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[0294]  5Ujit 5 219, I /T Z 1 - 16 T —T AL el 2527 1 AT i ik Hoh 72 4%
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A

Ao REA, H RS -CH, - OMe kN\l
Fe
[0295] S )5 5620 . S0 )5 561 - 1 3HE— B AL Sl L 20 b liesz it e

(o]
A1, Het 5 ®Y AN
S\
(0] i F

RS

\.. g8

OY\\ Y\\\ OY§ Oﬁ/&
[0296] " \EN " '\[N

[0297]  STJiE 5 221 . S 77 61 - 20 AR — Bk G el L 2027 Bl Ee i dh e &%
K RONALF, CL, sk -CF,.

[0298] ST 5 2622 S0JE /7 61 - 20 AR — Bk G el L 2527 E Rl Ee i dh b fE &%
X REF.

[0299] ST 5 2623 . SJE /7 &1 - 20 AR — Bk G el L 2027 Bl Ee i dh e &%
K, ROMCL,

[0300]  SJiE 5 224 . S0 /T &1 - 23 WA — Bl G el L 2527 E Rl Ee i dh , b fE &%
o, RZAT e - 3N FEPH IR 2L, i iR B P 4% 9 g s 306 P, 1, - O, NH,, J f 47
EEEE, B PR AP a it €, i, C, JAdE ,C, L 3Ek4TTIR (BIAMERIN D) L, FES At i
HURmC, S s HURIIC, ot i At

[0301] Sty 5624 . S )y 561 - 23 T — TR AL Ak HL 252 b il 32 i, bR 2
Rt 1- 3 FE PIEUIOB IR A5 35 (D, i ) | piraR B &% |ty Mo AR, €1, -
OH, -NH, , # PRI IR Bl PR AP0 3L, €, Jidt, C, JidE, C, I 3uk45TIR (B AR
5,0 S, IR IC, BB INC, St

[0302] S 5 2625 S0 /T &1 - 23 WA — B G el L 2527 E Rl B i dh e &%

F E’, F F F
ﬁmx%ﬁaij”[tf (j% [;imm i T
OH NHZ:E HN-N NH,

[0303] i 26 . AL A, FLE B Sy 461 - 25T T Al o262 7]
eI RIZEY b T B

[0304] Sy 527 . FHHATIBHAOKRAS 612054 ER FIRITT I , 207 T R B s
Mo 55275 1 -25H AT BRI A e L 25 |- AT e

[0305] S} 7 %628 . —FIATT SR IORRAEI 7 T , Pk 5 e 0 A SR B
PR M7 261 - 25H T T A ek FL 252 1 AT % Ik , sk 967 26102647
£,

[0306] Sy 5629 . SHETT G287 B, Hrh T b SR LI R s (sl A/

MR

=]

0

0

o
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A e | RS , 5 PN, IR A, AR e, IHE e A0/ sk &5 1 B Ve -

[0307] 576 /5 2€30 . St /5 528k 2911 75 1, Hatk— 2B G s H Dy ANMIT i i09 T ik 52 i
o

[0308] S Jy 5631 . S Ty G301 5 1, Horh ik S AN 7 T 2 AL R T L TR T b
i, U 2%, AT ek R T T

[0309] 577t 5632 . S /7 2628 - 31 FATE—Tf¥) 7y v , Ferp pirik 2102 FLATKRAS  HRAS A1/
BENRASHG12CAT

[0310] &k ik

[0311] BT ARNTE, ARGUSH RN A AR ZH5 BRI G » SERB IS 5334 i
AR

[0312] DL NRIA9G A5 T2 BB ARGTUs H AR 51 A] DA 13 SR AR R A 4 okt
B HA G LA i P A A kS SR TR B HA - X- R b R, 2 DU T LR T2 T T4
G A NI TTE VAT R I S P rT AR ) 25 o A5 — 28 500 5 U, AR TTA TR
G A A E AR, TR AR N A A R T T T s IV 5.

[0313]  nfe W A LT, A — 28500 75 b, SN S v AR RIS - 2 5 24 &S - 1
FEIE Y4 R N g3 8, HerpLg e By 5 R, Bl dni A M sl Rt £k B 25 5L 0, il =
S BERRIR SR (CF,S0,-) sl FHIRHANG #5355 o A8 — 2050 /7 U, S- 155 - 2] LSS, A i
(BN — SN TR BRI Sl A URAI A BRIR LR , A6 i (VAT v SR o £E— 28 5 5 2o, R
SREAAR o BRI, A5 — 25ty 1, RO AT SRR, I H A O 15 7] AR 1 R,
B, A5 —2esi 2o, R AT DU B SRR D 9 dn A ak feki h g 222k A1, 9 HLS - 1A -
210 SR P T LS i — A2 Bk 20445 B 5 1 U (BRI DL S N TR IR R AT o AR 3R
R, 22 RIS, RPBEEPH G 5INPT 0t 46 JBE PR P BB SR SR A5 , B An AR S48 5 B F
P AE B I S N o B A A0 AR B S . B FH P60 4k 790 AR IS 17 5% A A P B ), & L1 4
§02019,/051291,W02018/119183FW02018/217651 . 7E—EE 5 5 2o , 238 (D A ] DA
R R A 28, BIAIR® - B (OH) o £ —28 507 3, R P (L s R AR T R - L
I, Fo AL g™ J B 2o KR A, 9 dn A Wl i & s 2 R DA o LAt 5 355 P B B S, 49114
StillenkNegishiflIk, EAGUH AR, H B TALHRINE, vld A LI G Y
(IR o S REIAZPE IS - LANS - 2000 ST, HEAY N, Lg ' CT o A g T A mT DA A
Hisil 2% o M L AR X G RERE G RP R R RE W He t wn U A A2 AP ASFIA T DR A B B s X
AL .

[0314] )i}ﬁftl
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S-2

4
+RY N /U
f\l\let}a’
RI\\“/Aij/ \'Q:LA.'*.
R8” A “N’j So
R.? 2 R?
il
A% A
x\
R

I

(03161 HOES T | 2R/ UL T DA 36 0 A USEH 25 S A7
R BT 2R S- 3012 FR T 55 -2 T RS- 4. -3 PP 0P S R e e R
SEHE 1 Boc A 4 T BINUMEHE, S-ATT DAZESE 24 0 PE T TBLARAP . 2 IR 25 B
T LN , EL T 57 24 HUSE P 57 DL 15T 2% , U T FL U
0
La®, JrLg OH  CLEFL 3 105 25 A MU OUIE IO G T DA R o N, 1) T
RE
O
B s WO IR BT o1 N R FHIRRIRS AT A AT X S5
RS ,
AL R DL SRR SR A 2R R R TR T &8 P T AR R
1 ik ROTI B 2 AL o sl s 2 S 9 LT DA — bk
AN A ELRAS 2B N AROR L £ T, RO (AR AT DL A B \S - 3105
RN/ SR UREA 2 ik > o R A oA 2 P A B R W RERD R RTRY (Het v n UL AT A% A7
AVHIAS AT g 2 D SU PR
(03171 w2

n(R‘t)ﬁ*ﬁ/' Pg1 n{R4) ?/U
{ et/ ( t)
Lg' e \"i
7 7
RT A‘i A3 R ~ A‘L 3 B Y Ai_ =p3
| | R A
n(Rq)\. .-—A/Pgl REA \As’ ‘N 0 REA A3 "N” O RE A5 "NT O
[031 8] m\/ey + R? RZ ———————— @ Ri%\ /R2 R R? s R?
™ = | i I\[‘ —— 7 |
AT AR A A A
s-3 X X X
Nt ‘R R!
s-2 -4 A1

(03191 #F—25jta Jy 3, sUI - X-RUOEF AT AT 2R BRI R B & 0, 75285t
75 S, BRI AR - X- R RT - S0Me , Lk 25k Ayl i A b B MR
TR A& Horh - X-RUEPA A - S-Me o Hop-X-RUEL A - SO Me O R IAE A H th T 1
Iy E R BTSRRI IR A AUS BN ST R 1M 2 WA , Fir i e (e T A Ay
AR AT 325 24 1 P e 930 o T - X- RO e AT ARt AT RE A7 AE L O FLAE B
RS AL &
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[0320]  FRIRIE S4S - 2RI ARL ) 26 1 AR T A6 , 6 - BOBR o 90, s R 345 H A b 15
S - 2FpATRIA NS (R UL T 250 TR, A0 S -5 AT i SR ik (I i ) Sk s
WS- 6 BIXLATE B Hh RIS - 7, HorLg 2 B 2B 01, (U Am s 4k 4 (B 4nCl) sk b s 25 3
SR E S - ] LA RS MU SR T A 5408 - 8. 4R (L 5408 - 8 1]
i HPOCT Bl HA 5 R 1 SN A A 9 5 S - 9 SIS o 45 HY 1 2 AL
S-BIZRBINE A BT 125 o PIARA AR B R 5 il e S - 5 W AL 5 WS - 6 B I AT ENE.
T ARAR AR AN FOR T At 7y 2l 2« SR A3 AR BEXGRY G RERYRTLRM AT A2
FIATAT DL A SR A B

1——-—x 2
NH, fo) R ’AI R30 o
R3 R2 4 7 Al
N Al HN" AR ﬁ/\( A A At R
AZ Al | - 2 N N e
. - R H H |
\r Lg? NZ “R8A N LBA
Kot g™ N R
L S-7
S-5 S-6 i
[0321] : 0
7 e RL_A¢
R a4 " NH
NN |
| PPN
REA NN Yo RSN CCNT0
- 3 2
R3 ~ R2 R\]fl\I(R
l AL AT
2 1
" M
X Yot
S-9 R!
- S-8

R 3
[0322] GRS AR G 1 5 WK, FEt0 B BelAT A] B 55 225 A PR AP P DAk e 4=
AR o T2 e B AT 3 2 A PR3P T DA R T TR B BR P OR P AN AR P
25 A A& AR A N BN, 1V 2 PR 37 3L AE “Protective Groups in Organic
Synthesis” (584fii,P.G.M.Wuts,T.W.Greene, John Wiley,2007) DA ELr 5| R 22 SCiik
HREE A o A B T T SR R o 0 RV 9, sl AT DA ) 2 ARy sl =
W A s Sk i 28 o B an , VF 2350 AT AR A Y 7 AL 3R 7S, @A Tdrich Chemical Co.
(Milwaukee,Wisconsin,USA) .Sigma (St.Louis,Missouri,USA) . HAWMI Pl ARESE
KRR R ek ELBH BB Pk 455, W€Fieser and Fieser’s Reagents for Organic
Synthesis), 28 1-154% (John Wiley#f1Sons,1991) ,{Rodd’s Chemistry of Carbon
Compounds), 2B 1-54M*h%c (Elsevier Science Publishers,1989),{0Organic
Reactions), 28 1-405 (John Wiley and Sons,1991) ,{March’s Advanced Organic
Chemistry) (Wiley, Z87h%) #l{Larock’s Comprehensive Organic Transformations)
(Wiley VCH,1999) DA KX EESCAR AR A] FHEDHAR A .
[0323]  ZG¥WdH &)
[0324]  HLEESTEHINE M B S AR AT — ek 2 FE S 29 590 o
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[0325]  Z 2520 S W AT e b B0 2 B 245 b nT e IR o AF — 28 S (9, 2592 &
WIE SR AT & B, KT &9 (a0, sX1-1.1-2.1-3A.1-3A-1,1-3A-C.I-3A-N,
1-3B.1-3C.1-4A.1-4B.1-4C.1-3B-1.1-3C-1.1-4A-1.1-4B-1.1-4C-1.1-4C-1.1-5.1-6.1-
TkI-8) ATT AT IV AE—1-186 S S Wpal L = 25 1 A2 Eh) M= 25 T hesz
PRI T o B= 27 AT RS2 [RTRTE ) R A STUIE 28 R o 18 >4 I ) 16 ELANBRT, Bl , &
o e e ) I L iR A= R i I e 1 e 3 = NS 1 I = 2
TN R LA T B ) EE 5 700 ARIIA ) PR ) TR 7] 2 WA ) B 70 4 7] ORI
T 235 TR VAT S B 70 el 751 M LT o O D e W) € 2 2 0 Rl B S B ), 221
& ,A.R.Gennaro (Lippincott,Williams&Wilkins,Baltimore,Md.,2005;1@ 5] I AR
30, HATE T TR 5% 20 S i & BT 7 M L& 1 2 AR .
[0326] 24 51 AT A0 S A A W UEAT — Ml 2 b S0 45140, £ — 28 506 5 X, 259
HEMBTT ARoN RN & N, :X1-1.1-2.1-3A.1-3A-1.1-3A-C.I-3A-N.I-
3B.1-3C.1-4A.1-4B.1-4C.I1-3B-1.1-3C-1.1-4A-1.1-4B-1.1-4C-1.1-5.1-6.1-78k1-8) .
ATTATTT IV AE—1-186 S b &4, 525 B TR (ER) o AEA R I P A — 5K
i)y A, oA ST B BRIk - 186 S S S sk Ho = 25 b nT 4%
SIER o
[0327]  Jrk 25940 it AT LA 85 s A AT E RN 26 25110 25 25, FIniR 45 251512 B
TEAR T FUIRES 25 ARIE 45 25 RN GG 24575 .
[0328]  fF—2L507 S, 292 S T LA 28 s T T IR ER 25 IRl AT LA DA Bk
BT, B AR AL A7 B el 5, AN ER e B S A TUE s e 515 2
F3 AR SRR 5 57K sk 7RI FR BT TR B T 5 Bk S 7K G ph sl gph G 7KL o FH T80 28 1 il
25 25 SRR 1 A AT I o 3 4 AT B 4% HANBRT, 49040, 35015 TR &
SR R HRZ R FHERACEE 1, 3 T R R BRI T A R BRI AR T T IR R
KTERS AT AT ST R AR HIh S CBE L3443 L HRERR R TR LR
RITEREE BB R 2F I A Ak Hh FE 4R (groundnut oil) ENIEHEAAEZR A
B A= 3R I UM SR BE R TR EE L 32 2  H BRI R H YR A I AE A= 9 (peanut
0il) BEFREREL \ EH R TRy IR AR PN 5 RS B IR 2048 TH 2 JRRTH PR FHEL AR 4 K
RN HAEFR B EN L1 BR8N A S R IE R A R e SRR ER oM RIS e ) I A
¥y IR (tragacanth) PSR  HI =R K LIRS
[0329]  fF—2E5075 )5 S0, K 25 2H S Wil o5 i T ohas 2517501 280 (B G ok i G
S B2 NS E LA NS o 8 MRIFT AT DL Bk I 7 TR ek FLIR - AN &0 2 AT
TR AN IR o 1 B A R E AN T a0, 3- T R S BRRI S oK
FEFEIh AR 20 W 2 A8 AR (groundnut oil) WJISBUHR S IHER O 6 429t (peanut
0il) HHMGIATR IAE I Z ki R S UL S . P sl S S AIATR K R R & W0«
[0330]  fF 2B fil v, K5 25 A S e i) SN TR o Pl TR N A0 550 AT ) , 481
a0, ATl T B SR ESEE 25 5t 2 751 Ry e S5 41 o F il S RN PR 741
A& o 188 2 PN E R AE AR T BN i A0k R S e U R 5 AR
Gy AR VA M By [ iR 510 o 5 53 AT DA A0, B HEE 7], an SRR AIAC U 4% & M
E, T BN b
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[0331] 254l S5 Al 48 S AR AR A TF RIS 1, XHR T2 R 2, Bt 59
(T TR B A B o A — 28 5005 5 2Urh , 2504 S B iR 7 A SR AR A TT I
W i, X an, X 1-1.1-2.1-3A.1-3A-1.1-3A-C.1-3A-N.I-3B.I1-3C. T-4A,
T1-4B.1-4C.1-3B-1.1-3C-1.1-4A-1.1-4B-1.1-4C-1.1-5.1-6.1-78k1-8) I NIT .= IT1T. %
ITTIVAE—1-186 5L Ak I 2555 B sz (uih) o Ar—2esjia i, s A e &in
T A BGR I A N T S RN 2527 1 AT B sz (I A anASC AT RIS, AR AT &9
IR TT A 3R IR T WA ST IR R B AiE A8 80, Fo T B TR 7 52 35 s
Y HOBIR SO M ™ AR S A 2 S AL G, 4 oM TR] 4 291818 IRT T RS
[ S PR] (Fan, AHIKRAS 6120) JHOEBRRDL M S S HAD 25 A 25

[0332]  Sof s o , AN TT AR S 1 mT AR i 1 i 22 s S e o 28 Aol ‘B 1 7] 432 52 114 7
M AP AT LU Gy O RE oot & R E s 4R 2577 ZE 25 25145

[0333]  fE—ues gy 2k, B Bl AR A Ot 59 B 518 40 BT I 20
(K 57— 230 ek TP 705 A4 FH LIS T T KRASHH SR IR T A AL T 48 49 AT A0 2 31—/t
FlgH AR UL, 7 — 23005 U, AR ISR T — TR T e T T ro &
HAS BN —A 250 2 5 AL IHRT A TR S DA K T4 i 25l £ ml
i FIE SR A b 4 53, AN/ sl T-b 6 b 2 25 i e v, A/ s T S AR A R e
GBS TRTT AT 25550, M1/ Bk 250 B B Fh s 1 7 1 BH o X B35 BH AT [ 8 T T2
PEAR BIANED AR , 55 TS AT REME SO A I, k5 5 | e A oL R (191
QAT 22 R ERIARE DRl D15 TR 44E P BT D R4 -

[0334] JBIT 1L

[0335] RN HHE SR FITEIRT P ISR, 16T 7RI/ sk 7RG S RASHEDC BN 2k 25
EL, BIUIKRAS G12C.

[0336]  fE—LLsitE 7y 2, AN R R HIRAS A/ SO AN S =% Sy 7, s
B R — ek Z MR AT &9 (lan, s01-1.1-2.1-3A.1-3A-1.1-3A-C I-3A-N,
1-3B.I1-3C.1-4A.1-4B.1-4C.1-3B-1.1-3C-1.1-4A-1.1-4B-1.1-4C-1.1-5.1-6.1-78k1I-
8) vAIT IITT IV AFE—1- 1865k sk Ho R 2 | Al 28D (RASH SRS #E S
0 00 4610 T DA 28 1 A A ) R0 2 Rh 7 3 R AR B o 4911 f 4% ELASBR T2 (a) RASIH
GTPasefHVEMAL; (b) GTPLE A3 Al I ARk GDPAS &35 MM THis 5 () GTPAYK . THEn B GDPIY
K, A (d) RASIETRIY NS S48 207 7K A, 9 20 pMEK . pERK 2k pAK T /KA PR FEAE 5
F1/8k (e) RASE 55 FHE 5 0 F (WFR AR TRat) 255 AP A o 18 S AN a1 AT A
ARSI AT T e Bk i —FRhek Z .

[0337]  fE—des i fy s rp , A R B — R 40 FHKRAS JHRASFI1/BNRAS G12CH 5
2T AR R AN S A SR I — ek 2 A A TR S (B an, SIS (il , =X
I-1.1-2.1-3A.1-3A-1.1-3A-C.I1-3A-N.I-3B.1-3C.1-4A.1-4B.1-4C.1-3B-1.1-3C-1.1-
AA-1.1-4B-1.1-4C-1.1-5.1-6.1-75k1-8) A IT . ITT. IV AE—1-186 5L 5 Wk H 24
¢ AT ER) Fifi

[0338]  7p—ubsijits 5 X AL AR T — Pt i 35 B 32 E IR 7 B e 1 5
72, B, SSKRAS JHRAS I/ BENRASTHIG 1 2CHAAHIC AT , 191 41 SSKRAS  G12CHHICI e « £
— BBy A 2T TR A SR 4 25T A R AR AT e & (i, NI e &
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Yy, 1-1.1-2.1-3A.1-3A-1.1-3A-C.I-3A-N.I-3B.1-3C.1-4A.1-4B.1-4C.1-3B-1,
1-3C-1.1-4A-1.1-4B-1.1-4C-1.1-5.1-6.1-78k1-8) . IT, X IT1T. IV AE—1-18651L 5
WIsl 2 T2 () Eh) 5B T AR AR 25 &1 o

[0339]  fF 28500 )y S $2 0 T —Fa e hE 0 0 7 2T R R A W sl
i AT SR AR AT & (B, NI e &9 (Flan, sXT-1.1-2.1-3A.1-3A-1.1-3A-C,
I-3A-N.I-3B.I1-3C.1-4A.1-4B.1-4C.1-3B-1.1-3C-1.1-4A-1.1-4B-1.1-4C-1.1-5.1-6.1-
TokI-8) ATTAITT IV AE—1-186 S S al L 257 1 A2 1 Eh) B S AR A TR
WSV 2 ) A — 2L 500 75 X JiE B 4EKRAS JHRASHI/ BNRASTRIG 1 2C58AE , il
KRASIFIG12284% . 4US2018/0334454 7R T i , fiff i JIRE sl JeidiE S 75 £ -5 KRAS JHRAS I/ B NRAS
(G 1 2CHE A A& AN LRI o 75 2 Pty 2, e vl DA TN - S B S5 B
ek iEs (BN, AE/Ngufu i) o 200 b S IR RE (910, AP d) .
1E 28570 )5 TCH, PIT e e MYHAR B P o 72— L8 50 7y 2Urh , B seadie /2 JIH 4des
PRI B R A R R AR T S R 4 A s « i /D ARSeE L B L BR B T
SR AT IIEEAE. (AR E Jeg A P8 PR LT 1o DRV e« B2 TR Ao eg A E LAY I fi g &
JECARNE R AR B« F s T IR BT  Ioded LR S IR PRk g 26
JeeJeg A MU W ISR S AT TIRR A 4 JIRg D & PR RS o s LI IE ~ 15 2R
SO IFIRR M2 IR ES 4 1 95 (CLL) P2 EiE An i ik s (CML) i $EEG A=V 5519
St 25 ELdes U A R B2 IR T 4R E R S TN I i (DCTS) B IRE Al 42 2
e IIEE B N R = 5 TRRE B e R P £ R IR I IR PRRE < YN B A RE R
SNESH AN RS B 2R 2 AN IR e | B s B a2 B il TRl BUR (GIST) |
AT AN MR Wiz 7= A IR~ B AN 1 IS ~ K 800 OV T es < B A R . NI
Tt IR PN SR8 20 TR D AN R S JERAR AP 2 PN 2o 0 JHVIRE B s M R A s T /N
Az (LCTS) s IR R e R S eges B B I Ak 2R s L T iasies 2 R N
MR LA EAE 2 R M B / R AN IR B P 2R B A B AR 55 E v BE AE
/T BRI AR R IR 2 AT R AR v SR A  NA T [R) B2 ATNRE i MR A AR 2 4T i
TEAMVEY PRJRE B J R ) G 5 08 S R 8 S e 2 A I g I A R 9 < A/ 4 it i e
(NSCLC) Il (oral cancer) JEJEM S (oral cavity cancer) « ITHRSES L B Sdde | Jl
JURgEE  FLSKIRE BRI B SR S Jla s  FEODR 55 iR B 20 S MR I il B 4 e
JiRUR MR FRRX A 228 28 ek E 98T B A1 e« BP0 < R A T Am e 100 Do JE B 4 it g W ARSI
TR TR R B I B R /N /N des R 2 RE TR EE R S U3 e
Jo SRS AT R S  FEUIR B e B i A PR A R A T 4 s i IR R ) L 2 D, PRl
St PR B s S AN Bl 2 5 [ RS

[0340]  F—2E5005 S AR TR 17— FiaT 7 2R 7 1 32 sl B PR sl e ()
WAL TR (R AE) 17 7 , oz s - dE i 321055 2 & H A KRAS JHRAMI/ BNRA T
G12C5AZ , BIANKRAS G12C%4% , DA K R e 52 i 2 FLATKRAS JHRAF/BRNRAS G12C5:4%,
BIAIKRAS G12C5AE , SR I m) &2 il & it TR 7 A SOT = I 2 /D — MR A T e &9 (lan,
A E Blan, s I1-1.1-2.1-3A.1-3A-1.1-3A-C. I-3A-N.I-3B.I-3C.1-4A.1-4B.1-4C,
1-3B-1.1-3C-1.1-4A-1.1-4B-1.1-4C-1.1-5.1-6.1-78k1-8) . II. A III. IV fF—1-
186 5L Wl L 2577 b T2 D) sk B AR AT 2 /D — P S 29 &4
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(03411 FEIf I AR G e IRE (904, 52 I F5 886 AN/ sl bk B2 45 1) Pt & TR T
KRAS \HRASAH/ Sk NRAS[HIG12C54E o PRI , JE2E 5775 7 A2 HH AR 7 A 75 210 32 U 1L
VRO IR 5 1k, 1205 T i A 1A Sz B i A T e & (iln, L 2s¥ 41591
TEF) o IR IR B AR AEANFR T 1 s AR EEIRE , 491 dn S PEPRER 4 1 1 (ALL) < 2
B 2 P05 (AML) AP IR EZ 40 11 1995 (CLL) «/INWRES 4R MOk 2 58 (SLL) I EBaE 4m it 1
I (CML) S VE B AZ AN 1 11995 (AMoL) A1/ sl HAth [ 1195 o 75— 28 565 20, s e i
TR A ] R FEIR R (B a0 A< VPR B el I E i A R LR IR A ek g (il an 2 &k
BRI SN IR) AR R AITRHME B BRI IMLAE -

[0342]  RATFACE Y] IWE R — 7 el ST T o A — 28500t 5 U IS T A B
XS ARE R AR I ED U R AT iy 7 sk e e T IR T o A — 28 30 5 5
W RTINS ik AT SR I 2T A S 7 B T 251 &2 il (B, BAT A SR
WIISKRAS G12Co8 A AHIIIIAER 3210 RIS 25 AME G 73 &5 H 25 o /E— 28
S )7 2 M I ZSWTE VR S T DR 200 T IR T PRV AR S AT R SRy
FIAT LS AT S A A A T o A2 — 28 500 5 X, AR B S ik i) S AR SR
NS SIS I AR & VN @ra: | O NS RN B I AR ST @b SR U R

[0343]  ARATHOMEYIRT 5V 2 B AT AU A R 2107 IG5 T o AE— S 300y
SO, BRI 2 A 22 0 2440005 BE A BT Y R E A 2 AR R - 40
T~ AT R SO0 A0 751 < 0 D S A BEREIER 61 7510 A= S S VA 15 791 IR I A e 4 il 751 R
PR AT AL I 40 o OSSR TR 7 70 A S 5 M AER N, Bl an 4 71 E®
(Gleevee®, H i fig Y 5 % Je ) Il H® (Kyprolis® , IR 2K)  HlIEK ® (
Velcade®, il &4 2K) Casodex (b £ 1K) « Z¥ivb® (Tressa®, F5IF &5 JE) J4ESFL o0
(venetoclax) M 2g 2 M— R AT T 7 AL FI6TT 7RO B0 FE HASBR Tt R4k 5751,
I AEE R RANENBE I e (CYTOXANTM) 5 KSRl , AN s 4 oo PR &7 LAWK IAET ML s /N
e 2, BRI 2 (benzodopa) R IS Z K (meturedopa) FRZE (uredopa) ; £,
Ml 25 (ethylenimines) FIFHIL 2 (methy lamelamines) , ffif /S = O %
Jii2 , =\ CEERRI I = B (triethylenethiophosphaoramide) . =¥ IR =2
S (trimethylolomelamine) ; B v, K T R & I+« 25 A0 % S W I %
(cholophosphamide) \HESEE]TT  IAMERLIL R O R A d e sh
FRER RIEC VT BLE S JH RN R R E T (phenesterine) JJRJES AT  HITEBERZ IR
WEE 5 WAHFENR2S (nitrosureas) , R EEHTT  RUIRE R vl T ISRl T Ve =i
AT i &=, b ehi A &35 (aclacinomysins) RN R = LS &
(authramycin) « BEER(22 54008 « H K2 25 VIR IR 22 C ) AR5 2% (calicheamicin) v Rkl
5 (carabicin) 15 2 s 2 (carzinophilin) <CasodexTM. f4%5 2 (chromomycins) .
TR R D A A = HUFEEL B L6 - TER0-5- 5 - L- IE &R P 5 & R B A P
Z AHAEZIER MAPEZR LU EE . SR EME R N ER
(olivomycins) F5i545 2 IHES R (potfiromycin) RS\ =k E R P L0 (B
TR VHHA R ORI R DORIER] G aIh T SRR AL B T, W RS A5 -
FRIRMENE (5-FU) s R AAUS) , i — FHHHIR  FH G e B8 L — FRh b s I 20 , gt
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AP 6 - SRALERS B DKIGES i S IWERS ;e (DA, A0 Py thise R I - 6 - BUUIR
AR BT PO I AUBE SRR UK R e  SeUR T s HERES , R 52 N
PR FHAERCIR AT AERT IS HEGT  SENER ; DU PR 2Y , a8 KR ORAEIE il w3 s R
#hFEF, AEER (frolinic acid) ; CRERIIERR s REMEIEINEH ; 2 3L C AR ; 22 IE £
A PH (bestrabucil) s EbA 7 (bisantrene) ; #Kik 7 (edatraxate) ; Ho s ;%
(defofamine) ; Hi5E R ¢ s HUNY i s (FHIBKHT (elfomithine) s 4 FITE £ s PR 1A 25 MR ER 5
FERR s T i 20 5 SUCR I s RFEIUE s KAE R 5 SRR AR 15 ey g s it |5 2%
K FHF (phenamet) 3 MEZELE A 5 SRR (podophyllinic acid) ;2- SEEMEME; AL T,
PSKZ WG 5 s Ta e s PE R AR 5 BB MG s AN A BEFR PR IR ; — UMl ;2,2 ,27 - =5 =
N R KA s iE R EE s H R 500 ; I H s iR T s I A& 5 Inpe+e
H1 (gacytosine) ; FPHEIH (“Ara-C”) s BRBEMENG s MEEIR s SRAZHUR , I AN EAZIE N 2 1
TR AR s BRI 25 25 5 R s DA R 25 b T ez ) b A —Fhdh Rk AT AW o
[0344] IS EUAEHAED i AT IR AR 15 7 B beisi 30, FCAE A A1 sl eioa g i
BEEAE, Bl andosEss a: , S4B — 2R %A (NolvadexTM) TR &5 5 A b B4 (5) -
IRk |4 - F2 B = RS TR E Y (trioxifene) 7o PE 2% (keoxifene) JLY 117018 BEAL N
SRS GEER D s FIHTAER S 25W, At % JEEKARR LE R e SR
AR R T PREUT 5 v VUt ; 6- ARt AR SIS ; SRR FH SRS s B2, @bier iR
B KA B 2 G (VP-16) 5 SRIRRERIL 5 22 3855 2.C s KT IR s KAWL ; KA
I 5 KA (navelbine) s KA (novantrone) s BB s I IA R & USRS s 75 2
8 PP EIRRR AN ; = - 11 (CPT-11) 5 #+h AL R FIRFS 2000 ; 35 HH 3L B 5% (DMFO)
[0345] 4N T, AN THL G ek 29L& vl S5 e 25 al &0 1, il an
TR, PR T®, XHZe, FZERne. EEHe. HTHe. RRT.
ABVDEFERRAVICINE | (2 e FR ERLgT Y 0 FR BRI B At B 71 (Adecatumumab) <17 -N-J
NG L - 17- L B A R IR 25 (17-N-Allylamino-17-demethoxygeldanamycin) Jrf ik
T (Alpharadin) X470 (Alvocidib) «3- S FEIkE - 2 - FRBE 4 5 K (3 -
Aminopyridine-2-carbox-aldehyde thiosemicarbazone) %A Z5dEE: iR HICD22P 15
DU 2 ORGP SE N (Apaziquone) P B fa DRI AR IEERg: | DL AR R R
REETT BT e 2992 (BIBW 2992) (L HURRK (Biricoda) A fifk (Brostallicin) «&5
SEAPER T B SR , CBY (fh) A= 2idsiis 25 - 4 DU R S - Bo e 25 —
HOTE R L IFERNEE D B B RTE b RIS R S H AR IR A R =R R K
EETAR R DA IR IS RER L TCEML Y 7R AR IT- 101 SE 5o RESUR: R UETHF A
25 SIS A SR Laniquidar hii&th 3% (Larotaxel) RAPE I (Lenalidomide)  FA RU )
FE R MM K FEME i 2558 AR B BLRIA A L BRA 2% \PAC- 1 ORI DEAZ B B
Pl AT ) 7] F5 )R 45 3 (Rebeccamycin) FiWE 58 €L B4 L SN-38 . 70 T XA
(Salinosporamide A) FrlPEftbiE (Sapacitabine) JHIHARV (Stanford V) .S o 2
FIIAZFTariquidar R FSE - IRMENE 25 50 i 35 FIfth 3% (Tesetaxel) PUAHFR =51, = (2-
ALY Jie b s (Troxacitabine) RS R]TT  BLlAEEE (Vadimezan) K AT -
7D61265kZosuquidar.

[0346]  ARATHE Gt il 5T R sk A HIRAS - RAF - ERK 5k PT3K - AKT - TOR{ 5 1 # (1 BT o1
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B 290 A SIS T o A B e 2 5 B N 2575 A S92 PD - LAIPD - L1453t
H AT AP 25 A St v S — ek 22— e B I e &6, Pird W o ds
F EGFRATP 771 \MEK Rl 771  PT3KA i) 551  AK T 1) 771 - TORFTR A1) 1)  Mc 1 - L3l 771  BCL - 2413 ]
7« SHP 2 41 i) 771 « 25 12 T A 40 a1 7510 RN 8 7 TR V), B4 5 pe B oAk « T 95 A 7 I D %
(IMiDs) <#iPD-1.3/iPDL-1.$iCTLA4 \F7ILAG LFTH10X4071 . GI TRIE 5h 7] . CAR- T4HfFBi TEs o
[0347]  YEGoldberg®: A ,Blood 110 (1) :186-192(2007) , ThompsonZE A ,Clin.Cancer
Res.13(6) :1757-1761 (2007) , FlKorman® A, [Els F 15 PCT/ JP2006/309606 (/215 W0
2006/121168 A1) iR 1 79I 4iPD - 1k HiPDL - LhuiA R HAd 15 i, Forp g — i ik
SIHB#aIFENASCH, S  IRE P (pembrolizumab, Keytruda®) | 45 F) g Bt
(nivolumab, Opdivo®) FPL ™ (Yervoy™, pilimumab) 5§ Tremelimumab (JiCTLA-4) .
galiximab CHIFEF BT, HBT . 1) M7824 (— P IhEEHTPD-L1/TGF-BTrapih &2 (1)
AMP224 ($7{B7DC) BMS-936559 ($/iB7-H1) \MPDL3280A ($7iB7-H1) \MEDI-570 ($7;ICOS) . AMG
404, AMG557 ($/{BTH2) JMGA271 (TBTH3) - IMP321 ($7{LAG-3) -BMS-663513 (};CD137) PF-
05082566 (FH1CD137) .CDX-1127 (31CD27) H10X40 (Providence Health Services) .
huMAbOX40L (370X40L) \Ataccept (FLTACI) .CP-870893 (3/1CD40) Lucatumumab (3/CD40)
Dacetuzumab (7CD40) Muromonab-CD3 ($/(CD3) « Ipilumumab (J{CTLA-4) o TofES7 I 0%
SEDR TR TN (AICAR-TAN) MBS PEDuAR (IBITEs) o A7 B DA (4 HAFR
T-HUEGFRETIAAN/INGT ~F-EGFRINH I, B ANPE 215 F g (Erbitux) JWAJEZ T (Vectibix) -
LRy e bt B2 B IR e JBIERE (Tarceva) VKT E (TykerB) &5 H]
(IR Rt )3 Fu 4% HLASBR T CDKAP 751, 451 4nCDK4 /6 IRl 771, anZE R P A1 (seliciclib) .
UCN-01.P1446A-05.palbociclib (PD-0332991) .BYFLPGHK (abemaciclib) AP PY F
(dinaciclib) \P27-00.AT-7519.RGB286638F1SCH727965%% . 47 FH I M4 LG A PR
TMEKIPEIF, Qi 222 (E 4 R 45®). C1-1040.AZD6244 . PD318088. PDI8059 . PD334581 .
RDEA119.ARRY-142886ARRY-438162F1PD-325901.W0 2019/21351645H T H] 55KRAS G12C
IR ZE A5 PR I A A1 36 o X BB R DAt ] S AR A T G a S 1

[0348] 4N HEHIIES /> P s, AL G044 126 F1145 5 & APl 41L&, S E L 259 (iEh
a5 SHP23MIF (RMC-45501 (3- ((3S,4S) -4- 5 3% -3- - 2- 54X - 8- RZUIBER [4. 5]
%%-8-45) -6- (2,3- ZURED) -5- AR - 2- 1) FHEE) MEKAHI 7 (Hh S5 e) 48 ) LFhah
B b A IR D IR R R T o HE P R 8N o BRI, A — 28 506 5 =i, AR AT &
(Bl & r44 1265 145) W] 5 5a2E 250 (B AR SR  SHP240 i 71 (I 4RMC - 4550
RMC-4630.TNO155) 1/ sk MEKR{ 71 (51 anith 5S4 Je) 48 ]

[0349] A A28 25 AR TATAT 45 18 P45 253842 o AN, AF— S8 5t 7 orp, 45 25 5 X
AN T8 2 R B 2 R T 45 2 TR 25 NS 24 I 2 T N8 24 IR N 48 24 T
S VUL N B N T A B 2 RN 45 2 RS PN TR S A NS 2 o AE — BB 5T
T 7 A, 45 257 AOD TUIRER 25

[0350] Ui AE N IS 2575 6 AT DAAR (R AR 38, X BNk 19807 e 3 IEAETR T IV
PSR B M R R A L S A G 45 251N TR) V55 2915 15 TR0 T I RF N TR] 8
G, HisERR e & 5 A 255 .

