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The present disclosure features compounds of Formula I,

R QoR o [RR
(R™")p s L2
(\ XN LY (R,

z! | ' i

- R1
\X1_22 X2

R'IO

Formula 1

or pharmaceutically acceptable salts thereof, and formulations containing the same. Methods of treating

BAF complex-related disorders, such as cancer, are also disclosed.
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or pharmaceutically acceptable salts thereof, and formulations
containing the same. Methods of treating BAF complex-related
disorders, such as cancer, are also disclosed.
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WG R % ~ 5 B B (temozolimide) ~ {7 17.%5 B (irinotecan) ~ CAR-T&
/%~ WFFE T (herceptin) ~ THIERF (perjeta) ~ fth 52E& 75 (tamoxifen) ~ 777 ZE 2
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i~ BEEE T (demcizumab) ~ FFE i) T (fosbretabulin) 2 PDL 1 ]I )
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[0073) FLpii HiEk2E—F 2 —SERHI+ » BEEFNCHETE
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R & - fLpii A F—B 2 —EEMF - ZEE~ B ARCHEE
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B ZoEEE N BRSO E -~ BA E S ORI (ALK) SE B 282 -
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B o Lt A E—FH L BB T - ZBRCGIEZEGNELE L
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[0074] FE55—REEETH - AR —TENALTEE Z(HRTIEE
FABAFRH R < = B (BI0 » FEFEBOR B R < J70E « M7 A G S (E A Bl
AUME ZAIUEEY) T 2 E—B R B & F i Z BsAT il B S5 &)
FoE—ERE - A -SBFHHOT > ZERRHRERE  HGRIUNTREL
Bt R g% 9% 5 B (Retroviridae family) > 5% %0118 J7% 25 (lentivirus) ({1
W NE R H A % 5 (Human immunodeficiency virus » HIV) % 8 &7 ## g%
7 2 (deltaretrovirus) (40 » AT MIH K FET (human T cell
leukemia virus I > HTLV-I) ~ A ¥ET4HRE & 1% % Z 11 (human T cell

leukemia virus II » HTLV-II)) ~ "EfFDNAJF &E R} (Hepadnaviridae family)

(40 - BEYFTF 3% 9% 5 (hepatitis B virus » HBV)) - &% & F} (Flaviviridae
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family) (40 > CZ AT 3% 95 25 (hepatitis C virus > HCV)) ~ BRiH & #
(Adenoviridae family) (40 > AZEHE %= (Human Adenovirus)) ~ &K
% £l (Herpesviridae family) ( Il #1 - A % E 40 B /¥ % (Human
cytomegalovirus » HCMV) ~ 3 5] [C -2 7§ [C 5% 2 (Epstein-Barr virus) »
B2 a1 (herpes simplex virus 1 > HSV-1) - B4 f & K 5 2
(herpes simplex virus 2 > HSV-2) + Ak % 56 (human herpesvirus
6 > HHV-6) ~ B & K* (Herpesvitus K*) ~ CMV ~ /KGR SE 2% 25
(varicella-zoster virus)) - .98 %4 % 2= R} (Papillomaviridae family) ({§
40 > AN FBHE % 2 (Human Papillomavirus) (HPV ~ HPV El1)) ~ dll/MFE
Z Rl (Parvoviridae family) ({40 > 4H/NFEZEB19 (Parvovirus B19)) ~ %78
&R (Polyomaviridae family) (f140 - JC 3 K BKIF ) ~ 83K ER
(Paramyxoviridae family) (40 - fif 2755 (Measles virus)) ~ #EFF R
(Togaviridae family) (f5]%0 - & 2 % % (Rubella virus)) o {£ — £ & i §
F o ZE BART S P HTE R (Coffin Siris) ~ fHASER4EREIR (F140 - NF-
1~ NF-2 &8 B0 R 07 ) B0 25 2 M S R g

[0075) fE5s—REkEd - KEFHRE—TERANEALFZEZ(ERF
ERIRE R )TE o A EHZERE AR E A bEY T 2
F—EECHEEE L MR AP 2 —F - A — S HE
Bl ZEBREGUTRE RS - RESRHREN - #B08RE
a0 - NE SRk AR 3 (HIV) Ko RO kR 3 (B4 - ASATHEAE 3 i A
#H1 (HTLV-D) - AT A MFEREIT (HTLV-1D) - EEHFDNAJRFERH(F]
0 - BAIRFRIHEMHABY)) ~ =R HER (B - CRIFF R HCV)) ~ BRIE
ERHEI - NERRE) - EERER@IW - NEEHRREHCMV)
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VEBHK-ERKRESE - B iEl (HSV-1) - HaifgBRE2 (HSV-
2) ~ NHiHEZIHE6 (HHV-6) ~ B A EZK* -~ CMV ~ /KGR B A
) AEBEREER G - NHAIEE RS HPV ~ HPV E1)) ~ di/NF 3
FHEAD - di/NMEEEB19) ~ ZREHEERN B - ICH & RBKFEE) ~ BIRHA
BRGIA > WiB R ) SRR E R BT > BB R E) o
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BV BOERRE - BIYIRRE - A B - B R R i R A
& & AEEEZEREEANE AL EY T 2 E— 2 25
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[0078] fES5—RERET - AEHANKEELE —EAFHEEFTEEER
i~ AUYIRRTE ~ AL B BRI E L AR 2 A
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[0082)] RN EHE I E—FH 2 —BEHHF » HENSE > AR
EZEEYEBRGI 2 EE R/BUEHREEZED5% (FlW > 6% ~ T% -
8% ~ 9% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% -
55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% K 95%) - T — LB Jif
pig - HER 2% > AREZLEYHBRGl 2 &8 R/BUEERFEEE D
50% (@40 > 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% =
95%) « E—ELEH B+ > ANE Z (LAWK BRGL 2 & & K/BUEMEFEK
2 /090% (140 > 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% =,
99%) o

[0083]) fE—HFMHIF - HIEZN2%F > AREZ(LEYRBRGI
ZaE RIBUEMEFREE V5% (Bl 0 6% ~ T% ~ 8% ~ 9% ~ 10% ~ 15% -
20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% -
75% ~ 80% ~ 85% ~ 90% K 95%) » FEHE 2 /D 12/NBE (40 > 14/NBF ~ 16/
B~ 18/NBF ~ 207\ ~ 22/NEF ~ 24/N\BF ~ 30/\BF ~ 36/NBF ~ 48/NBEF ~ 72
INFECEAR) « E—EBEHAIF - HN2%E  ARE 2 L&aYKBRGL Z
&8 R/IBEEREEDS% (Fld > 6% ~ 7% ~ 8% ~ 9% ~ 10% ~ 15% ~
20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% -
75% ~ 80% ~ 85% ~ 90%E95%) » FEIF £ /D4R MBI » 5K ~ 6K ~ TR ~
14K ~ 28 RECEA) -

[0084]) HEEXEHE(E—FH 2 —BEHHF » HENSE > AR
B LEYKBRM Y &8 K/BUEMEREEDS5% (P14 > 6% ~ 7% ~ 8% -

9% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% -~
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it e% > HNE (LS YEBRMY 48 K/ISEEEEZE D50% (]
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75% ~ 80% ~ 85% ~ 90% K 95%) » FEHE 2 /D 12/NBE (40 > 14/NBF ~ 16/
B~ 18/NBF ~ 207\ ~ 22/NEF ~ 24/N\BF ~ 30/\BF ~ 36/NBF ~ 48/NBEF ~ 72
/INIFECEER)  fE—EE I - HERSE > ARE Z(LEYKBRM 2
&8 R/IBEEREEDS% (Fld > 6% ~ 7% ~ 8% ~ 9% ~ 10% ~ 15% ~
20% ~ 25% ~ 30% ~ 35% ~ 40% ~ 45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 70% -
75% ~ 80% ~ 85% ~ 90%E95%) » FEIF £ /D4R MBI » 5K ~ 6K ~ TR ~
14K ~ 28 RECEA) -

[0086]) fr—iLEHEHIF - HEBFEE - E—LFHKHF - &ZE
iE B BRG1 & /E(BRM & [ K /B¢ 40 A B S T8 & B R ILBRG1 K /5
BRM - {f—£E i fF - ZRERHBRGI & O K/ EE E & T
FyRIBRGI o fE—HF i HI o - 3% 5% iE R FEBRM & 0 K/ B4 A B {E 52
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iR

RUMA G BRI A

BGH B EE Ealpi2 28D -

[0203) fE—E&FHMF - (LEVREREE L2 ZBMEARI]
ZAEEWINE330F ZfE—& 2451

[0204] ASCHEHA R & ECECE £ I F (L a2 H A& he (1 & Hr
PERA -

[0205]

