 8.56 (d, J = 2.2 Hz, 1H), 7.76 (m,
J=18.9,2.3 Hz, 1H), 7.74 — 7.66 (m, 2H), 7.70 — 7.56 (m, 2H), 7.48 — 7.40 (m, 2H), 6.73 (d, J
=8.9 Hz, 1H), 4.21 (s, 3H), 2.47 (d, J = 5.0 Hz, 3H).
S SLHEG] T-61 FIEITE, AN EY:

5K Jita 191 WAL AV RAE
T-58 / LC-MS[M+1]: 437
9 NN
~, -3 V4
PO
N0
A,
T-58
T-65 /
O '\,"N 'H NMR (400 MHz, Chloroform-d)
\N,ﬁ\cff §8.68 (d,J=2.2 Hz, 1H), 8.17 (s,
H O 1H), 7.66 (m, J= 8.9, 2.2 Hz, 1H),
Nige) 7.29 - 7.19 (m, 3H), 6.68 (d, J=8.9
Hz, 1H), 4.34 (¢, J = 5.4 Hz, 1H),
4.13 (s, 3H), 2.62 (d, J= 5.3 Hz,
3H).
F
T-65
T-68 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 8.76 (s, 1H), 8.50 (d, J = 2.2 Hz,
SNR 2 1H), 7.78 — 7.69 (m, 2H), 7.69 (m,
HO J=46,22Hz 1H), 7.58 (q, J =
N™ "0 5.0 Hz, 1H), 733 m,J=7.2,3.7
Hz, 1H), 6.80 (d, J= 8.9 Hz, 1H),
4.15 (s, 3H), 2.41 (d, J= 5.0 Hz,
F 3H).
F
T-68

42




WO 2023/016562 PCT/CN2022/112259
T-72 / TH NMR (400 MHz, DMSO-ds) &
Q NN 876 (s, 1H), 8.50 (d, J =23 Hz,
SR 2 1H), 7.76 — 7.64 (m, 2H), 7.57 (q,
H O J=5.0Hz, 1H), 7.50 — 7.38 (m,
N™ "0 2H), 7.31 - 7.24 (m, 1H), 6.73 (d,
J=8.9Hz, 1H), 4.16 (s, 3H), 2.41
(d, J=5.0 Hz, 3H).
T-72 i
T-75-1 / "H NMR (400 MHz, DMSO-ds) &
Q NN 877 (s, 1H), 8.50 (d, J= 2.2 Hz,
~NS % 1H), 7.73 (m, J = 8.9, 2.3 Hz, 1H),
HO 7.63 — 7.48 (m, 2H), 7.35 (m, J =
N~ O 7.5,2.3 Hz, 2H), 6.83 (d, /= 8.9
Hz, 1H), 4.15 (s, 3H), 2.41 (d, J =
4.9 Hz, 3H).
F F
T-75-1
T-79 / "H NMR (400 MHz, DMSO-ds) &
Q NN 881 (s, 1H), 8.57 (d, /=23 Hz,
~NCh % 1H), 7.78 (m, J = 8.9, 2.2 Hz, 1H),
HO 7.62(q,J=5.0 Hz, 1H), 7.51 (d, J
N™ 0O = 8.0 Hz, 2H), 7.36 — 7.29 (m,
2H), 6.78 (d, J = 8.9 Hz, 1H), 4.23
(s, 3H), 2.54 — 2.46 (m, 6H)
T-79
T-82 / TH NMR (400 MHz, DMSO-dg) &
Q NN 8.73 (s, 1H), 8.49 (d, J=2.2 Hz,
NS % 1H), 7.70 (m, J = 8.9, 2.3 Hz, 1H),
H O 7.54 (q, J =4.9 Hz, 1H), 7.44 (d, J
N~ "0 = 8.0 Hz, 2H), 7.28 — 7.21 (m,
2H), 6.70 (d, J = 8.9 Hz, 1H), 4.15
(s, 3H), 2.46 — 2.38 (m, 6H).
T-82
T-154 / "H NMR (400 MHz, DMSO-ds) &
Q NN 873 (s, 1H), 8.50 (d, /=22 Hz,
SNTR Z 1H), 7.71 (m, J = 8.9, 2.3 Hz, 1H),
H O 7.54(q,J = 5.0 Hz, 1H), 7.54 —
N™ 70 7.46 (m, 2H), 7.32 — 7.24 (m, 2H),
6.68 (d, J = 8.9 Hz, 1H), 4.15 (s,
3H), 3.04 (m, J = 7.0 Hz, 1H),
2.41(d,J=5.0 Hz, 3H), 1.30 (d, J
= 6.9 Hz, 6H).
T-154
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T-155 / 'H NMR (400 MHz, DMSO-d) &
Q NN 8.80 — 8.72 (m, 2H), 8.52 (d, J =
NS % 2.2 Hz, 1H), 8.15 (td, J= 7.7, 1.9
H O Hz, 1H), 7.74 — 7.52 (m, 4H), 6.56
N™ O (d, J=8.9 Hz, 1H), 4.16 (s, 3H),
2SN 2.41 (d, J = 5.0 Hz, 3H).
QY
T-155
T-156 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 877 (s, 1H), 8.52 (d, /=22 Hz,
SNR 2 1H), 7.97 — 7.89 (m, 2H), 7.84 —
H O 7.77 (m, 2H), 7.74 (m, J=8.9, 2.3
N™ 70 Hz, 1H), 7.60 — 7.48 (m, 3H), 7.52
— 7.44 (m, 2H), 7.44 (t,J = 7.4 Hz,
O 1H), 6.80 (d, J = 8.9 Hz, 1H), 4.16
(s, 3H), 2.42 (d, J = 5.0 Hz, 3H).
T-156
T-157 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 875 (d,J = 0.6 Hz, 1H), 8.50 (d, J
SNR 7 = 2.2 Hz, 1H), 7.72 (m, J = 8.9,
H O 2.3 Hz, 1H), 7.69 — 7.61 (m, 2H),
N" "0 7.54(q,J=5.1 Hz, 1H), 7.33 —
7.23 (m, 2H), 6.68 (d, J = 8.9 Hz,
1H), 4.15 (s, 3H), 2.41 (d, J = 5.0
Hz, 3H), 1.39 (s, 9H).
T-157
T-158 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 873 (s, 1H), 8.49 (d, /=23 Hz,
SNR 2 1H), 7.70 (m, J = 8.9, 2.2 Hz, 1H),
H O 7.54 (q,J = 5.0 Hz, 1H), 7.35 —
N™ 70 7.28 (m, 2H), 7.27 — 7.19 (m, 2H),
6.70 (d, J = 8.9 Hz, 1H), 4.15 (s,
3H), 2.41 (d, J = 5.0 Hz, 3H), 1.32
~1.13 (m, 1H), 1.10 — 1.01 (m,
2H), 0.88 — 0.75 (m, 2H).
T-158




WO 2023/016562

PCT/CN2022/112259

T-159 / 'H NMR (400 MHz, DMSO-d) &
Q NN 8.74 (s, 1H), 8.49 (d, J=2.2 Hz,
SN % 1H), 7.71 (m, J = 8.9, 2.2 Hz, 1H),
H O 7.54 (q, J = 5.0 Hz, 1H), 7.51 —
N O 7.45 (m, 2H), 7.33 — 7.25 (m, 2H),
6.70 (d, J = 8.9 Hz, 1H), 4.15 (s,
3H), 3.65 (p, J = 8.8 Hz, 1H), 2.44
—2.35 (m, 3H), 2.35 (m, J = 8.2,
2.4 Hz, 2H), 2.20 (m, J = 9.0, 8.6,
2.5 Hz, 2H), 2.11 — 1.97 (m, 2H).
T-159
T-160 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 874 (s, 1H), 8.49 (d, /=22 Hz,
SN Z 1H), 7.72 (dd, J = 8.9, 2.3 Hz,
H O 1H), 7.58 — 7.47 (m, 3H), 7.30 —
N" O 7.23 (m, 2H), 6.70 (d, J = 8.8 Hz,
1H), 4.15 (s, 3H), 3.11 (t, J=8.6
Hz, 1H), 2.41 (d, J= 5.0 Hz, 3H),
2.11 (d, J=11.3 Hz, 2H), 1.82 (m,
J=6.4,3.0 Hz, 2H), 1.77 — 1.58
(m, 4H).
T-160
T-161 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 874 (s, 1H), 8.49 (d, J = 2.3 Hz,
SNR Z 1H), 7.71 (dd, J= 8.9, 2.2 Hz,
H O 1H), 7.55 (q, J = 4.9 Hz, 1H), 7.33
N" 0 ~7.25 (m, 2H), 7.21 — 7.12 (m,
2H), 6.74 (d, J = 8.9 Hz, 1H), 4.15
(s, 3H), 3.86 (s, 3H), 2.41 (d, J =
5.0 Hz, 3H).
O\
T-161
T-162 0 ,’_N/ LC-MS[M+1]: 451
~ S V4
AL
% |
T-162
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T-163 NG 'H NMR (400 MHz, DMSO-d) &
Q N 8.77 (s, 1H), 8.51 (d, J=2.2 Hz,
SNR 2 1H), 7.73 (m, J = 8.9, 2.3 Hz, 1H),
H O 7.65 (d, J = 8.4 Hz, 2H), 7.62 —
N™ "0 7.53 (m, 3H), 6.71 (d, J = 8.9 Hz,
1H), 4.16 (s, 3H), 2.41 (d, J= 4.9
Hz, 3H).
O‘CF3
T-163
T-164 / - +1]:
0 NN LC-MS[M+1]: 495
N O
SFg
T-164
T-165 / LC-MS[M+1]: 537
Os //O ')I—N
. S Y
SNH
N0
CFs
T-165
T-166 / LC-MS[M+1]: 586
O NN
/'1 \/S %
(S)NH
= N0
- ©
SFs
T-166
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T-167 / LC-MS[M+1]: 544

Ox //O '\lI—N
%08 Y,

5NH
— N" 0

N N
OCF;
T-167

SEHEM T-86. T-100 & T-110
AR A RRILEY:
/

/
@) r\IJ—N [>|-—N o) 171-—N
)\ N” 0 N” 0
CF3 CF3 CF3
5 T-86 T-100 T-110

R L AT

/

J§< o
/\ \O { Y
*@i BZPlnz ~o
_
1 5h N 0]
105°C © :

CF3 CF3 CFS
SM1 SM2 SM3 T-100
/
(0] N—N/ O r\II—N
HO \/ HNM
LiOH /K o
—_— N ——
MeOH/THF/H,0 ©
CF3 CF3
T-110 T-86 ;
R
(1) SM2 HI& 1K
10 ¥ SM1 50g (1.0eq) . BRER%HE 72¢ (1.5eq) . Xantphos 22g(0.25eq) . EE 4R

1. 64g(0.05eq) 1 1L 1,4- S/ NTCHIRE L], ¥ 4-(trifluoromethyl)aniline 31g
2N, FHESHES, 105 FERI R 16 /N, TLC SR ER M 5eH . A 1L EA
ke, ARG TR R RhE, VEMUINARERHEEE, HENTIER] 38 g SM2,
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'H NMR (400 MHz, Chloroform-d) & 8.25 (d, /= 1.9 Hz, 1H), 7.87 (dd, /=18.6, 1.9
Hz, 1H), 7.64 - 7.58 (m, 2H), 7.29 (dd, J= 8.5, 5.7 Hz, 4H), 6.58 (s, 1H), 3.90
(s, 3H).

(2) SM3 )4 Ak

B SM2 24 g (1.0eq) « B.Pin, 21.5 g (1.3eq) - KOAc 12.6 g(2.0eq) . Pd(dppf)d.,
2.4 g(0.05eq) f 1, 4=~ S 300 ml JBRAHIE], BAMAEY, 105 “CHFM 1.5 ho
BENBIZEE, N 500 mL EA, ARG AR L RUE. ARG B OR: B/KAEE=5:8 F RS,
FEFE 5 min, BEZK. HEEMERE, BEBIHEZORSES KA, REHEE PEREEIES, K
A AR o fhyE, WEERE, B3 SM3 20 g.
'H NMR (400 MHz, DMSO-d) & 8.47 (s, 1H), 8.22 (d, /= 2.2 Hz, 1H), 7.94 (dd, J=
8.7, 2.3 Hz, 1H), 7.65 (d, J=8.4Hz, 2H), 7.35 (t, J=8.5 Hz, 2H), 3.85 - 3.71
(m, 3H), 3.36 (s, 12H).

(3) T-100 K& &

¥ SM3 18 g (1.2eq) « 3-JR-1-FE-1H-MEM-4-F 18 2.5 21.5 g (1.3eq) - K,CO,
15. 0 g(2. 0eq) <Pd(dppf) d, 1.3 g(0.05eq) Ml 1, 4= 48N /7K /FTo/K B EE=5:2:1 250 m1
RBEYHE, BAMEP, 105 CHFRM 1.5 h, J5 TLC BRAMEK. BHF=EE,
SR ke LR, BT, KK, EAZEE. AHZEIE 9.5 g T-100.
'H NMR (400 MHz, DMSO-d&) & 8.73 (s, 1H), 8.68 (d, /= 2.1 Hz, 1H), 8.03 (d, J=
8.3 Hz, 2H), 7.89 (dd, /=8.9, 2.1 Hz, 1H), 7.71 - 7.64 (m, 2H), 6.61 (d, J=8.9
Hz, 1H), 4.14 (s, 3H), 3.87 (s, 3H).

(4) T-110 fE& &

# T-1004.5¢ (1.0eq) « —7K LiOH 1. 42 g (3.0eq) A1 THE/7K/F/K FEE=2:1:4 50
ml VBE A, BAARY, 50 °C )M 2-5 h, Ja TLC WA= MmiEm. AHR=E,
T, KK, EA ZEEUEBRA VLR, KAHH pH=2, EA 3H, 2 3.6 g T-110,

'H NMR (400 MHz, Methanol-d) & 8.90 (d, /= 2.0 Hz, 1H), 8.51 (s, 1H), 8.02
- 7.90 (m, 3H), 7.59 (d, /=8.2Hz, 2H), 6.68 (d, /=28.9 Hz, 1H), 4.21 (s, 3H).

(5) T-86 M4 Ak:

¥ T-110 (387mg, leq) . DIPEA(258mg, 2eq) F1 HATU (380mg, leq) VAT DCM 1, =
BEHH: 10min, HRARRE (Ting, 1. 2eq), 4REER B 12h. MW G, TLC (4 EA)
AT, T-110 BLSEA . AL AR50 DOM AT HRE, F 0. 05%F7 % BRIt 25 DIPEA,
SR G VAT NaCl ¥ WRBE S, AT 8, e+ a, H/= & DOV AT R 5 il S8
J& 43 PTLC B A 2 M7 464k 73 3 302mg T-86. "H NMR (400 MHz, Chloroform-d) & 8.49
(s,J=2.2 Hz, 1H), 8.25 (s, 1H), 7.87 (dd, J=17.7, 8.4 Hz, 3H), 7.46 (d, J = 8.0 Hz, 2H),
6.65 (d, J=8.8 Hz, 1H), 6.10 (d, J=7.6 Hz, 1H), 4.36 — 4.28 (m, 1H), 4.21 (s, 3H), 1.29 (d, J

= 6.5 Hz,6H).
Z S T-86. T-100&T-110 F& K 7E, AR RIS D)
S Jita 451 B W) 2 WA RALE
T-99 0 N=\ LC-MS[M+1]: 402
~ N—
@) X
N @]
CF,
T-99
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T-101 / - +17:
o W_N LC-MS[M+1]: 443
)< N O
CF,
T-101
T-102 _N/ 'H NMR (400 MHz,
Q N Chloroform-d) & 8.48 (d, J = 2.2
HN % Hz, 1H), 8.25 (s, 1H), 7.89 (d, J =
A 8.3 Hz, 2H), 7.84 (dd, /=8.9,2.2
N" "0 Hz, 1H), 7.45 (d, J = 8.1 Hz, 2H),
6.64 (d, J= 8.8 Hz, 1H), 6.45 (s,
1H), 4.20 (s, 3H), 2.94 (tt, J= 7.1,
3.5 Hz, 1H), 0.90 — 0.79 (m, 2H),
CF3 0.70 — 0.62 (m, 2H).
T-102
T-103 / LC-MS[M+1]: 443
o '\/'—N C-MS[M+1]
N o8
CF,
T-103
T-104 / _ 11
o ,7|_N LC-MS[M+1]: 452
LN*@(Y
NC N o
CFs
T-104
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T-105 / TH NMR (400 MHz, DMSO-dg) &
: Q NN 913 (d,J = 7.8 Hz, 1H), 8.80 (s,
XN 2 1H), 8.75 (s, 1H), 8.53 (d, J= 4.8
CN(\H Hz, 1H), 8.03 (d, J = 8.1 Hz, 2H),
N™ "0 7.87 (d, J=9.1Hz, 1H), 7.77 (t, J
=8.0 Hz, 1H), 7.66 (d, /= 8.0 Hz,
2H), 7.42 (d, J = 8.0 Hz, 1H), 7.27
(t,J=6.1 Hz, 1H), 6.57 (d, /= 8.9
CF5 Hz, 1H), 5.27 — 5.19 (m, 1H), 4.16
(s, 3H), 1.54 (d, J = 7.2 Hz, 3H).
T-105
T-106 / TH NMR (400 MHz,
Q NN Chloroform-d) & 8.72 (d, J = 2.2
XNrAN 7 Hz, 1H), 8.58 (ddd, J=4.9, 1.8,
| N H 0.9 Hz, 1H), 8.24 (s, 1H), 7.90 (s,
N0 1H), 7.90 — 7.82 (m, 2H), 7.82 (d,
J=17.3Hz, 1H), 7.70 (td, J= 7.7,
1.8 Hz, 1H), 7.46 (dd, J= 7.7, 3.5
Hz, 2H), 7.32 (dt, /= 8.0, 1.1 Hz,
CF3 1H), 7.23 (ddd, J=7.5, 4.9, 1.1
108 Hz, 1H), 6.64 (s, J = 8.8 Hz, 1H),
5.38 (m, J= 6.7 Hz, 1H), 4.21 (s,
3H), 1.61 (d,J = 6.7 Hz, 3H).
T-107 . N TH NMR (400 MHz, DMSO-ds) &
ﬂ N 8.75 — 8.67 (m, 2H), 8.50 (d, J =
O Z 8.1 Hz, 1H), 8.02 (d, /= 8.2 Hz,
H 2H), 7.82 (dd, J = 8.8, 2.2 Hz, 1H),
N™ "0 7.65 (d, J= 8.1 Hz, 2H), 6.60 —
6.52 (m, 1H), 4.23 (dt, J=13.9,
6.9 Hz, 1H), 4.16 (s, 3H), 3.34 —
3.28 (m, 2H), 1.15 (d, /= 6.7 Hz,
CF3 3H).
T-107
T-111 / TH NMR (400 MHz,
Q NN Chloroform-d) & 8.54 (d, J = 2.1
~N 7 Hz, 1H), 8.23 (s, 1H), 7.89 (d, J =
H N 8.3 Hz, 2H), 7.82 (dd, /=8.8,2.2

T-111

Hz, 1H), 7.46 (d, J = 8.1 Hz, 2H),
6.64 (d, J= 8.8 Hz, 1H), 4.20 (s,
3H), 3.05 (d, J = 4.9 Hz, 3H).
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T-112

'H NMR (400 MHz,
Chloroform-d) ¢ 8.33 (d, J=2.0
Hz, 1H), 8.22 (s, 1H), 7.89 (d, J =
8.2 Hz, 2H), 7.46 (d, J = 8.1 Hz,
2H), 7.40 (dd, J = 8.7, 2.0 Hz, 1H),
6.61 (d, J = 8.7 Hz, 1H), 4.18 (s,
3H), 3.13 (s, 3H), 3.08 (s, 3H).

T-113

'H NMR (400 MHz, Methanol-dj)

88.81 (d, J=2.2 Hz, 1H), 8.50 (s,

2H), 7.99 (d, J = 8.4 Hz, 2H), 7.89

—7.78 (m, 2H), 7.60 (d, J = 8.2 Hz,

2H), 7.46 (d, J = 7.9 Hz, 1H), 7.32
(ddd, J=17.6, 4.9, 1.2 Hz, 1H),
6.69 (d, J = 8.8 Hz, 1H), 4.72 (s,

2H), 4.20 (s, 3H).

T-114

CF3

T-114

'H NMR (400 MHz, DMSO-ds) &
8.74 — 8.67 (m, 1H), 8.29 (s, 1H),
8.19 (s, 1H), 8.02 (d, J=8.1 Hz,
2H), 7.83 (dd, J = 8.8, 2.1 Hz, 1H),
7.65 (d, J=8.1 Hz, 2H), 6.53 (d, J
=8.9 Hz, 1H), 4.15 (s, 3H)

T-115

Ir=z

Ay

N~ O

T-115

N—N

CF3

'H NMR (400 MHz, Methanol-dy)
8 8.84 (d, J=2.2 Hz, 1H), 8.52 (d,
J=4.1Hz, 1H), 8.00 (d, J=8.3
Hz, 2H), 7.91 (dd, J= 8.8, 2.2 Hz,
1H), 7.72 — 7.58 (m, 4H), 7.36 (t, J
=7.8 Hz, 1H), 7.14 (d, J=7.7 Hz,
1H), 6.72 (d, J = 8.9 Hz, 1H), 4.21
(s, 3H), 3.54 (s, 2H), 2.30 (s, 3H).
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T-116

'H NMR (400 MHz, Methanol-dj)
88.70 (d, J = 2.1 Hz, 1H), 8.49 (s,
1H), 7.98 (d, J = 8.1 Hz, 2H), 7.77
(dd, J=8.9,2.2 Hz, 1H), 7.59 (d, J
= 8.1 Hz, 2H), 6.66 (d, J = 8.8 Hz,
1H), 4.20 (s, 3H), 4.07 (ddd, J =
13.4, 8.4, 4.0 Hz, 1H), 3.95 (ddd, J
=10.8, 4.2, 1.6 Hz, 1H), 3.87 —
3.79 (m, 1H), 3.55 — 3.43 (m, 1H),
3.40 —3.33 (m, 1H), 2.02 (d, J =
8.9 Hz, 1H), 1.83 — 1.75 (m, 1H),
1.75 - 1.67 (m, 2H).

T-117

T-117

'H NMR (400 MHz, Methanol-dy)
88.69 (d, J=2.1 Hz, 1H), 8.48 (s,
1H), 7.98 (d, J = 8.1 Hz, 2H), 7.77
(dd, J=8.9,2.2 Hz, 1H), 7.59 (d, J
= 8.1 Hz, 2H), 6.65 (d, J = 8.9 Hz,
1H), 4.19 (s, 3H), 4.07 (td, J = 9.2,
8.8, 4.4 Hz, 1H), 3.94 (ddd, J =
10.9, 4.3, 1.6 Hz, 1H), 3.86 — 3.79
(m, 1H), 3.54 — 3.42 (m, 1H), 3.39
~3.32 (m, 1H), 2.07 — 1.98 (m,
1H), 1.80 (d, J = 4.1 Hz, 1H), 1.75
— 1.66 (m, 2H).

T-118

'H NMR (400 MHz, Methanol-dy)
8 8.76 (d, J=2.1 Hz, 1H), 8.50 (d,
J=0.6 Hz, 1H), 7.99 (d, J = 8.3
Hz, 2H), 7.81 (dd, J=8.9, 2.2 Hz,
1H), 7.62 — 7.56 (m, 2H), 6.67 (d,
J=8.9 Hz, 1H), 4.20 (s, 3H), 3.51
(t, J=6.5 Hz, 2H), 3.25 - 3.16 (m
2H), 2.92 (s, 6H), 2.05 (dt, J =
14.0, 6.8 Hz, 3H).