[0351] ENX
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[0352]  RER AT A MO S PR RS M ST

[0353] iAW iR , AN AT AR 43 i B e )5 AT LA S B ARIRIRRIR T 55— HAk
S )7 AAH R B A A o

[0354]  F T ASCAR B (1 G [P Bt sl B P O G B 1 AR R SO DA PASCT
B, AT TG R RE R R RT R (Het «n UA A% AP AFIA R — AN E SR
HX.RYRRY R R RY \Het o UL A'  A® A CAFIA®FR ) LA 1) 2 SO AT — AN B o %40
G FEIHA AR WIIIEE N o

[0355]  NSCEEPFAIHBANA T HFE B BRHI AL AR E I E X AR P70 3 M1 7% (CASHR AR,
AR, S 750, N DO SRFE T ez, T R E B SR A TR 78 X
SN, AR LA B IR T AU — B LR TE T DO AR o3 A1 SO PE < Thomass
Sorrell, AV, k¥Rl H T, ZF-H+E, 19994 (Thomas Sorrell,Organic
Chemistry,University Science Books,Sausalito,1999) ;SmithflIMarch,Marchif =G
WU, 9550k, John Wiley and Sons,ZH#J,20014F (Smith and March,March’ s Advanced
Organic Chemistry,5"™ Edition,John Wiley&Sons,Inc.,New York,2001) ;Larock,%:?r
HHLEEA L ,VCH Publishers4yal, 414),19894F (Larock,Comprehensive Organic
Transformations,VCH Publishers,Inc.,New York,1989) ; VA M Carruthers, N &K
—BEEAR T BB =, SRR A, §IF, 19874F (Carruthers, Some Modern Methods
of Organic Synthesis,Srd Edition,Cambridge University Press,Cambridge,1987) ./
ANTEAVMEAT T3 252 B A SR BRI 7 A A1 LR PR

[0356]  RATTIIE Pl B 5 — A s A R LR/ sl T4, 5 ALt R A DA%
FhFEATEZ (BI040, A AL A/ s AR IR A 44O £74E o A0, APk A S vl DA
BRI S A A TR e A 4 L L S A Al ) LT A AT X, 5o vl D s A A 4
IS MIIER, FEINEIER SIS & — ek 2 For A s A R TR S . AT DA AR
FURBARN G HI T RN RSP rh o5 B8 A ik, X 28 7 1k B0 15 T v 380 0% 7%
(HPLC) LA S TF-VE R IMTE BOM 2 i 5 58 28 1) S A A o] DA sk AR A5 Bl il £ o 2201, 401
an, Jacques®E A, MRS AR, YNETEARFIHR /7% (Wiley Interscience, 212y, 19814F)
(Jacques et al.,Enantiomers,Racemates and Resolutions (Wiley Interscience,New
York,1981)) ;Wilen%: A\, Tetrahedron 33:2725(1977) (Wilen et al.,Tetrahedron 33:
2725 (1977)) s MELiel , L AW T ALY McGraw-Hill,412),19624F) (Eliel,
Stereochemistry of Carbon Compounds (McGraw-Hill,NY,1962)) ;A MNWilen, #5435 FAN
T o WK, 26801 (B.L.Eliellii, B2 BRI A, 197248, B EBEBE) (Wilen,
Tables of Resolving Agents and Optical Resolutions p.268(E.L.Eliel,Ed.,
Univ.of Notre Dame Press,Notre Dame,IN 1972) o A/NH FBANEE LA FASHAD
VAT B S A 4k, DA R RT e, Dy G0 A SN e 5 I &5 M A AR O TR 5 W R A Sy
A S o M BARZ SN AR 220 B BRAR , oz i e PO A Osk il e 0 5, %
&A= EEUA il S S A ATE A A, 91an, oAb s A A R ) i, /N 1-20% L, /)N
T10% ,/NT5% , /N1 % , LEE R TF, AHPLCIET AT, 5l i, sAS rTAS I o 6 T AN T, A
SUSEARN GIRTAARE (dE i FHF-1EHPLC) S7 AR S A AR A AR A/ Bl o

[0357] AT A1 AT LA BT BR AL A AR o A AR AT S5t 77 =rh, 241 TR

61



CN 118359609 A ﬁ'ﬁ HH :I:; 54/135 11

A THIAC A AT DA AEART EE A BE S S A R TR A W T A A o AE— 28 500 75 U, Y
& I, A S a] DL 2R AR RS A A AT, FEAS b ANE (B, & A7/ T120% , /)
T10% ,/NT5% ,/INF 1%, DL 1F, DAHPLCII AR U, s, sl & A nl kel ) HAhBH S
AR SRR 3 B T AN T A YR — e o= B ) 2 25 1A FE A S A ko AR Sl
AR GBI, 240 g (9 anibe 5 SE ) Jo Bl e 2 2 PRI, (b 5 m] PAUARH 35 5+
FRITR S WATAE , B B R A O A] 20 51

[0358] 451 HHE YR RN, T R 0 i R N I B MBI YB L B, “C L B AR I
C;+CynCynCnConCinCynCy inCinCyonCy ynCy nCy vy nCy gnCy nCy o Cy ;5Cy nCy FIC, o

[0359] 4 AR, RTE AN S W” 5l AR IR S 7 52 $5 40 1 &0 A Hr
WA YET (lan, X T-1.1-2.1-3A.1-3A-1.1-3A-C.1-3A-N.1-3B.1-3C.1-4A.1-4B.1-
A4C.T-3B-1.1-3C-1.1-4A-1.T-4B-1.1-4C-1.1-5.1-6.1-78k1-8) .= IT. . ITT. IV &
PIAE—A~, 1- 186 5L &b AR — A, LR 5 Z bl AL G (B an = — AN 1
B U BRI TR, B RO R S T AR ) AT R AR A (R
BN S A A T S A R R AN BETR S 4) , F U A i, FLRE S A ik, L 5 AR 3
U, HAGG e Aa R, AN/ sk mT 25 12k (B0, B b2k , anHCL £k, sl bt , iNah) o kit
To =B RER], 1- 186 5L S sl At 1 - 18648 A S T bRl W38 81.2.3 -+ , 1861111k
EW, N2 D S - 23R R 8L S AN ZR 1 AT SR 7K A A 5 A Wi A
HRARNTRIA ), b B S99 B 57K S0 46 -

[0360] AN HFRIE S AT PALAIRI Zhmic el s & R RZIE A i B & —
2T F - PR s SR O R AR A i DL IR I 1 5T Bl o v o [T a2 257
DI B VE R 22 sl AR U PE R 22 o 20 Bk S B S B ~ 3R~ SRR S [T - 1 [ v 2 FR(EAS
PR T2HPHL P00 NGB0 PP S PR OO R T o X O A/ sk A At [ 52 221
HAEYHEA L IATEEIN o

[0361] QAR I, 5 EE—— I “45 257 B 257 (e S s e I HA AT 2 3517
T BRI AR ML Sk SRR 25

[0362] QAT ], RGE “Bedl” , AR Ek /e R 55— 3R AT — 5B 5 FHI, S48 BBl S Bk
NEIGEAIANIE o AE— 285005 75 20, 3 il R S 1L = 125 - (BIC, WD) Bl FEE Ak -
AP, C BEEE L) C bt (I Ah) |, Cobe ik (P ksl N AL 55) oA — A3ty 2
B EEC, | AR AE AN SR B SR, | B R AN S A
W BERE  ELAEC, itk o £ Dy — S 7 S B S C, otk o A Dy — I T 50,
e N ELREC, i Alan, AR e, S etk A O VA (ERN R VRN
ST R GETE) T RGBT By TR WP AT EURIC,  SEE FRATE e, ,
Bk, FATR G g AR IR 10— A3 2 e v I BRI o A SR T, R “NI 45
57 B A 58— R — 5o o R SR FEATAE EV B RS A S A, A ERR AR
BN i3 AU 4 - CH, - CH,, - CH,, - CH,, - - CH, - CH,-CH, -+ ~CH,,-CH, - %

[0363] QAT I, ROl “Gebi 2" 7 — ek A 2 -1~ (@osiN) BRI an B e
M EE « Zebi i v] DL I R AN, C, Zebe R FE A 1 - A kI e be it o M ke
R U, 2 e 380 20 i - e It - AT AR se VR U EUR o @A SR T, R A1 2
L B B — SRR BN S 4ETT AR B AR N i .
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[0364]  G/ARSCRT Y, ARIE “Wdl” , Bel A A 5 — S —5B 00 i I, e fe & 1.2
AT - BB 01 e B A — A0ty X M B e, JaddE o AR S — A9
T IR AC, SR AR IME R IR SR O IR I PTG L TR
R NV e YWy

[0365] QAT HI, ARGE “PEE” , BB A E N 75— S P — 3o I 24 S A 12 3
- T = B AN b8 SURJEdE o 7E—A> 920 5 30, I B LA - ik = 8 o 7E— A 900
U BN C, ML AE S — AN S0 S U, O RBP4
CREE IBREE TR 2= TR R B,

[0366]  YpACSCIT ], AGE “Re L, Bhal AR 53— PR 1 — 3R 401 PN , 25 200R™ 1y
PR, AR gk dt.

[0367]  QUASCRT I, AGE “RIARIGEIE” , BREk ARk T — S P i —3 o0 FHI, 2 Fed— A
B2 R TR AN/ R T BRI e 3  AE DR I St 5 20, s AL 1 28k 345
JRF- BRI E L o AE— 300 1 20, ARBESE IR C, | BIRBESE o 7E— A3t 5 20, 4R
BEdEC, ARG A — a7 o, ARG EC, AR

[0368]  “RIAIL” 2k “TRIR” , FRIMER AT N o5 — 3L P B —30 0 FI 2 4B EIE S B IR A S
HEA 3 10N ERER I T (“Cy_ | (JRIRFE”) FNOMN 2= F- O R IR IR BE (O JE AT o BR RS F]
DU IR CHRIMRIAEL) BB S WA s B IR R e, I AnBUA R Ze (CBORRIAEE”) |
I AT LAk T DL AN « “TRIAEL IR REER A G, Hoh o 1 5 XHIBRER
5 AR Ik 205 B G, Hoh R SUREMIR b, H LA XML, gk sk
TR R G R A EBR S (R R B RS R IR 3 IR T B IR EE IR L IR B
B o7 N N Y/ WA eSS [F 8 2 N e i B Nl v

[0369]  FE—25jit /7 2Hh, “TRIAEL” S FLAT 3 L0 IARR I F 1 PR BRI AR AL (“C,_
B AE—2e 5 S B L 3E S NIRRT (“C, FABEIE”) o FE— RS
o, AR A 3 6 BRI - (“C,_ JAKERE) oA 28500y A RGBT 5 2 64
IR - (“Co_ ABERE”) o AE— B850ty 20rp, PR AT 5 2 10/ IR I 1~ (°C,_ | FAKE
).

[0370]  “ZRPRAL” 5l “ZBR” , FRIMERAE N 5 — 3L P A —35 00 FHINE , J& 48 2 A IR 1A
1- A BRZR - GRS 2 oy i 2 S B B AIED) (3 22 10T S IR R AR
FiIIEA] (“3-10JCAAEL) AE AN VPGB N ESH — AR AR I ZIR5E
B ST DR B RUR - o 28 ERSE T DUZ PRI (CPRIAZSIAIE”) sl r i sk MR ER AR
25, BIAIROR ARGy (CPERZIAFE”) I H AT DRI E AT DU S AR « B2 ERBA 2
S E— DN S — DN AN o DR IR ARG P XU 2R
— A MR A, o B S AERREA SR R FIER AR S, sl an R S
BN G AR I e 5 A S 1, Horh i B S A 2R PR A e, HAE X RhE
NI O B4k S 3R AR R G R PR A

[0371]  IREIERI S I 2R3 U A RS AR T, RUAE I A O e i B 2
R BESE R B & IR 14 e AL AR IR BR T, RURER T ek A4 3R | b
SERRALIR T Bk o R BIME R & I F- 15 A A A RN IR T, DU 3 . — 4
WL | DU ZUBEmY L | — ZUBEmy JE B B L — SUE S SEARTIME S SE - 2, 5- o B 25
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A2 I TCR AR AR E AR T, A B AU A B A SR
WP A5 - 2 - [ o 7R IV AR 24 3 2R I T IS TC A BARE A R HANPR T, — e MG I I g L
FHGE MR  oR VR A T 2RI T AU 6 T2 A O RRAEANER T, WIRIE 5t DU S I i
T A FERNPY SPEN L (thianyl) o /RBIPERD & 2/ 26 B F- 16 T2 PR RN T,
DR L IIL 1, 4- T FRASEACUE (dithianyl) R MEGEEE R BIME S G 2N 2R 116
TOAEE IR HANIR T =R R BIE RS A T2 I T e AR A IR (AR T, %R
PRSI Bl EE IR 2R TR Bt 5k B PE ) 5 LA R I T8I T Ik (Ui (LA
PR, RERIA L I B EE AR 2 PR S e 5 o oIV 5 C 5 FEEA B R 5T BA
He (FEACSOT RIS, 6- BEAZRER) AUFEEAFR T, W5 EE S5 et . — R FFIRIR AL —
AIRFHGENS L IR IR EE 25 o BIPE R 505 B S 6 TT 2R TASE (EACSO AR,
6,6 - BEAZRER) A FE{H AR T DU bR | DU 2 L S

[0372] G5 HE” , FAMEAE Y Iy —FE R — s I 2 SR A A5 B AR S (Cg 07
FE7) B H6 - LA BRI 1 A0/ N2 1 FERE Z 20 (B0, BOAE =31) 4n+205 A A
gr (Bin, ARSI A6 . 108k 14 L ) OS] FE— 285y X, D5 5L 3456
IR - (CI7 R s 0, R FD) o AE— 2890y U, 05 B LA O BRI - (°C 07
L7, R AN -ZREERN2 - 2500 A28 U, O B A A IR 1 (°C, 0
E7 000, D) o Iy R I AR H i B E SO0 EEIA S — AN B A BRI R R PR A
&, Ho B RSO ST R FINIR ARG, I HAEX MG O N, frl5 - Bk SR Iy IR
ARG IR 4L

[0373]  “FykedE” , Fppbl P10 3 — RPN — o (I, S 48— Dl 2 NIy B U,
Ve — 5 FEIUR e 5L o 5 Fe LI S R IR GRS o 05 e B MR o AT AU
I, I e R e B Bl 3 B 5 A 00 P AT AR

[0374]  “TROy L™, Bphul A1 0N S —FE AR — BB A FHI SR 5 A D5 IR R g e fit
PR IE5A - AP 5 G A 2 I e 1 50 SR 195 - LOTTERIAEON
Phan+275 8 240 (BN, HAAERE S i R6E 10 ) IR (%5- 107028057 3E7)
FEALEW SRVFIITE L N A S — DB N RUR T HOZR 05 B D, 2 T DU R E RS T
PRITHOBIA A G AL — DB DA 8 — P E AR5 GOy 37 A Erhln e X
207 B S — A B A BRIASE B PRSI &, e 12 S A2 05 3838 FIIER AR G, JF HL
FEXAME DL N, IR S GRS R 85 R R G P BRI DA B H o " 07 5 I oA
MR b5 SRR 07 BE 5 — DB A D7 B &, H P e i A 07 SRR R 0T SRR R IEA A
2%, BAEX MG O 1, I8 G H R om il & OF 55/ 205 50 RAR G EAR DA A H o
H— NI G 28 IR 5 JE (9, M DR RS PR IR L S58) W 2 T DUAEAT:
— IR b, Bl A 2T IORE (An2- 51 E) BN 2 28 i1 HOBR (05 - 51D .

[0375]  RGIVERE A I AT 5 TC 0y REAUFR{H AR T, S L SR BLRINEY 5L o 7
BIPER A 2D A T 57T 7 B AU ARNPR T, R IR L npb i I L | S R e
FORRIEE L R IR S A 32 T 5 TE ARy SR AR AR, =Mt I R LA
TR RIS A 4 2T RS TT A B AR E AR T UM L RIS A T 2R
TIN6TTZE Ty O E AR e £ R BIVE R & A 2 2RI 6 T2 Dy B A H AR T,
AR | IEE BRI L o IR 25 A 3 B A 28 I T 1672 D5 3 20 ) A (HANBR T =
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MR SLANPIRIL R BN & LSRR 7oy B AR T, &Rk (azepiny) §
AL E L (oxepinyl) Az s 2L (thiepinyl) o RINEINS, 6- BRI HESE D (R (H AR
T, 5 S| ek g Bk R = i BE IR FIEY BE R TR BE R PR AL ST
S B IR IK BE R R BE R R B IR IRE T BE R P SE R e
WL IR L IS DRI LRI 3L R IVEIN 6 , 6 - BOEAZR Iy SERE U G AR (H AR T, 25
I e L HRIGE R RIS | SR | A | b IR SE R e

[0376]  “TI5 KAk, FphEl AT S —FEPTI — S50 G I, 48R — N 2 AN 2R 05 R
A PR 25 B A BE3E o M5 KE R O A TR BRI, 207 BE LA e R Aoy
a2y L AT AR R AR

[0377]  QUUARABUISAR AR SO T BRI , e AR LRI N AREAE 2RI
75 FERNZRAT 5535 BB bE L 3L Pk BREAJE M BRIE 5 SERIZ 75 BE M R 3
'

[0378] AL A IK” FEMAT, BIAME SR U3 AT BRI 5 AT R B AT
VS A BRIASE AT e 2R AT U7 SERU T 2805 5 2 H5 % H R
PRI R o 3 8, AR BRI, Jeie ot A piARTR “Egi” 5145, S F8 5601 (AN
s R ) EAAEI D — AR SRR I, Bildn, e EI ARG E i 5 i)
HUPREE, B, e B R AR AR (B S AL BRI SR 1 &9 BRAE D)
A BT, 75 ) PR ” R IZEE ) — Al 2 A TR 2 2R A U, 5 H AT
(CESy Tl e VDI VAL £ E Cavin P I per S N VAT S RVX £ ) S B
BRI AT AL AR T AT AL - 5B Ap 2R Y, UREE T DL
PRI U U1 U S - IR sl o - AR

(03791 ERARAAHS TR, ¢ WU SRR/ s A8 S W A A A2 e L fevr
TP AR EAL S RITE L R A2 SevFi« R i s i mT DA 889y 0 HL L &5
FIVE B S ARE 2 A A T T ARk T (814, 18] 3l T 7 PR ) (I TIPS AS
LA DASEAR G A LRI

[0380] 2855t Jy A, ARSI AR U7 A7 REE A T DU AR BRI i1, 283
AN HEZE FFLCL -OH S A (s D) <€ KedkC, itk O, BhEE C e B Cy FRbT
BE.Cy FALT AL R SO 12N A Oy M6 190 SHIN) 15k e 05 B W &
sl 2ANFRZRIG - Oy g 1.0 SFIN) 1194 - T BREE IR AT R, e b s e B I i
PEE BT SRAE AL B PG AL O SRR RS TR I e — M 1, 283 gk
W FIF - OH AR (i D) <€, ek s SR INIC, Bedik (BIANCE,) (B i AN
C, SERIEMIAIL AT U o AE— 2850 5 U, RSO i) s U™ I BRRE AT (05
SR 5D WU AR ER 1, 283/ My % HFLC1.-OH. -CN.C| ke 5E.C, JAdk.
C, JIEC) JefaZE Cy FIFEEECy PR SASE IRIE A Tl 2N RGOy i 90,8
FIN) [R5 6 TG 75 5 AT Lk 2 BRI - Gl e 5 O SHIN) [ 4- T H AR I B
FITHUR, FErR IR BT 6 A BE VPR EE B SR IR BRSO BRI AR Y
BTG, 283 e [ F - OH SR (AR ) <C e dik Sl e, e dik
C, FEFEANHUBRIIC, St r IR IR

(03811 B o d St 1 IR O {H AR T 31+ - CN -NO,,  -N, - S0, -S0,H . -OH, -
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OR*™.-ON (R™) ,+ N R™) ,+-NR"") ;X" -N (OR*) R”\ ~SH, ~SR™, ~SSR** . ~C (=0) R** ~CO,H -
CHO~-C (OR™) ,~~CO,R™ -0C (=0) R*,-0CO,R™-C (=0)N (R") ,»-0C (=0)N (R™) ,-NR"°C (=
0) R™.-NR"CO,R™ . -NR"C (=0) N (R") ,~-C (=NR") R**, -C (=NR"") OR™ -0C (=NR"") R**, -0C
(=NR"”) OR™.-C (=NR") N (R™) ,»-0C (=NR") N (R"") ,~ -NR"°C (=NR"") N R"") ,»-C (=0)
NR™S0,R™ . -NR""SO,R™. -SO,N (R™) ,~-SO,R**, ~S0,0R™*. -0SO,R™, -S (=0) R**, -0S (=0) R™*. -
Si (R™) ,+-0Si R™) ,-C(=S)NR™) ,+~C(=0) SR*™,~C (=$) SR*™,-SC (=$) SR**.-SC (=0)
SR*.-0C (=0) SR™.-SC (=0) OR™,-SC (=0)R™,-P (=0) R*™),~-P (=0) (OR*) ,+-OP (=0)
(R*™) ,+-0P (=0) (0R*) ,»-P(=0) (N(R™) ) ,~-OP (=0) (N(R™),) ,~-NR"P (=0) (R™) ,.-NR"’P
(=0) (0R®) ,~-NR"P (=0) (NR™),) ,+-P (R) ,+-P (OR*) ,»-P (R**) ,"X P (OR*") ,'X ,-P
(R°) ,~-P (OR*) ,~-OP (R°%) ,~-OP (R°") ;"X " -OP (OR*") ,~-OP (OR**) ;"X -OP (R*") ,+-OP
(OR®) ;~-B(R™) ,+-B(OR*) ,~-BR™ (OR*) \C,_, K2k C, | HALEIEC,  Ji 2 C,  HEELC,
FRIAEE 3~ TATCAEAIE (Cy | J7RENI5 - 1ATe A5 3k Hh R M GE e AR UL JBRIASE 2R B0
B RIREE 5 BRI HopaT 0,1, 2, 3, 45 AR CEEFTR  H X SRl ES 1 s Bk
JF T E IR AL A =0, =S =NN R") ,- =NNR"°C (=0) R**, =NNR"°C (=0) OR™, =
NNR™S (=0) ,R* =NR"" 5 =NOR“HA{;

[0382]  R™PIEEFAD TP I FIC, | (BidE Cp | IAEEEEC, | MFEC,  JPIE Cy | FRER
FE.3-14TUA IR Cg | D7 FERNS - 14TT2R 0573, BT R™ BRI 3 - 14702 A kBl 5 - 14
JUARTTREER, PN ERE A B BREE BRIAIE R EASE T BRI B850, 1, 2, 3, 4k
5RCEEPTHUR ;

[0383]  R"PFAEAS I M [ 2, -OH L -OR™ . -N (R°°) ,» ~CN+-C (=0) R**.-C (=0) N
(R°) 5+ ~COR™~SO,R™ ~C (=NR®) OR™ -C (=NR") N (R"*) , ~SO,N (R*) ,» ~SO,R**, ~S0,0R" . -
SOR™.,-C (=S)N(R*) ,»-C(=0) SR**.-C (=) SR, -P (=0) R™),.-P(=0) (0R*) ,~-P (=0)
(NR™) ) ,oCy T Cy RETEEC, | MEEC, IR C, | (BREAIE 3- 147028 A SR Cy
LRS- 1470205 58, B AR SE IR A3 - 14 LA AL 5 - 140205 R, Horp g A
e AL I AL JREE 5 RIS B M0, 1,2, 3,4, BB AMRCELTIN 1
HX e il

[0384]  REMYEEA SIS L H 2. C, (FEFEC IARBEEEC, | IR C, | HUEELCy
PRIAEE 3- 14TC2 AL Cy | JTFERNB-14TCAT 7L, BPIANR SEAIE R i3 - 14T RSk ak
5-14TCZR T IR, P R AN BE R R IR RREASE BRI 7 B RZR Ty S g0, 1,
2,3, 485 PRI

[0385]  R™phy AN SIZAAIik vy L6 1 15 2 - N N0~ ~N, « ~SO,H ~SO,H. ~OH. ~OR®" . ~ON
R™) ,«-NR™) ,+-NR™) X -N(OR*) R™\-SH, -SR™ -SSR** . -C (=0) R*", ~CO,H -CO,R** -0C
(=0)R*,-0CO,R™\-C(=0)NR") ,.-0C (=0)NR"") ,--NR"'C (=0) R**,-NR""CO,R*" . -NR""C
(=0)N(R') ,+-C(=NR") OR*,-0C (=NR") R".-0C (=NR"") OR™.-C (=NR") N (R"") ,»-0C (=
NR)NR™) o -NR7C(=NR")NR"™) ,, -NR"'SO,R* . -SON (R") ,-SO,R*\ ~S0,0R° ~0SOR™ . -S
(=0)R*\-S1 (R™) ;+-0S1 (R™) ;»-C (=S)N(R') ,+~C (=0) SR\ ~C (=$) SR**\-SC (=S) SR -
P(=0) (0R*) ,+-P(=0) (R**) ,+-OP (=0) (R*) ,+-OP (=0) (OR*) ,.C, KiHE C,  BIFRETIE.
C, JFEC, SREEC, | PRIFIL 3-10TTAIAEE (Cy | T HE5-10TC 53, A RNk i
B VHBE RRIATE IR BE O SERN 05 BT M0, 1, 2,3, 4Bk5 AR S HUR, BB/
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RBURIE T DAERE B =0 =S s H X 2 Hiuflir s 75

[0386]  R™HUEEANSLBIMIIILE F C, Stk C IHRBEEEC, JAEEC, JIE Cy | IRFAIEL
Co- 1077 2~ 3~ 10TCARFAIEANS - 1070207 5L, FE P Ao bk Ak BREE IR IASE R IASE D5 5k
FIZRT 3L 0, 1,2, 3, 4B5 P REILPIN;

(03871 R[FAF SBT3 150, C, BTdEC (BIRETEE C, JAEE C, JIE.C, | IR
B 3-10CZ AL Cy 7 HERI5- 10T IS 3 , BT R S TR 3 - 140 e PRk 5 - 14
TUATTHEER  F P el AR VBRI AL TR R 00,1, 2, 3,4
S AREEE I LM

[0388]  RE“[{AFA S MU 1% & - CN. -NO,~ -N,+ ~S0,H. -S0,H. ~OH.-0C,  btFE. -ON
(C,_FEAE) )+ -N(C,_FEHE) ,+-N(C|_(HEHE) , X -NH(C,_BtdE) ,'X -NH, (C, Kb "X -NH,"
X'\ -N(OC, Fidk) (C) Fidh) «-N(OH) (C, (Hedb) «-NH(OH) +-SH.-SC| itk -SS(C) Hidb) .-
C(=0) (C, Hidh) .-CO,H.-CO0, (C, HidL) .-0C (=0) (C, KidL) .-0C0, (C, KidL) -C(=0)
NH,-C (=0)N(C, KtHb) ,+-0C(=0)NH(C, JiHb) \-NHC(=0) (C; (Fdb) -N(C, Jidb) C (=
0) (C, JKidh) \-NHCO, (C, JKtHE) «-NHC(=0)N(C, Jidk) ,»-NHC (=0)NH(C, H¢FE) «-NHC (=
0)NH,+-C (=NH) 0(C,_5iFE) ,-0C (=NH) (C, HiHb) «-0C (=NH) 0C, KiFs-C (=NH)N(C, ki
55 ,+-C(=NH)NH(C,_KtHE) +-C (=NH)NH, -0C (=NH)N(C,_ i) ,»-0C (NH)NH (C,_ Hidh) -
0C (NH) NH,~-NHC (NH) N (C,  %t3E) ,«-NHC (=NH) NH,, -NHS0, (C, Jt3E) «-SO,N(C, Jidh) .-
SONH (C,_(KE35) -SO,NH,, -S0,C, Kk -S0,0C, Ktk -0S0,C, Hikk.-S0C, Jikk.-Si(C,
BEEE) ;1 -0S1 (€, Kidh) ,-C(=S)N(C| HiHh) ,.C (=) NH(C, KiFH) C(=S)NH,.-C(=0)S
(C, (Fi3L) \-C(=9)SC, Jidk-SC(=S)SC, Jidk.-P(=0) (0C, KidL) ,«-P(=0) (C, Ji
3L) )+ -0P (=0) (C; kthb) 5+ -0P (=0) (0C, Hidk) ,.C) ek C, XAbTEEC, Jidk.C, Kk
FE.Cy  FRIAFEC, | 753 3- 10 CAIATE (5 - 10TC 05 3L s sk /MRS IR L T DLE BRI
=0k =S; HiX EHfrE 1

(03891 “Pifliy s 1wk B -ly  17 S 5 IR FL A SR ARSI AR FE P PR sy £
HUIEPA - BT ES Pl s 1 T DU A I (B A — B0 ) - B S i T th il A
e 2 G AR — AN BRI LR |, Bl — s =t R BIPER Bl 1 (g B
- (FIAIF €1 \Br 1) \NO, +C10, \OH \H,P0, \HSO, EfFEAR T (A0 FRRFRAR  — Ji FAs
PR AR PRAR R AAIRAR « 10 - R IR AR 2% - 2 - R ARAR 25 - 1 - IR - 5 - RIIR AR Lk -
1- iR - 2 - AR ) RIRAR S 1 (VAN CFRAR - PR K FRAR « HH IR AR FLIRAR 1
FRHR LR A AW SE) \BF, \PF, \PF, \AsF, \SbF, \B[3,5- (CF,) ,CH,],] BPh, .
A1(0C(CFy) ) , FAGE R RS 5 (BIRCB, 1, Bk (HCB) Me Bro) ) o= BIMERI I D Z A0 HO BT
B f-fu#co,” JHPO,” \PO,” \B,0,” \S0,% \8,0,” RMRARIES T (BIANF AR RN 5
ELRAR  EhORBRAR S R ERAR S Y AR A A BT BRI A L TR AR AR PR
PR Sy AR = R 52 T RRAR KADIRAR L AR FTRRAR KA SR AR A3 2R
DA N ARG (carboranes) .

[0390] " Bl “p 3”2 HRI G, -F) V30 G, -CD) IR (R, -Br) Blhit (B, - 1)

[0391]  “Pet” JE4RE H -C (=0)R™, -CHO,-COR™.-C (=0)N R™) ,»-C (=NR") R™*.-C (=
NR") OR**,-C (=NR"") N (R") ,»~C (=0) NR""S0,R**,-C (=S) N R™) ,~-C (=0) SR*5k -C (=)
SR 553, HLFRR™FIR™ QA ST E X
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[0392]  YEAb &4 R vrOIE I 1, U - AT AR AR BB R, I FLARRAR A URI 2=
FUR oI U - B AR H AR T, %0 -OHL -OR™ . -N (R*) ,» ~CN. -C (=0)R™.-C
(=0)N (R*) ,~-CO,R*-S0,R™-C (=NR"") R*,-C (=NR**) OR**,-C (=NR*) N (R*°) ,~-SO,N
(R*) ,~-SO,R*“.-S0,0R*“.-SOR™.-C (=S) N (R*) ,»-C (=0) SR**.-C (=85) SR**.-P (=0)
(OR) o -P (=0) (R™) ,, P (=0) (N(R™) ) ,oC,  JEHEC,  JRFEEIELC,  HEHE.C, bk,
C, KB 3- 14TEAREREE C, | S LRS- 1ATEARF5 8, S/ S5 U5 T BRI P B
T3 - 1470 AR5 - 1400207 BEBA , o Hp i B B A 6 VPUEE CORBAEE 2R BAEE 5 B
Iy ST 0, 1,2, 3, 4sE5 AR IR, I H L AR™ R S REFIR 4 F A i s
[0393] syt 5 A AAAE T &UR AR S TR 4P R (MO 2 B R P ED)
BRI EAIE AR T, -0H. -OR™ -N(R") ,.-C (=0) R™.-C (=0) N (R*") ,~ -CO,R™". -
SO,R™.-C (=NR") R™.-C (=NR™) OR™.-C (=NR*)N R*") ,~-SO,N (R*) ,-SO,R*. -S0,0R*"\ -
SOR™ ., -C (=S) N (R*) ,»-C (=0) SR*°\-C (=8) SR**.C1- 104 3L F5Ji% -C1- 105 3L AT )k -
C, | JEEC, | JRIELC, HIELC, HFRIL.3- 14TCARERIE.C, | LRS- 14502835, Frh
AL L I BREAEE I EREL S SRR S s 00, 1,2, 3, 4k 5 RY
FEPHUR, F B PR R RO FIR AT A2 S BURAPEE ARG A I , (e s
ST ARGV S PR 3L, T.W. GreeneMIP.G. M. Wuts, 28 =k, John Wiley&
Sons, 19994F. (Protective Groups in Organic Synthesis,T.W.Greene and P.G.M.Wuts,
3" edition, John Wiley&Sons,1999) FHLELRHH AR TP,
[0394]  RBIPEI AR 1 BUREE BFREAR T-R*™.-C (=0) SR™.-C (=0) R**.-CO,R™.~C
(=0)N(R™) ,+-C (=NR") R*™.,-C (=NR") OR™,-C (=NR") N (R") ,~-S (=0) R**,-SO,R™, -Si
R™) ;P (R™) ,+-P(R) ;X v -P(0R™) ,+-P(OR*) ,'X \-P (=0) ®R™),,-P (=0) (OR**) ,F1-P
(=0) (NR™) ) ,, HAPX R ROFIR YA X o AE e 5 S Rorh, 776 TR T ki
S A BAIE ER IR (AR EILR P ED) S PRI IR AR GUR A TN, FE A it 5
I AA S BN S R EL T W. GreenefIP. G . M. Wuts, 28 =ik, John Wiley&Sons,
19994F (Protective Groups in Organic Synthesis,T.W.Greene and P.G.M.Wuts,3™
edition, John Wiley&Sons,1999) FH AR BRLE B 1) AU PRAP SR AR AR T, 47
FLBR S e R , B 3 g I AL R VIR A (4 - AR R0 AR B HH 2
(MOM) 2k FHE (BOM) 2 FRAE R £ S B I (MEM) 55 , FREEBE I E , 4510 — FH 2k FR e B
(TMS) = LHELFARELEE (TES) =N B RS AL (TTPS) (AU T 3k — FIL FRR T2k (TBDMS)
A SR , BN VY S L (THP) | R, 49120 FHIRRRE - SRR ] CRRRE . — S CRR =
AR =R AL CRRRE ST, DRIRER B 2k , dn R Eh (IR TER) - Sk
FRERFN ORI Eh (Ts) 5.
[0395]  RE “B L EEP” AE G oA ML P Aa i AT FLal i i 2 3C, B, & T LR RE
B AZ G I - sl R P 22 I, B4, Smi th, Marchis 2 AU 7 8560, (501-502)
(Smith,March Advanced Organic Chemistry 6th ed. (501-502)) .1 [0 & A 3L F 1 5L
P FE AR T, (X1 2% (FIAIFCL\BrakI () ) B A it O e A A 2L e e 2 5
BE T AL SR B - B (BN R AIE) 5 BRSOy U FH AR N, 0- L
FEAHE 9IRS FE (pixyl) AN GG &
[0396] Rl “Zy2f I AT ER” S FR A A HE IO B 2 Il N 1 & 5 AR Zh i)
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£ AT 8 o B R R M L ik BSOSO S I HL S A R g A/ AU B A BRI S
%ﬁo%ﬁéiﬁ%ﬁéaﬁﬂ\ ARGV A HIT .
[0397]  RGE “H AR AR 5k “H A R0 2 fR & 1 2 D — M R A S
Z /DA (i, Bl o0, = R, S TR T AR M R B 2 M A E Y
IS o BAR AR EIEE BUHR T T LAN A 25, B R A5 FpH B A A1k (B,
PR O AR AN I SO BT DA PR ER Bk A o 7 A9I1AR 1) E AE S A A BT - 22 - M, Mol -
T -, NI - 25 - N e, il - 25 - Ik , DA R I - 22 - CASIRITRIG IO 1 AR S A
.
[0398] AT, R “S210E” (FEASCh AP RO “IE357) 2 HEE BTG T WM
TN R B, s i FLal , s s A
[03991 WIS, ARAE “TRT77 S 8 THER 0D sl 8 o sl i AN/ 5 55 FAHSC e

BB, B I6TT R SOp e H AN T 250 2 THER PO e 5l 5 HAHSC I RE R o

ﬁnﬂixﬁﬁﬁﬁ KA YTy S AT LAU RS “TiB R IaTT” , B FE A A s sl i FI A e sl
s il RE A, (EUE HAR s O R A F oo sl he 52 A IR U, A 0l g e
R FE SR SR E B A IS, BRI sl (1) P A FR Bl At i 47 Tl O 5
SESR R AT REVE ARGE TR Ty FNIR SCIE 5 M) F X MG TT BN G PTG T T A RO AL
FriR &9
[0400]  =JjtEfd]
[0401]  FEi& MG AL T, Pad S 25 B amokt « Fh TRMARIAL S5 mT A v ani
TE L8 B I 7R 2R AT 0 S IR AR SR A T 90 B SHAL  IX BB SR RAE FT LA
FRUT IREAT B0 i SO AR R AN A & O S AT o N SO AEI R IR A S
USRI ey SR IlEEM) ] B
[0402]  SCJEHIL AL AL A AR

OH

D
NHz OH A NHy
RPN . cl Pda(dba)s, SPhos, KsPO;  £A L~ /A
| e =0
N N EREE /H0, 95°C :, N
E2
14
0
1
JOL ci ?l cl ITN“' "o o . f "
HO ™Y =™ 1)(COCl);, DCM,RT  H;N”~ \Lf\« 1)(COC)z, DCE, 80°C /._[_\_ 1 1 & KHMDS i ::N'.)\'N'L'\"O
ML - 2 XEI B, il e e T T S, A
7 NP el 2) Bk, B 0°C N e 2 1M:>c~ ACER H O H | J mrocEmR A | A
£ A ML 2 it i
g - ) 1-2 3 ci N 54 |
[0403] . 1 NN
BOC Os 14
® A )
N F OH ] '\N/
1) DIEA, POCly Cl-. A ..:/J~'-.~;.._.-B~OH jl ' i o K
MeCN, 80°C T | | ] Ci- N4MHCI BRSNSy
- A L N i [ ﬂ DCM, 0°C 1 I I I
2)DIEA, MeCN.RT CI7 "N "N""0 A o T AR NN T
P A, KOhe. PdldppCly [ N7 N 2) DIEA, DCM ot | ] ; A
\ B A A CRR. 0% Z A L AL L A
Boc—| N 'I'~.IH T ey _MW Y S ,.l \T_,;.\l r
L N N NN N N
S&5 i > g? ;

[0404] K]

[0405]  Kf4,6- (Mg -5- 1% (8.15g,50mmol) IR MR (21.56g,250mmol) \K,PO,
(31.8g,150mmol) Pd, (dba) , (4.6g,5mmol) FISphos (4.1g, 10mmol) [FJE G %/ﬁ?Eﬁz;g
(180mL) 17K (20mL) H1, #195°C VHU 5 PRS00 Bl R SOMLvy AV 5=, AR FHK e
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B ARG CIR CFRA I A NUE TITC/KIRER N T-H , 1 B8R4 - F s W L Rl P
BT EATE: (AR E AR CIR CFE=4/1) 4ify , 1551- 1,

[0406]  PYR2. fE = NIAI2,5,6- — SRR (10g,44mmol) 195U HAE (100mL) 77
DI (11, 88mmol) AL T-#R 1IN, N- — FHEL AL (DMF) « 3073 Bl , R IT A3 i ik
U5 B ER IR T ZRERE (40mL) H o £E0°C R RINT00mLEL /K OKHINH, 28 %) | RS Wk
EYEBEL0 B, I KV IS G T 13 81 -2.

[0407]  2PEE3 . K1-2 (550mg, 2. 44mmol) ¥ T~ 5 L% (DCE) (5mL) 17 % ] F i S
(464 .5mg,3.66mmol) AbPE FHIE A WILE80 CH 455 Bl IRk 4 - K Ak Wi i T~ LS
(5mL) A HIZE -10°C SR EsINL-1 (1g, 5. 86mmol) [ 2 (5mL) 57 FT A TRAE =1 I
BEFE AR, SRIE M4 o TR il o i R st (e ik ik alift (CRR TR/ Ak =1/9%1/3)
1351-3.

[0408]  DHEA:¥11-3(845mg,1.98mmol) % J-PUSFKIF (THF) (40mL) H1,/E-20°C |, b fic b
AN ( FFSERELZ L) 403580 (KHMDS) (5mL, ZEPUZUVCRg (THF) HHIM, 5. 0mmol) » SR 5 F4r
FHESYAE =00 N BcHE2/ N o TR AINE, CLYA R K SN, H ] LR S A B S AL
J2 TR BN T M e 4 o B s Wil i el e DRt A e i vk 2l (R g/ A ik =1/9
£2/1) ,55)1-4,

[0409] B EE5.4-80°C FB1-4 (250mg,0.64mmol) N,N- SN E O (DIEA) (107 .6mg,
0.83mmol) FIPOCI, (117.9mg,0.77mmol) ¥& L5 (3mL) A A0 S M BEFE3020 i K5 S
IRE Y HIZ - 10 CHERIIN, N- N 4 % (DIEA) (248.4mg,1.92mmol) , = i INE A7
BT 3 (3S) -3-FIALWR R - 1-FR TR £ (384 .9mg, 1.92mmol) [N (ImL) YA o 5 T A5 IAY
U N RE LN VKR KON, SR 5 ] TR OB A A I A A UE T S /K ImER B T
FEMR G TRl T AR R a4l Y (CRR TR/ Ak =1/471/1) ,f35]1-5,
[0410] £ I¥6.1-5(100mg,0.18mmol) +2- e R EL AL (48.9mg, 0. 35mmol) - [ EQ
(KOAc) (85.7mg,0.87mmol) FIPd (dppf) C1, (12.8mg,0.017mmol) ¥4 T k% (2mL) FIK (3
) AR A IAEIOC N NS5 N RHEREL. 5/ o AR S W FH BR BRI
FEANUE TJCK IR AT e 4 i 1 17 #5 TLC (CH,C1,/MeOH=15/1) 2lift 5%, 15 2
1-6.