AT

A Z AL GV RERANAFH L AT - HEE 2w
> BNEEXFHELFAGBAFEGYIZaE ~ ARER/ECETEED - F& il
HH ALY < BAFE o/ BRG1 K /E(BRMEH Z7EM) Z8ETT - BAFHE
GYIMHBREBIE(EARE) BRGIIFEERAEEMEARS -

[0206] A&MH 2 —REERGRNAAA TR ZHE T /6 EABRG]
LhRE TR 22 AR BE < R B GE AR E (P40 - JE/ N AT ~ EEGHE - IS
BedE ~ RS RAIAVEE - MERBER - AE - BaRE - FROREEK
B TEABRBRBRERE) A - A-EERAT > 2(EEWEHLA
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WEBUTFRZ—HELHZWW - WENELE - ZFXNELE - WEK
EHE) 2 B RIFHEEHE ()R REVN - (b)fER £ & EEREE - (o)
FEREARSE T i - (DA - (B 2 BERK/D » (D 2 &
WIER - (EBEERRD  (WERFEERE - OEE 2 MERFEE
FRIEAN o

[0207] SEBREEE v BB FERE 2 RATEASTEE/N - Bl Ja%iE
R TR R~ A S 7 HOE B RT 2 RTINS e B B R (140 > 10% ~ 20% ~
30% ~ 40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% T FEA) - FERE 2 K~ o] #
R ER 2 SR EM - Fl40 - B2 RST ] A a2 B2 -

[0208]) J&HEREIE W& — P EEEREER D - flm - BFEE - &
B EHH N EFER < BB/ S%EER MBI - 10% ~ 20% ~ 30% -
40% ~ 50% ~ 60% ~ 70% ~ 80% ~ 90% B FE K) - fEEE = 0 # H (LA 0] =
B M7 E 0 - f0 - B EE VT FE ST B AR B S K A (]
> 2x ~ 3x ~ 4x ~ 5x ~ 10xE50x) N o] 7 2 R &M -

[0209] J& BeHEAE W] 28 S i S 9 1 B e fir B . B 4H 4 B8 B
B IEGEET  BE IR - B0 0 JEER > B MET  BEMEENE
Rl B8RSR E AL > 10% ~ 20% ~ 30% ~ 40% ~ 50% ~ 60% -
70% ~ 80% ~ 90%EHE K) - BRI~ BE T MER TEH 2205
HEM o Pl - B M 45 6~ BE 1T RS i E SO IR B0HE T K S B
20 > 2x ~ 10xE¢50x) T o] B BAS P45 B &

[0210] JEREIE T EBHHER P R EEFE 2 [E88 2 Bl RIgEASH
HEA 2 (M8 2 BEfe 2 VI SN Mg 0 Bl4n - P E R (R0 o oK
FA30R(KIA60K ~ 90KRE120K) - BEES < T 357 & 15 [ 2 3 hin v & h
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B3R A EM - B L VSR B Z AT (BIaD S T B R RS
FEBHATE AR ZH LGV ZEBFR O THEFEREEN - B2 THEEF
i ] 38 7R AT (B4 #E 5T B R RS Se B SR — S (8 AN S I3 2 B 8 o v]
2 2B 2R R PIFEREEMN

[0211]) JBEEE /N AT EBAHER RGBT Z5Eie - EiaR 2 (M8
ZEERR ZAL T REE - Bl > SETRGBEEA2% (Fla - KiR5% »
10%525%) - &6 % 2 M8 2 BEfS 20 TR LR A R R 7] =3 2
FAEM - Pl - FEREt EERGEAARH R R 2 B2 E
R B I T LRI MR 2 AL TV P BE » BFRE ZSL TR ZFE (/R A]
(BIAFE st EEERE SC SR — S (E A S I 2 B 8 Fn] 2 2 B8 2 JB 1R
B HLAL T R BRI Z S TR B EEM -

[0212] wFE A SR 2 P M E B 18 (B PR FY) JE /N AR
i - NCHACEATRE ~ SSESE - BB - WERER - AE > BERE
RRCRBNERE - TENEE - gERRE - BEE - FIEEE - TER
A~ DNSEEE - BHSHIE - BAIREE - FE o R RRER - ArsiliR
o~ IRRetERERE - AJEAIAEER - TESE - ORI - EERRE BB
HEEN IR - FERE - SEERER - CNSET - WiEERE - 5 1
BREZEE - WERE - NG K2R -

[0213]

HEERBCY) R HL A iR
AP ALEY B NS HGRBIEEG - BES L ZaREEH

Ry R BCTRG MEa A SR A 2 (T A e &

[0214]
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HE A
A IEE Y ] AR B S AN a R > G140 - JE R E B L AH R

Bk 2 AR <~ HAMEE R 4H & - SRBDARHRIE < HM B e REG A - &
HEBET » aR et L —HEE ZEIE W H BB AN RER B
kD o AN - & R R EEY) 4E G R RS AR R AR B T T B RT S R A S
HEER (5140 > Black® A > Neurology 65:S3-S6, 2005) o fEIHIE M T » %%
L&Y FI S G ER BUEFAE -
[0215]) fE—LFHEHIF - B GRBEIHCEIEHRE (Bl > BmAR
RREE 2 AN F R M2 E ) - hE ARG - A
V)~ ERBEOY - wmiERCY R B RAERISEE - RELEY
i~ REAFBER - PIAEER - L-PIXEEKEES - R REIHE - TEER -
AR B &) ~ KBRIRAVR AR - HEMCTAEY - B LIRS HIHAE
FRREREEER - B12E - BEE - DUERE - ERE - PURERE R
PO ZERRURZ LY - INERES-BIREIE(S-FU) ~ HHERDV) ~ F17
% B (irenotecan) ~ BLYbF$H (oxaliplatin) + F R ;& (capecitabine) + 4%
A% K 25 P fth 2 (doxetaxel) « {LEEBEE] 2 JEIRGIMEE I ERERLE > #4
ZE% Jk (thiotepa) K 3R W i i (cyclosphosphamide) ; i B i B8 > 55408

JF Z¢ (busulfan) ~ ZZ N 7 M (improsulfan) 5 IR JH 7 ML (piposulfan) ; &N

cl+

BE > & W 7K £ & Jk (benzodopa) - | ¥ FR (carboquone) ~ H E X B2
(meturedopa) & fx % B2 (uredopa) : {# £ & o B & 8 H B & W

(methylamelamine) » EfE/NHER - — i OEER - =0 JEmEEh -
= oER R R =FER  E»AE(CHAMAALEF
(bullatacin) KA AL T2 ) © Sl (B Ao HEUYIEEER) @ Sl
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% (bryostatin) ; £ Fl| 5] ft, T (callystatin) ; CC-1065 (£ #E H [o] 25 2K &7
(adozelesin) ~ R Hr (carzelesin) K EEHT 2K Fr (bizelesin) & i H{L147))
[&3% &K (cryptophycin) (FrHIFEER 1 K ERZRS) BB % 3R (dolastatin) ;
{& B & (duocarmycin) (BLFEEEIEMY) » KW-2189 &CB1-TM1) ; i
# % (eleutherobin) ; 7K 5 % W (pancratistatin) ; ) & Hi # i
(sarcodictyin) : & &% flll f] & (spongistatin) © FE 7+ > WK T B A I+

5

(chlorambucil) ~ 2 & JF (chlornaphazine) -~ & & [§E §#

=,

(cholophosphamide) -~ [fff 5 &] T (estramustine) ~ 2 IR B B f#
(ifosfamide) ~ HE — &/ FF(mechlorethamine) ~ /b A & A FEEE

