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[0155) fiF3E" 5 R RIGE- « —-RS-HET » HEA g5 EE
B A SRR | B 2(EBAL% ks 0 —Bsime
H AR SR RIS 2 I BT RAY - TR LT —

SIS EEFEIR T REIRIF T IRAERERAIFEERIVER - 5205 A3 IR MEAY
BRRRE ~ a-Bi p-5E -
[0156] o=t "REGE"RIETHFFER > BEREEIREEEN - 0S

FHRESR THYS-ZE 8- TTRVREER  JEDT AR 1] DU BRI — T & sl B A D5 IR
5152 » 3 198 H(RIRTE)
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EIEZHHR : 1104£7 5 26 H
FOFEDT IRAVBRERFIFEER - DT A0V FIRGIMEAT B B R BIANIL IR - nibof
F o~ BEIEEL » BROEEL - D9(WREL - DRIGED - mEnderl - BERL ISRl -
MEEIS L ~ S TERIR A ~ RIRE AL ~ SRR IR ~ TREMAREL ~ SRLIGHDGAEL - IHEDAREL
WEWE: ~ FRVGIENIES - FTEMINA - FATDRIEL - GIIEL - IR - BB
VESIBRAES ~ 1,2,3-Z L « 1-2EEL-1,2,3- =L ~ 23- T IB (VAL ~ 2,3- T
TEIRIEES ~ 2,3- @R ELY A  ZRAGIEREE - 2,3- TR AL « 2,3-
" ERIENES -

[0157]) #7355 FEBEL (B HEERR AL ISR 4- ~ 5- » 6-F07-TCAHTAT
BER > BERIERER - H R ERIR PR T RIS - SR -
FETRELAVIRIRFIEE B » BULIOEEg ~ UL fE ~ IELIR O  DRPAATER ~ BRIdhss
MRS ~ DECMARDAR - DEEPARUME - DEEMRYE ~ —SRRIRY - PUSRIRIR ~ 1,3-T& KR -
URNE ~ OROE ~ D50 ~ PUGILIEE - RRISINEE -

[0158] fiTsE a2 EEa SV BRIV TR TTER” » f5AVES-
B6-TTHIAI B o A EEAIERER - Hoh— SE R E TR THIOE - &
B 2R 2 SRR BRI AT TOEREE R TR -
MRENE ~ WRIAENH ~ DRIKKET - DRO4E ~ DELIRKSE ~ DEEPAEDEE ~ DO 4R IkIR ~ U4,
RIS ~ DRI ~ 1,3- "4 R38R ~ DR « AR DHEIE - R - E - BEOE -
ML ~ DRUE ~ DR - IS

[0159]) feprRE Liftiiit - HAESKITASEN S RNE - E4EE
BEBENEREE » flI95EaE » BIsN SR AT E 095
I PIAIiERs BRI SRR - K orE F e -

[0160]) [EIEE - (EEATEF IR - A RE: - JIRERE « e

 BEEEAHGEERA - FERESE - IRAESE BInEEENEE

5153 F » 2 198 H(SBEEREE)
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FFEEE > HAobiR - EEE - FE - C-C IR EIEER A 74 = 3CFr
[0161]) #IASIATER » BRIESSINRIA - flasE “HiEE 2+ o] LAIEA V2R
fF (BBINEEEN) T /K ~ SALBEETTHM K BRI AR LA L&Y
T1EY) - FIEETEYERG TREZRIERAEELEY)  EBETTE
B RENEA R EEEE - @E T ER AR AR ERTEE - fI20
1 Burger's Medicinal Chemistry and Drug Discovery (1995) 172-178, 949-982
(Manfred E. Wolff 4R » &5 5 i) s AUAR £ 775%
[0162]) Z2E2 [ w] DIRESZ YRS A] i I AREIEGA A RERERE &R - i -
BIRR E SN LSRR ESEE E ] U2 A R SR EE
JE -

(0163 ] ST Bl ilTE S — AR A TS B T SR o TR -
TS 52 2 S S A R B R - ETLURTERMERY © it
B4y E o 2 TR S A R R B R R A BRI AR
) « SRS R T BB R AR » [ QTS
SN BB ST P B AT S A PR IR (o)A
BREIR - ETTELE ELE0E + SR(REBIRATRE - B BB BRI -
[mm]%%ﬁ%ﬁ%—ﬁﬁ%&ﬁﬁ%’ﬁmé%~ﬁﬁ%iﬁ%~ﬁ
BIZE < SUE B [ AR A - b
B T EE I b E Y — -
[0165) Z2— 77 » AR T —REEAY] » HEE FE—Ri
FEFA LAY « ETTHSE SIS | SRR | TR
s [ TR AGAAIAY) - RIS IR MR -

4

+

154 5 » 3t 198 E(ZHRHEE)
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[0166] S4F&TEEH —EENEMER T VEYIHEYI T ARTAIN
HRBALHNBEANSHNAEESEMABEENS AN - 4
Remington’s Pharmaceutical Sciences, Martin, E.W., ed., Mack Publishing
Company, 19th ed.(1995)F4ll - B4 SEY)4E SN T A BRI N EENYEE
BREA - i « ERIE -

[0167]) DAIEMAVIT/ESLEASFEAHVEEYSUR] - SREERITRES - B
HEFIT - REPRUEEYI R B EYEEY) - e BEUEREEH
Fe AT A SRR A - fld - LRRBEEE I GEEAEIRA ~ LA ~ B
BB TR ) o

[0168]) Ht » AFIFRMELEWEEEEEL F o UEZNER (DEEHE
B AT EEry A & FHAVEGRS ) RIleE A » Fid0 » OfR - EfIeI 2AEER
TEREEERGREVIRBE T - s[DABRS R B - HIRNOAEERA » EHE e
Y LSS — SRR A > TR B - EERE &R ~ B
FER - BE - RORE - B - BRSSP - SEAESYTIERIEZ
BEZED 0 1% EELEY) - EEESYFISEBRLFIE AT MUE/E > 7
PAE &S ERBEA I E EIIARL 1% K4 99%- EEfE aEA &Y
& TE LAY EESRESES AR EKE -

[0169) R &~ &F ~ AE - BEREL TS #5878 0=ER
FTALERE ~ FOKEEEARE © IR - AOBERE & 65 5 R oK
f ~ BEeE Rl - SRR EDET  WIBERSEEEE  AIEHURE - kg - R
ME ~ FLVESKPHTEEER © SERRRA » WTELT ~ LA ETHEEHRER - EEAIE
AUEIBENS - bR T REEAIAME . BB DIEEREEE - WEYIHE
BB - BEEMAARIE DIER - fEAEAX - SAEAM T E b E

RAEIETIET R, - Bl o B - AUBISIE RS DRI - 8 - B
5 155 H - % 198 EH(RPIHE)

W

%
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WEEEAR - MRS A LIE /S EY) - RIS SR R R E - ¥

FORHEE ISR R BRI IR R BUGIEE - AYRIFIERRE] (AR ERE
BFETERD - B AREEEMEMEAV LA g 225 F ]
Dl HEUERAVEEAR EIEEE - b TS (L EYm DU A SR aln|
TR E T

[0170] 7S bE¥th n] DA RS S B0 5 SRER IR BRI A A - =T BA
HEEH LSS EANKORR - EEEAREAREEME] - ]2
SlEE M RER 2R - HH= 28 R RS LB H PRy 5380 -
FEEENRENERGGT - 2 28RE SRR EHEY AR -

[0171] BRES B ERVEEYIRI o] DUEFE & BN R E A A RN BT
A R EORI RN SRR R Ry (R ERERT) IR
E/KE R T B EERE R R - ERTAREL T SWEIZ £ ENHE
PR T VR IERY ~ IRRIAITRRER - TASHEEE o] DU A B BORAE 77 BL
GBS  PIRIK ~ 288 ~ ZooE2 (Fl - HOl - AR - R 2T
BeF) ~ 1B - EEHEEAEASENESY) - LGRS ENRE)
Mo B EBAEEARIER - BB ARSI TERATRAVRI TR
/N BERIEBREVEERIRIEA - TSR EIHEENEER (A
FORHIIRES - & T B2 ~ K00  (ALE: ~ BRARE ) EE A TR A IeI e -
FEFFEABILT - WERAFSR > 4 - FEBISNE/ L - BIBEHLE
IR UCRIRIEH &Y (B0 > EBEEfelkenfIE ) A DAE £ RDESHIHE SN
FERIL -

[0172] EiafE S EH AR T VR EEREE LAY EZN L Ey S
BEEMBTEE - AEETEERF > BERETDISAR - EHARE

RN A RNVERR RAER T - BENRETTAREEGELS R
5 156 H - 3t 198 H(RIRIE)
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RABEA - B EAEERS I EEM SN EEN R RE AR T E
FERYRET IR K o

[0173) FRIMVEREREGENVER (A0FE - i1 - MSEEE -
—&/EW ~ s ) - BRNRREEEEK - LR RERUK- L8
IZZBEREY)  NEPHEEY T DM EB R E RS SRR E B T DL
BERa BRI BAEE T o B DUIDAEE] (0ER) MSIMIETHEY
BRABA L 4 E FTARRIME -

[0174] 3EHE (CASEEVEEY) - Elnlk - FERABeEamns - Refls - &
MESGER SRR TR AR AR FI AT B P R B AR ~ e
WE - % ERANERENES L -

[0175]) (L&A EHEESCTEYNERRER » N ERAF SRR
TEMEE - T BEUARHEEE T = - fra RV ERNA BB BN ERTIIREE
ERASEUA TN TR B Bl B PR B A YR E -

[0176] EHLEIHI] ABIEEAIMITIEAE - B BIRE SR ENEENY
HOTEETT > BN ARIIH EEAEYIRRAGEE - BB U2
RE SERSBESAE - RBAS K ERGE - SR RVEAR
EMET DALY 0.1 KL 1000 2585 % 7 R T8 b % -

[0177] Bt > EEFE L TEEEYH BN AASERS - ERFIZORERIVIER -
{8 AR T e R B R S HAE (polymeric micelles ) ~ ZKZ,

(nanoemulsion) ~ Gaff#. ( submicroemuls #%%& (microcapsule) - f#Ek

(microsphere) -~ f5'E#% (liposomes) 1 #HFEFE/ (niosomes) ( XFHIE
HET-REDE RSN ) SRIERYEEN] -

[0178] 55—J51H » ARSFHERMLT —& EltE—KiM7 EZFT L&YY

BUETE  BETHEHSR
5157 H - 3t 198 H(@EHAS)
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X
Cl._ N_ Bro, HOAc/NaQAc (i N, ¢
T ) Y
N _ .z } \N“/‘ /:L}
[
Cl Cl
X=C| =X Br

2 SRR A T o A )

[0179]
R' H R
. XH Cl N N _N
R N .
Cl._N A. N R{NH, Ri“IYT TN
N_
TN R S - . N _~g
NZ~s a X b : X
Ci ' A
R2 R2
R' =H, CI, Br

[EpRtt: - (a) EplElREE (M_BERELER - =28 » REEHE) =k
MR (Zml8E > BT (VUK IE : (b) BRMERF (=8 Lk
BE) BGlEE(CHVEEERIE -

[0180]) 55—05iH » ASEIHERE 7 —E LalE—Rf 7= EEY) -
EATRRERRS - HA0sE - SCEH R PR iV s Frl R HIsE]
EBYEEETRVA eI ENEEY) TR - BER > P Eg e
PRSI SE ~ R VAN GRSEREITRE  FB/ NIRRT - perea B4R
/INGIRERTRE ~ ARRRE ~ BRERSE ~ FLBRIE - AUYIRRE - DB~ OB - BK
Ry - BIERER - ik - AN ER - SRETFHEE—E
SR - PR B MR AT - KM R AR - 3B/
ARG A2 B A BT A R -

B g 7=

[0181] THEEBAREHAFFANEMAZFNER T (R M0

A BB R B A SRR -

8 S BRIt Tk
%158 5 » 4t 198 H(EHMIIE)
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[0182]) FER/HE GF254 FHAEEN (FEERLTIH) HEMEEEE - £
HER TR EE (300-400 H » EEZ EHEW BEHEHBIR)E TR HE
B A A ISCO Combiflash Rf200 HREEL L 54 A TREAVHY IE R (ISCO B
Welch)#EfTAE 858 - By @aE UV (€ 254 nm)FIEAMA R - &
DNERF - R bEYEER A HPLC S4454% Waters Symmetry C18 (19 x 50
mm, 5 pm)fEE &% Waters X Terra RP 18 (30 x 150 mm, 5 pm)fE4&diql » {78
fii A 996 Waters PDA 76 HI25AY Waters 844520 HPLC 600 F1 Micromass mod.
ZMD EHIUREE(EEZRETL - BEEFES0) - 7575 148 A 0.1%
TFA/MeOH 95/5 ; #8 B: MeOH/H,0 95/5 - ££[E : 10 & 90% B 71T 8 min »
f53F 90% B 2 min ; #i#E 20 mL/min o 757% 2 © 75 A: 0.05% NH,OH/MeOH
95/5 ; #8 B: MeOH/H,0 95/5 - F£/% : 10 & 100% B #1T 8 min > £££F 100% B
2 min ° Ji#E 20 mL/min °

[0183)%; '"H-NMR £t4F DMSO-ds 5% CDCl; 48 7E 600 MHz $2{EfY Bruker
Avance 600 SFEECET T H T &) TE08% - IR AEISE A ES @ =2.50
5 7.27 ppm) » {LEAB(E) LT E R Epm) ETHE HEGEEJ) 2 Hz
it o ATHRARER 7 s =8 | br.s. =H&HIE 0 d=8 1 t== ' m=% &,
dd =#2EE o

[0184] EMEFE(ESIE LA Finnigan LCQ #FHESR -

[0185]) BRIESINREA » FrA &4 EEYIT2I 9B NEHENMETR95%) » 4
ERCEHENT(HPLO)FTHEE - AIRNFHE(L &Y ERYHPLC-UV-MS /i
WAH S EET-PHMSEEE BIHPLC£.47£SSP4000 (Thermo Separation Products)z
T > RHPLCEALASETA [ BEREZELC Pal (CTC Analytics)FIUV6000LP
—isER RS i ilZs(UV Az H1215-400 nm) - A Xcalibur 1.28KAG(Finnigan) 1T

EEETEE] - BRERFIRE - HPLCESRNATE Z A1 mL/miniff 2 N #ET -
5159 5 0 198 H(RTREEE)
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H{FH FWaters X Terra RP 18%F(4.6x 50 mm; 3.5 um) - JR EffHAR 2B $5#5 mM
LR ETR(BVRF ZEE 15 5IpH 5.5): Z 8% 90:10  RENMEB ZEE$#5 mMESE R (BRF
ZBEAFEpH 5.5): 2% 10:90 5 BEEER02100% BETT7/08# - AR P
HIPRTF100% BEE2 84 -
[0186]) &\A4fi{E£3% Purification of Laboratory Chemicals ( Perrin, D. D.,

Armarego, W. L. F. and Perrins Eds, D. R.; Pergamon Press: Oxford, 1980) —
FHAT o BHELE 60-90 CEEYy ~ 2R ZBs ~ il - _&F e R ingt -

Hon [
R1/ T ~ A\
N__— S
X‘ﬁ
R
[0187] Eatm=UEEYID RIS HEE -
{E&Y) VAR
H N H N H N
RTTIN RTYTN RTTTN

NH NH & NH
@[ JS @[ 8 T,
//S\ //S /,S
() 0] (o)

1A 1B IC
H N y N H N
RO IN RO TN RN
NH NH NH
H
£ 0 F @]
0" o
ID [E IF

5 160 F » #t 198 H(#IRIS)
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H H H
N N N N N N
RS RO RO
NH Né-l NH
W\ - H
sl e ou]
HN. H o)
7280
IG IH 11
H H H
N.__N _N__N N
RO RS RTTIN

IM IN 10
NN N._N N NN
Uy ORI LY M
NH NH NH NH
N 0 @[ P @ P
\( PY P~
o) N — <
P IQ IR IS

%161 H - £ 198 H(RIAHIAE)
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NN NN
R1/ T RN \ R1/ \ﬁ N \
¢]
o /k NH
9
O /,S‘N/
|
IT U
=yl
&Y AR &R
0 NHz
P
o y
Cl N
CI N 2 T\l J R /NI )
\r/ | A S R1NH2 Na S
o
Cl O/S\ //SI’\
(o}
1 3 1A
{E&Y) 3HVELHF
\//o NH,
//S\©
0
Cl N
A
Cl N 2 Na ~g
\r/ | A
Nx

1

s NH
o @S//O

[0188 JiRHEE#72(200 mg> 1.17 mmol )7&EJY N,N-— FHE R T (4mL ) -
FERARAE T IIA RSN (93.6mg > 2.34 mmol ) #&H: 5-10 min > ZARIIA
{EE%1 (240.0mg > 1.17mmol) » FEZ0RA MEFFL.Oh (TLCERHE) RIF R
[ZHE - MRRRPIAKKERES L  IIA LB ZERIE0K - B
FIEALIE R - FUKMBLSNEZE - IRER AR BB CRmi/
ZBRZBe=5/1) {ea?3 (Efg 0 270.0mg » ERE 79.5%) - HFERAR

TP E -

MS (ESI) m/z: 340 [M+H]"
55162 5 - £ 198 H(ZHERHD)
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{EEYARNEUE
Cl_ _N H
~ N_ _N
\r | \ R.” ~
Nx~~s RyNH, ! ?\,/\ | s\
Ly i
o)
/7 O
//S\ C[/ ,/\
3 1A
EA

[0189) (&% 3 (30.0mg > 0.09 mmol ) ~ 35k (0.072 mmol ) ZFH 1 mL
T EEH > BEsR A 2- RO ER-2,4,6- = 2REHE (7.7 mg >
0.016 mmol ) > =(ZEE"REPIHE) 20 (9.9mg > 0.011 mmol ) - hELSHE (37
mg > 0.27 mmol)  FEERIIRE T TSR IERERTHEE 110 CTHYH
BRI - ENRESE S (LC-MSHI TLCERHE) {21 E - FIRIE
AR R ST » R ZENE o SRR EW BRENT (Z& R y/H
BZ) L&A -

JiAB -

[0190] L4473 (30.0mg > 0.09 mmol ) ~ 5 (0.072 mmol ) 352 1 mL
BT EG  BEER T IA2-C B ER-2,4,6- = RAEWS (7.7 mg
0.016 mmol) > =(ZEEEFEFEE) "4 (9.9mg > 0.011 mmol) » FfEsE (37
mg > 0.27mmol)  FEERAVRE T & KFTERIERENTEEZE 110 ‘CHIH
AN - BB S (LC-MSHI TLCERHE) 121108 - Mg
TR R AR R ST - AR AR SRR R AR R HPLCHL (LA
B 0.35% =R ZBMN/KERA R AREE) » KEZRESLEYIA -

[0191] {E&% IB ~ ICH R FISEN T TAE R -

[0192] THRFIH T EBLEMREEECEH -

5 163 H » 3t 198 H(HIHRHE)
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=1 L&Y IA—ICEIE KRE

i 4t BB R AR S R R
N
5
XV | "H NMR (600 MHz, Methanol-ds) 5 8.21 (d, J = 5.4 Hz, 1H), 8.15 (s,
5 Mo | 1H),8.05(dd, J=8.0, 1.5 Hz, 1H), 8.00 (d, J = 8.0 Hz, 1H), 7.68 s,
IA-1 C@[ YT | 1H),7.57 (t,7=1.7 Hz, 1H), 7.31 (d,] = 5.4 Hz, 1H), 7.10 (s, 1H),4.34
LT (s, 2H), 4.13 (t, ] = 8.3 Hz, 2H), 3.82 (s, 3H), 3.37 - 3.30 (m, 2H), 3.17
0 (s, 3H), 3.01 (s, 6H). MS (ESI) m/z: 553 [M+H]".

_ | 'HNMR (600 MHz, Methanol-dy) 5 8.23 (d, J = 5.4 Hz, 1H), 8.12 (dd,
NPN \]Q J=8.0, 1.6 Hz, 1H), 7.97 (d,J = 8.0 Hz, 1H), 7.81 (td, J = 7.8, 1.6 Hz,
i 1H), 7.66 (td, J=".7, 1.2 Hz, 1H), 7.41 (d, J=8.7 Hz, 1H), 7.31 (d, T =
° J‘é@ 5.4 Hz, 1H), 6.94 (d, J=2.5 Hz, 1H), 6.70 (dd, J = 8.8, 2.5 Hz, 1H),
w7 | 3.87 (s, 3H), 3.85 (s, 1H), 3.58 (5, 4H), 3.47 (5, 4H), 3.21 — 3.16 (m,
TFA B8 2H), 3.14 (s, 3H), 2.97 (5, 3H), 2.26 (dt, T = 13.1, 2.8 Hz, 211), 2.01 (qd,
J=12.3, 4.0 Hz, 2H). MS (ESI) m/z: 608 [M+H]".