2

T-119

CF3

T-119

'H NMR (400 MHz, Methanol-dy)
88.72 (d, J=2.1 Hz, 1H), 8.50 (s,
1H), 7.98 (d, J = 8.2 Hz, 2H), 7.78
(dd, J=8.8,2.2 Hz, 1H), 7.59 (d, J
= 8.1 Hz, 2H), 6.66 (d, J = 8.8 Hz,
1H), 4.33 (p, J = 6.6 Hz, 1H), 4.20
(s, 3H), 3.55 — 3.39 (m, 2H), 3.38
(s, 3H), 1.25 (d, J = 6.8 Hz, 3H).
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T-120 / TH NMR (400 MHz, DMSO-dy) &
H ¢ @ NN 8.75 (s, 1H), 8.68 (s, 1H), 8.54 —
PLNGTAN % 8.48 (m, 1H), 8.02 (d, /= 8.0 Hz,
H 2H), 7.84 (d, J = 8.9 Hz, 1H), 7.65
N™ ~O (d, J=8.0 Hz, 2H), 6.54 (d, /= 8.8
Hz, 1H), 4.25 (s, 1H), 4.15 (s, 3H),
2.29 (s, 6H), 1.98 (s, 1H), 1.16 (d,
J=6.3 Hz, 3H).
CF4
T-120
T-121 HN o N_N/ 'H NMR (400 MHz, Methanol-dy)
& ]\ , §8.78 (s, 1H), 8.50 (s, 1H), 8.35 —
N~ N / 8.24 (m, 1H), 7.98 (d, J = 8.1 Hz,
H 2H), 7.89 — 7.75 (m, 1H), 7.58 (d,
N™ "0 J=8.1Hz, 2H), 7.29 (s, 1H), 6.67
(d, J= 8.6 Hz, 1H), 4.20 (s, 3H).
T-121
T-122 /| TH NMR (400 MHz, DMSO-dq) &
Q NN 920 (d,J=7.4 Hz, 1H), 8.88 (s,
N AN 7 | 1H), 8.77 (d, J= 2.2 Hz, 1H), 8.70
| n H (s, 1H), 8.14 (dd, /= 8.5, 2.4 Hz,
FsC N~ “O | 1H), 7.98 (d, /= 8.1 Hz, 2H), 7.81
(dd, J=9.0, 2.2 Hz, 1H), 7.60 (t, J
= 8.3 Hz, 2H), 6.52 (d, /= 8.9 Hz,
1H), 5.26 — 5.18 (m, 1H), 4.11 (s,
CF3 3H), 1.52 (d, J= 7.2 Hz, 3H).
T-122
T-123 /| TH NMR (400 MHz, DMSO-dq) &
: 0 NN 1 925(d, /=73 Hz 1H), 892,/
XrEN 7 | =23 Hz, 1H), 8.81(d, J=2.1 Hz,
/G\,AH 1H), 8.74 (s, 1H), 8.18 (dd, J = 8.4,
FsC N™ O | 2.4Hz 1H), 8.02 (d, /=8.2 Hz,
2H), 7.85 (dd, J = 8.8, 2.2 Hz, 1H),
7.65 (t,J = 8.4 Hz, 3H), 6.57 (d, J
=8.9 Hz, 1H), 5.27 (p, J= 7.2 Hz,
CFs 1H), 4.16 (s, 3H), 1.57 (d, J=17.1
T-123 Hz, 3H).
T-124 / "H NMR (400 MHz, DMSO-ds) &
: Q NN 9.07 (d, J=7.7 Hz, 1H), 8.76 (d, J
XN 7 = 15.4 Hz, 2H), 8.35 (s, 1H), 8.02
/CKH (d, J=18.0 Hz, 2H), 7.85 (d, /= 9.1
N™ "0 Hz, 1H), 7.66 (d, J = 8.0 Hz, 2H),
7.56 (d, J= 8.0 Hz, 1H), 7.30 (d, J
=8.1 Hz, 1H), 6.56 (d, J= 9.0 Hz,
1H), 5.23 — 5.15 (m, 1H), 4.16 (s,
CF, 3H), 1.51 (d, J= 7.0 Hz, 3H).
T-124
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T-125

/
N
Z N0

'H NMR (400 MHz, DMSO-d) &
9.13 (d, J = 7.4 Hz, 1H), 8.80 —
8.72 (m, 2H), 8.40 (dt, J=4.6, 1.5
Hz, 1H), 8.02 (d, J= 8.1 Hz, 2H),
7.84 (dd, J=8.9, 2.1 Hz, 1H), 7.69
(ddd, J=10.1, 8.3, 1.3 Hz, 1H),
7.65 (d, J=17.8 Hz, 2H), 7.39 (dt, J
=8.5, 4.3 Hz, 1H), 6.55 (d, J=18.8
Hz, 1H), 5.49 (p, J= 7.0 Hz, 1H),
4.16 (s, 3H), 1.52 (d, J = 7.0 Hz,
3H).

T-126

'H NMR (400 MHz, DMSO-d) &
9.20 (d, J= 7.4 Hz, 1H), 8.87 —
8.74 (m, 2H), 8.46 (dt,J=4.7,1.6
Hz, 1H), 8.09 (d, J = 8.0 Hz, 2H),
7.93 (ddd, J=23.1, 8.9, 2.1 Hz,
1H), 7.80 — 7.68 (m, 3H), 7.46 (dt,
J=8.5,4.4Hz, 1H), 6.64 (dd, J =
20.6, 8.8 Hz, 1H), 5.56 (p, J=7.1
Hz, 1H), 4.22 (s, 3H), 1.59 (d, J =
7.0 Hz, 3H).

T-127

'H NMR (400 MHz, DMSO-d) &
9.14 (d, J = 7.6 Hz, 1H), 8.78 (s,
1H), 8.74 (s, 1H), 8.53 (d, J=10.9
Hz, 1H), 8.02 (d, J = 8.0 Hz, 2H),
7.85(d, J=8.8 Hz, 1H), 7.68 (q, J
=8.7 Hz, 3H), 7.49 (q, J = 8.9, 6.5
Hz, 1H), 6.56 (d, J= 8.9 Hz, 1H),
5.28 —5.19 (m, 1H), 4.16 (s, 3H),
1.52 (d, J = 7.0 Hz, 3H).

T-128

CF;

T-128

'H NMR (400 MHz, DMSO-ds) &
9.14 (d, J=17.7 Hz, 1H), 8.80 (d, J
=2.2 Hz, 1H), 8.75 (s, 1H), 8.52
(d,J=5.4Hz, 1H), 8.03 (d, /= 8.2
Hz, 2H), 7.86 (dd, J= 8.9, 2.2 Hz,
1H), 7.66 (d, J = 8.1 Hz, 2H), 7.51
(d, J=2.0 Hz, 1H), 7.42 (dd, J =
5.4,2.1 Hz, 1H), 6.57 (d, J= 8.9
Hz, 1H), 5.21 (p, J= 7.2 Hz, 1H),
4.16 (s, 3H), 1.53 (d, J="7.1 Hz,
3H).
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T-129 / "H NMR (400 MHz, DMSO-d;) &
Q NN 916 (d, J = 7.7 Hz, 1H), 8.79 (s,
AN / 1H), 8.74 (s, 1H), 8.60 — 8.55 (m,
| N H 1H), 8.03 (d, J = 8.2 Hz, 2H), 7.89
Cl N™ "0 (d, J=12.4 Hz, 2H), 7.66 (d, J =
8.0 Hz, 2H), 7.45 (d, J = 8.5 Hz,
1H), 6.56 (d, J = 9.0 Hz, 1H), 5.30
—5.13 (m, 1H), 4.16 (s, 3H), 1.53
CF, (d, J=7.2 Hz, 3H).
T-129
T-130 / "H NMR (400 MHz, DMSO-ds) &
: Q NN 916 (d, J = 7.5 Hz, 1H), 8.79 (s,
NN 7 1H), 8.74 (s, 1H), 8.57 (s, 1H),
/@/\H 8.02 (d, /= 8.1 Hz, 2H), 7.87 (dd,
Cl N "0 | J=16.38, 8.6 Hz, 2H), 7.65 (d, J =
8.0 Hz, 2H), 7.45 (d, J = 8.6 Hz,
1H), 6.56 (d, J = 8.5 Hz, 1H), 5.20
(s, 1H), 4.16 (s, 3H), 1.52 (d, J =
CF3 7.0 Hz, 3H).
T-130
T-131 / "H NMR (400 MHz, DMSO-ds) &
Q NN 920 (d, J = 7.5 Hz, 1H), 8.81 (s,
XN 2 1H), 8.75 (s, 1H), 8.03 (d, J = 8.1
| N H Hz, 2H), 7.89 — 7.79 (m, 2H), 7.66
N™ "0 (d, J=7.9 Hz, 2H), 7.40 (dd, J =
Cl 12.8, 7.7 Hz, 2H), 6.57 (d, J = 8.9
Hz, 1H), 5.17 (g, J = 7.2 Hz, 1H),
4.16 (s, 3H), 1.53 (d, J = 7.2 Hz,
CFs3 3H).
T-131
T-132 / "H NMR (400 MHz, DMSO-ds) &
: Q NN 920 (d, J=7.5 Hz, 1H), 8.81 (d, J
XN / =2.1 Hz, 1H), 8.75 (s, 1H), 8.03
qH (d, J=8.1 Hz, 2H), 7.89 — 7.79 (m,
N" "0 2H), 7.66 (d, J = 7.9 Hz, 2H), 7.40
Cl (dd, J = 12.5, 7.8 Hz, 2H), 6.57 (d,
J=8.9Hz, 1H), 5.16 (p, J=17.0
Hz, 1H), 4.16 (s, 3H), 1.53 (d, J =
CF3 7.1 Hz, 3H).
T-132

55




WO 2023/016562

PCT/CN2022/112259

T-133

T-133

'H NMR (400 MHz, DMSO-d) &
9.42 (t, J = 5.7 Hz, 1H), 9.12 (s,
1H), 8.81 — 8.71 (m, 3H), 8.03 (d,
J=8.1Hz, 2H), 7.89 (dd, J= 8.9,
2.2 Hz, 1H), 7.67 (d, J = 8.0 Hz,
2H), 7.43 (d, J = 5.3 Hz, 1H), 6.60
(d, J=8.8 Hz, 1H), 4.57 (d, J= 4.3
Hz, 2H), 4.16 (s, 3H).

T-134

'H NMR (400 MHz, DMSO-ds) &
9.06 (d, J = 8.0 Hz, 1H), 8.83 —
8.78 (m, 1H), 8.75 (s, 1H), 8.03 (d,
J =8.2Hz, 2H), 7.90 — 7.83 (m,
1H), 7.66 (d, J= 7.7 Hz, 3H), 6.97
(d,J=7.5Hz, 1H), 6.67 (d, J = 8.2
Hz, 1H), 6.57 (d, J= 8.9 Hz, 1H),
5.13 (t, J= 7.4 Hz, 1H), 4.16 (s,
3H), 3.87 (s, 3H), 1.53 (d, J=17.2
Hz, 3H).

T-135

"H NMR (400 MHz, DMSO-d;) &
8.88 (s, 1H), 8.77 — 8.72 (m, 1H),
8.11 (d, J=4.9 Hz, 1H), 8.02 (d, J
=8.1 Hz, 2H), 7.84 (d, J= 9.0 Hz,
1H), 7.65 (d, J = 8.0 Hz, 2H), 7.43
(d, J=8.3 Hz, 1H), 7.30(d, J=17.3
Hz, 1H), 6.55 (d, J=9.1 Hz, 1H),
5.56 (s, 1H), 4.16 (s, 3H), 3.87 (s,
3H), 1.42 (d, J = 6.8 Hz, 3H).

T-136

T-136

'H NMR (400 MHz, DMSO-d) &
9.06 (d, J=7.8 Hz, 1H), 8.75 (d, J
=15.4 Hz, 2H), 8.35(d, J=5.8
Hz, 1H), 8.02 (d, J= 8.1 Hz, 2H),
7.85(d, J=9.0 Hz, 1H), 7.66 (d, J
= 8.0 Hz, 2H), 6.97 (s, 1H), 6.86
(d, J=5.8 Hz, 1H), 6.56 (d, J=9.1
Hz, 1H), 5.17 (p, J= 7.2 Hz, 1H),
4.16 (s, 3H), 3.80 (s, 3H), 1.51 (d,
J=17.1Hz, 3H).
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T-137 / 'H NMR (400 MHz, DMSO-d) &
Q NN 9.08 (d,.J = 8.0 Hz, 1H), 8.79 —
o NJ\C{Y 8.72 (m, 2H), 8.02 (d,.J = 8.2 Hz,
H 2H), 7.84 (dd, J=8.9, 2.2 Hz, 1H),
N™ "0 7.65 (d, J = 8.0 Hz, 2H), 7.44 —
7.37 (m, 2H), 7.41 — 7.18 (m, 4H),
6.55 (d, J=8.9 Hz, 1H), 5.20 (p, J
=7.1 Hz, 1H), 4.16 (s, 3H), 1.51
CF3 (d, J=7.1 Hz, 3H).
T-137
T-138 / 'H NMR (400 MHz, DMSO-ds) &
: Q NN 9.09 (d, J= 8.1 Hz, 1H), 8.75 (d, J
SN / = 8.9 Hz, 2H), 8.02 (d, /= 8.1 Hz,
©/\H 2H), 7.87 — 7.80 (m, 1H), 7.66 (d,
N™ "0 J=8.0Hz, 2H), 741 (d, /=178
Hz, 2H), 7.32 (q, J = 6.4, 5.4 Hz,
2H), 7.22 (t,J = 7.3 Hz, 1H), 6.55
(d, J=8.8 Hz, 1H), 5.20 (t, J = 7.4
CF4 Hz, 1H), 4.16 (s, 3H), 1.51 (d, J =
T138 7.1 Hz, 3H).
T-139 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 929 (t,J=5.9 Hz, 1H), 8.80 —
N\wﬂN / 8.72 (m, 4H), 8.03 (d, J = 8.1 Hz,
& H 2H), 7.88 (dd, /= 8.9, 2.1 Hz, 1H),
N™ "0 7.67 (d, J= 8.1 Hz, 2H), 7.40 (t, J
= 4.8 Hz, 1H), 6.59 (d, J = 8.8 Hz,
1H), 4.68 (d, J = 5.8 Hz, 2H), 4.15
(s, 3H).
CF;
T-139
T-140 / 'H NMR (400 MHz, DMSO-ds) &
Q NN 9.41 (t,J= 6.0 Hz, 1H), 8.75 (d, J
NS N / = 6.5 Hz, 2H), 8.62 (d, J= 16.0
b H Hz, 1H), 8.55 (s, 2H), 8.03 (d, J =
N™ ~O 8.1 Hz, 2H), 7.87 (d, J = 8.9 Hz,
1H), 7.66 (d, J = 8.0 Hz, 2H), 6.59
(d, J=8.8 Hz, 1H), 4.64 (d, J= 5.7
Hz, 2H), 4.15 (s, 3H).
T-140
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T-141 _N/ 'H NMR (400 MHz, DMSO-d) &
Q N 9.14 (d, J= 7.5 Hz, 1H), 8.80 (s,
O AN / 1H), 8.75 (s, 1H), 8.52 (d, J=5.3
| N H Hz, 1H), 8.03 (d, J = 7.8 Hz, 2H),
N" 70 | 7.88(t,J=9.1Hz 1H), 7.66 (d, J
= 8.0 Hz, 2H), 7.51 (s, 1H), 7.45 —
7.40 (m, 1H), 6.62 — 6.54 (m, 1H),
5.28 — 5.17 (m, 1H), 4.16 (s, 3H),
CFs 1.54 (s, 3H).
T-141
T-142 "H NMR (400 MHz, DMSO-dj) &
/ 9.53 (d, J=8.3 Hz, 1H), 8.79 (d, J
: 9 '7"“ =2.2 Hz, 1H), 8.74 (s, 1H), 8.59 —
NN 7/ 8.53 (m, 1H), 8.03 (d, J= 8.1 Hz,
| n H 2H), 7.88 (dd, J = 8.9, 2.2 Hz, 1H),
N~ ~0 7.81 (td, J=17.7, 1.9 Hz, 1H), 7.66
(d, J=8.0 Hz, 2H), 7.52 (d, J= 7.9
Hz, 1H), 7.41 (d, J = 1.6 Hz, 1H),
7.39 (s, 1H), 7.38 — 7.22 (m, 4H),
CF, 6.56 (d, J = 8.9 Hz, 1H), 6.44 (d, J
T-142 = 8.2 Hz, 1H), 4.15 (s, 3H).
T-143 /| LC-MS[M+1]: 522
- o[ LCMSIME]
_0 | NG Y
N N
CF,
T-143
T-144 / LC-MS[M+1]: 510
- N [M+1]
XY SN /
|y H
F N @]
CF,
T-144
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T-145

'H NMR (400 MHz, DMSO-d) &
9.03 (d, J = 7.5 Hz, 1H), 8.72 (s,
2H), 8.41 — 8.35 (m, 1H), 8.01 (d,
J=17.9Hz 2H), 7.82 (d, J=8.9
Hz, 1H), 7.64 (d, J = 8.0 Hz, 3H),
7.57(d, J=7.2Hz, 1H), 6.52 (d, J
=9.0 Hz, 1H), 5.45 — 5.37 (m, 1H),
4.14 (s, 3H), 2.38 (s, 3H), 1.46 (d,
J = 6.7 Hz, 3H).

T-146

'H NMR (400 MHz, DMSO-ds) &
9.17 (d, J=7.7Hz, 1H), 8.75 (d, J
= 4.2 Hz, 2H), 8.62 (s, 1H), 8.44
(d, J=4.9 Hz, 2H), 8.02 (d, J = 8.0
Hz, 2H), 7.82 (t, J = 8.9 Hz, 2H),
7.65 (d, J = 8.0 Hz, 1H), 7.36 (dd,
J=8.0,4.7 Hz, 1H), 6.55 (d, J =
8.9 Hz, 1H), 5.26 — 5.18 (m, 1H),
4.16 (s, 3H), 1.54 (d, J = 7.0 Hz,
3H).

T-147

'H NMR (400 MHz, DMSO-d) &
9.25(d, J= 7.7 Hz, 1H), 8.86 —
8.78 (m, 2H), 8.60 — 8.54 (m, 2H),
8.09 (d, J = 8.1 Hz, 2H), 7.90 (dd,
J=89,22Hz 1H), 7.72 (d, J =
8.0 Hz, 2H), 7.47 — 7.41 (m, 2H),
6.62 (d, J=8.8 Hz, 1H), 5.22 (p, J
=7.2Hz, 1H), 4.22 (s, 3H), 1.57
(d, J=17.1 Hz, 3H).

T-148

'H NMR (400 MHz, DMSO-ds) &
8.97 (d, J=7.8 Hz, 1H), 8.82 (d, J
=13.2 Hz, 2H), 8.09 (d, J = 8.1
Hz, 2H), 7.92 (d, J= 9.0 Hz, 1H),
7.72 (d, J = 8.1 Hz, 2H), 7.38 (t, J
=7.8 Hz, 1H), 6.60 (dd, J = 17.8,
8.1 Hz, 2H), 6.36 (d, J = 8.2 Hz,
1H), 5.93 (s, 2H), 5.07 — 4.99 (m,
1H), 4.22 (s, 3H), 1.52 (d, J= 6.9
Hz, 3H).
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T-149

L Y
(5)
~-N

'H NMR (400 MHz, DMSO-d) &
8.93 (d, J= 7.8 Hz, 1H), 8.80 —
8.73 (m, 2H), 8.03 (d, J = 8.0 Hz,
2H), 7.89 — 7.82 (m, 1H), 7.67 (d,
J=8.0Hz, 2H), 7.34 (t, J=7.8
Hz, 1H), 6.57 (d, J= 8.8 Hz, 1H),
6.50 (d, J = 7.3 Hz, 1H), 6.47 —
6.40 (m, 1H), 6.28 (d, /= 8.2 Hz,
1H), 5.00 (t, J = 7.3 Hz, 1H), 4.16
(s, 3H), 2.78 (d, J = 4.6 Hz, 3H),
1.48 (d, J =7.1 Hz, 3H).

T-150

'H NMR (400 MHz, DMSO-d) &
8.92 (s, 1H), 8.75 (d, J = 14.2 Hz,
2H), 8.05 — 7.98 (m, 2H), 7.88 —
7.82 (m, 1H), 7.66 (s, 2H), 7.44 (s,
1H), 6.57 (s, 1H), 6.51 — 6.44 (m,
2H), 5.04 (s, 1H), 4.15 (s, 3H),
3.03 (s, 6H), 1.49 (s, 3H).

T-151

CF;
T-149
/
= 0 '\II’N
~-N N o
N
CF5
T-150
/
0 I\II—N
(S) N 4
N 0
CF5
T-151

'H NMR (400 MHz, DMSO-d) &
9.09 (d, J = 7.8 Hz, 1H), 8.80 (s,
1H), 8.74 (s, 1H), 8.02 (d, J = 8.0
Hz, 2H), 7.86 (d, J= 9.0 Hz, 1H),
7.64 (dd, J=13.8, 7.7 Hz, 3H),
7.20 (d, J=7.9 Hz, 1H), 7.11 (d, J
=7.7 Hz, 1H), 6.56 (d, J = 9.0 Hz,
1H), 5.20 — 5.12 (m, 1H), 4.16 (s,
3H), 2.08 (s,3H), 1.51 (d, J=17.2
Hz, 3H).

T-152

/
: O '\II‘N
s (
N N"0
CN

CF;
T-152

LC-MS[M+1]: 517

T-153

/
: O '\II‘N
~-N N o
F

T-153

'H NMR (400 MHz, DMSO-d) &
9.19 (d, J = 7.6 Hz, 1H), 8.83 —
8.78 (m, 1H), 8.75 (s, 1H), 8.02 (d,
J=8.1Hz, 2H), 7.95 (q, J = 8.0
Hz, 1H), 7.90 — 7.83 (m, 1H), 7.66
(d, J=17.9 Hz, 2H), 7.35 (dd, J =
7.6, 2.5 Hz, 1H), 7.04 (dd, J = 8.2,
2.7 Hz, 1H), 6.56 (d, J = 8.8 Hz,
1H), 5.19 — 5.11 (m, 1H), 4.16 (s,
3H), 1.52 (d, J = 7.1 Hz, 3H).
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T-227 N 'H NMR (400 MHz, DMSO-d) &
: 0 N 9.22 (d, J=7.7 Hz, 1H), 8.90 —
NN / 8.81 (m, 2H), 8.60 (m, J= 4.8, 1.8,
_n H 0.9 Hz, 1H), 8.31 — 8.24 (m, 2H),
N~ 70 7.95 (m, J=8.9, 2.2 Hz, 1H), 7.83
(td, J=7.7, 1.8 Hz, 1H), 7.76 (d, J
= 8.3 Hz, 2H), 7.51 — 7.44 (m, 1H),
733 (m,J=75,438,12Hz, 1H),
SFs 6.66 (d, J=8.9 Hz, 1H), 5.29 (p, J
T.097 =7.1Hz, 1H), 4.23 (s, 3H), 1.60
(d, J=7.1 Hz, 3H)
T-228 NG 'H NMR (400 MHz, DMSO-d) &
: @ N 9.12 (d, J = 8.0 Hz, 1H), 8.76 (dd,
SN 7 J=3.9,13 Hz, 2H), 8.24 - 8.16
H (m, 2H), 7.85 (dd, J= 8.8, 2.2 Hz,
N~ ~O 1H), 7.68 (d, J = 8.5 Hz, 2H), 7.44
~7.37 (m, 2H), 7.37 — 7.27 (m,
2H), 7.27 - 7.18 (m, 1H), 6.58 (d,
J=89Hz 1H), 5.19 (p, J=7.2
SFs Hz, 1H), 4.16 (s, 3H), 1.51 (d, J =
1228 7.1 Hz, 3H).
T-229 / _ 1]
. - LC-MS[M+1]: 508
Nr(s’'N /
| 4 H
Z N0
OCF;
T-229
T-230 / - +1]:
- - LC-MS[M+1]: 507
SLRSP
H
N0
OCF
T-230
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T-231 N_N/ LC-MS[M+1]: 471
H /
T CX
© N0
SFs
T-231
T-232 N_N/ LC-MS[M+1]: 429
H /
"L
° Nige)
OCF;
T-232
T-233 N 'H NMR (400 MHz,
H N Chloroform-d) & 8.23 — 8.15 (m,
AN N / 2H), 7.87 (d, J = 8.2 Hz, 2H), 7.68
O (d, J=9.2 Hz, 1H), 7.50 — 7.43 (m,
N™ "0 2H), 7.38 (s, 1H), 7.03 — 6.93 (m,
1H), 6.52 (d, J=9.1 Hz, 1H), 5.87
(dd, J=15.3, 1.5 Hz, 1H), 4.14 (d,
J=4.8Hz, 3H), 2.57 — 2.44 (m,
CFs 1H), 1.09 (d, J = 6.8 Hz, 6H).
T-234 _N/ 'H NMR (400 MHz,
H N Chloroform-d) & 8.18 — 8.09 (m,
/\/\[rN % 2H), 7.80 (d, J = 8.1 Hz, 2H), 7.62
O (d, J=9.1 Hz, 1H), 7.40 (d, J = 8.0
N™ O Hz, 2H), 7.05 — 6.93 (m, 1H), 6.47
(d, J=9.0 Hz, 1H), 5.85 (d, J =
15.2 Hz, 1H), 4.09 (s, 3H), 2.25 —
2.13 (m, 2H), 1.04 (t, J = 7.4 Hz,
CF, 3H).
T-235 _N/ "H NMR (400 MHz,
P H N DMSO-ds) § 10.50 (s, 1H), 8.69 (s,
)\[r"‘ 2 2H), 8.00 (d, J = 7.8 Hz, 2H), 7.63
o (d, J=8.2 Hz, 3H), 6.49 (d, J=9.1
N0 Hz, 1H), 5.74 (d, J = 47.5 Hz, 1H),
5.45(d, J=15.5 Hz, 1H), 4.13 (s,
3H).
CFj3
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T-236

"H NMR (400 MHz,
DMSO-ds) § 9.96 (s, 1H), 8.67 (s,
2H), 8.00 (d, J = 8.0 Hz, 2H), 7.62
(d, J=8.8 Hz, 3H), 6.46 (d, J=9.2
Hz, 1H), 5.85 (s, 1H), 5.53 (s, 1H),

4.13 (s, 3H), 1.96 (s, 3H).

T-237

"H NMR (400 MHz,
DMSO-ds) § 11.05 (s, 1H), 8.74 (s,
1H), 8.67 (s, 1H), 8.06 (d, J = 8.1
Hz, 2H), 7.68 (d, J = 8.1 Hz, 2H),
7.47 (s, 1H), 6.53 (d, J=9.3 Hz,
1H), 4.51 (s, 1H), 4.19 (s, 3H).