+ 3£ £ % (melphalan) ~ ¥t & [b B (novembichin) ~ 7K FF & & %
(phenesterine) ~ %5 5 5], T (prednimustine) ~ H’% @ % (trofosfamide) ~
SHIEE])T (uracil mustard) 5 GEH EER - SEA-REEF]VT (carmustine) ~ &
£ & 3= (chlorozotocin) ~ f& &= 5] ;T ~ & % 5] /7 (lomustine) ~ & E 77T
(nimustine) k& 8 52 &)/ T (ranimnustine) : $AE R > FEOE R HLE R (H)
% > &L ZE (calicheamicin) » L H-KFHE Ey (calicheamicin gammall)
KEEFE Z o (calicheamicin omegall) (4] » 2 R Agnew, Chem. Intl.
Ed Engl. 33:183-186 (1994)) ; #ZE N Z (dynemicin) » EHIEZENEEA ;
EEREELER o SEOE B BZE (clodronate) ; MR AT FII B3R (esperamicin) © K
T8l B 2= 2 (5 E (neocarzinostatin chromophore) KAHRISSEE A M _E
i & £ & & (related chromoprotein enediyne antiobiotic
chromophore) ~ ] 72 AF & & (aclacinomysin) ~ i 4¢ B Z (actinomycin) ~
77 g ) & (authramycin) -~ & 5 4% % BE (azaserine) ~ & 72K i) &
(bleomycin) ~ 4% E % (cactinomycin) ~ <[ & (carabicin) ~ £ RERE
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(caminomycin) ~ F&JE & (carzinophilin) ~ {8 & (chromomycinis) ~ 5 4
2 Z (dactinomycin) ~ &5 {# & (daunorubicin) ~ #FLLE & (detorubicin) -
6-ERE-S-IEE-L-TFH W - Adriamycin® ([A] & 2 (doxorubicin) -
B FE NG Ob B -] i 3R - SUARNE IR A - PR 3R - 2- DL D Uk A2 - (ol 18 38 R i 28 P 188
%) ~ R ZF L & (epirubicin) ~ K F Lk £ (esorubicin) ~ ff Z £ &
(idarubicin) ~ fifi /Y 2 {8 Z& (marcellomycin) ~ 4324/ 2 (mitomycin) (EE U0
G HMERC) ~ Bl B (mycophenolic acid) ~ 55 I3 (nogalamycin) ~ i
f& &£ (olivomycin) ~ ¥)&8 £ (peplomycin) ~ JHIEME Z (potfiromycin) ~
15 B & (puromycin) ~ = # [ B & (quelamycin) -~ & ¥ L B
(rodorubicin) - ## B2 & & (streptonigrin) ~ §## % {£ & Z (streptozocin) ~ 7%
45 1% B Z (tubercidin) ~ & 78 2 5] (ubenimex) ~ j% 5] {th T (zinostatin) ~ {2
2 EE & (zorubicin) 5 HUAEHY) - 58 M B LIS (methotrexate) K2 5- 5, PR ¥
BE(5-FU) 3 BERELIY) - 5840~ HEEFZ (denopterin) ~ i RIS ~ HEEE IS
(pteropterin) ~ = B i /b (trimetrexate) ; WEISFH{DL Y - 58 40 &\ 2 F1L /&
(fludarabine) ~ 6- i £ & 05 - i DK 1 5 (thiamiprine) ~ hi & & 15
(thioguanine) : W& BE $H (UL %) » 58 40 % 74 i /& (ancitabine) ~ [ B¢ B
(azacitidine) ~ 6-F R T - FE & (carmofur) ~ [ g £ (cytarabine) ~
M7 & R  (dideoxyuridine) ~ 7 & & R & (doxifluridine) ~ X &5 fi /&
(enocitabine) ~ & 8 & (floxuridine) ; [t M & » 2 4 F ¥ =
(calusterone) ~ N & JT ftt [ fd (dromostanolone propionate) ~ = & [ft fi%
(epitiostanol) -~ ZE[f {5 (mepitiostane) - = A fig (testolactone) ; HL B FHE
%z 0 W R E KEF (aminoglutethimide) ~ K £ 3H (mitotane) ~ g )& Hr3H
(trilostane) ; ZE B% i 7E &l > 58 40 oo & B% (frolinic acid) 5 B &) % N B
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(aceglatone) ; &% BE B # 5 (aldophosphamide glycoside) 5 fFE A BE N
iz ; B FRIELE (eniluracil) ; 27 Y Ug (amsacrine) ; [0 B 5], ] (bestrabucil) ;
Et 4 B (bisantrene) ; {22 B /D (edatraxate) ; HF 5 B 2 (defofamine) ; 3
% 0] ¥ (demecolcine) ; tpé4fiE (diaziquone) 5 K & & I B2 (elfomithine) ;
fi¢ F| fig #% (elliptinium acetate) ; 1% {# & & (epothilone) ; X 5% % &
(etoglucid) ; {8 #% (gallium nitrate) ; FEFR ; F4E %[ (lentinan) ; &
[E # BH (lonidainine) ; & & & - 5 10 3= H ¥ (maytansine) [ %7 44 & =
(ansamitocin) ; SKFEALAE (mitoguazone) ; KL E AR (mitoxantrone) ; IR
#% [iZ (mopidanmol) ; [& gAY BE (nitraerine) ; & 5 fif T (pentostatin) ; ZKFJ
E%F (phenamet) ; MEZEEE & (pirarubicin) ; (& ZE B fig(losoxantrone) ; 5[
% (podophyllinic acid) ; 2-Z EEEHE ¢ N B/t (procarbazine) ; PSK®%
fE#E &%) (JHS Natural Products, Eugene, Oreg.) ; & {£4 (razoxane) ; fR
3 & Z (rhizoxin) ; PH{EIE (sizofuran) ; $ZIE[F (spirogermanium) ; 4% ##
76 & [ % (tenuazonic acid) ; = gg JF R (triaziquone) 5 2,2'2"- =& =/,
B B U 7 U (trichothecene) (L EHT-2HZ ~ JEHE Z A (verracurin

)~ FREE ZEA (roridin A) f 1B H £ (anguidine)) 5 E$i73H (urethan) ;
B &M (vindesine) ; - FEEE ; HEEE S T (mannomustine) ; B HE
fig (mitobronitol) ; R # 4 ¥ (mitolactol) ; Ik JHE 5E (pipobroman) ;
PEF6 2 (gacytosine) ; [ {1 {H T (arabinoside) ( " Ara-C ) ; IRBEEEME

EEIR  BR2E > Bl > Taxol® L F2EE (Bristol-Myers Squibb Oncology,

H

Princeton, N.J.) + ABraxane® -~ &£ 2 F 2 K & % ¥ & {# (cremophor-

free) ~ B EH T2 KRB B Y (American Pharmaceutical

Partners, Schaumberg, I11.) & Taxotere® % i i & (Rhone-Poulenc Rorer,
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Antony, France) ; 78 ] £ & 77 (chloranbucil) ; Gemzar® 5 PH )& ; 6-Hi
SIS 5 GREIEG R HUERS  SARCfUsE &Y 0 SEIEET - BROVFIE R R
#1 5 A& Ll (vinblastine) ; $3 ; {RFLJO T (etoposide) (VP-16) 5 FEIREE
bz SRFLERE © B g (vincristine) ; Navelbine® R F i /& © KItE
Mt (novantrone) ; & H & (teniposide) ; {2 Bl /) (edatrexate) ; 78 5 f&]
# (daunomycin) ; & UE % (aminopterin) ; 7 && = 5 {F P Bk %
(ibandronate) ; 17 B B (f 40 » CPT-11) ; ¥h BE 2 # B Il %) % RFS
2000 5 @ HEEREL(DMFO) ; G E - sEWH4EL (retinoic acid) ;
REBMIE R EE—F B8 B2 2 BEOTAEY) c WEEE S
fEAEEaRE ] IR LA S it 2 55 — 18R BIH &R B 2R EYT - &
EEREA . G 2 45 85 )7 28 Ry IE TR BT of EE 40 ELR #0 S (B 4) SaltzZE A
(1999) Proc ASCO 18:233a K Douillard % A (2000) Lancet 355:1041-7
EFI o

[0216] FE—EBEFHPIF > £ 6B EHGEYEER > S8 IEE
5 2 AR R (Bl - RS E I 0 IL-2)) © £ — L EFE
Bl - 5z AV E R KU E AR > SEWHIVEGFEER] » fla0 - Bk
B fi(bevacizumab) (Avastin®) o {E—ELE M F » % £V HEE B ETR
TIEIKE S ZAEYGER - Bl - BRI WIW - AT - EEA
Bise - FeRlaEHRE IR BB » HAeXUERELURDR DURE S g » 2idE
MEREN S B2 2P o 5 S5 A 1 5% 2 ¥ (Rituxan) (F] 2 & BT
(Rituximab)) ; 2 JE IR (Zenapax) (2 5= F| %k B $1 (Daclizumab)) ; 47 3¢
(Simulect) (= JE & B Hi(Basiliximab)) ; P #r(Synagis) (i F[¥k B i