"H NMR (600 MHz, Methanol-ds) 5 8.22 (d, ] = 5.4 Hz, 1H), 8.11 (dd,
<& | T=179,1.6Hz, 1H), 8.00 (s, 1H), 7.80 (td, ] = 7.8, 1.6 Hz, 1H), 7.64
Jd Kj (td, J=7.7,12 Hz, 1H), 7.32 (d, ] = 8.3 Hz, 1H), 7.30 (d, ] = 5.4 Hz,
" . | 1H),6.82(d,J=2.5Hz, 1H), 6.61 (d, ] = 8.6 Hz, 1H), 3.88 (d, ] = 12.9
") | Hz, 2H), 3.85 (s, 3H), 3.71 (s, 2H), 3.38 (tt, ] = 11.7, 4.0 Hz, 1H), 3.20

NN (q,J=13.9, 11.5 Hz, 2H), 3.15 (s, 3H), 3.01 (t, ] = 12.4 Hz, 2H), 2.36 —
TFA B 2.26 (m, 2H), 2.18 (s, 2H), 2.04 (s, 2H), 1.95 (qd, J = 12.0, 3.7 Hz, 2H).
MS (ESI) m/z: 693 [M+H]".

J=8.0, 1.6 Hz, 1H), 8.00 (s, 1H), 7.80 (t, ] = 7.7 Hz, 1H), 7.64 (t, ] =
1A-4 N 0 7 7.8 Hz, 1H), 7.31 (d, ] = 8.9 Hz, 1H), 7.28 (d, I = 5.4 Hz, 1H), 6.75 (d,
C[NAN ! J=2.4 Hz, 1H), 6.55 (s, 1H), 3.90 (s, 2H), 3.85 (s, 3H), 3.64 (s, 2H),
H 3.15 (s, 3H), 2.99 (s, 3H). MS (ESI) m/z: 525 [M+H]".

9
'/S]@ '"H NMR (600 MHz, Methanol-d) 5 8.22 (d, J = 5.4 Hz, 1H), 8.12 (dd,
s
Y

'H NMR (600 MHz, Methanol-d,) § 8.47 (dd, ] = 8.3, 1.2 Hz, 1H),
~& 8.02 (dd, J= 8.0, 1.6 Hz, 1H), 8.00 (d, ] = 5.3 Hz, 1H), 7.92 (s, 1H),
- d ]@ 7.71 (ddd, J =8.7,7.4, 1.6 Hz, 1H), 7.40 (td, J = 7.7, 1.1 Hz, 1H), 7.21
IA-5 N ! H/NK, (d, T=5.4Hz, 1H), 6.80 (s, 1H), 3.89 (s, 3H), 3.44 (dd, J=9.5, 6.1 Hz,

)N\: J\S}) 2H), 3.13 (s, 3H), 2.98 (ddd, J = 15.9, 10.6, 6.6 Hz, 1H), 2.90 (td, ] =
N 11.9, 5.8 Hz, 2H), 2.76 (s, 3H), 2.20 (s, 3H). MS (ESI) m/z: 538
[M+H]".

IA-6 oﬁ;@ wAs—s_ | MS (ESI) m/z: 466 [M+H]".

J @ 1H NMR (600 MHz, Methanol-d4) § 8.27 — 8.19 (m, 3H), 7.98 (dd, =
7.9, 1.6 Hz, 1H), 7.69 (s, 1H), 7.53 (t, T = 7.7 Hz, 1H), 7.31 (d, ] = 5.4

o -
IB-1 CXU NI | Hz, 18),7.15 6, 1H), 434 (5, 2H), 4.15 (1, 7= 8.3 Hz, 2H), 3.83 (5,
TN 3H), 3.41 - 3.33 (m, 3H), 3.00 (s, 6H), 1.23 (d, J = 6.8 Hz, 6H). MS
f’£ +
~_© (ESI) m/z: 581 [M+H]".
TFA B

% 164 5 » £ 198 H(ZHHHEAE)
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'H NMR (600 MHz, Methanol-ds) § 8.25 (d, J = 5.4 Hz, 1H), 8.19 (s,

2H), 3.85 (s, 3H), 3.65 (d, J = 12.1 Hz, 2H), 3.35 (m, 1H), 3.30 - 3.25

NN A& | 1H),8.04 (dd, 1="7.9, 1.6 Hz, 1H), 7.81 (td, J = 7.8, 1.6 Hz, 1H), 7.64 -
% ] ¢ 1| 7.58 m, 1H), 7.39 (4, = 8.7 Hz, 1H),7.31(d,J = 5.4 Hz, 1H), 6.88 (d,
IB-2 U@O w5, | I=2.4He, 1H), 6.68 (dd, J =8.5,2.5 Hz, 1H), 3.87 (s, 3H), 3.86 (s,
N~ | 1H), 3.41 (s, 4H), 3.38 — 3.34 (m, 1H), 3.25 (s, 4H), 3.06 (t, T = 12.2
TFA B Hz, 3H), 2.90 (s, 3H), 2.17 (d, J = 12.7 Hz, 2H), 1.89 (tt, J = 13.8, 7.0
Hz, 2H), 1.22 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 636 [M+H]".
e 'HNMR (600 MHz, Chloroform-d) 8 11.94 (s, 1H), 10.37 (s, 1H), 8.50
- d j@ (dd,J=8.4, 1.1 Hz, 1H), 7.94 (d,J= 5.3 Hz, 1H), 7.92 (dd, ] = 8.0, 1.6
B3 i@ N Hz, 1H), 7.5 7.47 (m, 3H), 7.43 (d, J= 5.4 Hz, 1H), 7.40 (td, J= 7.6,
@ ijjj) 1.1 Hz, 1H), 6.94 - 6.88 (m, 2H), 3.67 (dd, ] = 46.3, 12.3 Hz, 4H), 3.36
NN (t,J=12.7 Hz, 2H), 3.22 (p, J = 6.9 Hz, 1H), 3.09 (d, ] = 12.2 Hz, 2H),
TEA 2.91 (s, 3H), 1.31 (d, J = 6.9 Hz, 6H). MS (ESI) m/z: 523 [M+H]".
& | '"HNMR (600 MHz, Methanol-d;) & 8.33 (d, J = 8.1 Hz, 1H), 8.19 (d, J
o g j@ = 5.4 Hz, 1H), 8.01 (dd,J = 8.0, 1.6 Hz, 1H), 7.82 (td, ] = 7.8, 1.7 Hz,
B4 U " | 1H), 7.64 (d, ] = 8.4 Hz, 2H), 7.56 (t, ] = 7.7 Hz, 1H), 7.35 (dd, I =
- @ i\% 15.4, 6.9 Hz, 3H), 4.02 (s, 1H), 3.75 (s, 2H), 3.46 — 3.37 (m, 2H), 3.35
NN (s, 1H), 2.16 (s, 2H), 1.92 (s, 2H), 1.21 (d, J = 6.8 Hz, 6H). MS (ESI)
TFA m/z: 524 [M+H]".
Py 'H NMR (600 MHz, Methanol-d,) & 8.27 (d, J = 5.4 Hz, 1H), 8.11 (s,
d,s@ 1H), 8.03 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (t, ] = 7.8 Hz, 1H), 7.61 (t, ] =
N e 7.7Hz, 1H),7.33 (d, J= 5.4 Hz, 1H), 7.29 (s, 1H), 6.90 (s, 1H), 3.86 (s,
IB-5 Q:@o WA~ _s_ | 3H), 3.65 (d, T = 12.7 Hz, 2H), 3.38 — 3.32 (m, 1H), 3.20 (td, J = 12.3,
AJs | 4.1Hz,2H),3.12 (ddd, =12.7,7.3,4.4 Hz, 1H), 2.94 (s, 3H), 2.20 (s,
H 3H), 2.03 (h, J=10.5, 9.1 Hz, 4H), 1.19 (d, ] = 6.8 Hz, 6H). MS (ESI)
TFAEE m/z: 566 [M=+H]".
'H NMR (600 MHz, Methanol-d,) 5 8.26 (d, J= 5.4 Hz, 1H), 8.08 (d, J
NPN & | =8.1 Hz, 1H), 8.04 (dd, J =7.9, 1.5 Hz, 1H), 7.83 (td, ] = 7.8, 1.6 Hz,
L S X | 1H), 7.65 (td, 1="7.7, 1.2 Hz, 1H), 7.44 (4, = 9.0 Hz, 2H), 737 (d, T =
IB-6 1@ vS, | 5:4 He, 1H), 7.24 (d, 1= 9.0 Hz, 2H), 3.80 (d, J = 12.5 Hz, 2H), 3.49 (s,
w7 | 4H), 3.23 (t, ] = 12.3 Hz, 2H), 3.20 — 3.12 (m, 1H), 2.95 (s, 3H), 2.23
TFA B (d,7=12.3 Hz, 2H), 2.05 — 1.95 (m, 2H), 1.17 (d, ] = 6.8 Hz, 6H). MS
(ESI) m/z: 606 [M+H]".
'HNMR (600 MHz, Methanol-d,) § 8.23 (d, J = 5.4 Hz, 2H), 8.01 (dd,
L |I=79,1.6Hz, 1H),7.78 (1,1 = 7.8 Hz, 1H), 7.58 (t, I = 7.7 Hz, 1H),
G ¢ 17| 730 (t,1=7.7Hz, 2H), 6.78 (d, ] = 2.5 Hz, 1H), 6.60 (d, ] =8.7 Hz,
BT b M| 1H),3.90 (d, T = 12.8 Hz, 2H), 3.85 (5, 3H), 3.71 (5, 2H), 3.40 - 3.32
1) | (m, 2H), 3.19 (g, J = 7.7 Hz, 2H), 2.93 (td, J = 12.6, 2.3 Hz, 2H), 2.30
i (d, J=12.9 Hz, 2H), 2.18 (d, J = 7.8 Hz, 2H), 2.09 — 1.98 (m, 2H), 1.91
TFA B8 (qd,J=12.2, 4.0 Hz, 2H), 1.21 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 607
[M+H]".
Py '"H NMR (600 MHz, Methanol-dy)  8.24 (d, J = 5.4 Hz, 2H), 8.00 (dd,
. d j@ J=17.9,1.5 Hz, 1H), 7.77 (s, 1H), 7.58 (t, J = 7.7 Hz, 1H), 7.31 (t, ] =
B8 NN ! H%:) 6.2 Hz, 2H), 6.81 — 6.70 (m, 1H), 6.56 (s, 1H), 3.91 (d, J = 13.4 Hz,
N

(m, 2H), 3.12 (t, T = 12.8 Hz, 2H), 2.99 (s, 3H), 1.21 (d, ] = 6.8 Hz,
6H). MS (ESD m/z: 553 [M+H]".
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"H NMR (600 MHz, Methanol-ds)  8.52 (dd, J = 8.4, 1.2 Hz, 1H),

/LSP 7.98 (d,J= 5.3 Hz, 1H), 7.91 (dd, J = 8.0, 1.6 Hz, 1H), 7.87 (s, 1H),
d ]@ 7.68 (ddd, J = 8.5, 7.3, 1.6 Hz, 1H), 7.39—7.33 (m, 1H), 7.19(d,J =
B9 | e 5.4 Hz, 1H), 6.84 (s, 1H), 4.59 (p, J = 6.0 Hz, 1H), 3.05 — 2.98 (m, 2H),
© g 5 1275 ~2.66 (m, 1H), 2.35 (s, 3H), 2.23 — 2.16 (m, 2H), 2.14 (s, 3H),
NN 1.75 (tt, J="7.1, 3.3 Hz, 4H), 1.33 (d, J = 6.1 Hz, 6H), 1.22 (4, ] = 6.8
Hz, 6H). MS (ESI) m/z: 594 [M+H]".
)\S/P 'H NMR (600 MHz, Methanol-d,) & 8.24 (d, J = 5.4 Hz, 2H), 8.02 (dd,
d j@ J=8.0, 1.6 Hz, 1H), 7.79 (t, ] = 7.9 Hz, 1H), 7.59 (td, ] = 7.8, 1.2 Hz,
1B-10 O I 1H), 7.34—7.25 (m, 2H), 6.78 (d, 7= 2.6 Hz, 1H), 6.63 — 6.55 (m, 1H),
@[ WU | 3:90-3.87 (m, 4H), 3.85 (5, 3H), 3.37 (dd, J = 13.5, 6.6 Hz, 1H),
N 3.29-3.25 (m, 4H), 1.21 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 510
TFA %&% [M+H]+.
8 'H NMR (600 MHz, Methanol-d,) 8 8.22 (dd, J = 12.5, 6.8 Hz, 2H),
Ho S j@ 8.02 (dd,J=8.0, 1.5 Hz, 1H), 7.85 (td,J= 7.7, 1.6 Hz, 1H), 7.71 (d, T =
B-11 Oo M | 8.5 Hz, 2H), 7.62 - 7.56 (m, 3H), 7.37 (d, ] = 5.4 Hz, 1H), 3.64 (it, ] =
¢ X | 7.8, 3.7 Hz, 1H), 3.30 — 3.27 (m, 2H), 2.76 (ddd, T = 12.2, 8.8, 3.3 Hz,
o 2H), 1.89 (ddd, J = 13.2, 6.9, 3.5 Hz, 2H), 1.59 (dtd, T = 12.4, 8.3, 3.7
TFA B8 Hz, 2H), 1.16 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 588 [M+H]".
'"H NMR (600 MHz, DMSO-dq) § 9.59 (s, 1H), 9.42 (s, 1H), 8.98 (d, J
e = 8.4 Hz, 1H), 8.16 (d, J = 5.3 Hz, 1H), 8.07 (d, J = 9.0 Hz, 1H), 7.99
! (d,J=3.0 Hz, 1H), 7.86 (dd, J = 7.9, 1.6 Hz, 1H), 7.80 — 7.74 (m, 1H),
Bl |* ﬁN]@ 7.39 (t, ] =7.6 Hz, 1H), 7.36 (dd, J=9.2, 3.0 Hz, 1H), 7.32 (d, ] = 5.3
U o~ N)Is) Hz, 1H),4.71 (d, J=4.2 Hz, 1H), 4.11 (q, J = 5.2 Hz, 1H), 3.53 — 3.48
A A AL | (m, 1H), 3.46 (dd, T = 11.6, 5.6 Hz, 2H), 2.81 (ddd, J = 12.7, 10.1, 3.0
H Hz, 2H), 1.89 — 1.73 (m, 2H), 1.56 — 1.40 (m, 2H), 1.17 (d, ] = 6.8 Hz,
6H). MS (ESI) m/z: 525 [M+H]".
'H NMR (600 MHz, Methanol-d,) § 8.31 (d, J = 5.4 Hz, 1H), 8.06 (dd,
ALgp |IJ=8.0,16Hz 1H),8.02(d,J=8.0 Hz, 1H), 7.86 (td, = 7.8, 1.6 Hz,
¢ 17)| 1H),7.68 (td,]=7.7, 1.2 Hz, 1H), 7.63 (d,] = 8.1 Hz, 1H), 7.36 (4, =
[B.13 Nk@ﬂ N« | 54Hz 1H),7.11 (d, ] = 1.8 Hz, 1H), 6.82 (d, = 8.3 Hz, 1H),4.75 (s,
pNJQ Pae? | 1H), 4.16 (q, T = 7.0 Hz, 2H), 3.87 (s, 1H), 3.59 (s, 4H), 3.51 (s, 4H),
N ) 3.40 (it, 1=12.4, 4.4 Hz, 1H), 3.37 - 3.31 (m, 1H), 3.21 (s, 1H), 2.96
TFAEE (s, 3H), 2.15 (d, ] = 76.2 Hz, 2H), 1.73 (s, 2H), 1.39 (t, ] = 7.0 Hz, 3H),
1.18 (d, T= 6.8 Hz, 6H). MS (ESI) m/z: 678 [M+H]".
"H NMR (600 MHz, DMSO-de) § 9.59 (s, 1H), 9.48 (s, 1H), 8.99 (d, J
/LSP =8.4 Hz, 1H), 8.17 (d, J = 5.3 Hz, 1H), 8.12 (d, J = 9.0 Hz, 1H), 8.00
g jij (d,J=3.1Hz, 1H), 7.86 (dd, 1=17.9, 1.5 Hz, 1H), 7.82 — 7.74 (m, 1H),
IB-14 |97 HN 7.39 (q,J = 7.9 Hz, 2H), 7.33 (d, = 5.3 Hz, 1H), 3.76 (t, ] = 4.8 Hz,
N (N S | 4H),3.54-3.45 (m, 1H), 3.09 (dd, T=5.8,3.7Hz, 4H), 1.17 (d, = 6.8
S Hz, 6H). MS (EST) m/z 678 [M+H]",
o]
Aj@ "H NMR (600 MHz, Methanol-ds) 5 8.26 (d, J = 5.4 Hz, 1H), 8.12 (s,
o™ . 1H),8.04 (dd,J=17.9, 1.6 Hz, 1H), 7.81 (td, J = 7.8, 1.6 Hz, 1H), 7.66 —
IB-15 7.60 (m, 1H), 7.34 (dd, J = 7.2, 1.8 Hz, 3H), 7.10 (d, J = 8.5 Hz, 2H),

3.93 —3.89 (m, 4H), 3.34 (d, J = 9.7 Hz, 1H), 3.28 (t, J = 4.8 Hz, 4H),
1.18 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 510 [M+H]".
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e
/t,,sj@ '"H NMR (600 MHz, Methanol-d;) & 8.48 (s, 1), 8.32 (s, 1H), 8.18 (d,
o™ N J=5.3Hz, 1H), 8.02 - 7.93 (m, 2H), 7.81 (td, 1= 7.8, 1.6 Hz, 1H), 7.54
B-16 | LN_~, \Aos |(T=7.7Hz, 1H),7.30 (4, ] =54 Hz, 1H), 7.17 (d,J = 9.7 Hz, 1H),
N I N | 3.90-3.83 (m, 4H), 3.64 — 3.57 (m, 4H), 3.35 (p, ] = 6.9 Hz, 1H), 1.21
N . N (d, 7= 6.8 Hz, 6H). MS (ESD) m/z: 511 [M+H]".
TFA E
1H NMR (600 MHz, Methanol-d4) & 8.29 (d, J=5.5 Hz, 1H), 8.06 (dd,
o |T=179,1.6Hz, 1H),8.01 (d,J = 8.0 Hz, 1H), 7.85 (td, T = 7.8, 1.6 Hz,
osj@ 1H),7.73 (d, 7= 8.7 Hz, 1H), 7.68 (td, J = 7.7, 1.2 Hz, 1H), 7.37(d, T =
HO, N 5.4 Hz, 1H), 7.30 (d,J = 2.5 Hz, 1H), 6.99 (dd, ] = 8.8, 2.5 Hz, 1H),
IB-17 U o N)Is) 4.19 (q,J= 7.0 Hz, 2H), 4.08 (tt, ] = 7.1, 3.5 Hz, 1H), 3.79 (ddd, J =
A2 | 11.9,8.1,3.6 Hz, 2H), 3.55 (ddd, J= 11.8, 7.7, 3.7 Hz, 2H), 3.37— 3.31
TEA B (m, 1H), 2.24 (ddt, ] = 14.8, 7.6, 3.6 Hz, 2H), 2.01 (dtd, T = 14.6, 7.5,
. 3.6 Hz,2H), 1.42 (t,J="7.0 Hz, 3H), 1.17 (d, ] = 6.8 Hz, 6H). MS (ES])
m/z: 568 [M+H]".
"H NMR (600 MHz, Methanol-d,) 5 8.30 (d, J = 5.4 Hz, 1H), 8.06 (dd,
g |1=79,15Hz, 1H),8.01 (d,1=8.0 Hz, 1H), 7.75 (d, ] = 8.7 Hz, 1H),
o ¢ j@ 7.68 (td, T=7.7,1.2 Hz, 1H), 7.37 (d, J = 5.4 Hz, 1H), 7.35 (d, T = 2.5
[B.18 U " | Hz, 1H),6.99 (dd, ] = 8.8, 2.5 Hz, 1H), 4.7 (hept, = 6.1 Hz, 1H),
VY5 | 4.09 (tt, J=7.1,3.4 Hz, 1H), 3.79 (ddd, T = 11.9, 8.1, 3.6 Hz, 2H), 3.57
NN (ddd, J=11.7, 7.6, 3.7 Hz, 2H), 3.37 — 3.30 (m, 1H), 2.25 (ddt, ] =
TFA B8 14.8,7.6, 3.6 Hz, 2H), 2.02 (dtd, = 14.6, 7.4, 3.6 Hz, 2H), 1.35 (d, J =
6.0 Hz, 6H), 1.17 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 582 [M+H]".
'H NMR (600 MHz, Methanol-d,) 5 8.29 (d, J = 5.4 Hz, 1H), 8.05 (dd,
& |1=179,1.6He, 1H),8.00 (d,J = 8.1 Hz, 1H), 7.84 (1d, = 7.7, 1.6 Hz,
o ¢ @ 1H), 7.72 (d, = 8.7 Hz, 1H),7.67 (td, ] =7.7, 1.2 Hz, 1H), 7.37 (d, T =
[B.19 U ) " | 54 Hz, 1H),7.33 (d, = 2.5 He, 1H), 7.01 (dd, T =8.7, 2.5 Hz, 1H),
N |4.09 (tt, 3 =17.1,3.4 Hz, 1H), 3.95 (s, 3H), 3.80 (ddd, T = 12.0,8.1,3.6
NN Hz, 2H), 3.57 (ddd, = 11.7, 7.6, 3.7 Hz, 2H), 3.34 — 3.32 (m, 1H),
TFA & 2.25 (ddt, = 14.7, 7.6, 3.6 Hz, 2H), 2.02 (dtd, ] = 14.5, 7.4, 3.6 Hz,
2H), 1.17 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 554 [M+H]".
P '"H NMR (600 MHz, Methanol-d,) & 8.79 (dd, ] = 5.6, 1.5 Hz, 1H),
¢ @ 8.41 (td, = 7.9, 1.7 Hz, 1H), 8.27 (d, ] = 5.4 Hz, 1H), 8.07 (s, 1H),
Ba2o | Cle M 804799 (m, 2H), 7.87 - 7.83 (m, 1H), 7.78 (1, J = 7.8 Hz, 1H),
VT | 7.64-7.58 (m, 1H), 7.41 - 7.29 (m, 3H), 7.06 (s, 1H), 5.42 (s, 2H),
NN 3.35-3.32 (m, 1H), 1.16 (d, ] = 6.8 Hz, 6H). MS (ESI) m/z: 532
TFA B [M+H]".
L# | "HNMR (600 MHz, Methanol-ds) 4 8.23 (d, J = 5.4 Hz, 1H), 8.10 (d, J
NN ¢ j@ = 8.0 Hz, 1H), 8.04 (dd, J = 8.0, 1.6 Hz, 1H), 7.86 (td, I = 7.7, 1.6 Hz,
B-21 ng M| 1H),7.72(d, I = 8.4 Hz, 2H), 7.68 - 7.63 (m, 1H), 7.59 - 7.54 (m, 2H),
J YY) 17.37(d, 3= 5.3 He, 1H), 3.89 (s, 2H), 3.59 (s, 2H), 3.37 - 3.32 (m, 1H),
NN 3.22 (s, 2H), 2.90 (s, 3H), 2.63 (s, 2H), 1.16 (d, J = 6.8 Hz, 6H).MS
TFA B (ESD) m/z: 587 [M+H]".
/Ls,,o
SO :
1B-22 o Q*@ YO0 | MS (BSD) m/z: 664 [M+H]".
/N R
TFA &
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1H NMR (600 MHz, Methanol-d4) & 8.43 (s, 2H), 8.14 (d, J=5.3 Hz,
1H), 7.96 (ddd, J=7.7, 6.5, 2.1 Hz, 2H), 7.80 (td, J = 7.8, 1.6 Hz, 1H),
7.51(t,J=17.7Hz, 1H), 7.26 (d, ] = 5.3 Hz, 1H), 7.22 (d, ] = 9.8 Hz,