T-238

X
Ny

"H NMR (400 MHz,
DMSO-ds) § 10.86 (s, 1H), 8.75 (s,
1H), 8.68 (d, J = 2.5 Hz, 1H), 8.07
(d, J=8.3 Hz, 2H), 7.69 (d, J = 8.1
Hz, 2H), 7.49 (dd, J=9.1, 2.5 Hz,
1H), 6.53 (d, J=9.1 Hz, 1H), 4.21

(s, 3H), 2.13 (s, 3H).

T-239

¢

H
N
H
N

"H NMR (400 MHz,
DMSO-ds) 8 10.13 (s, 1H), 8.69 (d,
J=16.2 Hz, 2H), 8.00 (d, J= 8.0
Hz, 2H), 7.62 (d, J = 8.0 Hz, 2H),
7.43 (s, 1H), 6.82 (dq, J = 14.3, 6.8
Hz, 1H), 6.46 (d, J=9.1 Hz, 1H),
6.12 (d, J = 15.2 Hz, 1H), 4.13 (s,
3H), 1.87 (d, J = 6.9 Hz, 3H).

T-248

O
0]
o)

S
H

|\ (SN
N

s
o
:
ot
D
o
9

/
N—N
[ o

o)
Fa

/
N—N
[ o

o)
Fa

/
N—N
l
N0
CF,

/
N—-N
[y
N @]
CF;

*(! CL
Z\|
S [
CF5

"H NMR (400 MHz,
DMSO-ds) § 9.22 (d, J = 2.5 Hz,
1H), 9.16 — 9.07 (m, 2H), 8.78 (d,
J =82 Hz, 1H), 8.64 (dd, J=8.5,

2.5 Hz, 1H), 8.55 (ddd, J = 4.9,
1.9, 0.9 Hz, 1H), 8.38 (dd, J = 8.0,
1.4 Hz, 1H), 8.09 — 7.95 (m, 2H),
7.92 (dd, J = 8.8, 1.9 Hz, 1H), 7.84

—7.73 (m, 2H), 7.46 (d, J = 7.9 Hz,

1H), 7.27 (ddd, J=17.5, 4.8, 1.2
Hz, 1H), 6.61 (d, J= 8.8 Hz, 1H),
5.29 (h, J=7.2Hz 1H), 1.59 (d, J

= 7.0 Hz, 3H).
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T-249

~.N

CF3

'H NMR (400 MHz,
Chloroform-d) 6 8.55 (ddd, /=48,
1.8,0.9 Hz, 1H), 8.15(d, J=2.1 Hz,
1H), 7.95 — 7.81 (m, 3H), 7.80 — 7.66
(m, 2H), 7.46 — 7.38 (m, 2H), 7.32
(dt, J=8.0, 1.1 Hz, 1H), 7.23 (ddd, J
=17.5,4.9, 12 Hz, 1H), 6.65 (d, J=
8.8 Hz, 1H), 5.40 — 5.28 (m, 1H),
3.33 —3.24 (m, 2H), 3.07 — 2.98 (m,
2H), 2.34 —2.20 (m, 2H, 1.59 (d, J =
6.8 Hz, 3H).

T-250

CF;

'H NMR (400 MHz, Chloroform-d)
88.57—8.53 (m, 1H), 8.36 (d, J =
2.0 Hz, 1H), 7.93 (s, 1H), 7.89 — 7.85
(m, 2H), 7.76 — 7.71 (m, 2H), 7.42
(d, J=7.8 Hz, 2H), 7.35 (s, 1H),
7.15 (dd, J=8.7, 3.3 Hz, 1H), 6.64
(d,J=8.8Hz, 1H), 535 (t, J=6.9
Hz, 1H), 3.01 (d, J= 6.8 Hz, 2H),
2.68 (d, J= 6.8 Hz, 2H), 1.94 (d, J =
7.8 Hz, 2H), 1.89 — 1.83 (m, 2H).
1.60 (d, J= 6.6 Hz, 3H).

T-251

'H NMR (400 MHz, Chloroform-d)
88.52 (dt,J=4.7, 1.4 Hz, 1H), 7.98
(d,J=2.0Hz, 1H), 7.86 (t, J=8.0
Hz, 3H), 7.77 (dd, J= 8.9, 2.1 Hz,
1H), 7.69 (td, J= 7.7, 1.8 Hz, 1H),
7.46 —7.36 (m, 6H), 7.34 — 7.27 (m,
3H), 7.23 — 7.20 (m, 1H), 6.66 (d, J
= 8.8 Hz, 1H), 5.35 — 5.29 (m, 1H),
433 (t,J=3.7Hz, 2H), 4.13 (t,J =
3.7 Hz, 2H), 4.02 (s, 2H), 1.57 (d, J
= 6.7 Hz, 3H).

T-252

'H NMR (400 MHz, Chloroform-d)
89.37(d, J=2.2Hz, 1H), 9.11 (dd,
J=4.6,18Hz, 1H), 8.76 (dd, J =
8.0, 1.9 Hz, 1H), 8.64 — 8.57 (m,
1H), 8.00 (dd, J = 8.8, 2.2 Hz, 1H),
7.91 (dd, J=10.8, 7.6 Hz, 3H), 7.70
(td, J=17.7, 1.8 Hz, 1H), 7.61 (dd, J
=8.0, 4.6 Hz, 1H), 7.51 (¢, /= 5.8,
5.2 Hz, 2H), 7.34 (d, J=7.8 Hz,
2H), 6.72 (d, J = 8.8 Hz, 1H), 5.40
(p,J=6.9Hz, 1H), 1.63 (d, J="7.2
Hz, 3H).
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T-253

'H NMR (400 MHz, Chloroform-d)
89.90 (s, 1H), 9.02 (d, J=2.0 Hz,
1H), 8.91 (d, J= 5.2 Hz, 1H), 8.57
(dt, J=4.7,1.4 Hz, 1H), 8.30 (dd, J
=5.2,0.9 Hz, 1H), 8.05 (d, J=7.1
Hz, 1H), 7.93 (d, J= 7.9 Hz, 2H),
7.85 (dd, J=8.8, 2.0 Hz, 1H), 7.72
(td, J=7.7,1.8 Hz, 1H), 7.49 (d, J =
7.9 Hz, 2H), 7.35 — 7.32 (m, 1H),
6.73 (d, J=8.8 Hz, 1H), 5.37 (p, J =
6.8 Hz, 1H), 1.62 (d, J= 6.7 Hz,
3H).

T-254

CFs3

'H NMR (400 MHz, Chloroform-d)
89.02 (dd, J=4.4, 1.5 Hz, 1H), 8.89
(d, J=2.0 Hz, 1H), 8.81 (dd, J=8.5,
1.6 Hz, 1H), 8.52 (ddd, J=5.0, 1.8,
0.9 Hz, 1H), 8.08 (d, /= 7.2 Hz,

1H), 7.89 (d, J= 7.8 Hz, 2H), 7.86 —
7.73 (m, 2H), 7.70 (td, J=7.7, 1.8
Hz, 1H), 7.52 — 7.46 (m, 2H), 7.33
(dt,J=7.8, 1.1 Hz, 1H), 7.22 (ddd, J
=17.5,4.9, 1.1 Hz, 1H), 6.67 (d, J =
8.7 Hz, 1H), 5.36 (p, /= 6.8 Hz,
1H), 1.59 (d, J = 6.8 Hz, 3H).

T-255

'H NMR (400 MHz, Chloroform-d)
88.92 (d, J=2.0 Hz, 1H), 8.59 —
8.53 (m, 1H), 8.41 (d, J=8.1 Hz,
1H), 8.28 (s, 1H), 7.92 (dd, J=13.2
7.4 Hz, 3H), 7.76 — 7.68 (m, 2H),
7.52—7.44 (m, 3H), 7.34 (d, /=738
Hz, 1H), 7.23 (ddd, J=7.5,4.9,1.2
Hz, 1H), 6.66 (d, J=8.7 Hz, 1H),
5.38 (p, J= 6.8 Hz, 1H), 2.62 (s,
3H), 1.66 — 1.56 (m, 3H).

2

T-256

'H NMR (400 MHz, Chloroform-d)
8 8.88 (d, J=2.0 Hz, 1H), 8.59 —
8.53 (m, 1H), 8.38 (d, /= 8.3 Hz,
1H), 8.33 (s, 1H), 7.93 (dd, J=15.4,
7.4 Hz, 3H), 7.72 (ddt, J=13.1, 8.1,
1.9 Hz, 3H), 7.49 (d, J=7.8 Hz,
2H), 7.33 (d, J= 7.8 Hz, 1H), 7.23
(ddd, J=7.6, 4.8, 1.1 Hz, 1H), 6.66
(d,J=8.7Hz, 1H), 537 (p, J=6.8
Hz, 1H), 2.55 (s, 3H), 1.60 (s, 3H).
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T-257

'H NMR (400 MHz, ) § 8.91 (d, J =
2.0 Hz, 1H), 8.60 — 8.53 (m, 1H),
8.38 (d,J=8.2 Hz, 1H), 7.93 (dd, J
=17.0, 7.5 Hz, 3H), 7.72 (ddt, J =
10.3, 7.6, 1.9 Hz, 3H), 7.46 (dd, J =
12.5,7.7 Hz, 3H), 7.33 (d, J=17.8
Hz, 1H), 7.25 - 7.21 (m, 1H), 6.60
(d,J=8.7Hz, 1H), 5.37 (p, J=6.8
Hz, 1H), 2.90 (s, 3H), 1.61 (d, J =
6.7 Hz, 3H).

T-258

'H NMR (400 MHz, Chloroform-d)
89.32(dd, J=4.8,2.0 Hz, 1H), 8.61
—8.55 (m, 1H), 8.44 — 8.39 (m, 1H),
7.98 (d,J=7.0 Hz, 1H), 7.92 (d, J =
8.2 Hz, 2H), 7.85 (dd, J=8.8, 1.9
Hz, 1H), 7.71 (td, J=7.7, 1.7 Hz,
1H), 7.65 — 7.60 (m, 2H), 7.49 (d, J
=8.1 Hz, 2H), 7.33 (d, J=7.8 Hz,
1H), 7.24 — 7.21 (m, 1H), 5.36 (p, J
= 6.8 Hz, 1H), 1.62 (s, 3H).

T-259

'H NMR (400 MHz, Chloroform-d)
8 8.80 (d, J=2.0 Hz, 1H), 8.60 —
8.52 (m, 2H), 8.10 (dd, J=10.2, 2.4
Hz, 1H), 7.98 (d, J= 7.1 Hz, 1H),
7.91 (d, J=17.9 Hz, 2H), 7.80 (dd, J
=8.8,2.0Hz, 1H), 7.72 (td, J= 7.7,
1.8 Hz, 1H), 7.49 (d, J=7.9 Hz,
2H), 7.41 —7.30 (m, 2H), 7.25 — 7.22
(m, 1H), 6.69 (d, J=8.7 Hz, 1H),
537 (p,J=6.8 Hz, 1H), 1.64 — 1.58
(m, 3H).

T-260

'H NMR (400 MHz, Chloroform-d)
8 8.86 (d, J=2.0 Hz, 1H), 8.56 (dt, .J
=438, 1.5 Hz, 1H), 8.49 (dd, J=9.0,
4.8 Hz, 1H), 8.18 (dd, /=8.9,2.8
Hz, 1H), 7.97 (d, J= 7.0 Hz, 1H),
7.92 (d, J=17.8 Hz, 2H), 7.79 — 7.67
(m, 2H), 7.60 (ddd, J=8.9,7.8,2.9
Hz, 1H), 7.49 (d, J= 7.5 Hz, 2H),
733 (dd, J=17.9, 1.1 Hz, 1H), 7.23
(ddd, J=17.5,4.9, 1.1 Hz, 1H), 6.69
(d,J=8.7Hz, 1H), 5.37 (p, J=6.7
Hz, 1H), 1.61 (d, J= 6.7 Hz, 3H).
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T-261

'H NMR (400 MHz, Chloroform-d)
8 8.89 (d, J=1.9 Hz, 1H), 8.59 —
8.52 (m, 1H), 8.29 (d, /= 8.3 Hz,
1H), 7.97 (d, J= 7.1 Hz, 1H), 7.90
(d, J=7.8 Hz, 2H), 7.83 (dt, J=8.2,
4.1 Hz, 1H), 7.80 — 7.75 (m, 1H),
7.71 (td, J=7.7, 1.8 Hz, 1H), 7.48
(d, J=7.8 Hz, 2H), 7.37 — 7.28 (m,
2H), 7.23 (ddd, J=7.6, 4.9, 1.1 Hz,
1H), 6.65 (d, J= 8.7 Hz, 1H), 5.36
(p, J=6.8 Hz, 1H), 1.62 — 1.58 (m,
3H).

T-262

'H NMR (400 MHz,
Chloroform-d) & 8.68 (s, 1H), 8.55
(d,J=52Hz, 1H),8.17(d, J=2.1
Hz, 1H), 7.98 — 7.93 (m, 1H), 7.92 —
7.85 (m, 3H), 7.79 (dd, J=8.7, 2.0
Hz, 1H), 7.70 (ddt, J=7.8,3.3, 1.8
Hz, 2H), 7.59 — 7.51 (m, 1H), 7.31
(d,J=79Hz, 1H), 7.24 (d, J=6.7
Hz, 1H), 7.17 (d, J= 8.5 Hz, 1H),
6.65 (d, J=8.8 Hz, 1H), 5.34 (p, J =
6.8 Hz, 2H), 3.30 (t, J = 7.6 Hz, 2H),
3.03 (t,J= 7.3 Hz, 2H), 2.29 (p, J =
7.5 Hz, 2H), 1.63 — 1.55 (m, 3H).

T-263

'H NMR (400 MHz,
Chloroform-d) ¢ 8.67 (s, 1H), 8.56
(d,J=4.9Hz, 1H), 837 (d, J=2.0
Hz, 1H), 7.95 (d, J= 8.2 Hz, 1H),
7.88 (d, J = 8.7 Hz, 2H), 7.76 (dd,
J=88,2.0Hz, 1H), 7.71 (td, J =
7.6, 1.8 Hz, 1H), 7.32 (d, J=17.8
Hz, 1H), 7.24 — 7.21 (m, 1H), 6.62
(d, J=8.7 Hz, 1H), 5.34 (p, J= 6.8
Hz, 1H), 3.02 (d, J = 6.8 Hz, 2H),
2.68 (d, J=6.7 Hz, 2H), 1.95 (d, J
= 5.9 Hz, 2H), 1.90 — 1.84 (m, 2H),
1.60 (d, J = 6.8 Hz, 3H).

T-264

'H NMR (400 MHz, DMSO-dj) &
8.92 (d,J=7.8 Hz, 1H), 8.89 (d, J =
2.1 Hz, 1H), 8.82 (d, J=2.0 Hz,
1H), 8.70 (d, J= 3.1 Hz, 1H), 8.60
(d, J=3.1Hz, 1H), 8.56 — 8.50 (m,
1H), 8.30 (d, J= 8.9 Hz, 1H), 8.24
(d,J=8.3Hz, 1H), 7.84 — 7.72 (m,
2H), 7.42 (d, J=7.9 Hz, 1H), 7.26
(dd, J=17.5,4.9 Hz, 1H), 6.59 (d, J =
8.7 Hz, 1H), 5.25 (t, J= 7.3 Hz, 1H),
1.56 (d, /= 7.1 Hz, 3H).
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T-266

ul
O

Iz

N

n
n

'H NMR (400 MHz, Chloroform-d)
8 8.62 —8.56 (m, 1H), 8.10 (s, 1H),
7.93 (t,J=10.1 Hz, 2H), 7.76 — 7.61
(m, 2H), 7.33 (d, J= 7.8 Hz, 2H),
536 (p,J=6.7 Hz, 1H), 3.20 (t, J =
7.6 Hz, 2H), 2.97 (t, J= 7.5 Hz, 2H),
2.27(d,J=17.7Hz, 1H), 2.29 —
2.23 (m, 2H), 2.23 — 2.17 (m, 2H),
2.17-1.95 (m, 4H), 1.83 (d, J=12.9
Hz, 2H), 1.61 (d, J= 6.8 Hz, 3H).

T-267

'H NMR (400 MHz, Chloroform-d)
88.62—8.56 (m, 1H), 8.31(d,J =
2.1 Hz, 1H), 7.98 (s, 1H), 7.92 (dd, J
=8.9,2.1Hz, 1H), 7.74 (td, J= 7.7,
1.8 Hz, 1H), 7.61 (s, 1H), 7.35 (d, J
=7.9 Hz, 2H), 5.37 (p, J= 6.8 Hz,
1H), 2.92 (d, J = 6.6 Hz, 3H), 2.67 —
2.60 (m, 2H), 2.27 (d, J = 15.8 Hz,
2H), 2.12 - 1.77 (m, 10H), 1.61 (d, J
= 6.7 Hz, 3H).

T-268

'H NMR (400 MHz, Chloroform-d)
88.90 (d,J=2.1Hz, 1H), 8.61 (d,J
= 4.8 Hz, 1H), 8.50 (d, J=8.0 Hz,
1H), 8.40 (d, J = 8.2 Hz, 1H), 8.07
(s, 1H), 7.97 (dd, J=8.9, 2.1 Hz,
1H), 7.85 - 7.71 (m, 2H), 7.68 — 7.58
(m, 2H), 7.38 (d, J= 7.9 Hz, 2H),
5.41 (p, J= 6.9 Hz, 1H), 3.00 (s,
1H), 2.33 (s, 2H), 2.14 — 1.85 (m,
6H), 1.63 (s, 3H).

T-269

'H NMR (400 MHz,
DMSO-ds) 8 8.94 (d, J=7.7 Hz,
1H), 8.72 (d, J = 2.2 Hz, 1H), 8.57
—8.50 (m, 2H), 8.44 (d, J = 3.1 Hz,
1H), 7.96 (m, J = 9.0, 2.2 Hz, 1H),
7.85(d, J=9.0 Hz, 1H), 7.77 (td, J
=7.7, 1.8 Hz, 1H), 7.44 (m, J =
8.0, 1.2 Hz, 1H), 7.27 m, J= 1.5,
4.8, 1.2 Hz, 1H), 5.26 (p, J=17.2
Hz, 1H), 2.74 (d, J=12.9 Hz, 1H),
2.69 (s, 1H), 2.01 (d, J=12.2 Hz,
2H), 1.85 — 1.77 (m, 2H), 1.63 (m,
J=13.2,7.1 Hz, 2H), 1.56 (d, J =
7.1 Hz, 2H).
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T-270

'H NMR (400 MHz,
DMSO-ds) 8 9.14 (d, J = 7.8 Hz,
1H), 8.80 — 8.71 (m, 2H), 8.55 —
8.48 (m, 1H), 7.98 (dd, J=18.9,2.2
Hz, 1H), 7.74 (td, J= 7.7, 1.8 Hz,
1H), 7.68 (d, J = 8.0 Hz, 2H), 7.41
(dd, J = 8.4, 3.6 Hz, 4H), 7.24 (dd,
J=17.4,5.0Hz, 1H), 5.71 — 5.66
(m, 2H), 5.20 (p, J = 7.1 Hz, 1H),
4.16 (s, 3H), 1.47 (dd, J=29.2, 7.1
Hz, 3H).

T-271

'H NMR (400 MHz,
DMSO-ds) 8 9.14 (d, J=7.7 Hz,
1H), 8.80 (d, J = 4.6 Hz, 2H), 8.58
(d, J=4.8 Hz, 1H), 8.01 (d, /= 8.8
Hz, 1H), 7.81 (t, J= 7.8 Hz, 1H),
7.51(d, J=8.9 Hz, 1H), 7.46 (d, J
=7.9 Hz, 1H), 7.36 (t,J = 7.4 Hz,
2H), 7.28 (dd, J = 15.3, 7.4 Hz,
4H), 5.64 (s, 2H), 5.27 (p, J=1.2
Hz, 1H), 4.22 (s, 3H), 1.58 (d, J =
7.1 Hz, 3H).

T-272

'H NMR (400 MHz,
DMSO-ds) 8 9.19 (q, J=3.9, 3.2
Hz, 2H), 8.83 (d, J= 8.2 Hz, 1H),
8.60 (dd, J= 5.0, 1.7 Hz, 1H), 8.43
(dd, J=8.0, 1.4 Hz, 1H), 8.13 (s,
1H), 8.13 — 8.04 (m, 2H), 7.98 (dd,
J=88,19Hz, 1H), 7.87 - 7.75
(m, 4H), 7.50 (d, J = 7.9 Hz, 1H),
7.37-17.29 (m, 1H), 5.33 (p, J =
7.1 Hz, 1H), 1.64 (d, J= 7.1 Hz,
3H).

T-273

'H NMR (400 MHz,
DMSO-ds) § 8.94 (d, J=7.6 Hz,
1H), 8.81 (s, 1H), 8.68 (s, 1H),
8.59 (s, 1H), 8.55 — 8.50 (m, 1H),
8.03 (d, J = 8.0 Hz, 2H), 7.83 —
7.72 (m, 2H), 7.69 (d, J = 7.9 Hz,
2H), 7.42 (d, J = 8.0 Hz, 1H), 7.26
(t,J=6.4 Hz, 1H), 6.48 (d, J=8.8
Hz, 1H), 5.27 — 5.19 (m, 1H), 1.55
(d, J= 7.0 Hz, 3H).
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T-274

LC-MS[M+1]: 552.61

T-275

LC-MS[M+1]: 488.32

T-397

l"/

CF;

'H NMR (400 MHz,
Chloroform-d) ¢ 8.62 (d, /J=2.0
Hz, 1H), 8.49 (d, J=3.1 Hz, 1H),
8.10 (d, J=3.2 Hz, 1H), 7.89 (d, J
=8.1 Hz, 2H), 7.79 (d, J = 7.1 Hz,
1H), 7.64 (dd, J = 8.8, 2.1 Hz, 1H)
7.46 (t, J = 8.8 Hz, 3H), 6.66 (d, J
=7.3 Hz, 1H), 6.55 (d, J = 8.8 Hz,
1H), 6.43 (d, J=8.1 Hz, 1H), 5.21
(p, J = 6.8 Hz, 1H), 4.64 (s, 2H),
1.56 (d, J = 6.7 Hz, 3H).

2

T-398

'H NMR (400 MHz,
Chloroform-d) ¢ 8.62 (d, J= 2.1
Hz, 1H), 8.57 (d, J= 5.0 Hz, 1H),
8.52(d, J=3.1Hz, 1H), 8.17 -
8.10 (m, 2H), 8.00 (d, J= 7.1 Hz,
1H), 7.92 (d, J = 8.7 Hz, 1H), 7.76
(t,J=7.2 Hz, 1H), 7.69 (dd, J =
9.0, 2.1 Hz, 1H), 7.38 (d, J=7.8
Hz, 1H), 6.52 (d, J= 8.7 Hz, 1H),
5.37(t,J=6.8 Hz, 1H), 1.62 (d, J
= 6.8 Hz, 3H).

T-399

Iz

CF3

T4 NMR (400 MHz, DMSO-dg) &
9.10 (d, J = 2.0 Hz, 1H), 8.92 (d, J =
7.8 Hz, 1H), 8.77 (d, J = 8.3 Hz,
1H), 8.37 (dd, J = 8.1, 1.4 Hz, 1H),
8.09 — 8.00 (m, 3H), 7.92 (dd, J =
8.8, 1.9 Hz, 1H), 7.81 - 7.70 (m,
3H), 7.33 (dd, J = 8.2, 7.3 Hz, 1H),
6.62 (d, J = 8.8 Hz, 1H), 6.54 (d, J =
7.3 Hz, 1H), 6.30 (d, J = 8.0 Hz,
1H), 5.88 (s, 2H), 5.02 (p, /= 7.1
Hz, 1H), 1.50 (d, J = 7.1 Hz, 3H).
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T-400

T4 NMR (400 MHz, DMSO-dg) &
9.14 - 9.07 (m, 2H), 8.84 (d, J = 2.3
Hz, 1H), 8.53 (ddd, /= 4.7, 1.8, 0.9
Hz, 1H), 8.43 (d, J = 2.0 Hz, 1H),
7.99 - 7.92 (m, 2H), 7.76 (td, J =
7.7, 1.9 Hz, 1H), 7.70 (d, J = 2.0 Hz,
1H), 7.68 — 7.61 (m, 2H), 7.46 (dt, J
= 8.0, 1.2 Hz, 1H), 7.27 (ddd, J =
7.5,4.8,1.2 Hz, 1H), 5.24 (p, J =
7.1 Hz, 1H), 1.54 (d, J = 7.1 Hz,
3H).

T-401

'H NMR (400 MHz, Chloroform-d)
58.99 (d, J=2.3 Hz, 1H), 8.83 (d, J
= 2.3 Hz, 1H), 8.50 (d, J = 5.1 Hz,
1H), 8.22 (s, 1H), 7.76 (d, J = 8.2
Hz, 3H), 7.35 (d, J = 8.1 Hz, 3H),
7.27 (s, 1H), 5.33 (q, J = 7.0 Hz,
1H), 4.39 (q, J = 7.4 Hz, 2H), 1.60
(s, 3H), 1.58 (s, 3H).

T-402

'H NMR (400 MHz, Chloroform-d)
58.96 (d, J=7.4 Hz, 1H), 8.78 (d, J
= 2.2 Hz, 1H), 8.74 — 8.69 (m, 2H),
8.53 (d, J = 2.2 Hz, 1H), 8.43 (dd, J
=5.0, 1.7 Hz, 1H), 7.77 (d, J = 8.3
Hz, 3H), 7.45 (d, J = 8.2 Hz, 2H),
7.41(d, J = 7.9 Hz, 1H), 7.24 (dd, J
=7.5,5.0 Hz, 1H), 5.09 (p, J = 7.1
Hz, 1H), 1.39 (d, J = 7.1 Hz, 3H).