(04111  HIBR7 . B41-6 (7T0mg, 0. 11mmol) FAIHC1AE Mk (4M, 1mL , 4mmo1) F1— 5 H45% (DCM)
(2mL) HR PR TRAEO CREFE2/INN SR IS RHE G i 4 , 15 21 10 5% B IS fift A — S HH ¢ (DCM)
(3mL) H1. 260°C FEURHIN,N- — S PN3E 4 (DTEA) (171.7mg, 1.33mmol) , SR 5 1k I s I ot
(10.2mg,0. 11mmol) ft] — S FH%E (DCM) (ImL) PR FHE S IO CHEFE 104 B, IRk 4 15 2 5%
R, BRI £ FHPLC (NH,HCO,7KIA T (1omM) AL (30% -54%)) 4lifk , 13 El k&4
1 (30mg) +LCMS (EST,m/z) : [M+H] =586 3; HNMR (300MHz , DMSO-d,, ppm) :88.73 (s, 1H) ,8.47
(s,1H) ,7.55(m, 1H) ,7.40-7.28 (m,3H) ,6.87 (m,1H) ,6.24-6.18 (m, 1H) ,5.78 (dd,J=10.4,
2.4Hz,1H) ,4.98 (brs, 1) ,4.43-4.03 (m,3H) ,3.90-3.70 (m, 1H) ,3.66-3.44 (m, 1H) ,3.27-
3.08(m,1H) ,1.85-1.68(m,2H) ,1.35(d,J=6.7Hz,3H) ,0.97-0.81 (m, 8H) .FNMR (282MHz,
DMSO-d,, ppm) :5-113. 10 (1F) .

[0412]  SZjEHI2 AL S P42/0 5 %
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" o T' TA
\.--N» = Jl N N
] G & ) _TFA_
g S L P i,
N TEATHF,-10°C-mi2 N DCM, =i N TFA
o) +|m2
- 421 422
O F on
o N A B,
[0413] e, oD B
2 Eee L [. L I 1)Diea Pocl; MecN, 80°C N7 R
HO™ T S b cf 1“ T 'OA 2) DIEA, MeCN, -10°C-rt F o~ _.-'-l\-»N KOAc, Pd(dppf)Cl, ‘
' A A D O J L& —R# | 90°C :
a” N i Y N e T -
N__N _N_ l A F ] L
\[ | 422 AP A =
423 - Y
H TFA N N 3
w3 424 42

[0414]  SPERT CRERUT AL - (2S,5R) -2, 5- HIBELIREE - 1- RS (2. 14¢, 10mmol) AN
0(990mg , 11mmo1) 5T PU IR (THF) (30mL) H, Fr SR A - 10°C VRS il dkih
IRIN= )% (3.03g,30mmo1) A PUS RN (THF) (10mL) ¥R o BH R S P i I = 1k
PEO. S/ NI IR IE TR OB R NI 1 , 7K AR KB 5 « HLZE PR 89148, 1 I8
FEHeHE SRR ATERR (I / R AFE=1/10) Prdiir Efraif, /3 58142- 1.

[0415]  PEE2:[\142-1 (804mg, 3mmol) Y& T S HKE (DCM) (5mL) FIA I A IN— 3 LR
@mL) KRS = M FEL. 5/ NN, ARSIk a1 21)42- 2.

[0416] - UE3 . fF %< FA42-3 (746mg, 2mmol) FIN,N- — PN EE 2 % (DIEA) (387mg,
3mmo1) i (20mL) IV R IHPOCT, (367mg, 2. 4mmo1) o BT I/E80 CHitFE2/ NN - SR
KHE G HI A -10°CH HIN,N- N (DIEA) (3.87g,30mmol) 40P, Fi A8 1422
(1.58g,4mmol) [N MG (10mL) AT RHE S IAE =il M cHE L/ NN, SRR QR CTERRE, ]
IR K % - AN UE AR T8, 1 B8k i o SR W At e (S H e (DOM) % - 4
FE (DOM) /MeOH=10/1) H:EHT4l{L , 17 5]42-4.

[0417] P ER4.%442-4 (104mg, 0. 2mmol) - (2- 5 K IEL) W (42mg, 0. 3mmol) &R £
(157mg, 1.6mmol) ANL1, 17 - AL (CIRILBHL) k] (At (I1) (15mg,0.02mmol) 5T
ke (3mL) A7K (375 Fr S HITR G 7E90°C VRS MHES/ N o L B8 S N 5, F-
11 il £ UHPLC OKFR 27005 % 1 =3 LR (TFA) I O : 25 % 2295 %) alifv i, 15 211L
42 (58mg) <LCMS (EST,m/z) : [M+H] =584 1 ;HNMR (400MHz , DMSO-d,,, ppm) : 88.73 (s, 1H) ,
8.33-29 (m, 1H) ,7.58-7.51 (m,1H) ,7.40-7.29 (m,3H) ,6.87-6.74 (m,1H) ,6.17-6.13 (m,
1H) ,5.74-5.69 (m, 1H) ,4.91-4.72 (m,1.5H) ,4.51-4.43 (m,0.5H) ,4.20-4.12 (m,1.5H) ,
3.82-3.77 (m,2H) ,3.49-3.45(m,0.5H) ,1.73-1.66 (m,2H) ,1.30-1.15(m,6H) ,0.99-0.72
(m, 8H) . FNMR (376MHz , DMSO-d,,, ppm) :§-113.32(1F) , -128.68 (1F) .

[0418]  SEHBI3 AL G HI13HI Ak
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i NO, | |
)\n/\r(l\ HoN™ “NH, w\ SHRHNO; /I\(/J\(I\ VLN ”%r” PdIC, H, NR‘T/N
| _— b 7} —— e
)

|
0 o &HCI EtoH KN TN H,804,65°C Ny N KOs Pom \L MeaGH
100°C, =35 o] 2 OH 60°C N~ SR \LN/
= 134 13-2 B2 8] [ I
133
[0419] -
0 SRR /
NS Cl 33734
o i il o

12

[0420] P URL . AF =0 R 250mL & B nA2,6- ZHILPeke-3,5- i (10g,
64.0mmol) \JR 2 (7.69g,128.0mmol) 7% (EtOH) (120mL) FIikHC1 (50mL) o K3 2IKIR A
{E100°C MEFELS/INKNT KR G 08 AN 2 =R Mk 4s  INNKI R OFR , 7 B A HLUE, G
IR AN T , 1ot B8 ke , 13- 813 1

[0421] P2 fE % FF113-1(8.40g,46. 6mmol) 7 T-3H,S0, (100mL) [)7A 4 Fh il it
T N AHHNO, (11.75g, 186 . 4mmol) I FTFFTR A (E65C MFES/NN KRR S i =
Wi, KRR, I IR CREAE I SR ANLZE I EKPE 5, FHJCKBRBREN T-45 , L Ik
45 , 15 2113-2,

[0422] PR3 AF 5500 T, 17113-2 (4, 17. 8mmo 1) FIERIREN (K,C0,) (4.9g,35.5mmol) PN
(80mL) IA VR FH B L o3 EMIN2- 7R -N N- ZFHIL £ 8 - 1 - SRR I (4.96¢g, 21 . 3mmol) o ¥f
FITAHE S PE RS R T60 CHERE L6/, Y B2 =00, HF ks B s KRR, 7
ST (DCM) /MeOH (10/1) 2B I A HLUZ 2 TO/KERBR AN T4, W STk 4, 15 2113 -
3,

[0423]  L9E4.%13-3(300mg, 1.0mmol) < 10%Pd/C(38. Img) FMeOH (10mL) [H7E A Wnfr =
ek, Hy S0 MR AR - BB AR S, R ISRk 4 , 121134,

[0424] 2 FR S i1 R 25 U IR A 5701 3. LOMS (EST ,m/z) : [M+H] =677 .4 ;HNMR
(400MHz , DMSO-d,,, ppm) :88.48 (s, 1H) ,7.60-7.44 (m, 1H) ,7.32 (m,2H) ,7.20 (t,J=6.7Hz,
1H) ,6.98-6.79 (m, 1H) ,6.22(d,J=15.6Hz,1H) ,5.78(d,J=10.2Hz, 1H) ,4.98 (brs, 1H) ,
4.50-4.28(m,4H) ,4.21-4.03 (m,1H) ,3.90-3.60 (m, 2H) ,3.30-3.20 (m, 1H) ,2.71-2.59 (m,
4H) ,2.21(s,6H) ,1.35(d,J=6.6Hz,3H) ,1.06 (d,J=6.5Hz,6H) ,0.91(d,J=6.4Hz,6H)
.FNMR (282MHz , DMSO-d,,, ppm) :5-114.70 (1F) .

[0425]  SjEA4 L 08I AR
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Sshemay O T rIIOz | SEHEHIINE | NHz
N L2 N e i i Y
LJ & N N N A
i ~N~ " TFA T
goc H OH 0. OT =
B 132 8-2 N
[ ] F OH o [
0426 0 J B o I N
s . : By ooty
0 SEEHEGIL. F.’H? O A (] T T 1T ™ 1oearoc, FOS A Ay
N O AN LT [i KA Ro  mecnsre S L L L
AL CI” N""N"70 “koac.PdpeniCl | | | | zpEAMecN [ ] N N O
o AN rocds g L AN
N.=N Ns N
T {IJMe g = |
83 OMe 8-4 8  OMe

[0427] U1 .848-3 (350mg, 0.82mmol) « (2- JKIE) ML (172mg, 1.23mmol) L FERFT
(640mg, 6.56mmo1) FI[ 1,17 - M (THFLREFL) — ekl — &bt (I1) (58mg,0.08mmol) 5T
TRESE (TmL) A1K (0. 2mL) FOTRAPIAE90C VAU MR /N o RS N TR S K
BIH MR CREZ I A I A HUE S0 KRB T B ik 4e - Rk s s o il e bR
At (st = ek AR ORE=2/1) ,1558-4.

[0428] B2 .7E=1H N, A18-4 (82mg,0.17mmol) FIN,N- — S NIE L (DIEA) (360mg,
2.8mmol) £E LS5 (3mL) FHFYARL I R IIPOC], (135mg, 0. 88mmol) o K5 R IR £ #34£80°C
TnFR3043 Bh, ¥ H I A -10°C, JIAN,N- “ NI A (DTEA) (129mg, Immol) , 2R IIA8-1
(118mg,0.26mmol) [\ LHEIAR (2mL) RHE S Eim b L/INS, ORI IR 4
Fig A< B« A HLE 2 TC/K IR R 84 T B I e i o K 2% s W o 1) 25 MHPLC Al (FEoK i B
0.05% — IR (TFA) [ M :5% 5565%) , 3B 598 (26 . 2mg) < LCMS (EST,m/z) : [M+H]"
=620. 1;HNMR (400MHz , DMSO-d,, ppm) : 88.44-8.42 (m, 1H) ,7.52-7.46 (n, 1H) ,7.31-7.25
(m,2H) ,7.18-7.14(m,1H) ,6.85-6.81 (m, 1H) ,6.20-6.16 (m,1H) ,5.73(dd,J=10.4,2.4Hz,
1H) ,4.94 (brs,1H) ,4.34-4.24 (m,2H) ,4.12-3.99 (m, 1H) ,3.84 (s,3H) ,3.55-3.43 (m, 2H) ,
3.24-3.08(m,1H) ,2.60-2.58 (m,2H) ,1.31 (d,J=6.4Hz,3H) ,1.02(d,J=6.8Hz,6H) ,0.87
(d,J=6.4Hz,6H) .FNMR (376MHz ,DMSO-d,, ppm) : 5-114.78 (1F) .

[0429]  SjEHI5 AL S W65 Ak

NO; NO; NO, NO; NH,
/H/'\(J\Poch. DMF = NH; /W (Boc),0, DMAP, W PAIC, Hy 3
Hige¥ 105°C W Tema By THF, Bt NyN O Meonma NN
= H8W3
OH Sm1 ci $®m2 NH N(Boc), ZTH4
2 N{Boc),
13-2 6-1 6-2 63 64
o o,
= ==
0 o M
[0430] O NH [] ()
0 ] T

5% 5
HN Y Cl Sm3-axu SE1-224 O AN D;;Aﬂ £C AN
cl ol [ SN N’go WS SN0

6-5 Na N N N

) =
B o

86 N(Boc),
[0431]  2P0R1.10113-2 (7g, 31mmol) [ = BEER R (40mL) VA DN, N- — HHJL FH g Jiig
(DMF) (0.4g,5.6mmol) KR EI(EL05°C M0, 5/, e HITF k4 R R O
CBRVKOKIRE o B AL, TIBRBREA T4, DL Ik 4s P 28 RE R TR AT (1 i 4
b (k= A/ (R CTiE=10/1) ,#3:516- 1,

NH,
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[0432] LIE2.856-1(0.95g,3. Tmmol) A% /K (8mL) £F VU kP (40mL) HI 7R S 04E =15,
IHEFE20/N R RNTR S H R CBRE R RE , F /KRR KPS RER BN T AR,
W EIFIHRSR , 13562,

[0433] 2DBE3.K46-2(1.1g,4.9mmol) ARFR A | Tig (3.2g,14. 7Tmmol) 14 - — FHELS{ SN
IE (0.6g,4.9mmol) £F VUL (30mL) HHTR #0170 . 5/ NS o B S MR W CBR T
MRS, HIK AR K P« A HLE LR N -1, T I e 4 o o W) e il e bl a3
afifk (kA st/ IR CTE=10/1) ,13216-3.

[0434] PB4 AT SUN B6-3(1.7g,4mmol) 247K (0.05mL) #1110 % [1JPd/C (400mg)
TEHIES (40mL) FRATE S E S5 D R 16/ o 1 ek e I N TR A, IR SR
1556-4.

[0435]  PERG. YEZEIE T, 116-6 (50mg, 0.062mmol) 1 — 2 FEE (1. 5mL) F P TN =3 &
12 (0.5mL) o KRS PHE LN, i, I 1 1t il 55 UHPLCAE Y, (L7005 % I =&
iR (TFA) (/KA : 25 % 5295 %) , 13 ZE 5996 (17.8mg) - LCMS (EST,m/z) : [M+H] =605.1;
HNMR (4OOMHZ,DMSO-d6,ppm) :808.41-8.39(m,1H) ,7.53-7.47 (m,1H) ,7.32-7.26 (m, 2H) ,
7.21-7.17 (m,1H) ,6.85-6.81 (m,1H) ,6.20-6.15 (m,1H) ,5.73(dd,J=10.4,2.4Hz,1H) ,
4.92(brs,1H) ,4.34-4.23 (m,2H) ,4.13-3.98(m, 1H) ,3.58-3.43(m,2H) ,3.24-3.08 (m, 1H) ,
2.50-2.48(m,2H) ,1.29(d,J=6.8Hz,3H) ,0.98(d,J=6.4Hz,6H) ,0.83 (d,]J=6.8Hz,6H)
.FNMR (376MHz , DMSO-d,, ppm) :3-114.67 (1F) .

[0436]  SiEH6 (X 42011015 Ak

NO Hz
Ch 2 cl D_B
_SnCh | i _mCPBA

il W

| H
N{“rN EtOH, 80°C {.‘r Pd?[dba)'g SPhos N DCM 0°C-Zi3 {‘r MaH, THF
& K3POy4, B#HEM0 HmW3 3 0°C -Eil \-‘/“‘- -
s, 5, s\ o N
95°C W4 |
201 $m2 20-2 20-3 20-4
[0437] i ® N—
\ !~ N4 =N
o 5 52 5 1 ch o N—{ 20
o HE3-azp HN— N~ SEHEBAPH s N
HNTYS o ~N— Y pmi-2%m O
- — =N N
[o]] N Cl 20
Wi cl
12 205 F
o b

[0438] PR [A14,6- -2~ (L) -5- AFEmEnE (2.4g,12.5mmol) [ ZEF (50mL) A
AN ST (8. 3g 43 7mmol) RN IR A AES0°C IAA/ N o VB AR R A AR
MiF FHH R OBRAH A H A NUE R KPEs, ShfRey T8, S I8k 4E . 7w
2 R PR H@%ﬁﬁ{h (E/da&iﬁzﬁa&/z&@u—wl) 73520-1.

[0439]  LEE2. fEAUSSSL N, 1120-1 (1.8g,8.6mmol) ERPNAEANES (3.7g,42.8mmol) i
FREH (6.5g,30. 2mmol) fl12- —FAC REHEIE -2 )67 - — FHAE BL K (705mg, 1. 72mmol) 7F FHE
(60mL) F1H,0 (20mL) HI7E SR I = (AL R ) - 4 (789mg 0.86mmol) B[ N
IREWIAEIS C MHCFES/INN W 2 =0, F/KMRBEIH AR Ol # B S A VLUE 2L
IKPe , ORI T8, L IR SR A iR bR E’éfé—ﬁﬁﬂz (E Tk = Ak £
FRCFE=5/1) ,135120-2.

[0440]  LYE3.4F0°C I, [1120-2(1.4g,6.3mmol) [l — % 4 (70mL) 53 I N3 - it
KHITR (3.3g,19.0mmol) , J¥E SN TR G =00 D2/ N o i B8R S W IR 4 B8 - Bk
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S iR E AT i Al Y Ok 2 Ak R s =2/1) ,#3520-3.
[0441] B4 AFOC R, [A12- (CHFEEIE) 4FF (1.5g, 18mmol) [1PU %Wk (50mL) 75
IINZEAL B (1. 4g,36mmol) o B S MRS PIAE0C M HE 150 %0, FEIIAN20-3 (1.4g,
5.5mmol) o AF Z M M HES/ NN, 7K KR A YI k4 - R A A i 2 UHPLCA Y, (L
75005 % 1 =5 CIR (TFA) [R7KVATR : 5% 25 %) , 13 5120-4, A =5 LR (TFA) £
[0442]  J2 RS b) L AN S a4 o i 25 B B 4 ik 20 . LCMS (EST ,m/z) @ [M+H] '=673.1;
HNMR (400MHz , DMSO-d,, ppm) :89.46 (brs,1H) ,8.42 (s,1H) ,7.54-7.52 (m, 1H) ,7.34-7.29
(m,3H) ,6.85-6.78 (m,1H) ,6.17(d,J=16.8Hz,1H) ,5.74(dd,J=10.8,2.0Hz,1H) ,4.92
(brs,1H) ,4.52-4.46 (m,2H) ,4.38-3.98(m,3H) ,3.78-3.57 (m,2H) ,3.44-3.32(m,3H) ,2.80
(d,J=4.4Hz,6H) ,1.71-1.67 (m,2H) ,1.31(d,J=6.8Hz,3H) ,1.08-0.80 (m,8H) . FNMR
(376MHz ,DMSO-d,,, ppm) : 5-113.43 (1F) .
[0443]  SZHEHBIT: {%A%BBE@AEE

Oz NH;
HiN A\('YA
N =
[+] \H\I( w mCPBA w I Zn, NH,CI il

N\ N Na N
Pd(PPha)s, NaZCO DCM, 0°C iﬂ o DIEA, THF, Em Y EtOH, 80°C ‘]’

HW2 % B3
3341 332

=

‘\.

\:';/ E#/H,0 , 95°C s
Hm

~

[0444]

[0445]  SPERL AR AT 114, 6- -2 (RS -5- AAEIE (2.4g, 10mmol) VIR
Fe-HliR (3.7g,42.8mmol) WKIREN (3. 2g,30. 2mmol) £+ FHZK (60mL) F11H,0 (20mL) HH 7R 54
HIAPd (PPh,) , (1. 1g,1.0mmol) oK [N IS5 °C N k3 /NN o SR mR SN TR 08
H, Fﬁﬂﬁfﬁ%ﬂ#%ZﬁxZ@ U A EVUZ SRR N T4, S H W4 S R A i
Rt i atift (k= it/ CR R =6/1) {52133~ 1,
[0446] HIR2 . AF0°C N, [1133-1(2.0g,8. 0mmo1) [ =5 5% (80mL) 7 HH N 3 - st %8 -
KRR (3.5g,20.0mmol) , FFAE SRR N HCHE RN IR G2/ NN o 1 BETR G I IR 4 BEIR - Tz
WA s Rl RO AT (it 2y, (R ik 2 A i/ CFR C e =4/1) , 135332,
[0447]  IE3.1A]33-2(940mg, 5. 0mmol) FIN,N- — SN FE A (DIEA) (1.29g,10.0mmol) 11
USRS (12mL) PR HH AN, N- 3£ i (510mg, 5. 8mmol) , 7 % PR A2/
I o SR TR SN IR, BR s e iR IR st ettt Chohlk = At/ O R Clig =2/
D ,15533-3.
[0448] £ 3¥4.433-3 (700mg, 3.6mmol) FNZnky (1.3g,20.0mmol) £F LB (20mL) FIfI A1
NH,C177% (3. 0mL) FHITE A 0(E85°C M A/ NI o 1 B8 SN TR A A A T - S s 2
A RERS SR ety (i Z A i R 2 s =1/1) ,{5533-4,
[04491  J2zHE STt A81 L RN St 9114 Fh 1) JEALE B 45 33 . LCMS (EST,m/z) : [M+H] =656.2;
HNMR (400MHz ,methanol-d,, ppm) :88.25-8.20 (m, 1H) ,7.53-7.51 (m, 1H) ,7.48-7.44 (m,
1H) ,7.27-7.19 (m,2H) ,6.83-6.81 (m, 1H) ,6.26 (dd,J=16.8,3.2Hz,1H) ,5.79 (dd,J=
10.8,1.6Hz,1H) ,5.10-5.00 (m, 1H) ,4.49-4.43 (m,2H) ,4.20-4.04 (m, 1H) ,3.82-3.80 (m,
1H) ,3.73-3.65 (m,2H) ,3.64-3.52 (m, 1H) ,3.41-3.31 (m,3H) ,2.89(s,6H) ,1.62-1.50 (m,
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2H) ,1.45(d,J=6.0Hz,3H) ,1.05-1.01 (m,4H) ,0.88-0.73 (m,4H) .FNMR (376MHz ,methanol -
d,,ppm) :3-115.0(1F) ,-129.2(1F) .
(04501 Sitafhils (L 5126 ik

Boc Boc Boc
1 )
@ () C)
NH N7 N7 N7
£
SLEH1H N PN F oSSy F R
W HW2-620 I I mCPBA . | NaCN g 2
NN N"N"S0  Dom,o°c -mE N N"70 puso, o°c -z N
S HW1 W2
s = i a I = |
202
Ne N NN Ny N
Y T T
S 0=s=0 CN
[0451] b i - .
()
SZ 1R N
HRTER E RN
|
SN N’go
W
N{.rN

[0452] MRS fB L Fh ) P BR 5 k26 - 1

[0453]  2PUE1:4F0°C [, [R126-1(500mg, 0. 75mmol) [ 5 T (BmL) iV HH I3 - i A
IRHITR (260mg , 1. 5mmol) , JFAE =R N HiHE RN TR G2/ N o i BETR S W IR S B8R F s
Yy EER PR B 2l (CRR TR/ —F ki =1/12 LR OTR) ,175126-2,

[0454]  HEE2.4F0°C N, [A)26-2 (300mg, 0. 43mmol) [ — FELAHA (DMSO) (4mL) 5% AN
NaCN(106mg,2.2mmol) , 7L Z= 0 M HiHE SN TR A8/ NI o SR SN TR A K MR
MR OBEZH A I AN UE LR T3, Ik 4E - e o kR PR A (a4
W (Rt IR CER=1/1) , #5526~ 3,

[0455]  F2¢ I8 S 5 1 Fh (1 28 L2 B & 1826 . LCMS (EST,m/z) : [M+H] =595 .3; HNMR
(300MHz ,DMSO-d,, ppm) :88.43-8.35 (m, 1H) ,7.62-7.57 (m, 1H) ,7.44-7.27 (m, 3H) ,6.95-
6.81 (m,1H) ,6.21(d,J=17.0Hz,1H) ,5.78(dd,J=10.4,2.4Hz,1H) ,4.98 (brs, 1H) ,4.39-
4.32(m,2H) ,4.19-4.03 (m,1H) ,3.85-3.78 (m, 1H) ,3.70-3.42 (m, 1H) ,3.25-3.11 (m, 1H) ,
1.98-1.85(m,2H) ,1.35(d,J=6.7Hz,3H) ,1.15-0.90 (m, 8H) .FNMR (282MHz ,DMSO-d,, ppm) :
§-113.63 (1F) ,-128.34(1F) .

[0456]  STHEA9 AL SHITLIN G K
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O,N N i __ZnNHCI HN N
\> __bba 2
g’ THF, 0°C-E8 MeOH/H,0, 55°C S>

S HIm2
71-2
S
N
[0457] i %&H&ﬁlﬂ EF'EI‘-'J
/
5_/

71

[0458]  HEBR1./E0°C I, A5-A4EE-1, 3- K JFEME (8. 0g,44 . 4mmol) [1PU %R (50mL) &
VDTN S A L A 2 R DU S0 (2M, 24 4mL , 48 . 8mmo 1) YAV - R A AE0°C P Fitkk0.5
AN BRI R IIN2, 3- -5, 6- O 2R (DDQ) (12.1g,53. 2mmol) [ PU & KR
(10mL) ¥ K FT R G WAE0°C M HERE LN SRS AR =il N R 2/ NN IR G2 ik
et Aty Chilhik/ CFRCBE=20/1) 5 2I71-1,
[0459]  HNMR (300MHz, DMSO-d,,, ppm) :89.62 (s, 1H) ,8.27(d,J=6.0MHz, 11) ,7.84(d,J=
[0460]  9.0Hz,1H) ,3.56-3.47 (m,1H) ,1.54(d,J=6.9Hz,6H) .
[0461]  PYE2.K71-1 (79mg,0.35mmol) \NH,C1 (189mg, 3. 5mmol) \Zn (231mg, 3. 5mmol) £¥
MeOH (100mL) F1H,0 (10mL) HRIIR A #7155 CT%ZT#Z/J\HT T IEFRIREY), R OREDE
BUEDE IR GG ST AR 13 RI5 R, B S R Gk 2t Caihlik/ R &

=20/1) ,f535|71-2,
[0462]  FFE S 1 g 25 LB B k71 . LCMS (EST,m/z) : [M+H] =603.3; HNMR
(300MHz , DMSO-d,,, ppm) :89.42 (s, 1H) ,8.46-8.42 (m, 1H) ,8.05 (d,J=8.4Hz, 1) ,7.52-
7.42(m,1H) ,7.32-7.12(m,4H) ,6.97-6.81 (m, 1H) ,6.25-6.19(d,J=17.4Hz, 1H) ,5.79 (dd,
J=10.2,2.4Hz,1H) ,5.05-4.85 (m, 1H) ,4.45-4.00 (m,3H) ,3.90-3.40 (m, 2H) ,3.00-3.30
(m, 11) ,2.99-2.85 (m, 1H) ,1.44-1.26 (m,9H) . FNMR (282MHz ,DMSO-d,,, ppm) :8-114.01 (1F) .
[0463]  SHEMHI10: (L5681 Bl
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I
B.

i
HoN N /B"‘O’B\ H2N N
Y eon o ; 5
AcOH o cEE & Na;COy Pd(PPhy), o
r

~Efz H,0, 100°C
68-1 %2 68-2

OY..\

loaeal g )
cl $m 724 N~

[0465] S EE1.7E0°C F,A71-2(2.0g,10.6mmol) E]’jHOAc (40mL) {g/ﬁﬂﬂ)\Br 1.7g,
10.6mmol) SRR GWE N N2/ NS R G W RERR PR (i alifl, (At
fik/ LR O RE=99/1) , 351681,

[0466]  2PER2:[M68-1(2.4g,8.8mmol) ££20mL 1,4- —BELE/H,0 (5/1) HHIATRH IIAN =
HH3E-1,3,5,2,4,6- =S =MIACAT (2. 22,17 . 6mmol) FINa,CO, (2.35g,22.1mm01) %npd
(PPh,) , (1.0g,0.89mmol) « fEAVT N N, AR RIE G YR 100°C M HES /NN o 18K

e, H/Eé MRS, R e T CTR CRR A I A AL KB i, £6MgS0, JFI%%OW@B#
I A TLCAl Y (Aihlk/ LR CTE=5/1) , 1521682,

[04671 42 R S 5] 1 b () 25 LB BE A 68 « LCMS (EST ,m/z) : [M+H] =617 .1 ; HNMR
(300MHz , DMSO-d,, ppm) :89.33 (s, 1H) ,8.49 (s, 1H) ,7.95(d,J=0.9Hz,1H) ,7.51-7.44 (m,
1H) ,7.31-7.16 (m,3H) ,6.98-6.81 (m, 11) ,6.22(d,J=16.7Hz,1H) ,5.78 (dd,J=10.2,
2.4Hz,1H) ,4.97 (brs,1H) ,4.49-4.28 (m,2H) ,4.25-4.02 (m, 1H) ,3.87-3.45 (m, 2H) ,3.22-
3.05(m,1H) ,3.02-2.88 (m, 1H) ,2.05-1.98 (m, 1H) ,1.42-1.32 (m,6H) ,1.27(dd,J=6.9,
1.8Hz,3H) .FNMR (282MHz , DMSO-d,,, ppm) : 8-114. 35 (1F) .

[0468]  STHEHBILL AL G HTOM G K
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L
I\ N0z opynm, /(“\;hl:mo2 BT | N2 - Br IN NO,
Br” °N” “Br  EtOH, 0°C-£i& g~ “N” ~N~ XantPhos Pd G3 NZ SN~ DMF,0°C N SNT
S| H  THF, 0°c-30°C H SE3 H
70-1 ;W2 70-2 70-3
F NH B
Zn, NH.CI . |“‘~ 2 heooH  PNN cu sk NN N
= O | - > | P )
MeOH/H,0, 60°C NZ SN 100°C NZ N 100°C NZ N
H®4 H S]S \ 56 \
70-4 70-5 70-6
[0469]
s

O,

1 o SEmBD
HENJIT FEI7E o o0,
p WS

Cl N Cl N N 0
1-2
“
Na
N
N
rd

[0470] B 4F0°C [, 12,6~ - 3-fif FLMLnE (50g, 177mmol) F1Na,C0, (37.6g,
355mmo1) 7FEtOH (500mL) H (45 #1775 ¥ Hh T IHCH,NH, 1) DU Z0We i (THF) %53 (107ml,
214mmol) TSRS = N i i - TR S W, RO O R ORI - IRk 4
IR, A 2 A RN QR B /A ik (10/1) HhEE 255, #3270~ 1.

[0471] B2 fF2=35 1 ,1A70-1(10g,43mmol) flIXantPhos Pd G3(408mg,0.43mmol) [1JPY
SN (THF) (100mL) 723 70 HH 7R 1o P 5 R A B 1 PU 2 W g (THE) 759 (0. 5M, 33mL,
66mmol) o 7F W TS N KT A AE30°C M HEHES/ NS o Z0 I TN, C1/KyA i
RIR AR A CER CERAEHL S AN UE KB, 42 07KNa, S0, T1 , Ik 4
8D R TRAAT el 2l (it / C R CTiE=20/1) , 15 270-2.

[0472]  2PUE3.4F0CN,1A70-2(1.5¢,7. 7mmol) [N, N- — FHELFHEL % (DMF) (15mL) JA7%
JRIINBS (1.64g,9. 2mmo1) [N, N- — FHEEFHE Iz (DMF) (15mL) 79 - RiA5 B IR S #04E0°C
BerE2 /NN, KR R SRR 260 5 T A HLUZ I Eh /KP4 707KNa, SO, T8 o ik
JEJE W4 I8R5 B Bt , B RERC DRAAT B 2l Ot/ LR C R =10/1)
13%270-3.

[0473]  2PUE4:%470-3(1.5g,5.5mmol) \NH,C1(2.34g,43. 7mmol) MZn (1.8g,27.4mmol) 7
HHE (15mL) /H,0 (8mL) HFTR A 7E60°C M thE2/ NN o L 8T 51 , ik 4 AR 25 HE , I 1]
LR CTEAERL S NUE FEh/K e , 2 J0KNa, S0, T4 i k4, 15 21704,

[0474]  PEE5:%470-4(1.2g,4.9mmol) FJHEZ (10mL) IR AE100°C Mgl & ARG 184,
KRS HINaOHFR AT 2 pH="7 . FHEtOAc 2 BT TR 51« SO IA L= 3K, 20
7KNa,S0, T, ITifk4 , 15 570-5,

[0475] D6 8470-5(2.9g,11.4mmol) FCu (362mg,5. 7mmol) £F 2 /K (40mL) TR S W)
fEZ N MHEFEO. 5/NIN, SRS AE100°C MR FELL % TR TR G W I IR SRR A B, &2 JEoK

79



CN 118359609 A ﬁ'ﬁ HH :I:; 72/135 11

Na,SO, T4, We4e 28 i e bR e i alifl, Ca ik / R T =3/1) ,132170-6.
[0476] 43I St o) 1 b g 25 L BB A i 70 . LCMS (EST,m/z) : [M+H] '=601.4 ; HNMR
(400MHz ,DMSO-d,,, ppm) :88.51-8.39 (m,2H) ,7.92-7.88 (m, 1H) ,7.53-7.45 (m, 1H) ,7.35-
7.12(m,3H) ,6.94-6.81 (m, 1H) ,6.23(d,J=16.4Hz,1H) ,5.78(dd,J=10.4,2.4Hz,1H) ,
5.10-4.85(m, 1H) ,4.45-4.00 (m, 3H) ,3.83 (s,3H) ,3.73-3.60 (m, 1H) ,3.55-3.40 (m, 1H) ,
3.15-3.05 (m,1H) ,2.85-2.75 (m,1H) ,1.35(dd,J=13.1,6.6Hz,3H) ,1.16 (d,J=6.7Hz,
3H) ,1.06(dd,J=6.7,2.3Hz,3H) .FNMR (376MHz, DMSO-d,,, ppm) : 8- 114.16 (1F) .

[0477]  SCHEBIL2 AL G651 5 K

] \.IB,O.\?/
r
0. _.O
H,N HoN B
. |“ N\> Br,, HOAc . ]\ “\> I g |\ N\>
= ——— S ————_
NN 0°C-£i8 NZ N Pd(PPhs),, Na;COs NZ N
$®1 =I5 /H,0,110°C \
70-6 65-1 H]2 65-2
OY%
[0478] " )
S EH 1R
HQN)ITQ P2 ENEID) N-
Cl
/ -~
N e £ g N
1.3 N7 NTo
“
N
N
N

[0479]  SDEEL:4E0°C F,[7170-6 (30mg, 1.57mmol) [fJHOAC (15mL) FICHCL, (6mL) YA/ H1 75 M
Br, (252mg, 1.57mmol) [JHOAc (ImL) VAR o KH R S 1E w5 il N HiHE0 . 57NN, 28 Jm A A
NaHCO,IA AR K TR S CTR Sl 25 B S A AU FHER KB %, 420 7KNa,S0, T
P8 IR A R PR A B alifl (Rt / TR CRE=1/9) ,#3%165- 1,

[0480]  IE2. fERSS N, B65-1(200mg, 0. 74mmol) = Hi3E-1,3,5,2,4,6- =A< —
fliZEA b (559mg , 4. 45mmol) \Pd (PPh,) , (85mg,0.074mmol) \Na,CO, (196mg, 1.85mmol) £+
TWELT/H0 (5/1, 2ml) RS YIAEL10°C M HEFES/N SRR E Pt ek alifl (f
i/ R CBE=1/1) ,15565-2,

[0481]  JZ M S e ol L P [ 25 LB BB 5 65 . LCMS (EST ,m/z) : [M+H] "=615.3; HNMR
(400MHz , DMSO-d,;, ppm) : 88.48-8.47 (m, 1) ,8.33 (s, 1H) ,7.49-7.46 (m, 1H) ,7.30-7.17 (m,
3H) ,6.94-6.83 (m, 1H) ,6.24-6.19 (m, 1H) ,5.79-5.76 (m, 1H) ,4.97 (brs, 1H) ,4.44-4.32 (m,
2H) ,4.19-4.04 (m, 1H) ,3.90-3.46 (m,5H) ,3.16-3.10 (m, 1H) ,2.78-2.76 (m, 1H) ,2.21-2.15
(m,3H) ,1.35(d,J=6.8Hz,3H) ,1.14(d,J=6.8Hz,3H) ,1.02(dd,J=6.4,1.8Hz,3H) .FNMR
(376MHz , DMSO-d,,, ppm) :5-114.52 (1F) .

[0482]  STHEHBIL3 (L G721 5 K
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“\/O\rox/

o
OZN\@:NHE \| OgN N\> i-pmgciLict  ON N\> Hp, PA/C _ HoN N,
N # HCI, DMF, Ei8 n/ DDQ, THF, 0°C N MeOH, =i& N)
| Hm1 \ Hm2 \ H3 \
72-1 72:2 72-3
OY%
N
[0483] 0 [ ]
S5 iy
HN 0l SRITE N7
cl |N/ ol v “ \l
o
12 N7 N0
i‘ﬂ:w
N
72

[0484]  SLEEL.AE IR R, FIN' - FREL-4- BYFETE -1, 2- 1% (25¢, 149mmo 1) FIJi FFR = IS
(200mL) FIN,N- — FASEFHEZ (DMF) (300mL) AR R MIPRHCT (16mL) o 7 253t T Hi i %
Jo IR BRI T LR CTR TR W TE L NI « A LS 28707 KNa, S0, Tk
%5 3R, e A R PRl B el (C R/ WHEE=12/1) ,1380172- 1,
[0485] LUE2./50°C N, [A72-1(32g,180mmol) [ PUZL ML (80mL) & & F I N1 -
PrMgC1.LiCl (210mL , £F PUSMemRg (THF) H11.3M,271mmol) o B S HAE0°C N #1057/ o
SRIG NN, 3- —5(-5,6- UM ERR (DDQ) (49.2g,216mmol) [P %M (40mL) AR « Bk
G0 C MHCFE LN AE0°C N /KRR R N TSR S T CFR G R 26 B & - 1A L
J= ER KB, 2 T07KNa, SO, Tk 4 e iEIRAT B 4l , 13 80 72- 2.

[0486]  SDRES. EAAA N OBT72-2(7.0 CAHE/ CFRCTFE=4/1) g, 31.9mmol) A110%
Pd/C (3.4g) 7£ HF (30mL) TR G WAL =i NIt &% « i BEPT IR A1, 181 HIMe OHYE
B URAR ISR A2 72- 30

[0487] 43I St fhl 1 b (g 25 L BB A 72 . LCMS (EST,m/z) : [M+H] =600. 4 ; HNMR
(300MHz ,DMSO-d,;, ppm) : 88.44-8.36 (m, 1H) ,8.15(s,1H) ,7.48-7.43(m, 1H) ,7.41-7.38(d,
J=8.4Hz,1H) ,7.27-7.14(m,3H) ,7.02-6.98(dd,J=10.5,2.1Hz,1H) ,6.91-6.85 (m, 1H) ,
6.24-6.19(d,J=16.2Hz,1H) ,5.79-5.75(dd,J=12.9,2.4Hz,1H) ,4.95-4.85 (m, 1H) ,
4.36-4.05(m,3H) ,3.81(s,3H) ,3.67-3.40 (m,2H) ,3.20-2.90 (m, 1H) ,2.75-2.70 (m, 1H) ,
1.39-1.29 (m,9H) .FNMR (282MHz , DMSO-d,, ppm) : 8-114.19 (1F) .