IB-23 N 1H), 4.00 (ddt, J = 12.6, 8.6, 4.2 Hz, 1H), 3.94 (ddd, J=13.5, 6.8, 3.9
@NJ\\ /7 | Hz, 2H), 3.50 (ddd, J=13.5, 8.8, 3.5 Hz, 2H), 3.35 (p, ] = 6.8 Hz, 1H),
TFA s 2.03 (ddt, ] = 13.7, 7.3, 3.7 Hz, 2H), 1.68 (dtd, J = 12.7, 8.4, 3.8 Hz,
o 2H), 1.20 (d, ] = 6.8 Hz, 6H). MS (ESI) m/z: 525 [M+H]".
P 'H NMR (600 MHz, Methanol-d,) & 8.28 (s, 1H), 8.24 (d, ] = 5.4 Hz,
. d @ 1H), 8.08 (s, 1H), 8.00 (dd, J= 7.9, 1.5 Hz, 1H), 7.78 (td, J=7.8, 1.6
B4 O HN Hz, 1H),7.72 (dd,T=9.1,2.7 Hz, 1H), 7.60 (t, J= 7.7 Hz, 1H), 7.34 (4,
VS | I=54Hz, 1H), 6.94 (d,]=9.0 Hz, 1H), 4.44 (s, 2H), 3.62 (d, T =21.4
NN Hz, 2H), 3.36 — 3.32 (m, 1H), 2.98 (s, 3H), 1.17 (d, J = 6.8 Hz, 6H).
TFA B8 MS (ESI) m/z: 524 [M+H]".
'H NMR (600 MHz, DMSO-d¢) & 9.44 (s, 1H), 9.13 (s, 1H), 8.71 (s,
. A;P 1H), 8.13(d, J=5.3 Hz, 1H), 7.87 (dd, ] = 8.0, 1.6 Hz, 1H), 7.82 - 7.74
IB.25 >L°JLN/\ gNK) (m, 1H), 7.58 (d, ] = 8.3 Hz, 2H), 7.40 (t, =7.7 Hz, 1H), 7.26 (d, J =
U@ vAS | 53 Hz, 1H), 6.89 (d,J =8.8 Hz, 2H), 3.53 - 3.47 (m, 1H), 3.46 (s, 4H),
w7 | 3.01 (t,J=5.1 Hz, 4H), 1.42 (5, 9H), 1.16 (d, J = 6.8 Hz, 6H). MS
(ESY) m/z: 609 [M+H]".
g 'H NMR (600 MHz, DMSO-dg) 6 9.57 (s, 1H), 9.52 (s, 1H), 8.55 (d, J
! =8.2 Hz, 1H), 8.17 (d, J= 5.3 Hz, 1H), 7.91 (dd, ] = 7.9, 1.6 Hz, 1H),
IB-26 o 39@ 7.83 (td,J=7.8, 1.6 Hz, 1H), 7.78 (d, ] = 8.2 Hz, 2H), 7.47 (t, ] = 7.7
K\NJ\Q wi~s. | Hz, 1H),7.32 (d,J=5.3 Hz, 1H), 7.26 (d, J = 8.4 Hz, 2H), 3.48 (p,] =
N A2 | 6.7 Hz, 1H), 2.31 (s, 4H), 2.20 (s, 3H), 1.14 (d, J = 6.8 Hz, 611). MS
H (ESD) m/z: 551 [M+H]".
AS;P 'H NMR (600 MHz, Chloroform-d) & 11.94 (s, 1H), 10.37 (s, 1H), 8.50
R d ji) (dd,J=8.4,1.1 Hz, 1H),7.94 (d, ) = 5.3 Hz, 1H), 7.92 (dd,J = 8.0, 1.6
B.27 G HN Hz, 1H), 7.55 — 7.47 (m, 3H), 7.43 (d, T = 5.4 Hz, 1H), 7.40 (td, ] = 7.6,
O )N\: ] S/ 1.1 Hz, 1H), 6.94 - 6.88 (m, 2H), 3.67 (dd, J = 46.3, 12.3 Hz, 4H), 3.36
NN (t, 1=12.7Hz, 2H), 3.22 (p, ] = 6.9 Hz, 1H), 3.09 (d, ] = 12.2 Hz, 2H),
TFA B8 2.91 (s, 3H), 1.31 (d, T = 6.9 Hz, 6H). MS (ESI) m/z: 523 [M+H]".
'H NMR (600 MHz, Chloroform-d) & 9.74 (s, 1H), 8.60 (d, = 8.4 Hz,
)\S,,o 1H), 8.03 (s, 1H), 7.88 (dd, J = 8.0, 1.6 Hz, 1H), 7.80 (d, J = 5.4 Hz,
d jij 1H), 7.54 (t,J = 7.8 Hz, 1H), 7.33 (d, J = 5.3 Hz, 1H), 7.28 (ddd, J =
IB-28 \NK/N I 8.2, 7.4, 1.1 Hz, 1H), 6.53 — 6.47 (m, 2H), 4.07 (q, J = 7.0 Hz, 2H),
@E )N\/ | S/ 3.46 (d,J = 18.0 Hz, 4H), 3.33 (s, 4H), 3.23 (hept, ] = 6.8 Hz, 1H), 2.87
NN (s, 3H), 1.43 (t, J= 7.0 Hz, 3H), 1.30 (d, ] = 6.9 Hz, 6H). MS (ESI)
m/z: 567 [M+H]".
'H NMR (600 MHz, Methanol-d,) § 8.29 (d, J = 5.4 Hz, 1H), 8.06 (dd,
Le  17=8.0,1.6Hz, 1H), 8.01 (d,] = 8.0 Hz, 1H), 7.86 (td, J = 7.7, 1.6 Hz,
B29 0 ‘H’NJQ 1H), 7.68 (td, J="7.7, 1.2 Hz, 1H), 7.50 (d, ] = 8.4 Hz, 2H), 7.40 (d,] =
,QJ\@ YU | 54 He, 1H),7.33 -7.27 (m, 2H), 3.83 (s, 1H), 3.50 (5, 4H), 2.94 (s,
Oy N 3H), 2.09 (d, J = 76.7 Hz, 2H), 1.66 (s, 2H), 1.15 (d, ] = 6.8 Hz, 6H).
MS (ESI) m/z: 634 [M+H]".
by
S
o} :@
IB-30 HN MS (ESD) m/z: 494 [M+H]".
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MS (ESI) m/z: 581 [M+H]",

IB-31 /'L\Q |

e '"H NMR (600 MHz, Methanol-d4) & 8.24 (d, J = 5.4 Hz, 1H), 8.20 (d,
g l@ J=8.2Hz, 1H), 7.99 (dd,J=7.9, 1.5 Hz, 1H), 7.85 (d, ] = 2.6 Hz, 1H),
B3 3 M| 773769 (m, 1H), 7.53 (8d, 1= 7.7, 1.2 He, 1H), 7.50 (dd, T =8.9, 2.6
2 Q YU |Hz, 1H),7.33(d,T=5.4Hz, 1H), 7.13 (4, ]=8.9 Hz, 1H), 4.14 (s, 2H),
' 3.85 (s, 3H), 3.43 - 3.33 (m, 1H), 3.00 (s, 6H), 1.23 (d, ] = 6.8 Hz, 6H).

TFA E& MS (ESI) m/z: 555 [M+H]".

)\qu "HNMR (600 MHz, Methanol-d4) & 8.24 (d, J = 5.4 Hz, 2H), 8.20 (s,
I Y| 1H),7.97 (dd, 1= 7.9, 1.6 Hz, 1H), 7.73 ~ 1.62 (m, 1H), 7.53 (t, 1 = 7.7
IB-33 o A s |Hz 1H),7.32(d,J=5.4Hz, [H),7.14 (s, 1H),4.42 (s, 2H), 4.15 (1, T =
O (;@N K, L2 | 8.4 Hz, 2H), 3.83 (s, 3H), 3.79 (s, 2H), 3.40 - 3.32 (m, 3H), 3.21 (m,
S S 2H), 2.12 (d, T = 63.9 Hz, 4H), 1.23 (d, T = 6.9 Hz, 6H). MS (ESD) m/z:
TFA B2 607 [M+H]". :

/L,SP '"H NMR (600 MHz, Methanol-d4) & 8.30 (d, J = 8.1 Hz, 1H), 8.21 (d,
o lfj J=5.4 Hz, 1H), 8.03 (dd, J = 8.0, 1.5 Hz, 1H), 7.86 — 7.82 (m, 1H),
B 7.58 (td, J = 7.6, 1.2 Hz, 1H), 7.31 (d,J = 5.4 Hz, 1H), 7.19 (s, 1H),

IB-34 0 N% S, _ _
g Q K |7.01(d,J=88Hz 1H),6.71 (dd, ] = 8.8, 2.8 Hz, 1H), 4.01 (s, 2H),
Wfﬁ NN 3.82 (s, 3H), 3.38 (p, J = 6.8 Hz, 1H), 3.07 (s, 3H), 2.99 (s, 3H), 1.24
TFA B2 (d, J= 6.8 Hz, 6H). MS (ESI) m/z: 555 [M+H]".

J=8.1Hz, 1H), 8.03 - 7.97 (m, 2H), 7.73 (t, ] = 7.6 Hz, 1H), 7.56 (1d,

/Esb '"H NMR (600 MHz, Methanol-d4) & 8.25 (d, J = 5.4 Hz, 1H), 8.12 (4,

HN

1B-35 oF <|3 v~-s | 1=7.7,12Hz, 1H),7.32 (d, = 5.4 Hz, 1H), 7.09 (d, J= 12.1 Hz, 1H),
J XX

N NJ\\N L2 420 s, 2H), 3.84 (s, 310), 3.38 (p, = 6.8 Hz, 1H), 2.99 (s, 6H), 1.23
H = .
TFA Bj (d,J= 6.8 Hz, 6H). MS (ESI) m/z: 573 [M+H]".
/L el 1
NN HNMR (600 MHz, DMSO-dg) & 8.61 (s, 1H), 8.48 (s, 1H), 8.39 (s,
N | 1H), 8.16 (s, 1H), 8.08 (d, T =5.3 Hz, 1H), 7.16 (d, J = 5.3 Hz, 1H),
IC-1 oA _s |7.03(s, 1H),4.18 (t,J = 8.4 Hz, 2H), 3.90 (s, 3H), 3.77 (s, 3H), 3.50 (h,
{;@[NJ\\N 7 | 1=6.8Hz 1H),3.23 (s, 2H),3.15 (t, ] = 8.4 Hz, 2H), 2.28 (s, 6H), 1.22
H

(d, J=7.1 Hz, 6H). MS (ES) m/z: 585 [M+H]".

Lo '"H NMR (600 MHz, Methanol-d) & 8.21 (d, J = 5.4 Hz, 2H), 7.38 (s,

N o"sf:.N% 1H), 7.30 (d, J = 5.4 Hz, 1H), 6.88 (s, 1H), 6.78 (d, ] = 8.7 Hz, 1H),
C2 “"@ L M [3.98 (s, 2H), 3.97 (s, 4H), 3.85 (s, 3H), 3.56 (s, 4H), 3.48 (d, ] = 14.4
L LXD | Hz, 4H),3.03 (t, J=12.5 Hz, 2H), 2.95 (5, 3H), 2.24 (4, = 12.2 He,
; 2H), 1.97 - 1.86 (m, 2H), 1.32 (d, T = 6.8 Hz, 6H). MS (ESI) m/z: 640
TFA B3 it
[M+H]".
/( L 1
NN HNMR (600 MHz, Chloroform-d) & 11.84 (s, 1H), 9.23 (s, 1H), 7.90
N A | (4, 7= 5.3 Hz, 1H), 7.80 (s, 1H), 7.42 (d,J = 8.2 Hz, 2H), 7.38 (d, J =
IC-3 (Un s |5.3Hz, 1H),7.01 (d, J= 8.2 Hz, 2H), 3.78 (s, 3H), 3.70 (s, 4H), 3.44
ONJ\\N 12 | (p,7=6.8 Hz, 1H),3.39 (s, 2H), 3.08 (s, 2H), 2.91 (s, 3H), 1.38 (d, T =
TFAHE@' 6.9 Hz, 6H). MS (ESI) m/z: 527 [M+H]".

5169 H - £t 198 H(HHHERHE)
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BIEZHHA : 110524 H30H

/és{N 1H NMR (600 MHz, Chloroform-d) § 12.36 (s, 1H), 9.42 (s, 1H), 8.10
Ho ° L= | (s, 1H),7.97 (d, 1= 5.1 Hz, 1H), 7.84 — 7.68 (m, 4H), 7.44 (d, T = 5.4
IC4 1@ s |Hz, 1H), 4.27 (s, 1H), 3.93 (s, 3H), 3.82 (t, J = 11.3 Hz, 2H), 3.50 (s,
S~/ | 2H),3.48 (q, = 6.9 Hz, 1H), 2.4 (T = 13.3 Hz, 2H), 2.08 (4, ] = 14.5
Hz, 2H), 1.42 (d, T = 6.8 Hz, 6H). MS (ESI) m/z: 528 [M-+1I]".

TFA B8
B2
{EEYIDEY & RAE
NH,
@(O\ Cl<__N : NN
= R1/ =
Cl\r/Nl \ 4 © \’l“/ﬁIs\} RiNH, \Nr\| s\
Ny~~s NH NH
070" e
1 5 ID
&Y SHYBLME
NH,
O\
Cl N
CI~_N 4 © \Nr |
\r/ | \ R N S
N5 NH
cl 5?/
0”0~
1 5

[0193) #{E&# 1 (205 mg > 1.00 mmol) ~ {E&4%4 (151 mg » 1.00 mmol )
Y S mLA T RS > BEZOSKRTIIA 2- " IROER-2,4,6- = 2R AR
(56mg > 0.12mmol) - =Z(Zaa FERNE) —#¢ (37mg > 0.04mmol) - h
B# (415mg > 3.00mmol)  FEEFNRE T - TR NERENTERE
110 ‘CHYHA IR - 206 IKET S (LC-MSFITLCERHE) - 1
R FER T R A — G IR 2R RO T ST
BRI S CIVERIEIRIR - SKRELENEZR - RGBSR (Z&

170 F > i 198 E(REHHEE)
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BEZHE 11054 830H
bt/ & FEE = 10/1) B{baWs (HEEEE » 293.5 mg » B £92.0%) -
HERNT—PRIE - |
MS (ESI) m/z: 320 [M+H]"

{E&% IDARYELE
H
Cl<__N N_ _N
74 A\ R1/ 2 \
\Nr\ I s RyNHz ?\J/\ | [
9/NH E;/NH
0” > o” : 0" >o”
5 ID
A A

[0194]) #&{EE&Y5 (31.8mg > 0.10 mmol ) ~ F5F& (0.09 mmol ) & 1 mL
T EES o HEZARPIIA 2- RO ER-24,6- Z 2R ERK (0.018
mmol) > =(ZEaFENE) S (0.012 mmol) - Frf&sF (0.30 mmol) -
FEERRRE T KIS ERENHEZ 110 CHUHRAINZERE - 2
{E&YIsSRIESE 2% (LC-MSH] TLCERME) F1ERIE » MR ER TN FEE
FI—&HT  BRL2EE  BEREWEBEN (Z8FwFE) 8ts
YIID o
HEB

[0195) #¥{E&%75 (31.8mg > 0.10 mmol) ~ F5f& (0.09 mmol) EH 1 mL
TR » BEEZERPIA 2- “BOER-2,46-=2REFZE (0.018
mmol) » =(ZEEFENE) " (0.012 mmol) - FREEFT (0.30 mmol) -

| EERWEET - BERERENEAE 110 CHATIIEE - B

{EEYISK e 218 (LC-MSHI TLCERME) (= 1HIZRE o R R iz

5171 H » 3t 198 H(HEIRTE)
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EEZHH : 11044 5 30H
MZEH > R RIEE - RERESOEHEAL HPLCEYE (MlE& 0.35%
=RLMEAVKERNPERREMN) - &AZREREEYID -
[0196] {E&#)IE ~ IF ~ IG ~ TH ~ II ~ I ~ IKEGA]fEE AISUIAY J77A S
[0197] TRINHT ALY MEHEEEER -

R2. (GG ID—IKEHE R
Y & BB R AR R

Qﬁﬁ 'H NMR (600 MHz, DMSO-dg) & 10.86 (s, 1H), 9.83 (s, 1H), 8.33 (d,
J MO | I=5.4Hz, 1H),8.25-8.06 (m, 3H), 7.72 (d, ] = 7.5 Hz, 1H), 7.36 (s,
(Nj@[ g 1H), 7.31 (d,J=5.3 Hz, 1H), 7.19 (s, 1H), 4.34 (s, 2H), 4.09 (1, ] = 8.4
~A W Hz, 2H), 3.84 (s, 3H), 3.77 (s, 3H), 3.28 (t, ] = 8.4 Hz, 2H), 2.84 (s,
SN 6H). MS (ESI) m/z: 533 [M+H]".