T-403

T4 NMR (400 MHz, DMSO-d6) &
9.52(d, ) = 8.1 Hz, 1H), 9.26 (d, J =
8.1 Hz, 1H), 8.65 (d, ) = 4.8 Hz,
1H), 8.38 (d, J = 8.0 Hz, 1H), 8.10 —
8.03 (m, 4H), 7.94 — 7.74 (m, 4H),
7.53(d, ) =7.9 Hz, 1H), 7.35 (t, ) =
6.5 Hz, 1H), 7.14 (d, ) = 8.8 Hz,
1H), 5.32 (t, J = 7.6 Hz, 1H), 1.64
(dd, J = 7.0, 0.0 Hz, 3H).

T-404

T4 NMR (400 MHz, DMSO-dg) &
9.17(d, J = 7.7 Hz, 1H), 8.79 (q, J =
2.2 Hz, 2H), 8.54 (ddd, J = 4.8, 1.9,
0.9 Hz, 1H), 7.94 (d, J = 8.2 Hz,
2H), 7.77 (td, J = 7.7, 1.8 Hz, 1H),
7.63 (d, J = 8.1 Hz, 2H), 7.47 - 7.40
(m, 2H), 7.27 (ddd, J= 7.5, 4.8, 1.2
Hz, 1H), 5.24 (p, J = 7.1 Hz, 1H),
2.66 (d,J=1.2 Hz, 3H), 1.55(d, J =
7.1 Hz, 3H).
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T-405

T4 NMR (400 MHz, DMSO-dg) &
9.14 (d, J = 7.7 Hz, 1H), 8.91 (dd, J
=4.8,2.1 Hz, 2H), 8.56 — 8.50 (m,
1H), 7.96 (d, J = 8.2 Hz, 2H), 7.77
(td, J = 7.6, 1.8 Hz, 1H), 7.64 (d, J =
8.0 Hz, 2H), 7.44 (d, J = 7.9 Hz,
1H), 7.27 (dd, J = 7.5, 4.8 Hz, 1H),
5.23 (t, J= 7.3 Hz, 1H), 1.55 (d, J =
7.1 Hz, 3H).

T-406

'H NMR (400 MHz, Chloroform-d)
59.85 (s, 1H), 9.28 (d, J = 2.1 Hz,
1H), 8.99 — 8.88 (m, 2H), 8.56 —
8.50 (m, 1H), 8.33 (dd, J = 5.2, 0.8
Hz, 1H), 8.24 (d, J = 6.9 Hz, 1H),
7.87 (d, J = 8.2 Hz, 2H), 7.72 (td, J
=7.7,1.8 Hz, 1H), 7.45 (d, ) = 8.1
Hz, 2H), 7.32 (d, J = 7.8 Hz, 1H),
7.24 (dd, ) = 4.9, 1.1 Hz, 1H), 5.36
(p,)=6.7Hz, 1H), 1.61 (d, ) = 6.7
Hz, 3H).

T-407

T4 NMR (400 MHz, DMSO-d6) &
9.40 (d, ) = 2.2 Hz, 1H), 9.08 (d, J =
7.7 Hz, 1H), 8.82 (d, ) = 2.1 Hz,
1H), 8.60 (d, J = 2.5 Hz, 1H), 8.58 —
8.52 (m, 1H), 8.45 (dd, J = 8.9, 5.9
Hz, 1H), 7.95 (d, J = 8.3 Hz, 2H),
7.79 (td, ) = 7.7, 1.9 Hz, 1H), 7.66
(td, ) = 8.8, 2.3 Hz, 3H), 7.48 (d, J =
7.9 Hz, 1H), 7.29 (ddd, ) = 7.6, 4.8,
1.2 Hz, 1H), 5.27 (p, J = 7.2 Hz,
1H), 1.58 (d, J = 7.0 Hz, 3H).

T-408

'H NMR (400 MHz, DMSO-d6) &
9.35(d, J = 2.2 Hz, 1H), 9.15 (d, J =
7.7 Hz, 1H), 8.80 (d, ) = 2.1 Hz,
1H), 8.55 (dd, J = 8.0, 2.4 Hz, 2H),
8.28 (d, ) = 8.2 Hz, 1H), 7.94 (d, J =
8.3 Hz, 2H), 7.80 (td, ) = 7.7, 1.9
Hz, 1H), 7.67 — 7.60 (m, 3H), 7.48
(d, ) = 7.9 Hz, 1H), 7.34 — 7.26 (m,
1H), 5.27 (p, J = 7.2 Hz, 1H), 2.63
(s, 3H), 1.58 (d, ) = 7.1 Hz, 3H).
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T-409 = 9 I\II—S LC-MS[M+1]: 511.0
QN(\ NN o
NH,
CFs
T-410 CN 'H NMR (400 MHz, Chloroform-d)
. o 89.16 (d, J = 2.2 Hz, 1H), 8.92 (d,
: = 2.1 Hz, 1H), 8.76 (s, 1H), 8.67 (d,
C@N B J=8.2 Hz, 1H), 8.54 (d, J = 5.0 Hz,
ZN N0 1H), 8.26 (d, J = 6.9 Hz, 1H), 7.97 —
7.91 (m, 1H), 7.87 (d, J = 8.1 Hz,
2H), 7.80 — 7.71 (m, 1H), 7.45 (d, J
=8.1Hz, 2H), 7.35 (d, J = 7.9 Hz,
CF, 1H), 7.28 (d, J = 6.2 Hz, 1H), 5.37
(p,) =6.7 Hz, 1H), 1.62 (d, ) = 6.7
Hz, 3H).
T-411 CF3 'H NMR (400 MHz, Chloroform-d)
5 QN_N 58.73(d, ) = 2.2 Hz, 1H), 8.57
: \ (ddd, J = 4.9, 1.8, 0.9 Hz, 1H), 8.39
| N HM (s, 1H), 7.91 (t, J = 8.2 Hz, 3H),
~N X0 7.84 (dd, ) = 8.9, 2.2 Hz, 1H), 7.70
(td, ) = 7.7, 1.8 Hz, 1H), 7.46 (tdd, )
=9.9, 8.8, 3.2, 1.7 Hz, 2H), 7.33
(dt, ) = 7.8, 1.1 Hz, 1H), 7.23 (ddd,
CF, 1=7.5,4.9,1.1Hz 1H), 6.61 (d, J =
8.8 Hz, 1H), 5.38 (h, J = 7.0 Hz,
1H), 4.98 (q, J = 8.1 Hz, 2H), 1.60
(d, ) = 6.8 Hz, 3H).
T-419 . LC-MS[M+1]: 504.1
X
I N
NH.
T-425 : LC-MS[M+1]: 493.1
X
| ~-N
NH,
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T-426 LC-MS[M+1]: 431.2
T-428 LC-MS[M+1]: 507.1
T-429 LC-MS[M+1]: 509.1
T-433 LC-MS[M+1]: 442.2
T-434 LC-MS[M+1]: 504.1
T-435 LC-MS[M+1]: 510.1
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T-437

z O
AN SN AN
LA
N N @]
NH>

LC-MS[M+1] : 504.1

T-438

CFs
= 0 Q
N Z
& N N0

TH NMR (400 MHz, DMSO-dq) 6 9.05 (d,
J=7.8Hz, 1H), 8.91 — 8.82 (m, 1H), 8.57
(d, J=2.3 Hz, 1H), 8.55 — 8.48 (m, 1H),
7.94 (d,J = 8.5 Hz, 2H), 7.76 (td, J = 7.7,
1.8 Hz, 1H), 7.58 — 7.46 (m, 2H), 7.41 (d,
J=7.9Hz 1H), 7.27 (ddd, J = 7.6, 4.8,
1.2 Hz, 1H), 5.49 (dd, J = 14.2, 4.3 Hz,
1H), 5.42 — 5.30 (m, 2H), 5.21 (q, J = 7.3
Hz, 1H), 1.51 (dd, J = 15.5, 6.6 Hz, 3H),
1.50 (dd, 3H).

T-439

CF,
: 0 /S\
- /N
N p
& N~ N0

LC-MS[M+1] : 495.4802

T-445

CF,
= O
CrvC
H
N N0

CF3

'"H NMR (400 MHz, Chloroform-d) 6 8.58
—8.48 (m, 1H), 8.24 (dd, ] = 4.4, 2.0 Hz,
1H), 7.90 (dd, J = 16.9, 7.1 Hz, 3H), 7.78 —
7.66 (m, 2H), 7.43 (t,J = 11.0 Hz, 2H),
7.31(d, ) =7.8 Hz, 1H), 7.22 (ddd, ] = 7.6,
4.9, 1.2 Hz, 1H), 6.66 (d, J = 8.8 Hz, 1H),
5.33 (dqg, J = 12.3, 6.5, 4.9 Hz, 1H), 3.77
(t, J =7.5 Hz, 1H), 3.09 — 2.89 (m, 2H),
2.50 - 2.34 (m, 1H), 1.94 (dd, J = 12.4,
7.6 Hz, 1H), 1.58 (s, 3H), 1.41 (dd, J = 7.1,
2.7 Hz, 3H).

T-446

= O
N\.N X
|/H
N~ ~O

'H NMR (400 MHz, Chloroform-d) 6 8.48
(d, J=4.8 Hz, 1H), 8.08 (d, / = 2.0 Hz,
1H), 7.81 (dd, J = 7.3, 4.2 Hz, 3H), 7.69
(dd, /=8.8,2.1 Hz, 1H), 7.63 (td, J = 7.7,
1.8 Hz, 1H), 7.42 - 7.32 (m, 2H), 7.25 (d,
J=7.8Hz, 1H), 7.18 = 7.13 (m, 1H), 6.59
(d, J=8.8 Hz, 1H), 5.27 (p, / = 6.9 Hz,
1H), 3.42 (d, J = 7.6 Hz, 1H), 3.23 (dt, J =
15.9, 7.6 Hz, 1H), 3.15-3.02 (m, 1H),
2.49 - 2.33 (m, 1H), 2.02 — 1.85 (m, 1H),
1.79 (ddt, J = 13.6, 9.3, 4.9 Hz, 1H), 1.30
(d, J=7.0 Hz, 3H).
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T-447

FTF

TH NMR (400 MHz, DMSO-dg) 6 10.15 (s,
1H), 9.29 (s, 1H), 8.91 (dd, J = 12.4, 6.5
Hz, 2H), 8.18 (d, J = 5.2 Hz, 1H), 8.08 (d, J
= 8.1 Hz, 2H), 8.00 — 7.93 (m, 1H), 7.75
(d,J=7.9 Hz, 2H), 7.33 (t, J = 7.8 Hz, 1H),
6.66 (d, J = 8.8 Hz, 1H), 6.55 (d, /= 7.3
Hz, 1H), 6.31 (d, J = 8.2 Hz, 1H), 5.88 (d, J
= 6.4 Hz, 1H), 5.04 (q, J = 7.3 Hz, 1H),
1.51 (d, J = 7.1 Hz, 3H).

T-448

2oe

TH NMR (400 MHz, DMSO-dg) 6 10.11 (s,
1H), 9.19 (d, J = 2.0 Hz, 1H), 8.92 (d, J =
5.2 Hz, 1H), 8.46 (d, J = 8.0 Hz, 1H), 8.17
(dd, J=5.3, 0.8 Hz, 1H), 8.07 (d, J = 8.3
Hz, 2H), 7.95 (dd, J = 8.8, 1.9 Hz, 1H),
7.74 (d, J = 8.1 Hz, 2H), 6.66 (d, / = 8.8
Hz, 1H), 4.27 (dt, J = 13.3, 6.6 Hz, 1H),
3.47 (dd, J = 9.5, 6.2 Hz, 2H), 3.30 (s, 3H),
1.22 (d, J = 6.8 Hz, 3H).

T-449
HaN Ny,
|

=

F
N
]
NN
N~ O
F7L°F
F
0O
N AN
H
N~ O
;tF
F

TH NMR (400 MHz, DMSO-d) 6 8.78 (d, J
= 7.9 Hz, 1H), 8.25 (d, J = 2.1 Hz, 1H),
8.02 (d, J = 8.2 Hz, 2H), 7.90 (dd, / = 8.9,
2.0 Hz, 1H), 7.62 (d, J = 8.0 Hz, 2H), 7.32
(t, J = 7.8 Hz, 1H), 6.59 (d, J = 8.8 Hz, 1H),
6.50 (d, J = 7.3 Hz, 1H), 6.30 (d, J = 8.2
Hz, 1H), 5.88 (s, 2H), 4.98 (p, J = 7.1 Hz,
1H), 2.87 (t, J = 7.5 Hz, 2H), 2.21 (q, / =
7.6 Hz, 2H), 1.46 (d, J = 7.0 Hz, 3H).

SEE T-170
AR A BRI E

R L AT

ZT

T-170
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/ / /
o o] o) c')& b o r}l—N o) |\IJ—N
~ Br e Y
6} ~ B~ /Y ~ 7 HO
~o Br F;C@NHZ *QNH B,Pin, O)ﬁ 0 ?\0 O)m LiOH
: T —— T TE—— T ——— N0
| 105°C 15h NH N0 MeOHTHFH,0
CFs CFs CFs CFs
SM1 SM2 SM3 sSM4 SM5
N4 N _ NG
N~ N N
By [/ H,N [} s AN {7
DPPA TEA tBUOH Boc TFA/DCM ol HATU,DIEA N
— —_— — -
o]
N"So NS0 o) N0
| Ny o
Z
CFs CF3 CFs
SM6 SM7 T170
S IOA S (m
SERGE R

(1) SM2 {5 Ak

¥ SM1 50g(1.0eq) « BRER4H: 72g(1.5eq) « Xantphos 22g(0.25eq)- EEFRAE 1.64g(0.05¢eq)
AL 1,4- IS0 IR S22, % 4-(trifluoromethyl)aniline 31g 22120\, il B 25 5
<, 105 FERIVER AL 16 /M, TLC Won kR M58 5. H 1L EA Mk, R Ik #E+
e, IEHMIMARERSHEARE, FEMT15 3 38 g SM2.
'H NMR (400 MHz, Chloroform-d) & 8.25 (d, J= 1.9 Hz, 1H), 7.87 (dd, J= 8.6, 1.9 Hz, 1H), 7.64
—7.58 (m, 2H), 7.29 (dd, J = 8.5, 5.7 Hz, 4H), 6.58 (s, 1H), 3.90 (s, 3H).

(2) SM3 [H 5 Ak

% SM2 24 g(1.0eq)~B,Piny 21.5 g(1.3eq)KOAc 12.6 g(2.0eq)-Pd(dppf)d, 2.4 g(0.05¢eq)
A 1,4- 5N 300 mlVRAHIS), BARYT, 105°C IR 1.5 he #EBIZE, M
500 mL EA, RJ5 FREME 98 . ARG R B/KAEE=5:8 A RS, HiF: 5 min, JE
Ao AR, BB R E A, A5 &S PE R EAIRS, RIA B ATt .
fhE, YK E, B T3 SM3 20 g.
'H NMR (400 MHz, DMSO-ds) 6 8.47 (s, 1H), 8.22 (d, J=2.2 Hz, 1H), 7.94 (dd, J=8.7, 2.3 Hz,
1H), 7.65 (d, J= 8.4 Hz, 2H), 7.35 (t,J = 8.5 Hz, 2H), 3.85 — 3.71 (m, 3H), 3.36 (s, 12H).

(3) SM4 [H 5 Ak

¥ SM3 18 g (1.2eq) + 3—VR-1-FI - IH-ML M —4—FRFZ ZE 21.5g (1.3eq) - K,COs
15.0 g(2.0eq)~ Pd(dppf)d, 1.3 g(0.05eq)Fl 1,4- 4 NE//K/F/K B EE=5:2:1 250 ml 1B &
15y, AP, 105°C MM 1.5h, J& TLC SR A=MEm. w2 =, K5
FIRESE £ RhyE, BET, /KUK, EAFEER. HAHENE 9.5 g SM4.
'H NMR (400 MHz, DMSO-ds) 6 8.73 (s, 1H), 8.68 (d, /= 2.1 Hz, 1H), 8.03 (d, J= 8.3 Hz, 2H),
7.89(dd, J=8.9, 2.1 Hz, 1H), 7.71 — 7.64 (m, 2H), 6.61 (d, J=8.9 Hz, 1H), 4.14 (s, 3H), 3.87 (s,
3H).

(4) SMS 5 A :

¥ SM44.5g (1.0eq) « —7K LiOH 1.42 g (3.0eq) #1 THF//K/FC/K B EE=2:1:4 50 ml
RAEWE, BAEY, 50°C XM 2-5h, J§ TLC BRAMIEK. HEHBEE, KT,
IKEEK, EA ZEAEBRA ML, KAH I pH=2,EA 280, 18 3.6 gSMS5.,
'H NMR (400 MHz, Methanol-d3) § 8.90 (d, J = 2.0 Hz, 1H), 8.51 (s, 1H), 8.02 — 7.90 (m, 3H),
7.59(d, J=8.2 Hz, 2H), 6.68 (d, J=8.9 Hz, 1H), 4.21 (s, 3H).

(5) SM6 [H 5 A :

¥ SM51.0g (1.0eq) ~ TEA0.4g (1.5eq) 1 t-BuOH 20 ml JE & 5], BARY,
80 °C [1l¥ii, ¥ /0 DPPA 0.85 g (1.2eq) , N 2h, TLC B/nH WKk, %202 %=,
JETt, KEK, EAFER, HJEHT1E 2.3 g SM6.

(6) SM7 [H 5 A
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¥ SM6 2.3g. TEA 23 ml fil DCM 30 ml J&&3425), BAMRY, LR H BN, i T,
KA K, DCM FHL, 1 ZHr13 280 m g SM7.
'H NMR (400 MHz, Methanol-d;) & 8.40 (s, 1H), 7.93 (d, J = 8.2 Hz, 2H), 7.58 (t, J = 7.9 Hz, 1H),
7.54 — 7.48 (m, 4H), 7.22 — 7.12 (m, 1H), 4.16 (s, 3H).

(7) T-170 K& Ak

B 2-MEBERER (147.6mg,1.2 eq). HATU (465.6mg,1.2eq). DIPEA (490mg, 4.0eq)#ll
2ml FoK & HF LR 51 IR M. 20min, AR JE LAY SM7 (394mg,1.0eq) NN B B
W, HiIR M 18 he TLC o R EHNH R, LCMS IEH, & MNRIET K%K, H
EA Z5HL, EA MM 0.5%FrEE R ¥ —i, To/KBREREA T4 . EA A B &R & aifl, 15
F7= 5 T-170.

'H NMR (400 MHz, Methanol-dy) & 8.96 (d, 1H), 8.74 (d, J = 2.5 Hz, 1H), 8.68 (s, 1H),
8.18 — 8.16 (d, H), 8.10-8.06 (m, 1H), 8.01 — 7.99 (d, 1H), 7.76 — 7.60 (m, 4H), 4.14 (s, 3H).

SEH A T-172
KR YA B S :
/
H NN
a2 (
° N So
CF3
T-172
A g BT
y /
HCl NN H ","ﬂ
HoN p A~ C s
Y ;
o N"So
DIPEA
CFs CFs
sM7 T-172
LI T
T-172 )& B:

¥ SM7 (394mg,1.0 eq). DIPEA (490mg, 4.0eq)F1 2ml Jo7K — & 18 &0 16 S B
20min, REEUEYHRIEBEE (108mg,1.2eq) MAFI RSB H, HIE KN 18 he TLC
TR JFERNE K, LCMS IE#, BLEEET FKE K, H EAZE, EAMH 0.5%FT7%
BRye—i8, FoKBREREN T8 . BA A6 & WA 2 2lith, 152875 T-172.

'H NMR (400 MHz, DMSO-d6) § 10.35 (s, 1H), 8.73 (d, J = 2.5 Hz, 1H), 8.68 (s, 1H),
8.00 (d, J = 8.3 Hz, 2H), 7.62 (d, J = 8.1 Hz, 2H), 7.45 (dd, J = 9.1, 2.5 Hz, 1H), 6.51 — 6.36
(m, 2H), 6.27 (dd, J = 17.0, 2.1 Hz, 1H), 5.77 (dd, J = 10.0, 2.1 Hz, 1H), 4.13 (s, 3H).

ST T-186

AR WA BB
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/

et

N0

CFs
T-186
BRI
/
/ —N
HCI N—N Qo o N

P H I
7 _N
HoN (/ S 5, 7
(e LA
N™ O

pyridine ©
CF;

SM7 T-186

SRS IR

T-186 & h:

¥ SM7 (394mg, 1.0eq) - MLEE (237mg, 3.0eq) . AMEELE (352mg, 2.0eq) A
FIFTK & HFHE 2ml B A WA, WIEAN 18 ho TLC ZonERE L, LCMS [Ef, X
LR E TG MK K, F BEA %E, EA MHA 0.5%FriE MY — i, KRR T . EA
A B AR - 2k, 43307 5 T-186.

'"H NMR (400 MHz, Methanol-d,) & 8.39 (s, 1H), 8.00 — 7.87 (m, 5H), 7.87 — 7.69 (m,
3H), 7.60 — 7.36 (m, 1H), 7.08 (dd, J=9.1, 2.6 Hz, 1H), 6.44 (d, J = 9.1 Hz, 1H), 5.50 (s, 1H),
4.15 (s, 3H).

Z RS T-170. T-172&T-186 &5, S L& :

SE Jita 441 AR A ERAE
T-168 / 'H NMR (400 MHz, Methanol-d,)
H NN 5814 (s, 1H), 8.06 (d, J = 2.5 Hz,
Ny N 4 1H), 7.92 — 7.82 (m, 2H), 7.58 —
L J 6 7.42 (m, 2H), 7.34 — 7.26 (m, 2H),
N0 7.25 - 6.98 (m, 4H), 6.12 (d, J =

9.1 Hz, 1H), 3.97 (s, 3H), 3.75 —
3.49 (m, 1H), 1.37(dd, J=28.6,

7.0 Hz, 3H)
CF;

T-168
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T-169

7
I H N
N N P
(@)
Z N0
CF;

T-169

'H NMR (400 MHz, Methanol-d,)
88.19 (s, 1H), 8.11 (d, J=2.5 Hz,
1H), 7.97 (m, J=13.1, 8.3, 2.2
Hz, 2H), 7.69 — 7.51 (m, 2H), 7.47
—7.35 (m, 2H), 7.32 — 7.13 (m,
4H), 6.16 (d, J = 9.1 Hz, 1H), 4.04
(s, 3H), 3.69 (m, J = 7.1 Hz, 1H),
1.50 (d, J = 7.0 Hz, 3H).