(Palivizumab)) ; 3 7 (Remicade) (33L& Fl|E B $1 (Infliximab)) ; FHET
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(i 2 Bk B 51 (Trastuzumab)) © K ZEIE (Mylotarg) (5 ZEREHI MK E
(Gemtuzumab ozogamicin)) ; X 4 Hf (Campath) ( [ & B 5y
(Alemtuzumab)) ; & % & (Zevalin) ( & {# B B 1 (Ibritumomab
tiuxetan)) ; & £ %% (Humira) ([ 2 K B $1 (Adalimumab)) ; & & B
(Xolair) (B EEEEH{(Omalizumab)) ; 57> (Bexxar) (FepaSZ B i-1-131
(Tositumomab-1-131)) ; B A& S (Raptiva) ({%;%F] %k B i (Efalizumab)) ;
%0, % (Erbitux) (5% & B Hi(Cetuximab)) : Z24E T (AREREH) ¢ #i
(Tysabri) (F L ER B T (Natalizumab)) 5 [ 50 2% (Actemra) (675 Bk B §71
(Tocilizumab)) ; 4 0% i (Vectibix) (12 B8 $1 (Panitumumab)) ; %07 %
(Lucentis) (& £f B $i (Ranibizumab)) ; &7 17 ¥ (Soliris) (¢ & £k B i
(Eculizumab)) ; 75§ (Cimzia) (323 Fl| %k B 1 (Certolizumab pegol)) ;
& JE (Simponi) (RKAIAREH(Golimumab)) 5 Z2K Fj(1aris) (RHEELT
(Canakinumab)) ; i (Stelara) (& 540 B ${(Ustekinumab)) ; ZE$&fir
(Arzerra) ( B A K B i (Ofatumumab)) ; & Z& JJ (Prolia) (3 3% 5 #it
(Denosumab)) ; &2 e (Numax) (FZ4EZH B (Motavizumab)) 3 )47 i
ALl (ABThrax) (P4 2/ B i (Raxibacumab)) ; & J/€ (Benlysta) (H
MG B fi (Belimumab)) 5 5 & [ #3 55 (Yervoy) (FUIEANEFL) 5 228 F]
(Adcetris) (4Eff % £ B (Brentuximab Vedotin)) ; fH3EF (Perjeta) (5%
2k B $i (Pertuzumab)) i & 2 (Kadeyla) (B = Hf % Bk B 51 (Ado-
trastuzumab emtansine)) K {E ZE ZTE (Gazyva) ( B % ¥ H i
(Obinutuzumab)) - JNEIEHIRG-ZEYISEEY) -

[0217]) 5 &5RK|n] B IREEY a8 2 a%R] - Pl » Z5 8K HE
HIGTRE ~ RWREOE ~ BUR R/EEREAHE . Fila kR
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[0218]) 25 &k n] B EXBHIGIA - £A—THE M » BB 2
VA B IR Fias (FI40 - M5 2 - SEOEEIER) - ZPiiEA A
(Blam NFRALESE & NEREY « AE— S Fhafld - % &% E 2 {IHE Rt &
&0 > fla > Fe-2iEREaED - £—EZFHOIF - Z2E B 2 AHE 5
PEZEEOMOFEHERGENTR) - L —ESFHAIF » ZEZE 2
SIHE Ry B A 2 BB 5 2 BORSAE A (F BV SRR GE A Eiae) - £ — L& il
o AL HIEBCTLA-4 Z B (120 - fHIE0 RS B/ 77+ 1]
B (Fs0 > FLCTLA4HLES - 5830 VTR B i/ 5 35 | 43 35 =08 pa oK B 31
(tremelimumab)) o £ —EF i fl o - 5% & 1% B 2 HIH R % PD-1 2 H] Hl A
(Fan - SFELAS 2o/ h oy FHIRIED (B0 - G EHT/Opdivo® ;5 IiH R AIER
25 Hi/Keytruda® : UCH# F| 2k B8 $i (pidilizumab)/CT-011) o £ — & BF Jii 5]
B B HIHI R A PDLL Z S B (B0 - 0160 5088 25/ 70+ Hl il
#5) ({540 » MPDL3280A/RG7446 : MEDI4736 : MSB0010718C : BMS
936559) - fE—EEFEHIF - sz B 1% B 2 HIFI B HPDL2 Z {IHIE (40 -
PDL2/IgRd &EH » SEWAMP 224) (a0 - HIFFiASscFefl & & 0 2/ 7y
FHIFED - L —EFHHIF - ZEZE A& E(ZB7-H3 (Hl40 >
MGA271) ~ B7-H4 » BTLA ~ HVEM -~ TIM3 + GAL9 - LAG3 - VISTA -
KIR - 2B4 ~ CD160 + CGEN-15049 + CHK1 - CHK2 -+ A2aR - B-7% }Efip
B8 ECHAH & 2 HISIE (10 - fIE AR 2N o I -

[0219]) fEASHM Z HEEHE 2 E—FF > 55— KE _AER
G LUE—IE e B B8 Fr 5 Bl - 5255 — BRI Al fEa% 56 BRI 2 Al E
BILE] ~ REVNG ~ RIEZEZNE - RE3/NG ~ RIEVNG - RES/NE
REGO/NIG ~ RET/NEG ~ RES/N - REI/NF - REIO/NT - REIT
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N~ REEI2NES - REINE ~ RETVNE ~ RELONE - RELIT/N
5~ REI8/NEF ~ BREII/NEF « BE20/NEF - BIE2U/NEF - B3E22/1

s FREE23/NEE C BRE2A/NEEEZEIZT 1214 122131 230 K%

™
g G

iy
o

\
/

AR 2 AL SV R B E R BC R 7Y DU H B E Ae N & B 2 AR W) AT A
FRAHE AV (EEAB) LR EEEEY) - NI > £—8&EF > K
SR U SEGE WL - S ERPERe ZARH (e
L BEEH ) -

[0221] AU Z L&Y A LU < P - LI - BElaY 2P
A LARTEER L » FrA R BN AR Z s BN - RIEAZH TS
& WIENE TR o & B A o BRI BEE 2 I BRI TE - A IR A 2 (b
GYIEE ~ ARGV AT EE ] LI R A R B B - ARSI 2=
HI(FAMFE LT ~ JEAERS ~ LORE - BN - &R KHEG - #F - B
48 R f BT B R SRR O RY RS BB sH o )R A0t - R S8 R 5 B L RE A AR
A BEIEA ~ 2T~ BILA -~ SRR~ S5 BTN - BN SEERS K F B
BRI o JRAE RE 15 B AT 8 i R 88 7 < Wy P F1 PN S i 0 -

[0222] AP ALEY &I Flan - BE MR A b ml
5] {b AT B B —ie > SR AT EPA N B s B R R s T > B A B
MEREER] > SRHE T EHEBREKE T BV e it o STHELEREHE > AT
ZAbaPya] BB E & 0F 10 DU A s A~ e - R R - BB SR - R
ROFR - B RER 2 ER - AEH AL &Y/ JRERG R - A3

)
T

H

o
By
IO

%

I
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HZALEY) 2R oK E R EE R o2 - £ —iliE K
(ERMWRAET - LEFRK AT 2 HURE LR Y 2 4 o AR BERE R
o EFAIY ZEFMERF KB & E I (H20) 5 Remington’s
Pharmaceutical Sciences (2003 > ZE20kR) &Y 19994 H Rk 2 = B £E B -
FEE 72 8 (USP 24 NF19) 5 - B A A A8 ik & B 4870 A L Fi I
B 7K VB TR B o3 B R R T B B i B PR BV IR B BUR SRR K -
ERTAER T » &= aRkitE H0A R — B E &M
AR A B SR o F S S A B 2 & & ) a3 R BC R B~ R
B~ e R K - BB EIFEECYE E BRI E AR E AR 2 K
SRR BRI 2R B R i E UEFE P AL ER E S R E
BEFLNFEEFST  ZFEES RIS (LEE R L g E =
BRI - NE > REEES I RE-SICRE - SENERE SR AL
ECHTENIEE AR EE LT ER ZBHE RIS - AR EEEEFEE
flas BB T > Hige A - Kol BB R 0BGz

AR o BB AN A RREVR A B bEs 2 o A D REECE T &l
ZHEEVIRERE - & h RO - H B S R ERER —EREC - AR
CHBRA ZHaVBEMN L &R B RRREE 2B 2P0 o ASUHE
iz ALE Y TR AT EL > B0 - (E R BERNIEST - RN ERGRE T
N EEREICE RGN BRI IES R AR - 81 TR RER - B
i~ B E BB R E Y o ARSI 2 AL &Pl A iR i fe B
(B4 R om ] fe 6 75 B — JOE B e 2 JOE S 7l - £ Filf F7E.2
BT - BT o A8 R ARE T - 550 DAGE fE0E o < B mT 48 52 V) PRty -
R BN I G R B > BIA0 - RS i B T A B B AR R A5
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[0223] AU Z (L&Y a] BB e e 88 bl 5257 7 S & B 3
Piplan - KB > AUASCHE T - KRS Mz b oY) 2 BB E MBS
ME -~ e 2 R ERE AR ER EE BT

[0224]

IJYL’\[

L

AR ZAbeY R/ RBEARERHE A baV 2V 2B E THUER
AFZREMEL BN EEY L ERENE § RBHER S 2E LF
e ~ fEFEREE  IERZMEE REE  BRZHARRIFERCEFR)Z
AL RFFGEEZBVTZALEVZIMIBFR - FE AR & 1T &5 F3C
NEMEEE ZHE - ARP eV IR EEIHERN  ZHE
AHUAERR R ES T BT HE - —km s > EARHILEYHI
(B 71520.05 mgEA3000 mg 2 FEIHY & K HI & B A BN - AEE S A
WS LR - BHEHE ARG/ 1021000 mg 2R -