'H NMR (600 MHz, DMSO-dg) & 10.92 (s, 1H), 10.20 (s, 1H), 8.33
Vb 0Y™ (@ 7=54Hz, 1H),8.15 (s, 1H), 7.7 (d, = 7.3 Hz, 1H), 7.51 - 7.25
ID-2 W@(N ﬁ[} (m, 3H), 6.77 (4, T = 2.6 Hz, 1H), 6.54 (s, 1H), 3.97 — 3.88 (m, 2H),
H 3.87 (s, 3H), 3.79 (s, 3H), 3.62 — 3.44 (m, 2H), 3.25 — 3.11 (m, 2H),
TFAEE 3.05 — 2.97 (m, 2H), 2.89 (s, 3H). MS (ESI) m/z: 505 [M+H]"

'H NMR (600 MHz, DMSO-d¢) 3 10.71 (s, 1H), 10.23 (s, 1H), 8.29
e ol o | (@ T=54Hz, 1H),8.19 (s, 1H), 8.14 (s, 1H), 7.79 (d, ] = 7.7 Hz, 1H),
OQ s © | 7-53 (6 7=7.9 Hz, 1H), 743 (s, 2H), 7.30 (d, ] = 5.3 Hz, 1H), 7.01 (s,
W 2H), 3.86 (s, 3H),3.77 (d, ] = 12.4 Hz, 2H), 2.84 (s, 3H), 2.55 (s, 1H),
TFA & 2.10 (4,7 = 11.9 Hz, 2H), 1.71 (d, T = 12.5 Hz, 2H). MS (ESD) nv/z:
558 [M+H]".

'H NMR (600 MHz, DMSO-dg) & 10.97 (s, 1H), 10.10 (s, 1H), 8.33
OY (d,J=54Hz, 1H), 8.15 (s, 1H), 7.78 (d, ] = 7.6 Hz, 1H), 7.47 (s, 1H),
L WOIY™ | 7.32(d,J=5.4Hz, 2H), 6.72 (d, I = 2.5 Hz, 1H), 6.51 (s, 1H), 3.89 (s,
ID-4 1 g4 ﬁgy 2H), 3.86 (s, 3H), 3.78 (s, 3H), 3.62 — 3.53 (m, 2H), 3.35 — 3.24 (m,
L 1H), 3.16 —3.06 (m, 2H), 2.73 (t, J = 12.3 Hz, 2H), 2.16 (dd, ] = 11.7,
TFA B 3.6 Hz, 2H), 2.07 — 1.98 (m, 2H), 1.93 — 1.81 (m, 2H), 1.71 (qd, J =
12.2, 4.0 Hz, 2H). MS (ESI) m/z: 559 [M+H]".

'H NMR (600 MHz, DMSO-dg) § 10.85 (s, 1H), 9.96 (s, 1H), 8.33 (d,
Q\r J=5.4Hz, 1H), 8.20 (d, ] = 2.1 Hz, 1H), 8.10 (s, 1H), 7.79 (d, T = 7.7
b °~ | Hz, 1H), 7.52 (s, 1H), 747 (t, T = 7.9 Hz, 1H), 7.35 (d, J = 5.4 Hz,
ID-5 1*@ 1H), 6.84 (s, 1H), 4.57 (p, I = 6.1 Hz, 1H), 3.83 (s, 3H), 3.52 (d, T =
N 11.9 Hz, 2H), 3.19 - 3.06 (m, 2H), 2.99 — 2.91 (m, 1H), 2.82 (d, J =
TFA B 4.5 Hz, 3H), 2.11 (s, 3H), 1.97 - 1.92 (m, 2H), 1.88 (d, J = 13.3 Hz,
2H), 1.21 (d, J = 6.0 Hz, 6H). MS (ESI) m/z: 546 [M+H]".

'"H NMR (600 MHz, DMSO-dg) 5 10.83 (s, 1H), 9.93 (s, 11), 8.32 (d,
J=53Hz, 1H), 8.16 (s, 1H), 8.11 (s, 1H), 7.77 (d, T = 7.7 Hz, 1H),
“ | HNJ@YQ\ 7.45 (d,7=9.9 Hz, 2H), 7.34 (d, } = 5.4 Hz, 1H), 6.85 (s, 1H), 3.84 (s,
D6 O)@[ x/D ° 3H), 3.80 (s, 3H), 3.53 (d, J = 12.0 Hz, 2H), 3.17 — 3.09 (m, 2H),

w7 3.03-2.94 (m, 1H), 2.83 (d, ] = 4.3 Hz, 3H), 2.14 (s, 3H), 1.96 (dd, J
TFA & = 13.7, 10.3 Hz, 2H), 1.90 (d, J = 13.6 Hz, 2H). MS (ESI) m/z: 518
[M+H]".

ID-3

172 H » 3 198 HEARES)
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EIEZH

'"H NMR (600 MHz, DMSO-dg) § 10.80 (s, 1H), 8.74 (d, ] = 8.5 Hz,
1H), 8.11 (d,J = 5.3 Hz, 1H), 7.99 (dd, J = 8.0, 1.7 Hz, 1H), 7.83 (s,
1H), 7.71 (s, 1H), 7.54 (t, ] = 7.9 Hz, 1H), 7.22 (d,J = 5.3 Hz, 1H),
7.18 ~7.11 (m, 1H), 6.65 (s, 1H), 6.52 (dd, J = 8.8, 2.6 Hz, 1H), 3.88
(s, 3H), 3.79 (s, 3H), 3.74 (d, T = 12.1 Hz, 2H), 3.16 (s, 1H), 2.67 (td,
J=12.2,2.4Hz, 3H), 2.49—2.43 (m, 2H), 1.92 — 1.86 (m, 2H), 1.61 —
1.51 (m, 2H). MS (ESI) m/z: 588 [M+H]".

'H NMR (600 MHz, DMSO-dg) & 10.99 (s, 1H), 9.95 (s, 1H), 8.58 (s,
1H), 8.24 (d,]= 5.3 Hz, 1H), 8.02 (dd, 7= 7.9, 1.6 Hz, 1H), 7.85 —
7.60 (m, 3H), 7.42 (s, 2H), 7.33 (d, = 5.3 Hz, 1H), 7.30 (t, ] =7.6 Hz,
1H), 3.84 (s, 4H), 3.60 (s, 2H), 3.36 (5, 2H), 2.01 (5, 2H), 1.76 (5, 2H).
MS (ESI) m/z: 476 [M+H]".

"H NMR (600 MHz, DMSO-dg) § 11.23 (s, 1H), 10.22 (s, 1H), 8.32
(d,J=5.5 Hz, 1H), 8.04 (s, 1H), 7.98 (dd, J = 7.9, 1.6 Hz, 1H), 7.65
(s, 1H), 7.40 (s, 1H), 7.32 (d, T = 5.4 Hz, 2H), 6.76 (d, J = 2.6 Hz, 1H),
6.56 (s, 1H), 3.93 (d, ] = 13.3 Hz, 2H), 3.80 (d, T = 10.7 Hz, 6H), 3.56
(d, = 11.9 Hz, 2H), 3.17 (4, J = 10.2 Hz, 2H), 3.00 (1, = 126Hz,
2H), 2.89 (s, 3H). MS (ESI) m/z: 505 [M+H] .

IE-4

'H NMR (600 MHz, DMSO-dg) & 10.98 (s, 1H), 9.57 (s, 111), 8.74 (s,
1H), 8.20 (d, ] = 5.3 Hz, 1H), 8.03 (dd, = 7.9, 1.7 Hz, 1H), 7.69 —
7.64 (m, 1H), 7.59 (s, 2H), 7.29 (d, = 5.4 Hz, 1H), 7.27 — 7.23 (m,
1H), 7.06 (5, 2H), 3.87 (s, 3H), 3.16 (s, 1H), 2.77 (5, 3H). MS (ESD)
m/z: 558 [M+H]'

IE-5

'H NMR (600 MHz, DMSO-dg) & 11.24 (s, 1H), 10.16 (s, 1H), 8.32
(d, ] = 5.3 Hz, 1H), 8.05 (s, 1H), 7.99 (dd, J = 7.9, 1.6 Hz, 1H), 7.65
(s, 1H), 7.41 (t, I = 7.6 Hz, 1H), 7.32 (d, = 5.4 Hz, 1H), 7.25 (s, 1H),
6.74 (s, 1H), 6.55 (s, 1H), 3.90 (d, J= 12.4 Hz, 2H), 3.81 (s, 3H), 3.78
(s, 3H), 3.62 — 3.53 (m, 2H), 3.34 — 3.24 (m, 1H), 3.10 (dd, J = 13.4,
5.4 Hz, 2H), 2.76 (t, J = 12.4 Hz, 2H), 2.15 (d, ] = 12.1 Hz, 2H),
2.08 — 1.97 (m, 2H), 1.90 — 1.81 (m, 2H), 1.73 (it, J = 12.8, 6.4 Hz,
2H). MS (ESI) m/z: 559 [M+H]".

IE-6

'H NMR (600 MHz, Chloroform-d) § 11.10 (s, 1H), 9.06 (d, J = 1.1
Hz, 1H), 8.30 (d, J = 9.3 Hz, 1H), 8.10 (dd, ] = 7.9, 1.7 Hz, 1H), 7.73
(d, J=5.3 Hz, 1H), 7.55 (ddd, J=8.7, 7.1, 1.7 Hz, 1H), 7.35 (s, 1H),
7.27 (d, J= 5.4 Hz, 1H), 7.09 — 7.05 (m, 1H), 6.63 — 6.58 (m, 2H),
4.13 (g, = 6.9 Hz, 2H), 4.01 (s, 3H), 3.22 (t, ] = 4.9 Hz, 4H), 2.67 (t,
J=49Hz, 4H), 2.42 (s, 3H), 1.49 (t, ] = 7.0 Hz, 3H). MS (ESI) m/z:
519 [M+H]"

IE-7

'"HNMR (600 MHz, DMSO-dg)  11.12 (s, 1H), 9.81 (s, 1H), 8.33 (d,
J=5.4Hz, 1H), 8.03 (d,J= 8.1 Hz, 1H), 7.98 (dd, ] = 7.9, 1.6 Hz,
1H), 7.65 (t, J = 7.7 Hz, 1H), 7.47 (s, 1H), 7.40 (t, ] = 7.6 Hz, 1H),
7.35(d,J=5.3 Hz, 1H), 6.82 (s, 1H), 4.57 (p, I = 6.0 Hz, 1H), 3.76 (s,
3H), 3.52 (d,J = 11.9 Hz, 2H), 3.12 (q, T = 13.2, 11.0 Hz, 2H), 2.98 -
2.91 (m, 1H), 2.82 (d, J = 4.6 Hz, 3H), 2.15 (s, 3H), 1.98 — 1.70 (m,
4H), 1.22 (d, J = 6.0 Hz, 6H). MS (ESI) m/z: 546 [M+H]".

1E-8

"H NMR (600 MHz, DMSO-dg)  11.23 (s, 1H), 10.06 (s, 1H), 8.34
(d, 1=5.4 Hz, 1H), 7.98 (t, = 10.6 Hz, 2H), 7.62 (d, ] = 7.8 Hz, 1H),
7.43-7.38 (m, 1H), 7.36 (d, = 5.4 Hz, 2H), 6.85 (s, 1H), 3.77 (d, =
6.4 Hz, 6H), 3.53 (d, ] = 11.8 Hz, 2H), 3.13 (q, ] = 11.1 Hz, 2H), 2.99
(ddd, J= 14.7, 10.9, 6.3 Hz, 1H), 2.83 (d, J = 4.4 Hz, 3H), 2.16 (s,
3H), 1.98 (dd, J = 14.8, 103 Hz, 2H), 1.89 (4, J = 14.0 Hz, 2H). MS
(ESD) m/z: 518 [M+H]".

173 E £ 198 H(RHHHES)
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BEZEE 1104 H 308

F vl
IF-1 00 MS (ESI) m/z: 550 [M+H]",
O N/
AN
N’(o TFA B
[o]
IF-2 YUY | MS (BSD mv/z: 605[M+H]".
TFA &
(¢}
N/
H
\N/\ @ﬁh‘;
IF-3 SN TS| MS (ESD mlz: 522 [MAH]
H Sn V4
e
TFA B8
O 'H NMR (600 MHz, DMSO-dg)  10.64 (s, 1H), 9.87 (s, 2H), 8.30 (d,
g J=5.5Hz, 2H), 7.5 (d, T = 28.6 Hz, 2H), 7.28 (d, ] = 5.4 Hz, 1H),
IG-1 0 QL |7.18(s, 2H), 698 (s, 1H), 437 (s, 2H), 4.10 (1, ] = 8.4 Hz, 28), 3.78
¥ | (s, 3H), 3.28 (t, = 8.4 Hz, 2H), 3.02 (s, 3H), 2.87 (s, 6H). MS (ESI)
TFAER m/z: 568 [M+H]"
I 'H NMR (600 MHz, DMSO-dg) § 10.90 (s, 1H), 9.93 (s, 1H), 9.80 (s,
RSB 1H), 8.32 (s, 1H), 7.59 (s, 1H), 7.43 (s, 1H), 7.31 (d, ] = 5.4 Hz, 3H),
G2 © @ 7.07 (s, 1H), 6.77 (d, ] = 2.5 Hz, 1H), 6.61 (d, J = 8.7 Hz, 1H), 3.96 (d,
- Sl J=12.2Hz, 2H), 3.80 (s, 4H), 3.41 (s, 2H), 3.03 (s, 3H), 2.89 (s, 3H),
& 2.78 (t, 1= 12.2 Hz, 2H), 2.55 (s, 1H), 2.16 (d, J = 11.7 Hz, 2H), 1.72
Y TFAEE | (dd, = 12.0, 3.9 Hz, 2H). MS (ESD) m/z: 623 [M+H]"
e 'H NMR (600 MHz, DMSO-dg) § 10.57 (s, 1H), 10.31 (s, 1H), 9.93
s (s, 1H), 8.27 (d,] = 5.4 Hz, 1H), 7.65 (s, 2H), 7.58 (d, ] = 8.1 Hz, 1H),
IG-3 © @Lw 7.44 (s, 1H), 7.37 (t, T = 8.1 Hz, 3H), 7.30 (d, J = 5.4 Hz, 1H), 7.07 (d,
O 1H), 3.82 (s, 1H), 3.62 — 3.55 (m, 2H), 3.30 (s, 2H), 3.03 (s, 3H), 1.99
L TFAEE | (s,2H), 1.73 (s, 2H). MS (ES) m/z: 511 [M+H]".
A 'H NMR (600 MHz, DMSO-ds) § 10.01 (s, 1H), 9.94 (s, 1H), 8.31 (d,
o J=54Hz, 1H), 7.53 (s, 3H), 7.47 (s, 1H), 7.34 (d, = 5.5 Hz, 1H),
IG-4 7.27(d, 1H), 7.04 (d, ] = 8.1 Hz, 1H), 6.86 (s, 1H), 3.81 (s, 3H), 3.17
i (s, 1H), 3.02 (t, 6H), 2.82 (d, T = 4.3 Hz, 3H), 2.55 (s, 3H), 2.19 (s,
b 3H), 1.91 (d, ] = 13.9 Hz, 2H). MS (ES) m/z: 553 [M-+H]"
TFA B8 -
i: s 'H NMR (600 MHz, DMSO-dg) 5 10.86 (s, 1H), 10.04 (s, 1H), 9.93
Kens (s, 1H), 8.31 (s, 1H), 7.58 (s, 1H), 7.4 (s, 1H), 7.31 (d, J = 5.5 Hz,
g @ N 3H), 7.06 (s, 1I1), 6.73 (d, ] = 2.5 Hz, 1H), 6.58 (d, ] = 8.7 Hz, 1H),
IG-5 Lo 3.91(d, J = 13.0 Hz, 4H), 3.59 — 3.57 (m, 3H), 3.33 - 3.28 (m, 1H),
@ 3.15 - 3.08 (m, 2H), 3.03 (s, 3H), .75 (d, J = 2.0 Hz, 2H), 2.15 (d, ] =
& 11.3 Hz, 2H), 2.03 (s, 2H), 1.87 (d, ] = 5.7 Hz, 2H), 1.71 (dd, J = 12.2,
TEA B 4.0 Hz, 2H). MS (ESI) m/z: 594 [M+H]*

174 H - # 198 H(SEHHRID)
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"H NMR (600 MHz, DMSO-dg) § 10.31 (s, 1H), 10.09 (s, 1H), 9.91

I P
e (s, 1H),8.25(d,] = 5.4 Hz, 1H), 7.85 (d, ] = 8.6 Hz, 2H), 7.70 (d, ] =
1G-6 8.8 Hz, 2H), 7.64 (d, ] = 8.1 Hz, 1H), 7.45 (s, 1H), 7.38 (t, J=8.1 Hz,
osdeo oo 1H), 7.33 (d, J = 5.4 Hz, 1H), 7.24 (s, 2H), 7.06 (dd, ] = 8.0, 2.1 Hz,
Ntz ' 1H), 3.04 (s, 3H). MS (ESD) m/z: 491 [M+H]*
TFA 58
- 'H NMR (600 MHz, DMSO-dg) 6 10.31 (s, 1H), 9.87 (s, 1H), 9.38 (s,
AU & G 1H), 8.26 (s, 1H), 8.05 (s, 1H), 7.53 (s, 1H), 7.51 — 7.48 (m, 1H), 7.39
TH-1 Moo Y5 | (s, 1H), 7.26 (d, ] = 5.4 Hz, 1H), 7.22 (s, 1H), 7.17 (s, 1H), 4.37 (s,
TFA B 2H), 4.08 (t, J = 8.4 Hz, 2H), 3.76 (s, 3H), 3.26 (t, ] = 8.3 Hz, 211),
= 2.98 (s, 3H), 2.88 (s, 6H). MS (ESI) m/z: 568 [M+H]".
*J; '"H NMR (600 MHz, DMSO-dg) & 8.82 (s, 1H), 8.05 (d, J = 5.4 Hz,
Nepurs 1H), 7.85 (d, J = 8.7 Hz, 1H), 7.73 — 7.71 (m, 1H), 7.47 — 7.45 (m,
@ s 1H), 7.41 (s, 1H), 7.29 — 7.27 (m, 2H), 7.18 (d, J = 5.3 Hz, 1H), 6.60
IH-2 Q (d,J=2.6 Hz, 1H), 6.38 (d, J = 2.5 Hz, 1H), 3.79 (s, 3H), 3.66 (d, T =
& 12.2 Hz, 2H), 2.91 (s, 3H), 2.64 (s, 2H), 2.62 (s, 2H), 2.60 (s, 1H),
; 2.36(s, 3H), 1.87 (d,J = 12.1 Hz, 2H), 1.54 (dd, J = 11.7, 3.7 Hz, 2H).
TFA B2 MS (ESI) m/z: 623 [M+H]".
S
e o "H NMR (600 MHz, DMSO-dg) & 10.50 (s, 1H), 10.27 (s, 1H), 9.40
,o\@ @rn—g— (s, 1H), 8.29 (s, 1H), 7.58 (d, J = 8.2 Hz, 1H), 7.47 (d, ] = 7.9 Hz, 1H),
IH-3 7.42 (s, 1H), 7.28 (t, ] = 8.4 Hz, 3H), 6.73 (s, 1H), 3.89 (d, J=9.5 Hz,
® 2H),3.79 (s, 3H), 3.56 (d, J = 10.9 Hz, 2H), 3.16 (s, 2H), 2.97 (s, 3H),
N 2.89 (s, 3H), 2.55 (s, 2H). MS (ESI) m/z: 540 [M+H]".
TFA k&
S
i 'H NMR (600 MHz, DMSO-ds) & 10.36 (s, 1H), 10.23 (s, 1H), 9.34
TN e (s, 1H), 8.28 (d, J = 5.5 Hz, 1H), 7.58 (dd, ] = 8.2, 1.4 Hz, 2H), 7.54
a4 @ @f 6 (d,1=7.8 Hz, 2H), 7.44 (t, ] = 7.8 Hz, 2H), 7.33 (dd, J= 7.7, 1.5 Hz,
X 1H), 7.32—7.30 (m, 2H), 3.82 (s, 1H), 3.55 (s, 2H), 3.27 (s, 2H), 2.93
Q (s, 3H), 1.99 (s, 2H), 1.71 (s, 2H). MS (ESI) m/z: 511 [M+H]".
OH
TFA B
[ d 'H NMR (600 MHz, DMSO-dg) & 10.40 (s, 1H), 9.85 (s, 1H), 9.38 s,
Nes s 1H), 8.30 (s, 1H), 7.57 (d, J = 8.1 Hz, 1H), 7.50 (d, ] = 8.0 Hz, 1H),
[ - 8 7.41 (t, J="7.8 Hz, 1H), 7.34 (d, ] = 5.2 Hz, 1H), 7.29 — 7.26 (m, 1H),
6.80 (s, 1H), 3.80 (s, 3H), 3.14 — 3.09 (m, 3H), 2.94 (d, = 5.6 Hz,
N 3H), 2.83 (d, ] = 4.1 Hz, 3H), 2.08 (s, 2H), 1.94 — 1.91 (m, 2H), 1.86
TEA (d, J = 13.8 Hz, 2H). MS (ESI) m/z: 553 [M+H]".
S
el o 'H NMR (600 MHz, DMSO-d¢) § 10.47 (s, 1H), 9.92 (s, 1H), 9.40 (s,
»@ 5~ 1H), 8.28 (s, 1H), 7.59 (d, J = 8.2 Hz, 1H), 7.47 (d, ] = 7.8 Hz, 1H),
L6 " 7.43 (s, 1H), 7.28 (td, T = 7.7, 1.4 Hz, 2H), 6.69 (s, 1H), 3.79 (s, 3H),
Q 3.29 (d,=9.6 Hz, 2H), 3.13 ~ 3.09 (m, 2H), 2.9 (s, 3H), 2.72 (t, ] =
T 12.7 Hz, 2H), 2.14 (d, = 11.9 Hz, 2H), 2.03 (s, 2H), 1.87 (4,1 = 5.9
LIZFA o Hz, 2H), 1.68 (dd, J = 12.1, 3.9 Hz, 2H). MS (ESI) m/z: 594 [M+H]".