T-174

T-171 / "H NMR (400 MHz, DMSO-ds) &
H NN 10.44 (s, 1H), 8.80 (d, J = 2.5 Hz,
N % 1H), 8.68 (s, 1H), 8.04 — 7.96 (m,
S 4H), 7.72 — 7.50 (m, 6H), 6.50 (d,
<N> O J=19.1Hz, 1H), 4.14 (s, 3H).
CF3
T-171
T-173 / 'H NMR (400 MHz, DMSO-dq) &
H NN 10.16 (s, 1H), 8.70 — 8.62 (m, 2H),
OxN 7 7.99 (d, J=8.2 Hz, 2H), 7.61 (d, J =
8.0 Hz, 2H), 7.37 (dd, J=9.1,2.6
N™ ~O Hz, 1H), 6.44 (d, J=9.0 Hz, 1H),
- 4.12 (d,J=3.4 Hz, 3H), 3.69 (dt, J
=173, 6.5 Hz, 2H), 2.49 — 2.32 (m,
2H), 2.08 — 1.86 (m, 2H), 1.22 (s,
T-173
T-174 N_N/ TH NMR (400 MHz, DMSO-ds) &

11.43 (s, 1H), 8.68 (s, 1H), 8.61
(d, J=2.5Hz, 1H), 8.00 (d, J =
8.2 Hz, 2H), 7.63 (d, J= 8.1 Hz,
2H), 7.55 (dd, J=9.1, 2.6 Hz,
1H), 6.53 (d, J= 9.1 Hz, 1H), 4.13
(s, 3H).
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T-175 N/ '"H NMR (400 MHz,
H e Chloroform-d) & 8.20 (d, J = 2.0
\H/N % Hz, 2H), 7.87 (d, J = 8.2 Hz, 2H),
o 7.59 (dd, J=9.1, 2.5 Hz, 1H),
NI 7.45 (d, J= 8.1 Hz, 2H), 7.23 (s,
1H), 7.00 (s, 1H), 6.54 (d, J=9.1
Hz, 1H), 4.17 (s, 3H), 2.21 (s,
3H).
CF,
T-175
T-176 _N/ LC-MS[M+1]: 470
P
~N
N =z
Y C(f
N" 0
CF;
T-176
T-177 _N/ LC-MS[M+1]: 510
Py
© N" 0
CF,
T-177
T-178 _N/ LC-MS[M+1]: 512
P
N
o\) 0 o

T-178
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T-179 N_N/ LC-MS[M+1]: 496

N [z

@W
© Ne!
CF,

T-179

T-180 / LC-MS[M+1]: 417

T-181

LC-MS[M+1]: 416

T-182

LC-MS[M+1]: 430
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T-183

LC-MS[M+1]: 402

T-184

LC-MS[M+1]: 456

T-185

LC-MS[M+1]: 470

T-187

T-187

'H NMR (400 MHz, DMSO-d) &
10.48 (s, 1H), 8.66 (s, 1H), 7.97
(d, J=8.3 Hz, 2H), 7.88 (d, J =
2.6 Hz, 1H), 7.86 — 7.76 (m, 2H),
7.58 (d, J = 8.1 Hz, 2H), 7.45 —
7.34 (m, 2H), 7.10 (dd, J=9.1,
2.6 Hz, 1H), 6.40 (d, J = 9.1 Hz,
1H), 4.11 (s, 3H).
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T-188

LC-MS[M+1]: 451

T-192

CF,
T-188
T-189 2 6 I 'H NMR (400 MHz, DMSO-ds) &
§7 N 10.37 (s, 1H), 8.64 (s, 1H), 7.96 (d,
NH 2 J=84Hz, 2H), 7.89 (d, /= 2.6 Hz,
1H), 7.68 — 7.61 (m, 2H), 7.60 —
N" "0 7.53 (m, 2H), 7.41 — 7.29 (m, 2H),
7.10 (dd, J=9.1, 2.6 Hz, 1H), 6.38
(d, J=9.1 Hz, 1H), 4.11 (s, 3H),
2.30 (s, 3H).
CF;
T-189
- 7 _ .
T-190 %//0 N LC-MS[M+1]: 437
N @]
CFs
T-190
- 7 ) .
T-191 %//O NN LC-MS[M+1]: 491
FsC’ \NH@%
N 0O
CF3
T-191
T-192 N_N/ LC-MS[M+1]: 461
H /
L
N0
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T-193

LC-MS[M+1]: 431

CF,
T-193
T-194 NG LC-MS[M+1]: 445
H /
YO\H/N V
| é\j |
CF,
T-194
T-240 } / S 'H NMR (400 MHz, DMSO-d) &
/\H/N NS 10.51 (s, 1H), 8.92 (d, J = 2.4 Hz,
| 1H), 8.69 (d, J = 3.0 Hz, 1H), 8.56
0 NZ SN0 (d,J=3.1Hz, 1H), 833 (d, J =
2.4 Hz, 1H), 7.92 (d, J = 8.3 Hz,
2H), 7.60 (d, J = 8.1 Hz, 2H), 6.47
(dd, J=16.9, 10.1 Hz, 1H), 6.32
CF, (dd, J=17.0, 2.1 Hz, 1H), 5.83
(dd, J=10.0, 2.1 Hz, 1H).
T-241 / 'H NMR (400 MHz, DMSO-d) &
H NN 10.48 (s, 1H), 8.97 (d, J = 2.6 Hz,
A(N X 1H), 8.67 (s, 1H), 8.34 (d, J=2.5
o L Hz, 1H), 7.84 (d, J = 8.0 Hz, 2H),
N™ "'N° "0 7.50 (d, J = 8.0 Hz, 2H), 6.38 (dd,
J=16.9, 10.0 Hz, 1H), 6.25 (d, J
=16.8 Hz, 1H), 5.76 (d, J = 10.2
Hz, 1H).
CF3
T-242 'H NMR (400 MHz, DMSO-d) &
y 10.57 (s, 1H), 9.24 (d, J= 2.4 Hz,
ek 1H), 8.50 — 8.35 (m, 3H), 8.04 —
O NZ SN0 7.91 (m, 3H), 7.78 (t, J = 7.6 Hz,

1H), 7.64 (d, J = 8.1 Hz, 2H), 6.48
(dd, J=17.0, 10.0 Hz, 1H), 6.34
(dd, J=16.9, 2.1 Hz, 1H), 5.88 —
5.81 (m, 1H).
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T-418 LC-MS[M+1]: 416.0

LC-MS[M+1]: 399.1

2

T-424
0]

LC-MS[M+1]: 423.1

W _N
/S\\
@]

N—S
[ o
N (@)
CF3
AN
N0
CF,
AN
N (@]
CF3

SE it T-243

Ny RS A SR e P
: O '7‘“'/
X (é)N X 7
N N O
CF,
T-243
AT
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NH2

0
B H N(S) N
S Sl @
N e ST 105°C N
DIEA 1. 5h
DCM, rt SM1 SM2
CF,
Fel J§<
s) N)K(I > Pd(dppf)Clz C@N
Pd(dppf)CI2 ~N KOAc
KOAc i ©
CF
CFs °
SM3 T-243

(1) SM1 A 1%

W 5,6- IR MHEZ 25g(leq) « DIPEA 23.13g(2eq, d N h MR LT, 3eq)fl HATU 34.083¢
(leq)¥& T DCM(250mD)H rt HiFE: 10min, FHHRANMLEWMLLE 2% 13.14g(1.2eq), k%)%
[ 1.5he RMNEEHR G, TLC (26 EA) BHATIRI, 5,6- IR I M. 5E 4, I 51 DCM
BATHRE, A 0.1mol R ¥E % DIPEA, A1 NaCl AT T8, 2~2.5 fishk R k47 4
FEit A PE:EA=3:1 it i 5 L Zh R A4 30.7g SM1.

(2) SM2 1A 1%

UK SM130.7g( leq) « CsyCOs 52.2g(2eq)~ xantphos 4.6g( 0.1eq)F %] A< i%

12. 9g(1eq>i§?£$1 4- "N (300mD) W, BT RJRBIEH o« HNA Pd(OAc),
0.9g( 0.05eq), A TE# 2~3 Ik, FILZE 105°C, KL 1.5h. K2 ﬁE,TLc@EEA 1:1)
BEAT W, Fﬂ&ﬁmé AR 65 EA TR, rEEL3rTidE, e, HE
AT 98, PEEA=2:1 /=Y, #AE{A 15.2g SM2.

(3) SM3 A 1%

IR SM2 13.2g (leq)~ BB B AR EZ IS 14.5g (2eq) F1 Pd(dppf)Cl, 1.04g (0.05eq)
BT 1, 4-Z5SHEW(132ml), B TREEE T HHE:, HiA KOAc 5.6g (2eq), A
B 2~3 %, WA TR E 105°C N 3he M ZSER G, TLC(PE:EA=1:1.5)3E4T Wi,
F*ﬂr&f%é HEERERE, SM3 B, HEMNKTF EA BITHE, gt

ATHhE, BETEN . A 5. 8 IR R LEEVE TR Smin, BETVEN. HEE E—F,
ﬁﬂz%ﬁ Mo HMADEPE, A0 RINEG, MR KL A& 13.1g SM3.,

(4) T™M KI5 &

¥ SM3 (leq) T 1, 4-dioxane WY, FAKXINA KoCOs (3eq)

Pd(dppf)Cl, (0.16eq) Hl 4-1R-1-F FEtMe-3-F i3 2 B (leq) T RIE B F, &/ E B
2~3 kK, FIEZE 105°C, &P 1h. RMNMZEWE, TLC (PE:EA=3: 1) #4TH I, SM3 58
G RN, PRI TR K. TLC (PE:EA=1: 1) BT, SM4 584 CE@ A, iy,
EA #H47HEE, HENHEFITHOE (PEEA=1:1) A, KiFEAE & 24mg.

SRS T-243 K&, AN FHEY:

E327 | (b & | (L& AF |
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T-244

CF;

'H NMR (400 MHz, DMSO-d;) &
9.45(d, J=2.2Hz, 1H), 9.18 (d, J
=7.7Hz, 1H), 8.84 (d, J=2.1 Hz,
1H), 8.78 (d, J = 8.2 Hz, 1H), 8.61
—8.55 (m, 1H), 8.43 (dd, J = 8.0,
1.4 Hz, 1H), 8.13 — 8.04 (m, 1H),
7.99 (d, J = 8.2 Hz, 2H), 7.89 —
7.76 (m, 2H), 7.69 (d, J = 8.1 Hz,
2H), 7.50 (d, J = 7.9 Hz, 1H), 7.35
—7.27 (m, 1H), 5.38 — 5.26 (m,
1H), 1.61 (d, J=7.1 Hz, 3H).

T-245 :

'H NMR (400 MHz, DMSO-ds) &
9.45(d, J=2.2Hz, 1H), 9.18 (d, J
=7.7Hz, 1H), 8.84 (d, J=2.1 Hz,
1H), 8.78 (d, J = 8.2 Hz, 1H), 8.61
—8.55 (m, 1H), 8.43 (dd, J = 8.0,
1.4 Hz, 1H), 8.13 — 8.04 (m, 1H),
7.99 (d, J = 8.2 Hz, 2H), 7.89 —
7.76 (m, 2H), 7.69 (d, J = 8.1 Hz,
2H), 7.50 (d, J = 7.9 Hz, 1H), 7.35
—7.27 (m, 1H), 5.38 — 5.26 (m,
1H), 1.61 (d, J=7.1 Hz, 3H).

T-246 -

CF;

'H NMR (400 MHz,
Chloroform-d) 6 8.84 (d, J=2.2
Hz, 1H), 8.76 (d, J= 2.3 Hz, 1H),
8.53 (dd, J= 7.8, 3.8 Hz, 2H),
8.13 — 8.08 (m, 2H), 7.85 (d, J =
8.1 Hz, 2H), 7.71 (td, J=7.7, 1.8
Hz, 1H), 7.44 (d, J = 8.1 Hz, 2H),
7.30 (d, J = 7.8 Hz, 1H), 7.23
(ddd, J=17.6, 4.9, 1.1 Hz, 1H),
5.34 (q, J= 6.8 Hz, 1H), 1.59 (d, J
= 6.7 Hz, 3H).

T-247

CF3

"H NMR (400 MHz,
Chloroform-d) 6 8.82 (d, J=2.2
Hz, 1H), 8.61 (d, J = 2.2 Hz, 1H),
8.52 (dd, J= 4.6, 1.6 Hz, 1H),
8.08 (t,J=6.4 Hz, 1H), 7.83 (d, J
=8.1 Hz, 1H), 7.71 (td, J= 7.7,
1.8 Hz, 1H), 7.40 (d, J = 8.0 Hz,
2H), 7.30 (d, J = 7.9 Hz, 1H), 7.23
(d, J=2.6 Hz, 1H), 5.32 (p, J =
6.7, 6.0 Hz, 1H), 2.96 (d, J = 6.8
Hz, 2H), 2.70 (d, J = 6.8 Hz, 2H),
1.95 (q, J= 5.0 Hz, 2H), 1.90 —
1.85 (m, 2H), 1.58 (d, 3H)
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- 0 i S, LC-MS[M+1]: 494.49
- N N 'H NMR (400 MHz, Chloroform-d)
| yH 8 9.47 (s, 1H), 8.54 (d, J = 2.1 Hz,
Z e 1H), 8.48 (d, J = 4.9 Hz, 1H), 7.94
(d,)=7.1Hz, 1H), 7.85 (d, J = 7.9
T-328 Hz, 2H), 7.67 (ddd, J = 15.1, 8.7,
4.4 Hz, 2H), 7.43 (d, ) = 7.9 Hz,
CF3 2H), 7.27 (d, ) = 7.8 Hz, 1H), 6.58
(d, ) =8.8 Hz, 1H), 5.29 (g, ) = 6.8
Hz, 1H), 1.18 (s, 3H).
: 0 NS
R (
N H N o
T-329 LC-MS[M+1]: 494.49
CFs
= O N=\
< ~ S
7N
N H N o
T-330 LC-MS[M+1] : 494.49
CFs
= O SN\
: ~ N
TN
=N H N o
T-331 LC-MS[M+1] : 494.49
CFs
z 0O Né\x\l
X N X
|4 H
T-332 LC-MS[M+1] : 489.14
CFs
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AN
~-N

T-333 LC-MS[M+1] : 489.14
N :
~-N

T-334 LC-MS[M+1] : 489.14
AN
N

T-335 LC-MS[M+1] : 489.14
N :
=N

T-336 LC-MS[M+1] : 489.14
N :
N

T-337 LC-MS[M+1] : 489.14
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N
~N
T-338 LC-MS[M+1] : 491.14
A
| N
Z N o)
T-339 : LC-MS[M+1] : 489.14
CF4
0
: O \
X N X
| N H
T-340 N~ 0 LC-MS[M+1] : 489.14
N
_N
T-341 LC-MS[M+1] :
P
N
= N o)
T-342 LC-MS[M+1] : 489.14
CF,
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. Z -0
N X
| ~-N N o
T-343 : LC-MS[M+1] : 489.14
CF3
- 720
N X V7
| N
~ N 0
T-344 : LC-MS[M+1] : 489.14
CF4
- S
N ~°
| ~-N N o
T-345 LC-MS[M+1] : 489.14
CF3
- 72
X 0
AN S
| N N o)
T-346 LC-MS[M+1] : 489.14
N
N N o
T-347 LC-MS[M+1] : 504.14
CFj3
: O/\\
N ~NH
| N
7 N o
T-348 : LC-MS[M+1] : 492.14
CF;
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S
=N

T-349 LC-MS[M+1] : 518.15
"
~-N

T-350 LC-MS[M+1] : 506.15
S

T-351 2N LC-MS[M+1] : 545.15
"

T-352 N LC-MS[M+1] : 755.10
"

T-353 N LC-MS[M+1] : 545.15
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BIO
0O

S

T-354 N LC-MS[M+1] : 755.10
S

T-355 N LC-MS[M+1] : 545.15
"

T-356 2N LC-MS[M+1] : 755.10
"
_N

T-357 LC-MS[M+1] : 545.15
AN
N

T-358 LC-MS[M+1] : 755.10

CF3
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<
N
~
T-359 LC-MS[M+1] : 508.13
AN
L~
2
T-360 LC-MS[M+1] : 522.15
N
T-361 N LC-MS[M+1] : 511.12
| AN
T-362 N LC-MS[M+1] : 527.11
A
N
2
T-363 LC-MS[M+1] : 503.18
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Sy
NS ~
B J N
= N o
T-364 LC-MS[M+1] : 580.58
N
T-365 2N LC-MS[M+1] : 580.58
N
=N
T-366 LC-MS[M+1] : 560.15
| X
T-367 N LC-MS[M+1] : 560.15
| AN
T-368 N LC-MS[M+1] : 560.15
CFs
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T-369 | LC-MS[M+1] : 560.15
|
T-370 LC-MS[M+1] : 560.15
|
T-454 LC-MS[M+1] : 510.5
'H NMR (400 MHz, Chloroform-d)
58.98 (d, ) = 2.2 Hz, 1H), 8.73 (d,
| N J=2.2 Hz, 1H), 8.52 (d, J = 4.8 Hz,
=N N 1H), 8.28 (s, 1H), 8.24 (s, 1H),
7.83(d, ) = 8.1 Hz, 2H), 7.76 (t, ) =
T-372 7.8 Hz, 1H), 7.42 (d, ) = 8.1 Hz,
2H), 7.35(d, ) = 7.8 Hz, 1H), 7.28
CFs (s, 1H), 5.34 (p, J = 6.7 Hz, 1H),
3.05 (s, 3H), 1.62 (d, J = 6.7 Hz,
3H).
_ S
E [ )
| AN
=N N o
T-373 : LC-MS[M+1] : 508.11
CFs
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T-374

EO IO
\-N \/
UL
& N” N7 O

LC-MS[M+1] : 478.12

T-375

CFs
= O , Q
AN : N X %
UL
& N” N7 O

LC-MS[M+1] : 492.14

T-376

T4 NMR (400 MHz, DMSO-d) &
9.05 (d, J = 7.8 Hz, 1H), 8.91 -
8.82 (m, 1H), 8.57 (d, J = 2.3 Hz,
1H), 8.55 — 8.48 (m, 1H), 7.94 (d, J
= 8.5 Hz, 2H), 7.76 (td, J = 7.7, 1.8
Hz, 1H), 7.58 — 7.46 (m, 2H), 7.41
(d, J=7.9 Hz, 1H), 7.27 (ddd, J =
7.6, 4.8, 1.2 Hz, 1H), 5.49 (dd, J =
14.2, 4.3 Hz, 1H), 5.42 - 5.30 (m,
2H), 5.21 (q, J = 7.3 Hz, 1H), 1.51
(dd, J = 15.5, 6.6 Hz, 3H), 1.50
(dd, 3H).

T-377

CF,

T4 NMR (400 MHz, DMSO-dg) &
9.20 (d, J = 7.7 Hz, 1H), 8.94 (d, J
=2.2 Hz, 1H), 8.81 (d, J = 2.2 Hz,
1H), 8.58 — 8.52 (m, 1H), 8.02 (d, J
=5.2 Hz, 1H), 7.95 (d, J = 8.2 Hz,
2H), 7.79 (td, J = 7.7, 1.9 Hz, 1H),
7.71(d, J = 5.2 Hz, 1H), 7.65 (d, J
= 8.0 Hz, 2H), 7.46 (d, J = 7.9 Hz,
1H), 7.29 (ddd, J = 7.6, 4.8, 1.2 Hz,
1H), 5.25 (p, J = 7.1 Hz, 1H), 1.56
(d, J = 7.0 Hz, 3H).
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T4 NMR (400 MHz, DMSO-dg) &

= 0 =
NN NN S 9.19 (d, J = 2.2 Hz, 1H), 9.08 (d, J
Loy AL =7.7 Hz, 1H), 8.83 (d, J = 2.2 Hz,
v
N” "N~ "0 1H), 8.55 (dd, J = 4.9, 2.2 Hz, 1H),
8.40 (d, J = 5.3 Hz, 1H), 8.25 (d, J
T-378 =5.2 Hz, 1H), 7.96 (d, J = 8.2 Hz,
2H), 7.79 (td, J = 7.7, 1.9 Hz, 1H),
CF3 7.67 (d, J = 8.1 Hz, 2H), 7.47 (d, J
=7.9 Hz, 1H), 7.29 (dd, J = 7.5, 4.9
Hz, 1H), 5.25 (p, J = 7.0 Hz, 1H),
1.56 (d, J = 7.1 Hz, 3H).
: O I
r N)K[N\ (
NN NN
T-379 : LC-MS[M+1] : 495.09
CF,
= O [ S
X N N\ /
oy Bl
Z N~ N7 O
T-380 LC-MS[M+1] : 509.11
CF,
= 0O I S
& NJ\[N\]\/%
=N H N/ N o
T-381 : LC-MS[M+1] : 509.11
CF,
o Cl ’ S
X N N\ /
UL
& 0
T-382 N" N LC-MS[M+1] : 529.05
CF4
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N
=N
T-383 LC-MS[M+1] : 529.05
N
~-N
T-384 LC-MS[M+1] : 494.10
N
N
T-385 LC-MS[M+1] : 508.11
| AN
=N
T-386 LC-MS[M+1] : 508.11
N :
| N
P
T-387 LC-MS[M+1] : 528.06
N
=N
T-388 LC-MS[M+1] : 528.06
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| X
_N
T-389 LC-MS[M+1] : 478.12
CF4
: 9 I 8
X : N N\ /
UL
Z N~ N7 O
T-390 LC-MS[M+1] : 479.12
CFs
= O oM\
H ~ N
TN
N H)mo
T-391 LC-MS[M+1] : 478.12
CF4
= 0 ,\’rN\H
: N
TN [
~-N H N o
T-392 LC-MS[M+1] : 478.13
CFs
/
: 9 I’N\N
X N 7
N H
T-393 N~ O LC-MS[M+1] : 492.12
N
_N
T-394 LC-MS[M+1] : 478.12
CFs
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- e} N-Q

: |
& J\@f\ﬁ
H

T-395 LC-MS[M+1] : 478.12

CF5
- 0] Nf\O
R RO
H
~-N N o
T-396 : LC-MS[M+1] : 478.12
CF;

SEE] T-276
AR A BRI E

\

CF,

T-276
R L AT

o o
o] ~o Br o
- B ¢ DIEA NBS MeON 0 PICI(PPHy), DMF oMF ©
—— N
| NH THF Pd(PhCN),Cl, i © # (1-ZEHEZI ) i

Tri{o-tolyl)phosphine
CF3
SM1 SM2 SM3 SM4 SM5

THF,H,O @NH; ©
N

CF;

e D0
~,
S
Het () ka@ﬁr‘\ LIOHMeOH HO Gﬁ
—_— N (o) HATu DIEA DCM

CF;
SM6 SM7 T-276

R AR
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SM3 ¥4 il :

50ml ([ JEE B 2 U< 37, 3 SM2 (2. g, 5362 mmol, 1eq) « LS (1.154 g,
13.4 mmol, 2.5 eq) - DIEA (6.92 g, 53.62 mmol, 10 eq) ~ THF (10 ml) # N J& B KK
W, R, E4kE2in PA(PHCN)3CI2 (102.8 mg, 0.268 mmol, 0.05 eq) -
Tri(o-tolyl)phosphine (81.6 g, 0.26 mmol, 0.05 eq)  ZLRHEF (1.68 ml) Z LR, Nk
B 70°C, [E¥R, RMER . TLC (PE:EA=10:1) SR JERI 4 EE M 5E. ¥ H, I 20ml 2N
HCI, 10ml 7K, SOmIEA #E{, FA] NaHCO3 ¥, EA FH (20ml1X3) , A
JBEBE (20m1X2) , Jo/KBREREN T, HekE, i, 3433 892mg SMS.

SM4 {5 il :

% SM3(85 mg, 0.235 mmol, 1 eq)-LiOH(16.9 mg, 0.705 mmol, 3 eq)~MeOH(1.2ml)
H20 (0.3ml) . THF (0.6ml) , &SMRY', KA 4.5h, LC-MS BRI ANTEE. KM
WAH, FEZ%, N DCM g T, 3% 80mg /= .

SMS 4 s

¥ SM4 (640 mg, 1.458 mmol, 1 eq) « =T % (1-Z8E M) ¥ (789.8 mg, 52.187
mmol, 1.5eq) ~ Pd (PPh3) CI2 (102.3mg, 0.1458 mmol, 0.1 eq) ~ DMF (13 ml) # A
BRI, BAEY, n#E 120°C, [, 0.5h. TLC (PE:EA=3:1) HRER O
PB5E. ¥EN, i 15ml K, EE#EEEIEIE, EA FEE (30mlX3) , WAIEAMELE (40ml
X2) , KIRBREN T, HeiE, Ik, 3153 363mg SM4.

SM6 ¥4 il :

¥ SMS (363 mg, 0.842 mmol, 1 eq) « HEE (10 ml) . HCL1,4- %75 (10 mD)
BNEERIRAN, BAEY, 25°C, 2.5h. TLC (PE:EA=3:1) ZRFEERM5%E. T
53] 312mg SM6.

SM7 4 s

% SM6 (312 mg, 0.774 mmol, 1 eq) + LiOH (55.6 mg, 2.322 mmol, 3 eq) .~ MeOH
(6ml) . H20 (1.5ml) « THF (3ml) , 25°C, AR Y", KAMIL A, TLC(DCM:MeOH=10:1)
BRODEERMN. RNHEAH, &, I SmlK, 2ml 2N HCI, A K& A @B,
g, JEVEA BA ZHL, MR NaCl 3&, JCKBRBREN T8, BT+, 145 280mg SM7.

T-276 WA

¥ SM7 (280 mg, 0.72 mmol, 1 eq) - MEWE £ (105.4 mg, 0.864 mmol, 1.2 eq) - HATu
(237.8 mg, 0.72 mmol, 1 eq) « DIEA (185.8mg, 1.44 mmol, 2 eq) JIAZE| 5 ml DCM H,
RAMRY, HiE, KRNI, TLC (EA) BIRERIMN e, PO AR RNBUNK
MIEA 2280, HH 05%ITHIRIG b, WASEAINIEYE, KM T8, TSR 335
mg 7= . HPLC:97%

1H NMR (400 MHz, Methanol-d4) & 8.55 (d, J = 2.0 Hz, 1H), 8.50 (dd, J = 5.0, 1.8 Hz,
1H), 7.97 (dd, T = 8.5, 2.8 Hz, 3H), 7.80 (td, J = 7.7, 1.8 Hz, 1H), 7.58 (d, J = 8.1 Hz, 2H),
7.46 (d, T=7.9 Hz, 1H), 7.29 (dd, ] = 7.6, 5.0 Hz, 1H), 6.74 (d, ] =8.9 Hz, 1H), 5.27 (q, J =
7.1 Hz, 1H), 2.58 (s, 3H), 2.53 (s, 3H), 1.60 (d, J = 7.1 Hz, 3H).

Z W SEH] T-276 K& M5, AR THEY:

SE Jita 441 A W25 A PR AE
T-277 ) "H NMR (400 MHz,
N N X Methanol-d;) 6 8.49 (m, J=10.9,
| v 3.3 Hz, 2H), 8.01 — 7.92 (m, 3H),
Z N0 7.81 (td, J=7.7, 1.8 Hz, 1H), 7.55

(d, J=8.1 Hz, 2H), 7.48 (d, J =
7.9 Hz, 1H), 7.31 (ddd, J = 7.6,
4.9, 1.2 Hz, 1H), 6.73 (d, J=8.9
CF, Hz, 2H), 5.28 (q, J = 7.1 Hz, 1H),
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2.68 (d,J= 1.2 Hz, 3H), 1.61 (d, J
= 7.1 Hz, 3H).

T-278 - O
SR80
H
N NigNe!