[0225] =i > BIEA{EARE ZBRETE - fl0 - HRERE L
LEVECHBE BEECY) BB 4£0.1£100 mg/kg Z &R E N -

[0226]
g
TNIHRERA AR ER L ERR
MeCNE{ACN i
AIBN ER L T
Boc F=T AEMRE
t-BuOK F="TFEH

5 147 HEYIEHE)

C269604PA docx

113141340 FEESE A0101 1132059600-0
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DAST
DCE
DCM

DCPP-2HBF,

DMP
DIAD
DIBAL-H
DIEAE;DIPEA
DMA
DMAP
DME
DMF
DMSO
dppf
EDCI

i
=
=

ESI
Et;NZ(TEA
EA

EtOH

FA

C269604PA docx

113141340 FEESE A0101

=@t LA
RO
A

1,3- % (3R O AR AR ) P e = (VY 51

N,N- %

g HT- 55 T (Dess-martin) 75 Bl 57

HE R EWNE
CETES L
N.N-ZEWNE L
TR LR

4-(Z HH B i B ) L e
1,2-ZHEHE P
N, N- 2 L B
— R B

BE(CIRE R ) e

1- 2 8- (3- T H B R A N A ) Ik

ER i
=LK
LB L TE
LFE

HH %
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FCC

g
HATU

E)-1,1,3,3- VU HH B B AR $5

HCl

HOAc

HOBt

HPLC

IPA

L

LCMS

m-CPBA

MeCN

Mel

MeOH

mL

mmol

mg

MHz

MS

MTBE

m/z

NBS

C269604PA docx

FEESE A0101

= ERE M ETT
INF
2-(3H-[1,2,3] = ™ 3 [4,5-b] Btk BE -3-

LK
il BH Y5
H iz

HHESE =T Bt
Btk

N-JR 3% FEE oe b

EE

26 149 HEEHRIAS)
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NIS

nm

NMR

PE

PhMe

ppm

rt

RT

SFC

SPhos P

d G3

N- Bl 5% 3 % on

o 1)
7T~ 71N

AT
£ 7 it

e
:

4

EEPEE
08
8

i e ST G T AT i

(- AR A -27,67-

7R) [2-(27-Fees-1,17 - B ) T HH s i ot (1)

TBS

TBSCI

TBDMS

TFA

TFAA

THF

TMSCN

TosMIC

Ziram

=T AR AR A
F=TEHERW
F=TEHERW

= HESESLY

2R b i A A R B

TR T R HH B

TG R AL 2 T AR AR H ZAEEY) -

[0227])
e

C269604PA docx

113141340

FEESE A0101
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7 7N
HOYS

LA 30 b sl

1]

R [ A sl
P JL 3 I[ ST

AR
KN [P
PARYY HJ\J A0

VTSI WA AR
W TREN] o 7403 0

(022.8)]

S Gl K A MBS i RITA be

TIBIT ALY A

53,50 Tl DXL AL TAG T I g

LB,

THI,
s, 1 e

ki g B il

Einlet

Bl

AT

S e . .
A g Q]

Sk 0. . S04

02300 A3 2,6 g AT 000 g o 398.37 mmol) A

DM (1000 mlL) 2 280 Hs il Na,S (34.57 g » 398.37 mmol = 90% 4[i

k% BEZ MM

]‘ i > 5 qfﬁ“ f/})) O(;\j. |}A

HESG MR (1500 mll, ICTE KA

N o G847 2 A TR LK OB00 miL * 2) J 18K

Apll o 2306 1]

MBI (1500 ml., * 3)A

[ SO YN

o BENay SO B o W03

(5000 ml )75

ST LLERIIIAD

C2EBEVIPA doex
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202506693

-6-F R B - R H L 2-FHE5(105 g 0 #H) - LCMS (ESI) m/z: [Br’’M+H]* =
232.9

[0231]

AR ¢ 3-(4-7R-2-7-6- SR A A B HEE 2 Bl

HS Br
XY

£

[0232] FEOC FAEN2 | [A]4-7R-2-%,-6- 5. bfi -7 HEE2- HER (105
g » 396.08 mmol) 2 THF (1000 mL) & 7 /5 & /AN I LiAIHs (15.03 g >
396.08 mmol) - f£0°C TRz /B EWEH1 hr - FZ B EYIEI A1 N HCI
(1000 mL) 537 FJEtOAc (1000 mL * 2)ZZHY - €840 & 2 A #AH 5 FH B K
(2000 mL);F 7L - &8 /K Na SOqiz R - BN EZE NRENEELE =S
2 3-(4-08-2-F-6- AR - R EHHEE93 g v #H) -

[0233]

HER3 1 5-(4-IR-2-F-6- LB E Eb A - E) iR 2 B

XXy

[0234] [q]4-)8-2-F-6-F i - K HEE2-HE5(93 g » 392.26 mmol)

I

FADMF (1800 mL)H > 7% R IK2COs (162.64 g > 1.18 mol) K 1,2- 38
Z05(221.07 g > 1.18 mol » 88.78 mL) » f£30°C T¥Z RS WIEEEL6 hr -
% R HEY) 5 7K (2000 mL)& R © 3% R &Y HHA L ZER(2000 mL * 3)Z8
AL - £R4H & 2 A IE (5 8 NaxSOLHZ e i R 4 DUE A TR 8r Y - BB Y&
FEHEMERINGSIO » Al L% JHE=10:12 1: DHEL B LA

55 152 H(EUIEHE)
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202506693

EEEEOHIZS-(4-R-2-F-6- LGB M E-AE)HEE (56 g » 212.83
mmol) - 'H NMR (400 MHz, CDCl3) & = 7.33 (s, 1H), 7.19 - 7.17(m,
1H), 6.50 - 6.44 (m, 1H), 5.54 - 5.42 (m, 2H), 4.78 (d, J = 1.2 Hz, 2H),

2.13 (s, 1H) ppm

[0235]
TER4  4-08-2-3-6- L B o b R B - 2R R B R 2 U
0]
Qk/g Br
0y
F

[0236] [A]5-(4-7R-2-#-6- Jih A G b AR B HEE (10 ¢ » 38.00
mmol) /A MeOH (100 mL) 5z H,O (100 ml) 7 2 75 7K 77 /il 48 & bt % &, 5t
(11.68 g > 19.00 mmol) » f£30C NRZEGVIRHAF16 hr - RZRIEREES
PIEIAK(L L)F > 3ZOFRIBHEA (1 L * 3)ZEH] > & & 23 M (% A 6
FINa>,SOs3 (1 L) KE/K(1 LYFEDE - &ENaxSO4HZ8k - BB RGELEL S
B Ul 2 6-(4-08 -2- 5 -6- £ 0 Ak ot il A - R B ) R (10.61 ¢ - HH) -

LCMS (ESI) m/z: [Br'”°M+H]* = 263.0

[0237]
S ¢ 1 (LS -6-9-3,5- " 4-2H-4,1 4 4-%FFEETENT 2 Bl
7P
(S Br
o9
F

[0238) £F0°C FE6-(4-38-2-F-6- 2 V% Eoarsfin B -7 EHHEZ(10.6
g > 37.98 mmol) A THF (110 mL) & 7 35 /% K i NaH (3.04 g » 75.95

mmol » 60%4LE) » ARAE20C MRZIEEYIRIEL hr o Kaz EREY)

25 153 HEEHRIAE)

C269604PA docx
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202506693

E] ANH4CI (500 mL)H » s2/A RS MHEA (500 mL * 3)=<H] » &Z&HE A
4 E % FIEE /K (1000 mL)E %k » &ENa>SO4EZ e » BRI R DLE A et
HERY) o IR BFE M EEET(Si0: - AE/ L8 LEE=10:1F1:1)
AL REEZARUESAE H BRERE 2 1-RA{E8-/R-6-%.-3,5- & -2H-
4104-F FFEEENE (5.5 ¢ » 19.70 mmol » 51.89% E ) « 'H NMR (400
MHz, DMSO-d¢) 6 = 7.78 - 7.75 (m, 1H), 7.62 (s, 1H), 4.96 (d, J = 15.2
Hz, 1H), 4.54 - 4.50 (m, 1H), 4.33 - 4.24 (m, 2H), 3.41 - 3.39 (m, 2H)
ppm

[0239]