5175 5 0 # 198 H(BPRIEE)
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"H NMR (600 MHz, DMSO-dg) & 10.03 (s, 1H), 9.67 (s, 1H), 9.31 (s,
1H), 8.22(d, =54 Hz, 1H), 7.72 (d, ] = 8.4 Hz, 2H), 7.62 (d, = 7.9
Hz, 1H),7.57 (d,J=3.0Hz, 3H), 7.42 (t, J= 7.8 Hz, 1H), 7.34 (t, ] =
7.8 Hz, 1H), 7.31 (d, = 5.4 Hz, 1H), 7.20 (s, 2H), 2.92 (s, 3H). MS
(ESD m/z: 491 [M+H]".

II-1

'H NMR (600 MHz, DMSO-ds) 5 11.88 (s, 1H), 8.81 (d, J = 4.6 Hz,
1H), 8.79 — 8.76 (m, 1H), 8.07 (d, J = 5.3 Hz, 1H), 7.82 — 7.74 (m,
2H),7.71 (d, T = 8.4 Hz, 1H), 7.42 (t, ] = 7.9 Hz, 1H), 7.20 (d, ] = 5.3
Hz, 1H), 7.09 (td, ] = 7.6, 1.2 Hz, 1H), 6.64 (d, J= 2.5 Hz, 1H), 6.51
(dd, J =8.8, 2.6 Hz, 1H), 3.79 (s, 3H), 3.70 (d, ] = 12.3 Hz, 2H), 2.82
(d, T=4.5 Hz, 3H), 2.65 (td, ] = 12.2, 2.4 Hz, 2H), 2.15 (s, 3H), 1.85
(d, T=12.0 Hz, 2H), 1.52 (qd, T = 12.1, 3.8 Hz, 2H). MS (ESI) m/z:
587 [M+H]"

1I-2

"H NMR (600 MHz, DMSO-dg) 5 11.88 (s, 111, 8.98 (s, 111), 8.93 (d,
J=8.4Hz, 1H),8.78 (d, ] = 4.6 Hz, 1H), 8.04 (d, ] = 5.3 Hz, 1H), 7.75
(d,7=9.5Hz, 1H), 7.57 (d, = 8.4 Hz, 2H), 7.46 (t, ] = 8.6 Hz, 1H),
7.19 (d, T = 5.3 Hz, 1H), 7.08 (t, = 8.1 Hz, 1H), 6.85 (d,J = 9.0 Hz,
2H), 3.02 (t, J = 4.9 Hz, 4H), 2.78 (d, ] = 4.5 Hz, 3H), 241 (t, T = 5.0
Hz, 4H), 2.17 (s, 3H). MS (ESI) m/z: 474 [M+H]".

II-3

'H NMR (600 MHz, DMSO-ds) § 12.65 (s, 1H), 10.25 (s, 1H), 8.85
(s, 1H), 8.4 (s, 1H), 8.29 (d, J = 5.3 Hz, 1H), 7.82 (d, = 7.9 Hz, 1H),
7.51—7.35 (m, 2H), 7.33 — 7.24 (m, 2H), 6.80 (d, ] = 2.6 Hz, 1H),
6.64 (d,T= 6.5 Hz, 1H), 3.96 (d, J = 13.1 Hz, 2H), 3.80 (s, 3H), 3.57
(d, T=11.9 Hz, 2H), 3.19 (s, 2H), 3.03 (¢, J = 12.5 Hz, 2I1), 2.89 (s,
3H), 2.81 (d, ] = 4.5 Hz, 3H). MS (ESI) m/z: 504 [M+H]".

-4

"H NMR (600 MHz, DMSO-d) & 11.88 (s, 1H), 8.82 (d, ] = 4.6 Hz,
1H), 8.77 (d, J=8.4 Hz, 1H), 8.08 (d, ] = 5.3 Hz, 1H), 7.80 — 7.76 (m,
2H), 7.73 (s, 1H), 742 (t, T=7.9 Hz, 1H), 7.21 (d, ] = 5.3 Hz, 1H),
7.10 (td, T = 7.6, 1.2 Hz, 1H), 6.64 (d, T = 2.6 Hz, 1H), 6.51 (dd, ] =
8.8, 2.6 Hz, 1H),4.07 (q, ] = 7.0 Hz, 2H), 3.35 (s, 8H), 2.82 (d, J=4.5
Hz, 3H), 2.26 (s, 3H), 1.29 (t, ] = 6.9 Hz, 3H). MS (ESI) m/z: 518
[M+H]".

-5

"H NMR (600 MHz, DMSO-dg) § 12.22 (s, 1H), 10.04 (s, 1H), 8.83
(d,1=4.9 Hz, 1H), 8.69 (s, 1H), 8.23 (d, ] = 5.3 Hz, 1H), 7.82 (dd, ] =
7.9, 1.5 Hz, 1H), 7.78 (s, 1H), 7.55 (t, = 7.9 Hz, 1H), 7.48 (s, 2H),
733 (d, = 5.3 Hz, 1H), 7.27 — 7.20 (m, 1H), 3.96 (s, 1H), 3.62 (s,
2H), 3.38 (s, 2H), 2.82 (d, J = 4.4 Hz, 3H), 2.54 (s, 1H), 2.02 (s, 2H),
1.76 (s, 2H). MS (ESI) m/z: 475 [M+H]".

II-6

'"H NMR (600 MHz, DMSO-dg) § 12.42 (s, 1H), 10.16 (s, 1H), 8.84
(s, 1H), 8.59 (s, 1H), 8.26 (d, J = 5.3 Hz, 1H), 7.82 (dd, J = 8.0, 1.5
Hz, 1H), 7.51 (s, 3H), 7.31 (d, J = 5.3 Hz, 1H), 7.26 (t, J = 7.6 Hz,
1H), 7.15 (s, 2H), 3.84 (d, J = 12.2 Hz, 2H), 2.86 (s, 3H), 2.81 (d, ] =
4.5 Hz, 3H),2.12 (d,] = 12.0 Hz, 2H), 1.74 (d, ] = 12.4 Hz, 2H). MS
(ESD) m/z: 557 [M+H]".

F 176 H » 3t 198 HE RIS
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1I-7

"H NMR (600 MHz, DMSO-dg) § 12.70 (s, 1H), 9.97 (s, 1H), 8.83 (s,
1H), 8.43 (s, 1H), 8.30 (d, T = 5.3 Hz, 1H), 7.82 (d,J = 9.4 Hz, 1H),
7.48 (s, 1H), 7.31 (s, 3H), 6.77 (d, ] = 2.5 Hz, 1H), 6.63 (d, = 11.4
Hz, 1H), 3.97-3.91 (m, 2H), 3.79 (s, 3H), 3.62 — 3.50 (m, 2H), 3.34 —
3.27 (m, 1H), 3.16 —3.06 (m, 2H), 2.81 (d, J=4.5 Hz, 3H), 2.77 (t, ] =
12.4 Hz, 2H), 2.16 (d, T = 12.0 Hz, 2H), 2.06 — 1.9 (m, 2H), 1.91 —
1.82 (m, 2H), 1.77 — 1.65 (m, 2H). MS (ESI) m/z: 558 [M+H]".

11-8

'H NMR (600 MHz, DMSO-dg) 5 12.36 (s, 1H), 10.05 (s, 1H), 8.84
(d,J=5.3 Hz, 1H), 8.51 (s, 1H), 8.26 (d, ] =5.3 Hz, 1H), 7.82 (dd, ] =
7.9, 1.5 Hz, 1H), 7.65 (s, 1H), 7.45 (s, 1H), 7.32 (d, ] = 5.3 Hz, 1H),
7.23 (s, 1H), 6.86 (s, 1H), 4.57 (p, J = 6.0 Hz, 1H), 3.53 (d,J=11.9
Hz, 2H), 3.19 - 3.09 (m, 2H), 3.05 - 2.94 (m, 1H), 2.83 (d, J=4.0 Hz,
3H), 2.81 (d, ] = 4.5 Hz, 3H), 2.24 (s, 3H), 2.03 ~ 1.84 (m, 4H), 1.23
(d, J= 6.1 Hz, 6H). MS (ESI) m/z: 545 [M+H]".

1I-9

'H NMR (600 MHz, DMSO-ds) 6 12.43 (s, 1H), 10.02 (s, 1H), 8.84
(s, 1H), 8.46 (s, 1H), 8.27 (d, ] = 5.3 Hz, 1H), 7.81 (dd, J = 7.9, 1.5
Hz, 1H), 7.54 (s, 1H), 7.43 (s, 1H), 7.33 (d, J = 5.3 Hz, 1H), 7.24 (s,
1H), 6.88 (s, 1H), 3.80 (s, 3I0), 3.54 (d, J= 11.9 Hz, 2H), 3.19— 3.09
(m, 2H), 3.05—2.97 (m, 1H), 2.83 (d, J=4.4 Hz, 3H), 2.81 (d,J = 4.5
Hz, 3H), 2.26 (s, 3H), 2.06 — 1.96 (m, 2H), 1.95 — 1.87 (m, 2H). MS
(EST) m/z: 517 [M+H]".

-1

1H NMR (600 MHz, Methanol-d4)  8.23 (d, ] = 5.4 Hz, 1H), 8.16 (s,
1H), 7.91 (s, 1H), 7.70 (s, 1H), 7.56 (s, 2H), 7.31 (d, J = 5.4 Hz, 1H),
7.12 (s, 1H), 4.34 (s, 2H), 4.16 _4.11 (m, 2H), 3.82 (s, 3H), 3.34 (t, ] =
8.3 Hz, 2H), 3.13 (p, ] = 6.9 Hz, 1H), 3.01 (s, 6H), 1.22 (d, J = 6.9 Hz,
3H), 1.16 (d, ] = 6.7 Hz, 3H). MS (ESI) m/z: 565 [M+H]".

1J-2

"H NMR (600 MHz, Methanol-ds) 5 8.25 (d, J = 5.4 Hz, 1H), 7.84 (s,
1H), 7.79 (dd, I = 7.7, 1.7 Hz, 1H), 7.68 (td, J="7.6, 1.7 Hz, 1H), 7.63
(t,J=7.6 Hz, 1H), 7.39 (s, 1H), 7.32 (d, ] = 5.4 Hz, 1H), 6.93 (d, ] =
2.4 Hz, 1H), 6.69 (d, J = 8.7 Hz, 1H), 3.87 (5, 3H), 3.56 (s, 4H), 3.46
(s, 4H), 3.14 (t, ] = 12.4 ¥z, 2H), 3.08 (p, ] = 6.8 Hz, 1H), 2.97 (s,
3H),2.25 (dt, J = 13.1, 2.7 Hz, 2H), 1.99 (qd, J = 12.3, 3.9 Hz, 2H),
1.21 (d, J=7.0 Hz, 3H), 1.12 (d, J = 6.7 Hz, 3H). MS (ESI) m/z: 620
[M+H]".

1J-3

'H NMR (600 MHz, Methanol-ds) 5 8.22 (d, J = 5.5 Hz, 1H), 7.88 (s,
1H), 7.77 (d, T = 7.7 Hz, 1H), 7.70 — 7.56 (m, 2H), 7.35 — 7.19 (m,
2H), 6.76 (d, ] = 2.6 Hz, 1H), 6.56 (s, 111), 3.89 (d, ] = 12.5 Hz, 2H),
3.84 (s, 3H), 3.76 _3.67 (m, 2H), 3.38 _3.32 (m, 1H), 3.23 - 3.15 (m,
2H), 3.14 - 3.06 (m, 1H), 2.92 (td, J = 12.7, 2.4 Hz, 2H), 2.29 (dt, ] =
14.0,2.7 Hz, 2H), 2.19 (d, J = 9.8 Hz, 2I1), 2.03 (q, ] = 7.1 Hz, 2H),
1.90 (qd, J = 12.3, 4.1 Hz, 2H), 1.18 (dd, J = 43.3, 6.8 Hz, 6H). MS
(ESI) m/z: 591 [M+H]".

-4

'H NMR (600 MHz, Methanol-d,) & 8.03 (dd, J =8.1, 1.2 Hz, 1H),
7.95(d,J=5.4 Hz, 1H), 7.81 (d,J=8.7 Hz, 1H), 7.69 (dd, ] =7.8, 1.5
Hz, 1H), 7.63 (ddd, J=8.1,7.4, 1.6 Hz, 1H), 7.49 (td, ] = 7.6, 1.2 Hz,
1H), 7.18 (d, ] =5.3 Hz, 1H), 6.67 (d, ] = 2.6 Hz, 1H), 6.40 (dd, J =
8.8, 2.6 Hz, 1H), 3.89 (s, 3H), 3.24 (t, ] = 5.0 Hz, 4H), 3.18 (p, T = 6.8
Hz, 1H), 2.86 (t, ] = 5.0 Hz, 4H), 2.54 (s, 3H), 1.21 _1.13 (m, 6H).
MS (ESI) m/z: 537 [M+H]".

5171 H > 3t 198 H(ZHARE)
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? 'HI NMR (600 MHz, Methanol-d,) § 8.26 (d, ] = 5.4 Hz, 1H), 7.83 (s,
R e Kj 1H),7.80 (dd, 7= 7.7, 1.8 Hz, 1H), 7.67 (dt, ] = 7.8, 3.7 Hz, 1H), 7.63
s D]@[ J | (6,7=7.5He, 1H), 7.34 — 7.28 (m, 2H), 6.8 (s, 1H), 3.86 (5, 3H),
Ntx) 3.67—3.61 (m, 2H), 3.20 (td, T = 11.7, 11.2, 4.9 Hz, 2H), 3.08 (dq, J =
28.2, 6.7, 6.2 Hz, 1H), 2.94 (s, 3H), 2.18 (s, 3H), 2.02 (d, I = 7.2 Hz,
TFA B 4H), 1.15 (dd, T = 62.2, 6.8 Hz, 6H). MS (ESI) m/z: 550 [M+H]".

"H NMR (600 MHz, Methanol-ds) § 8.02 (d, J = 8.1 Hz, 1H), 7.93 (d,
o J=5.4Hz, 1H), 7.79 - 7.73 (m, 1H), 7.67 (dd, J = 7.8, 1.5 Hz, 1H),
Y%@ 7.61(td,J=7.7, 1.5 Hz, 1H), 7.47 (td, T = 7.6, 1.2 Hz, 1H), 7.16 (d, ]
116 /NO . = 5.3 Hz, 1H), 6.66 — 6.64 (m, 1H), 6.40 (dd, J = 8.8, 2.6 Hz, 1H),

N o A s |3.86(s,3H),3.66 (dd, T =9.3, 6.4 Hz, 2H), 3.16 (p, I = 6.9 Hz, 1H),
@NAN L2 |2.72-2.63 (m, 2H),2.38 (s, 6H), 2.01 (dd, J = 12.3, 3.3 Hz, 2H), 1.67
H (qd, J=12.2, 3.9 Hz, 2H), 1.15 (dd, J = 23.0, 6.9 Hz, 6H). MS (ESI)
m/z: 565 [M+H]".

P
20 | 'H NMR (600 MHz, Methanol-d) 5 8.42 (s, TH), 825 (s, 1H), 8.23
(d,7=54Hz, 1H), 7.68 (dd, ] = 14.0, 7.7 Hz, 1H), 7.47 (s, 1H),7.37

0 A
IK-1 CIOU XX | (d,9=7.71z, 1H),7.31 (d, ] = 5.4 Hz, 1H), 7.17 (s, 1H), 4.34 (5, 2H),
‘ e 4.15 (dd, T = 8.8, 7.9 Hz, 2H), 3.85 (s, 3H), 3.38 (t, ] = 8.3 Hz, 2H),
N 2.99 (s, 6H), 1.92 (d, J = 13.6 Hz, 6H). MS (ESI) m/z: 551 [M+HJ".
TFA B8

"H NMR (600 MHz, Methanol-d4) § 8.47 (s, 1H), 8.21 (d,J = 5.4 Hz,
NN A 1H), 7.71 (dd, J=13.9, 7.7 Hz, 1H), 7.58 (d, J = 8.4 Hz, 1H), 7.42 (d,
N HN@ J=8.0Hz,2H),7.29 (d,]=5.4 Hz, 1H), 6.91 (d, ] =2.5 Hz, 1H), 6.77
Uﬁo % (dd, J =8.6, 2.5 Hz, 1H), 3.93 (d, J = 12.6 Hz, 2H), 3.87 (s, 3H), 3.49
A~ | (s, 4H), 3.37 (s, 4H), 3.19 (s, 1H), 3.07 (t, T = 12.5 Hz, 2H), 2.93(d, ]
TEA Ea = 1.4 Hz, 3H), 2.22 (d, J = 12.5 Hz, 2H), 1.90 (d, J = 13.6 Hz, 6H).
MS (ESD m/z: 606 [M+H]".

"H NMR (600 MHz, Methanol-ds) & 8.55 (s, 1H), 8.20 (d, T = 5.4 Hz,
9 1H), 7.70 (dd, J= 14.0, 7.7 Hz, 1H), 7.58 (s, 1H), 7.39 (s, 1H), 7.30 (s,
M) | 1H),7.27(d, J = 53 Hz, 1H), 6.7 (d, I = 2.6 Hz, 1H), 6.66 (d, ] = 8.6
4 M7 | Hz, 1H), 3.95 (4, J = 12.7 Hz, 2H), 3.85 (5, 3H), 3.75 — 3.66 (m, 2H),

X 1@ 3.20 (q,J= 9.0 Hz, 2H), 2.88 (td, J = 12.7, 2.3 Hz, 2H), 2.29 (d, J =
N 12.4 Hz, 2H), 2.20 (t, J = 7.4 Hz, 2H), 2.04 (1, ] = 6.6 Hz, 2H), 1.91 (d,

IK-2

IK-3 \O*

TFA BE J=13.6 Hz, 6H), 1.85 (tt, ] = 12.2, 6.1 Hz, 2H). MS (ESI) m/z: 577
[M+H]".
Q
P "H NMR (600 MHz, Methanol-d) & 8.51 (s, 1H), 8.21 (d,J = 5.4 Hz,
N | b 1H), 7.70 (dd, T = 14.0, 7.7 Hz, 1H), 7.56 (s, 1H), 7.44 — 7.32 (m, 2H),
IK-4 LN 0 A s |7.28(d,J=5.4Hz, 1H),6.82 (d, ] =2.5 Hz, 1H), 6.68 (d, ] = 7.6 Hz,
f:[N)\\N L2 | 1m),3.96 (m, 2H), 3.65 (m, 2H), 3.14 (s, 2H), 3.01 (s, 3H), 1.91(d, J
H

= 13.5 Hz, 6H). MS (ESI) m/z: 523 [M+H]".

'H NMR (600 MHz, Methanol-d,) § 8.50 (dd, J = 8.4, 4.4 Hz, 11),
/PK) 7.93 (d,7=5.3 Hz, 1H), 7.88 (s, 1H), 7.64 (ddd, ] = 14.0,7.8, 1.5 Hz,
N 1 1H), 7.54 (ddt, = 8.5, 7.2, 1.4 Hz, 1H), 7.26 (tdd, ] = 7.6,2.3, 1.0 Hz,
IK-5 OIIO WA~os. | 1H), 7.16 (d, ] = 5.4 Hz, 1H), 6.82 (s, 1H), 3.87 (s, 3H), 3.05 (dt, J =
I A2 [12.1,3.0Hz, 2H), 275 (tt, = 10.4, 5.5 Hz, 1H), 2.38 (s, 3H), 2.24
TRA M (td, 7= 11.3,4.5 Hz, 2H), 2.18 (s, 3H), 1.86 (d, T = 13.5 Hz, 6H), 1.79
e (d, J=3.4 Hz, 2H), 1.27 (s, 2H). MS (ESD) m/z: 536 [M+H]".