[0488]  SJitEfA14 : (L 5691 5k

81



CN 118359609 A -B:E HH :FB 74/135 TL

il
I\/g[ _ By Njé\/% BB HgNJE/jN?
"HOA, 0°C e N Pd(PPhs)s, Na;CO5 N
o Bm \ ZEB¥E H,0, 100°C \
69-1 FW2 69-2
kB
~o
NH, ON N e N NH;  NoNor  ON
/@ 2 HNO, 2/\@: 2 (Cs;C0; /\@ 0" 0 2/\@:”\> PdIC, Hy
F Hz80,0°C F DMSO, 120°C NH  TsOH, B3, 100°C MeOHITHF, =iz
S| 3 2 | HE3 " SR

Br

HaN
[0489] 2 ;@: N g, N N\ _PAIC.H, ﬁ
N HOAC, Ei& N Pdmppr;m, Cs,CO; EA zﬂ

\  pms \
69-6 697 _W;’;“: -

[0490] jj?{A

[0491]  HIE1./E0°C N, M4-SpR3E-1-FF3-1,3-Z I M -5-% (6.0g,31. 7Tmmol) [£)

HOAc (20mL) JF ¥ HH I ANBr, (5. 1g, 31 . Tmmo1) [JHOAC (2mL) YAV it FE1/INK i iR 4 TR 50

HFRYIE LR CFREAI2M NaOH 2 [H]43 L « A HLIE SR /K PERR , 2 J07KNa, SO, T I ik 45 7%
s A Rtk alift (hhik/ CIRCRE=4/1) 1351691,

[04921 PR RS EG N L B69-1 (3.8g, 14 . 2mmol) V= FIKE-1,3,5,2,4,6- =44 —

2L PR b (3.6g,28. 4mmol) ,Na,CO, (3.0g,28.4mmol) FIPd (PPh,) , (1.64g,1.42mmol) {£

30mLIT) IELT/H,0 (5/1) R API{E100°C MHEHES /NN o 18 A0 2 0 A JJDNJ&#FHZJH;%

CREARIUR S - S IIANUE KT %, SMgS0, T e 4s - Ty £t il 25 U TLCAE

W (/IR CER=1/1) ,#55169-2,

[0493]  J57EB

[0494]  PER1:AF0°C |, M2 96 - 4- LKL (10.0g,79. 9mmo1) [¥JH, S0, (100mL) IA 7 HH iR

JIHNO, (5. 66,87 . 9mmo) [1JH,S0, (11 . 2mL) FIR - EO CHEFES/ NI I, W5 ST A PRI IK

7K (600mL) 1, 318 éﬁrxm)\NaOHz»er/ﬁz(180g/ﬁ?240mL7J<tP>ﬁ)ﬂ%ﬁﬁmw W) SRIE 1 B

118, 15 5)69- 3,

[0495]  2PEE2:1769-3 (5g,29.4mmol) [FJDMSO (35mL) J& K H I A Cs,CO, (47.88g,

146 . 9mmmo1) FITHEzEh iR 2h (5.95g,88. 2mmol) o RS WI7E120°C R a4 o H/Eb Wl

NIKH, I CBR SR A BRI A I A HLUE £8Na, S0, T8¢, Wl I8 Fik 4 , 13 21 et , ik
SIS REIR (Al Ak CRRCBRE=1/17%E1/4) ,135169-4.

[0496] PR3 11169-4 (3.2g,15.9mmol) [ FIZR (12mL) AR FP IIN = F A L FRGE (3. 54y,
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33.4mmo1) A4 - FHELIEHERR (60.5mg, 0.35mmol) « EASS00 1, BZIE AL 100°C i FkE2
NI BR IR AT BIFR Y, R REIR s 2tk (it / CRRCFE=5/1%1/1) 13
F)69-5.

(04971  FHIFE4A . FA S50 N, B69-5(3.2g,16. 7mmol) A1Pd/C (10% , 300mg) {EMeOH
(10mL) FNPY LM (THF) (30mL) FRITR AP =i M HHE6 /NN o SRIE 1 I8, IR A e IR, 152
69-6.

[0498]  HIE5.[169-6(2.51g,15.5mmol) [IJHOAC (25mL) JAR P IR (2.5g,15. 5mmol) .
LR N RCFE LN B TR KA T AT S VA Rk 25 pH =8 H%Z@aaﬁu
A - G I A NLE 4Na, S0, T8, WL I8 RS 1S 215t e ke et

t (E(da&/&&l@u—l/lil/zn AFR)69-7,

[0499]  PYE6: fEN, [V,[769-7 (1.6g,6.6mmol) \4,4,5,5-PUHEL-2- (N-1-J4-2-50) -1,

3,2- %SG (1.67g,10.0mmol) FICs,CO, (5.41g, 16.6mmol) £ Wk (16mL) FI7K (3mL)

TR A b IiAPd (dppf) €1, (243mg, 0. 33mmo1) « /EAUSSR N, KR A IE80°C R it HE
2. 5/ o TR R FIH, ORI - A M LE 4ENa, SO, T 1k i , 19 815k s, Bl st &t

R el (it / CRR OBir=1/1%1/3) %%9 8.

[0500]  JPEET . AES A5 N, B69-8 (1. 1g,5. 4mmol) FIPd/C (10% , 100mg) £ LR TS

(10mL) HHFTR SR == R HEPE2/ NGy IR, iR 4 i, 735169 - 2.

[0501] % MR 92 jits 9 1 o A 28 L B A 69 . LCMS (EST ,m/z) : [M+H] " =614.1;HNMR

(300MHz ,DMSO-d,, ppm) : 88.49-8.42 (m, 1H) ,8.08 (s, 1H) ,7.54-7.41 (m,1H) ,7.33-7.13 (m,

4H) ,6.94-6.80 (m, 1H) ,6.22(d,J=16.4Hz,1H) ,5.78(dd,J=10.4,2.4Hz,1H) ,4.92 (brs,

1H) ,4.46-4.04 (m,3H) ,3.78(s,3H) ,3.70-3.05 (m,3H) ,2.78(d,J=7.1Hz,1H) ,1.98 (s,

3H) ,1.43-1.20 (m,9H) . FNMR (282MHz , DMSO-d,,, ppm) : 3-114.52 (1F) .

[0502]  SJiEff15: P&\%l LTI 5 Ak

f‘j _HpPdC &Jﬁ HNO, #
Br” “N” “NH, KZCO3 Pd(dppf)Clg NH,  MeOH, ;E;ﬂ ,&‘H._,SO‘ 509C
— 847 H,0, 90°C

3
SR 171 17-2 — 17:3
NH; /\ e O:N
PAIC, NaH, s e e __HpPdC
EtOH, 80°C T e 0 MeOHITHF, RT.
s HW|S5 $]|6
Sh4 1174 117-5 117-6
[0503]
& Wy
EN
0 i
SZiEHI1 R (o1
HoN o0l HE3-TE K /| \/L
L SNTINT0
o N el
1-2 =
N\I
N
oY
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[0504] BRI . £F == A U0 B, 16 -7 -4 - FHERIERE - 2- i (10g,53 . 5mmo1) \K,,CO,
(18.5g,133.7mmol) f14,4,5,5-PUHI3E-2- (N-1-4-2-35) -1,3, 2- S Zmike (11.7g,
69.5mmo1) /£ —MEHT (100mL) A11H,0 (20mL) FH 7R S0 IAPd (dppf) C1, (3.91g,5.35) o £
WAEGR R BT AR S YIE0°C N itk NI o FZKIEE K SR, I TR CRE AR BUR A9 -
GIFMANUZE KT, 870KNa, SO, TR AR e REIRAE (s alif (it /
CFRTR=5/1) ,{551117-1.

[0505] 9. fﬁ%%f—:ﬂ? $117-1(6.0g,40.5mmol) F110%Pd/C(1.2g) £ HEE (60mL)
IR G =i PR IR IR G, TR IE U TIMe OHY ¥ o Mk 46 I8, 15 2
117-2,

[0506] L BE3.{E0°C F,[]117-2(3.0g,20mmol) [1JH,S0, (35mL) ¥4 H i In & MAHNO,,
(4.5mL, 71mmol) KR GHIAES0°C M EFE2/ NI o 410 CT?H#KM—K&F TR BB
HREY . G ITANUZE /KPR, 2 707KNa, SO, T ik 4 , 13 81117~ 3.

[0507] R4 AE G5 L 117-3(3.8g,15.75mmol) <10%Pd/C (1.0g) FI/K A
(80% ,3.8mL) 7E 25 (80mL) HIR S {E80°C FHEEEL . 5/ o 1 ETR &, FE T C i e i
DEG% IRAR BT, 1T 2117 -4

[0508] IS5 LA SG N, B117-4(2.0g,9.47mmol) ,HC1[MeOHIA R (1mL , 4 . Ommo1)
F FR = O R (20mL) FTR S WI7E120°C R R R IR ARTR S A3 BIFR W TR &t
TR B2l (Eilk/ CFRABE=10/1) , 1521175,

[0509] U6 EASSSHU N, B117-5(1.1¢g,4. 97mm01)ﬂ]lOOoPd/C(354mg) {EMeOH
(10mL) FNPY LM (THF) (10mL) FRTR A PR =i MiPEad 4% L JETR S, TIMeOHYEIE
DF IRAR IS, 1T 211764

[0510] MR ST 1 A g 25 L5 B8 45 A 117 . LCMS (EST ,m/z) : [M+H] '=602. 4 ; HNMR
(300MHz ,DMSO-d,,, ppm) : 88.83 (s, 1H) ,8.55-8.45 (m, 1H) ,7.54-7.41 (m,1H) ,7.36-7.13 (m,
3H) ,6.96-6.80 (m, 1H) ,6.25(d,J=16.8Hz,1H) ,5.78(dd,J=10.4,2.4Hz, 1H) ,4.99 (brs,
1H) ,4.43-4.33(m,2H) ,4.25-4.00 (m, 1H) ,3.83-3.79 (m, 1H) ,3.69-3.44 (m, 1H) ,3.27-3.12
(m,1H) ,2.84-2.78 (m,1H) ,2.20(d,J=2.4Hz,3H) ,1.34(d,J=6.6Hz,3H) ,1.10(d,J=
6.6Hz,3H) ,1.00-0.98 (m, 3H) .FNMR (282MHz , DMSO-d,, ppm) : 8- 114.30 (1F) .

[0511]  SJtafI16: b S adii 5k

(o] o]
HOT S F 1)(cociy,, bcm, RT HZNJI\/EF 1)(COCI),, DCE, 80°C KHMDS
1 (COCly, DCM.RT ___KHmDS
- 1 1 ) =
Z 2) gk, ZRt, 0°C c” N 2 THF, -20°C -Ei2
Cl N Cl '
owon MeCN, -10°C- i e

42-5 H2

42-6

v oi
= I o]

=
TJ/\ B-“O T\

[0512] \[ . . T 3
N7
N ¥

m 1) DIEA, POCI;, MeCN, 80°C  F Z I =N KOAc, Pd(dppf)Cl» E _
=N
o

F
2) DIEA MeCN, -10°C-E38 A |
W e . |5 N NAO
P W w
NN N = NH, 7
= \[ j 422 |
N TFA

|
NN
423 N x>
a4

L4
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[0513]  JBHEL.[)2,6- 505 7ML (23g,0. 11mol) £F (4% (300mL) HftgiE &4 hn
N BRI (0. 2mL) o SR JEAEE00 T3040 BN 1S NN F LS (33g,0.26mol) o K47k
G SN PRCHEL/INS, SRIG e 4R A5 B AR R s T R (50mL) HH o AE0°C R T30
RPN ERZIR RN B A A A (150mL) H R PTPHR S AE0°C M Hid 30908, SR i g
FEPE S HIIK (50mL) P, T, 13 8142-5.

[0514] £ B¥2. H B W51 (8.68g,68.4mmol) AbFH42-5 (11g,52.6mmol) [F1,2- 5%
(80mL) IA VL - FHE G IAES0C Mt 455 Bl , IR 4R SN W o B WA AT LI (100mL) Hy,
BHIE-10°C, AR IIN1-1(9.6g,55. 2mmol) FJTHF (30mL) JA R - RS 2 TR S MAE =k B
P HE2/ NN o FITAINaHCO, IR AR A RO T SR SRR A< B A= 228 0/ KRR T
ettt SRR A e et (o= it/ CRR CFE=4/1) ,132142-6.,

[0515]  JHBE3.[A-20°C FY42-6 (7.9g,19.3mmol) [FIPU S HEMR (THF) (100mL) FitFE iR
TN (= AL e ) S04 (KHMDS) (38 6mL , 1M VU4 kR (THF) JA 7, 38 . 6mmol) « 3445
IR S YIE = N R 2/INN o FTAERING, CLAKIA R K SN I SR SR A= H . A 1
AVVEE /KRR N T I e 4 e e bR st ta i 2t ik 2= A bk / TR
Clig=2/1) ,138/42-3.

[0516] B EE4.{E=1 N, A142-3 (746mg, 2mmo 1) FIN,N- — SN 3L A7 (DIEA) (387mg,
3mmo 1) [FMeCN (20mL) FE R IIPOCL, (367mg , 2. 4mmol) o« KEFTHFIR #7180 C Mt F14557
P ARIEAE-10°C MIRIIN,N- — SN EE 21 (DIEA) (3.87g,30mmol) A1142-2(1.58g, 4mmol) |1
MeCN (10mL) J& L« £ = B LN, VORI K SN, T IR CRE AR & 11
FHVEETOKIRER N TRk A S W S i ik alifh (b — S5/
HfE=10/1) ,75542-4.

[0517] YRS ARSI, H42-4 (8mg, 0. 15mmol) 3-Fi.-2- (4,4,5,5-PUFEE-1,3,2-
AR - 2- 35) 2R (42mg, 0. 18mmol) \Pd (dppf) C1, (13mg, 0.018mmol) FIKOAc (40mg,
0.41mmol) /£ Mkt (3mL) /H,0 (17) HWIE G WIAES0C M 2/ NN o Rz i A I/ K RS
HH R CEEREI . S H I HUE 22 J0/KNa, SO, T 4r - 5k s 22 13 il 2 UHPLCAli{
(Z»H%E/‘j/&\(o .05 % =3 L% (TFA) KA (30% £65%) ) , 15344, LCMS (EST ,m/z) : [M+
H]"=599. 1 ;HINMR (400MHz ,me thanol-d,, ppm) :88.73 (s, 1H) ,8.26-8.22 (m, 1H) ,7.15-7.09
(m,1H) ,6.84-6.74 (m,1H) ,6.53 (d,J=8.4Hz, 1H) ,6.42-6.38 (m, 1H) ,6.30-6.24 (m, 1H) ,
5.83-5.78 (m,1H) ,5.01 (brs, 1H) ,4.91-4.83 (m, 1H) ,4.53-4.29 (m,2H) ,3.96-3.89 (m,
1.5H) ,3.54-3.50(m,0.5H) ,1.82-1.75(m,1H) ,1.73-1.66(m,1H) ,1.47(d,J=6.8Hz,3H) ,
1.37-1.27(m,3H) ,1.16-1.05 (m,4H) ,1.03-0.97 (m,2H) ,0.88-0.83 (m, 2H) .FNMR (376MHz,
methanol-d,,ppm) :8-114.9(1F) ,-125.6 (1F) .

[0518]  STHEBILT AL G 1261115 K
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2 r N NH
HOP S - R —— HJNJI\\IC' 1) (COCH),, DCE, 80°C j‘\ g __KHMDS \Nl o
NP e 2) K TR 0°C RN )JII THF, 20°C i W
N™ °Cl

Ci N
MeCN, -10°C-EiR
23 ¢ B3 S
2 W2

[0519] \( ). @: Ai‘ \?«?

2) DIEA, MeCN, -10°C-2xi8  C KOAc, Pd(dppf)Cl; e
A A
b N N HS s
N N N
\|: ) 422 W
N
H TFA

| |
N N N

z
£
N
(=]

<!

[0520]  PUEIL:[AI/E = M2, 5,6- SRR (10g, 44mmol) /£ G HJE (100mL) FH &Y
R IINFEBE S (11g, 88mmol) FIT157H TN, N- — FILFHELE (DMF) - 303 Bl , Ik 4 T A3 1A
T AT 20 B HA T T (40mL) FR o AE0°C R IR IN100mLEL /K (28 % [RINH, ZKIETR) |,
BRI HEL05 Bl L 38, T KPR IE 8 T 15 21 - 2.
(05211 S B¥2. HHHES (464 .5mg, 3.66mmol) AbFE1-2 (550mg, 2. 44mmol) [F) S L 45%
(DCE) (5mL) 7 o KR A (E80°C M PE4B sl SR IG e o K Tk Wi T LI (5ull) v, 7%
HIZE-10°C, A MAL-1 (1g,5.86mmol) [ LI (5mb) F7R TR G =i M ikt
1, IR HeHs TR A iR i e il 4l (CIROTR/ ARk =1/9%1/3) ,1351-3,
[0522]  HIE3.10]-20°C F1-3(845mg, 1.98mmol) [PUE IR (THF) (40mL) $iw L7 H i
N LR 3E) 22581 (KHMDS) (5mL , IMPF) P SN (THF) Y59, 5. 0mmo) o SR B FiTfs
tm%ﬂ“ i NP2/ NI o TR AN, cijw«&wx)iﬁ MR OTEAHL I IAL
S ICKIRBR AN T Ik 4 R 2 iE R P e ik 2l (G B/ Ak =1/9%
2/1) FFEI1-4,
[0523]  JEB4.{r==ii N,If1-4(1.0g,2.56mmol) FIN,N- — A% £ (DIEA) (1.32g,
10.25mmo1) [MeCN (20mL) /ﬁ({&(lﬁll/rﬂJDPOﬂB (790mg, 5. 12mmol) B E R AES0C Ntk
43N, BRIGAE-10°C RN, N- — SN2 (DIEA) (6.62g,51.25mmol) F142-2 (1.45g,
5.12mmo1) [AMeCN (5mL) VAR - AE Z i Bt 11 LN i, SR IE VKK K SN, I R TR A5
BUR A G I ANUE LI K BN T Pk 4 e m e rER Puadiht: a2t (g
OB/ Ak =0/123/1) ,/351126- 1,
[0524]  JEBE5. fEASS40 N, B126-1 (120mg, 0. 22mmol) 3-98-2- (4,4,5,5-PUHIZE-1,
3,2- AN -2- 50 K% (104mg, 0. 44mmol) Pd (dppf) C1, (16mg,0.022mmo1) FI1KOAc
(108mg, 1.11mmol) £E &kt (3mL) /H,0 (17 HINIR A YI{E80°C M F 2/ NN K% &)
KB CRR CBR AR &I A UE 20K Na, SO, T 1k 45 Tk 28 il 25 4
HPLCAfk (LI E70. 05 % I =S LR (TFA) HI7KIATR (34 % %£45%) , 135126 . LCMS (EST,
m/z) : [M+H] " =615.3; HNMR (400MHz , DMSO-d,, ppm) :88.74 (s, 1H) ,8.52-8.35(m, 1H) ,7.16-
7.07 (m,1H) ,6.94-6.76 (m,1H) ,6.51 (d,J=6.0Hz, 1H) ,6.38(t,J=6.6Hz, 1H) ,6.20(dd,J
=12.6,1.8Hz,1H) ,5.76(dd,J=12.6,1.6Hz,1H) ,4.91-4.80 (m,2H) ,4.51-3.50 (m,6H) ,
1.91-1.65(m,1H) ,1.45-1.15 (m,6H) ,1.10-0.70 (m,8H) . FNMR (376MHz ,DMSO-d,, ppm) : 8-
114.30(1F) .
[0525] S8 AL G 12715 Ak

86



CN 118359609 A ﬁ'ﬁ HH :I:; 79/135 1t

rllp ¥ "y
Lo L

OH N
KOAc, Pd(dppf)Cl. cl
_—_—8lhl&8 F

[0526] 1Y
N N’go

EZ N o)
N\\Vlw NN
126-1 127

[0527]  SBIRL . AERSS50 N, B126-1(200mg, 0. 37mmol) 2- 95 -6 - 2 L IR L AIIES (115mg,
0.74mmol) \Pd (dppf)C1, (27mg,0.037mmo1l) F1KOAc (181mg, 1.85mmol) £ ikt (3mL) /H,0 (1
) TR G IAE80°C Mt FE2/INN o RZ IR S HIZKMB I I CFR G RR 26 B & I 1A L
J2 22 J07KNa, SO, T 1 F e 4 o Theax W 22 il & UHPLC A, (L5 1U750.05 % M =5 LR
(TFA) [ 7KIR < 25 % 248 %) , 135127, LCMS (EST,m/z) : [M+H] "=616.2; HNMR (300MHz
DMSO-d,, ppm) :810.16 (s, 1H) ,8.71 (s, 1H) ,8.50-8.40 (m, 1H) ,7.31-7.23 (m, 1H) ,6.86-
6.67 (m,3H) ,6.20(d,J=16.5Hz,1H) ,5.79-5.74 (m, 1H) ,4.99-4.78 (m,1.5H) ,4.55-4.45
(m,0.5H) ,4.40-4.05(m,1.5H) ,3.95-3.68 (m,2H) ,3.55-3.45(m,0.5H) ,1.80-1.60 (m, 2H) ,
1.34(s,3H) ,1.30-1.23 (m,3H) ,0.95(d,J=5.7Hz,2H) ,0.90 (s,4H) ,0.82 (s, 2H) .FNMR
(282MHz , DMSO-d,, ppm) :8-115.33 (1F) .

[0528]  SJEI19: (L 5P 2411075 ik

0.
x F 0 o]
.
o CE%JYV 0
N
3 (J
Ch# - 5 NH, .
| 1) DIEA, POCI3, MeCN, 80°C () KOAc, Pd(dppf)Cl;

N ,l§ 3 N @ —_— Ci =
cl N | ,J§ F N
X

[0529] N" "0  2)DIEA, MeCN, -10°C-£i&
fo) Cl N N o] Hm o)
AT NP )
z NH
Nagr [j 81 ] 2 L I
1-4 NN >
H * TFA
1241 124
S8

[0530] L HEL.fF=1E N, M1-4(900mg,2.3mmol) FIN,N- — S NIELNE (DIEA) (1.2g,
9.3mmol) [JMeCN (3mL) ?E?{thlﬂ‘]%jJDPOleﬂ (707mg, 4 .6mmol)  BFFTAHATRAES0 C NI 454y
B SRIEAE-10°C NN, N- — SN E A (DIEA) (6.62g,51.25mmol) #118-1 (889mg,
5.8mmo1) [{IMeCN (2mL) YA - £E Z WA L/ INI e, VKKK SN, R C R A HUR &
Y. & AN UZE L TOKIRER N T Ik 4 « B W 40t RE IR PR (it 4k, (R g/
AR =0/123/1) ,132]124-1,

[0531]  2BBR2. fF &350 N, B 124-1 (170mg, 0. 32mmol) 3-F6-2- (4,4,5,5-PYHiZE-1,
3, 2- A - 2-35) KK (153mg, 0. 64mmol) Pd (dppf) C1, (36mg, 0.048mmo1) FI1KOAc
(158mg, 1.61mmol) {/E K&kt (3mL) /H,0 (17) HINIR A YI{E80°C M F 2/ NN K% G W)
KB T CRR CBR AR &I A UE 20K Na, SO, Tk 45 TRt 28 b il 25 1
HPLC&l{E, (10mM NH,HCO /KA 5 1% (26% %42%) ) , 1351124, LOMS (EST,m/z) : [M+H] "=
601 .4 ;HNMR (300MHz , DMSO-d,, ppm) :88.74 (s, 1H) ,8.52-8.35 (m, 1H) ,7.19-7.07 (m, 1H) ,
6.86-6.80 (m, 1H) ,6.51(d,J=8.1Hz,1H) ,6.38(t,J=9.0Hz,1H) ,6.22(d,J=16.8Hz, 1H) ,
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5.78(dd,J=10.5,2.4Hz,1H) ,5.22 (brs,2H) ,5.12-4.96 (m, 1H) ,4.49-4.29 (m, 1H) ,4.20-
4.03(m,1H) ,3.71-3.64 (m,1H) ,3.25-3.17 (m, 1H) ,1.90-1.75 (m,2H) ,1.35(dd,J=23.7,
6.4Hz,3H) ,1.15-0.75 (m,8H) .FNMR (282MHz , DMSO-d,, ppm) :8-114.17 (1F) .

[0532]  SCJE(20 : (b 515 LR S 16211 & Ak

)
N o o

' 2 cl

68-2 Cl -

Cl = NH NH
HZNJI\I PWARM AN AN SFC GTONTNTo

o

CI” "N “CI
1-2 .
N meEsiaikl | N IRERIH2 \_y
" 4

/NJ
15141 151-1-P1 151-1-P2
[0533]
0 N o N
Cl\ ~# [j Cls = [ ..
NH N NH . N
s SR iy < 551 PRy
CI” N7 N0 BRS-TE{ £ C /I S CI” NN SRS-TE £ Cl /I SN
SN N)*o SNTNT0
N NH N NH;
N4 N4
b4 N 4 N
151-1-P1 FE4 B4 ,NJ 151-1-P2 ik d=2 0 ) /Nh-’"’
151 -

[0534]  FHASTEAIL R PP BR G K 151 - 1o a1 SR €4 3% SFC (Dr . Maisch MIC,
250x 25mm, 10pm, 55 %MeOH/CO,, 70mL/min, 100bar) Zfift151-1(1.7g) ,#32P/MiEE: 151-1-
P1(%1,623mg,98.1%ee) F1151-1-P2 (%2, 756mg, >99 % ee) -

[0535] 43 HR Szt 19 1 P R 25 L B8 5 k151 LCMS (EST,m/z) @ [M+H] =629.3; HNMR
(400MHz , DMSO-d,;, ppm) : 88.45-8.40 (m, 1H) ,8.07 (s, 1H) ,7.27 (s, 1H) ,7.01 (dd,J=15.2,
8.0Hz,1H) ,6.90-6.86 (m, 1H) ,6.40 (d,J=8.0Hz,1H) ,6.34-6.18 (m,2H) ,5.77 (dd,J=
10.4,2.4Hz,1H) ,5.07-5.02 (m,2H) ,4.92 (s, 1H) ,4.44-4.41 (m,0.5H) ,4.32-4.15 (m, 2H) ,
4.08-4.04 (m,0.5H) ,3.84-3.61 (m,4.5H) ,3.50-3.47 (m,0.5H) ,3.18-3.01 (m, 1H) ,2.92-
2.86(m,0.5H) ,2.74-2.70 (m,0.5H) ,2.01(s,2H) ,1.88(s,1H) ,1.35-1.18 (m,9H) .

[0536] 43 HR St 19 1 P (R 25 L B8 5 ki 152 . LCMS (EST,m/z) @ [M+H] =629.1; HNMR
(400MHz ,DMSO-d,,, ppm) :88.40 (s, 1H) ,8.06 (s, 1H) ,7.27(s,1H) ,7.01(dd,J=15.2,7.9Hz,
1H) ,6.95-6.80 (m, 1H) ,6.40(d,J=8.2Hz,1H) ,6.29 (t,]J=8.8Hz,1H) ,6.21(d,J=16.4Hz,
1H) ,5.77(dd,J=10.4,2.3Hz,1H) ,5.04 (s, 2H) ,4.89 (s, 1H) ,4.47-3.99 (m,3H) ,3.85-3.39
(m,5H) ,3.21-3.01(m,1H) ,2.91-2.63 (m, 1H) ,2.05-1.86(m,3H) ,1.39-1.14 (m,9H) .

[0537]  SCjiEff21 - (b S 15 TR S 16811 & Ak
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NO. s NO Br N Br .)\.
N K:CO4, DMSO, Ej NC N OMF IR W& opH DCMMeCHMZO NZ N HCLOElh 100°%C N N Pd,(dba),, Xantphos

Cl
HW1 H : | HW3 H $H|a Cs,C0;,, DMF, 120°C
1571 s 157-2 157-3 1574 HWs

1] E_lﬂlfFEEJHCI | __Bw PdIC, Hy I‘\%:
Ij:% DC'\" ii N HO’\C E:. K,w Pd(dpplCla THF gﬂ 4 N
N
\

\ ZREHE M0, 90°C
Thi 167-7 ] 1578 157-9

N
157-6

HzN N
g a
N N\ F
N N O

0
[0538] Ho)‘jl\/j:r gigﬁ-ﬁ;&ﬂ g8 NAO SFC

o N e ol z N
12 N PR R FE¥: S k2 /N.J
/NJ
15710 157-10-P1 157-10-P2
o o
! " : 'ty
" NH [ j B NH l: :l
L szmpase | S35 i i
NN ES-TR p o 7y oSNNS ST e F Sy
| N7 N0 e N7 NSO
. N NH; B NH3
/NJ N /"J N
N N
167-10P1 R SHE N7 157-10-P2 i N
157 158

(05391 DIR1 . [F)2- 50 -6- HIAk-3- LML IE (25¢, 144 5mmol) FIK,CO, (59.8¢,433 . 5mmol)
7F— FHELIZAN (DMSO) (200mL) FR TR S Fh i I HH e b ik (11.8g, 173 4mmol) o £ %505
B e B SO R A TR T R SRR AL A T I A MR 20 KNa, SO, T
Weds 13211571,
[0540]  PR2:3%4157-1(23.3g,139.5mmol) FIN-EEE FAME i (26g,146. 5mmol) N, N- —
$ﬁ$M%®wM%MD@ﬁfZﬁTﬁ#MﬁT%ﬁ&ﬁ%m%%m%hﬁﬁz&a
AR AR NUE HER KPR , 2 T07KNa, SO, Tk 45 , 13 8157 - 2.
[0541] YRS AE RSN, B 157-2(32g,131mmol) FEH) (85g,1310mmol) \NH,C1
(34.7g,655mmol) 717K (30mL) NS Hbe /I (1/1, 150mL) HR R I IAE 2= N it/ N
W38, SR EEEsIE Dt FZKMBE S HRIE R H — & B2 B A I A HUE R K
Uil , 8 I07KNa, SO, Tk 4 , 1381573,
[0542]  BYB4. fF RSG50 N L BF157-3 (19.3g,89. 8mmol) AR FHZR R — /K &4 (1. 7¢g,
8.97mmol) i IR — £ Bt (150mL) AR AE100°C M FE2/ NN o FKFRE TR &9, 7 ]
LR CBRAEL S AN HER K i% , 8 70KNa, SO0, T4, e , 13 2 kW, i 2
IR kil (At / R CEE=10/12E1/1) ,#32)157-4.
[0543] RS . FERASU N, B157-4 (11g,48.9mmol) « 2K (13.3g,73. 3mmol) Ak
fiRifs (31.9g,97.8mmol) \Pd, (dba) , (2.23g,2.44mmol) FlXantphos (2.83g,4.88mmol) £EN,N-
T HHAELHHe . (DMF) (100mL) TR A IEL120°C Mt 17 o 15 BITR S A1, Rk
B ORI AT A NUE R KPR, £8Na, S0, THRIF k4 15 21 5k, ek
S R ek Al (it / LR C B =10/1%1/5) , 1521575,
[0544]  2PBR6.1M157-5 (12.80g,39. 26mmol) ft) — SUHVSE (60mL) VAR H i DIHC T Y e
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B (4M, 30mL) R SWIAE Eil NHEHE L/ NN s R TN S (30mL) |, It 3, 75 21
157-6.

[0545] L BR7.[1157-6(8.8g,54.3mmol) [ LR (150mL) 74 & il fiBr, (8. 7g,
54.3mmol) «AF RS N KRG YIRS N hE2/ NNy o T AR S A iR i AR
W EpH="T-8, LR LBRARUR G G ANUZ T E/KBER , 48Na, S0, T4, k4 ,
R, e ik ek alift, Chimik/ O ClE=10/1%1/5) 4381577,

[0546]  JBES . AEASSGN LB 157-7(6.3g,26. 25mmol) \2- S NG5 -4,4,5,5-PU -
1,3,2- SR (7.93g,47. 25mmol) AFRE (9. 1g,65.6mmol) FIPd (dppf) C1, (1.54g,
2. 1mmol) /£ —MEKT (60mL) AIH,0 (12mL) HRTE G HIAE90°C Mt # KRS P A1, HIK
MR H CR BRI B HUEE ST, FERKPE , 4Na, S0, T ik4s , 15 81 72, 7%
SR kLl Caihik/ AR OFE=10/1%1/1) ,13%]157-8.

[0547] BRI fEASS50 N, B 157-8(4.5g,22. 28mmol) F1110%Pd/C (0. 45g) £ VU S
(50mL) HRIR AP 200 P IR 1% o b TR A1, TIDY S e vk [ o e 4 DR, 15 2
157-9,

[0548]  F2 I St 9 1 (2 25 B & i 157 - 10 o 3 3 AR I AL A AR 433 SFC (Dr . Maisch
MIC,250x 25mm,10um,40%EtOH/C02,70mL/min, 100bar) Zifif,157-10(1.15g) , {55 NI
157-10-P1 (I%1,523mg, >99 % ee) F11157-10-P2 (I%2,578mg, >99 % ee) -

[0549] 2R S 45 1 b 25 L B 4 ik 157 . LOMS (EST ,m/z) : [M+H] "=614.6;HNMR
(400MHz , DMSO-d,;, ppm) : 88.40-8.25 (m,2H) ,7.06 (dd,J=15.0,8.1Hz, 1H) ,6.95-6.80 (m,
1H) ,6.42(d,J=8.2Hz,1H) ,6.37-6.30 (m, 1H) ,6.22(d,J=16.8Hz,1H) ,5.77(dd,J=10.4,
2.2Hz,1H) ,5.29(s,2H) ,4.95(s,1H) ,4.45-4.41 (m,0.5H) ,4.31-4.28 (m,1.5H) ,4.17(d,J
=11.6Hz,0.5H) ,4.04(d,J=13.0Hz,0.5H) ,3.81(s,3H) ,3.75-3.59 (m, 1H) ,3.53-3.46 (m,
1H) ,3.11(t,J=11.3Hz,1H) ,2.85-2.70 (m, 1H) ,2.16 (s,3H) ,1.34(d,J=6.8Hz,6H) ,1.24
(d,J=6.9Hz,3H) .

[0550] 43 MR Szt 19 1 P R 25 L B8 5 ik 158 . LCMS (EST ,m/z) @ [M+H] =614.2;HNMR
(400MHz , DMSO-d,;, ppm) : 88.40-8.25 (m,2H) ,7.06 (dd,J=15.0,8.2Hz,1H) ,6.94-6.81 (m,
1H) ,6.42(d,J=8.2Hz,1H) ,6.37-6.31 (m, 1H) ,6.21(dd,J=16.2,4.6Hz,1H) ,5.77(dd,J=
10.4,2.2Hz,1H) ,5.29(s,2H) ,4.90 (s, 1H) ,4.45-4.41 (m,0.5H) ,4.31-4.28 (m,1.5H) ,4.17
(d,J=11.6Hz,0.5H) ,4.04(d,J=13.0Hz,0.5H) ,3.81 (s,3H) ,3.72-3.68 (m,1.5H) ,3.49-
3.33(m,0.5H) ,3.12(t,J=12.0Hz,1H) ,2.82-2.72 (m, 1H) ,2.15(s,3H) ,1.35(d,J=6.8MHz,
6H) ,1.24(d,J=6.8Hz,3H) .

[0551] S22 : A 5145 F L S P 146 1 75 1
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|
FB[F _NH,HCI F:E:E“H PA(OH)LIC, H, F:@:NH HC(OEt)s, TSOH.H,0 HQN:C[N»
O:N NO, EtsN. DCM, 0°C no, T ER LN N T N N

rl 2 F

S| Hw2 |3 \
145-1 145-2 145-3
o}
Br IB
-
NBS H?Nﬁ""\) T i N\> pac, i, HN N\>
DCM, 0°C-£i& N K;COs Pd(dppfiCl, ¢ N THF ER d
i L} V' —miH,0, 90°C — \ EWe — \
1454 WS -
o 9 " 9
F
[0552] . N> o NKO SFC e NN o SN0
1456 \ F F.
~r SRR '
Y N e §,_g" RS2 |0
o N ol e ’ /
12 145-7 145-7-P1 145-7-P2
OY\
M N
; )
i ) i N
= NH N £ "
SRo  sEmme Y P N
ClI” NT N0 b N 58119
HWS-7200 FY T N N N’go HWS- 720 N NJ*o
F NP NN
N N ~O E
NH, F
N—Y : o
X N ,N“" TE$E Rk /NJ
145-7-P2 meRimE2 N
145-7-P1 146

145
[0553]  2EBE1.7F0°C N, A11,5- 95 -2,4- " AHHEEHK (50.0g,245mmol) ) S H &L (DCM)
(500mL) (IR P NN = (49.5g,490mmol) |, 2R 2 RN HE e £k i £ (16 5g,
245mmol) o KFFTFIRIRAL0C P HEHE2/ N IIAJK (IL) MR O (1L) « 43 BVKE,
MR CREAI VRS G, KT, 4Na, SO, Tk 4, 13 215 W, TR s 2 ik
Bk aitl, (a it/ QR CTlE=1/1) , 1351451
[0554]  2DR2.[f]145-1 (34.0g, 158mmol) LR LT (500mL) F9 HH I 10 % Pd (OH) ,/C
(3.4g) ALE TS N RAMHRAMAZR Mt . 1 38, TR RRVEIRIEDE 4
JEIR, 1 21452
[0555]  2DER3:K1145-2(19g,122mmol) il FHFR = T (36. 1g, 244mmo 1) TG FHRAF R —
IKEW (2.32g,12. 2mmol) £EPU LR (200mL) FH TR ARl 24N /NI o BHE S5 A, 1T
KRR LR /VUEEEE (1/1) 2B AHUZ A G, KBRS, £Na, S0, TH ik
2% A3 B, e EI ealk etk (it / CIRCFE=1/3) ,#351145-3.
[0556]  LYE4.{F0°C N, []145-3 (9g,54.5mmol) (19— % 4L (100mL) 7R P2 I AN- 7R
BEFAMED i (9.7g,54 . 5mmol) KA IR =i, IR LN Rz R S KA R
=SR2 AVRA G, MRS, 4Na, S0, T-HI k4, 15 21 5emt , Ber)
S RER stk Chimik/ CFRCBR=1/2) ,135]145-4,
[0557] LIRS AEAAS50GA B LB 145-4(5.95g,23 . 4mmol) \2- S NG5t -4,4,5,5-PU %L -
1,3,2- SR (6. 14g,36. 6mmol) (IR (8.07g,58. 5mmol) FIPd (dppf) C1, (1.71g,
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2.34mmo1) £F A (60mL) FH,0 (12mL) FHITREWIAE90°C M HE & KR G A, ]
KB MR BRI AHUZEE I, THERKPER , £6Na, S0, T I e 4q , 13 21 51,
e il etk it (it / QR CBR=1/1) ,135145-5.

[0558]  LUE6 . AEASE N, 4%145‘5(2 53g,12.3mmol) F110%Pd/C (0.25g) 7 PU %Wk
(50mL) TR G AL =00 N IR i i B TR G  , HVH S PR IR e VA [ o e 20 B8, 13- 2
145-6.

[0559]  H RSt H R LD BR G B 145 - 7o B 1R I SR AR 6 1% SFC (Dr .Maisch MIC,
250x 25mm, 10pm, 50 %MeOH/C0,,80mL/min, 100bar) Z{i{t.145-7 (1.08g) , {2 4 MIEe : 145-
7-P1 (I&1,600mg, >99 % ee) F1145-7-P2 (%2, 326mg, >99 % ee) -

[0560]  F2z HE S o) 1 A i) 25 0025 B8 45 i 145 . LCMS (EST ,m/z) : [M+H] =631 .4 ; HNMR
(400MHz ,DMSO-d,;, ppm) : 88.28-8.20 (m, 1H) ,8.20(s, 1H) ,7.43(d,J=9.6Hz, 1H) ,7.08 (dd,
J=15.2,8.0Hz,1H) ,6.91-6.78 (m,1H) ,6.44 (d,]=8.4Hz,1H) ,6.37 (t,J=8.0Hz, 1H) ,
6.19(d,J=16.8Hz,1H) ,5.77-5.74 (m,1H) ,5.35 (s, 2H) ,4.85-4.72 (m,1.5H) ,4.50-4.47
(m,0.5H) ,4.25-4.15(m,1.5H) ,3.91-3.70 (m,5H) ,3.50-3.42 (m,0.5H) ,2.94-2.89 (m, 1H) ,
1.47-1.08 (m, 12H) .