'H NMR (400 MHz,
Methanol-d,) 6 8.48 (d, /=2.0
Hz, 1H), 8.41 (m, J=4.9,1.8,0.9
Hz, 1H), 7.92 — 7.84 (m, 3H), 7.71
(td, J=7.7, 1.8 Hz, 1H), 7.48 (d, J
=8.2 Hz, 2H), 7.44 — 7.35 (m,
1H), 7.21 (m, J= 7.6, 5.0, 1.2 Hz,
1H), 6.64 (d, J = 8.8 Hz, 1H), 5.19
(q,J=7.1 Hz, 1H), 2.81 (s, 3H),
1.51 (d, J = 7.1 Hz, 3H).

T-279

'H NMR (400 MHz,
DMSO-ds) § 9.30 (d, J = 7.8 Hz,
1H), 8.64 — 8.56 (m, 2H), 8.12 —
8.05 (m, 3H), 7.83 (td, J=7.7, 1.9
Hz, 1H), 7.74 (d, J= 7.9 Hz, 2H),
7.61 —7.50 (m, 1H), 7.53 (s, 1H),
7.51 (s, 1H), 7.52 — 7.42 (m, 1H),
7.46 —7.36 (m, 2H), 7.32 (ddd, J
=7.5,4.8, 1.2 Hz, 1H), 6.69 (d, J
=8.8 Hz, 1H), 5.31 (p, J=7.2 Hz,
1H), 2.53 (s, 3H), 1.62 (d, J=17.1
Hz, 3H).

T-280

'H NMR (400 MHz,
DMSO-ds) 8 10.42 (s, 1H), 8.37
(d,J=2.4Hz, 1H), 8.06 (d, J =
8.1 Hz, 2H), 7.66 (t, J = 10.1 Hz,
3H), 6.70 (s, 1H), 6.60 (d, J=9.1
Hz, 1H), 6.49 (dd, J=16.9, 10.0
Hz, 1H), 6.33 (dd, J=17.0, 2.1
Hz, 1H), 5.84 (d, J=2.0 Hz, 1H).

SEE ] T-281
AR A BRI E

T-281

R L AT
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g *@E@ et 5 o Aoy

N

1.5h Pd(dppfClz KoCOs
MeOH H,0 () ©

CF3 CF3 CF;
sSm1 sSM2 Sm3 SM4
K %
~ _HATU,DIEA Gﬁ
MeOH,Pd(OH)2 © O _tion | = 2N
N THF,MeOH, H20
CF3
CF3 CF3
SM5 SM6 T-281
SEIG L FE AN
SM4 )& Rl s

¥ SM3 (2.54 g, 6.02 mmol, 1.2 eq) + 2K LA (1 g, 5.02 mmol, leq) + Pd (dppf)
5 Cl12(183.7mg, 0.251 mmol, 0.05 eq) - K2CO3 (1.385mg, 10.04 mmol, 2eq) « F EE (10ml)
K (SmD)  1,4-Z5 S (25mD) BABRSEIRA, 2RSS, @ ooC, M,
KA . TLC (PE:EA=3:1) WoR RN KA 72 O N o ¥ &0, I 15ml 7K, ki 3d g,
EA Z5HU (50mlx3) , WAEALAIEYE (Somlx2) , FT/KBRERAN T, $EkE, ik, 4t
53] 161mg SM4.
10 SM5 ()5 Ak«
¥ SM4 (161 mg, 0.393 mmol, leq) « Pd (OH) 2 (20 mg, 0.142 mmol, 0.36 eq) -
CEE GBmD) HABRRFEIRA, BB, FEKM, RBGERA. TLC (PE:EEA=5:1) &
NERC RN TS, EEEE g, FERE, JkE, 43 3] 100mg SMS.
SM6 )& F:

15 # SM5(100 mg, 0.252 mmol, 1 eq)-LiOH(18.1 mg, 0.756 mmol, 3 eq)MeOH(2ml) .
H,0 (0.5ml) . THF (ImD , 25C, &SR, &%, TLC(DCM:MeOH=10:1)% 7~ C. 5%
RN RNIRAE, FEZ, kK, 2NHCl, A KEAGEEN L, 24 85 mg SM6.

T-281 & i
¥ SM6 (85 mg, 0.222 mmol, 1 eq) « MEHE ZfE (32.5 mg, 0.2664 mmol, 1.2 eq)
20 HATu (84.4 mg, 0.222 mmol, 1 eq) -~ DIEA (57.3mg, 0.444 mmol, 2 eq) 1A E| 2 ml DCM
d, BUARYT, WIE, RIER, TLC (PE:EA=1:3) SRR e, MY e 4.
KSR AT EA 2200, FH 0.5%AT I BRIG U, MM S ALINIE¥E, oK T, 1€
W33 62 mg 7= . HPLC:99.03%
'"H NMR (400 MHz, Chloroform-d) & 8.59 (t, J= 5.3 Hz, 1H), 8.42 (s, 1H), 7.93 (d, J =

25 7.8 Hz, 1H), 7.78 (d, J = 7.2 Hz, 1H), 7.68 (dt, J=15.6, 6.7 Hz, 2H), 7.54 (d, J = 8.4 Hz, 2H),

7.44 —7.38 (m, 1H), 7.32 (q, J= 8.6 Hz, 5H), 7.13 (d, J = 7.5 Hz, 1H), 5.38 (dt, J = 12.6, 6.2
Hz, 1H), 5.03 (q, J= 6.7 Hz, 1H), 1.62 (d, J= 6.7 Hz, 3H), 1.40 (d, J = 6.7 Hz, 3H).

St T-282

KR YA B S :
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R oNs
NN
_N _
N

F3;C

T-282
R L AT

cl NH, cl Br
m co aaaaa
)
Pd(dppf)CI2,
PA(OAC) KaCOs ClBrohoN K co PAOpPIICE ; 3/5?)3 2

(YN
HATU,DCM,DIEA =N
—_—

RT,overnight

_ TEAEIOHCO N LiOH,THF/MeOH/HO
Pd(dpphCI2, 25°C 3h

105 °C

SRR

Sm2 [ :

¥ SM1 (15g, 59.18 mmol, 1.0 eq) % =3 FHERHNER (16.86 ¢,88.77 mmol,1.5
eq) ,Mo(CO)s(15.62 £,39.18 mmol,1.0 eq), i R# (24.54 g, 177.54 mmol, 3.0eq) , fig
FREN (398.59 mg, 1.78 mmol, 0.03 eq) ZKHE (150 ml) KK 500 ml = IR,
ME S HEA, SAEFHEE 105 AL 16h. TLC (PE:EA=10:1, UV) 78 JFERHHFE5E
l:ls

AHA R, IO 300 ml FFEERG RS I NAER &, SRS AT A IR SNk e bk, U
DR R B R . JEVRAE 45 PEREAT IR S5 NN 300ml EA LA Az 300ml 7K, A HLZ,
KB EA (300ml1*2) BEATAE, S IFANLE, AW A SN EE G IR T4 . ik
AR JE NN 40g Tk BSR4 I A 715 B 2.8g SM2(3E (Ll iR 4)

SM3 ¥4

SM2 (2.8g, 0.009 mol, 1.0 eq) DAL 4 (2.68 g, 0.0186 mol, 2.0 eq) ZJE (50
ml) NN 100 ml S S, O FZ 3 N Al 2 5 ) 5 (2.87 g5 3.3 ml, 0.0243 mol, 2.7 eq) ,
SRIGFHIRE 50 ¥ M 16he TLC Eonf — A SM2 43

W AR RSB =R, NN EA (200 ml) FRBE, AR IR S nnk s £k k. )k
WA IIAIK (200mD) , 40 EA JZ, KJZMH EA (200m1*2) 8, S IFANZMA
TLANGR IR TR . ARG R4 AT/ 3 2.2g 77 SM3

Sm4 )5 1%

¥ SM3 (2.0g, 5.5mmol, 1.0eq) , FEFEEHIERES (1.7g, 6.6 mmol, 12eq) , &
KESERA (1.6 g, 16.5 mmol, 3.0 eq) ,Pd(dppf)CI2 (0.201 g,0.28 mmol, 5%),# T IR
(20 mD) AN SRR, SR 5 fib 5 28 B B AU 2 100 2L 16 he ‘//\iﬂiJ%’IﬁFﬂn)\
TR S BRMRE, IR R AhuE, PEVBOK A FE WM 2K SBF (6: 1) HEATIRYA,
5153 2.2g SM4
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SMS ¥4

¥ SM4(1.38g, 4.8 mmol, 1.0 eq), tert-butyl (2-bromobenzyl)carbamate(2.8 g, 6.8 mmol,
l.4eq) « BXIRH (133 g, 9.7mmol, 2.0eq) - Pd(dppf)Cl12(0.177 g,0.24 mmol,5% eq)
PA R SR K (50 ml: S mDD) AR B, fESHE R MER . LCMS 278 7
BB sess . AEBIEE, A EA (100mD BAK&AK C 50mD) 4HAEHZE, KELH
EA (100 mI*2) ZEHL, A IFAHURME WA KBS, TEBR RS2 800 mg
7 i
SM6 14 i :
¥ SMS5 (540 mg) W THEE (2mD FAFEMARER /—ENH (10 m)) ZEHH
. TLC ZnFEHR B 58 (PEEA=5:1) o 0T 5RO R 5% B2 S ANV WL, i
H EA #AT2HL, 0 A NUE T k4 43 2 300 mg 7 i SM6

SM7 ¥4 h

¥ SM6(300 mg, 0.806 mmol, 1.0 eq), — % (244 mg, 334 T+, 2.4mmol, 3.0
eq) » Pd(dppf)CI2(30 mg,0.0403 mmol,5%), Z % (35ml)> JIN & i 38 4R 5 i B 2 e —
AALRR . FHRE 100 [N 24h. TLC EoRA /b & FRE 4. A EI BRI, T H A R
JebnrEE Rk, SR BA # RS AER: (100-200 H, 3g) #EEEARJE M AL EHL
A3 3] 200 mgSM7 LA 80 mg JR B SM6

SM8 {15 i

¥ SM7 (200 mg, 0.0 MIAZBIXBIEH, MMA THF/MeOH/H20(4ml: 2ml: 1ml), %A
EIMANEEALS (352 mg, 1.46 mmol, 3.0eq) ARG Fi@mMILL R . TLC Bon R RN
sebe. WHIBIER, ARSI Sml K, WML ELERE T PH AR, A O A AT
L, HhuER R 150 mg [ A E 4

T™ [ 4 i :

# SMO(150 mg, 0.39 mmol, 1.0 eq), HATU (147.38 mg, 0.387 mmol, 1.0 eq) . DIEA
(100 mg, 141 %7+, 0.775 mmol, 2.0 eq) » DCM (2 mD) A Je 5 v = i 4 #F 10min,
SR G NN (S)-1-(pyridin-2-yl)ethan-1-amine (56.82mg, 0.465 mmol, 1.2eq) , ZEEXMN
% o Loms Bon B R 58 5 o BB DCM (10 mD) BEATFRBE, SRIGME ] 0.5% #7

R Ve WA EK B . TR EH 153 161 mg [ A 4.

'"HNMR (400 MHz, MeOD) & 8.55-8.50 (t, 1H), 8.39-8.35 (d,1H),
7.96-7.89(m,2H),7.86-7.78(m,1H),7.70-7.68(d,2H),7.61-7.59(d,2H),7.55-7.47(m,4H),7.43-7.
41(d,1H),7.34-7.31(m,1H),5.33-5.31(q, 1H),3.98-3.96(d, 1H),1.64-1.62(q,3H)

SE it T-283

KR AR A YD
).
HN™
o)
N
CF,
T-283
AT
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Br HoN sy (S) ..,
5 B ;< > é HN™
g 01PhCHO,CH3CN
HN o
5 h,reflux Hal N
AU LB
N
02 NaBH4,EtOH
HN overnight HCHO,MeOH Pd(OAC), xantphos,
03 HCl/dioxane 5°C,12h DMAP , dioxane
KoCO3,Mo(CO)g

overnight

SM1 SM2 SM3 SM4(TM1)

sy,
HN "

sy,
Pd(OH), HN " Fgc@m WO
—_— R EE— N

SM5 ™

SERGE R

SM2 ¥4

¥ SM1 (5.3 g,0.05mol,1.0 eq) ~ K %(9.46 g, 0.055 mol, 1.1 eq)PA J2 4B (75 ml)
TNE SR, fES ARG RS 80 F M 3.5h J&5, BHIERE, KB T
ft i NaBH4 (2.28g, 0.06 mol, 12eq) A =LA ITR . ¥ RPAEREIN 1L =
i, ZEA INHCI (200 ml) , A EA (150 mI*3) HFATZEHL, A& K%
BJa TR 4515 20 . SRS NN B ¥ 20ml, HCl/dioxane ¥& ¥ 100 ml =i Hi #E i 74
K AR B 2 Eh IR ASUJE e TV 1143 21 SM2(11.6g, A 4 [& 44 SM2)

SM3 ¥4

o F NI E G W S R BRI A AE 180 JEH IR AR, WA 40-42 FEITE 1R 3
W% Im B AR T SM3 1A /i

0 F /245 1) 250ml (9 = EE A, NN SM2(5.5 g), FEE (55 ml) BA A FR % 0 (3.3g)
PLA RS KIS (2.86g) , ARG EIRXM 72h, TLC (PE:EA=10:1) 7R JEE SR 58
Y, f A . SR E, JEUME RS TR 25 BT EREE R E bR
i (£526¢g)

SM4 [ 4 i :
2 #bk . ¥ SM3(425 mg, 1.25 mmol, 1.0 eq), LKA (1.59 g, 7.49 mmol, 5.0eq) ;
BEFREE (20.19 mg, 0.09 mmol, 8%) . (S)-1-(pyridin-2-yl)ethan-1-amine (457.79 mg,
3.75 mmol, 3.0eq) - DMAP (302.72 mg,2.5 mmol, 2.0 eq) ~ Mo(CO)(108.16 mg, 0.409
mmol,0.32 eq)-. Xantphos(106.96 mg,0.184 mmol, 14% eq). & /5% C 10 ml) A 30 ml
T R B R, ARG 120 FE M 20min, TLC (PE:EA=1:1) EoRJER R B 5EEE. % H 5
Fi, BRAHIR RS IEAL . NN EA (100 mD) . 7K (50 m1) 4 EA 2, /K
JZ 18 Fl EA(50 m1*2)

I, A A NUZAE R SN e, R BREA TR S R 4 S A A I 3 L A
53 630 mg SM4 ({0 & 44

SMS ¥4

¥ SM4 (200 mg) HIAZEE (10 mD) ', AEMAZEAE (30 mg, w/w 15%) ,
I 0.2 ml 2N HCl # H S8/ 3 &k, R HMETHRAST =KX (A3 « AE=E
80 JESR G BV ) B2 19h, TLC WoRJER R M58 (PE:EEA=1:1) . A BI%HE, A EA
(30ml) , fOEEEEHEPE, HR 5 D8N B A AT A ok AR ML A 1S 2] SMS (60 mg, [
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2 ] 44

T-283 {14 ik

¥ SM5 (60 mg, 0.186 mmol, 1.0eq) « X =FFHEIRIK (50.4mg, 0.224 mol, 1.2
eq) -~ WRERHE (121.64 mg,0.373 mmol, 2.0 eq) - BEFER4C (2.1 mg, 0.01 mmol, 5% eq)
xantphos (10.8 mg,0.018 mmol,10% eq) PARTE/K A (1 mD MIABRMEH, K
Ja FHE 2] 105 JE M 16h, TLC o 5B OB 58 5 o B e RV 2D 3 =35, I 1ml 7K,
i EA (6 ml1*2) HEAT BRG] PTLC 3H47 4 215 3 SM6(28 mg, A £ [# 14)
1HNMR (400 MHz, CDCI3) & 8.50-8.49 (d, 1H), 8.39-8.35 (d, 1H), 7.71-7.51 (m,
2H),7.49-7.44(m,3H),7.41-7.36(d,1H),7.257.23(d,2H),7.157.12(m,2H),6.926.86(m, 1 H),5.295
25(m,1H),4.04-3.50(m, 1H),3.20-3.07(d, 1H),2.43-2.26(m,2H), 1.96-1.87(m,2H),
1.74-1.60(m,2H),1.49 (m,3H) ,1.40-1.26(m,2H)

STt 5] T-285

KK &R EY:
0]
AN NJ\/
H
N~ O
CF,
B S T
CEBr Pd(OAc, Xantphos) NH  1)DIEA,Pd(PhCN),Cl, L ° NBS.CH,CN Ve N” 70 Hal 1 °
| Cs,C0, Y E——
¢, CFs CF; &, CF3
SM1 sM2 SM3 SM4 SM5 Sme

{ X
F
| Cl N0
NS0 N0 N0 48 [Niae} 7
NaBH, DEAD,PPhs NH,NH, H,0 /T
e —— _— _— —_—
MeOH THF 1t EtOH TEA,DCM
F.

CFs CF, CFs CF; CFy
SMé SM7 Sms SM9 T-285
SEIG IR

SM2 & Bt &9 SM1 (1g, 1.0eq) « A =M (728 mg, 1.28 eq) . Cs,CO5
(1.71 g, 1.5eq) ~ Pd(OAc),(39 mg, 0.05eq) - Xantphos (506 mg, 0.25eq) AT
AN (20 mL) W, Ny MR 105 C R 14 h, SR EAR R EMR. FAHE: KM
BN EA R B, &K, BAAEL, 1A VAH, WA KBS, KRR T, I
TR 4 2115 BIPRL 5 SMI3(1.02 g).

SM3 (15 ik

BALAY) SM2 (200mg, 1.0eq) ~ S5 (137mg, 2.5eq) - DIEA (813 mg, 10
eq) A THF t1, &#: N, 51 Pd(PhCN),Cl, (12 mg, 0.05eq) « 3 CHZEIL) B (10
mg, 0.05eq) , 70 CiIEH ML, JEEHEARRRLTERK, HA B S KRR, Kk
NN REF (02 mL) {E8E N RIF, 1 /NG, KE49E%%. LCMS 1EH#. JaibH.
RN BA #iBE, /&K, EA ZEHL, 132G HUAH, WA SR B3RS, JoK R BR AN 115,
DEWA A 2 T3 BIFH v SM3(126 mg).
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SM4 {15 ik

BAL& ) SM3 (6.0g,1.0eq) « NBS (7.13g, 2eq) IMAZHE (60 mL) 1, H#e
N, J& 90 CRt e N, R FEA [ N 5e i, LCMS IE#f. JEAb . MR EA #kE,
gk, EAZEE, SAENAE, WAEKEE, TARRBRM T8, HEE
PE—PE:EA=50:1—20:1—10:1) 33| SM4(7.42 g).

SMS5 ¥4 Jik

BHEY) SM4A(4g, 1.0eq) = T 2 (1-ZA R L) P (5.67 g, 1.5 eq) ~ PA(PPh;)Cl,
(738mg, 0.1 eq) MMA DMF (40 mL) "', E#: N, J5 120 Cil &= L, 5B} A & B
S, LCMS IERf. JaabH: M EA #%, Nl &K, BEA R, FAVM, WA

hoKEEs, TR T I, dHHL (PEEEA=5:1) , 1335] SM5(970 mg). IHNMR IE

78

SM6 115 ik

BAkA ) SM5(970 mg, 1.0 eq) A MeOHC 10 mL)H, I A\ #h 82 — 7SR (10 mL),
T = RN S R R R AR I B e A, LCMS IEH. JaAbH. SR BT, 15 B
i SM6(728 mg).

SM7 ¥4 hk

WAkA ) SM6 (728 mg, 1.0 eq) M MeOH (5 mL) 1, vk FInABIEALEN (200
mg, 2.5eq) , WEERRN, FERNAZ), FMNEMAMHE 10 £ 4%, BN G
JERL A N 5E i, LCMS IE#f. faabFE: SN EA #8, &K, EA R, 2
AN, AR KBS, oK RSN T, 43 28 ™ 5 SM7(734 mg). THNMR 1E##.

SM8 1] 5 ik

WAL AP SM7 (690 mg, 1.0 eq) ~ AF K - FBEW fiZ (438 mg, 1.5 eq) ~ — R (1.563
g, 3eq) MMA THF (15mL) 1, JK# FHIN DEAD (865 mg, 2.5eq) , EEHK
RL, ARG EREEAR RS SER, AR AE . A R EERET, AL
(PE:EA=5:1) 32/ i SM8(2.55 g).

SM9 ¥4 ik

B A SM8 (2.5¢g,1.0eq) ~ KA (2.683 g, 10eq) JIA EtOH (25mL) i,
TR EI R N . JE b3 NI EE T, AR ETF R W SM9(327 mg).

T-285 [ A ik

L&Y SM9 (166 mg, 1.0 eq) « TEA (145mg, 3 eq) MMA DCM (1 mL) 1, K
THMAGEEE (50mg, 1.15eq) » KE EE IR, 18R JFERHEA B 5E K, LCMS
Eff. JEALER: RN ERR T, HENW (PESPE:EA=5:1-PE:EA=2:1—1:1) 23|/
it T-285(33 mg).

'"H NMR (400 MHz, Chloroform-d) & 7.89 (ddd, J= 7.7, 6.2, 2.1 Hz, 3H), 7.71 (d, J = 9.4
Hz, 1H), 7.50 — 7.39 (m, 2H), 7.35 (ddd, J= 8.5, 7.1, 1.5 Hz, 1H), 7.31 — 7.28 (m, 1H), 6.61
(dd, J= 8.3, 1.3 Hz, 1H), 6.26 (dd, J=17.0, 1.6 Hz, 1H), 6.06 (dd, J=16.9, 10.2 Hz, 1H),
5.83 (dq, J=9.4, 7.0 Hz, 1H), 5.60 (dd, J=10.2, 1.5 Hz, 1H), 2.72 (s, 3H), 1.54 (d, J= 7.0
Hz, 3H).

St T-412
AR A A A D
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CF3

T-412
R L AT

o]

o o "
oH R
o ~o Br o N HO' N Boc” m
~, Br 105 © 0
o)‘\©i __18%¢ | NH Y  _LoH N So DPPA Et;N N0 HCI
| © © © t-BuOH ©
CF3

CFs CF3 CFs3

T-412-1 T-4122 T-4123 T412-4 T-412:8

H

© EtsN,DCM ©

CFs CFs

T-412-6 T-412

SRR

T-412-2 & %

A T-412-1 (20 g, 1.0eq) « X = AN (12.12g, 1.28 eq) + Cs2CO3 (28.75
g, 1.5eq) -« Pd(OAc)2(660 mg, 0.05eq) - Xantphos (850 mg, 0.25eq) & T ~HISIH
(400 mL) 1, N2 T4 105°C FHedk: 14 h, JFRIIEAR RN 5E. FaE. SN
EA #iks, /&K, BA AEL, SAENVUMHE, WA KPS, TR T8, Rk
42T, #itk (PE—~PE:EA=50:1) f3ZHL 4 T-412-2(20.7 g)o ¥E: T-412-2 4iZ AW n]
PLR UK fEAE B AL B SR B, THNMR I

T-412-3 & %

AL 5 T-412-2 (10.6g,1.0eq) « EEEER (6.11g, 2.5eq) « DIEA (36.09¢g, 10
eq) MM THF (53 mL) 1, E# N2 J5/0 A Pd(PhCN)2CI2 (545 mg, 0.05eq) -« 3 (H
KA B (432mg, 0.05eq) , 70 CIEB ML, ERMEAR M FER, HA K AR
KW, BIGANIN G BREF (8.9 mL) WHAARRE R M IREN, 2 /NG, AfBA oS3 ™
Y. LCMS IEff. JGAbE: N EA #ikE, /&K, EA ZKE, BAVAE, W aEhkek
B, KRN T8, WEMR4 2T, AN (PE:EA=5:1) 525 T-412-3(4.6 g).

T-412-4 {14 %

B &Y T-412-3 (4.6g,1.0eq) -~ LiOH (917.5mg, 3.0eq) ¥ T MeOH/THF/H20
(76 ml /38 mL/19 mL) ', N2 F4RF" 50 =il FHHE 14 h, FREAR KN 5ERm, LCMS
Eff. JEANEE: R NIN EA #kE, gk, 4 FEEKE (R AR F)
KA INHCL i ph=3 247, EA FHL, BAHAE (LB EaHAE ) , WAk
IKBEH, TKIRERN T8, JERIRAA 2 T3 20HL 5 T-412-4(3.9 g)o LCMS IE#f.

T-412-5 & 1%

BALEY) T-412-4 (3.9g,1.0eq) ~ DPPA (433 g, 1.4eq) « E3N (2.04¢g, 1.8 eq)
IIABUT BE (80mL) o', 90 oC it &R BL, JEBHEAR [ N 58 B, LCMS IR, Ji& b .
RN BA #iBE, /&K, EA ZEHL, 132G HUAH, WA SR B3RS, JoK R BR AN 115,
i FEAL(PE:EA=5:1) 133 T-412-5(944 mg). IHNMR IE# .
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T-412-6 f15 &

AL G T-412-5 (944 mg, 1.0 eq) I MeOH (15 mL) 1, ¥K¥B KA 4M R
TEARY (15mL) , SRR M, FEREEARRRB R, G4 BT, AR
T-412-6(709 mg).

T-412 (A

B A T-412-6 (709 mg, 1.0 eq) ~ TEA (684 mg, 3 eq) 1A DCM (15mL) i,
VKB T RMAEBLE (244 mg, 1.15eq) , EZIRRBL, 1% S B AL AR 5B 56 il »
LCMS IEff. JRAbH: RN E BN T, HENEE 5 T-425(536 mg). 4ka:4li{h15 5
363 mg, ZEH 93.3%; 4k 160 mg, 40N 97.6%, RIEETY) 220 mg.