HER6 1 1-FAL8-R-6-%-3,5- F-2H-4,1 04 -FK T EENY K 8-7R-2,6-
T H-3,5- 8 -2H-4, 1 - R EEEN 2 Bl

(S Br I:2/8 Br

Soalkes

F F

[0240) = 1-FAE8-JR-6-%.-3,5- _~ G -2H-4, 1 4- K Ff IGEIFENE (1.9
g > 6.81 mmol) JADCM (40 mL) & 7 & & /AN NISbCl; (46.58 mg » 204.21
umol) &z A& AN IIDAST (2.19 g » 13.61 mmol » 1.80 mL) - f£20°C T &%
SBEWIBEE16 hr - ZAZIAIIDAST (5.49 g > 34.03 mmol » 4.50 mL) » £
20C M Z BEYEFE16 hr - J5HISbCl; (1.55 g » 6.81 mmol) zDAST
(10.97 g » 68.07 mmol > 8.99 mL) » £20°C T BB HEL6 hr - ¥
% N R &) 8] ANaHCO3 &K (200 mL) 4 > 3% /&R A FHEA (200 mL *
3FEH - e 2 A (R EK(500 mL)E % > & Na>SOsH2)% - 1#BIE
AR 4 DL A SR eR YY) - R ER I ARE R E @ Tl (Si02 » it/ LM £
B5=20:125: )%k - BEElE VAR ESE 2=l 2 1-F(L8-7R-6-%-

5 154 HEEYIEHE)
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202506693

3,5- &, -2H-4,104-3EHF B ENE (1.2 ¢ » 4.56 mmol » 67.00%F X) - 'H
NMR (400 MHz, CDCl3) & = 7.54 - 7.51 (m, 1H), 7.18 - 7.15 (m, 1H),
4.91 - 4.89 (m, 2H), 4.17 - 4.14 (m, 2H), 2.89 - 2.86 (m, 2H) ppm
[0241] E4E2EMBRUEEL E=GCER Z8-]-2,6- _&F-3,5-—
S,-2H-4,1- % JF BN (600 mg > 2.13 mmol » 31.36%FE %) - 'H NMR
(400 MHz, CDCl3) & = 7.55 - 7.54 (m, 1H), 7.27 - 7.24 (m, 1H), 5.63 -
5.51 (m, 1H), 5.25 (d, J = 13.6Hz, 1H), 4.69 - 4.65 (m, 1H), 4.43 - 4.41

(m, 1H), 4.13 - 4.05 (m, 1H) ppm

[0242]
WERT ¢ 8-38-2,6- &.-3,5- _&.-2H-4, | -ZE IR IENE > B
F?/S Br
9
£

[0243) [A1-E1{E8-82-6-%.-3,5- G .-2H-4,1 04-FE - BEEBENL (|
1) (1.2 g » 4.56 mmol) AMeCN (25 mL)H 7 75 & A hSelect F (2.02
g » 5.70 mmol) & ZR1&1E /K8 TR IDAST (147.02 mg > 912.11 umol >
120.51 uL) < ££20°C Tz B RBEFEL hr - ZRIEAE0C T | aZ R &R
DIEA (884.11 mg > 6.84 mmol > 1.19 mL) » ZR7%21E20C T E &g
FE1 hr - FZ R IER S E ANaHCO:5 /% (200 mL) i HEA (200 mL *
)z - &K E 2 AREHAEKG00 mL)JEME © & NarSO4HZBE - i E
R AE A BRY) - ZBGYIGRFENEL BT (Sio. » HHlt/ L8 L
f5=20:1F5: DL REZSREUELE=SCREE 2 8-17-2,6- _&F-3,5-
8 -2H-4,1- 2R IEEEEIE (500 mg 0 1.78 mmol » 39.00% E %) - 'H NMR
(400 MHz, CDCl3) & = 7.54 (m, 1H), 7.27 - 7.24 (m, 1H), 5.63 - 5.51 (m,

26 155 H(EEHRIEE)

C269604PA docx
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202506693

1H), 5.25 (d, J = 13.6 Hz, 1H), 4.70 - 4.66 (m, 1H), 4.43 - 4.42 (m, 1H),

4.13 - 4.05 (m, 1H) ppm

[0244])
B8 1 2,6- _F-3,5- " F-2H-4,1- K HGEEENE -8 -F2 | 7 BUHE
E o)
2/3
OH
o)
F

[0245]) m8-)R-2,6-_%\-3,5- _ G -2H-4,1-KHEBEN(1.3 g » 4.62
mmol)JADMSO (20 mL) &zH,0 (4 mL)d 775 % AIIK,CO;3 (958.71 mg »
6.94 mmol) ~ “ECEG- B OEWMBEANE)BE 0 IR KE
(283.13 mg > 462.44 umol) X Pd(OAc), (103.82 mg > 462.44 umol) - ff H
78I i R F TR SRAI A COMER 8K » A£CO (15 psi) FAE100°C T iRfa% R
BV 2 hr o FF 3% K ER G Y E A NaHCO; & /&R (100 mL) 42312 A EA
(100 mL * 2)ZXHY - fJ1 N HCI#/KHHE# £2pH=11 FJEA (50 mL * 2)%
o &4 & CHEEHENSOLHZ R - BIENRGE LEE E=EREIR 2
2,6- " #-3,5- "G -2H-4,1-FHIEENE-8-52 iz (1.1 g > fH) » HImFE (LA
HIE A -

[0246]

AERO 1 2,6- -1, 1- I E-3,5- T F-2H-4, 1A R IEE -8- 5%
W% < i

F. O\\ .0
S
2/ OH

0
F

[0247]) m2,6- __%.-3,5- _F-2H-4,1- K FfIEEEN_Q-F8FF (1.1 g -

26 156 H(EEHRIAE)
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NGOV
06693

=

W T L B

=

il A 5y

A0 mmol) A MeOIl (12, ml) A K0 (12, sl )2 259 w14

yI,

(5.49 g » 8.93 mmol) » 4F20°C MEZ Y M)
i \ij’i%% ['“”

{r‘n |[”

BIA KOO0 sl ) s SZEWAARJEA (100 mll

UK (000 mlL) 550 » EENa,SO 8 » 3

o S Y e
- MT\ 2L {l Xu A ,,ﬂ'\’\”!

2,6 1,1

7\,

3.95 mmol » 88.50%F 4% NMR (400 Mz, DMSO dg) & - 1/.03

13.95 (o, 100, 8.34 (, J:: 1.2 1z, 1X0D), 8.13 - .11 (m, 1X0), 6.2/ - 6.16
(o, 1X0D), 5.25 - 521 (m, 100D, 4.91 - 4.86 (m, 110, 4.47 - .38 (m, 2X1)
ppm °

(0248

g_;* R, B A j %) -'d\;a* 32 !Anf‘ [ihe
Sl A, il 20 {l )@‘ ‘ J ‘{iﬁwjﬁg

l

SUBEI0 C (OR) 2,60 1,0 Al

L N O S . s e
£A0L3,5 A 2N A, TS

N8 IR IO [N S 08 2,60 51,1

j \ﬂnr
s
il LIk
P
(02490 2,6 “5d 1,10 BUEAAE 3,50 Lhd QXA TAS R It
i Daicel ChirallPak IG

O g 3.95 mmol)

DO TBNELO MIBOXL] ¢ B% « 20% 4
P

O50%30 mm s 10 wm) : &

s o M e
SN Sl (%Tﬂ I \H[ i

20% » /.15 ¢ 310 min)2y 54k 5

ﬁ{% . H/yrf" /}’%,! ]/K(ﬂ@@ Tl >

/Afe‘g

BG4 N CCTHHR A5 pIE 2 5 )

ZJUHA (100 mll * D)LY » B84 24 TN AREENa SOARE » 443

1[

e -
ey 2LLATAS R

G DAXEA ) TR 2 OR) 2,6

FICEIED

C2EBEVIPA doex
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7 AN
HOYS

JPEEEENE S SR O % 1) (350 mg s 1.25 mmol » 31.69% 7 4%

NMR (400 MY,

vy DMSO-dg) & =« 1477 - 13.92. (m, 110, 8.33 (s, 11D,
8.13 - .11 (o, 11D, 6,277 - 617 {m, 11D, 5.25 - 521 {m, 110, 4.91 .. 1.86

(oo, 110, 4247 - 435 (o, 210 ppm

(0250) % y Wl SIHC : IG-3 5CM MO

-4 e

L—/

(DHAY 5 AD 3MIL I35 M 5 Ri:: 1.408 min » cc%: 98.14% o

(02.51)]

B
\

LB ) 1)K (100 mlL)

9

S U AT ) B URA (100 miL * 2)EELY »

5 P % lrud o QY R o bl
GRA LY A TR AR EENa SOl -

{fﬁ |[ ” u[lwy,[[ » ( \g)