[0561] 2 MR S o) 1 A i) 25 0025 B8 45 8 146 . LCMS (EST ,m/z) : [M+H] ' =631.3; HNMR
(400MHz ,DMSO-d,;, ppm) :88.33 (d,J=9.6Hz, 1H) ,8.20(s, 11) ,7.44(d, J=9.6Hz, 1H) ,7.09
(dd,J=15.2,8.0Hz,1H) ,6.90-6.79 (m,1H) ,6.45(d, J=8.0Hz,1H) ,6.37 (t,J=8.0Hz,
1H) ,6.19(dd,J=16.8,2.0Hz,1H) ,5.76-5.74 (m,1H) ,5.37 (s,2H) ,4.90-4.82 (m, 1H) ,
4.79-4.74 (m,0.5H) ,4.49-4.45 (m,0.5H) ,4.18-4.02(m,1.5H) ,3.99-3.66 (m,5H) ,3.58-
3.54 (m, 1H) ,3.04-2.99 (m, 1H) ,1.50-0.95 (m, 12H) .

[0562]  SZfE 23 AL 1 TR S 18015 Ak

X 5‘_’0! é‘%‘lﬁ F
HoN 2-4
N\ D—B(DHJ N
F N K:COs, PdidibpfiCly

W4 H;0, 90°C
1454 Hm 1791 4o

[0563] e

e 0.

SRy SRS
Cl N N 0
' W5 72N F NSy
S
F.
PR ERAET Y N

179-2-P1 Nl
ey

178

o]
F.
F = N =

NH I H | /T:
Nl n’go SFC SN N’go X =
N

N mmE | N EB$% R iE2
/N-_'? /N“J? /N'_'%r

179-2 178-2-P1 179-2-P2

o]

)
If s L
SXmEM1PH
N N’L"O HWS-724 /| SN
N7 N0
NH; F

N
N

4 FESE R 2 N

W
179.2.P2 A

180

[0564] LI AEE TG N, B 145-4 (1g, 4. Immo 1) ERPIEEAER (2.8g,32.9mmo1) \Pd
(dtbpf)Cl, (270mg, 0. 4mmo1) F1K,CO, (1.4g,10. Immol) AR Y e (50mL) F7K (10mL) FRRgTE
HWAEIOC Rt PE I i %“/tb/m\%/‘ja‘ﬂ Wi A2, B &t RAAHPLCAEAL, (IS
MJ250.05 % M —F. IR (TFA) FI7KIAM : 18% 4220%) , 7551791,

[0565]  F2 M3 ST 1 Fh R AU SR 5 581 79 - 2.0 il ik iR I S0 A4 2 3% SFC (D Maisch MIC,
250x 25mm, 10pm, 55 %MeOH/C0,,100mL/min, 100bar) Z{ift179-2(1.34g) , 1% FIP/MIE . 179-
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2-P1 (I&1,560mg, >99 % ee) F1179-2-P2 (I&2,730mg, >99 % ee) -

[0566]  F2 M ST o) 1 A g 25 L5 B85 179 . LCMS (EST ,m/z) : [M+H] " =629.3; HNMR
(400MHz ,DMSO-d,, ppm) :88.30(d,J=9.6Hz,1H) ,8.12 (s, 1H) ,7.34(d,J=9.6Hz, 1H) ,
7.10-7.04 (m,1H) ,6.86-6.75 (m, 1H) ,6.43 (d,J=8Hz, 1H) ,6.38-6.32 (m, 1H) ,6.18-6.13
(m,1H) ,5.74-5.70 (m, 1H) ,5.43 (s,2H) ,4.91-4.70 (m,2H) ,4.50-4.40 (m,0.5H) ,4.12-4.06
(m,1.5H) ,3.86-3.82(m,2H) ,3.77(s,3H) ,1.70-1.66 (m,1H) ,1.49-1.46 (m,2H) ,1.29-1.27
(m,3H) ,1.23-1.13 (m,3H) ,0.79-0.75 (m, 1H) ,0.68-0.66 (m, 1H) . FNMR (376MHz ,DMSO-d,,
ppm) :8-113.81(1F) ,-126.99 (1F) ,-127.16 (1F) .

[0567]  JZ IS fol1 A 2B B G 5 180, =S & (TFA) k. LCMS (EST,m/z) : [M+H]"
=629. 3; HNMR (400MHz ,MeOD-d, , ppm) :89.24 (s, 1H) ,8.26-8.21 (m,1H) ,7.74(d,J=8.8Hz,
1H) ,7.10-7.05(m, 1H) ,6.90-6.70 (m, 1H) ,6.42(d,J=8.4Hz,1H) ,6.37-6.25 (m,2H) ,5.84-
5.79 (m,1H) ,5.03-4.90 (m,2H) ,4.61-4.56 (m, 1H) ,4.50-4.32 (m, 1H) ,4.06 (s,3H) ,3.91-
3.86 (m,2H) ,1.95-1.85(m,1H) ,1.53-1.50 (m,3H) ,1.39-1.30 (m,3H) ,0.94-0.81 (m,3H) ,
0.55-0.53 (m, 1H) .FNMR (376MHz ,DMSO-d,, ppm) :§-116.28 (1F) ,-123.46 (1F) ,-126.84
(1F) .

[0568] W] PLa i 4% BTk (1) 5 i ke il 2 2 (D A (LD [ &9 R 1A H T 1552
T 1511 - 23 FR AR 15 2 2 b A 25 () — 2o SRR I o At

[0569]  F1.20 (D A1 (1D (L SWIRIRAE
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Llade 2 ] [M+H]* 'TH-NMR Al YF-NMR
w5

HNMR (300 MHz, DMSO-ds, ppm): & 9.07 (s,
1H), 8.67 (s, 1H), 7.57-7.46 (m, 1H), 7.37-7.28 (m,
o 2H), 7.18 (t, J = 7.1 Hz, 1H), 7.03-6.78 (m, 1H),
o 6.24 (d, J = 15.4 Hz, 1H), 5.82 (d, J = 10.6 Hz,
2 ) .3 615.3 | 1H), 4.94 (brs, 1H), 4.52-4.28 (m, 2H), 4.15-3.55
. (m, 3H), 3.45-3.25 (m, 1H), 3.19-2.95 (m, 2H),
~ 2.87-2.77 (m, 1H), 2.71-2.60 (m, 1H), 1.13 — 1.05
(m, 6H), 0.99-0.88 (m, 6H). FNMR (282 MHz,

DMSO-ds, ppm): & -114.71 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 11.81 (s,
1H), 8.67 (s, 1H), 8.45 (s, 1H), 7.37-7.35 (m, 1H),
o~ 7.32-7.28 (m, 1H), 6.93-6.87 (m, 1H), 6.84-6.79
[j (m, 1H), 6.22 (d, J = 17.2 Hz, 1H), 5.78 (dd, J =
3 o e 3 623.1 | 104, 2.4 Hz, 1H), 5.00 (brs, 1H), 4.44-4.34 (m,
L0570] " »’—\JYA 2H), 4.30 (s, 2H), 4.21-4.05 (m, 1H), 3.85-3.81 (m,
S 1H), 3.67-3.64 (m, 1H), 3.16-3.10 (m, 1H), 1.78
(brs, 2H), 1.36 (d, J = 6.8 Hz, 3H), 0.97-0.86 (m,

8H).

HNMR (400 MHz, DMSO-ds, ppm): & 8.66 (s,
1H), 8.48-8.47 (m, 2H), 7.85 (t, J = 8.8 Hz, 1H),
T 7.60-7.56 (m, 1H), 6.85-6.79 (m, 1H), 6.21-6.15
. . l‘“"’N"" sg7q | o 1H), 573 (dd, /=104, 2.4 Hz, 1H), 4.94 (brs,
| N&;‘:}_\ 1H), 4.38-4.11 (m, 3H), 3.62-3.42 (m, 2H),
g 3.22-3.07 (m, 1H), 1.73-1.68 (m, 2H), 1.31 (d, J =
8.0 Hz, 3H), 0.96-0.72 (m, 8H). FNMR (376 MHz,

DMSO-ds, ppm): & -123.33 (1F).
W HNMR (400 MHz, DMSO-ds, ppm): & 8.69 (s,
s 2 l[w'" 6111 | D860 (s, 1H), 7.53-7.49 (m, 1H), 7.32-7.28 (m,
gxXye 3H), 6.85-6.78 (m, 1H), 6.19 (dd, J = 16.8, 2.0 Hz,
D\K}’A 1H), 5.77 (d, J = 11.6 Hz, 1H), 4.90 (brs, 1H),
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434-431 (m, 3H), 3.93-3.92 (m, 1H), 3.75-3.73
(m, 1H), 3.57-3.53 (m, 1H), 3.25-2.98 (m, 2H),
1.80-1.79 (m, 1H), 1.66-1.65 (m, 1H), 0.96-0.80
(m, $H).

645.1

HNMR (400 MHz, DMSO-ds, ppm): & 8.41-8.39
(m, 1H), 7.53-7.47 (m, 1H), 7.32-7.26 (m, 2H),
7.19-7.15 (m, 1H), 6.88-6.77 (m, 1H), 6.20-6.15
(m, 1H), 5.73 (dd, J=10.4, 2.0 Hz, 1H), 4.97-4.86
(m, 1H), 4.37-4.25 (m, 2H), 4.13-3.97 (m, 5H),
3.38-3.04 (m, 3H), 2.35-2.22 (m, 4H), 1.29 (d, J =
6.8 Hz, 3H), 0.98 (d, /= 6.4 Hz, 6H), 0.82 (d, J =
6.8 Hz, 6H). FNMR (376 MHz, DMSO-ds, ppm):
0 -114.91 (1F).

[0571]

604.1

HNMR (400 MHz, DMSO-ds, ppm): & 8.47-8.40
(m, 1H), 7.50-7.45 (m, 1H), 7.30-7.23 (m, 2H),
7.16-7.12 (m, 1H), 6.87-6.78 (m, 1H), 6.19-6.15
(m, 1H), 5.73 (dd, J = 10.4, 2.0 Hz, 1H), 4.97-4.90
(m, 1H), 4.37-4.23 (m, 2H), 4.13-3.98 (m, 1H),
3.85-3.60 (m, 2H), 3.24-3.05 (m, 1H), 2.69-2.59
(m, 2H), 2.55 (s, 3H), 1.30 (d, J = 6.8 Hz, 3H),
1.02 (d, J = 6.8 Hz, 6H), 0.87 (d, J = 6.4 Hz, 6H).
FNMR (376 MHz, DMSO-ds, ppm): & -114.81
(1F).

11

619.1

HNMR (400 MHz, DMSO-ds, ppm): & 8.45-8.36
(m, 1H), 7.52-7.46 (m, 1H), 7.32-7.25 (m, 2H),
7.20-7.15 (m, 1H), 7.06-6.73 (m, 2H), 6.20-6.15
(m, 1H), 5.73 (dd, J = 10.4, 2.4 Hz, 1H), 4.99-4.83
(m, 1H), 4.38-4.24 (m, 2H), 4.13-3.97 (m, 1H),
3.80-3.40 (m, 2H), 3.23-3.03 (m, 1H), 2.76 (s, 3H),
2.46-2.38 (m, 2H), 1.29 (d, J = 6.8 Hz, 3H),
1.04-0.96 (m, 6H), 0.90-0.79 (m, 6H). FNMR (376
MHz, DMSO-ds, ppm): § -114.83 (1F).
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[0572]

HNMR (400 MHz, methanol-d4, ppm): & 8.45-8.36
(m, 1H), 7.48-7.43 (m, 1H), 7.24-7.20 (m, 2H),
o 7.18-7.13 (m, 1H), 6.87-6.76 (m, 1H), 6.29 (dd, J
[:j_% =16.4, 4.4 Hz, 1H), 5.81 (dd, J = 10.8 Hz, 2.0 Hz,
- éﬁr& 33 | 1. 515497 (m, 1H), 4.54-438 (m, 2H),
O 4.19-4.04 (m, 1H), 3.87-3.56 (m, 2H), 3.40-3.32
“*;;'" (m, 1H), 3.17 (s, 6H), 2.56-2.42 (m, 2H), 1.46 (d, J
o = 4.4 Hz, 3H), 1.11 (d, J = 6.4 Hz, 6H), 0.93 (d, J
= 6.8 Hz, 6H). FNMR (376 MHz, DMSO-ds,
ppm): 6 -115.63 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.76 (br s,
2H), 8.43-8.41 (m, 1H), 7.53-7.47 (m, 1H),
7.33-7.25 (m, 2H), 7.20-7.15 (m, 1H), 6.88-6.78
?'\ (m, 1H), 6.20-6.15 (m, 1H), 5.73 (dd, J = 10.4, 2.0
» )\I,CL P Hz, 1H), 4.97-4.86 (m, 1H), 4.3?-4.25 (m, 2H),
e 4.13-3.93 (m, 5H), 3.81-3.52 (m, 2H), 3.31-3.01
. (m, 5H), 2.54-2.47 (m, 2H), 1.30 (d, J = 6.4 Hz,
3H), 1.01 (d, J = 6.8 Hz, 6H), 0.85 (d, J = 6.4 Hz,
6H). FNMR (376 MHz, DMSO-ds, ppm): &
-115.08 (1F).
HNMR (300 MHz, DMSO-ds, ppm): & 8.48-8.47
(m, 1H), 7.60-7.49 (m, 1H), 7.32 (m, 2H),
e~ 7.25-7.16 (m, 1H), 6.88 (m, 1H), 6.22 (m, 1H),
" U 5.78 (dd, J = 10.4, 2.4 Hz, 1H), 4.98 (brs, 1H),
16 o 6784 | 4.35-4.69 (m, 2H), 4.08 (m, 4H), 3.81 (m, 1H),
NN 3.72-3.42 (m, 1H), 3.18 (m, 1H), 2.78-2.56 (m,
Don 2H), 1.35 (d, J = 6.6 Hz, 3H), 1.20 (s, 6H), 1.07 (d,
J = 6.6 Hz, 6H), 0.92 (d, J = 6.6 Hz, 6H). FNMR
(282 MHz, DMSO-ds, ppm): 8 -114.70 (IF).
be HNMR (400 MHz, DMSO-ds, ppm): & 9.51 (brs,
. 1H), 8.35-8.25 (m, 1H), 7.58-7.54 (m, I1H),
21 | @ 657.2 | 7.41-7.30 (m, 3H), 6.85-6.81 (m, 1H), 6.17 (d, J =
e 16.8 Hz, 1H), 5.74 (dd, J = 10.8, 2.0 Hz, 1H), 4.90
A (brs, 1H), 4.50-4.48 (m, 2H), 4.28-3.98 (m, 3H),
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[0573]

3.70-3.57 (m, 2H), 3.45-3.23 (m, 2H), 3.20-3.12
(m, 1H), 2.82 (d, J = 4.0 Hz, 6H), 1.69 (brs, 2H),
130 (d, J = 6.8 Hz, 3H), 0.99-0.78 (m, 8H).
FNMR (376 MHz, DMSO-ds, ppm): & -113.74
(1F), -129.25 (1F).

HNMR (400 MHz, methanol-ds, ppm): & 8.45-8.44
(m, 1H), 7.24-7.18 (m, 1H), 6.87-6.77 (m, 1H),
6.64-6.55 (m, 2H), 6.30 (dd, J=16.8, 2.0 Hz, 1H),

P 5.81 (dd, J = 10.8, 2.0 Hz, 1H), 5.08 (brs, 1H),
5’5\'14 474 (L J = 48 Hz 2H), 4.53-439 (m, 2H),
22 ”Qﬂm* 693.1 | 420-4.05 (m, 1H), 4.09-4.05 (m, 1H), 3.87-3.85
Ny (m, 1H), 3.74-3.63 (m, 1H), 3.59 (t, J = 4.8 Hz,
ol,l./ 2H), 3.37-3.29 (m, 1H), 2.97 (s, 6H), 2.75-2.70 (m,
2H), 1.48 (d, J = 6.4 Hz, 3H), 1.15 (d, J = 6.8 Hz,
6H), 1.00 (d, J = 6.8 Hz, 6H). FNMR (376 MHz,
methanol-da, ppm): 6 -117.41 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.47-8.44
(m, 1H), 7.11-7.05 (m, 1H), 6.84-6.81 (m, 1H),
6.49 (d, J = 8.4 Hz, 1H), 6.35-6.28 (m, 2H), 5.82
°Tj“ (dd, J = 10.8, 2.0 Hz, 1H), 5.12-5.04 (m, 1H),
TN Aﬂ 4.76-4.73 (m, 2H), 4.53-4.38 (m, 2H), 4.21-4.06
23 ‘)\?\* 692.2 | (m, 1H), 3.91-3.83 (m, 1H), 3.74-3.61 (m, 1H),
e 3.60-3.58 (m, 2H), 3.28-3.26 (m, 1H), 2.97 (s, 6H),
\Lr 2.82-2.79 (m, 1H), 2.62- 2.59 (m, 1H), 1.48-1.46
(m, 3H), 1.18-1.13 (m, 6H), 1.07 (d, J = 6.4 Hz,
3H), 0.95 (d, J = 6.4 Hz, 3H). FNMR (376 MHz,
methanol-ds, ppm): & -117.38 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.47-8.45
"y (m, 1H), 7.51-7.45 (m, 1H), 7.22-7.14 (m, 3H),
% 6.88-6.74 (m, 1H), 6.31-6.25 (m, 1H), 5.83-5.78
24 | l’“’ 6912 | (m, 1H), 5.02-5.01 (m, 1H), 4.75-4.73 (m, 2H),
g

4.53-4.29 (m, 2H), 3.98-3.90 (m, 2H), 3.59 (1, J =
4.8 Hz, 2H), 3.01-3.00 (m, 1H), 2.97 (s, 6H), 2.78-
2.64 (m, 2H), 1.50-1.27 (m, 6H), 1.17-1.14 (m,
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6H), 1.02-0.98 (m, 6H). FNMR (376 MHz,
methanol-ds, ppm): 6 -116.00 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.32-8.26
(m, 1H), 7.57-7.51 (m, 1H), 7.38-7.30 (m, 3H),
oo~ 6.87-6.77 (m, 1H), 6.20-6.15 (m, 1H), 5.72 (dd, J
oN =10.4, 2.0 Hz, 1H), 4.97-4.85 (m, 1H), 4.39-3.97
27 P9eY 584.1 | (m, 3H), 3.77-3.35 (m, 2H), 3.29-3.01 (m, 1H),
Y 2.42 (s, 3H), 1.73-1.61 (m, 2H), 1.30 (d, J = 6.8
T Hz, 3H), 0.98-0.89 (m, 4H), 0.87-0.72 (m, 4H).
FNMR (376 MHz, DMSO-ds, ppm): & -113.71
(1F), -129.20 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 10.19 (s,
1H), 8.26-8.21 (m, 1H), 7.29-7.23 (m, 1H),
LN 6.87-6.77 (m, 1H), 6.74-6.66 (m, 2H), 6.20-6.15
E:lu (m, 1H), 5.72 (dd, J = 10.4, 2.4 Hz, 1H), 4.97-4.85
28 &Zﬁ?& 600.1 | (m, 1H), 4.39-3.97 (m, 3H), 3.71-3.40 (m, 2H),
w 3.23-3.03 (m, 1H), 2.40 (s, 3H), 1.66-1.56 (m, 2H),
T 130 (d, J = 6.4 Hz, 3H), 0.91-0.79 (m, 6H),
0.72-0.67 (m, 2H). FNMR (376 MHz, DMSO-ds,
ppm): & -115.13 (1F), -128.41 (1F).
HNMR (400 MHz, DMSO-ds, ppm): 3 8.31-8.25
(m, 1H), 7.11 (dd, J = 14.8, 8.0 Hz, 1H), 6.87-6.77
(m, 1H), 6.50 (d, J = 8.0 Hz, 1H), 6.40-6.35 (m,
?? 1H), 6.20-6.15 (m, 1H), 5.73 (dd, J = 10.4, 2.4 Hz,
- , '\"’ﬁ& 599 | 1H). 497485 (m, 1H), 4.39-3.97 (m, 3H),
&T 'A\J\./& 3.73-3.42 (m, 2H), 3.22-3.02 (m, 1H), 2.43 (s, 3H),
gl 1.73-1.65 (m, 2H), 1.29 (d, J = 6.8 Hz, 3H),
0.91-0.81 (m, 6H), 0.73-0.68 (m, 2H). FNMR (376
MHz, DMSO-ds, ppm): & -113.98 (1F), -126.93
(1F).
\E":’ HNMR (400 MHz, methanol-ds, ppm): & 8.61 (s,
- |°' .':% 010 | /), 749746 (m, 1H), 7.23-7.14 (m, 3H),
X 6.84-6.77 (m, 1H), 6.28 (dd, J = 16.8, 2.0 Hz, 1H),
LS
v 5.78 (dd, J = 10.8, 2.0 Hz, 1H), 4.75-4.74 (m, 2H),
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473-4.69 (m, 1H), 4.49-4.46 (m, 2H), 3.83-3.78
(m, 2H), 3.61-3.58 (m, 2H), 3.02-2.97 (m, 1H),
2.97 (s, 6H), 2.73- 2.69 (m, 2H), 1.47 (d, J = 6.8
Hz, 3H), 1.18-1.15 (m, 6H), 1.01-0.99 (m, 6H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.44-8.42
(m, 1H), 7.51-7.46 (m, 1H), 7.31-7.25 (m, 2H),
- 7.18-7.14 (m, 1H), 6.88-6.79 (m, 1H), 6.20-6.16
K:L (m, 1H), 5.73 (dd, J = 10.4, 2.4 Hz, 1H), 4.94 (brs,
N 1H), 4.39-4.37 (m, 2H), 4.34-424 (m, 2H),
32 ’H‘JY\ 664.1 | 4.14-3.99 (m, 1H), 3.80-3.75 (m, 1H), 3.65-3.59
08 (m, 2H), 3.47-3.41 (m, 1H), 3.26 (s, 3H), 3.21-3.05
|, (m, 1H), 2.60-2.59 (m, 2H), 1.31 (d, J = 6.4 Hz,
3H), 1.02 (d, J = 6.8 Hz, 6H), 0.87 (d, J = 6.4 Hz,
6H). FNMR (376 MHz, DMSO-ds, ppm): &
-113.74 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.26-8.22
[0575] (m, 1H), 7.53-7.43 (m, 2H), 7.27-7.18 (m, 2H),
. 6.84-6.77 (m, 1H), 6.31-6.27 (m, 1H), 5.81 (dd, J
G = 10.8, 2.0 Hz, 1H), 5.07 (brs, 1H), 4.54-4.40 (m,
35 | @ 627.1 | 2H), 4.20-4.05 (m, 1H), 3.84-3.81 (m, I1H),
;rr 3.73-3.56 (m, 1H), 3.29-3.19 (m, 1H), 2.34 (s, 3H),
d 1.75-1.65 (m, 2H), 1.50-1.45 (m, 3H), 1.18-1.09
(m, 4H), 0.96-0.79 (m, 4H). FNMR (376 MHz,
methanol-ds, ppm): 8 -114.92 (1F), -128.80 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.69 (s,
1H), 8.37-8.32 (m, 1H), 7.50-7.43 (m, 2H),
7.36-7.34 (m, 1H), 6.88-6.78 (m, 1H), 6.30 (dd, J
P = 16.4, 5.2 Hz, 1H), 5.82 (dd, J = 10.8, 2.0 Hz,
- F %}%ﬁl 071 | 1HD. 510 (brs, 1H), 4.51-4.41 (m, 2H), 4.22-4.06
HN PSS N o (m, 1H), 3.91-3.81 (m, 1H), 3.75-3.59 (m, 1H),
W 3.38-3.34 (m, 1H), 1.77-1.75 (m, 2H), 1.50-1.47
(m, 3H), 1.13-1.09 (m, 2H), 0.96-0.94 (m, 4H),
0.77-0.76 (m, 2H). FNMR (376 MHz,
methanol-ds, ppm): & -128.50 (1F).
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HNMR (400 MHz, methanol-ds, ppm): 6 8.69 (s,
1H), 8.34 (1, J = 9.6 Hz, 1H), 7.50 (d, J = 3.6 Hz,
2H), 7.40-7.39 (m, 1H), 6.82-6.75 (m, 1H),
\E‘f" 6.31-6.25 (m, 1H), 5.83-5.79 (m, 1H), 5.04 (brs,
" e j 1o |1H. 495-491 (m, 0.5H), 4.52-440 (m, 1H),
Hﬁg;@*o 436-431 (m, 1H), 4.02-3.91 (m, 2H), 3.56-3.52
A%,Y& (m, 0.5H), 1.80-1.68 (m, 2H), 1.50-1.47 (m, 3H),
1.39-129 (m, 3H), 1.13-1.08 (m, 2H), 0.98-0.94
(m, 4H), 0.80-0.72 (m, 2H). FNMR (376 MHz,

methanol-ds, ppm): & -128.32 (1F).
HNMR (400 MHz, DMSO-ds, ppm): 8 11.97 (brs,
1H), 8.67 (s, 1H), 834 (d, J = 9.6 Hz, 1H),
N 7.38-7.34 (m, 1H), 7.34-7.30 (m, 1H), 7.00-6.98
\[::’ (m, 1H), 6.82-6.75 (m, 1H), 6.16 (dd, J = 16.8, 2.4
38 :%':ff%% 621.2 | Hz, 1H), 5.72 (dd, J = 10.4, 2.4 Hz, 1H), 4.56 (s,
2H), 4.33-429 (m, 2H), 3.67-3.62 (m, 2H),
= 1.74-1.69 (m, 2H), 1.39 (d, J = 6.8 Hz, 6H),
0.93-0.84 (m, 6H), 0.77-0.72 (m, 2H). FNMR (376

MHz, DMSO-ds, ppm): 8 -128.89 (1F).

HNMR (400 MHz, DMSO-ds, ppm): & 8.72 (5,
1H), 8.34-828 (m, 1H), 7.57-7.51 (m, 1H),
7.36-7.29 (m, 3H), 6.88-6.78 (m, 1H), 6.19-6.15
e (m, 1H), 5.73 (dd, J = 10.4, 2.4 Hz, 1H), 4.97-4.87
- i J:j —_ (m, 1H), 4.39-4.36 (m, 1H), 4.30-4.23 (m, 1H),
N wo 4.02-3.98 (m, 1H), 3.76-3.67 (m, 1H), 3.61-3.40
9! (m, 1H), 3.23-3.04 (m, 1H), 1.77-1.66 (m, 2H),
131 (d, J = 6.8 Hz, 3H), 0.98-0.86 (m, 6H),
0.82-0.77 (m, 2H). FNMR (376 MHz, DMSO-ds,

ppm): 3 -113.53 (1F), -128.96 (1F).
o~ HNMR (400 MHz, DMSO-ds, ppm): 8 10.20 (br s,
[:j._m 1H), 8.68 (s, 1H), 8.28-8.22 (m, 1H), 7.25 (dd, J =
40 q':ff‘n 586.1 | 152, 8.4 Hz, 1H), 6.87-6.78 (m, 1H), 6.74-6.65
WA A (m 2H), 6.19-6.15 (m, 1H), 5.73 (dd, J = 10.4 Hz,
n 2.4 Hz, 1H), 4.94-4.86 (m, 1H), 4.39-4.36 (m ,1H),
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429-425 (m, 1H), 4.13-3.98 (m, 1H), 3.72-3.66
(m, 1H), 3.62-3.41 (m, 1H), 3.24-3.04 (m, 1H),
1.72-1.62 (m, 2H), 1.31 (d, J = 6.4 Hz, 3H),
0.95-0.84 (m, 6H), 0.77-0.73 (m, 2H). FNMR (376
MHz, DMSO-ds, ppm): & -115.16 (1F), -128.10
(1F).

HNMR (400 MHz, DMSO-ds, ppm): & 8.73 (s,
1H), 8.32-8.27 (m, 1H), 7.10 (dd, J = 15.2, 8.0 Hz,
1H), 6.87-6.78 (m, 1H), 6.49 (d, J = 8.4 Hz, 1H),

S 6.40-6.35 (m, 1H), 6.19-6.15 (m, 1H), 5.73 (dd, J
“ F “"I&i sesq | = 104,20 Hz, 1H), 496-4.85 (m, 1H), 439-398
QAN o (m, 3H), 3.61-3.39 (m, 2H), 3.23-3.03 (m, 1H),
‘/\Tfin/\ 1.80-1.70 (m, 2H), 130 (d, J = 6.4 Hz, 3H),
0.95-0.88 (m, 6H), 0.78-0.73 (m ,2H). FNMR (376
MHz, DMSO-ds, ppm): & -113.86 (1F), -126.67
[0577] ELES:

HNMR (400 MHz, DMSO-ds, ppm): & 10.19 (s,
1H), 8.68 (s, 1H), 8.28-8.24 (m, 1H), 7.29-7.23 (m,
fgh'.ff‘ 1H), 6.87-6.65 (m, 3H), 6.17-6.13 (m, 1H),
. F VII: 6001 | 574569 (m, 1H), 491-472 (m, 1.5H), 4.59-4.51
qf*’u "o (m, 0.5H), 4.20-4.05 (m, 1.5H), 3.82-3.75 (m, 2H),
W 3.49-3.45 (m, 0.5H), 1.68-1.62 (m, 2H), 1.30-1.15
(m, 6H), 0.97-0.72 (m, 8H). FNMR (376 MHz,

DMSO-ds, ppm): & -115.09 (1F), -127.86 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.72 (s,
1H), 8.34 (d, J = 10.0 Hz, 1H), 7.57-7.49 (m, 2H),
fi‘z.j"j 7.38-7.30 (m, 2H), 6.80-6.74 (m, 1H), 6.15 (dd, J
45 - NL seay | = 16824 Hz 1H), 572 (dd,J = 104 Hz, 2.0 He,

NN S0

1H), 4.54 (brs, 2H), 4.32-4.28 (m, 2H), 3.66-3.61
(m, 2H), 1.75-1.68 (m, 2H), 1.37 (d, J = 6.8 Hz,
6H), 1.00-0.86 (m, 8H). FNMR (376 MHz,
DMSO-ds, ppm): 8 -113.40 (1F), -128.61 (1F).
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HNMR (400 MHz, DMSO-ds, ppm): & 10.20 (brs,
1H), 8.68 (s, 1H), 828 (d, J = 9.2 Hz, 1H),
LN 7.28-7.23 (m, 1H), 6.80-6.65 (m, 3H), 6.15 (dd, J
hOY = 16.8, 2.4 Hz, 1H), 5.71 (dd, J = 104, 2.4 Hz,
46 i Fff.l., 600.1 | 1H), 4.53 (s, 2H), 4.30-4.26 (m, 2H), 3.63-3.58 (m,
Q\:T_\YLL‘,A 2H), 1.70-1.63 (m, 2H), 1.38 (d, J = 6.8 Hz, 6H),
> 0.96-0.82 (m, 6H), 0.76-0.71 (m, 2H). FNMR (376
MHz, DMSO-ds, ppm): & -115.19 (IF), -127.81
(1F).
HNMR (400 MHz, methanol-ds, ppm): 6 8.74 (s,
1H), 8.38 (d, J = 9.2 Hz, 1H), 7.16-7.10 (m, 1H),
SON 6.85-6.78 (m, 1H), 6.54 (d, J = 8.4 Hz, 1H),
\[:“," 6.43-6.39 (m, 1H), 6.31-6.26 (m, 1H), 5.80 (d, J =
47 (ir:":'ﬁ:% 599.1 | 10.4 Hz, 1H), 4.69 (s, 2H), 4.50-4.46 (m, 2H),
H,w 3.82-3.78 (m, 2H), 1.80-1.73 (m, 2H), 1.49 (d, J =
o 6.8 Hz, 6H), 1.13-1.11 (m, 4H), 1.02-0.98 (m, 2H),
[0578] 0.87-0.84 (m, 2H). FNMR (376 MHz,
methanol-dy, ppm): 6 -114.97 (1F), -125.58 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.33-8.28
(m, 1H), 7.58-7.52 (m, 1H), 7.40-7.31 (m, 3H),
fﬁ/; 6.87-6.74 (m, 1H), 6.17-6.13 (m, 1H), 5.74-5.69
- . l‘" sog.q | (M 1H), 484-444 (m, 2H), 4.18-4.10 (m, 1H),
N 3.82-3.77 (m, 3H), 2.42 (s, 3H), 1.66-1.58 (m, 2H),
e 1.30-1.26 (m, 3H), 1.23-1.14 (m, 3H), 0.95-0.73
(m, 8H). FNMR (376 MHz, DMSO-ds, ppm): &
-113.54 (1F), -128.96 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.26-8.21
. (m, 1H), 7.13 (dd, J = 14.8, 8.0 Hz, 1H), 6.88-6.74
\F? (m, 1H), 6.54 (d, J = 8.4 Hz, 1H), 6.42-6.38 (m,
% o L 6131 |/, 630624 (m, 1H), 5.83-578 (m, 1H),
&@ 5.02-4.90 (m, 2H), 4.53-4.29 (m, 2H), 3.97-3.50
- "Tl" (m, 2H), 2.55 (s, 3H), 1.81-1.65 (m, 2H), 1.47 (d, J
= 6.8 Hz, 3H), 1.37-1.27 (m, 3H), 1.15-1.08 (m,
4H), 1.02-0.94 (m, 2H), 0.85-0.72 (m, 2H). FNMR
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(376 MHz, methanol-ds, ppm): & -115.04 (1F),
-125.80 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 10.19 (s,
- 1H), 8.26-8.23 (m, 1H), 7.26 (dd, J = 15.6, 8.4 Hz,
\E:J. 1H), 6.87-6.67 (m, 3H), 6.17-6.13 (m, 1H), 5.70
= e clap | (@dJ =104, 24 Hz, 1H), 481-445 (m, 2H),
w 4.16-3.75 (m, 4H), 2.40 (s, 3H), 1.60-1.54 (m, 2H),
e 1.29-1.16 (m, 6H), 0.90-0.77 (m, 6H), 0.71-0.69
(m, 2H). FNMR (376 MHz, DMSO-ds, ppm): &
-115.06 (1F), -128.17 (1F).
HNMR (400 MHz, methanol-dy, ppm): & 8.37 (d, J
= 9.6 Hz, 1H), 7.54-7.48 (m, 1H), 7.44-7.40 (m,
A 1H), 7.26-7.18 (m, 2H), 6.80 (dd, J = 16.8, 10.4
Y Hz, 1H), 6.27 (dd, J = 16.8, 1.6 Hz, 1H), 5.79 (dd,
- N g gy | = 104, 1.6 Hz, 1H), 4.76-4.58 (m, 2H),
: F/‘\:‘YA 4.50-4.46 (m, 2H), 3.79 (dd, J = 13.6 Hz, 5.2 Hz,
e 2H), 2.54 (s, 3H), 1.75-1.69 (m, 2H), 1.47 (d, J =
6.8 Hz, 6H), 1.18-1.05 (m, 4H), 0.98-0.92 (m, 2H),
0.87-0.80 (m, 2H). FNMR (376 MHz,
methanol-dy, ppm): & -114.80 (1F), -128.40 (1F).
HNMR (400 MHz, methanol-dy, ppm): & 8.37 (d, J
= 9.2 Hz, 1H), 7.12 (dd, J = 14.8, 8.0 Hz, 1H),
6.80 (dd, J = 16.8 Hz, 10.8 Hz, 1H), 6.54 (d, J =
:T\ 8.4 Hz, 1H), 6.40 (t, J=9.2 Hz, 1H), 6.27 (dd, J =
\NJ/ 16.8, 1.6 Hz, 1H), 5.79 (dd, J = 10.8, 1.6 Hz, 1H),
54 m" 613.1 | 4.76-4.59 (m, 2H), 4.48-4.45 (m, 2H), 3.78 (dd, J
'\;\F&;kﬁ = 13.6, 4.8 Hz, 2H), 2.55 (s, 3H), 1.76-1.70 (m,
Y 2H), 1.47 (d, J = 7.2 Hz, 6H), 1.18-1.06 (m, 4H),
1.00-0.94 (m, 2H), 0.85-0.79 (m, 2H). FNMR (376
MHz, methanol-dy, ppm): & -115.06 (1F), -125.72
(1F).
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HNMR (400 MHz, methanol-dy, ppm): 6 8.34 (d, J
= 9.2 Hez, 1H), 7.28-7.22 (m, 1H), 6.80 (dd, J =
16.8, 10.8 Hz, 1H), 6.67 (d, J = 8.4 Hz, 1H), 6.62
j]? (t, J= 8.8 Hz, 1H), 6.27 (dd, J = 16.8, 2.0 Hz, 1H),
o '\Ni\, c1a1 | 578(dd.J=108,2.0 Hz, 1H), 4.77-4.59 (m, 2H),
| N 4.50-4.42 (m, 2H), 3.78 (dd, J = 13.6, 4.8 Hz, 2H),
FA\“?L(A 2.54 (s, 3H), 1.74-1.70 (m, 2H), 1.47 (d, J = 7.2
Hz, 6H), 1.17-1.01 (m, 4H), 0.97-0.78 (m, 4H).
FNMR (376 MHz, methanol-dys, ppm): & -116.09
(1F), -127.30 (1F).
HNMR (300 MHz, DMSO-ds, ppm): & 8.48 (s,
1H), 7.61-7.46 (m, 1H), 7.39-7.25 (m, 2H), 7.20
- (m, 1H), 6.88 (m, 1H), 6.22-6.15 (d, J = 16.8 Hz,
[: 1H), 5.78 (dd, J = 10.4, 2.4 Hz, 1H), 4.92 (brs,
[0580] éml 1H), 4.91-4.89 (d, J = 4.5 Hz, 1H), 4.45-4.25 (m,
19 (Y vy 664.4 | 2H), 4.20-4.10 (m, 2H), 4.05-3.95 (m, 1H),
W\ 3.85-3.72 (m, 1H), 3.70-3.40 (m, 2H), 3.19-3.05
:5\ (m, 1H), 2.70-2.56 (m, 2H), 1.35 (d, J = 6.6 Hz,
3H), 1.14 (d, J = 6.3 Hz, 3H), 1.06 (d, J = 6.6 Hz,
6H), 0.91 (d, J = 6.6 Hz, 6H). FNMR (282 MHz,
DMSO-ds, ppm): 5 -114.72 (1F).
HNMR (400 MHz, methanol-d4, ppm): & 8.29-8.24
(m, 1H), 7.56-7.46 (m, 2H), 7.30-7.20 (m, 2H),
o 6.87-6.77 (m, 1H), 6.31-6.27 (m, 1H), 5.81 (dd, J
o = 10.8, 2.0 Hz, 1H), 5.10-5.05 (m, 1H), 4.48-4.40
30 @F\,‘f\fg‘, 585.1 | (m, 2H), 4.20-4.05 (m, 1H), 3.85-3.82 (m, 1H),
/\"i\“/\ 3.72-3.54 (m, 1H), 3.33-3.22 (m, 1H), 1.79-1.74
s (m, 2H), 1.47 (d, J = 4.4 Hz, 3H), 1.17-0.93 (m,
8H). FNMR (376 MHz, methanol-dy, ppm): &
-115.1 (1F), -128.6 (1F).
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HNMR (400 MHz, methanol-ds, ppm): & 8.24-8.19
(m, 1H), 7.55-7.49 (m, 1H), 7.46-7.42 (m, 1H),
7.27-7.19 (m, 2H), 6.87-6.76 (m, 1H), 6.26 (dd, J

T = 16.8, 4.4 Hz, 1H), 5.79 (dd, J = 10.8, 1.6 Hz,
. | 1H), 5.10-5.01 (m, 1H), 4.52-4.41 (m, 2H),
34 | ,\’r}\ 668.2 |4.45-432 (m, 2H), 4.19-4.03 (m, 4H), 3.83-3.77
. (m, 1H), 3.71-3.54 (m, 1H), 3.30-3.17 (m, 1H),
2.90 (s, 6H), 1.60-1.55 (m, 2H), 1.47-1.43 (m, 3H),
1.09-0.99 (m, 4H), 0.85-0.73 (m, 4H). FNMR (376
MHz, methanol-ds, ppm): & -115.0 (1F), -129.2
(1F).