'H NMR (400 MHz, DMSO0-d6) & 10.30 (s, 1H), 8.15 (d, J = 2.4 Hz, 1H), 8.00 (d, ] = 8.2
Hz, 2H), 7.93 (d, J = 1.4 Hz, 1H), 7.60 (d, J = 8.1 Hz, 2H), 7.49 (dd, J = 9.1, 2.4 Hz, 1H),
6.47 (d, J = 9.3 Hz, 1H), 6.45 — 6.37 (m, 1H), 6.26 (dd, J = 17.0, 2.1 Hz, 1H), 5.76 (dd, J =
10.0, 2.1 Hz, 1H), 2.15 (d, J = 1.2 Hz, 3H).

Z W SLt ] T-243. T- 412 M6 T, BRI EY:

S it 191 JcAfF% b & MR AL
T-413 T4 NMR (400 MHz, DMSO-d6) &
N 8.82(d, ) = 7.8 Hz, 1H), 8.37 (d, J

| =2.0 Hz, 1H), 8.04 — 7.99 (m, 2H),
7.94 (dd, ) = 8.8, 2.0 Hz, 1H), 7.62
(d,)=8.0Hz, 2H), 7.31 (t, ) = 7.8
Hz, 1H), 6.69 (d, J = 1.3 Hz, 1H),
6.60 (d, J = 8.8 Hz, 1H), 6.50 (d, J
CF4 =7.4 Hz, 1H), 6.29 (d, ) = 8.1 Hz,
1H), 5.86 (d, J = 6.3 Hz, 1H), 4.98
(p,)=7.1Hz, 1H), 2.60 (d, ) = 1.2
Hz, 3H), 1.46 (d, J = 7.0 Hz, 3H).
T-414 - 0 T4 NMR (400 MHz, DMSO-d6) &

X ’N N 8.70 (d, ) = 7.8 Hz, 1H), 8.28 (d, J
| yH =2.0 Hz, 1H), 8.06 — 7.99 (m, 3H),
o

N0
NH,

/N

7.86 (dd, J = 8.8, 2.1 Hz, 1H), 7.64
(d, ) = 8.1 Hz, 2H), 6.52 (dd, J =
16.6, 8.1 Hz, 2H), 6.29 (d, J = 8.2
Hz, 1H), 5.89 (s, 2H), 4.94 (p, J =
CF; 7.0 Hz, 1H), 2.18 (d, J = 1.3 Hz,
3H), 1.43 (d, J = 7.0 Hz, 3H)
T-415 = O 'H NMR (400 MHz, Chloroform-d)

% \ N 58.56 (d, J = 5.0 Hz, 1H), 8.12 (s,
| N H 1H), 7.90 (dd, J = 14.9, 6.6 Hz,

N“ 0 3H), 7.74 (dq, J = 15.4, 8.3, 7.8 Hz,

3H), 7.43 (d, J = 8.0 Hz, 2H), 7.32
(d,)=7.8Hz, 1H), 7.23 (d, ) = 6.4
Hz, 1H), 6.62 (d, J = 8.8 Hz, 1H),
CF, 5.38 — 5.30 (m, 1H), 2.30 (s, 3H),
1.59 (d, J = 6.8 Hz, 3H).
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T-461 : 9 LC-MS[M+1] : 468.1
XN AN
NZ N0
NH,
T-462

CFy
: 9 LC-MS[M+1] : 452.1
N NN
Ho |l
2
N SN0

A PRI SE A I FR AT

RIEH] 1 40 i 40 386 5 S 56

YAP-TEAD 1] 714k A 4 %k A F6 J5 [7) 157 983 40 e NCI-H226 [ 38 5 #1 ft] U 2

SIS AR AT A% . NI S ) 2 9% 4 i NCT-H226 T 78 s BHMAa AW RHE B PR A 7 .
RPMI-1640 £33 (Bio-Channel), DMSO( . F £ I #K), CCK8 (WST-8) 4 Jiid 73 #r il 57 &

(FHZXR), 0.25%EDTA-Tripsin  (JREGTH B , 1xPBS  (BERZ Eh 22 mvll, PH7.2) ,
96 LI (Corning) , JRA-ILTE (FBS), 10,000 U/mL 5% K-G/AEF %, AR E O
(EPPENDORF 5810R) , I Gy #5 4% (Tecan Spark)

S G £

1. 40tk

A) MIREAINEAE 37°C, 5% CO2 KMIANE & 121+, 7E RPMI-1640 (# 10%FBS
M 100U/mL BHER-G/HER) TIHFE 80-90% %K £

B) 25 10cm B5 7= M A [ B 97 5

C) H 10 ml 1xPBS Ji# ¥E4H Mo — 3 ;

D) fil 4 ml 0.25% EDTA-Tripsin JIA 37 °C, 5% CO2 ¥ 3= 56 R 1k 5 40 %h, %
B 15ml B0, 200g B0 598, FF EESRMITTE;

E) H 4 ml DMEM }; 353 5, HH0F %3] 10,000 4HM/ml.

FOR 40 M2 N 96 FLARBFFLARRL 100pL, 7E 37°C, 5% CO2 ¥ =46 i =l 1

2. AW E

1A W i RE

AD TR 52 00 Ak A ek A B VA« 5 IRE & 0 EC B R 1mM VR SR U5 A 1.5u0 1k
WIEMT 1.5ml & DMSO 524, H LA 0.1% DMSO 5535 MUHEAT 3 15 7% 4286 JE Miks,
I OMWE, MRBEIADIREWT:

333.33nM, 111.11 nM, 37.03 nM, 12.35n0M, 4.15nM, 1.37 oM, 0.46 nM, 0.15 nM

B) 784051 G 43 AIEL 100 uL 53740 & W E w05 AR M 35 7- R b 9 B 720, NIk
Z4N25,

C) BB R AR E 3 K.

3. CCK8 (WST-8) 4 i 43 Hr k6 I

A) U A RE SRR, AW et LI 10 fi A CCK-8 (WST-8) V¥,

B) U4 M SRR R B SR AR AR B B 3 /NI
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C) {E TECAN [ IBE e 2 46 U3 | 356 £ 450nm I8 1 I 5 W 06 P {EL

4, FdE

T AR FAMTE 77 (% Cell Viability)

MHEVE 71 (%) =[AINZ)—AZA)]/ [ A INZ)—A(Z H)]X 100

A CINZg) « HAYEM. CCKS8 V4 25 M W 1 1L K W o Ji

(FE) « BAERFFIER CCKS V4 R M & A 40 M i L 5Ot

A (0 nzg) « HAYM. CCKS &M A 25 Wi i FL W o &

N B YE 77: 40 B3 B G 7 B4 e 55 MR VS 7785k GraphPad Prism 8 3t 34T i R &
23 150 Hfh.

25 2. Nano Luciferase 77 V5K Ml YAP-TEAD 11 71 3% T

(1) SEIGM BRI 293T 400 T/ S BHE M B AR A7 . DMEM £ 5#
FE(FFE, EWY 4L, Bio-Channel), DMSO( - ), Lipo6000™4 Y37 (EH LK) ,
pGL3B-8xGTiiC-nLuc-CMV-fLuc f i, 0.25% EDTA-Tripsin CfEEFW LD, 1xPBS (T
RERZE PP, PH7.2) , 96 fLAGEAIETF4R (PerkinElmer) , ii4F1ML7E (FBS), 10,000
U/mL H5ER-G/HE R, 5iEA 5 E O (EPPENDORF 5810R) , 37°C CO2 ¥5:48,
Vi-cell®4H e 1+ %11%, Envision §#r1X (PerkinElmer) .

il
il || Catalog number || |
| MES pH 6.0 || 69892-25G || 100 mM |
| CDTA || CAS:125572-95-4 | 1 mM |
| Tergitol || NP10-100ML || 0.5% (v/v) |
Nano-luciferasefé il | Mazu DF 204 | A8311-50ML 110.05% (v/v) |
K | KCI || CAS:7447-40-7 || 150 mM |
| DTT || Roche 10197777001 || 1 mM |
| thiourea || T8656-50G [ 35 mM |
| Furimazine || 1374040-24-0 | 20uM fEHIRTIA |

(2) 293T 4 i [ s} 4 e

P E IR 293T 40 fe e Fh 2] 10cm ¥ 721, BT 5%10 CO2 7= 48+, 37 CIEHE R 77,
RNHARE G R, RO AT 50 (A 258 20 50%-70%) 4 .

TERG YL HT— R, H Trypsin-EDTA AL ZUHAHML, INASEFREREL I E RPN, HBR
T VR ST ] e AT A

/] Vi-cell JE 40K E, FBRAEZF S*1005 NI E . 418 il 4 58
WG, BERIRA], /E 10cm ¥FEmM i 10ml ik . XFEREAD 10em 3537 AP 1 40 o %L
BN 5%10%6. 1E 5% CO2 855746, 37CIEERFE 1 K.

BN EEBEOE, 99N 750ul A& A R M IS ) opti-MEM Medium,
SRIE T Hp—&Im A 15pg 5 R (pGL3B-8xGTiiC-nLuc-CMV-fLuc), I I #2 Vi 2% R 8 4T
BE; B—8 M Lipo6000 # 4u il i, HBHHABEREWITRS . ZEHE S 285,
5 DNA BB 32 R BN\ 2 Lipo6000 # Gk 1 i 35 38 v b, BB BRI B 0 B IR 4,
FHEE S 2.

B ERRIRASYH SIS 10cm F 5, JEAERFE 6 /NN B 3 6 1 58
AR,

(3) 96 fLIR &tk

Bk 1 KJG, Trypsin EDTA JHALZNMG, IOARFFRREL AL N, H RS 25 W FT VR &1
e £11 i A2

£ H Vi-cell W52 40 5, F R RRE 22T 20000 /> 20 L 1 22 K
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MBS e )G, BEIRS, 1896 fLARH, REFLINA 100uL, IXAERFIN 40

H ) 2% A 2000 A EEFL
(4) IMAEY

VG FEPDUT 40 S FRAR A B A 55 77, 20 24 /N S NN IR FERE FE AL & 40

1 10mM KISV 35 5 LR R B SouM,  ARIRAEIRFLAR B9 58 =1\ 50uM
LG VE R, SR+ —F I 216uL & 0.5%DMSO K553 .

BE LR R : S =B EX 100uL AWM A S VU, IR 2SI PG s 5 A EE DY B B 100uL
BHRIMANELY], ERZEEERE 7.

1 2 WEE RS, MIEFLAR IR ER 25uL 4b & iEwom A 96 FLEs 7R, M4
WAt 96 fLAR FE VUK. H&AE 96 FLAR BT R Sk FE N 10000nM,  1:3.16 [ A
i

(5) I Nano-luciferase # M7, 2%

96 fLIRTE 5% CO2 B3 3546 1, 37 CIEIE R 57 48 /IR i, BUH T I8V 10 %

FALIOA 100uL F TR, BT ACPRERICER S 10 580, R0 R EMM. {84
PerkinElmer Envision B #7543k U 45 AL 1 2 G AH

(6) 45 RiH5H

PL OnM fE AR, B RS FL B BB 4% # ile F 4 bb, {8 A GrahpPad prism 344 H (1)
[Inhibitor] vs. response (three parameters)#E 47 JE 2k 4L & 11 5 1Cs00

ME 1R, HPh A<1IuM; 1uM<B<5uM;C=5uM

x1
S Jita 451 ZE b NCI-H226 j5 Nano Luciferas
(ICso) Kl (ICs0)
T-1 B B

O

T-3 )\ O A A

N
H

T-4 )( 0O B
(0)

X
Nge!
CF
710
oL
N"o
CF
T-3 :
0
00
N
CF
T4 3
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REH 3 WEMARIN 1%L R

AR AY) T-32/T-105/T-253/T-272/T-273/T-277 [Z5 185 7752 MK .

KRB 15258007 &

(1) Fraash¥y: @A SD KR, MM, 3 K, 6-8 JHE; &HE 200-300 7.

(2) FrFds: PR SR ERE. BEABEES . WEE O HiEFEB I
e,
(3) Frid#l: EDTA-Na2 U#E7% . FHEUEDTA-Na2 11.2 g, B TIAAE+, MA
ATEERK 100 mL, IRFBEEEEM. RHlERE2 2N L 5nL HOoEY, 3% 20 ul,
T4 i RE R A .

(3) MEEMEL 10 mg MFRFIEES, MMANBF G 5% DMSO ¥ fiE, HHMAE 52 30
[¥) PEG400 A1 65%[) (10%Hp—B —CD in PBS) @/, WEEIRE], FRIFIKIE N | mg/mL (A
s i FH B EE

(4) WRHL 0. ImL A£ 5T 1.5 mL B0 H, T-80° CIRAF, H THATEBIKIE ST

(5) FWAFET KRES, F AT — KA HEE (AT 10 h) A4EK; W54 K
SRFRE. JFETREARC. A HRET M. Ry =R A R i bk B

(6) 2higf: #EE (p.o.); LBZAFE: 10 mg/kg; LZEF: 10mL/kg.

(7) BAEWmME: HEPBRFENLEFTHERRES, FHLEY, K 16 SEBEMNO
g g AL RN, IR BB B2 B TE B W BA A7 A O R BEEE, BRRZAIESTN B R,

(8) ZRENW A W T 4HHwT 4255 0.5 h, 1 h, 2h, 4 h, 6 h, 8, 12h, 24 h

KAEAI 0.2 ml T EDTA-Na2 uétE v, [ FHEFR 3-4 RIBE], T 4° C 10000 g &

O 5 min B, T-80° CARMERFI . R 77 28R H 2 i ik A A

(9) #AL LC-MS/MS 53 52 3% v i R 2500k I, 22 i I 25 R R -1k ) fth 28, 9%
HAER EM AR R B2 SH.

(10)T-32/T-105/T-253/T-272/T-273/T1-277 WIZ5CEN 1S B BAK I N % 2 s

*x 2
x22H Tmax C(h) Cmax (ng/mL) | AUCjast MRTpse Ch)
Ch*ng/ml)
T-32 2.5 2220 22233.5 6.88
T-105 4.0 3873.02 53858.70 9.48
T-253 4.7 2640 39243 9.78
T-272 5.3 1407 21201 9.96
T-273 4.0 1377 11544 6.34
T-277 4.7 2653 26919 7.28
MG 1 |20 584 2181 2.92

H A BALE Y 1 95 F) W02020097389A1 H A FF I — N i S AL AL &4, Hiqk
W T B TR

CF,
Xt a4 A4
TEAR R W B (W BT A SCHRERAE AR i i 5L FAE N S5, 50 (R BF— &8 SCik bl 5 5|

184




WO 2023/016562 PCT/CN2022/112259

HAPERNZHIRE . AN, RS T AR ERVHRABT G, ROUREARA 7
A LR AR B A R B BB O, IR SR AN I 3 R RE VR T AS B BT B AU R A BT R
(3 F o

185



WO 2023/016562 PCT/CN2022/112259

B R ' KR

1. — M Pt e et 2557 Bl RS2 R EE . IS AL YIEET 2,

m(R1)\®
(Ro)n

5
10
. N ;
L, 1% A MMEAEB#E CR3Ry;
B ik H C6-C10 7. & 1-3 MEH N O 38 S Z&JE 1 5-10 Je4< A&, C5-C10 1¥F
Jieny
15 X% H O. NH. CR;R B E S;

Xiv Xov Xzv Xygn Xso Xo F1 X5 % EAMOSZH%E H CRs. (CR3)+ N. O+ S SR3. SRR3Ry
NR;. CR3R4. (CR3R,):

Ry & EMS7HI%E H Hy Dy K2 CNy NHy RIS, R, ZUEFRIRERE. Crebilt.
Cre R, Cioa M Idt. CioFilEadE. C6-Cl0 I, & 13 MEE N, OB S A5 T

186



WO 2023/016562 PCT/CN2022/112259

1] (@] 0
O ;JL .R S.. .R 4 o)
j%L %ﬁ\ R \ e N ° :fﬁ’S\’}rRe '§'|FI’_R6 RG—ISI—E
[ty 5-10 L4, = Rs 207 Ry Ry Ry
0 O Rs 0 o) 0 Rs 0

R = ' 1]
R ~ 3~ ~ ~ ~ ~ ~ Ny oS
N ’T‘MRZ Rs NJ\Rs R l}lio Ry Rasy AN R, TN ('Ss R

Ramg WO | Jirh, NH,. Badt. R, SULTMESE. B, Cuh
e, CrebiEIE. CioHhlidt. Cie i IE. C6-C10 FHE. 5 1-3 PMEH N 08 S [
5 JEFH) 5-10 5 AT 1. 2 B3 A4S R U
% Ros Ryv RyAITRs & FAOIHIEH Hy Dy K%, CN, NH2\ -CO-(Cp6 Jidk). =

—§-P Re
-C(=0)-0~(C1-C6 ##3E). -C(=0)-0-0Bi. -S(=0),-NR¢Rs- Ry L BEE. BRFE. EIE PR
WEJE ., MERGIE. Crebidt. Cre XAUKEH. Cre it C36Hk)ﬁ%\ Cs.s A . C6-C10
FHL S 13 MNIEE N OB S I JE PR 5-10 e 5L, SFs, Hidr, NH,. B, HRE.
10 BRI FHIGHEEEL . BERLIE . Cle kit Cre it Coo Pt Ci Pl IE. C6-C10 FAE,
T3 NMEE N O B0 S BRI T 5-10 JuzR 7 B Fm gy 1. 2 803 A~ R UM 8, Xy
X5 43 ks CRsRy, H X F1 X535 14 Ry, H Ry C1-C6 KT
R Fll Ry & EH ST HIE H A Dy Cre itk CseFAfidk. C6-C10 A 3E. NHy. NH(Cu
FEdk) . N(Crg bidE)ys & 1-3 NMEH NL O BL S M JEF 19 5-10 JoAR 5. & 1-3 MEH N,
15 OB S MIZREFH 5-10 THFAHEE, -S(0)-(Crg KTE) s -S(O)-(Cog M), HH, Ciqlndis
Cyo ML, C6-C10 54, & 1-3 MEE N O BL S I8 JF 1) 5-10 Te2% 75 FA T Hb b 1.
2 53 AR EUR, B Re il R, AR 3-7 JTRHIBRIR, B3 Re Ml R, JEALET A N, O 5L S 119 3-7

TR IE
RsR, O Rs y m(R3)\§2 O Rs
ZLXH)%RZ ﬁ??_ Jj\/k ‘% HMR2
Ry 1% H Ra Ra4 .

Y Q )S/k QM
%Rzmﬂ@iﬁ ﬁ%% CN. OH. (cu, ]]zxﬁ;i).N(c16 Bed),. NHy. NH(Cr i)
e, PREE. g\ﬁ@@iﬁ e @%Hﬁ%\ Cls}:ﬁl%\ Cre bt A C36H}:JE%\ C36HF%&%\ C26
Wi, Cogkidt. C6-C10 %3, & 1-3 M N. OB S (25 T 5-10 JT 2R 3Bk RV EY
BRI & 1-3 M EH N O B S BIZR 1 5-10 o055 ROIGH TH: Crefidk.
25 R CrebidtE. Creiid E. NHy. NH(Cig 55tdt)s N(Cigf5tdt)s CN. K2 =0;
S m A FEMTHEE 1. 2. 3 84,

pIEH 0. 182,
2 IR R 1 FriR A S W BH 24557 BT DAESZ 1 38 VA BRI 25, AR AEAE T,

20

187



10

15

20

25

WO 2023/016562 PCT/CN2022/112259

L, 1% A MMEAEB#E CR3Ry;
B} C6-C10 753,
X%:;O;
Xis Xos Xie Xus Xo M1 X5 & EMS73#03% ] CR;. No CR3Ry. BY NRy;
0 ;j\ R ('s)' R 3{ o 0
;QL e RN PR -§-P Rs Re—S-¢ Rs\J\/
II
R3\N)J\( R3\ )J\ R4 R3\ )J\/\/ )j\ 3\ /
+E Ra g -"'{"'O

% Rav Rs. RﬁFﬂ ng»@zmﬂm@ H. i%\%\ CN. NH,. -CO-(Cy.¢%5t3E). Cy.qbEdE.
Cro A0, Coo M mdE. CaoFhEA L. C6-C10 A, 2 1-3 AM%EHE Ny O 5L S M4 5+
[ 5-10 TE4 553, Hf, NHy. Cro it Crokifddt. Cio ks, CosFhfsdE. C6-C10
FHEL 13 ANEE N OB S IR JEF 5-10 JToA 5 R AT 1. 2 88 3 > R BUC;

R AT R, & B M7 HIE A Cre itk CacFRLidE. C6-C10 3. 4 1-3 Pk E N.

8, S RS 5-10 TR F I . -S(O)-(Crg FIE). ~S(O)-(Cas M3, St Cpg HEIE. C3 .
Hfidt. C6-C10 F3E, & 1-3 MEH N, O 5K S B4R F11 5-10 o2 75 5Tk gl 1. 2 3%
3R EUR, B0 Re Al R, ERK 3-7 JuliRIR, B0 Re AR, JEECE A N. O B S [ 3-7 ST
IR

R;Ry © Rs

P, X J\A

RSJ@Q R4

% RS HIE F 2R CN\ OH. NHZ\ C16J(]n%\ Cre B, CoaHhEidE. Co ik
A, Cos it CoghidE, C6-C10 H2E, BLH 1-3 MEHE N, O B S & JEF 1 5-10 TR
75 5

Fm Al n FEMHEE 1. 20 3 5K 4,

pIEH 0. 182,

3 VHIBUCRIEE SR 1 Frid (AL A 2525 ] AR (1 3 v AL A B al 24, AR EAE T,
Frid e &9ie 8 T4

188



WO 2023/016562 PCT/CN2022/112259

L4
e (RZ)n

;13 14

Horpr, BILP AR EER 1 B E o
4 WIBUN R 1 i A S L 227 1 m] DUESZ I 8 Wi B Rl 25, HERriE e T

X1-X\2
X
Xz X2 Ri ~ X * X=X
R pZ 03 ~ | R, yZ X3
| Xy N7 o |
x{7 N7 o xS0
G (Rahn (Rz)“ a Ro)n
Bk A3t B 4 . K13 .