- PN -'e;r»;a': R T
%,ﬁ\) A\MTQ 2 ‘lk’u AT bt JEAS

N8 FR I (500 mg

1.66 mmol > 41.94%F548) « 1 NMR (400 Mz, DMSO-de) & - 14.27

13.55 (m, 100, 8.34 (d, J: 1.9 1

v, 100, 8.13 - 8.10 (m, 1X1), 6.2

6.16(m, 10, 526 - 521 (m, 10D, 4.91 - 4.86 (o, 100D, 447 - Z.38 (m,

200 ppm o BHEYESHC @ 1G-3 5CM MIEOKL (DIEA) 5 40 3MIL

(0252

CRY T30 AL, 6 e N (1T 2030

Bt ’) ﬁ

I
7

W A S LY 1,6 SR A HTAE) 0,3 T S

I\,{“ . |]\ |[‘\\{|[[[L,H‘§y\(ﬂﬂ \T’T} 6)/ I%JH\T;JJ ¢

I3 B

I

s 1"

P

TR

[

Al

[

Al i

985 158 LIGEIRAE D
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[0253]
AERL CT-HA-3,4- @ - 2H-ME0E H[3,2-b] (1,41 0E R 2 B
[ o
HN
TN
=

[0254) [67-)8-3,4- — 4, -2H- L 0E 3£ [3,2-b][1,4] 18 1% (350 mg >
1.63 mmol) B B ELHf% (292.28 mg > 4.88 mmol)Ft & k%(5.6 mL)EH,0
(1.4 mL)YF ZFRBIN_FE =T ECGEKE R > 8L 5 #(106.07
mg > 162.76 umol) B KsPO, (1.04 g » 4.88 mmol) - {£80°C T % K fEY)
B2 hr - FZ K IERSYEIAHO (5 mL)H » 2B KHEHEA (5 mL *
)z HY > &K E AR EHRHEKOG6 mL)FE » & NaxSO4HZLE - 28Il
R EEREGRY) c ZEGYGERSEYBERTERIZE80% L 4
Be/ Al Eal - EEZE N REMEANMBRUEEZE=EH .2 7-HE-
3,4- 4 -2H-IH B 3£ [3,2-b][1,4] B8 12 (200 mg > 1.33 mmol > 81.83% &
%) « LCMS (ESI) m/z: [M+H]* = 151.1 -

[0255]

HEE2 ¢ ((2-(7-HH A&-2,3- G -4H-OL0E H[3,2-b][ 1,415 1F-4- & )-1,6-
RUE-T-H)HEOBHEE=T B 1fg

BocHN //\ﬁ

[0256] [mIN-[(2-&-1,6-Z0-7- ) H &1 HEESE = T 5 (200
mg > 680.86 umol) &z 7-F ££-3,4- & -2H-0HLEF£[3,2-b][ 1,4 EEIE (122.70
mg * 817.03 umol) ¥ I {F (4 mL)F 2 B A HICs,COs (1.11 g » 3.40

mmol) &z Xantphos (78.79 mg > 136.17 umol) & Pd,(dba); (62.35 mg >

26 159 HEEHRIAE)
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202506693

68.09 umol > 0.1E &) - f£100°C T Z R IEYEFE12 hr o 288 K ER
eV - HEZE T REIERUESMEBERY) LBV (s SR B i
fifdSCO® ; 12 g SepaFlash® _F bW =FEEFE > 0~100% L % 2. Bs/ 1 H
fit =~ B4R LA36 mL/min Z BB &ML - T EZE N REZXBMEUEER
=EE RS 2 ((2-(7-HE-2,3- G -4H-MEE H[3,2-b][ 1,41 1RE-4-F)-1,6-Z8
I -7- B H BB S S = T E5(250 mg > 531.33 umol » 78.04% E ) o
LCMS (ESI) m/z: [M+H]* = 408.1 -

[0257]
B3 ¢ (2-(7-H £-2,3- G -4H-MEBEFF[3,2-b][1,4] R BE-4-55)-1,6-

ZE0E-T-B) H g 2 B f
H,oN AN\ N NI/\O
N AN
N / NI P

[0258] [61((2-(7-FE #£-2,3- G -4H-THLUE IF[3,2-D1[ 1,41 BRI -4-55)-
1,6-250E-7-50) H 26 B H B2 55 = T BB (250 mg » 613.55 umol) 4 k(1
mL) F 2 7RG INHCY B2 (4 M, 4 mL) « f£25°C T ¥ % R IEY 1
hro HEEZ FRERRIERSYEE S EEEY Q-(7-F5-2,3-"4-
AH- TR TE 34 [3,2-b11,4] 18 B8 -4- 55 )-1,6- 25058 -7- ) B (150 mg » -
HCD) » MR — S @b T EH#ER T — 458 - LCMS (ESD) m/z:
[M+H]* = 308.1 -

[0259])

BEEA T (R)-1,1- 5 (E2,6- ~fi-N-((2-(7-HI £-2,3- ~F-4H-ME0E 3
[3,2-b1[1, 4B BE -4- )~ 1,6- 250 -7-56) H 5)-2,3- - -SH- 2 3 [e][ 1,411
EI-8 - FE B U 1

26 160 H(EEHRIAE)

C269604PA docx
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202506693

E&P6)

[0260] [A](2R)-2,6- " %&-1,1- _fHI& 5-3,5- " & -2H-4,116-FE Jf 1
BENE-8-F2 B8 (F R - ESCfaf) (40.46 mg > 145.43 umol) ADCM (1
mL) 2 AR (2-(7-H £-2,3- & -4H-IE0E H[3,2-b][1,4] B2 1R -4- FL)-
1,6-Z5 Mg -7-E) H f# (50 mg > 145.43 umol) ~ DIEA (187.95 mg - 1.45
mmol > 253.31 uL) & EDCI (55.76 mg > 290.86 umol) + HOBt (39.30
mg » 290.86 umol)  {£25°C T K IEVIRFE2 hr - K3z KIEESYIEA
K(5 mL)th Kz R &) {B A EtOAc (5 mL * 3)Z A - KHE X HIREHH
BE/K(10 mL)EF % » &Na,SOLFZ R » BB AT HZ N RELEEREGRY) -
iZ BRI GRS B 2 HPLC (FAfR{F ; & fE © Phenomenex Synergi C18
150%25 mm* 10 um ; # &) : [/K(FA)-ACN] : B% : 17% % 50% > 11
min) &i(L - REZFT R AR DUE A 2S5 G ERE 2 (R)-1,1- ZF1{62,6- _ & -
N-((2-(7-F £-2,3- & -4H-OE0E £ [3,2-b] [ 1,4 EE1E -4-BL)-1,6-250F-7- £
B EL)-2,3- — 4 -5H- 3£ 3F [e][1,4] 58 1 IF -8- HH fif &7 (34.84 mg » 56.78
umol > 39.04%ZE % > FA) - LCMS (ESI) m/z: [M+H]*= 568.2 - '"H NMR
(400 MHz, DMSO-ds) § = 9.71 - 9.68 (m, 1H), 9.08 (s, 1H), 8.47 (d, J =
1.2 Hz, 1H), 8.39 - 8.22 (m, 4H), 7.77 - 7.76 (m, 1H), 7.53 (s, 1H), 7.20
- 7.20 (m, 1H), 6.31 - 6.15 (m, 1H), 5.24 (d, J = 14.8 Hz, 1H), 4.91 -
4.87 (m, 1H), 4.74 (d, J = 6.0 Hz, 2H), 4.48 - 4.35 (m, 2H), 4.33 (s, 4H),
2.25 (s, 3H) ppm °
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[0261] FR2r 2 FHIE G % AHAEEACE R E RBEUR KFE AR
Hilbetesa 2 P8 -
K2 AREH MY

LCMS
(ESI/M+H)