178 5 » 3t 198 H(HEREE)
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'"HNMR (600 MHz, Methanol-ds) & 8.54 (s, 1H), 8.20 (d, J=5.5 Hz,
f', 1H), 7.70 (dd, J = 14.2, 7.7 Hz, 1H), 7.57 (s, 1H), 7.39 (s, 1H), 7.30
b 7l (d, J=8.6 Hz, 1H), 7.28 (d, ] = 5.3 Hz, 1H), 6.77 (d, J = 2.5 Hz, 1H),
K-6 g \Q : ”/” s 6.66 (dd, J=8.9, 2.5 Hz, 1H), 4.03 — 3.94 (m, 2H), 3.85 (s, 3H), 3.41
7@: YU | @, T=12.1,3.9 Hz, 1H), 2.93 (s, 6H), 2.89 (td, J = 12.6, 2.3 Hz, 2H),
N 222 (dt,J=13.1, 2.7 Hz, 2H), 1.91 (d, J = 13.5 Hz, 6H). MS (ESI)
TFA B m/z: 551 [M+H]".
N
P
e
IK-7 o N HIN . |Ms (ESI) m/z: 464 [M+H]"
N e
|
|OONYY
H
EEHI13
{EEYNLA &S,
NH;
~&
(S
¢ \é CL_N Nn
m Ri T I
N 6 N‘NH S RiNH, ‘NH s
Na g 0 Q
cl é/s\/ é/“\/
0 )
1 7 L
&Y THIELH
NH,
N
P
o CI<_N
Y ] A
Cl N Ny g
= 6
T by
o\\ /
Cl é/s\\
0]
1 7

[0198 )&% 6(185.2mg> 1.0 mmol ) ~ = 7.2 (0.418 mL > 3.0 mmol )
AR NN-"HREHEER T (1.5 mL) - ZREH10 minf&F g EEY) 1
(205.0mg > 1.0 mmol) FYN,N-_HEHEERE (1.5mL) &R » f£2R T
BHA®R - (TLCERYE) 2 IRFE - BB RIMAZEEZEE ~ /KZEHL » Ak
FHEEIM S LS ROR R » FUKTRERINEZRE » RMEREWBEENT (A

%179 H - 3t 198 H(SHHREE)
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BIFZHE : 1104£4 5 30 H
it/ 2B Z0E = 2/1) B4EEY 7 ([EfE > 120.0 mg » EEXR L 33.9%) » Ef#
AR T — &I -

MS (ESI) m/z: 354 [M+H]"

1b&Y) ILAYEYHE
H
CI~__N _N.__N
b e
Y~ S R{NH, Y TS
" "5
\\S/ \\S\\/
0 0
7 ' IL
FEA

[0199) ¥{E&%7 (353 mg > 0.10mmol) -~ I (0.09 mmol ) 5 1 mL
BTES  BEZSETIA 2-2BEER-2,46- = 2RNARE (0.018
mmol) » =(ZEaFERNE) # (0.012mmol) - bxEL#H (0.30 mmol) -
EERNGRET » BATERERBERERE 110 CHUmATIIEEs: - 2
L&Y TR FEsE2t% (LC-MSFI TLCERHE) = 1= [ e - 1o 5 FE s = i B
SR FRLRE  BEECSWEBREN (Z8FWHE) Bké
L
JEB |

[0200] #E&47 (35.3mg > 0.10mmol ) ~ 35HF (0.09 mmol ) 74 1 mlL
MTES > BagomRhiA 2-ZBOERE-2,4,6- = BREHZE (0018
mmol) -+ =(TEFFANEN " (0.012 mmol) - FEEST (0.30 mmol) -
EERORE T BFTENERENTREE 110 CTHPIRSRinEMERE - &
L& SR 2% (LC-MSHI TLCERHE) 12 1HFE - iR FER e
FIZ&EF5T > R REE - BEESRAREE HPLCAE (PLE& 0.35%

=RILBRKERNMPELREE) - SEZRERESYIL -
5 180 H - $£ 198 H(HFRHAS)
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{EIEZHHE: 110224 5 30H

(0201 fLE&HMET R A S -
[0202) FRFIE T BAB{L A RSB E L -

K3 LEY) IL—IMEERE Fe R B

7557 &t R R A B A
o\
/%\OJ? "H NMR (600 MHz, Methanol-ds) 5 8.66 (s, 1H), 8.19 (d, J = 5.4 Hz,
LY | 1H),8.04(dd,J=8.2,1.4 He, 1H), 7.64 (td, 1= 7.6, 1.5 Hz, 1H), 7.58
IL-1 (\/@ YU [ <7.51 (m, 2H),7.29 (d, ] = 54 Hz, 1H), 7.03 (s, 1H), 5.36 (s, 2H), 4.27
A NN (s, 2H), 4.09 (t, ] = 8.3 Hz, 2H), 3.84 (s, 3H), 3.30 _3.26 (m, 2H), 3.19
N, © (s, 3H), 2.95 (s, GH). MS (ESI) m/z: 567 [M+H]".
TFA 5
: 'H NMR (600 MHz, Methanol-d,) § 8.19.(d, J = 5.4 Hz, 1H), 8.08 (dd,
~ ?L T=17.9, 1.4 Hz, 1H),7.71 _7.66 (m, 1H), 7.61 _7.52 (m, 2H), 7.32 (d, ]
) UQ L1 : =8.7Hz, 1H), 7.28 (d, ] = 5.4 Hz, 1H), 6.87 (d, ] = 2.6 Hz, 1H), 6.67
ﬁTJ (d,J=8.7Hz, 1H), 5.25 (s, 2H), 3.90 _3.84 (m, 3H), 3.83 (s, 3H), 3.45
TFA B (s, 4H), 3.15 (s, 3H), 3.11 (s, 2H), 2.93 (s, 3H), 2.19 (d, = 12.1 Hz,
= 2H), 1.92 (p, J = 10.5, 9.2 Hz, 2H). MS (ESI) m/z: 622 [M+H]".
Q '"H NMR (600 MHz, Chloroform-d) § 10.88 (s, 1H), 8.00 (dd, J = 7.9,
. -3 1.4 Hz, 1H), 7.79 (d,J = 5.3 Hz, 1H), 7.52 _7.48 (m, 1H), 7.44 (dd, J =
L3 'Q W | 147,66 Hz, 4H), 726 (d, ] = 5.5 Hz, 11), 7.20 (d, J = 7.6 Hz, 1H),
Q W) | 695 (d, 7 = 8.5 Hz, 2H), 5.00 (d, J = 6.2 Hz, 2H), 3.68 (dd, J = 24.9,
NN 12.5 Hz, 4H), 3.29 (d, T = 13.6 Hz, 2H), 3.15 (s, 2H), 3.10 (s, 3H), 2.92
TFA B3 (s, 3H). MS (ESI) m/z: 509 [M+H]".
'HNMR (600 MHz, Methanol-dy) § 8.23 (d, J = 5.4 Hz, 1H), 8.12 (dd,
%lép J=179, 1.3 Hg, 1H), 7.69 (td, J = 7.6, 1.4 Hz, 1H), 7.59 (td, ] = 7.6, 1.2
Ho we © | Hz, 1H),7.56 (dd,J=7.8, 1.1 Hz, 1H), 7.49 _7.40 (m, 2H), 7.39 _7.33
IL-4 \ONO NS, | (m, 3H), 5.30 (s, 2H), 4.04 (dq, I = 7.6, 3.7 He, 1H), 3.75 (ddd, J =
w7 | 11.8,7.9, 3.6 Hz, 2H), 345 (ddd, J = 12.0, 7.9, 3.6 Hz, 2H), 3.15 (s,
TEA B 3H), 2.19 (ddt, ] = 14.6, 7.4, 3.6 Hz, 2H), 1.95 (dtd, J = 14.2, 7.6, 3.6
Hz, 2H). MS (ESI) m/z: 510 [M+H]".
o "H NMR (600 MHz, DMSO-dg) & 9.80 (s, 1H), 9.66 (s, 1H), 8.27 (d, ]
\r% =5.4Hz, 1H),8.24 (s, 1H), 7.90 (dd, T = 7.9, 1.5 Hz, 1H), 7.71 (td, T =
I |7.6,1.4Hz, 1H),7.59 (td,]=7.6, 1.2 Hz, 1H),7.53 (d,]="7.8 Hz, 1H),
IM-1 (\/@ )@ % 17.30 (d,J = 5.4 Hz, 1H), 7.12 (s, 1H), 5.14 (d, ] = 5.5 Hz, 2H), 4.37
[/g NN _4.28 (m, 2H), 4.05 (t, J = 8.4 Hz, 2H), 3.74 (s, 3H), 3.45 (p, ] = 6.8
N © Hz, 1H), 3.23 (t, J = 8.4 Hz, 2H), 2.88 .2.80 (m, 6H), 1.17 (4, ] = 6.7
TEA B Hz, 6H). MS (ESI) m/z: 595 [M+H]".
'H NMR (600 MHz, Methanol-d,) & 8.18 (d, J = 5.4 Hz, 1H), 8.01 (dd,
. o |J=79,13Hz, 1H),7.68 (td, ] = 7.6, 1.4 Hz, 1H), 7.56 (q, J="7.5 Hz,
G W) ST | 2H), 7.44 (d, 1= 8.7 Bz, 1H), 7.28 (d, ] = 5.4 Hz, 1H), 6.92 (d, ] =2.5
IM-2 OCEA v'yy | Hz 1H), 6.74 (dd, 1= 8.8, 2.5 Hz, 1H), 5.27 (s, 2H), 3.87 (s, 1H), 3.85
yow (s, 4H), 3.49 (s, 4H), 3.42 (g, ] = 6.8 Hz, 1H), 3.35 (s, 4H), 3.15 (t, T =
TFA &8 11.8 Hz, 3H), 2.94 (s, 3H), 2.21 (d, J = 12.7 Hz, 2H), 1.96 (qd, = 11.7,

3.8 Hz, 2H), 1.29 (d, ] = 6.8 Hz, 6H). MS (ESI) m/z: 650 [M+H]".

5181 H » £ 198 H(RFHHRAD)
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fEIEZHEH : 110424 H 30 H

'H NMR (600 MHz, DMSO-dg) § 10.30 (s, 1H), 10.00 (s, 1H), 9.60 (s,
Q\SJ? 1H), 8.26 (d, ] = 5.3 Hz, 1H), 7.94 (dd, = 7.9, 1.4 Hz, 1H), 7.72 (td, ]
NN Yo L, =76 14Hz 1H),7.61 (td, ] = 7.6, 1.2 Hz, 1H), 7.58 _7.53 (m, 1H),

IM-3 N AN s | 7.31 727 (m, 2H), 7.26 (s, 1H), 6.85 (d, = 8.5 Hz, 2H), 5.16 (d, T =
ON .2 | 5.6 Hz, 2H), 3.73 (d, ] = 13.2 Hz, 2H), 3.52 (d, J = 11.9 Hz, 2H), 3.44

iy (p, ] =6.8 Hz, 1H),3.16 (d, T = 12.5 Hz, 2H), 2.91 (s, 2H), 2.86 (s, 3H),
TFA B 1.16 (d, J = 6.8 Hz, 6H). MS (ESI) m/z: 537 [M+HJ".

'"H NMR (600 MHz, Chloroform-d) § 11.66 (s, 1H), 7.97 _7.89 (m,
%jL s | 2H),7.83(d, 1 =53 Hz, 1H), 7.77 (d, T = 8.6 Hz, 2H), 7.59 (d, = 8.6
[o]

HO o "ST/ Hz, 2H), 7.51 (tt, J= 7.4, 5.6 Hz, 2H), 7.40 _7.35 (m, 1H), 7.28 (d,T =
IM-4 O‘O\ Nﬁs/) 5.3 Hz, 1H),5.09 (d, ] = 6.2 Hz, 2H), 4.18 (s, 1H), 3.79 (t, J = 10.6 Hz,
u*\N 2H), 3.46 (dd, J=8.8,4.2 Hz, 2H), 3.27 (p, ] = 6.8 Hz, 1H), 2.40 _2.25
TFA E& (m, 2H), 2.06 (d, J = 14.2 Hz, 2H), 1.32 (d, ] = 6.8 Hz, 6H). MS (ESI)
m/z: 538 [M+H]".
B B4
{EEYINIERET,
SH O
o” CI_N N _n
0 "L
CI_N N F~g R,NH s
LR : s — s
Nz S
Cl @EH/O\ Cg‘/o\
o) o}
1 9 IN
&Yy IRyELHE
SH O
v

\RPZ S
Cl @E’(O\

o)

1 9
[0203]) B{EEY 1 (500 mg > 2.44mmol) ~{EE%H8 (0.09 mmol ) ZH 20
mLA T B > BREZARTPIA 2- RO ER-2,4,6- = 2R ERZE (135
mg > 0.17 mmol) > =(ZEEFERNH) = (90 mg > 0.06 mmol ) - fRELFH
(1.01 g» 3.0 mmol) - EERIRET » BFENIERENTERAZE 45T
HHA R IEERE - 2Ly REST 2% (LC-MSﬁI TLCERHE) fF1LK
FE& - G 2Rl F R0 IRREEREW B ET (a8 H

5 182 H » 3t 198 F(HIIIE)
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EIEZHEA : 110424 H 30 H
BE=5/1) LG9 (HERERE > 540 mg > ERE65.7%) » EHEART—
FHE -
MS (ESI) m/z: 337 [M+H]"
{EE INFY B

\F

H
CI\WN\ \ R1/NTN\ \
N\g\/? RiNH, NF~s
S S
L. L,
o) o)
9 IN

[0204]) #1E&%719 (50mg > 0.15mmol) ~ F5HF (0.13 mmol) 321 mL
BT B  BEZERTIMAZRLE (350 > 045 mmol) - FHERE
IRENTERE 110 CHUHEA T IIEEH: - B3R EEe (LC-MSHI TLC
BREfE) © (FILRTE - B4 - SERMER HPLCAE (DL& 035% =8 %
HZKS IR R ) - SEZERES LAY IN -

[0205] TRIIH T ARSI REEEEELST -

R4 AEEY) INGERE FCRE

Fo% &hE MR R G SR/ s E S k)
[o]
‘o)ﬁg 'H NMR (600 MHz, DMSO-dg) § 8.74 (s, 1H), 8.23 (d, J = 5.3 Hz,
L ST | 1H),8.11 (s, 1H), 7.92 - 7.90 (m, 1H), 7.71 (dd, T = 7.0, 2.1 Hz, 1H),
IN-1 @:{N L2 | 7.62-7.56 (m,2H),7.20 (d, ] = 5.4 Hz, 1H), 7.02 (s, 1H), 4.34 (d, ] =
IS 4.1 Hz, 2H), 4.05 (t, J = 8.3 Hz, 2H), 3.78 (s, 3H), 3.73 (s, 3H), 3.21 (s,
\ Fam J=8.3 Hz, 2H), 2.89 (d, ] = 3.8 Hz, 6H). MS (ESI) m/z: 550 [M+H]".
NN \0)05@ 'H NMR (600 MHz, DMSO-dg) 5 8.26 (d, ] = 5.4 Hz, 1H), 7.97 — 7.95
w@ s (m, 2H), 7.79 — 7.76 (m, 1H), 7.67 — 7.65 (m, 2H), 7.57 (s, 1H), 7.30
IN-2 OIS | (4 T=54Hz, 1H), 682 (s, 1H), 6.50 (s, 1H), 3.82 (s, 3H), 3.79 (4, I =
N 12.5 Hz, 2H), 3.73 (s, 3H), 3.17 (s, 111), 2.88 (s, 3H), 2.14 (d, J = 12.0
TFA Hz, 2H), 1.77 (d, ] = 12.7 Hz, 2H). MS (ESI) m/z: 605 [M+H]".
A 'H NMR (600 MHz, DMSO-dg) § 9.95 (s, 1H), 8.24 (d, J = 5.4 Hz,
- ‘%@ 1H), 7.97 —7.94 (m, 1H), 7.91 (s, 1H), 7.77 — 7.74 (m, 1H), 7.66 — 7.64
N3 NON L 57 |(m,2H), 7.28(d,7=5.4 Hz, 1H), 6.67 (d, ] = 2.6 Hz, 1H), 6.34 (d, T =
j@[ 7Y |87 He, 1H), 3.80 (s, SH), 3.73 (s, 3H), 3.5 (d, T = 11.9 He, 2H), 3.18
NN (d, J= 9.5 Hz, 2H), 2.93 (t, J = 12.8 Hz, 2H), 2.89 (d, J = 3.1 Hz, 3H).
TFA B3 MS (ESI) m/z: 522 [M+H]".

%183 F - 3£ 198 H(BUHREEE)
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"H NMR (600 MHz, DMSO-dy) & 9.95 (s, 1H), 8.24 (d, J = 5.4 Hz,
1H),7.97—7.94 (m, 1H), 7.91 (s, 1H), 7.77 — 7.74 (m, 1H), 7.66 — 7.64
(m, 2H), 7.28 (d, ] = 5.4 Hz, 1H), 6.67 (d, = 2.6 Hz, 1H), 6.34 (d, ] =
8.7 Hz, 1H), 3.80 (s, 5H), 3.73 (s, 3H), 3.55 (d, ] = 11.9 Hz, 2H), 3.18
(d, J=9.5Hz, 2H), 2.93 (t, = 12.8 Hz, 2H), 2.89 (d, ] = 3.1 Hz, 3H).
MS (ESI) m/z: 493 [M+H]".

'H NMR (600 MHz, DMSO-dg) & 10.03 (s, 1H), 8.33 (d, = 5.4 Hz,
1H), 8.02 — 7.99 (m, 1H), 7.85 — 7.82 (m, 1H), 7.73 — 7.70 (m, 2H),
7.54 (d, ] = 8.4 Hz, 2H), 7.50 (d, J = 8.6 Hz, 2H), 7.40 (d, ] = 5.4 Hz,
1H), 7.18 (s, 2H), 3.72 (s, 3H). MS (ESD) m/z: 473 [M+H]".

'H NMR (600 MHz, DMSO-dg) 5 9.83 (s, 1H), 823 (d, ] = 5.4 Hz,
1H), 7.97—7.95 (m, 1H), 7.88 (s, 1H), 7.77 — 7.75 (m, 1H), 7.65 (dd, J
=5.8,3.4 Hz, 2H), 7.28 (d, ] = 5.4 Hz, 1H), 6.68 (d, ] = 2.6 Hz, 1H),
6.37 (d, ] = 8.7 Hz, 1H), 3.80 (s, 3H), 3.61 — 3.55 (m, 3H), 3.29 - 3.27
(m, 1H), 3.13—3.09 (m, 2H), 2.74 (t, J = 12.3 Hz, 2H), 2.15(d, T = 12.3
Hz, 2H), 2.03 (d, J = 7.5 Hz, 2H), 1.87 (d, T = 6.6 Hz, 2H), 1.73 (d, ] =
8.9 Hz, 2H). MS (ESI) m/z: 576 [M+H]".

'H NMR (600 MHz, DMSO-d¢) 8 8.26 (d, J = 5.4 Hz, 1H), 7.96 (s,
1H), 7.94—7.92 (m, 1H), 7.76 —7.73 (m, 1H), 7.69 (s, 1H), 7.62 - 7.59
(m, 2H), 7.33 (d, T = 5.4 Hz, 1H), 6.73 (s, 1H), 3.79 (s, 3H), 3.71 (s,
3H),3.52(d, ] = 11.9 Hz, 2H), 3.15 — 3.08 (m, 2H), 2.82 (d, ] = 4.5 Hz,
3H), 2.13 (s, 3H), 1.95 — 1.85 (m, 4H). MS (ESI) m/z: 535 [M+H]".

0
HO.
IN4 \O' N/s I S
g
TFA E&
e}
0
0 s
IN—S HzN\s// s
J N7
\QHJ\\N' y
TFA Ef
(o]
G“O | O)SSQ
IN-6 N O A N-S,
[Sess
TFA E&
0
0
>N | S
IN-7 ()IIO NZ ‘ S
e
TFA E&
=il
{E&YI0

IO

[0206] L&) IOMEFHIASEDRITAGEK °
[0207] T~RIIE T AR LEY REREEER -
K5 ALEY) IOSEE KRB

ok

&EE

IR SR EE A
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EIEZHHE 110524 5 30 H

> . .
Y | MS (BSD m/z 595 [M+HJ".
10-1 8 1
,pruxm s
[s]
'H NMR (600 MHz, Methanol-d4) & 8.46 (s, 1H), 8.26 (d, J = 5.4 Hz,
NP X$ | 1H),7.95 (dd, T =8.0, 1.6 Hz, 1H), 7.73 (t, I = 7.9 Hz, 1H), 7.49 (t, J =

LA | ¢ 17 |7.8,1.2 Hz, 1H), 7.46 (d, ] = 8.5 Hz, 1H),7.33 (d, ] = 5.4 Hz, 1H), 6.93

Q@o wrss | (d,1=2.5 Tz, 1H), 6.80 (dd, J= 8.7, 2.6 Hz, 1H), 3.96 - 3.90 (m, 2H),

v | 3.87 (s, 3H), 3.58 (s, 4H), 3.49 (s, 4H), 3.12 (t, J = 12.5, 2.4 Hz, 2H),

TFA B8 2.97 (s, 3H), 2.26 (d, ] = 13.0, 2.9 Hz, 2H), 1.98 (qd, J = 12.3, 4.0 Hz,
2H), 1.30 (s, 9H). MS (ESI) m/z: 650 [M-+H]".