HNMR (400MHz, DMSO-ds, ppm): & 8.35-8.30
(m, 1H), 7.55-7.49 (m, 1H), 7.34-7.26 (m, 2H),
N 7.23-7.19 (m, 1H), 6.88-6.79 (m, 1H), 6.20-6.15
(. (m, 1H), 5.73 (dd, J = 10.4, 2.0 Hz, 1H), 4.92 (brs,
48 éjﬁlo 5882 | 1H), 4.38-428 (m, 3H), 3.70-3.42 (m, 2H),
' )YJYL 3.24-3.06 (m, 1H), 2.63 (s, 2H), 2.62 (s, 3H), 1.30
he (d, J = 6.4 Hz, 3H), 1.03 (d, J = 6.0 Hz, 6H), 0.88
(d, J = 6.4 Hz, 6H). FNMR (376 MHz, DMSO-ds,

ppm): & -114.45 (1F), -129.22 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.28-8.24
(m, 1H), 7.51-7.49 (m, 1H), 7.32-7.28 (m, 1H),
7.24-7.16 (m, 2H), 6.81-6.74 (m, 1H), 6.31-6.24
‘(Y; (m, 1H), 5.83-5.78 (m, 1H), 5.08-5.00 (m, 1H),
a0 e &o c0np | 493-488 (m, 0.5H), 4.52-4.44 (m, 1H), 4.37-4.29
LI (m, 1H), 4.00-3.89 (m, 2H), 3.56-3.51 (m, 0.5H),
¥ 2.77-2.67 (m, 5H), 1.47 (d, J = 6.8 Hz, 3H),

1.36-1.26 (m, 3H), 1.18-1.15 (m, 6H), 1.01-0.97
(m, 6H). FNMR (376 MHz, methanol-ds, ppm): &
-115.34 (1F), -128.47 (1F).
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HNMR (400MHz, DMSO-ds, ppm): & 10.18 (s,
1H), 8.30-824 (m, 1H), 7.26-7.21 (m, 1H),
6.85-6.78 (m, 1H), 6.71-6.63 (m, 2H), 6.19-6.15
A (m, 1H), 5.73 (dd, J = 10.4, 2.0 Hz, 1H), 4.92 (brs,
- el coup | 1D 438428 (m, 2H) 4.01-3.97 (m, 1H),
q‘” 3.70-3.59 (m, 2H), 3.25-3.07 (m, 1H), 2.59 (s, 2H),
Aok 2.57 (s, 3H), 1.30 (d, J = 6.4 Hz, 3H), 1.02 (d, J =
6.0 Hz, 6H), 0.87 (d, J = 6.4 Hz, 6H). FNMR (376
MHz, DMSO-ds, ppm): & -115.82 (IF), -128.85
(1F).
HNMR (400 MHz, methanol-ds, ppm): 8 8.35-8.20
(m, 1H), 7.13-7.07 (m, 1H), 6.88-6.77 (m, 1H),
o~ 6.50 (d, J = 8.4 Hz, 1H), 6.39-6.27 (m, 2H), 5.81
Q. dd, J = 10.4, J = 2.0 Hz, 1H), 5.06 (brs, 1H),
78 Q?Nﬁ'"h:"° 603.2 | 4.54-4.40 (m, 2 H), 4.21-4.05 (m, 1H), 3.88-3.46
)\QYK (m, 3H), 2.82-2.66 (m, 5H), 1.53-1.45 (m, 3H),
(05821 T 121-1.11 (m, 6H), 1.09-0.95 (m, 6H). FNMR (376
MHz, methanol-das, ppm): 6 -115.58 (1F), -126.35
(1F).
HNMR (300 MHz, DMSO-ds, ppm): & 8.47 (m,
1H), 7.55-7.50 (m, 1H), 7.36-7.30 (m, 2H),
~ 7.25-7.15 (m, 1H), 6.95-6.80 (m, 1H), 6.22 (d, J =
. G 169 Hz, 1H), 5.77 (dd, J = 10.4, 2.4 Hz, 1H),
18 )\Q 675.6 | 5.10-4.95 (m, 2H), 4.42-4.03 (m, 3H), 3.77-3.66
W (m, 3H), 3.04-2.96 (m, 2H), 2.74-2.64 (m, 2H),
T, 2.29 (s, 3H), 1.35 (d, J = 6.7 Hz, 3H), 1.05 (d, J =
6.7 Hz, 6H), 0.90 (d, J = 6.8 Hz, 6H). FNMR (282
MHz, DMSO-ds, ppm): 6 -114.72 (1F).
. HNMR (400 MHz, methanol-ds, ppm): & 8.35-8.25
E? (m, 1H), 7.34-7.25 (m, 1H), 6.97-6.78 (m, 1H),
o ool 611y | 6:75-6:63 (m 2H), 6.33 (d,J = 18.3 Hz, 1H), 5385
Q:W (dd, J = 10.6, 2.0 Hz, 1H), 5.18-5.06 (m, 1H),
NN 4.57-4.48 (m, 2H), 4.25-4.05 (m, 1H), 3.93-3.85
" (m, 1H), 3.80-3.60 (m, 1H), 3.30-3.25 (m, 1H),
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1.88-1.80 (m, 2H), 1.60-1.55 (m, 3H), 1.25-0.89
(m, 8H).

59

5823

HNMR (400 MHz, DMSO-ds, ppm): 8 11.85 (s,
1H), 8.51-8.26 (m, 2H), 7.39 (d, J = 8.4 Hz, 1H),
7.30 (t, J = 7.7 Hz, 1H), 7.23 (d, J = 4.8 Hz, 1H),
6.97 (dt, J = 6.6, 3.0 Hz, 1H), 6.94-6.84 (m, 1H),
6.22 (d, J = 16.2 Hz, 1H), 5.78 (dd, J = 10.4, 2.4
Hz, 1H), 4.95 (brs, 1H), 4.43-425 (m, 2H),
4.18-4.05 (m, 1H), 3.85-3.60 (m, 1H), 3.54-3.46
(m, 1H), 3.20-3.10 (m, 1H), 2.72-2.58 (m, 1H),
2.01 (d, J = 3.0 Hz, 2H), 1.47-1.28 (m, 3H), 1.02
(d, J = 6.6 Hz, 3H), 0.83 (dd, J = 6.6, 3.6 Hz, 3H).
FNMR (376 MHz, DMSO-ds, ppm): & -129.05
(1F).

60

639.2

HNMR (400 MHz, DMSO-ds, ppm): 6 10.30 (brs,
1H), 8.39-8.25 (m, 1H), 7.92 (s, 1H), 7.28 (td, J =
8.2, 6.8 Hz, 1H), 6.95 - 6.80 (m, 1H), 6.79 - 6.65
(m, 2H), 6.22 (d, J = 16.0 Hz, 1H), 5.78 (dd, J =
104, 2.4 Hz, 1H), 5.05-4.89 (m, 1H), 4.38-4.31
(m, 2H), 4.21-3.99 (m, 1H), 3.77-3.44 (m, 2H),
3.40-3.25 (m, 3H), 3.20-3.05 (m, 1H), 2.90-2.80
(m, 1H), 2.06 (s, 3H), 1.35 (dd, J = 11.2, 6.6 Hz,
3H), 1.13 (d, J = 6.6 Hz, 3H), 0.98 (d, /= 6.6 Hz,
3H). FNMR (376 MHz, DMSO-ds, ppm): &
-115.72 (1F), -125.98 (1F).

56

681.3

HNMR (400 MHz, methanol-da, ppm): 6 8.27 (t, J
= 9.6 Hz, 1H), 7.52-7.46 (m, 1H), 7.34-7.30 (m,
IH), 7.25-7.16 (m, 2H), 6.84-6.80 (m, IH),
6.32-6.28 (m, 1H), 5.83-5.80 (m, 1H), 5.12-5.03
(m, 1H), 4.51-4.40 (m, 2H), 4.20-4.05 (m, 1H),
3.88-3.80 (m, 1H), 3.74-3.61 (m, 1H), 3.54 (s, 3H),
3.52 (s, 3H), 3.37-3.31-3.19 (m, 1H), 2.74-2.68
(m, 2H), 1.51-1.42 (m, 3H), 1.19-1.17 (m, 6H),
1.01-099 (m, 6H). FNMR (376 MHz,
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methanol-ds, ppm): & -115.37 (1F), -128.78 (1F).

114

6352

HNMR (400 MHz, methanol-da, ppm): 6 8.35-8.30
(m, 1H), 7.52-7.47 (m, 2H), 7.41-7.37 (m, 1H),
6.89-6.75 (m, 1H), 6.28 (dd, J = 16.8 Hz, 4.4 Hz,
1H), 5.83-5.79 (m, 1H), 5.03-4.89 (m, 2H),
4.54-4.31 (m, 2H), 4.02-3.52 (m, 2H), 2.49 (s, 3H),
1.78-1.59 (m, 2H), 1.49-1.47 (m, 3H), 1.38-1.28
(m, 3H), 1.12-1.04 (m, 2H), 1.00-0.86 (m, 4H),
0.77-0.67 (m, 2H). FNMR (376 MHz,
methanol-ds, ppm): & -128.38 (1F).

[0584] 84

il 688.4

HNMR (400 MHz, methanol-ds, ppm): & 8.45-8.42
(m, 1H), 7.51-7.44 (m, 1H), 7.24-7.21 (m, 2H),
7.20-7.14 (m, 1H), 6.87-6.73 (m, 1H), 6.31-6.24
(m, 1H), 5.83-5.77 (m, 1H), 5.02-4.86 (m, 1.5H),
4.52-4.27 (m, 2H), 4.15-4.09 (m, 4H), 4.03-3.85
(m, 2H), 3.55-3.50 (m, 0.5H), 3.29-3.25 (m, 4H),
2.63-2.51 (m, 2H), 1.47 (d, J = 6.8 Hz, 3H),
1.35-1.25 (m, 3H), 1.13-1.10 (m, 6H), 0.97-0.93
(m, 6H). FNMR (376 MHz, methanol-ds, ppm): 8
-115.83 (1F).

17

689.1

HNMR (300 MHz, DMSO-ds, ppm): & 8.50-8.46
(m, 1H), 7.59-7.48 (m, 1H), 7.40-7.15 (m, 3H),
6.93-6.81 (m, 1H), 6.21 (d, J = 16.6 Hz, 1H), 5.77
(dd, J= 10.4, 2.3 Hz, 1H), 5.31-5.27 (m, 1H), 4.98
(brs, 1H), 4.45-3.96 (m, 3H), 3.90-3.55 (m, 3H),
3.30-3.05 (m, 1H), 2.89-2.52 (m, 5H), 2.40-2.30
(m, 1H), 2.26 (s, 3H), 1.91-1.78 (m, 1H), 1.35 (d, J
=6.6 Hz, 3H), 1.07 (1, /= 7.2 Hz, 6H), 0.90 (d, J =
6.8 Hz, 6H). FNMR (282 MHz, DMSO-ds, ppm):
5 -114.82 (1F).
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HNMR (400 MHz, DMSO-ds, ppm): & 9.32 (s,
1H), 8.51-8.45 (s, 1H), 8.04 (s, 1H), 7.51-7.44 (m,
1H), 7.30-7.16 (m, 3H), 6.93-6.83 (m, 1H), 6.22

Onr
ol (d, J = 12 Hz, 1H), 5.81-5.72 (m, 1H), 4.96 (brs,
6 L4 171 | TH. 444428 (m, 2H), 425401 (m, 1H),
il 3.88-3.61 (m, 1H), 3.56-3.44 (m, 1H), 3.18-3.09
; (m, 1H), 2.65-2.58 (m, 1H), 2.31 (s, 3H), 1.36 (t, J
= 6.4 Hz, 3H), 1.19-1.11 (m, 3H), 1.08-0.98 (m,
3H). FNMR (376 MHz DMSO-ds, ppm): &
-114.25 (1F).
HNMR (400 MHz, methanol-ds, ppm): 8 8.42-8.40
(m, 1H), 7.24-7.18 (m, 1H), 6.87-6.77 (m, 1H),
6.64 (d, J = 8.4 Hz, 1H), 6.58 (t, J = 8.4 Hz, 1H),
[Y; 6.29 (dd, J = 16.8, 4.0 Hz, 1H), 5.81 (dd, J = 10.4,
oS & 1.6 Hz, 1H), 5.11-4.99 (m, 1H), 4.57-4.33 (m, 2H),
82 Crw e 690.3 | 4.23-398 (m, SH), 3.91-3.78 (m, 1H), 3.76-3.53
“y (m, 1H), 3.38-3.33 (m, 1H), 3.26-3.18 (m, 4H),
® 2.63-2.47 (m, 2H), 1.46 (d, J = 6.8 Hz, 3H), 1.11
(d, J = 6.4 Hz, 6H), 0.95 (d, J = 6.4 Hz, 6H).
FNMR (376 MHz, methanol-ds4, ppm): & -117.33
(1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.44-8.41
(m, 1H), 7.11-7.05 (m, 1H), 6.88-6.77 (m, 1H),
v~ 6.52 (d, J = 8.4 Hz, 1H), 6.36-6.27 (m, 2H), 5.82
SN (dd, J = 10.4, 2.0 Hz, 1H), 5.13-4.96 (m, 1H),
0 i - L g4 | 456435 (m, 2H), 423402 (m, SH), 3.94:3.79
W (m, 1H), 3.76-3.52 (m, 1H), 3.40-3.32 (m, 1H),
;;’J 3.28-3.24 (m, 4H), 2.72-2.60 (m, 1H), 2.55-2.41

(m, 1H), 1.46 (d, J = 6.4 Hz, 3H), 1.14-1.08 (m,
6H), 1.03-0.89 (m, 6H). FNMR (376 MHz,
methanol-ds, ppm): & -116.98 (1F).
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HNMR (400 MHz, DMSO-ds, ppm): & 8.31-8.26
(m, 1H), 7.58-7.52 (m, 1H), 7.40-7.32 (m, 3H),
b 6.88-6.78 (m, 1H), 6.19-6.15 (m, 1H), 5.73 (dd, J
G- = 10.4, 2.4 Hz, 1H), 4.95-4.85 (m, 1H), 4.39-4.25
61 &ﬁlo 600.3 | (m, 2H), 4.13-3.95 (m, 2H), 3.77 (s, 3H), 3.60-3.03
’%‘J\N/A (m, 2H), 1.70-1.59 (m, 2H), 1.30 (d, J = 6.8 Hz,
o 3H), 0.96-0.94 (m, 4H), 0.86-0.76 (m, 4H). FNMR
(376 MHz, DMSO-ds, ppm): & -113.68 (IF),
-129.30 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 10.22 (s,
IH), 8.25-820 (m, 1H), 7.29-7.24 (m, 1H),
- 6.87-6.80 (m, 1H), 6.77-6.67 (m, 2H), 6.19-6.14
o (m, 1H), 5.73 (dd, J = 10.4, 2.4 Hz, 1H), 4.95-4.85
6 ' F"’fic 6163 | (M TH) 439-423 (m, 2H), 412397 (m, 1H),
C(: 9 3.75 (s, 3H), 3.61-3.40 (m, 2H), 3.23-3.03 (m, 1H),
NN 1.65-1.55 (m, 2H), 1.30 (d, J = 6.4 Hz, 3H),
0.93-0.90 (m, 2H), 0.86-0.83 (m, 4H), 0.73-0.70
(m, 2H). FNMR (376 MHz, DMSO-ds, ppm): &
-115.13 (1F), -128.47 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.30-8.25
(m, 1H), 7.15-7.09 (m, 1H), 6.87-6.78 (m, 1H),
6.51 (d, J = 8.0 Hz, 1H), 6.41-6.36 (m, 1H),
?/f 6.19-6.15 (m, 1H), 5.73 (dd, J = 10.4, 2.4 Hz, 1H),
- W G154 | 495485 (m, 1H), 439423 (m, 2H), 4.13-3.98
A A (m, 1H), 3.78 (m, 3H), 3.70-3.39 (m, 2H),
Nﬁ: 3.22-3.02 (m, 1H), 1.71-1.61 (m, 2H), 1.29 (d, J =
6.4 Hz, 3H), 0.94-0.89 (m, 4H), 0.87-0.72 (m, 4H).
FNMR (376 MHz, DMSO-ds, ppm): & -113.92
(1F), -127.97 (1F).
e HNMR (400 MHz, DMSO-ds, ppm): & 10.21 (s,
. 1H), 8.26-8.23 (m, 1H), 7.30-7.24 (m, 1H),
79 &;ﬁfi 630.3 | 6.86-6.67(m, 3H), 6.15 (d, J = 16.8 Hz, 1H),
WA MNA 5.74-5.69 (m, 1H), 4.81-4.77 (m, 2H), 4.55- 4.47
Ve (m, 1H), 4.15-4.08 (m, 2H), 3.82-3.78 (m, 1H),
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3.75 (s, 3H), 1.59-1.54 (m, 2H), 1.29-1.16 (m, 6H),
0.92-0.83 (m, 6H), 0.82-0.64 (m, 2H). FNMR (376
MHz, DMSO-ds, ppm): & -115.06 (IF), -128.21

(1F).

HNMR (400 MHz, methanol-ds, ppm): & 8.43-8.36
(m, 1H), 7.26-7.19 (m, 1H), 6.87-6.76 (m, 1H),
6.66 (d, J = 8.4 Hz, 1H), 6.60 (t, J = 8.8 Hz, 1H),
6.29 (dd, J=16.8, 5.6 Hz, 1H), 5.80 (dd, /= 10.8,
2.0 Hz, 1H), 5.11-4.99 (m, 1H), 4.53-4.37 (m, 2H),

88 - W 686.3 | 4.18-4.03 (m, 1H), 3.97-3.94 (m, 4H), 3.89-3.76
Mo N (m, 1H), 3.75-3.51 (m, 1H), 3.42-3.31 (m, 1H),
E:J 3.24-3.14 (m, 4H), 1.66-1.51 (m, 2H), 1.46 (d, J =
) 6.8 Hz, 3H), 1.08-0.98 (m, 2H), 0.97-0.89 (m, 2H),
0.87-0.78 (m, 2H), 0.77-0.68 (m, 2H). FNMR (376

MHz, methanol-ds, ppm): 8 -116.73 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.40-8.39
i (m, 1H), 7.26-7.20 (m, 1H), 6.83-6.76 (m, 1H),
(:3.,, 6.67-6.59 (m, 2H), 6.31-6.27 (m, 1H), 5.82-5.79
F Ny (m, 1H), 5.11-4.99 (m, 1H), 4.95-4.71 (m, 1H),
89 we 700.3 | 4.53-4.38 (m, 2H), 4.18-4.04 (m, 1H), 3.83-3.46
NN (m, 5H), 3.19-3.03 (m, SH), 2.88 (s, 3H), 1.62-1.52
E:: (m, 2H), 1.46 (d, J = 6.4 Hz, 3H), 1.05-0.92 (m,
| 4H), 0.85-0.72 (m, 4H). FNMR (376 MHz,

methanol-ds, ppm): 6 -116.78 (1F).

HNMR (400 MHz, methanol-ds, ppm): & 8.43-8.36
(m, 1H), 7.52-7.46 (m, 1H), 7.35-7.31 (m, 1H),
D& 7.25-7.15 (m, 2H), 6.87-6.76 (m, 1H), 6.29 (dd, J
s = 16.8, 4.8 Hz, 1H), 5.81 (dd, J = 10.4, 2.0 Hz,
ne 0 o c03 | 511-499 (m. 1H), 453437 (m, 2H),

4.18-4.03 (m, 1H), 3.97-3.94 (m, 4H), 3.89-3.76
(m, 1H), 3.75-3.51 (m, 1H), 3.42-3.31 (m, 1H),
3.24-3.14 (m, 4H), 1.66-1.51 (m, 2H), 1.46 (d, J =
6.4 Hz, 3H), 1.08-1.03 (m, 2H), 1.02-0.93 (m, 2H),
0.91-0.81 (m, 2H), 0.80-0.71 (m, 2H). FNMR (376
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MHz, methanol-ds, ppm): & -114.81 (1F).
HNMR (400 MHz, methanol-da, ppm): 6 8.47-8.40
. (m, 1H), 7.15-7.09 (m, 1H), 6.83-6.80 (m, 1H),
(T\ 6.55 (d, J = 8.0 Hz, 1H), 6.39 (t, J = 8.8 Hz, 1H),
[ o " 6.32-6.26 (m, 1H), 5.83-5.79 (m, 1H), 5.06-4.96
93 Q . w 699.3 | (m, 1H), 4.53-4.50 (m, 1H), 4.41-4.35 (m, 1H),
N N 4.16-4.06 (m, 1H), 3.94-3.46 (m, 5H), 3.20-3.05
K:J (m, 5H), 2.89 (s, 3H), 1.65-1.41 (m, 5H), 1.13-1.01
| (m, 3H), 0.94-0.71 (m, 5H). FNMR (376 MHz,
methanol-ds, ppm): & -115.40 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.43-8.40
(m, 1H), 7.09 (dd, J = 14.8, 8.0 Hz, 1H), 6.87-6.74
b (m, 1H), 6.52 (d, J = 8.0 Hz, 1H), 6.36-6.25 (m,
\':.a]---‘, 2H), 5.83-5.78 (m, 1H), 5.05-4.86 (m, 1.5H),
- &f\fin 033 | 436-424 (m, 2H), 4.16-3.82 (m, 6H), 3.61-3.43
}L,&L(K (m, 0.5H), 3.27-3.20 (m, 4H), 2.74-2.58 (m, 1H),
N(]N 2.55-2.40 (m, 1H), 1.52-1.42 (m, 3H), 1.38-1.22
N (m, 3H), 1.16-1.07 (m, 6H), 1.06-0.88 (m, 6H).
FNMR (376 MHz, methanol-ds, ppm): & -117.07
(1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.31-8.27
(m, 1H), 7.15-7.09 (m, 1H), 6.87-6.74 (m, 1H),
e 6.51 (d, J = 8.4 Hz, 1H), 6.41-6.36 (m, 1H),
\[N:- 6.17-6.13 (m, 1H), 5.74-5.70 (m, 1H), 4.80-4.77
80 &:I:f;o 629.3 | (m, 2H), 4.14- 4.07 (m, 1H), 3.82-3.78 (m, 2H),
HENA 3.76 (s, 3H), 3.50-3.47 (m, 1H), 1.70-1.60 (m, 2H),
T 1.28-1.13 (m, 6H), 0.95-0.86 (m, 4H), 0.86-0.73
(m, 4H). FNMR (376 MHz, DMSO-ds, ppm): &
-113.81 (1F), -126.79 (1F).
\:;"E? HNMR (400 MHz, methanol-ds, ppm): & 8.42-8.39
PN (m, 1H), 7.50-7.47 (m, 1H), 7.36-7.32 (m, 1H),
85 iy 684.3 | 726-7.16 (m, 2H), 6.81-6.74 (m, 1H), 6.30-6.24
No N (m, 1H), 5.83-5.78 (m, 1H), 5.00-4.84 (m, 2H),
Z;] 4.52-4.28 (m, 2H), 3.98-3.88 (m, 5.5H), 3.54-3.46
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(m, 0.5H), 3.29-3.19 (m, 4H), 1.62-1.50 (m, 2H),
1.47 (d, J = 6.8 Hz, 3H), 1.35-1.25 (m, 3H),
1.07-0.98 (m, 4H), 0.88-0.76 (m, 4H). FNMR (376
MHz, methanol-ds, ppm): & -114.71 (1F).

86

700.3

HNMR (400 MHz, methanol-d4, ppm): 6 8.40 (d, J
= 5.6 Hz, 1H), 7.25-7.20 (m, 1H), 6.87-6.74 (m,
1H), 6.68-6.59 (m, 2H), 6.30-6.24 (m, 1H),
5.82-5.78 (m, 1H), 4.99-4.87 (m, 2H), 4.51-4.27
(m, 2H), 3.96-3.89 (m, 5.5H), 3.54-3.51 (m, 0.5H),
3.21-3.18 (m, 4H), 1.58-1.52 (m, 2H), 1.47 (d, J =
6.8 Hz, 3H), 1.36-1.26 (m, 3H), 1.05-0.93 (m, 4H),
0.83-0.71 (m, 4H). FNMR (376 MHz,
methanol-ds, ppm): 8 -116.71 (1F).

[0589]

91

684.3

HNMR (400 MHz, methanol-ds, ppm): & 8.43-8.38
(m, 1H), 7.50-7.48 (m, 1H), 7.34-7.31 (m, 1H),
7.26-7.16 (m, 2H), 6.83-6.77 (m, 1H), 6.31-6.26
(m, 1H), 5.81 (dd, J=10.4, 2.4 Hz, 1H), 5.12-5.02
(m, 1H), 4.84-4.81 (m, 1H), 4.53-4.39 (m, 2H),
4.19-4.04(m, 1H), 3.88-3.84 (m, 1H), 3.71-3.46
(m, 4H), 3.20-3.01 (m, 5H), 2.89 (s, 3H), 1.67-1.53
(m, 2H), 1.46 (d, J = 6.0 Hz, 3H), 1.08-0.74 (m,
8H). FNMR (376 MHz, methanol-ds, ppm): &
-114.87 (1F).

92

685.3

HNMR (400 MHz, methanol-ds, ppm): 8 8.47-8.39
(m, 1H), 7.12 (dd, J = 14.8, 8.4 Hz, 1H), 6.87-6.75
(m, 1H), 6.55 (d, J = 8.4 Hz, 1H), 6.39 (t, J=9.2
Hz, 1H), 6.29 (dd, J = 16.4, 5.2 Hz, 1H), 5.81 (dd,
J = 104, 1.6 Hz, 1H), 523-493 (m, 1H),
4.60-430 (m, 2H), 4.25-3.86 (m, 6H), 3.81-3.37
(m, 2H), 3.26-3.02 (m, 4H), 1.71-1.37 (m, 5H),
1.13-1.00 (m, 3H), 0.99-0.81 (m, 3H), 0.79-0.65
(m, 2H). FNMR (376 MHz, methanol-ds, ppm): &
-115.33 (1F).

113



CN 118359609 A

i

2

3 106/135

[0590]

94

672.4

HNMR (400 MHz, methanol-ds, ppm): & 8.26-8.22
(m, 1H), 7.52-7.50 (m, 1H), 7.36-7.32 (m, 1H),
7.26-7.18 (m, 2H), 6.88-6.74 (m, 1H), 6.30-6.24
(m, 1H), 5.83-5.78 (m, 1H), 5.03-5.01 (m, 1H),
4.91-4.88 (m, 0.5H), 4.52-4.40 (m, 1H), 4.34-4.28
(m, 1H), 4.14-4.12 (m, 4H), 4.00-3.90 (m, 2H),
3.56-3.52 (m, 0.5H), 3.31-3.28 (m, 4H), 2.61-2.55
(m, 2H), 1.46 (d, J = 6.8 Hz, 3H), 1.35-1.25 (m,
3H), 1.13 (dd, J = 6.4 Hz, 2.4 Hz, 6H), 0.97-0.94
(m, 6H). FNMR (376 MHz, methanol-ds, ppm): &
-115.39 (1F), -128.98 (1F).

95

688.4

HNMR (400 MHz, methanol-ds, ppm): & 8.21-8.18
(m, 1H), 7.27-7.21 (m, 1H), 6.87-6.74 (m, 1H),
6.67-6.59 (m, 2H), 6.30-6.24 (m, 1H), 5.82-5.78
(m, 1H), 5.02-5.01 (m, 1H), 4.90-4.89 (m, 0.5H),
4.51-4.39 (m, 1H), 4.34-4.27 (m, 1H), 4.12-4.10
(m, 4H), 3.96-3.89 (m, 2H), 3.57-3.53 (m, 0.5H),
3.27-3.20 (m, 4H), 2.58-2.53 (m, 2H), 1.45 (d, J =
6.4 Hz, 3H), 1.35-1.25 (m, 3H), 1.13-1.10 (m, 6H),
0.97-095 (m, 6H). FNMR (376 MHz,
methanol-ds, ppm): & -116.75 (1F), -128.43 (1F).

96

687.4

HNMR (400 MHz, methanol-ds, ppm): & 8.24-8.20
(m, 1H), 7.13-7.09 (m, 1H), 6.88-6.74 (m, 1H),
6.51 (d, J = 84 Hz, 1H), 6.40-6.36 (m, 1H),
6.31-6.24 (m, 1H), 5.83-5.78 (m, 1H), 5.02-5.00
(m, 1H), 4.90-4.89 (m, 0.5H), 4.52-4.40 (m, 1H),
4.34-428 (m, 1H), 4.14-4.12 (m, 4H), 4.00-3.89
(m, 2H), 3.56-3.51 (m, 0.5H), 3.29-3.28 (m, 4H),
2.60-2.56 (m, 2H), 1.46 (d, J = 6.8 Hz, 3H),
1.36-1.26 (m, 3H), 1.13-1.11 (m, 6H), 0.98-0.95
(m, 6H). FNMR (376 MHz, methanol-ds, ppm): &
-115.67 (1F), -126.72 (1F).
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97

701.4

HNMR (400 MHz, methanol-ds, ppm): & 8.23-8.20
(m, 1H), 7.14-7.09 (m, 1H), 6.81-6.74 (m, 1H),
6.51 (d, /= 8.4 Hz, 1H), 6.37 (t, J = 8.4 Hz, 1H),
6.31-6.24 (m, 1H), 5.81-5.78 (m, 1H), 5.05-5.01
(m, 2H), 4.51-4.28 (m, 2H), 4.00-3.85 (m, 2H),
3.58-3.55 (m, 4H), 3.16-3.10 (m, 2H), 2.93 (s, 3H),
2.62-2.53 (m, 2H), 1.46 (d, J = 6.8 Hz, 3H), 1.35
(d, J=6.8 Hz, 1H), 1.27 (d, /= 6.8 Hz, 1H), 1.23
(d, J = 3.6 Hz, 1H), 1.13-1.11 (m, 6H), 0.98-0.95
(m, 6H). FNMR (376 MHz, methanol-ds, ppm): &
-115.82 (1F), -126.89 (1F).

[0591]
98

683.4

HNMR (400 MHz, methanol-d4, ppm): 6 8.23-8.19
(m, 1H), 7.16-7.11 (m, 1H), 6.87-6.74 (m, 1H),
6.55 (d, J = 8.4 Hz, 1H), 6.43-6.39 (m, 1H),
6.30-6.24 (m, 1H), 5.82-5.78 (m, 1H), 5.01-5.00
(m, 1H), 4.96-4.79 (m, 1H), 4.52-4.28 (m, 2H),
4.00-3.88 (m, 35.5H), 3.54-3.50 (m, 0.5H),
3.23-3.21 (m, 4H), 1.63-1.52 (m, 2H), 1.46 (d, J =
6.8 Hz, 3H), 1.36-1.26 (m, 3H), 1.07-1.01 (m, 4H),
0.89-0.74 (m, 4H). FNMR (376 MHz,
methanol-ds, ppm): & -115.00 (1F), -126.22 (1F).

100

684.3

HNMR (400 MHz, methanol-ds, ppm): & 8.22-8.18
(m, 1H), 7.30-7.24 (m, 1H), 6.85-6.62 (m, 3H),
6.30-6.24 (m, 1H), 5.82-5.78 (m, 1H), 5.00-4.84
(m, 2H), 4.52-4.27 (m, 2H), 3.99-3.89 (m, 5.5H),
3.55-3.51 (m, 0.5H), 3.22-3.19 (m, 4H), 1.57-1.52
(m, 2H), 1.46 (d, J = 6.8 Hz, 3H), 1.36-1.25 (m,
3H), 1.06-0.95 (m, 4H), 0.83-0.72 (m, 4H). FNMR
(376 MHz, methanol-ds, ppm): & -115.46 (1F),
-127.64 (1F).
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HNMR (400 MHz, methanol-ds, ppm): & 8.23-8.19
. (m, 1H), 7.53-7.45 (m, 2H), 7.27-7.19 (m, 2H),
{? 6.83-6.74 (m, 1H), 6.30-6.28 (m, 1H), 5.81-5.78
NN (m, 1H), 5.02-4.89 (m, 2H), 4.51-4.28 (m, 2H),
102 Q 668.4 |4.00-3.89 (m, 5.5H), 3.55-3.50 (m, O0.5H),
N N 3.23-3.20 (m, 4H), 1.62-1.53 (m, 2H), 1.45 (d, J =
E:) 6.8 Hz, 3H), 1.35-1.25 (m, 3H), 1.08-0.99 (m, 4H),
) 0.87-0.73 (m, 4H). FNMR (376 MHz, DMSO-ds,
ppm): & -114.82, -128.93 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.32-8.27
(m, 1H), 7.13-7.10 (m, 1H), 6.84-6.78 (m, 1H),
i 6.51 (d, J = 8.4 Hz, 1H), 6.39-6.37 (m, 1H),
G- 6.35-6.27 (m, 1H), 5.82 (dd, J = 10.4 Hz, 2.0 Hz,
118 " Ko 657.3 | 1H), 5.11 (s, 1H), 4.54-4.40 (m, 2H), 4.21-4.06 (m,
£ o) IH), 3.87-3.75 (m, 1H), 3.74-3.55 (m, 1H),
&, 3.38-2.32 (m, 1H), 2.87-2.82 (m, 2H), 1.49-1.47
(0592] (m, 3H), 1.19 (dd, J = 6.4 Hz, 2.4Hz, 6H), 1.03
(dd, J = 6.0 Hz, 2.4 Hz, 6H).
HNMR (400 MHz, methanol-ds, ppm): 6 8.32-8.22
(m, 1H), 7.14-7.08 (m, 1H), 6.84-6.81 (m, 1H),
o~ 6.52 (d, J = 8.0 Hz, 1H), 6.40-6.35 (m, 1H), 6.29
:] (dd, J = 16.0, 4.0 Hz, 1H), 5.81 (dd, J = 10.4, 1.6
105 qff\lj«e —_— Hz, 1H), 5.06 (s, 1H), 4.50-4.43 (m, 2 H),
L 4.20-4.05 (m, 1H), 3.84-3.75 (m, 1H), 3.74-3.55
Z (m, 1H), 3.36-3.30 (m, 1H), 2.72-2.66 (m, 2H),
2.30-225 (m, 1H), 1.45 (d, J = 5.6 Hz, 3H),
1.23-1.14 (m, 8H), 1.09-1.06 (m, 2H), 0.99-0.98
(m, 6H).
e HNMR (400 MHz, DMSO-ds, ppm): & 10.20 (s,
\[:]_ 1H), 8.30-8.27 (m, 1H), 7.32-7.26 (m, 1H),
- 9900 610.5 | 6:90-6.86 (m. 1H), 6.83-6.69 (m, 2H), 6.50 (s, 2H),
@:" Y 6.21 (dd, J = 14.4, 2.4 Hz, 1H), 5.78-5.73 (m, 1H),
NN 4.90-4.75 (m, 2H), 4.55-4.45 (m, 0.5H), 4.17-4.12
" (m, 1H), 3.90-3.75 (m, 2H), 3.55-3.45 (m, 0.5H),
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2.44-2.40 (m, 2H), 1.35-1.15 (m, 6H), 1.00 (d, J =
6.8 Hz, 6H), 0.86 (d, /= 6.8 Hz, 6H). FNMR (376
MHz, DMSO-ds, ppm): 6 -115.72, -129.06 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.46-8.38
(m, 1H), 7.11-7.09 (m, 1H), 6.86-6.73 (m, 1H),
r 6.56 (d, J = 8.4 Hz, 1H), 6.42-6.38 (m, 1H),
F o L"lt, 6.30-6.25 (m, 1H), 5.82-5.78 (m, 1H), 5.07-4.84
115 QH, w 699.3 | (m, 2H), 4.60-4.19 (m, 2H), 4.09-4.80 (m, 6H),
NN 3.22-3.19 (m, 4H), 1.57-1.52 (m, 2H), 1.51-1.40
i:ﬁ (m, 3H), 1.34-121 (m, 3H), 1.06-0.92 (m, 4H),
) 0.90-0.72 (m, 4H). FNMR (376 MHz,
methanol-ds, ppm): 8 -115.20 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.23-8.20
(m, 1H), 7.17-7.11 (m, 1H), 6.81-6.74 (m, 1H),
GT% 6.55 (d, J = 84 Hz, 1H), 6.43-6.39 (m, 1H),
[0593] \(Nl-. 6.30-6.25 (m, 1H), 5.83-5.78 (m, 1H), 5.01-4.89
00 % 073 | (M 2H). 442428 (m, 2H), 3.96-3.89 (m, 2H),
"Ny 3.54-3.46 (m, 2H), 3.40-3.06 (m, 6H), 2.91 (s, 3H),
ET] 1.64-1.54 (m, 2H), 1.46 (d, J = 6.4 Hz, 3H),
y 1.36-1.26 (m, 3H), 1.05-1.04 (m, 4H), 0.89-0.78
(m, 4H). FNMR (376 MHz, methanol-ds, ppm): &
-115.06 (1F), -126.25 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.22-8.18
_— (m, 1H), 7.30-7.24 (m, 1H), 6.80-6.70 (m, 1H),
\E:j 6.68-6.62 (m, 2H), 6.30-6.24 (m, 1H), 5.82-5.78
[N (m, 1H), 5.00-4.89 (m, 2H), 4.52-4.27 (m, 2H),
101 o W 698.4 | 3.98-3.89 (m, 2H), 3.55-3.48 (m, 2H), 3.40-3.07
NN (m, 6H), 2.89 (s, 3H), 1.61-1.52 (m, 2H), 1.46 (d, J
E:.j = 6.4 Hz, 3H), 1.36-1.25 (m, 3H), 1.05-0.97 (m,
4H), 0.84-0.73 (m, 4H). FNMR (376 MHz,
methanol-ds, ppm): 8 -115.57 (1F), -127.69 (1F).
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[0594]

HNMR (400 MHz, methanol-ds, ppm): & 8.24-8.20
(m, 1H), 7.53-7.44 (m, 2H), 7.27-7.19 (m, 2H),

LN
\E:l,_, 6.81-6.74 (m, 1H), 6.30-6.27 (m, 1H), 5.81-5.78
F R (m, 1H), 5.02-4.89 (m, 2H), 4.51-4.28 (m, 2H),
103 e 682. | 4.00-3.89 (m, 2H), 3.54-3.46 (m, 2H), 3.40-3.08
N (m, 6H), 2.90 (s, 3H), 1.62-1.54 (m, 2H), 1.46 (d, J
Z:] = 6.8 Hz, 3H), 1.35-1.25 (m, 3H), 1.08-0.99 (m,
| 4H), 0.89-0.74 (m, 4H). FNMR (376 MHz,

methanol-ds, ppm): & -114.87 (1F), -128.95 (1F).
HNMR (400 MHz, CDCls, ppm): & 9.62 (s, 1H),
7.92 (dd, J = 9.4, 4.6 Hz, 1H), 7.39-7.29 (m, 1H),
6.77 (d, J = 8.4 Hz, 1H), 6.70-6.56 (m, 3H), 6.44
D0 (dd, J = 16.6, 1.9 Hz, 1H), 5.84 (dd, J = 10.4, 1.9
[Nl» Hz, 1H), 5.31-5.01 (m, 1H), 4.95-4.65 (m, 1H),
81 . ;”o 591.2 | 4.61-4.25 (m, 1H), 4.35-4.03 (m, 1H), 3.96 (s, 3H),
F \@/\ 3.81-3.48 (m, 2H), 3.38-2.95 (m, 1H), 2.81-2.59
oy (m, 1H), 2.02 (d, J = 7.7 Hz, 3H), 1.54 (t, J = 27.5
Hz, 3H), 1.26 (dd, J = 6.9, 4.0 Hz, 3H), 1.08 (d, J
= 7.0 Hz, 3H). FNMR (376 MHz, CDCls, ppm): &

-107.71 (1F), -121.95 (1F),

HNMR (400 MHz, DMSO-ds, ppm): 8 10.13 (s,
1H), 8.42-8.38 (m, 1H), 7.31-7.21 (m, 1H),
6.88-6.81 (m, 1H), 6.74-6.71 (m, 1H), 6.68-6.66
> (m, 2H), 6.21 (dd, J = 16.8, 6.8 Hz, 1H), 5.77 (dd,
G J=10.4,2.4 Hz, 1H), 4.95 (brs, 1H), 4.41-4.27 (m,
106 C:,C' N,'LD 621.2 | 2H), 4.16-4.13 (m, 2H), 3.68-3.63 (m, 1H),
»J\@H\ 3.50-3.46 (m, 1H), 3.27-3.24 (m, 1H), 3.12-3.11

NH;

(m, 1H), 2.60-2.40 (m, 2H), 133 (d, J = 6.4 Hz,
3H), 1.02 (d, J = 6.4 Hz, 6H), 0.96-0.82 (m, 6H).
FNMR (376 MHz, DMSO-ds, ppm): & -115.38
(1F).
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[0595]

HNMR (300 MHz, DMSO-ds, ppm): & 10.11 (s,
1H), 8.43 (s, 1H), 7.30-7.22 (m, 1H), 6.87-6.81 (m,
e 1H), 6.77-6.66 (m, 2H), 6.51 (s, 2H), 6.21 (dd, J =
) 165, 2.4 Hz, 1H), 5.78-5.73 (m, 1H), 4.84-4.48
107 LA 635.4 | (m, 2H), 4.22-4.02 (m, 1.5H), 3.95-3.78 (m, 2H),
Y 3.55-3.45 (m, 0.5H), 2.46-2.40 (m, 2H), 1.31 (1, J
= 6.3 Hz, 3H), 1.29-1.24 (m, 3H), 1.00 (d, J = 6.6,
6H), 0.86 (d, J = 6.6 Hz, 6H). FNMR (282 MHz,

DMSO-ds, ppm): 8 -115.86 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 10.13 (s,
1H), 8.37 (s, 1H), 7.32-7.22 (m, 1H), 6.95-6.80 (m,
SN 1H), 6.78-6.65 (m, 2H), 6.26-6.19 (m, 3H), 5.77
G (dd, J = 104, 2.4 Hz, 1H), 4.94-4.86 (m, 1H),
110 @;ﬁt‘, 6173 | 4.42-3.99 (m, 3H), 3.75-3.69 (m, 1H), 3.65-3.61
W (m, 1H), 3.11-3.06 (m, 1H), 1.58-1.40 (m, 2H),
1.33 (s, 3H), 0.90-0.80 (m, 2H), 0.78-0.70 (m, 4H),
0.64-0.60 (m, 2H). FNMR (376 MHz, DMSO-ds,

ppm): & -115.34 (1F).