PCT/CN2022/112259

WO 2023/016562
X1 Xg
X7
)(;_—;X%
R Xi. _R ok
1 | D I 3 R1\[/N | 3
o
X5 N7 NN X
(R2)n
G (R2)n (Rz)n
IV . Xl . 14" .
X~ X2

32X
0 ('? :‘i/,o 0]
O ;%J\'?I,RG %‘S\N,RG /S‘N'RG '§‘|Iil’—R6
)
Ry % H CN. MR, 25 F R B AL Rs Rz, Rz | Rr Ry
0 Re O
R _g_% Ra~ )j\/ Ra~ )J\ Rs  Rss )]\/\/N\ Ra~ Ra~
6 0 N N R N % N %
O . . Y Y L
9
R3\N/§\/
5 @ O

Ho, %ﬁlmﬂﬂﬁklﬁmX
SWNﬂﬁXI%ﬁm%A%iA,MLTuﬁxm TE BT 2y, HAFIEAE T

RZJiQ ﬁxEﬁ%\ ﬁ %\n E /\\ Eﬁ%\ H}E%\ jﬂaﬁjﬁﬁﬁ/ﬁtﬁi‘o
6@&%&*1%*%%A%&A,MLTUExm R BRT 25, JLRHIEAE T

10 %L%A%ﬂET@

@g o§ 5
O g @g
@g

c
118 CFs T-19 CFs T20 T-21



o]

T-27

PCT/CN2022/112259

H
T-30

T-29

WO 2023/016562

T-42

T-41

:
CF;

)
° b
zT
el @
Q
/ﬂ/
z
o
N~\ z 58
s
[eN
s
Z ©
\

9
|

N

CFy

o
T-37

CFs3
N=y

N
CF,

g
it

T-63
T-70
T-98

CFs3

T-62
T-97

T-54
T-81
T-75

T-53
T-60
T-74

191

CF3

T-59

T-66

T-73
T-94

T-44

T-58
T-65
T-72

T-43
T-50
T-57
T-64
T-71
T-92

10



WO 2023/016562 PCT/CN2022/112259

/ / / / / /
Q N=\N o) ;}—N o p}—N o y}l—N o |f—N o »;—N FRe) y\Ij—N
~ - g
N0 NS0 )< N So A NSO HO NSO NC N0 2N NS0
CF3 CFy CFs CFy CF.
T-99 T-100

3 CF3
T-101

T-104 T-105
/ / / / / /
, R ' s R R
1S},
H H
ZN N o

O
~

N

3

S

o

el

o
C A
o

CFy CFy CFy
T-106 T-108 T-109 T110 11 T-112
/
o y}—N o y\;—N | \/@\ o r\I]—N |;|-N rl.-n I—N \)\ Q ,\;—N
R), ), (R),
Ne Y HN 2 N N 2 O N 7 o, VA Y _O. . v
| J H H H | H H
NS0 NS0 NS0 NS0 NS0 NS0 NS0
CFs CFy CFy CFs CFs CFq CFy
T-113 T-114 T-115 T-116 T-117 T-118 T-119
/ / / / / /
PR n;—N H<N1 o} '}‘_N o] r\ll'N : 0 .;-N : 0 m[j—N F [} »}-N F = 0O AIA-N
H & : :
Ao 4 NN 4 RN 7 NN 4 NN 4 NN 7 NYEN 7
H H L4 H [ L H | LR | 4R [ )R
NS0 N0 Fic” N NS0 RN N Yo & N o N Yo & NS0
CF3 CFs CFy CF3 CF3 CFs
T-120 T-121 T122 T123
/ /
o N-N

CF,
T124 TA25 T126
/ / / /
o : H
NN 4 NN 4 NYRN 7 NN NYRN 7
| LT | LA [ LA | H [ LTH
FNF N o & N Soci” N 7 NS0
i el : :
CFs CFs CFs CF3 CFs
5 T-127 T-128

T-129 T-130
/ /
o NN o~
N

T-132 T133
/ / / / /
= N 1;4 N [o] r\IJ—N o) |}4—N = 0 r}—N [e} N-N o} N-N
NN 7 NYRN 7 NN 7 N 7 4 N N
(b * [ 4 H [ _LH H
N"So
O\

CFs
T-136

CF3 CF3
T137 T-138 T-139 T-140
[o) N © o N o { o] N fe) N
N B N- = = N- z N
c ( B N o ; (P X [ : 4 H
NN A (p - NN NN NN (YN
[ Y@N [ LR | H | J 7w N JTH
- NS0 (v F z N"So N Z N NS0 NS0
N0
CFy &, CF, CFy CF3
T-141 T-142 T-143 T-144 T-146 T-147
/ / / /
) NN Y N-N - 0 NN S NN - NN
Ny 1SN 7 NN 4 NN 7 TN 7 Ny TSN 4
A (4 H A { H (A
N0 NS0 N0 N0 ()
CFy CFy CFy CFy CF;
T-148 T-149 T-150 T-151 T-152 T-153
/
N—N
? NN
SNR

\
=0
=3
N\-Z
/
32
0=r=0
\:
/
z
\
H=0
=3
N2
/
z
\
==0
/
(=0
=z
1
N\ Z.
=0
z
|
SN

10

T-168

T-189 T-170 T-171

192

T-172 T-173 T-174



10

WO 2023/016562 PCT/CN2022/112259

/ /
LA P i A Ho (ADoK
b m Y m o™ m Y o™ - m
© N0 o N0 °© N7 0 O\) °© (\ie} © N0 © N0
CFs CFs CFy CF, CFy CFy
1175 T176 177 T178 T-179 T-180
/ Q
AT D wai D Qul D Qo o L L
rd -~ 121
T T T T T 9 |9
N"So NS0 N"No N No N So NS0 g NS0
CFs CFy CF, CFy CF, CFs CFa
T-181 T-182 T-183 T-184 T-185 T-186 T-187
/ / /
N-N C.é,,o NN %,,o N—N %,,o NN " NN NN " N-N
I <, i 3, i O3 it i it i
AN Y, NH 2 /2 NH Y F.0” O NH 2~ oN Y, ON Y, O N Y
el Oet “OCL Y ~Y Y
N ¢} N (o] NI O N (¢} o N 0 o N (¢} o N (o]
CF3 CF;3 CFy CF3 CFy CF3
T-188 T-190 T-181 T-192 T-183 T-194

/
Iz
0O=t=0
=z 4
8/ i
=
/
E=4
O=th=0
4
2
3
Z =
o—< >—
N\ Z o
o T
/
Iz
\
O=W=
=z =z
N2
e} T
/
Iz
\
==
/
Iz
O=0r=0
z ==
O
o
/
I=
Y
O=n=
z
«
z"T

0 N™ 70
CFs CF3 CF3 CF3 CFy
T-195 T-186 T-197 T-200 T-201
/

/
IZ\
O=»n=0C

ZS‘Z\
o} L=
/
IZ\
O=(n=0
=z z
S/J
Qo [s)
/
Iz
O:‘(I):O
Z
gf 3
g ==

/
IZ\
O=n=0

83
X
z_
Sy,
%
T
omlz_
g o}
/
z.

CF. CF3 CF3 CF3 CFs CFs
T-202 T-203 T-204 T-206 T-207 T-208
0 N 0 N=n : o =N : 0 s o N
N N N H N H N
WOCL WO L SERCOUNCLE GO
NS0 N & N"So Z NS0 7# N
© )
T210°F T-211 CFs T-212 CFs T213  Fs T214  ©Fs

: 0 : 0

H : H f‘=N\N
NN NN NN By Ny
i (S)H :r | N
Y N Z N

CF3

CF; CFs CF,

T-216 T-217 T-218

T-216

Q

N N N
o PN e : 0 PN
N~ N~ O N A N~{ HN N A N~{  HN N A N~
ssacaihcaacsolacaacaincaas
= =N = =N & =N & =N
9, 9, 9, ) 9,
C FsC

™
O

~

z
-

FsC Fs FiC
T-221 T-222 T-223 T-224
/ / / /
z 0O N-N : 0 N-N : O N—N : O N—N
it H i I i 4
NN 7 SN 7 YN 4 S°N 7
[, H | 4R H
Z NS0 N0 Z N0 N0
SFs Fs OCF3 OCF3
T-227 T-228 T-229 T-230
N N N /
- - F - "
N ) R ) R ) N i
g ~Y Ay oy
) N0 o] N0 © N o © N"So
CFy CFs CFy CFs
T-233 T-234 T-235 T-236 T-237 T-238

193



PCT/CN2022/112259

WO 2023/016562

/ﬁr”
e}

T-244

T-243

T-242

T-241

T-240

T-239

T-250

T-249
o}

T-248

T-247

T-246

T-245

CF3

T-256

T-255

T-253

T-252

T-251

<
?

T-262

T-261

T-260

T-259

T-258

T-257

OHS,HO
P
/
o)
O™\ —
Z\ /)°
O
zT
z
2
(o]
Z o
\ o\ W
7\ /)°

T-268

T-267

T-266

T-265

T-264

T-263

F3C’

T-274

T-273

T-272

T-271

T-270

T-269

T-280

T-279

T-278

T-277

T-276

T-275

eces

T-286

T-285

T-284

T-283

T-282

T-281

194



WO 2023/016562 PCT/CN2022/112259

/
: 0 N : 9 Q H
H i [ ) i
A N x> = N A N
{ H L)L A | L+
2N o z N7 O &

),
Iz -
O
&,
o
\ )
Iz -
o]
/
W,
Iz -
lo]
o,
o

N o
or, CFs CFs CFy ¢, CFs
T-287 T-288 T-289 T-280 7.291 T.202

Iz

RS Fe

4P : 9 : o . s : 9 » : 0 S

NN N ; i F N v H 9,

@N/\H @/\u A @/\N N F N | N | N N

N7 O ZN o N o O\'/\ zN N 2N 0
s CFs CFs

T
(o]
z
]
-4
"
O
4
\
z.
o
o]
4
\
4
"
o)
z
]
z.
v
O
z
\
z.

CF; CF3 CF3 CF; CF;
T-322 T-323 T-324 T-325 T-326 T-327
= = 0 l\,|’S H (e} N‘\S H (0] S/\\N
H
_N _N N So ZN N Yo 2N N
CF3 CF3 CF3 CF3
T-328 T-329 T-330 T-331

195



WO 2023/016562

z 0 Né\{\‘
H
=N N Yo

CFs
T-332
= 0 Né\“
A N
H
ZN N 0
CF3
T-337
= 0 e
@/\N 4
H
=N N o)
CFy
T-342

CF3

T-362

T-367

= 0
NN
=N H
T-333
= o]
A N
N
T-338
o]
A N
=N H
T-343

T-363

T-368

CF;

CF;
T-339
: 0 7 0
2 7
N
H
N O
CF;
T-344

CF3

BiO

T-364

T-369

196

PCT/CN2022/112259
SOUe ¥
R |
N N 0 0
%?L

T-335

0.
: 9 S T i
(TN (TN
N A NN
N” O [Nige]
CF;

CF3
T-340 T-341
: 0 ~ 0 d
: 0 ; 0
i 7N N | X N B
H H
=N N 0 ZN N 0
CF3 CFq
T-345 T-346
Yo
- 0 O/ﬁ
: SN : O @ O
NN
I ZN H | ~ N O
o]
N =N N 0
CF
® CF,
T-350 T-351

T-365 T-366

CFy

T-370

T-371



WO 2023/016562

o ’ s, : 0 i S,
/
| Y [ N1 |
NSNS0 2N NSNS0
CFy CFy
T.372 T-374
T-373
(o] ) A\

\ ¢

Iz
A/
Z

Jd
N

Iz
A/
o w
N
Iz -
~
Y
%

N~ N7 O
CF3 i

T-377

T-393 T-394
: S
LA : I
NN = A
L LR NN O
NT NS0 N N
AN NH,
N
CF3 15
T-397 T-398 T-399
H : 0
X N
ZN l N f
CFs CFs
T-402 T-403 T-404
F
CH
: O y
A = O = O N-S
NN : H L)
oA Ny SN N NN A
NSNS0 | | | Holl
2N _N P
NTINTSo NN
NH,
CFs
CFs CF;
T-407 T-408 T-409

197

H ]
R
A H

T-405

PCT/CN2022/112259
» 9 »
N 7 N A N N 7
P Ly oL
<NjO Z NSNS0
CF, CF3
T-375
T-376
S, s fo) S,
saaved
o N N0
<c?t CF3
T-381

T-396
: 0 r\Ij—N
N N N 7
2N H I Z
N™ °N” “0O
CFs4
T-401

T-411



WO 2023/016562 PCT/CN2022/112259

H z O - 0 : O : Q : 0 F
F N N : H : H CF, A
/W A N ) A N X N N Y A N B A N g F
© ln H ln H v v H v
N"70 N0 N N o N NS0 NS0
NH; NH, NH; NH,

CF3

CFs CFs CF3 CF;3 CFy
T-412 T-415 T-416 T-417
D g A
i HN. 2 ~ N g
Y C ooy "Fory OOy, OO ey
0
o LN N o ZN NYg M NS0
NH, NH, NH, ©
CF3

N™ ~0
CF3

CF3 CF3 CF, CFy CF3

z,,o
O %r
Zg /2
O

zT
Zg /2
O

/

- O
=

S
Zé /2
o
O=(

zT
Zé /2
(o]

N ¢

D)

Iz
S
A
3

Y

N\

-
-
O

CFs CFs CFs CFs e
T-442 T-445
z . : O
N\ : HoN N H HeN N\ N N
| _ z | = | P H
¥ N0
FTF F;FEF
T-446 T-447 T-448
/
- 0 \ : Q NH =0 N
oS ACOWCRACOES *@&
H =
=N N o N o] Z N™ ~O
NH,
CFS F F F F
F FeF F
T-450 T-451 T-452 T-453

198



10

WO 2023/016562 PCT/CN2022/112259

OEA® TV OO e, YV OCrL oYYy Oovee

N NZN 7 N"N"So N NN So 2N NS0 N H NN NSNS0

NH, © NH, © © NH, © JT. ©
CF. CF3 CF3 CF, &Fy CF.

T-460 T-461 T-462

7. —MAMAEY, HEEAET, @AﬁitTﬁxmﬁwﬁ PE 2 P 2 H R EN
BORIESR 1 rd b A e 25 2% Bl D2 198k b ek ai 25 .

8. —FIRURIESR 7 FriA M ZMA AN S, BT, BT 6 & TR A1/s0G 7 H
Hippo 1 #% 5 1 5 3 AH SRR 254

9. —FRIBURIER 7 Frid WA SRS, HAEAET, FT 6 & TR A1/s0E 7 H
YAP B¢ TAZ B{ YAP/TAZ B¢ YAP/TEAD B, YAP/TAZ/TEAD 21 53 HAH IS w254 .

10, —FIBUCRIER 1 Frid L A e 252 ] DLES2 19 EE . AL Eal 25/ 58 —
IR, HAREAET, T & TG A/ B06 57 e E I 259 s

Frid 58 2593k B F 2H: ERK #1157 . MEK #1157 . KRAS #1457 BRAF #1417, EGFR
k7. Wat #0517, PD-1 490615, B4 S

199



INTERNATIONAL SEARCH REPORT

International application No.

PCT/CN2022/112259

A. CLASSIFICATION OF SUBJECT MATTER

CO07D 215/48(2006.01)i; CO7D 471/04(2006.01)i; CO7D 401/04(2006.01)i; CO7D 401/06(2006.01)i; CO7D
401/12(2006.01)i; CO7D 403/06(2006.01)i; CO7D 241/44(2006.01)i; CO7D 487/04(2006.01)i; A61K 31/4704(2006.01)i;
A61K 31/4709(2006.01)i; A61K 31/47(2006.01)i; A61K 31/4745(2006.01)i; A61K 31/498(2006.01)i; A61K
31/55(2006.01)i; A61K 31/5377(2006.01)i; A61K 45/06(2006.01)i; A61P 35/00(2006.01)i; A61P 35/02(2006.01)i

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed

C07D; A61K; A61P

by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

J, SRR, 228, RIRE, BRI, X7, P, A,

J&, J8, cancer?, tumo?r

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

CNABS, CNTXT, VEN, WOTXT, EPTXT, USTXT, CNKI, /i /7, WANFANG, 7, BAIDU, caplus, marpat, registry: [EJf

Z=5512 Hippo, YAP, TAZ, TEAD, A5 ja] 5798, NCI-H226,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X
February 2016 (2016-02-11)
claims 1-18, and description, paragraph [0084]

WO 2016022915 Al (THE REGENT OF THE UNIVERSITY OF CALIFORNIA et al.) 11

1-4,7

CN 1511883 A (63971 FORCES OF PLA) 14 July 2!
embodiment 4

004 (2004-07-14) 1-4

(1994-08-24)
description, abstract, and tables 1 and 3

CN 1091131 A (TAINIPPON PHARMACEUTICAL CO., LTD.) 24 August 1994

1-4,7

embodiments 14-15

CN 113372184 A (WUHAN UNIVERSITY) 10 September 2021 (2021-09-10)

Tetrahedron Letters, Vol. 43, No. 21, 20 May 2002 (
ISSN: 0040-4039,
pp- 3903-3906

PURANDARE, A. V. et al. "Solid-phase synthesis of 'diverse' heterocycles”

1-4
2002-05-20),

Further documents are listed in the continuation of Box C.

See patent family annex.

Special categories of cited documents:

document defining the general state of the art which is not considered
to be of particular relevance

earlier application or patent but published on or after the international
filing date

document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibition or other
means

document published prior to the international filing date but later than
the priority date claimed

“1” later document published after the international filing date or priority
date and not in conflict with the application but cited to understand the
principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

* document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

wxr

“&” document member of the same patent family

Date of the actual completion of the international search

17 October 2022

Date of mailing of the international search report

28 October 2022

Name and mailing address of the ISA/CN

China National Intellectual Property Administration (ISA/
CN)

No. 6, Xitucheng Road, Jimengiao, Haidian District, Beijing
100088, China

Facsimile No. (86-10)62019451

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)




INTERNATIONAL SEARCH REPORT International application No.

PCT/CN2022/112259

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

SHANG, Xiaobo et al. "BF3-OEt2-Promoted Intramolecular Nucleophilic Substitution;
Synthesis of Dibenzopyranones and Coumarins from Biaryltriazenes"
Eur. J. Org. Chem., Vol. 2013, No. 24, 12 July 2013 (2013-07-12),
ISSN: 1099-0690,
pp. 5475-5484

1-5

"CAS-RN: 96491-10-0"
Registry, 25 May 1985 (1985-05-25),

WO 2020097389 Al (VIVACE THERAPEUTICS INC.) 14 May 2020 (2020-05-14)
text, in particular, claims 1-124, description, paragraphs [0183]-[0213], embodiments 1-
288 and A1-A3

Form PCT/ISA/210 (second sheet) (January 2015)




INTERNATIONAL SEARCH REPORT

Information on patent family members

International application No.

PCT/CN2022/112259

Patent document
cited in search report

Publication date
(day/month/year)

Patent family member(s)

Publication date
(day/month/year)

WO 2016022915 Al 11 February 2016 AR 101489 Al 21 December 2016

CN 1511883 A 14 July 2004 CN 1325481 C 11 July 2007

CN 1091131 A 24 August 1994 WO 9411355 Al 26 May 1994
AU 5433594 A 08 June 1994

CN 113372184 A 10 September 2021 None

WO 2020097389 Al 14 May 2020 JP 2022507020 A 18 January 2022
BR 112021008741 A2 10 August 2021
EP 3877356 Al 15 September 2021
CN 113302175 A 24 August 2021
AU 2019375983 Al 10 June 2021
IL 282984 A 30 June 2021
KR 20210108367 A 02 September 2021
CA 3118752 Al 14 May 2020

Form PCT/ISA/210 (patent family annex) (January 2015)




Eprte R R &

I b B 5
PCT/CN2022/112259

A ESIR:EES

CO7D 215/48(2006.01)i; CO7D 471/04(2006.01)i; CO7D 401/04(2006.01)i; CO7D 401/06(2006.01)1;
CO7D 401/12(2006.01)i; CO7D 403/06(2006.01)i; CO7D 241/44(2006.01)i; CO7D 487/04(2006.01)1;
A61K 31/4704(2006.01)1i; A61K 31/4709(2006.01)1i; A61K 31/47(2006.01)1i; A61K 31/4745(2006.01)1i;
A61K 31/498(2006.01)i; A61K 31/55(2006.01)i; A61K 31/5377(2006.01)i; A61K 45/06(2006.01)1i; A61P

35/00(2006.01) i; A61P 35/02(2006. 01) i

IR IR £ R 4328 (TPC) B[R] i 4% 8 [ 28 7 SR TPC P i 7028

B. TAENTbE

1838 A AR PR BE SRR (PR 7» R ARG M2 265)
CO7D; A61K; AB1P

B RS TR AU 116 o 5 1 PR SR LA AR s 2R S ik

7E [ P R 2 10 F TR0 ZE (BRI R A4 AR, AR ROk 3R ClnfERDD )

CNABS, CNTXT, VEN, WOTXT, EPTXT, USTXT, CNKI, 7777, A&, caplus, marpat, registry:[@VRRE, AN, 28, 2%
A, BRDW, 7K, TN, EEMAI, 23248, Hippo, YAP, TAZ, TEAD, A JMifja) iz, NCI-H226, J&, 48,

cancer?, tumo?r

C. EESpraAts
K A SIS, DLER, FRUHMCETE AR AR ZE sk
X W0 2016022915 Al (UNIV CALIFORNIAZE) 20164E2H11H (2016 - 02 - 11) 1-4, 7
BRI R 1-18, Wi 555 [0084] Bk
X CN 1511883 A (H[E NEMIKZEG3IITIEIN) 20047 H14H (2004 - 07 - 14) 1-4
14
X CN 1091131 A (K AAR#HI kR EH) 1994558 H24H (1994 - 08 - 24) 1-4, 7
VLHA IS, R1IFISKR3
X CN 113372184 A (RPUKH) 202149 H10H (2021 - 09 - 10) 1-4
SEtfF14-15
X Ashok V. Purandare®. ”“Solid-phase synthesis of ’diverse’ heterocycles” 1-4
{Tetrahedron Letters) , £43%:, $£21#§, 20024E5H20H (2002 - 05 - 20),
ISSN: 0040-4039,
#3903 - 3906171

[V ]34 scpprechms i .

TR S R

* 5 ST RARSRE.

“A7 NARRRAITESR IZR R T IE R — BRI B

“E7 FEE PR HIE B R ARG AR RIFESE HIFEER

“L” APRER LA RIS R 3L, BUNEE 7 —HE 5
%‘%%%)Elﬁﬁél)ﬁﬂ‘]ﬁi%‘E@%‘ﬁkﬁéﬂﬁﬁ%’lﬂ%ﬂ‘]l# (I

WRORATE. A RMEHAR D7 A TR

AATESET bR # A HEIR T BTEEsR IS H RIS

“g”
“p»

X
Hix

“r” %ﬁﬂiﬁﬁﬂiﬁtﬁﬁﬁﬁ‘zﬁz\?ﬁ, 5HEARRA, E5 TR

Y B R B T JE SO

FERIAAREI M, B RZICH, A SRR HIR AR
A ARG s

FAEREI SO, 2SS - REE 2 RIZE LS oIt
HIZF s & 0 T AU N R4 2 25 WA, 2SR A
HARFAENE

Glrsgill:obais

“xr

“y”»

“g”

V] s 2R S o 7 A Y H 3

] oz R4 5 M 2 1 341

20224E10H17H 20224E10 H28H
ISA/ NI A2 R Rl 25 bk ZRE R
o ] [ 2% SR =AU (TSA/CN) Sk

o B AL i DX B T L6 55 100088
{305 (86-10)62019451

HiE S0 86-(20)-28950515

PCT/1SA/210 3R (58271) (20154E1 1)




Efrte Rk &S Efr g s
PCT/CN2022/112259
C. EESpraAts
K A SIS, DLER, FRUHMCETE AR AR ZE sk
X Xiaobo ShangZE. ”“BF3 ¢ OEt2-Promoted Intramolecular Nucleophilic Substitu— 1-5
tion; Synthesis of Dibenzopyranones and Coumarins from Biaryltriazenes”
(Eur. J. Org. Chem. ) , #82013%, #B24H#f, 20134E7H12H (2013 - 07 - 12),
ISSN: 1099-0690,
H#5475-5484 171
X ”CAS-RN:96491-10-0" 1-4
{Registry) , 198545 H25H (1985 - 05 - 25),
X W0 2020097389 Al (VIVACE THERAPEUTICS INC) 20207E5H14H (2020 - 05 - 14) 1-10
A3, HRRRERK1-124, #EH5[0183]-[0213], S:jfiffl1-288, A1-A3

PCT/1SA/210 3R (58271) (20154E1 1)




IR S S
RFRIEERNER PCT/CN2022,/112259
Fogedit 45 31 A B RIS el FE el
Wwo 2016022915 Al 201672 H11H AR 101489 Al 20164F12H21H
CN 1511883 20047 H14H CN 1325481 C 2007F7H11H
CN 1091131 199448 H24H R 0] 9411355 Al 199445 H 26 H
AU 5433594 A 199446 H8H
CN 113372184 A 20219 H10H .
Wwo 2020097389 Al 202045 H14H JP 2022507020 A 202241 H18H
BR 112021008741 A2 20218 H10H
EP 3877356 Al 20219 H15H
CN 113302175 A 202148 H24H
AU 2019375983 Al 202146 H10H
IL 282984 A 202146 H30H
KR 20210108367 A 20219 H2H
CA 3118752 Al 202045 H14H

PCT/1SA/210 R (FIREFF) (20155E1 1)




	BIB
	BIB00001
	BIB00002
	BIB00003

	DES
	DES00004
	DES00005
	DES00006
	DES00007
	DES00008
	DES00009
	DES00010
	DES00011
	DES00012
	DES00013
	DES00014
	DES00015
	DES00016
	DES00017
	DES00018
	DES00019
	DES00020
	DES00021
	DES00022
	DES00023
	DES00024
	DES00025
	DES00026
	DES00027
	DES00028
	DES00029
	DES00030
	DES00031
	DES00032
	DES00033
	DES00034
	DES00035
	DES00036
	DES00037
	DES00038
	DES00039
	DES00040
	DES00041
	DES00042
	DES00043
	DES00044
	DES00045
	DES00046
	DES00047
	DES00048
	DES00049
	DES00050
	DES00051
	DES00052
	DES00053
	DES00054
	DES00055
	DES00056
	DES00057
	DES00058
	DES00059
	DES00060
	DES00061
	DES00062
	DES00063
	DES00064
	DES00065
	DES00066
	DES00067
	DES00068
	DES00069
	DES00070
	DES00071
	DES00072
	DES00073
	DES00074
	DES00075
	DES00076
	DES00077
	DES00078
	DES00079
	DES00080
	DES00081
	DES00082
	DES00083
	DES00084
	DES00085
	DES00086
	DES00087
	DES00088
	DES00089
	DES00090
	DES00091
	DES00092
	DES00093
	DES00094
	DES00095
	DES00096
	DES00097
	DES00098
	DES00099
	DES00100
	DES00101
	DES00102
	DES00103
	DES00104
	DES00105
	DES00106
	DES00107
	DES00108
	DES00109
	DES00110
	DES00111
	DES00112
	DES00113
	DES00114
	DES00115
	DES00116
	DES00117
	DES00118
	DES00119
	DES00120
	DES00121
	DES00122
	DES00123
	DES00124
	DES00125
	DES00126
	DES00127
	DES00128
	DES00129
	DES00130
	DES00131
	DES00132
	DES00133
	DES00134
	DES00135
	DES00136
	DES00137
	DES00138
	DES00139
	DES00140
	DES00141
	DES00142
	DES00143
	DES00144
	DES00145
	DES00146
	DES00147
	DES00148
	DES00149
	DES00150
	DES00151
	DES00152
	DES00153
	DES00154
	DES00155
	DES00156
	DES00157
	DES00158
	DES00159
	DES00160
	DES00161
	DES00162
	DES00163
	DES00164
	DES00165
	DES00166
	DES00167
	DES00168
	DES00169
	DES00170
	DES00171
	DES00172
	DES00173
	DES00174
	DES00175
	DES00176
	DES00177
	DES00178
	DES00179
	DES00180
	DES00181
	DES00182
	DES00183
	DES00184
	DES00185
	DES00186
	DES00187
	DES00188

	CLA
	CLA00189
	CLA00190
	CLA00191
	CLA00192
	CLA00193
	CLA00194
	CLA00195
	CLA00196
	CLA00197
	CLA00198
	CLA00199
	CLA00200
	CLA00201
	CLA00202
	CLA00203
	CLA00204
	CLA00205
	CLA00206
	CLA00207
	CLA00208