10-2

>LS/,° '"H NMR (600 MHz, Methanol-d4) & 8.49 (s, 1H), 8.25 (d, J = 5.4 Hz,
d ]@ 1H), 7.93 (dd, T = 7.9, 1.7 Hz, 1H), 7.68 (s, 1H), 7.46 (t, ] = 7.7 Hz,
03 \G I 1H), 7.36 (d, J=8.5 Hz, 1H), 7.33 (d, = 5.5 Hz, 1H), 6.79 (d, T = 2.6
C[ )Nj\f/) Hz, 1H), 6.66 (d, 1H), 3.95 (d, J = 12.8 Hz, 2H), 3.84 (s, 3H), 3.66 (d,
N 2H), 3.34 - 3.27 (m, 2H), 3.16 (t, J = 12.9 Hz, 2H), 3.00 (s, 3H), 1.30
TFA 53 (s, 9H). MS (ESD) m/z: 567 [M+H]".

S '"H NMR (600 MHz, Methanol-d4) § 8.49 (s, 1H), 8.25 (d, ] = 5.3 Hz,
SD 1H), 7.93 (dd, J = 8.0, 1.5 Hz, 1H), 7.70 (s, 1H), 7.47 (¢, ] = 7.7 Hz,

A | 1H), 7.37 (d, T =8.5 Hz, 1H), 7.33 (d, ] = 5.4 Hz, 1H), 6.84 (d, ] = 2.5
10-4 | Q! WA | Hz, 1H), 6.72 (dd, T = 8.7, 2.5 Hz, 1H), 4.00 — 3.93 (m, 2H), 3.85 (s,
SO | 3H),3.45 (tt, T=12.1,3.9 Hz, 1H), 3.01 (t, J = 12.6, 2.3 Hz, 2H), 2.93

TEA B | (s 6H), 2.26 (dt, T = 12.6,2.9 Hz, 2H), 196 (qd, J = 12.5, 4.2 Hz, 2H),
2 1.30 (s, 9H). MS (ESI) m/z: 595 [M+H]".
Ehtfl6
{ bAfF%IP ~1Q
NN
Y RTYTN
Nea g
NH
NN
iP 1Q

[0208] L&Y IP ~ IQEERIABHYITIAERK -
[0209] TRIH T B LEY R AEEEEENR -

F6. B2 IP ~ IQLERE R B
Y | Gt ARk A Sy
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. "H NMR (600 MHz, Methanol-d4) § 8.31 (s, 1H), 8.20 (d, J = 5.4 Hz,
NN /LN)D 1H), 7.77 (dd, T = 7.8, 1.5 Hz, 1H), 7.51 (t, ] = 7.8 Hz, 1H), 7.39 (s,
UO i 1H), 7.34 (t, ] = 7.6 Hz, 1H), 7.27 (d, ] = 5.4 Hz, 1H), 6.86 (d, 7= 1.8
IP-1 N@o s, | Hz, 1H), 6.74 (dd, T = 8.7, 2.5 Hz, 1H), 4.19 (hept, J = 6.6 Hz, 1H),
v~ | 3.94—3.88 (m, 2H), 3.86 (s, 3H), 3.40 (s, 4H), 3.28 (s, 4H), 3.13 - 2.96
TFA Bz (m, 3H), 2.89 (s, 3H), 2.17 (dt, = 12.6, 2.9 Hz, 2H), 1.87 (qd, T=12.1,
4.0 Hz, 2H), 1.21 (d, J = 6.6 Hz, 6H). MS (ESI) m/z: 615 [M+H]".
P! 'H NMR (600 MHz, Methanol-d4) § 8.40 — 8.25 (m, 1H), 8.21 (d,J =
- H)D 5.4 Hz, 1H), 7.78 (dd, J = 7.8, 1.5 Hz, 1H), 7.50 (s, 1H), 7.43 — 7.30
P2 'Ql I (m, 2H), 7.27 (d, = 5.4 Hz, 1H), 6.82 (d, = 2.5 Hz, 1H), 6.68 (dd, J =
C[ N\AIS) 8.7,2.5 Hz, 1H), 4.20 (h, ] = 6.5 Hz, 1), 4.03 —3.91 (m, 211), 3.86 (s,
NN 3H), 3.73 — 3.56 (m, 2H), 3.37 — 3.25 (m, 2H), 3.22 — 3.08 (m, 2H),
TFA B 3.00 (s, 3H), 1.21 (d, J = 6.7 Hz, 6H). MS (ESI) m/z: 532 [M+H]".
o 'H NMR (600 MHz, Methanol-d4) & 8.43 — 8.26 (m, 1H), 8.20 (d, ] =
L, 5.4 Hz, 1H), 7.77 (dd, T = 7.8, 1.5 Hz, 1H), 7.51 (s, 1H), 7.30 (dd, ] =
| H
/N\O o 33.6, 7.5 Hz, 3H), 6.77 (d, ] = 2.6 Hz, 1H), 6.66 (dd, T = 8.6, 2.5 Hz,
IP-3 NSO s | 1H), 4.20 (hept, T = 6.5 Hz, 1H), 3.99 (dt, J = 15.0, 3.3 Hz, 2H), 3.85 G,
S~ | 3H), 3.40 (it, ] = 12.2, 4.0 Hz, 1H), 2.93 (s, 6H), 2.89 (td, J = 12.7, 2.3
TEA B3 Hz, 2H), 2.25 - 2.18 (m, 2H), 1.89 (tt, J = 12.3, 6.2 Hz, 2H), 1.21 (d, J
= = 6.6 Hz, 6H). MS (ESI) m/z: 560 [M+H]".
\N/
O)D
10-1 e MS (ESI) m/z: 546 [M+H]".
N/
/ (,;C[NAN L/
] N
[¢]
=il
{LEHIR 1S
NN NN
RPN RO
Na S N S
NH NH
(Lo g¢
PY <3\/
IR IS
[0210] {L&¥) IR - ISERIIABRLIEIINA S -
[0211] ™FRIH T ERBCEYIKEEEEER -
=1 ALEY IR ~ ISGERS RFEHE
FFok | 45t R SR/ e E R
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/L)— "H NMR (600 MHz, Methanol-d4) & 8.69 (s, 1H), 8.27 (s, 1H), 8.26 (d,
o ]@ J=54Hz, 1H),7.52 (dd, J=11.4, 7.7, 1.5 Hz, 1H), 7.4 (s, 1H), 7.33
L L | T=54Hz, 1H), 7.30 (t, ] = 7.5, 4.1 Hz, 1H), 7.20 (s, 1H), 4.34 (s,
IR-1 , CIOC XU | 210),4.21-4.15 (m, 2H), 3.84 (5, 3H), 3.41 (1, J = 8.3 Hz, 2H), 2.98 (s,
N NN 6H), 2.66 —2.56 (m, 2H), 1.24 (dd, J = 15.9, 7.1 Hz, 6H), 1.12 (dd, J =
TFA o 16.5, 7.1 Hz, 6H). MS (ESI) m/z: 607 [M+H]".
'H NMR (600 MHz, Methanol-d4) § 8.79 (dd, J = 8.5, 3.8 Hz, 1H),
7.95 (d,J=5.4 Hz, 1H),7.91 (d, ] = 8.6 Hz, 1H), 7.52 (ddt, = 8.6, 7.3,
i)— 1.3 Hz, 1H), 7.44 (ddd, J = 11.6, 7.8, 1.6 Hz, 1H), 7.20 — 7.15 (m, 2H),
Ch °']© 6.71 (d, J = 2.6 Hz, 1H), 6.60 (dd, J = 8.7, 2.5 Hz, 11I), 3.88 (s, 3H),
IR-2 1O A |3.80 (4, T=12.8, 2.1 Hz, 2H), 3.42 (s, 4H), 3.25 (tt, J = 11.9, 4.1 Hz,
\@N,:NI) 1H), 2.80 (td, J = 12.5, 2.2 Hz, 2H), 2.57 (dp, J = 8.6, 7.0 Hz, 2H),
H 2.29-2.21 (m, 2H), 2.10 (s, 4H), 1.86 (qd, J = 12.2, 4.1 Hz, 2H), 1.23
(dd, J = 15.6, 7.1 Hz, 6H), 1.12 (dd, T = 16.4, 7.1 Hz, 6H). MS (ESI)
m/z: 633 [M+H]".
L
~ ¢ j@ +
R.3 0 L : MS (ESI) m/z: 579 [M+H]".
N/
( I QW
N° N
H
TFA B8
1)~ | 'HNMR (600 MHz, Methanol-d4) § 8.71 (s, 1H), 8.24 (d, ] = 5.4 H,
N I | 1H),7:59~7.50 (m, 2H), 7.46 (d, ] = 8.3 He, 1H), 733 (4, T=7.5,3.6
“"@ L Hz, 2H), 6.97 (s, 1H), 6.86 (dd, J = 8.7, 2.5 Hz, 1H), 3.97 (d, ] = 13.9,
IR-4 "\@[ YU | 3.3 Hz, 2H), 3.87 (s, 3H), 3.61 (s, 4H), 3.56 (s, 4H), 3.38 (it, T = 11.8,
N 3.9 Hz, 1H), 3.14 (t, T = 12.3 Hz, 2H), 2.98 (s, 3H), 2.65 — 2.57 (m,
2H),2.29 (d,J=13.0, 3.0 Hz, 2H), 2.01 (qd, T = 12.4, 4.0 Hz, 2H), 1.18
TFA B4 (ddd, J=70.7, 16.2, 7.1 Hz, 12H). MS (ES]) m/z: 662 [M+H]".
'"H NMR (600 MHz, Methanol-d4)  8.76 (d, ] = 8.6, 4.0, 1.0 Hz, 1H),
\_ |791(d,J=53Hz, 1H),7.87(d,1=8.7Hz, 1H), 7.48 (ddt, ] =8.6,7.3,
/L,,p 1.4 Hz, 1H), 7.37 (ddd, J = 11.4, 7.8, 1.5 Hz, 1H), 7.16 — 7.12 (m, 2H),
A © D 6.65 (d, J = 2.5 Hz, 1H), 6.54 (dd, ] = 8.7, 2.6 Hz, 1H), 3.83 (s, 3H),
IR-5 b T 13702 3.63 (m, 211), 2.64 (td, T = 12.3, 2.4 Hz, 2, 2.51 (dp, T = 8.4,
@ XD | 7.0 Hz, 2H), 2.29 (s, 6H), 2.25 (ddt, T = 11.5, 7.6, 3.8 Hz, 1H), 1.98
N 1.93 (m, 2H), 1.61 (qd, J = 12.3, 4.0 Hz, 2H), 1.20 (dd, J = 15.6, 7.1
Hz, 6H), 1.08 (dd, J = 16.4, 7.1 Hz, 6H). MS (ESI) m/z: 607 [M+H]".
/Lp\}— 'H NMR (600 MHz, Methanol-d4) § 8.72 (s, 1H), 8.25 (d, J = 5.4 Hz,
5 ]@ 1H), 7.54 (m, 2H), 7.47 — 7.40 (m, 2H), 7.36 — 7.28 (m, 2H), 7.20 —
N HN 7.14 (m, 2H), 3.94 (d, ] = 13.4 Hz, 2H), 3.66 (d, J = 11.5 Hz, 2H),
IR-6 V“O NS, | 3.37-3.27 (m, 2H), 3.15 (d, = 13.3 Hz, 2H), 3.00 (s, 3H), 2.61 (dp, J
u/’\\N 7 |=8.6,7.1Hz, 2H), 1.18 (ddd, J = 72.0, 16.2, 7.1 Hz, 12H). MS (ES])
TFA B8 m/z; 549 [M+H]".
ﬁ%@ '"H NMR (600 MHz, Methanol-d4) & 8.59 (s, 1H), 8.26 (s, 1H), 8.24 (d,
| HN J=5.3 Hz, 1H), 7.56 (dd, ] = 13.0, 7.7 Hz, 1H), 7.43 (s, 1H), 7.35 —
IS-1 (ﬁo NS, | 7-29 (m, 2H), 7.18 (s, 1H), 4.34 (s, 2H), 4.17 (1, J = 8.4 Hz, 2H), 3.84
T S~ | (s, 3H), 3.39 (t, T = 8.3 Hz, 2H), 2.99 (s, 6H), 2.24 — 2.09 (m, 4H), 1.14
—, (dt, T =177, 7.6 Hz, 6H). MS (ESD) m/z: 579 [M+H]".
TFA &8
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NN
RO
Z

N s
OO /I\
W
S
ES 0
IT

"H NMR (600 MHz, Methanol-d4) § 8.67 (s, 1H), 8.21 (d, J = 5.4 Hz,
/\? 1H), 7.59 (dd, T=12.9, 7.7 Hz, 1H), 7.54 (s, 1H), 7.32 (dt, ] =23.9, 6.5
O g D Hz, 3H), 6.80 — 6.77 (m, 1H), 3.96 (dt, J = 12.7, 2.3 Hz, 2H), 3.85 (s,
s2 | G 4 77| 3H), 3.75 - 3.68 (m, 2H), 3.39 - 3.32 (m, 1H), 3.20(q, 1 =9.5,9.0Hz,
@ im 2H), 2.91 (td, J = 12.8, 2.3 Hz, 2H), 2.30 (dg, J = 12.0, 2.5 Hz, 2H),
NN 2.24 - 2.10 (m, 6H), 2.05 (dd, J = 16.1, 9.9 Hz, 2H), 1.89 (qd, J = 12.3,
TFA B3 4.1 Hz, 2H), 1.14 (dt, J = 17.8, 7.6 Hz, 6H). MS (ESI) m/z: 605
[M+H]".
"H NMR (600 MHz, Methanol-d4) § 8.63 (s, 1I), 8.23 (d, J = 5.4 Hz,
NN »} 1H), 7.60 (ddd, J = 12.9, 7.8, 1.5 Hz, 1H), 7.56 (t, ] =7.3 Hz, 1H), 7.42
A | gND (d,7= 8.6 Hz, 1H), 7.36 (ddd, J = 8.6, 5.4, 1.9 Hz, 1H), 7.30 (d, T = 5.4
1S3 U@o JI) Hz, 1H), 6.92 (d, J = 2.5 Hz, 1H), 6.80 (dd, ] = 8.7, 2.5 Hz, 1H), 3.95
x>~ | (4,J=12.8 Hz, 2H), 3.87 (s, 3H), 3.52 (s, 4H), 3.42 (5, 4H), 3.24 (1, | =
10.9 Hz, 1H), 3.08 (t, J = 12.2 Hz, 2H), 2.95 (s, 3H), 2.23 (d, T=12.1
TEA B3 Hz, 2H), 2.20 — 2.11 (m, 4H), 1.95 (q, J = 11.6 Hz, 2H), 1.14 (dt, ] =
17.7, 7.6 Hz, 6H). MS (ESI) m/z: 634 [M+H]".
\ "H NMR (600 MHz, Methanol-d4) & 8.60 (s, 1H), 8.21 (d, J = 5.4 Hz,
F 1H), 7.58 (dd, T = 12.9, 7.8 Hz, 1H), 7.51 (s, 1H), 7.35 (q, ] = 8.9, 7.5
N | ‘ij@ Hz, 2H), 7.31(d,J=5.4 Hz, 1H), 6.81 (d, ]=2.5 Hz, 1H), 6.69 (dd, J =
1S4 LN 0 A s |87, 25Hz, 1H), 3.96 (d, ] = 13.2 Hz, 2H), 3.85 (s, 3H), 3.67 (d, ] =
\[ZN A, [, | 10.4 Hz, 2H), 3.36 — 3.27 (m, 2H), 3.18 (t, T = 12.8 Hz, 2H), 3.00 (s,
H 3H), 2.23 — 2.08 (m, 4H), 1.14 (dt, J = 17.7, 7.6 Hz, 6H). MS (ES])
TFA m/z: 551 [M+H]".
/\} "H NMR (600 MHz, Methanol-d4) & 8.63 (s, 1H), 8.24 (d, J = 5.4 Hz,
R J j@ 1H), 7.60 (dd, J = 12.9, 7.6 Hz, 1H), 7.53 (s, 1H), 7.45 — 7.39 (m, 2H),
1S-5 0 HN 7.36 (t, J = 7.5 Hz, 1H), 7.32 (d, ] = 5.4 Hz, 1H), 7.18 - 7.13 (m, 2H),
\(:L g S, |3.93 (d, J = 13.8 Hz, 2H), 3.73 ~ 3.58 (m, 2H), 3.36 - 3.32 (m, 2H),
NN 3.11 (s, 2H), 3.01 (5, 3H), 2.24 — 2.09 (m, 4H), 1.13 (dt, T = 17.8, 7.6
TFA B Hz, 6H). MS (ESD) m/z: 521 [M+H]".
"H NMR (600 MHz, Methanol-d4) & 8.61 (s, 1H), 8.21 (d, J= 5.4 Hz,
A) 1H), 7.59 (ddd, = 12.9, 7.7, 1.5 Hz, 1H), 7.53 (s, 1H), 7.41 — 7.33 (m,
| g ]@ 2H),7.31 (d,7=5.4 Hz, 1H), 6.85 (d, ]=2.6 Hz, 1H), 6.74 (dd, T = 8.6,
156 - Q L 2.5 Hz, 1H), 3.98 (dp, ] = 13.0, 2.1 Hz, 2H), 3.85 (s, 3H), 3.45 (tt, ] =
7@[ e S 12.1,3.9 Hz, 1H), 3.02 (td, ] = 12.8, 12.4, 2.3 Hz, 2H), 2.94 (s, 6H),
NN 2.26 (dt, J=13.5,2.7 Hz, 2H), 2.22 — 2.08 (m, 4H), 1.96 (qd, ] = 12.3,
TFA B8 4.0 Hz, 2H), 1.13 (dt, J = 17.7, 7.6 Hz, 6H). MS (ESI) m/z: 579
[M+H]".
B8
{LEPIT
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[0213] TR T B LGV R EREEER -
[0214] &8. (L&Y ITEEHE KRR