HNMR (300 MHz, DMSO-ds, ppm): & 10.18 (s,
s 1H), 8.40 (s, 1H), 7.32-7.24 (m, 1H), 6.85-6.72 (m,
Q8 3H), 6.28 (s, 1H), 6.21-6.16 (m, 2H), 5.77-5.73 (m,
111 ééfﬁ:i;o 631.2 | 1H), 4.80-4.48 (m, 2H), 4.30-3.99 (m, 1.5H),
’\Q/\ 3.92-3.75 (m, 2H), 3.55-3.45 (m, 0.5H), 1.44-1.20
Ny (m, 8H), 0.86-0.73 (m, 8H). FNMR (282 MHz,

DMSO-ds, ppm): 8 -115.34 (1F).
HNMR (300 MHz, DMSO-ds, ppm): & 8.49 (s,
1H), 7.52-7.48 (m, 1H), 7.34-7.25 (m, 2H),
~ 7.19-7.15 (m, 1H), 6.95-6.78 (m, 1H), 6.22 (d, J =
. [ujuw 16.7 Hz, 1H), 5.78 (d, J = 10.4 Hz, 1H), 5.00 (brs,
10 @,fm,go 648. 1H), 4.93 (s, 1H), 4.50-3.94 (m, 3H), 3.91-3.56 (m,
PPN 2H), 3.14-3.10 (m, 1H), 2.82-2.64 (m, 2H), 1.50 (s,
pr 6H), 1.35 (d, J = 6.6 Hz, 3H), 1.10 (d, J = 6.6 Hz,
6H), 0.95 (d, J = 6.6 Hz, 6H). FNMR (282 MHz,

DMSO-ds, ppm): & -114.39 (1F).
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[0596]

135

602.3

HNMR (400 MHz, methanol-ds, ppm): & 8.71 (s,
1H), 8.27-8.19 (m, IH), 7.54-7.47 (m, 1H),
7.43-7.38 (m, 1H), 7.25-7.17 (m, 2H), 5.36-5.18
(m, 2H), 5.11-4.98 (m, 1H), 4.81-4.72 (m, 0.5H),
4.51-4.23 (m, 2H), 3.99-3.80 (m, 2H), 3.56-3.52
(m, 0.5H), 1.82-1.64 (m, 2H), 1.48 (d, J = 6.4 Hz,
3H), 1.43-1.28 (m, 3H), 1.18-1.03 (m, 4H),
1.01-0.81 (m, 4H). FNMR (376 MHz,
methanol-ds, ppm): & -106.11(0.5F), -106.96
(0.5F), -114.72 (1F), -128.35 (1F).

108

605.4

HNMR (300 MHz, DMSO-ds, ppm): 8 10.22 (s,
1H), 8.30-8.24 (m, 1H), 7.32-7.25 (m, 1H), 7.00 -
6.60 (m, 4H), 6.23 (d, J= 8.7 Hz, 1H), 5.75 (d, J =
16.5 Hz, 1H), 4.91 (brs, 1H), 4.42-4.38 (m, 1H),
4.31-4.27 (m, 2H), 3.71-3.58 (m, 2H), 3.28-3.07
(m, 1H), 2.36- 2.27 (m, 2H), 1.33 (d, J = 6.3 Hz,
3H), 1.02 (d, J = 6.0 Hz, 6H), 0.86 (d, J = 6.6 Hz,
6H). FNMR (282 MHz, DMSO-ds, ppm): &
-115.76 (1F), -128.27 (1F).

112

601.5

HNMR (300 MHz, DMSO-ds, ppm): 8 10.22 (s,
1H), 8.26-8.20 (m, 1H), 7.32-7.30 (m, 1H),
6.89-6.70 (m, 3H), 6.26-6.17 (m, 3H), 5.77 (d, J =
10.4 Hz, 1H), 4.89 (brs, 1H), 4.45-4.02 (m, 3H),
3.69-3.61 (m, 2H), 3.22-3.08 (m, 1H), 1.52-1.39
(m, 2H), 1.33 (d, J = 6.0 Hz, 3H), 0.90-0.55 (m,
8H). FNMR (282 MHz DMSO-ds, ppm): &
-114.87 (1F), -128.82 (IF).

113

615.3

HNMR (300 MHz, DMSO-ds, ppm): & 10.25 (s,
1H), 835-821 (m, IH), 7.40-7.25 (m, 1H),
6.88-6.68 (m, 4H), 6.19 (dd, J = 16.8, 2.4 Hz, 1H),
5.76 (dt, J = 10.5, 3.0 Hz, 1H), 4.81 (brs, 2H),
4.55-3.70 (m, 3.5H), 3.55-3.45 (m, 0.5H), 1.48 (s,
2H), 1.37-1.11 (m, 6H), 0.96-0.56 (m, 8H). FNMR
(282 MHz, DMSO-ds, ppm): & -11521 (IF),
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-128.21 (1F).
HNMR (300 MHz, DMSO-ds, ppm): & 8.73 (s,
1H), 8.46 (d, J = 4.2 Hz, 1H), 7.57-7.53 (m, 1H),
7.38-7.30 (m, 3H), 6.87-6.78 (m, 1H), 6.20 (d, J =
:7,;‘* 16.8 Hz, 1H), 5.76 (d, J = 10.3 Hz, 1H), 4.95-4.77
SN m, 1.5H), 4.55-4.45 (m, 0.5H), 4.27-4.16 (m,
128 |F°' " o002 (l.SH), 53.;3-3.: (mf 2(H), 2.551-)3.47 :m, (?.S(H),
A\.ﬁ/& 1.85-1.65 (m, 2H), 1.35 (dd, J = 6.4, 2.8 Hz, 3H),
1.24 (dd, J = 19.5, 6.6 Hz, 3H), 1.08 -0.74 (m,
8H). FNMR (282 MHz, DMSO-ds, ppm): &
-112.94 (1F).
HNMR (400 MHz, methanol-da, ppm): 6 8.73 (s,
1H), 8.27-8.19 (m, 1H), 7.15-7.09 (m, 1H), 6.53
(d, J = 8.0 Hz, 1H), 6.42-6.36 (m, 1H), 5.35-5.19
OTT\ (m, 2H), 5.11-4.97 (m, 1H), 4.81-4.72 (m, 0.5H),
[0597] 33 F ., 6173 | 451423 (m, 2H), 3.993.78 (m, 2H), 3.563.51
P9I (m, 0.5H), 1.85-1.64 (m, 2H), 1.48 (d, J = 6.8 Hz,
W 3H), 1.43-128 (m, 3H), 1.15-1.05 (m, 4H),
1.02-0.95 (m, 2H), 0.87-0.79 (m, 2H). FNMR (376
MHz, methanol-ds, ppm): & -106.08 (0.5F),
-107.03 (0.5F), -114.93 (1F), -125.60 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.69 (s,
1H), 8.24-8.17 (m, 1H), 7.28-7.21 (m, 1H), 6.66
: (d, J = 8.4 Hz, 1H), 6.61 (t, J = 8.8 Hz, 1H),
°7f’* 5.35-5.19 (m, 2H), 5.11-4.97 (m, 1H), 4.81-4.72
134 \[N 6182 (m, 0.5H), 4.51-4.23 (m, 2H), 3.99-3.80 (m, 2H),
&L‘Nﬁio 3.58-3.52 (m, 0.5H), 1.82-1.64 (m, 2H), 1.48 (d, J
N = 6.4 Hz, 3H), 1.43-128 (m, 3H), 1.16-0.99 (m,
~ 4H), 0.98-0.79 (m, 4H). FNMR (376 MHz,
methanol-ds, ppm): & -106.09 (0.5F), -106.94
(0.5F), -116.11 (1F), -127.30 (1F).
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HNMR (400 MHz, methanol-ds, ppm): & 8.73 (s,
1H), 8.25 (d, J = 9.2 Hz, 1H), 7.15-7.09 (m, 1H),
GQ\ 6.53 (d, J = 8.4 Hz, 1H), 6.42-6.37 (m, 1H), 5.33
ENl (dd, J = 21.2, 4.0 Hz, 1H), 5.25 (dd, J = 10.8, 4.0
136 R 'iN" 603.3 | Hz, 1H), 5.11-5.03 (m, 1H), 4.51-3.92 (m, 3H),
w 3.91-3.33 (m, 3H), 1.82-1.72 (m, 2H), 1.49 (d, J =
g 6.8 Hz, 3H), 1.18-1.05 (m, 4H), 1.02-0.80 (m, 4H).
FNMR (376 MHz, methanol-ds, ppm): & -106.88
(1F), -115.04 (1F), -125.77 (1F).
HNMR (400 MHz, methanol-ds, ppm): 6 8.69 (s,
1H), 8.22 (d, J = 9.2 Hz, 1H), 7.27-7.20 (m, 1H),
"YL 6.66 (d, J = 8.4 Hz, 1H), 6.63-6.58 (m, 1H), 5.33
o) (dd, J = 21.2, 4.0 Hz, 1H), 5.25 (dd, J = 10.8, 4.0
137 ] L 6042 | Hz, 1H), 5.11-5.03 (m, 1H), 4.51-3.92 (m, 3H),
AN 3.91-3.33 (m, 3H), 1.79-1.69 (m, 2H), 1.49 (d, J =
"I 6.8 Hz, 3H), 1.15-1.00 (m, 4H), 0.99-0.79 (m, 4H).
[0598] FNMR (376 MHz, methanol-ds, ppm): & -106.84
(1F), -116.16 (1F), -127.44 (1F).
HNMR (400 MHz, methanol-ds, ppm): 6 8.71 (s,
1H), 8.25 (d, J = 9.2 Hz, 1H), 7.53-7.47 (m, 1H),
Qﬁ); 7.42-737 (m, 1H), 7.25-7.16 (m, 2H), 5.33 (dd, J
™. = 21.6, 4.0 Hz, 1H), 5.25 (dd, J = 10.4, 4.0 Hz,
138 N . 588.3 | 1H), 5.11-5.03 (m, 1H), 4.51-3.92 (m, 3H),
YA K Y 3.91-3.33 (m, 3H), 1.79-1.71 (m, 2H), 1.49 (d, J =
/\é\""/\ 6.8 Hz, 3H), 1.18-1.03 (m, 4H), 1.01-0.81 (m, 4H).
FNMR (376 MHz, methanol-ds4, ppm): & -106.87
(1F), -114.83 (1F), -128.55 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 10.15 (s,
SN 1H), 8.70 (s, 1H), 8.43 (brs, 1H), 7.27-7.25 (m,
[:j‘u 1H), 6.91-6.82 (m, 1H), 6.75-6.67 (m, 2H),
125 S N 602.4  |6.23-6.19 (m, 1H), 5.78 (dd, J = 10.4, 2.4 Hz, 1H),
NS0
QW 4.99-493 (m, 1H), 4.42-4.28 (m, 2H), 4.18-4.03
(m, 1H), 3.81-3.62 (m, 2H), 3.18-3.02 (m, 1H),
1.77-1.72 (m, 2H), 1.41-1.30 (m, 3H), 1.03-0.73
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(m, 8H). FNMR (376 MHz, DMSO-ds, ppm): 8
-115.40 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 10.16 (s,
i 1H), 8.71 (s, 1H), 8.51-8.30 (m, 1H), 7.32-7.20 (m,
jﬁ% 1H), 6.79-6.64 (m, 2H), 5.42-5.16 (m, 2H),
(. 1-4 1H), 4.85-4.72 H), 4.35-4.12
e e c3aq | 501-480 (m, 1H), 4.85-4.72 (m, 0.5H), 4.354.
LY (m, 2H), 3.92-3.42 (m, 2.5H), 1.78-1.60 (m, 2H),
| N~ "N
W 137-1.28 (m, 6H), 0.97-0.80 (m, 8H). FNMR (376
MHz, DMSO-ds, ppm): & -105.08 (1F), -115.35
(1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.48-8.46
(m, 1H), 8.11 (s, 1H), 7.51-7.42 (m, 1H), 7.36 (s,
o 1H), 7.31-7.13 (m, 3H), 6.88 (q, J = 14.8, 14.0 Hz,
M. 1H), 6.22 (d, J = 16.5 Hz, 1H), 5.78 (dd, J = 10.4,
cl - . -
i SO, a3 |24 Hz, 1H),_4.93 (brs, 1H), 4.44-4.30 (m, 2H),
4.11 (dd, J = 49.1, 13.3 Hz, 1H), 3.83 (s, 3H),
(05991 )\% 3.79-3.61 (m, 2H), 3.13-3.09 (m, 1H), 2.65-2.50
’ (m, 1H), 2.18-2.09 (m, 3H), 1.35-1.30 (m, 3H),
1.20-1.10 (m, 3H), 1.09-0.99 (m, 3H). FNMR (376
MHz, DMSO-ds, ppm): 3 -114.49 (IF).
HNMR (400 MHz, DMSO-ds, ppm): & 10.16 (s,
i 1H), 8.70 (s, 1H), 8.48-8.39 (m, 1H), 7.57-7.49 (m,
y~ 1H), 7.29-7.23 (m, 1H), 6.75-6.67 (m, 2H), 5.38
G- ~ 184, 4.0 Hz, 1H I- IH
i e 6203 |(@d J =184, 40 He, 1H), 501-5.00 (m, 1H),
XX 4.34-4.02 (m, 3H), 3.86-3.30 (m, 3H), 1.77-1.66
| N (+]
V\"W (m, 2H), 1.42-1.32 (m, 3H), 0.98-0.80 (m, SH).
FNMR (376 MHz, DMSO-ds, ppm): & -104.95
(1F), -115.42 (1F).
i HNMR (300 MHz, DMSO-ds, ppm): & 8.74 (s,
"T‘\ 1H), 8.51-8.40 (m, 1H), 7.15-7.05 (m, 1H), 6.51
: :l = " = -
. e 610, | (@J=84Hz 1H), 639 (t.J=9.0 Hz, 1H), 5.45
X 522 (m, 3H), 5.05-4.95 (m, 1H), 4.37-4.26 (m,
| N° N (2]
%uﬁ,\"ﬁ/\ 2H), 4.10-3.96 (m, 1H), 3.78-3.64 (m, 1H),
3.60-3.10 (m, 2H), 1.91-1.73 (m, 2H), 1.38 (dd, J
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=252, 6.6 Hz, 3H), 1.13-0.69 (m, 8H). FNMR
(282 MHz, DMSO-ds, ppm): & -104.95 (IF),
-114.15 (1F).
HNMR (300 MHz, DMSO-ds, ppm): & 8.74 (s,
1H), 8.50-8.40 (m, 1H), 7.23-7.01 (m, 1H), 6.61
"j?.;v"\lF (d,J =34 Hz, 2H), 651 (d, J = 8.3 Hz, 1H), 6.38
(A _ ) !
0 | e | TS S (o a0 e
l "W 19,2171,. . 126 (m, 35 0075
g 92-1.71 (m, 2H), 1.44-1.26 (m, 3H), 1.10-0.75
(m, 8H). FNMR (282 MHz, DMSO-ds, ppm): &
-114.15 (1F), -177.44 (1F).
HNMR (400 MHz, methanol-ds, ppm): & 8.31-8.25
(m, 1H), 7.51-7.45 (m, 1H), 7.31-7.26 (m, 1H),
7.23-7.15 (m, 2H), 6.88-6.74 (m, 1H), 6.31-6.25
\[‘? (m, 1H), 5.83-5.78 (m, 1H), 5.12-5.00 (m, 1H),
[0600] - éir"l” €373 4.96-4.87 (m, 0.5H), 4.60-4.46 (m, 1H), 4.40-4.30
W (m, 1H), 4.05-3.85 (m, 2H), 3.58-3.50 (m, 0.5H),
pal 2.90-2.74 (m, 2H), 1.48 (d, J = 6.4 Hz, 3H),
1.38-1.27 (m, 3H), 1.26-1.20 (m, 6H), 1.07-1.02
(m, 6H). FNMR (376 MHz, methanol-ds, ppm): &
-115.25 (1F), -128.10 (1F).
HNMR (400 MHz, methanol-da, ppm): & 8.26-8.21
(m, 1H), 7.21 (dd, J = 14.8, 8.0 Hz, 1H), 6.88-6.74
oo (m, 1H), 6.63 (d, J = 8.4 Hz, 1H), 6.58 (t, J = 8.8
\:NJ Hz, 1H), 6.31-6.24 (m, 1H), 5.83-5.78 (m, 1H),
- ; F\’\fi g3 | 512500 (m, 1H), 4.96-4.87 (m, 0.5H), 4.60-4.45
Q;T m (m, 1H), 4.43-4.27 (m, 1H), 4.05-3.85 (m, 2H),
NN 3.61-3.52 (m, 0.5H), 2.87-2.71 (m, 2H), 1.48 (d, J
o = 6.4 Hz, 3H), 1.38-127 (m, 3H), 1.22-1.19 (m,
6H), 1.07-1.03 (m, 6H). FNMR (376 MHz,
methanol-ds, ppm): 8 -117.11 (1F), -127.79 (1F).
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[0601]

HNMR (400 MHz, methanol-ds, ppm): & 8.29-8.23
(m, 1H), 7.09 (dd, J = 14.4, 8.0 Hz, 1H), 6.88-6.74
o (m, 1H), 6.47 (d, J = 8.4 Hz, 1H), 6.38-6.33 (m,
\f\:].,,_, 1H), 6.31-624 (m, 1H), 5.83-5.78 (m, 1H),
23 : VI\A‘L 473 | 512500 (m, 1H), 4.96-4.87 (m, 0.5H), 4.60-4.45
W (m, 1H), 4.42-4.27 (m, 1H), 4.05-3.85 (m, 2H),
NN 3.56-3.47 (m, 0.5H), 2.90-2.74 (m, 2H), 1.48 (d, J
- = 6.4 Hz, 3H), 1.38-1.27 (m, 3H), 1.23-1.17 (m,
6H), 1.08-1.05 (m, 6H). FNMR (376 MHz,
methanol-ds, ppm): & -115.73 (1F), -125.89 (1F).
HNMR (400 MHz, methanol-ds, ppm): 8 8.28-8.23
(m, 1H), 7.43 (t, J = 72.4 Hz, 1H), 7.16-7.11 (m,
N 1H), 6.85-6.77 (m, 1H), 6.55 (d, J = 8.4 Hz, 1H),
[::,,_ 6.43-6.39 (m, 1H), 6.32-6.27 (m, 1H), 5.81 (dd, J
o éfﬁfi gs15 | = 104,24 Hz, 1H), 5.13-5.03 (m, 1H), 4.54-4.40
W (m, 2H), 4.20-4.05 (m, 1H), 3.84-3.55(m, 2H),
N":r‘ 3.34-3.22 (m, 1H), 1.81-1.69 (m, 2H), 1.47-1.46
- (m, 3H), 1.15-1.12 (m, 4H), 1.10-0.89 (m, 4H).
FNMR (376 MHz, methanol-ds, ppm): 6 -91.15
(2F), -115.14 (1F), -125.91 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.75 (s,
1H), 8.55-8.40 (m, 1H), 7.15-7.05 (m, 1H), 6.51
oL (d, J = 8.0 Hz, 1H), 6.38 (1, J = 9.2 Hz, 1H),
Yol 5.41-530 (m, 1H), 5.23-5.20 (m, 2H), 5.01-4.62
132 Ay 633.2 | (m, 1.5H), 4.40-4.30 (m, 1H), 4.14-4.07 (m, 1H),
&;{iﬁh 4.04-3.82 (m, 1H), 3.84-3.40 (m, 1.5H),1.87-1.63
- (m, 2H), 1.48-1.17 (m, 6H), 0.96-0.92 (m, 6H),
0.88-0.78 (m, 2H). FNMR (376 MHz, DMSO-ds,
ppm): & -104.54 (1F), -114.23 (1F).
. HNMR (300 MHz, DMSO-ds, ppm): & 8.74 (s,
", 1H), 8.57-8.34 (m, 1H), 7.11 (q, J = 8.1 Hz, 1H),
140 £ 659.4 | 6.81-6.56 (m, 2H), 6.51 (d, J = 8.2 Hz, 1H), 6.38
Lﬁm (t, 1H), 5.25-5.15 (m, 2H), 4.92-4.47 (m, 2H),
~ 4.40-3.69 (m, 6H), 3.63-3.30 (m, 3H), 1.86-1.67
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(m, 2H), 1.42-1.11 (m, 6H), 1.10-0.77 (m, 8H).
FNMR (282 MHz, DMSO-ds, ppm): & -114.15
(1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.36-8.34
(m, 2H), 7.54-7.49 (m, 1H), 7.34-7.21 (m, 3H),
o 6.94-6.84 (m, 1H), 6.24-6.19 (m, 1H), 5.78 (dd, J
E:l&, = 10.4, 2 Hz, 1H), 4.94 (brs, 1H), 4.45-4.30 (m,
- [Fjr“r:l" 599 | 2H):4.19-4.03 (m, 1H), 3.83 (s, 3H), 3.94-3.63 (m,
)\’Y 2H), 3.55-3.10 (m, 1H), 2.80-2.76 (m, 1H),
O 2.20-2.10 (m, 3H), 1.34 (d, J = 6.4 Hz, 3H),
’ 1.20-1.10 (m, 3H), 1.08-0.99 (m, 3H). FNMR (376
MHz, DMSO-ds, ppm): & -114.34 (1F), -129.70
(1F).
HNMR (400 MHz, DMSO-ds, ppm): 3 8.79-8.72
n%i:‘ (m, 1H), 8.55-8.37 (m, 1H), 7.15-7.05 (m, 1H),
. 6.51 (d, J = 8.4 Hz, 1H), 6.38 (t, J = 9.0 Hz, 1H),
(0602] 139 o Nic. 6455 | 530-4.65 (m, 3H), 4.51-4.03 (m, 4H), 3.90-3.35
&T (m, 6H), 1.82-1.72 (m, 2H), 1.39-1.14 (m, 6H),
il 1.09-0.75 (m, 8H). FNMR (376 MHz, DMSO-ds,
ppm): & -114.00 (1F).
HNMR (300 MHz, DMSO-ds, ppm): & 8.50-8.40
SN (m, 1H), 8.08 (s, 1H), 7.52-7.42 (m, 1H), 7.34-7.12
(:1 (m, 4H), 6.98-6.80 (m, 1H), 6.28-6.14 (m, 1H),
" e 163 6141 | 578 (dd, =102, 2.4 Hz, 1H), 493 (brs, 1H),
4.48-3.99 (m, 1H), 3.78 (s, 3H), 3.72-3.43 (m, 2H),
mm;%); 3.10 (1.,J= 11.4 Hz, 1H), 2.85-2.69 (m, 1H), 1.98
(s, 3H), 1.42-1.18 (m, 9H). FNMR (282 MHz,
DMSO-ds, ppm) & -114.53 (1F).
. HNMR (300 MHz, DMSO-ds, ppm): & 8.50-8.40
[T; (m, 1H), 8.08 (s, 1H), 7.52-7.42 (m, 1H), 7.34-7.12
et o . 6141 | 4H), 6.98-6.80 (m, 1H), 6.30-6.13 (m, TH),
5.78 (dd, J = 10.2, 2.4 Hz, 1H), 4.93 (brs, 1H),
mnéj;\ 4.48-3.99 (m, 1H), 3.78 (s, 3H), 3.72-3.43 (m, 2H),
3.10 (t, J = 11.7 Hz, 1H), 2.85-2.69 (m, 1H), 1.98
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(s, 3H), 1.42-1.18 (m, 9H). FNMR (282 MHz,
DMSO-ds ppm) & -114.50 (1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.36-8.30
(m, 1H), 8.20 (s, 1H), 7.43 (d, J = 9.6 Hz, 1H),
7.08 (dd, J = 14.8, 8.0 Hz, 1H), 6.92-6.82 (m, 1H),
?/; 6.4 (d, J = 8.0 Hz, 1H), 6.36 (t, J = 8.0 Hz, 1H),
Ay 6.23-6.19 (m, 1H), 5.77 (dd, J = 10.4, 2.4 Hz, 1H),
143 oo 617.4 | 534 (s, 2H), 4.99 (brs, 1H), 4.45-4.37 (m, 0.5H),
" fé(L 434-422 (m, 1.5H), 4.18-4.10 (m, 0.5H),
Rt | 4.08-4.01 (m, 0.5H), 3.82-3.76 (m, 4H), 3.68-3.62
(m, 0.5H), 3.49-3.42 (m, 0.5H), 3.26-3.23 (m,
0.5H), 3.12-3.06 (m, 0.5H), 3.00-2.90 (m, 1H),
1.39 (d, J = 6.8 Hz, 3H), 1.32-1.28 (m, 6H).
HNMR (400 MHz, DMSO-ds, ppm): 8 8.27 (1, J =
10.8 Hz, 1H), 8.21 (s, 1H), 7.43 (d, J = 9.6 Hz,
1H), 7.11-7.05 (m, 1H), 6.91-6.82 (m, 1H), 6.44
(0603] (Y; (d, J = 8.0 Hz, 1H), 6.36 (t,_J = 8.0 Hz, 1H),
e 6.23-6.19 (m, 1H), 5.77 (dd, J = 10.4, 2.4 Hz, 1H),
144 N L 617.3 | 533 (s, 2H), 4.88 (brs, 1H), 4.45-4.27 (m, 2H),
e ﬁ* 4.18-4.13 (m, 0.5H), 4.18-4.14 (m,0.5H), 3.82 (s,
asd 3H), 3.65-3.62 (m, 1.5H), 3.62-3.50 (m, 0.5H),
323-3.18 (m, 0.5H), 3.18-3.10 (m, 0.5H),
3.00-2.90 (m, 1H), 1.40-1.35 (m, 6H), 1.29 (d, J =
6.8 Hz, 3H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.28-8.23
(m, 1H), 8.10 (s, 1H), 7.32 (s, 1H), 7.06 (dd, J =
o~ 14.9, 8.2 Hz, 1H), 6.92-6.80 (m, 1H), 6.42 (d, J =
of 7.9 Hz, 1H), 6.38-6.28 (m, 1H), 6.21 (d, J = 17.1
147 Seel 134 | Tz 1H). 576 (dd, J = 10.3, 2.4 Hz, 1H), 5.28 G,
2H), 4.85 (s, 1H), 4.45-4.38 (m, 0.5H), 4.33-4.26
S—— (m, 1.5 H), 4.20-4.12 (m, 0.5H), 4.05-3.99 (m,
0.5H), 3.81 (s, 3H), 3.68-3.60 (m, 1.5H), 3.55-3.46
(m, 0.5H), 3.19-3.06 (m, 1H), 2.85-2.77 (m, 1H),
1.94 (s, 3H), 1.36 (t, J = 6.5 Hz, 6H), 1.24 (d, J =
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6.9 Hz, 3H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.33-8.28
(m, 1H), 8.10 (s, 1H), 7.32 (s, 1H), 7.06 (dd, J =
15.2, 8.0 Hz, 1H), 6.90-6.85 (m, 1H), 6.42 (d, J =
oy 8.0 Hz, 1H), 6.37-6.32 (m, 1H), 6.27-6.16 (m, 1H),
E:l,, 577 (dd, J = 10.4, 2.4 Hz, 1H), 5.30 (s, 2H), 4.94
48 . ool 6133 | 1H) 443441 (m, 0.5H), 4.32-4.14 (m, 2H),
" 4.06-4.03 (m, 0.5H), 3.86-3.64 (m, 4.5H),
—— o 349-344 (m, 0.5H), 3.49-3.44 (m, 0.5H),
3.30-3.26 (m, 0.5H), 3.11-3.06 (m, O0.5H),
2.87-2.76 (m, 1H), 1.95 (s, 3H), 1.36 (d, J = 6.8
Hz, 3H), 1.31 (d, J = 6.8 Hz, 3H), 1.24 (d, J = 6.8
Hz, 3H).
HNMR (400 MHz, DMSO-ds, ppm): 8 10.03 (brs,
N 1H), 8.42 (s, 1H), 8.06 (s, 1H), 7.27 (s, 1H),
. 7.25-7.10 (m, 1H), 6.85-6.79 (m, 1H), 6.75-6.50
[0604] i LK o] EZ ?3 j;z :djsi; ]16 :H)zi ?;Tz)(rsng{;;??
— 4.18-4.03 (m, 1.5H), 3.97-3.84 (m, 2H), 3.77 (s,
3H), 3.53-3.49 (m, 0.5H), 2.83-2.75 (m, 1H), 1.97
(s, 3H), 1.45-1.15 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 9.88 (brs,
o~ 1H), 8.43 (s, 1H), 8.06 (s, 1H), 7.27 (s, 1H), 7.19
\E:J.. (dd, J = 15.4, 8.2 Hz, 1H), 6.90-6.77 (m, 1H),
- I, a4y | 675-6.60 (m, 2H), 6.19 (dd, J = 16.6, 2.4 Hz, 1H),
5.78-5.73 (m, 1H), 4.91-4.72 (m, 1.5H), 4.55-4.40
“Mﬁﬁ}j (m, 0.5H), 4.23-3.99 (m, 1.5H), 3.97-3.84 (m, 2H),
3.76 (s, 3H), 3.60-3.45 (m, 0.5H), 2.81-2.62 (m,
1H), 1.95 (s, 3H), 1.43-1.13 (m, 12H).
o HNMR (400 MHz, DMSO-ds, ppm): & 8.50-8.30
] \[N (m, 2H), 7.42 (s, 1H), 7.06 (dd, J = 15.2, 8.0 Hz,
153 LA 627.2 | 1H), 6.86-6.79 (m, 1H), 6.42 (d, J = 8.0 Hz, 1H),
~¢(L 6.38-6.31 (m, 1H), 6.19 (dd, J = 16.8, 2.4 Hz, 1H),
LT ) 5.78-5.73 (m, 1H), 5.32 (s, 2H), 4.89-4.82 (m, 1H),
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479-474 (m, 0.5H), 4.49-444 (m, 0.5H),
4.16-4.05 (m, 1.5H), 3.92-3.86 (m, 5H), 3.58-3.54
(m, 0.5H), 2.94-2.84 (m, 1H), 1.99 (s, 3H),
1.35-1.11 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.30-8.15
OT\ (m, 2H), 7.34 (s, 1H), 7.06 (dd, J = 14.9, 8.2 Hz,
)., [H), 6.90-6.77 (m, 1H), 6.42 (d, J = 8.2 Hz, 1H),
- P g ;’Lo 6272 | 637-631 (m, 1H),6.19 (dd, /=167, 2.3 Hz, 1H),
w0, 5.78-5.72 (m, 1H), 5.28 (s, 2H), 4.86-4.75 (m,
e 1.5H), 4.53-4.44 (m, 0.5H), 4.20-4.07 (m, 1.5H),
g 3.90-3.75 (m, 5H), 3.56-3.47 (m, 0.5H), 2.81-2.72
(m, 1H), 1.97 (s, 3H), 1.37-1.19 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 10.14 (s,
1H), 8.30-8.26 (m, 1H), 8.06 (s, 1H), 7.33-7.17 (m,
2H), 6.89-6.85 (m, 1H), 6.69-6.62 (m, 2H),
[0605] iy 6.23-6.19 (m, 1H), 5.76 (dd, J = 10.4, 2.4 Hz, 1H),
) G 4.92 (s, 1H), 4.44-4.41 (m, 0.5H), 4.28-4.20 (m,
155 { y Nlo 614.6 | 1.5H), 4.16-4.13 (m, 0.5H), 4.04-4.01 (m, 0.5H),
oH 3.88-3.65 (m, 4.5H), 3.55-3.45 (m, 0.5H),
mes Nt 3.28-326 (m, 0.5H), 3.13-3.09 (m, 0.5H),
2.85-2.70 (m, 1H), 1.94 (s, 3H), 1.35 (d, J = 6.9
Hz, 3H), 1.31 (d, J = 6.6 Hz, 3H), 1.23 (d, J = 6.9
Hz, 3H).
HNMR (400 MHz, DMSO-ds, ppm): & 10.15 (s,
N 1H), 8.25 (1, J = 10.3 Hz, 1H), 8.06 (s, 1H), 7.27
["3_‘_’ (s, 1H), 7.22 (dd, J = 15.5, 8.0 Hz, 1H), 6.87 (dd, J
- @ﬁ% 614n | =256, 154 Hz, 1H), 6.70-6.54 (m, 2H), 6.25-6.16
(m, 1H), 5.76 (dd, J = 10.4, 2.2 Hz, 1H), 4.87 (s,
MM{EE,J.\ 1H), 4.48-4.22 (m, 2H), 4.19-3.97 (m, 1H), 3.77 (s,
3H), 3.72-3.44 (m, 2H), 3.26-3.10 (m, 1H),
2.83-2.69 (m, 1H), 1.93 (s, 3H), 1.39-1.21 (m, 9H).
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HNMR (400 MHz, DMSO-ds, ppm): & 8.46 (s,
N 1H), 8.06 (s, 1H), 7.50-7.44 (m, 1H), 7.32-7.16 (m,
\(:J-.,, 4H), 6.89-6.79 (m, 1H), 6.19 (dd, J = 16.8, 2.4 Hz,
- £c L s | W 578573 (m, 1H), 4.92-481 (m, IH),
4.80-474 (m, 0.5H), 4.49-445 (m, 0.5H),
mn#m;g'\ 4.20-4.09 (m, 1.5H), 3.95-3.75 (m, SH), 3.52-3.32
(m, 0.5H), 2.85-2.76 (m, 1H), 2.00 (s, 3H),
1.42-1.13 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.47 (s,
oo~ 1H), 8.07 (s, 1H), 7.47 (dd, J = 12.8, 5.9 Hz, 1H),
\(“J‘_ﬁ 7.31-7.16 (m, 4H), 6.94-6.73 (m, 1H), 6.19 (dd, J
- FN . 68 |~ 16721 Hz, 1H),5.75 (dd, /= 7.4, 5.1 Hz, 1H),
4.86 (s, 1H), 4.80-4.41 (m, 1H), 4.18-4.04 (m,
mmﬁj 1.5H), 3.97-3.84 (m, 2H), 3.77 (s, 3H), 3.57-3.47
(m, 0.5H), 2.76-2.64 (m, 1H), 1.98 (s, 3H),
1.37-1.16 (m, 12H).
[0606] HNMR (400 MHz, DMSO-ds, ppm): & 8.48-8.40
\ (m, 1H), 8.07 (s, 1H), 7.28 (s, 1H), 7.05-6.98 (m,
o 1H), 6.90-6.80 (m, 1H), 6.40 (d, J = 8.4 Hz, 1H),
. \[Nj""' 6.33-6.25 (m, 1H), 6.20 (d, J = 16.8 Hz, 1H),
161 { . ..lo 643.1 | 580-5.72 (m, 1H), 5.17-5.02 (m, 2H), 4.90-4.72
NH, (m, 1.5H), 4.49-4.44 (m, 0.5H), 4.16-4.04 (m,
g1 - 1.5H), 3.99-3.84 (m, 2H), 3.77 (s, 3H), 3.59-3.50
(m, 0.5H), 2.93-2.73 (m, 1H), 2.04-1.92 (m, 3H),
1.40-1.00 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): 8 8.42 (s,
1H), 8.07 (s, 1H), 7.28 (s, 1H), 7.05-6.95 (m, 1H),
> 6.92-6.77 (m, 1H), 6.40 (d, J = 8.2 Hz, 1H), 6.29
\[h.j‘-v (t, J = 8.5 Hz, 1H), 6.23-6.13 (m, 1H), 5.83-5.68
162 U0 A 643.2 | (m, 1H), 5.15-5.01 (m, 2H), 4.90-4.70 (m, 1.5H),
N 4.49-444 (m, 0.5H), 4.22-3.98 (m, 1.5H),
memitkz jd" 3.98-3.85 (m, 2H), 3.77 (s, 3H), 3.61-3.48 (m,
0.5H), 2.91-2.57 (m, 1H), 2.09-1.86 (m, 3H),
1.36-1.13 (m, 12H).
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[0607]