BEZHE 11084 A 30H

Fro | &518 IR SRR/ B s E R
£ | 'HNMR (600 MHz, Methanol-d4) & 8.87 (s, 1H), 8.25 (d, T = 5.4 Hz,
ST | 1H),8.04 (dd,=7.9, 1.3 Hz, 1H), 7.85 (dd, J="7.7, 1.4 Hz, 1H), 7.79
1 $ J\IS) (td, =75, 1.4 Hz, 1H), 7.69 (td, J= 7.7, 1.4 Hz, 1H), 7.35 (d, ] = 5.4
CICIU NI | Hz, 1), 7.10 (s, 1H), 6.16 (s, 2H), 4.28 (5, 2H), 4.10 (t, J = 8.3 Hz,
I N7N
NN 2H),3.91 (s, 3H), 3.53 (hept, ] = 6.8 Hz, 1H), 3.33 — 3.29 (m, 2H), 2.91
° (s, 6H), 1.24 (d, ] = 6.8 Hz, 6H). MS (ESD) m/z: 596 [M+H]".
TFA B
_ 'H NMR (600 MHz, Methanol-d4) 5 8.28 (d, J = 5.3 Hz, 1H), 8.05 (dt,
E%gp J7=17.9,0.9 Hz, 1H), 7.81 - 7.78 (m, 2H), 7.72 — 7.67 (m, 1H), 7.49 (d,
N S8 Y |1=8.7He, 1H), 733 (4, J = 5.4 Hz, 1H), 6.80 (s, 1H), 6.69 (d, 1 = 8.1
IT-2 (v Aos, | Hz, 1H), 6.09 (s, 2H), 3.95 (d, T = 12.8 Hz, 2H), 3.88 (s, 3H), 3.65 (d, J
N
\QN)LN/ /| =12.1Hz, 2H), 3.49 (hept, ] = 6.8 Hz, 1H), 3.33 - 3.26 (m, 2H), 3.15
H (s, 2H), 2.99 (s, 3H), 1.27 (d, J = 6.8 Hz, 6H). MS (ESI) m/z 568
TFAES [M+H]".
\N Q ’P
3 (}O LY | MS (BSD miz: 651 [M+HT"
N NG
T
o | 'HNMR (600 MHz, Methanol-d4) & 8.01 (dd, J = 7.9, 1.3 Hz, 1H),
&Y | 7:94(d, =54 Hg, 1H),7.79 (dd, J=7.9, 1.3 Hz, 1H), 7.72 (td, T = 7.6,
T4 0(/\ 0 1.4 Hz, 1H), 7.62 (td, T =7.6, 1.4 Hz, 1H), 7.56 — 7.52 (m, 2H), 7.19 (d,
”O Nﬁ} J=5.3 Hz, 1H), 6.97 - 6.92 (m, 2H), 6.02 (s, 2H), 3.85 — 3.80 (m, 4H),
H*N/ 3.56 (p, J = 6.8 Hz, 1H), 3.08 (t, J = 47 Hz, 4H), 1.24 (4, ] = 6.8 H,
TEA &8 6H). MS (ESI) m/z: 525 [M+H]".
"H NMR (600 MHz, Methanol-d4) § 8.07 (d, J = 8.7 Hz, 1H), 8.01 (dd,
7=17.9,13 Hz, 1H), 7.96 (d, ] = 5.4 Hz, 1H), 7.75 (dd, ] = 7.9, 1.4 Hz,
| Q‘SQ 1H), 7.71 (td, T = 7.5, 1.4 Hz, 1H), 7.61 (td, J = 7.6, 1.5 Hz, 1H), 7.19
s | A~ T o L, |(¢J=53Hz 1H),6.66(d,J=2.6Hz, 1H),6.59 (dd, J= 8.8, 2.6 Hz,
- T b2 . iH), 600 (s, 2H), 3.87 (s, 3H), 3.68 (dt, T = 12.9, 3.2 Hz, 2H), 3.59 (p,
N
\CIN L2 [1=68Hz, 1H), 2.66 (td, T = 12.3, 2.3 Hz, 2H), 2.37 - 2.31 (m, 7H),
H 1.98 (dt, T = 12.7, 2.8 Hz, 2H), 1.64 (qd, J = 12.3,4.0 Hz, 2H), 1.27 (d,
J = 6.9 Hz, 6H). MS (ESI) m/z: 596 [M+H]".
'"H NMR (600 MHz, Methanol-d4) 8 8.02 (dd, J = 7.9, 1.4 Hz, 1H),
03@ 7.95(d,7=5.3 Hz, 1H), 7.80 (dd, J=7.8, 1.3 Hz, 1H), 7.74 (td, ] = 7.6,
6 |y T L 1.4 Hz, 1H), 7.63 (td, J="7.7, 1.3 Hz, 1H), 7.56 — 7.52 (m, 2H), 7.20 (d,
L s | 7=5.3 Hz, 1H), 6.98 - 6.96 (m, 2H), 6.03 (s, 2H), 3.57 (p, ] = 6.8 Hz,
@ ) | 1H),3.17(t, 7= 5.0 Hz, 4H), 2.66 (t, ] = 5.0 Hz, 4H), 2.37 (s, 3H), 1.25
NN (d, ] = 6.8 Hz, 6H). MS (ESI) m/z: 538 [M+H]".
EHH19
{E&PIU
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[0215] {£5Y) TUMERIAGRDIH T A SR -
[0216] THRILT EB(LEYNEBETER -
[0217] R9. (L&Y IUGERE KRB

Pt | &5

PR R R

'H NMR (600 MHz, Methanol-d4) § 8.22 (d, J = 5.4 Hz, 1H), 8.20 (s,
1H), 8.13 (d, T =8.1 Hz, 1H), 7.93 (dd, J=7.9, 1.6 Hz, 1H), 7.63 (t, T =
8.0 Hz, 1H), 7.52 (t, I = 7.7 Hz, 1H), 7.31 (d,J = 5.4 Hz, 1H), 7.14 (s,
1H), 4.34 (s, 2H), 4.15 (¢t, ] = 8.3 Hz, 2H), 3.83 (s, 3H), 3.35 (t, J= 8.3
Hz, 2H), 3.01 (s, 6H), 2.69 (s, 6H). MS (ESD) m/z: 582 [M+H]".

TFA B
~ l@
\N I
L o
U-=2 o
TFA &8

"H NMR (600 MHz, Methanol-d4) 8 8.24 (d, J = 5.4 Hz, 1H), 8.04 (d,
J=7.6Hz, 1H),7.99 (dd,J=8.1, 1.5 Hz, 1H), 7.75 (td,J= 7.8, 1.5 Hz,
1H), 7.64 — 7.57 (m, 1H), 7.43 (d, ] = 8.7 Hz, 1H), 7.31 (d, J = 5.4 Hz,
1H), 6.94 (s, 1H), 6.72 (dd, I = 8.7, 2.5 Hz, 1H), 3.90 — 3.85 (m, 5H),
3.53 (s, 4I0), 3.40 (s, 4H), 3.27 — 3.20 (m, 1H), 3.14 (t, J = 12.3 Hz,
2H), 2.95 (s, 3H), 2.68 (s, 6H),2.23 (d, = 13.0, 2.9 Hz, 2H), 1.97 (tt, ]
=12.2, 6.2 Hz, 2H). MS (ESI) m/z: 637 [M+H]".

'H NMR (600 MHz, Methanol-d4) § 8.22 (d, J = 5.4 Hz, 1H), 8.08 (s,
1H),7.97 (dd, T= 8.0, 1.5 Hz, 1H), 7.72 (t, = 7.8 Hz, 1H), 7.57 (t, I =
7.7 Hz, 1H), 7.32 (d, ] = 8.6 Hz, 1H), 7.30 (d, J = 5.4 Hz, 1H), 6.76 (d,
T =2.6Hz, 1H), 6.56 (s, 1H), 3.91 (d, 2H), 3.85 (s, 3H), 3.65 (d, J =
12.1 Hz, 2H), 3.31 — 3.26 (m, 2H), 3.12 (¢, J = 12.9 Hz, 2H), 2.9 s,

TFA B 3H), 2.68 (s, 6H). MS (ESI) m/z: 554 [M+H]".
Gt |
AYE R

{bE VI RS A E RTINS

[0218] L&Y ¥R Be ALKHEYJE {4 18 48 H HI i 3 BE 13 8 4 i %
EMLA4-ALK-BaF3 » EML4-ALK(L1196M)-BaF3 - NPM-ALK-BaF3 » F1%74:
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7 BaF3f 4 £ 3#EfTEHE (Proc. Natl. Acad. Sci. US A., 2006, 103, 3153-8.) -
% B8 12 # A9 41 B Z EMLA-ALK-BaF3 » EMLA-ALK(L1196M)-BaF3 Fl
NPM-ALK-BaF3iy4E R AR EBEEY: - (&S sEIHEES ALK 575
TEB ALK RS B RR A E MR AE I I HLABEE BaF 341 4: & - T 7 4 ZUBaF3
HYAIAE A= S B ALK ALK ERSR BB ATIE M - I/ L &y 5 42 BUBaF3
AMREEY A REVEZE T DISHEH B EY: - NI EA S B4 5 BaF3fu s
fB#Ey EML4-ALK-BaF3 » EML4-ALK(L1196M)-BaF3 » NPM-ALK-BaF3
[ ICsoy EE{E MRS B A EAFAVER [ f: -

[0219] EfgsBaTs AT

1) 3225 : DMEM (Dulbecco's modified eagle medium) 55 RPMI1640 (&
10% HA4RI » 100 pg/mLEFHHE - 100 ng/mLEEHE) -

2 )5 MTSKZFE (22 mg/mLATMTS [3-(4> 5~ FEEIEIE-2-25)-5-(3-
2 E B S B F E& 2@ B F K )2H W oM o f
EE 1(3-(4,5-dimethylthiazol-2-y1)-5-(3-carboxymethoxyphenyl)-2-(4-
sulfophenyl)-2H-tetrazolium, inner salt); 100 pg/mL fy PES (phenazine
methosulfate) )

3) & AR - BRI E VM ( EML4-ALK-BaF3 - ¢
EML4-ALK(L1196M)-BaF38(NPM-ALK-BaF3 ) (2x10*#/7L.) 8 A 96-F.,
SRR > YIRERASTE K90 L > AMEIIASBEEE LAY uL (R
FER10 pM - (RTFZ1/3ZERATRE - LB S EEMREEL - #84$120.1% DMSO

(ZFRELGERR) ) - )R M AR BN MRS B RS F (37 C 5 5% CO,)
48 h > BIA20 \LAIMTSKFERR » SR BN ER T (37°C
5% CO,) WEE 1-4 hr ; $7FIEGZE (VARIOSKAN FLASH, Thermo ) 8490

nmif & FEIODIE - AHAEEBRIYE = (EFT - MR A0.1% DMSOREE
5 191 1 - £ 198 F(RHIRHSH)
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MR > DA SHE M EaYnisa R HZE A SR - fiiE RIIHIZREAT

TAREE -
AR %=1~ (ODEEAA-ODZEAE ) / (ODRfEAE- ODZEEH)
*100%

4) ICs{EETER MR EHIAHAE A RANHIZRF] F GradPad Prism SRS
TR EEYEAN A A RA-FAIRIRE -
[0220] =& 10. (L&Y 15 A SR B Sy A RAIGIEYE

1LEYIERR NPM-ALK EMILA-ALK EMILA-ALK L1196M
1A-1 87.60% 94.91% 99.02%
1A-2 87.64% 98.91% 99.84%
1A-3 92.74% 99,76% >99%
A4 86.01% 99.57% 98.09%
I1A-5 90.94% ND ND
IB-1 96.70% 87.30% 83.47%
IB-2 94.40% 82.88% 81.71%
IB-3 94.23% ND ND
IB-4 95.97% ND ND
IB-5 88.89% ND ND
IB-6 93.25% ND ND
IB-7 92.75% ND ND
IB-8 83.67% ND ND
IB-9 88.45% ND ND
IB-10 80.02% ND ND
IB-11 60.90% ND ND
IB-12 55.87% ND ND
IB-13 90.34% ND ND
IB-14 48.05% ND ND
IB-15 83.28% ND ND
IB-16 77.49% ND ND
IB-17 85.95% ND ND
IB-18 66.06% ND ND
IB-19 84.89% ND ND
IB-20 65.96% ND ND
IB-21 72.14% ND ND
IB-22 87.35% ND ND
IB-23 96.71% ND ND
IB-24 97.41% ND ND

55192 K » 4% 198 H(EHHRHAS)
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IB-25 61.42% ND ND
IB-26 97.28% ND ND
IB-27 ND ND ND
IB-28 96.55% ND ND
IB-29 97.53% ND ND
IB-30 ND ND ND
IB-31 ND 98.13% 97.34%
IB-32 ND 95.03% 96.34%
IB-33 ND 98.33% 98.19%
IB-34 ND ND ND
IB-35 ND 96.77% 96.56%
IC-1 82.36% ND ND
IC-2 54.98% ND ND
IC-3 46.54% ND ND
IC-4 53.21% ND ND
ID-1 73.44% ND ND
ID-2 44.70% ND ND
ID-3 83.62% 92.94% 93.96%
ID-4 90.69% 98.45% 99.40%
ID-5 93.89% >99% >99%
ID-6 -24.08% 99.88% 100.75%
IE-1 69.50% 96.95% 100.10%
IE-2 50.46% 98.18% 97.77%
IE-3 85.47% 96.71% 99.06%
IE-4 93.60% 96.73% 97.75%
IE-5 87.58% 98.98% 99.45%
IE-6 0.00% 98.46% 98.86%
IE-7 86.09% 98.83% 99.80%
IE-8 84.16% 97.96% 99.46%
TF-1 6.16% >99%, 99.15%
IF-2 2.77% 3.41% 13.02%
IF-3 12.03% 87.14% 81.18%
IG-1 22.16% ND ND
IG-2 17.41% ND ND
1G-3 21.60% ND ND
1G-4 87.62% 97.81% 97.53%
1G-5 10.90% >99% >99%
1G-6 3.07% ND ND
TH-1 12.73% ND ND
H-2 85.14% ND ND
IH-3 79.24% ND ND
IH-4 26.67% ND ND
IH-5 84.15% 98.00% 96.03%

5 193 H » 3t 198 H(BHIHD)
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IH-6 84.52% 97.79% 97.60%
IH-7 15.13% ND ND
1I-1 46.34% ND ND
11-2 28.08% “ND ND
113 84.13% ND ND
11-4 46.65% ND ND
I1-5 31.55% ND ND
11-6 36.87% 92.94% 93.96%
11-7 79.49% 98.45% 99.40%
11-8 86.63% >99% >99%
11-9 89.95% 99.88% >99%
0-1 87.09% >09%, >99%,
-2 87.74% 99.30% 99.78%
-3 84.77% 99.93% >99%
-4 88.85% >09%, >99%,
-6 81.90% >99% >99%
IK-1 86.74% >09% >099%
IK-2 82.80% 99.99% >99%
IK-3 82.53% >99% >99%
IK-4 77.36% 99.28% 99.95%
IK-5 85.47% 99.64% 100.40%
IK-6 90.17% 99.31% 100.37%
IL-1 73.70% ND ND
IL-2 54.80% ND ND
IL-3 56.77% ND ND
IL-4 45.79% ND ND
IM-1 94.18% ND ND
IM-2 20.59% ND ND
IM-3 52.52% ND ND
IM-4 53.12% ND ND
CIN-1 17.66% 99.99% 98.86%
IN-2 16.21% 99.24% 98.76%
IN-3 12.26% 98.77% 98.28%
IN-4 7.09% 98.26% 98.44%
IN-5 6.73% 30.88% 46.70%
IN-6 46.71% 98.43% 97.84%
IN-7 70.02% >09% >99%
Crizotinib 96.54% 98.47% 85.88%
L&Y NPM-ALK EMIA-ALK EML4-ALK L1196M
10-1 ND 97.09% 96.58%
10-2 ND 96.03% 98.13%

% 194 H - 3t 198 H(ZEHRHES)
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10-3 ND 98.68% 97.65%
104 ND 96.97% 97.86%
IP-1 ND 97.43% 97.42%
IP-2 ND 97.29% 97.48%
1P-3 ND 99.09% 98.26%
1Q-1 ND 96.91% 94.32%
IR-1 ND 97.50% 97.63%
IR-2 ND 96.34% 93.30%
IR-3 ND 99.24% 98.46%
IR-4 ND 98.42% 97.88%
IR-5 ND 98.28% 97.84%
IR-6 ND 98.29% 97.84%
IS-1 ND 198.74% 98.38%
I1S-2 ND 98.19% 97.72%
IS-3 ND 101.14% 100.43%
IS-4 ND 102.67% 100.85%
IS-5 ND 102.85% 100.86%
IS-6 ND 99.55% 98.48%
IT-1 ND 99.75% 99.20%
IT-2 ND ND ND

IT-3 ND 87.79% 78.32%
IT-4 ND 100.27% 99.71%
IT-5 ND 100.97% 99.92%
IT-6 ND ND ND
1U-1 ND ND ND
1U-2 ND ND ND
1U-3 ND ND ND
Crizotinib 96.54% 98.47% 85.88%

*BUERRELEYIRER3.3 pM N H4HAEAI A RINHIZ - Crizotinib (FEM:
Be) BRGHEEHR - NDIEARRE -
& 11 {EEY) IB-1HE B ALKEZE S48 1 Bab 340 T Y 4 R AN HIE 1%

( IC5()/IIM )

Cood o | EMIA-ALK-T | EMIA-ALK | EMLA-ALK- | EMLA-ALK | EMLA-ALK-
mp 1171T -G1202R S1206Y -G1269A L1196M
IB-1 <4 10 <4 <4 <4

%195 H - 3£ 198 H(FIHRASD)
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Crizotinib* 216 704 46 319 565

eV R AR £ RATHE

[0221] ZERIARER MR R 0T 400E - S8 Ralk (1) WOTREITHE -

(0222 ] EHIEA RO B R AR A REEEAHAE - 2A1000-100004HAE/FLINA 96-FLES
BN R EAERIMEEY - HesR Bl (1) 17k

[0223] {E&%) IB- 1505 ALK ARAT R H3 12281 My is A4
MEFEK arpas-299 5 REFHVANHIEY: - DA LIEMEE R AT LUEH - BIRE
MBSV E S Y R AR B -

R 12. {b&Y) 1B-1 iR 4RI BaF 34HRRAY A= RATRIE

Cmpd ID | H3122(ICs¢/nM) | Karpas-299(ICs¢/nM) | BaF3 (ICs¢/nM)

IB-1 15 <4 1601

Crizotinib 185 61 1327

*Crizotinib (SgMEEIE) MURFGIEER » NDHEEARALE -

AN T

1. \EEPNB-11FEMLA-ALK (G1202R ) -Ba/F3#R & EREM G Rt Rl b
BENGEEER (BLE)D
[0224] AKFERBIVIEFIBALB/c(nu/nu)BRE, » BERES - 4-63H1% - &
#18+2g - SPRAIRESEE » BAIREIRIE - HREIA A B B
% BEHEREUK » fREFI2 h EREE -
[0225 Y& & At FFEML4-ALK(G1202R)-Ba/F34Hf35 FS PRMI- 1 6405228575 A1l
A10%FaIUERRE - MBTRER3T C » 5% COM BRI -
[0226] AMAEAEREEV R B TR - BRIt R
HE - BECMEHPBS/ERL - FIPRMI-164055 8 R BB 6 R BEARREOR © SRR

BL1x10%200 pLATAEE - FI1 mLiE 51254, 550 8108 R Bl A R T B 3%
5196 H - - 198 H(&HH:HHE)
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FARR - B/ BRI THE /NGRS T SR
H - EFERREES]150 mm’ A AIS BRI N T4 - ERESH 5 2=
» 73 E HFAUE4EE - 45854H 97 RIB-1 60 mg/kg (1X/K) 40 mg/kg
(2K > bid) - DIIR4EEE - HEGEEIOKR - [ IS S EER - &
BEHRSRXNEHYRENEEAN  SHBZRDH NSRS  f—x
46 h (ISR & RELRIEREST/ NG, » AUER - ME I - e
FE#ETR (Tumor Volume, TV) AYFTEATR : TV = 1/2xaxb’ » Hra,bs3 5l
TR RRIER -

[0227]) WEIEFTR > {EEYB-14£EMLA-ALK (G1202R ) -Ba/F378E &
e R P EEHIREE AR - A) {LAYIB-1535I7E60 mgke (1%
KD ~ 40 mglkg (2/K - bid) Hl& - MRAEEE > HEELEEI0R » fERE4E
RIGHEEETIH]  B) R4 SRR P - 402840/ RIS Sk 3R EES L
RFH NEH Y ERUFIIN 2 - 1B-1fEEEEEIEA -

2. {b&IB-14£H3 1 22 8 R A R B S AR A A R R B o B I e e
& (52E)

[0228] ARIGAERENY)EFBALB c(nw/nu)¥RER, - MEHE&F > 4~61EH5 - B
E&Y18+2g > SPFARIRITEIE - BASREEEE - SRR UEEEEER
B BEIBEUK » (REF12 h ERETE -

[0229]) E AT HINCI-H3 1 22415358 FHPRMI- 1640555 LA L 0% & 4R 1555
B2 QIFTRCER3T C » 5% COBSBFEIRE -

[0230] 4MpEREREAR I BRI AR ER A T RA AN | IER ISR B R4
R - BE LR FIPBSIESE » FIPRMI-1640528 R BB R B AHRAGR - G 1
B5>10°200 pLARAE S - FI 1 mLEETE8(4. 555 61T FERR B A ATIRITE K7 T3k

SRR - BT/ BRSO 8 A/ NS aE H i Bt e
197 H - £ 198 H(ZHRHED)
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(755

EEZER  1104£7H 26 B
& A REE 150 mm’ AR B NEBTT 4 - SH4ESH I
& ordE HBG%EE - %8 E 0 RIB-1 30 mgkg (1K) - 50 mg/ke

(13R/R) - B MEBIR4H 44 Crizotinib 50 mg/kg (1Z0/R) - Rtk EimRsALL S

=AM BEGEEIK - BB RN ES R ENEEA/) - GHE

ZLRLER/NEARAR - (R —IRAAEES h 1R A S%IK & EEERIRERRSE/ NG, » Y
R > TEENGIRIRECH, - FERAGHE (Tumor Volume, TV) HYETE ARy
TV = 1/2xaxb’ » Hrha,bsy Bl RERERFIERE -

[0231] wEB2MEFTR - fLEYIB- 172/ NFf TR H3 1 2240 R AR B B g TS
TR P R E IR A & - A) {LEYIB-153BIE30 mg/ke (1R/K)
50mg/kg (1/R) BIE » TIIR4EEE - HEGEE ISR » REE 4 RIGHWEE
#1: B) FEEERE AT - SN/ NN EII RIS - R NEE
RV TR o IB-1{EHESEENER

[0232] DA EFrtayfE R AR — g = - SRS ERAT
ABHRER - TEARBEAZIHANERBENAET - B DS T #- R
# o BB A PR REEE -

LD

[0233]
Crizotinib : TEHESE
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