HNMR (400 MHz, DMSO-ds, ppm): § 10.16 (brs,
o~ 1H), 8.45-8.25 (m, 2H), 7.26-7.20 (m, 1H),
[:j,,_,’ 6.92-6.82 (m, 1H), 6.75-6.48 (m, 2H), 6.23-6.19
- PP L 615 | M 1H), 577 (d, J =107 Hz, 1H), 495 (s, 1H),
- 4.48-4.25 (m, 2H), 4.18-3.96 (m, 1H), 3.78 (s, 3H),
“MM"/NL 3.73-3.64 (m, 2H), 3.15-3.08 (m, 1H), 2.85-2.75
(m, 1H), 2.13 (s, 3H), 1.35 (d, J = 6.6 Hz, 6H),
1.24 (d, J= 6.3 Hz, 3H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.41-8.25
(m, 2H), 7.07 (dd, J = 15.0, 8.2 Hz, 1H), 6.85 (td, J
o = 16.8, 10.6 Hz, 1H), 6.43 (d, J = 8.4 Hz, 1H),
) \[NJ"" 6.37-6.31 (m, 1H), 6.19 (dd, J = 16.6, 2.4 Hz, 1H),
164 QF“):I: "O 628.2 | 580-5.70 (m, 1H), 5.32 (s, 2H), 4.97-4.75 (m,
e NP 1.5H), 4.52-4.45 (m, 0.5H), 4.21-4.04 (m, 1.5H),
— ) 3.91-3.85 (m, 2H), 3.81 (s, 3H), 3.55-3.50 (m,
0.5H), 2.85-2.75 (m, 1H), 2.18 (s, 3H), 1.33-1.16
(m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.41-8.23
SN (m, 2H), 7.10-7.04 (m, 1H), 6.90-6.79 (m, 1H),
\C:l,, 6.43 (d, J = 8.3 Hz, 1H), 6.37-6.31 (m, 1H), 6.19
65 £ R LI, 8y | (@dJ=166,23 Hz, 1H),5.79-5.74 (m, 1H), 5.32
" o (s, 2H), 4.97-4.75 (m, 1.5H), 4.55-4.48 (m, 0.5H),
“mm"/"_yu 4.17-4.09 (m, 1.5H), 3.91-3.85 (m, 2H), 3.81 (s,
3H), 3.57-3.52 (m, 0.5H), 2.81-2.76 (m, 1H), 2.18
(s, 3H), 1.37-1.10 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): o
10.15-10.05 (m, 1H), 8.44-8.42 (m, 1H), 8.17 (s,
e 1H), 7.40 (d, J = 9.0 Hz, 1H), 7.21 (g, J = 8.0 Hz,
. \ENJ.,,, 1H), 6.92-6.77 (m, 1H), 6.64-6.69 (m, 2H), 6.20
166 M"O 648.2 | (d, J=16.8 Hz, 1H), 5.80-5.71 (m, 1H), 4.72-4.94
oH FT;JIJ\ (m, 1.5 H), 4.42-4.52 (m, 0.5 H), 4.16 (d, J = 14.8
)% Hz, 2H), 3.99-3.85 (m, 2H), 3.79 (s, 3H),
2.99-2.75 (m, 1H), 1.45-1.10 (m, 12H). FNMR
(376 MHz, DMSO-ds, ppm) & -115.47(IF),
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-127.34(1F).
HNMR (400 MHz, DMSO-ds, ppm): & 8.50 (s,
SN 1H), 8.28 (s, 1H), 7.52-7.43 (m, 1H), 7.36-7.11 (m,
., 3H), 6.89-6.79 (m, 1H), 6.20 (dd, J = 16.6, 2.3 Hz,
Cl . ”
. XL, 0o | 1H. 578572 (m, 1H), 496-4.72 (m, 1.5H),
4.53-443 (m, 0.5H), 4.20-4.13 (m, 1.5H),
NS Ay 3.98-3.84 (m, 2H), 3.78 (s, 3H), 3.57-3.49 (m,
ﬂﬁﬁ#ﬂ{*z(»—-‘ﬁ’
0.5H), 2.81-2.65 (m, 1H), 2.17 (s, 3H), 1.50-1.10
(m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.48 (s,
(s]
\_E? 1H), 8.28 (s, 1H), 7.52-7.44 (m, 1H), 7.32-7.16 (m,
e 3H), 6.89-6.78 (m, 1H), 6.19 (d, J = 16.6 Hz, 1H),
F N
168 . 629.6 575 (d, J = 10.2 Hz, 1H), 4.96-4.74 (m, 1.5H),
I:EKL 4.52-444 (m, 0.5H), 4.24-4.14 (m, 1.5H),
R N 3.94-3.69 (m, SH), 3.50-3.48 (m, 0.5H), 2.90-2.70
0608] (m, 1H), 2.19 (s, 3H), 1.46-1.10 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.46 (s,
LN 1H), 8.17 (s, 1H), 7.51-7.45 (m, 1H), 7.42 (d, J =
\[:l,, 9.5 Hz, 1H), 7.34-7.18 (m, 3H), 6.89-6.77 (m, 1H),
- N o | 6:19(ddJ=166,2.2 Hz, 1H), 5.80-5.71 (m, 1H),
13 4.92-4.83 (m, 1H), 4.79-4.74 (m, 0.5H), 4.50-4.43
\@rj\ (m, 0.5H), 4.23-4.10 (m, 1.5H), 3.96-3.74 (m, 5H),
m Rk N _
3.53-3.48 (m, 0.5H), 2.98-2.69 (m, 1H), 1.47-1.05
(m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.45 (s,
LN 1H), 8.17 (s, 1H), 7.52-7.44 (m, 1H), 7.41 (d, J =
‘[:J,,_, 9.5 Hz, 1H), 7.36-7.14 (m, 3H), 6.90-6.77 (m, 1H),
cl = =
170 PeE! 6325 | 619 (dJ =167 Hz 1H), 5.80-571 (m, 1H),
. 4.93-4.83 (m, 1H), 4.81-4.74 (m, 0.5H), 4.53-4.45
mm@ui‘ (m, 0.5H), 4.25-4.10 (m, 1.5H), 3.98-3.60 (m, 5H),
3.52-3.48 (m, 0.5H), 2.91-2.80 (m, 1H), 1.50-1.02
(m, 12H).
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HNMR (400 MHz, DMSO-ds, ppm): & 10.09 (s,
N 1H), 8.45 (s, 1H), 8.27 (s, 1H), 7.20 (dd, J = 15.5,
. 8.0 Hz, 1H), 6.93-6.73 (m, 1H), 6.68-6.63 (m, 2H),
. £ © .. 6156 | 020(dd,J=166,2.1 Hz, IH), 5.83-5.66 (m, 1H),
. 487-478 (m, 1.5H), 4.52-445 (m, 0.5H),
M?mh;“ 4.18-4.14 (m, 1.5H), 3.91-3.86 (m, 2H), 3.78 (s,
’ 3H), 3.53-3.49 (m, 0.5H), 2.85-2.70 (m, 1H),
2.18-2.13 (m, 3H), 1.36-1.17 (m, 12H).

HNMR (400 MHz, DMSO-ds, ppm): & 10.05 (s,
N 1H), 8.46 (s, 1H), 8.27 (s, 1H), 7.20 (dd, J = 15.5,
\(:jw 8.0 Hz, 1H), 6.89-6.79 (m, 1H), 6.70-6.56 (m, 2H),
i cgf o 15 | 619(dd,J=166,2.1 Hz, 1H), 5.80-5.72 (m, 1H),
) 492-473 (m, 1.5H), 4.53-443 (m, 0.5H),
m%m}% 4.24-4.07 (m, 1.5H), 3.96-3.81 (m, 2H), 3.77 (s,
3H), 3.55-3.48 (m, 0.5H), 2.79-2.65 (m, 1H), 2.14

(s, 3H), 1.46-1.10 (m, 12H).
[0609] HNMR (400 MHz, DMSO-ds, ppm): & 8.52-8.45
. (m, 1H), 8.17 (s, 1H), 7.44-7.36 (m, 1H), 7.08-6.98
\EZ./\ (m, 1H), 6.90-6.79 (m, 1H), 6.46-6.38 (m, 1H),
. - 6.35-6.27 (m, 1H), 6.20 (dd, J = 16.6, 2.1 Hz, 1H),
173 LREA 647.2 | 579-572 (m, 1H), 5.09 (d, J = 149 Hz, 2H),
490-4.74 (m, 1.5H), 4.53-4.45 (m, 0.5H),
mestate 1\ 4.18-4.07 (m, 1.5H), 3.98-3.73 (m, 5H), 3.57-3.47
(m, 0.5H), 3.06-2.99 (m, 0.5H), 2.94-2.87 (m,

0.5H), 1.45-1.08 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.46-8.37
. (m, 1H), 8.17 (s, 1H), 7.45-7.36 (m, 1H), 7.08-6.98
P (m, 1H), 6.91-6.80 (m, 1H), 6.46-6.36 (m, 1H),
. ‘[N]_,_,, 6.30 (dd, J=18.3, 9.5 Hz, 1H), 6.20 (dd, J = 16.6,
174 { . ,,A"ao 647.2 | 2.2 Hz, 1H), 5.80-5.72 (m, 1H), 5.20-5.10 (m, 2H),
N 4.89-475 (m, 1.5H), 4.55-4.46 (m, 0.5H),
B2 N0 4.20-4.08 (m, 1.5H), 4.00-3.68 (m, 5H), 3.53-3.45
(m, 0.5H), 2.99-2.94 (m, 0.5H), 2.84-2.78 (m,

0.5H), 1.50-1.05 (m, 12H).
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[0610]

HNMR (400 MHz, DMSO-ds, ppm): & 8.50-8.40
(m, 1H), 8.27 (s, 1H), 7.06-6.97 (m, 1H), 6.90-6.78
o (m, 1H), 6.41 (d, J = 8.2 Hz, 1H), 6.34-6.24 (m,
. \ENJ' 1H), 6.20 (d, J = 16.4 Hz, 1H), 5.81-5.71 (m, 1H),
175 PIe: 6443 |5.12 (d, J = 16.0 Hz, 2H), 4.92-4.71 (m, 1.5H),
e 453-445 (m, 0.5H), 4.17-4.08 (m, 1.5H),
MU N 3.98-3.92 (m, 2H), 3.79 (s, 3H), 3.60-3.47 (m,
0.5H), 2.96-2.81 (m, 0.5H), 2.75-2.64 (m, 0.5H),

2.25-2.05 (m, 3H), 1.37-1.13 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.46 (s,
1H), 8.28 (s, 1H), 7.01 (dd, J = 15.1, 8.0 Hz, 1H),
v 6.92-6.77 (m, 1H), 6.40 (d, J = 8.2 Hz, 1H),
. \[~l~ 6.34-6.24 (m, 1H), 6.20 (d, J = 16.4 Hz, 1H),
176 F . Nib 6442 | 5.79-570 (m, 1H), 5.11 (d, J = 9.0 Hz, 2H),
") 492-471 (m, 1.5H), 4.55-4.44 (m, 0.5H),
w2 N 4.18-4.01 (m, 1.5H), 3.99-3.86 (m, 2H), 3.78 (s,
3H), 3.62-3.48 (m, 0.5H), 2.94-2.58 (m, 1H),

2.25-2.05 (m, 3H), 1.45-1.10 (m, 12H).
HNMR (400 MHz, DMSO-ds, ppm): & 8.44-8.37
(m, 1H), 8.11-8.09 (m, 1H), 7.35-7.30 (m, 1H),
oo 7.04-7.00 (m, 1H), 6.86-6.75 (m, 1H), 6.44-6.40
6 (m, 1H), 6.33-6.28 (m, 1H), 6.17 (dd, J = 16.8 Hz,
. 2.4 Hz, 1H), 5.74-5.69 (m, 1H), 5.15 (s, 2H),
177 LKA 6453 | 4.90-4.40 (m, 2H), 4.20-3.90 (m, 2H), 3.89-3.80
NH Fﬁ‘rﬂ (m, 2H), 3.74 (d, J = 8.0 Hz, 3H), 3.55-3.44 (m,
b 1H), 1.65-1.62 (m, IH), 1.46-1.45 (m, 1H),
1.33-1.11 (m, 7H), 0.76-0.64 (m, 2H). FNMR (376
MHz, DMSO-ds, ppm): & -114.55 (1F), -126.97

(1F).

NS HNMR (400 MHz, DMSO-ds, ppm): & 8.44-8.31
. \Enj (m, 1H), 8.09 (s, 1H), 7.33-7.29 (m, 1H), 7.05-6.99
178 LA, 6453 | (m, 1H), 6.83-6.75 (m, 1H), 6.44-6.41 (m, 1H),
N ‘\é(ﬁ 6.33-6.28 (m, 1H), 6.19-6.13 (m, 1H), 5.74-5.70
it ) (m, 1H), 5.20-5.13 (m, 2H), 4.83-4.73 (m, 2H),
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4.25-4.00 (m, 2H), 3.95-3.75 (m, 2H), 3.75-3.73
(m, 3H), 3.51-3.35 (m, 1H), 1.68-1.61 (m, 2H),
1.44-1.12 (m, 7H), 0.77-0.66 (m, 2H). FNMR (376
MHz, DMSO-ds, ppm): & -113.89 (IF), -127.94
(1F).

HNMR (400 MHz, DMSO-ds, ppm). & 8.49 (s,
1H), 8.33 (s, 1H), 7.54-7.41 (m, 1H), 7.32-7.15 (m,
3H), 6.91-6.74 (m, 1H), 6.19 (dd, J = 16.6, 1.9 Hz,
1H), 5.81-5.71 (m, 1H), 4.96-4.82 (m, 1H),

181 C}" ) 629.3 | 482-473 (m, 0.5H), 4.56-4.36 (m, 0.5H),
F/Lﬁ;f 424-4.06 (m, 1.5H), 4.00-3.84 (m, 2H), 3.80 (s,
)= 3H), 3.57-3.44 (m, 0.5H), 2.83-2.68 (m, 1H), 2.19
(s, 3H), 1.40-1.30 (m, 3H), 1.28-1.14 (m, 3H), 1.12

(d, J=6.7 Hz, 3H), 1.00 (d, J = 6.7 Hz, 3H).
(06111 HNMR (400 MHz, DMSO-ds, ppm): & 8.49-8.48
‘T\ (m, 1H), 8.32 (s, 1H), 7.50-7.44 (m, 1H), 7.30-7.18
\[Nl.,, (m, 3H), 6.90-6.79 (m, 1H), 6.22-6.17 (m, 1H),
s ¢ 5N| NN 204 | 578574 (m, 1H), 487-475 (m, 1.5H), 4.56-4.44
59 (m, 0.5H), 4.21-4.14 (m, 1.5H), 3.97-3.78 (m, 5H),
Eﬁ;;% 3.53-3.49 (m, 0.5H), 2.78-2.72 (m, 1H), 2.16 (s,
’ 3H), 1.36-1.33 (m, 3H), 1.27-1.18 (m, 3H),

1.14-1.02 (m, 6H).

HNMR (400 MHz, DMSO-ds, ppm): & 8.51-8.44
N (m, 1H), 8.32 (s, 1H), 7.05-6.97 (m, 1H), 6.88-6.78
\[:l,_ (m, 1H), 6.43-6.37 (m, 1H), 6.31-6.24-6.16 (m,
183 N ) :. caq3 | 2H5.79-5.72 (m, 1H), 5.12 (s, 2H), 4.92-4.72 (m,
i 1.5H), 4.52-4.44 (m, 0.5H), 4.47-4.04 (m, 1.5H),
mﬂ;:@ég 4.03-3.76 (m, 5H), 3.60-3.53 (m, 0.5H), 2.89-2.81

(m, 0.5H), 2.75-2.62 (m, 0.5H), 2.30-2.05 (m, 2H),
2.08 (s, 1H), 1.37-1.07 (m, 9H), 1.06-0.90 (m, 3H).
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HNMR (400 MHz, DMSO-ds, ppm): & 8.45-8.43
(m, 1H), 8.32 (s, 1H), 7.04-6.99 (m, 1H), 6.91-6.80
(m, 1H), 6.42-6.38 (m, 1H), 6.32-6.18 (m, 2H),
5.78-5.74 (m, 1H), 5.13-5.04 (m, 2H), 4.95-4.75
(m, 1.5H), 4.60-4.45 (m, 0.5H), 4.18-4.08 (m,
1.5H), 3.93-3.80 (m, 5H), 3.56-3.47 (m, 0.5H),
2.95-2.85 (m, 0.5H), 2.73-2.60 (m, 0.5H),
2.19-2.02 (m, 3H), 1.35-1.20 (m, 6H), 1.14-0.95
(m, 6H).

HNMR (400 MHz, DMSO-ds, ppm): & 8.46 (s,
1H), 8.32 (s, 1H), 7.25-7.13 (m, 1H), 6.88-6.76 (m,
1H), 6.70-6.50 (m, 2H), 6.24-6.15 (m, 1H),
5.80-5.72 (m, 1H), 4.93-4.72 (m, 1.5H), 4.52-4.43
(m, 0.5H), 4.22-4.07 (m, 1.5H), 3.98-3.80 (m, 5H),
3.56-3.48 (m, 0.5H), 2.79-2.69 (m, 1H), 2.23-2.07
(m, 3H), 1.38-1.28 (m, 3H), 1.27-1.03 (m, 6H),
1.03-0.89 (m, 3H).

HNMR (400 MHz, DMSO-ds, ppm): & 10.05 (s,
1H), 8.44 (s, 1H), 8.31 (s, 1H), 7.22-7.17 (m, 1H),
6.90-6.78 (m, 1H), 6.70-6.58 (m, 2H), 6.21-6.17
(m, 1H), 5.78-5.74 (m, 1H), 4.93-4.75 (m, 1.5H),
4.55-442 (m, 0.5H), 4.27-4.08 (m, 1.5H),
3.90-3.74 (m, 5H), 3.51-3.47 (m, 0.5H), 2.80-2.70
(m, 1H), 2.15-2.07 (m, 3H), 1.36-1.32 (m, 3H),
1.31-1.10 (m, 6H), 1.04-0.96 (m, 3H).

CN 118359609 A i)
OT:.\
.
NH::I /| =N
184 S Ro 644.4
F/%
]
meuhz (N
OE/\
AGH
[0612] WY
185 L8 645.3
F
sa##m*u l"‘
e
OY.\\
N
).,
Cl
oH ¥ i °N
186 S Ao 645.4
F —
]
maesn2 | Wi
[0613] A=Wyl F1 . A0 HesE ) &
[0614]  YEANFoAT10% IG2F TG « 5 2

2/ HER A URPMT 164055 7R E b 55775 i KRas

G12Co8AF I iisas 4N ANCT -H358 (ATCC CRL-5807) o J454L 245200041 15078F} (150
L) Fr 7R IR e A B 96 LIS FRAR AR FLH, TFAE3T TIN5 % CO255 77 FH AU 13 142 o il ik 7 A
ALPREFREALEN N0 . TouL MR S, i 2 0 . 5 % 19— FHEENZ L (DMSO) o K54 7E 1%
TR R ALTRS K o il AN 5 FEG Lo (CTG) 1 & (Promega) WA ANNHYSHE o (BT B2 , K
120pL)CTGIAA A MBI T LA, A =i FFFE 1020 8. SRS fFEnvision 210434k % UK

U SInER=R

[0615]
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CN 118359609 A .I'R HH :F; 129/135 11
wEY ICsa wWEY ICso wEY ICso HEY I1Cso
(nM) (nM) (nM) (nM)
XF R A* 4.7 51 12.5 108 46.5 166 1.5
1 10.0 52 22.8 109 12.3 167 0.8
2 23.9 53 617.2 110 10.1 168 20.3
| 660.8 54 34.6 111 6.3 169 118.8
4 129.8 55 74.3 112 32.1 170 1.0
5 171.6 56 27.0 113 48.5 171 15.6
6 49 59 >3000 114 497.3 172 1.2
7 30.6 60 81.7 115 4.6 173 23.5
8 .8 61 12 116 15.8 174 0.2
9 4.1 62 15.9 117 12.9 175 16.1
11 9.2 65 17.6 118 40.2 176 0.5
12 106.6 66 19.9 119 9.6 177 73.7
13 6.5 67 46.5 120 145.9 178 0.9
14 8.8 68 344.0 121 >3000 179 386.5
[0616] 16 8.0 69 7.8 122 >3000 180 7.8
17 14.4 70 15.1 123 >3000 181 44.4
18 16.0 71 20.1 124 2.4 182 1.7
19 5.0 72 13.1 125 6.1 183 27.4
20 6.7 73 66.0 126 0.6 184 0.2
21 29.9 74 5.7 127 3.5 185 217
22 7.6 77 8.6 128 8.7 186 0.9
23 6.9 78 10.4 131 2104
24 9.1 79 12.9 132 157.3
25 525 80 8.1 140 58.7
26 167.6 81 359 141 38.0
27 69.9 82 10.8 142 22
28 23.3 83 5.9 143 1300
29 11.4 84 6.9 144 2.5
30 52.7 85 9.7 145 1.4
31 28.2 86 8.6 146 1100
32 8.5 87 4.1 147 2.7
33 67.5 88 21.2 148 78.6

137



CN 118359609 A -E'ﬁ HH :I:; 130/135 1T

34 58.3 89 1.5 149 12.8
35 58.2 91 7.8 150 1.1
36 >3000 92 2.8 151 16.2
37 >3000 93 1.8 152 0.4
38 >3000 94 37.5 153 172.2
39 38.2 95 14.6 154 1.4
40 7.5 96 10.8 155 60.0
41 6.9 97 7.3 156 6.9
[0617] 42 38.5 98 7.4 157 151.9
43 15.5 99 5.8 158 1.8
44 2.1 100 14.1 159 64.2
45 298.8 101 25.8 160 1.3
46 81.5 102 37.4 161 32.4
47 23.8 103 47.6 162 0.5
48 25.8 105 8.8 163 44.2
49 25.0 106 10.2 164 >1000
50 106.7 107 53 165 157.2

[0618] s XA (S) ~4- (4- NHLIL -2- FILIRIG - 1-38) -6-%(-1- (4,6- SN BEmsng -
5-35) -7- (2- 3 AED) MERE (2, 3-d 1M -2 (1H) - i

[06191 DL [IRSNEGE B, BR A7 (S T -TV) 2- SRR AR 2 - S0k -6- R L il
DU 2 81 250 R E S 204, i He At A B JC I 380 « AL A M1 26 R 2814 R
EANEIARIA] AT 2- 22 - 6 - R B L S 1 2611030 /T E B AT 2- SR B L & 12811
BOTELI545,1C,, 0.60M vs. 8. TnM. UMD, (L A4 FIA24R s SN AR, (2 BAT2-
A6 - R R S Y441 T BAT 2 - A I S 4210380 1 291965 , IC,, 2. 1nM
vs.39. 5nMo HE XA ERE SLER R B 2 - R IL RS L S WRHEL , AR B 2- 51
He-6- TR B TAT I S I R e R IR S - 11, AL A 78 48R AL AMB YA ] ,
HA72- 52k - 6- SR A S T 8138 AN v - B AT 2- SR A S 4811938 /T, 1C,
10.4nM vs. 25 8nMo A Tk K HIAHFE I E i (@1 ATk fNCT -H358M & 74) X 4- ((2S,
5R) -4-NMEIEEL -2, 5- THIZLIRIE -1-50) -7- 2-5a38-6- K30 -6--1- (4,6- 3t
MEEIE -5 - 358) MEmE I [2, 3-dJmsme -2 (1H) -FiAN4- ((2S,5R) -4- PUIAIEAE -2, 5- — HHJEWRE - 1-
5 -7- Q-9 -6-G-1- (4,6- PN ALmEnE -5-50) b (2, 3-d Mg - 2 (1H) -l 1
IC,,; B A7 2- % 2L -6- R I L SRR N EE B AT 2 - AL A S I3 T /s, TG,
1.6nM vs.4.0nM. 40, 6 AR RO E 2k @ BT iR NCT -H358M e 6) 4ol 174 - ((2S,
5R) -4- NS -2, 5- THIZENRIZ-1-50) -7- (2- 58 38-6- 50K -1- (4,6- S SEmeng -
5-35) -6-HUMERE I (2, 3-d] Mg - 2 (1H) B IC, 245 . 3nMs {5 AR FE iEAeil T~ BA72-
SIS AL 5, 4- ((2S,5R) -4-NIEIEEL -2, 5- “HIRIRIGR-1-3) -7- -5 -1-
(4,6- — P ELmALE -5-3E) -6- SEUILIE I (2, 3-d]ME - 2 (1H) -F LA 19, OnMIFITC, . iX3E 4
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RV LA 4,6- IR EEmnE -5- BEANRA, B2 55 - 6 - s AR L 10k & o 3 A )
KRAS G12CH#f« 1X 5 A T BEAR S, axX B w24 g TR 1) S P FE A W PR LI, T
WU R 292- 665, 51, Eb b &2 05, 491505 b T ZER M A5 2 - 543 - 6- Ju ok 3t
AN, 18 WL BRI A X e R AL S W 12 A B A, BRPN 3k - Mg
TS PIEE AN ) S PR e (L S 38 T3

[0620] /=¥ Siafhl2 . A JHAHIER =I5

[0621]  {fiflJHBioreclamationIVT (Westbury,NY,Cat#X008001,Lot#TQJ) &1 A
FFATIAIE T T AT S P RSN A AR5 B3 o AR 2k v P B B g A T 00 o
15 2, 7E100% — HIZETHA (DMSO) Hh il £ LomMA U A4 A5 AN H A X IR (ERIBEK) i &
T W7 P F AR B 3 (50mL) Fi31ml Williams ERFF53E (GIBCO Cat#12551-032) ,
15mL% % percoll (GE Healthcare Cat#17-0891-09) ,500uL 100XGlutaMax (GIBCO Cat#
35050) , 750ul. HEPES (GIBCO Cat#15630-080) ,2.5mL FBS(Corning Cat#35-076-CVR) ,50p
LA 2 (GIBCO Cat#12585-014) FISpLFEARAS (NICPBP) 41 A% - I AR5 S AR S8 A 1X
GlutaMaxfWilliams EX57E3EH0 . 76 6 FHRT B R RS 7R MG B Bi 7Rt CLiis) 4B
F-37°CoKIEH A /D155 B K 198uL 50 % LI /50 % 7K 5 2uL it 10mMAig 2 7 5 I,
2 R 2 100uM o £EIUE HY , ZERT I AR BRI HE K/ INIR A R PR AF IR T4
Mg A7as U , HAEST C oK H R P SEAR R o 35 /NIRRT PR A P (5N 5 OmL i o 55 77 S
T B INIAE 210 N PLL00g B 001043 Bl R HR AR IS 5 38 T eI s I e R ik i B
JFEm, 75212915 X 10°N 4 /mL o 6 FH & W5 I HERR 1 (Trypan blue exclusion) A4
FOFTE IR B EA T A, AR5 LIS I 7 B R LR A 5 T AR 4mfo 850 .5 X 10°4
THANN/mL o SR, 05430 . 5 X 10°ANIE 4 /mLi 20 & 543 5, SR FE DN A 7
B R DA RS 4 , DR I I B R/ D sk 5 A JEEPI I 5 (turnover) o & HIFANGE
FH 24 B A o 45 198UL A A 55 35U 43 i 2196 AL AR A AR AR AL D o B Z AR
BT EYIR ar EIOESRRE T, FE 500rpm, FFEEZY 104 Bl K 2ul. 100pM itk 59
o B PR S5 20 iR I B A 8 1 96 FLAR 1 58N FLH DATF AR S s o — 2 A B4 T2
R E RS 58 e T DAS 00 pmiIF B 8 8 [ 1] £ SRS 25 1T F N 2,
56/ (150uL) (545 IS (200nMA KM, 200nMA7 DI /R FI200nMA A3 TR) 1I¥ CETR
%, PATE0, 15, 30,60, 90112043 BRI [A] s 28 11 SN B A3, 2208 25052557 8, SR s
150l E 35055 501 T LC-MS/MS o3 At o X T B 204, T 1 448 FiMi crosof't
ExceldFf T o MEREN I - o i B b it e Mg T AN o i B S i 9 T 0 B35 e TR R 281
IS5 A SRR B A RO RN (¢, ) o FRARRIEAAE RN (RSht )« RSN
t,,,=0.693/ko il HILAU N A5 CRHARSM |, (BLAT BN BT FEA R A% L RO I A 15 ol
TR GRELPIBORIIASEACL, |, B AmL/min/kg) (A ME (IR « RE5AICL,
=KkV/NX IR -, FHrp v =8 48 (0. 5mL) sN="5ALIHF4R%L (0. 25 X 10°4HfiE) o i
FH AR TR A A5 T B3 P Ee IR -4 0 « P B 5 (effFIUE/ kg fAKHER) < 25. 75 T
2RIk (10° N2t/ gfTE) - 99; ELBIIN 1-:2544. 3,

[0622] 3 RN SR TSR
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e ANFSRBRES | A& Aﬁ!&lj Clint A HBIBK Clint
K@ 120 min (%) | Ti2 (min) | (L/min/10°4HMd) | (mL/min/kg)

HfHE A 22.4 57.6 24.1 61.2
1 27.9 66.5 20.8 53.0

6 33.4 71.7 19.3 49.2

8 2.1 21.7 63.8 162.4

9 18.6 50.2 27.6 70.2

13 103 oo® 0.00" 0.00"
14 75.7 306 4.5 11.5
20 74.3 274 5.1 12.9
21 90.6 784 1.8 45
22 83.3 472 2.9 7.5
(0623] 23 82.4 554 2.5 6.4
24 70.1 234 5.9 15.1
28 61.1 164 8.4 21.5
29 60.8 163 8.5 21.7
40¢ 20.7 54.6 12.7 323
41¢ 38.9 84.3 8.2 20.9
44¢ 61.7 172 4.0 10.2
52 65.3 190 7.3 18.5
72 41.2 104 13.3 34.0
124¢ 873 81.2 8.5 21.7
125¢ 16.5 48.0 14.5 36.8
126¢ 47.8 103.9 6.6 17.0
127°¢ 55.5 158.3 4.4 11.1
128¢ 39.9 67.5 10.3 26.1
[0624] 145¢ 82.9 688.4 1.0 2.6

[0625] X FEA: (S) -4~ (4- MG REIL - 2- LRI - 1-38) -6-%(-1- (4,6~ 57 PN AEmEnE -
5-38) -7- (2- AT MEmEIT[2, 3-d] Mg - 2 (1H) -l

[0626] P QU HHIAICL, <O, T, FICL, 3 B A “eo” F1€0.007

(06271 ;T {RAUAUEREE h2 X 10°NE4IfI/mL , fIASZ0. 5 X 10°ANE41fL/mL.

[0628] A=Wy Si a3 . KR 25K BN JI2E R 5¢

[06291  Jll%E 14K [ 1 STPPER B&KSUG BN IR wlfISDA R H R 5 45 A fn b i
PO 2580 715 (PK) 2% o (58 FH = AR £ 220 [ EME AR o FH10 9% — FRELEAX, (DMSO) +
10%solutol HS15+80% (10 %HPRCDIYZKIA D) MO 25 Img/mLI X 754 7E VA 10mg / kg
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(RIFER 25 250 AW IE I 0/NINE (45 25 11) F110.25,0.5,1,2, 4,8, 247N [ TR] 5 SR 52 1 A
(0.2mL) .
[0630] KL REEMMIMAF BV ES Oy, R 2 B PR 2l b, 25 A i 2 i 1--70°C
TRAF o B AT 25 A RES AR AR HE S T S 0 U BT 1 Bl v T &/ TSI
N/ HBE (1/1,v/v) I5 o etz 55 B0 R FRA 4 °C R PA14000rpm L1043 B
¥ FISIITENLC-MS/MS R &t »
[0631]  {#i i #5Shimadzu Shim-pack GIST C18(2.1%50mm 2um) [tJSimazhu LC-30D
UPLC A ZuAt45°C 43 BIFfdh o i FH717 A TurboTonSpray$ [1[JAPT4000 Q-Trap/iiii {534
Vel TR S T i o3 125 12 IR S AH 270 . 1 9% HHER /K G IRA) T80 1% IR &
& (ATRB) 2H o TR A0 e R A0 . 6mL/mi nf K3 3 3B D5 I ZhAH . o0 T 42 e Ak
S RS, SR T IR HUE 5 HL A N IMRM S 75 o 0 FHAB . Sciex Analystfix AR
1.6 28R N5 A7 BT 5 « 8 FHPhoenix WinNonLin Professional ilR/KS. 1[FRHETE
S X7 BAFHR RN 1 2L T AR 17 S8 B (T, ) R R A -
B (U0 T C. IR F T L T RN IR S 3K
[0632] 4. prdefb SN KB PKEGH

e K PO (10 mpk) | K& PO (10 mpk) | K& PO (10 mpk)
a F% Conax (UM) AUC )5 (uM.hr)
44 1% 1.38 4.3
[0633]
Xf e B 16% 1.0 3.6
126 54% 1.06 3.8
X HE CP 12% 1.0 2.3

[0634]  “. X HEiB:4- ((2S,5R) -4- MG RE -2, 5- —HIFEIRIE - 1-55) -7- (2- 243 -6-FOK
H) -1- (4,6~ U7 PNSEEIE -5 5L) -6- G ie (2, 3-d 1WEnE -2 (1H) -

[0635] P XMAC:4- ((2S,5R) -4~ NMHEIL-2,5- " HIIEDRIE - 1-5E) -7- (2- 443 -6- 400K
5O -6-2-1- (4,6- N FEMENE -5- 5 MErE I (2, 3-d g -2 (1H) - .

[0636] A=W 54 AR AT LATTAG A 2 B 25 sl HoAth 250X FHKRAS - G 1 2GR 71
[0637]  ZRMF7EH S B PAL E AR A O AT A 7 Y4 H S TPPER  B&KIAILA 2
PHRAME HZE 512> (Institutional Animal Care and Use Committee, TACUC) #ttiE[IFE R
AT, A E PR 9258 2 B EE DA FAUE P25 (Association for Assessment and
Accreditation of Laboratory Animal Care,AAALAC) 455 . 75 & 0N, 425 2h i ip
TR K IE AT AT W, BIaiE i , EAKIIHFE (NOWER) |, AR EE G/ (R
JEIPI IR |, AR /B AL At = 5 s S5 TR - S b i shi o e s sk T
SEE BRI AL O EL R AL T Hr 8BRS B IAE AL T I 2 T B s RS 2 AT
LIRS

[0638]  NCI-H358.SW837.NCI-H2122JFeg 4niuli 3 SEE BT 7= LR H o0 (ATCC) « 437
CIR =S H15 % CO, I U, AEARIMRRFAII, 4 DL E 8 77 TAh e A 10 % G- ILTS
50TU/ml 1545 % /452 (GIBCO) [YJRPMI - 16405 DMEMEF 7 B Hh o 1l JER 2R Iy - EDTAAL Kt
IR £t e g o B RS TR P O SR A B A RN A R 4, O U de i e
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[0639]  fT-upfRA B, K ME 6 - 8 F R JC MR BALB/ R BT T- A 4 3R o WA U/ IR
AR N EAAE0. Iml PBSHR BRI (10x 10°) o 24 F 34 K/ Nk 2 29200 - 250mm’ I
THEIATT o 50 AT R 2 RN PN SR IR o AE BT BiG 7 WTR] , g Kk — Rl ot 45 4l
SR A A i DA B RS 25

[0640] s f FHLA B2 5 P A 2 B B ke v SR AR . (L x W 2) /2, FLHRL AW
AR A BERN B8 T o 5 SRR o A A B bR i 2=

[0641]  ZAPWEIFINEE SRR T L6 B 1-3Lb s T AR T — SRRV 5 55 AMG5 10
(D3, AMGE10 H B AL T-F TR 7 KRAS  G12Co8AZ A E/ NN i 25 M BV e A ) g 1)
T/ TS PRIRE o AMGS LB AW AE6 - i - 7- (2- -6 - FR LR IE) - 1- [4-F3E-2- (5-2-50)
MHEmE -3- 251 -4- [ (2S) -2- FH3E-4- (P -2- I D) WRive - 1- 25 - 1H, 2H- Mk B [2, 3-d T s -
2-T « WL BT , A3 R T WITR], 78 25 B e SW83 T S M AS AR AR Fh (A PN I D Ireg AR
J5 1, 60mg/ kg A T L A 044 F130mg / kg 7 & 1L 54912616 60mg / kg [FJAMGE 10 FE A5 5% 2
W RAENSCLC H358 7 FASAE AL Hh Ak PN /D TR A B 5 T, 30mg / kg 71l i X S 90 44 411
30mg/ kg IR 1L 20126k 30mg/ kg AMGS 10 5 45 35 « [ 3 i /R AENSCLC H2122 5 R AR
PR PN D g (A 5 1D, 60mg/ kg AR L #1268 60mg / kgl FIAMGE 10 BE A 54

[0642]  [K]4-6'5 AT ST LA S Aoy iR 40 S LA SEE S X 8 s i 1
PIRFIVE o B4 5 7R AENSCLC U358 MR AL Fh , AR HEAN IR ik A vp, 5 TR ekt
EYL45107R AL, R B S 1451 AT B H SR G R IR AR AR D o A2 X
W7EH 1R TY UFE : 30mg/kel¥) <1 Smg/kg L 19145 ; 5 30mg/kg 1~ 1 MN5mg / kgL &
Y1145 . 5 2 7RAENSCLC H358 - FIFZ AR | AR MR T ik M, 5 B T ek Ae 549
1261135 7 AHEL , TR A 01 26 (IS TRTT W B SR G (R IR AR D o (D, AR
ABIT AR, 5 PR AR FHRMC - 4550k (b 59012611975 77 AL , HIRMC - 4550 F11E 5412611
AT oo H A IR AR D o AE XU TR, 157 64 : 2mg/ke 1IN EA ; 10mg/ kgt
RMC-4550; 5mg/ kg A 0126 ; 2mg/ kg E A 5mg / kg ML 549126 5 5k 10mg /kg[TJRMC-
45507115mg/ kgL 590126 . K6 07 , 7 45 B B SW8 3T S A AR A v | 7E 38N R 7 i
P, ST S e s G 44 10iE T AHEE -SSR e AL S P44 G0 TT o
SR AR D o AEX U T H VAT B RE : Img/ kg T 2 E 5 30mg/ keI 044
m 1mg/ keSS JEA30me/ ke L 44 .

[0643]  REAR AL 7] PATE H A B AT — ek 2 MEAS & 2 A L IR 1 7~
BIRESE 3, PRI, e e T DA 5 U A & BH AT B AR K

[0644] | A5 B R R E Dhie MO A e DI S S 0 ik T AL T
TR, LA AT RUE YT X B DR 1 0 1l Bt o s M AT HR E 1 )
BE SO A AT AE )R A B

[0645] ST o A A IR 7 1, BT A A s SO A0k 28 W ) B b
[T o QUERA L IR 25 5 TSR D “CoFE” Rk, MIIA v DAAR 2 “HZ R e A B B “HEAS |- i
ZFHIER B B S0 1 5

[0646]  pRsE St T AU AT AR IR R T 78 o3 MR A A AR —MBevE ot , 45 H A A AT
PAAEASE B A A B 1 — B 2 I 50 a8 B ARG AR A A AR T & 2 WS Born/
ol O R AE St DA T2 BN T, 1 JCRE e BE A 586« AL L, BT AR RN e s
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T, AR MU PRORLAE BT A A S5 XS5 [R5 SORIE I N « R 4 R, A
R FE AR TR A RRR B F A A B R B SRR I EOR A SR
PR T RARE

[0647] AR FERIVE AR S BT AR oo S 5 = CBR 1 o

[0648]  ASCRIIAIFITAT B4 J5TH]  S it 5 A RIe R v U AT e A 50 7

(06491 B 5 rha U T A H AR 0 FIANL A F i 51 I NS, HoF N
YRRV EEAN FRARA HH AP 6 R B M) FR e B AR B H oo 5 N —4 .
SRRSCRH FEA A ATAT 2 3l SCE il 51 TN B SRS R R]— AR TR AT A5 X Bk
SE SRS, M LAACSCRS P2 IR R 2 SCEIOE SO -
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