"HNMR

1H NMR (400 MHz, DMSO-d6) & = 9.74 - 9.73 (m, 1H), 9.39 (s, 1H), 8.84 (d,
J =5.2 Hz, 1H), 8.68 - 8.59 (m, 2H), 8.12 (s, 1H), 7.97 - 7.95 (m, 1H), 7.84 -
7.82 (m, 2H), 7.71 - 7.69 (m, 1H), 7.04 (d, J = 8.8 Hz, 1H), 6.59 - 6.45 (m,
1H), 4.83 (d, J = 6.0 Hz, 2H), 4.64 - 4.59 (m, 1H), 3.94 (br d, J = 2.8 Hz, 1H),
3.82 - 3.80 (m, 1H), 3.74 - 3.70 (m, 2H), 3.61-3.57 (m, 1H), 3.33 (br s, 3H),
1.82 -1.75 (m, 4H), 1.65 - 1.62 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.82 - 9.61 (m, 1H), 9.08 (s, 1H), 8.46 (s,
1H), 8.32 - 8.21 (m, 2H), 7.79 (d, J = 1.6 Hz, 1H), 7.52 (s, 1H), 6.99 (d, J
2.0 Hz, 1H), 6.61 - 5.80 (m, 1H), 4.73 (d, J = 6.0 Hz, 2H), 4.32 (s, 4H), 1.96
1.89 (m, 1H), 0.99 - 0.92 (m, 2H), 0.74 - 0.67 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.69 (s, 1H), 9.08 (s, 1H), 8.47 (d, J =
1.2 Hz, 1H), 8.32 - 8.22 (m, 3H), 7.79 (d, J = 2.0 Hz, 1H), 7.52 (s, 1H), 6.99
(d, J = 2.0 Hz, 1H), 6.30 - 6.13 (m, 1H), 5.24 (d, J = 14.4 Hz, 1H), 4.90 (d, J
= 2.0 Hz, 1H), 4.73 (d, J = 5.6 Hz, 2H), 4.48 (s, 1H), 4.46 - 4.35 (m, 1H),
4.32 (s, 4H), 1.98 - 1.86 (m, 1H), 1.01 - 0.89 (m, 2H), 0.78 - 0.64 (m, 2H)
ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.70-9.67 (m, 1H), 9.13 (s, 1H), 8.47 (d,
J = 1.2 Hz, 1H), 8.37 - 8.34(m, 1H), 8.27 - 8.24 (m, 1H), 7.98 - 7.94 (m, 1H),
7.88 - 7.85 (m, 1H), 7.65 - 7.59 (m, 3H), 6.86 (d, J = 2.0 Hz, 1H), 6.27 - 6.16
(m, 1H), 5.24 (d, J = 14.6 Hz, 1H), 4.91 - 4.87 (m, 1H), 4.74 - 4.71 (m, 2H),
4.47 - 4.30 (m, 2H), 4.33 - 4.30 (m, 2H), 4.00 - 3.93 (m, 2H), 1.86 - 1.80 (m,
1H), 0.91 - 0.86 (m, 2H), 0.65 - 0.61 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.71 - 9.68 (m, 1H), 9.08 (s, 1H), 8.47 (s,
1H), 8.27 - 8.25 (m, 3H), 7.82 (d, J = 5.6 Hz, 1H), 7.53 (s, 1H), 6.88 (d, J =
11 598.2 5.2 Hz, 1H), 6.28 - 6.17 (m, 1H), 5.24 (d, J = 14.8 Hz, 1H), 4.91 - 4.88 (m,
1H), 4.74 - 4.73 (m, 2H), 4.47 - 4.31 (m, 6H), 4.16 - 4.11 (m, 2H), 1.37 - 1.34
(m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.09 (s, 1H), 8.40 -
8.25 (m, 3H), 8.23 - 8.15 (m, 1H), 7.50 (s, 1H), 7.19 (d, J = 8.0 Hz, 1H), 6.95
i3 | 6083 (d, J = 8.0 Hz, 1H), 6.39 - 6.13 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.63 - 4.58

: (m, 1H), 4.34 - 4.23 (m, 4H), 4.19 - 4.13 (m, 1H), 2.92 - 2.70 (m, 1H), 2.61
(d, J = 3.2 Hz, 1H), 1.77 - 1.63 (m, 1H), 1.20 - 1.08 (m, 4H), 1.03 - 0.92 (m,
1H), 0.73 - 0.60 (m, 1H) ppm -

1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.66 (m, 1H), 9.00 (s, 1H), 8.46 (d,
J = 1.2 Hz, 1H), 8.38 - 8.32 (m, 1H), 8.29 - 8.15 (m, 3H), 7.54 - 7.40 (m, 2H),
17 |625.3 6.67 (d, J = 2.8 Hz, 1H), 6.31 - 6.10 (m, 1H), 5.25 (d, J = 14.6 Hz, 1H), 4.92
- 4.88 (m, 1H), 4.71 (br d, J = 5.6 Hz, 2H), 4.51 - 4.26 (m, 6H), 3.32 (br s,
4H), 1.10 - 1.07 (m, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.76 - 9.73 (m, 1H), 9.20 (s, 1H), 8.47 (d,
J=1.2 Hz, 1H), 8.36 (d, J = 1.6 Hz, 2H), 8.26 - 8.24 (m, 1H), 7.93 (d, J = 2.2
25 | 644.2 Hz, 1H), 7.65 (s, 1H), 7.33 (d, J = 2.2 Hz, 1H), 6.36 - 6.10 (m, 1H), 6.05 -
5.65 (m, 1H), 5.25 (d, J = 14.6 Hz, 1H), 4.90 - 4.88 (mz, 1H), 4.78 (d, J = 5.6
Hz, 2H), 4.52 - 4.34 (m, 6H), 1.19 - 1.11 (m, 2H), 1.03 (br s, 2H) ppm

326 | 596.2

3 599.2

8 594.2

9 593.2
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LCMS 1
# (ESUM+H) | TNMR
1H NMR (400 MHz, DMSO-d6) & = 9.76 - 9.69 (m, 1H), 9.15 - 9.12 (m, 1H),
8.47 (s, 1H), 8.34 (s, 1H), 8.32 (s, 1H), 8.28 (d, J = 3.2 Hz, 1H), 8.15 (d, J =
o6 | eaan 9.2 Hz, 1H), 7.54 (s, 1H), 7.25 (d. J = 8.0 Hz, 1H), 7.07 (d, J = 8.0 Hz, 1H),

6.34 - 5.73 (m, 2H), 5.24 (d, J = 14.4 Hz, 1H), 4.90 (d, J = 16.4 Hz, 1H), 4.74
(s, 2H), 4.48 (s, 2H), 4.38 - 4.29 (m, 4H), 3.13 - 3.03 (m, 1H), 1.82 - 1.75 (m
1H), 1.16 - 1.13 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.73 - 9.70 (m, 1H), 9.08 (s, 1H), 8.56 -
8.49 (m, 2H), 8.35 (br s, 1H), 8.25 (s, 2H), 7.82 (d, J = 5.6 Hz, 1H), 7.53 (s,
27 | 614.2 1H), 6.88 (d, J = 5.6 Hz, 1H), 6.28 - 6.18 (m, 1H), 5.41 (d, J = 14.8 Hz, 1H),
5.09 (d, J = 14.8 Hz, 1H), 4.74 (br d, J = 5.2 Hz, 2H), 4.49 - 4.32 (m, 6H),
4.16 - 413 (m, 2H), 1.37 - 1.34 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.57 - 9.54 (m, 1H), 9.02 (s, 1H), 8.45 (d,
J = 1.2 Hz, 1H), 8.32 - 8.09 (m, 3H), 7.43 (s, 1H), 7.30 (d, J = 2.4 Hz, 1H),
6.49 (d, J = 2.4 Hz, 1H), 6.26 - 5.98 (m, 1H), 5.20 (d, J = 14.8 Hz, 1H), 4.98
(d, J = 14.8 Hz, 1H), 4.70 (d, J = 5.6 Hz, 2H), 4.49 - 4.24 (m, 6H), 4.16 -
4.03 (m, 1H), 3.94 - 3.79 (m, 1H), 3.55 - 3.49 (m, 1H), 2.52 (s, 3H), 2.41 -
2.36 (m, 1H), 2.08 - 1.97 (m, 1H), 1.40 (d, J = 6.0 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.69 - 9.66 (m, 1H), 9.03 (s, 1H), 8.47 (s,
1H), 8.27 - 8.16 (m, 3H), 7.47 (s, 1H), 7.30 (d, J = 2.8 Hz, 1H), 6.59 (d, J =
30 |627.3 2.4 Hz, 1H), 6.27 - 6.17 (m, 1H), 5.55 - 5.42 (m, 1H), 5.26 (d, J = 14.4 Hz,
1H), 4.91 (d, J =1.6 Hz, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.47 (s, 2H), 4.34 -
4.29 (m, 4H), 4.20 - 3.89 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.16 (s, 1H), 8.47
J = 1.2 Hz, 1H), 8.39 - 8.23 (m, 3H), 8.10 (d, J = 1.6 Hz, 1H), 7.59 (s,
32 |604.2 7.50 (d, J = 1.6 Hz, 1H), 7.23 - 6.90 (m, 1H), 6.31 - 6.15 (m, 1H), 5.25 (d,

14.4 Hz, 1H), 4.91 - 4.87 (m, 1H), 4.76 (d, J = 5.6 Hz, 2H), 4.50 - 4.33

6H) ppm -

1H NMR (400 MHz, DMSO-d6) 6 = 9.71 - 9.67 (m, 1H), 9.02 (s, 1H), 8.47 (d,
J=1.2 Hz, 1H), 8.29 - 8.24 (m, 1H), 8.21 (s, 2H), 7.59 - 7.44 (m, 2H), 6.77
33 597.2 (d, J = 2.8 Hz, 1H), 6.32 - 6.14 (m, 1H), 5.24 (d, J = 14.8 Hz, 1H), 4.94 -
4.86 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.51 - 4.46 (m, 1H), 4.46 - 4.26 (m
5H), 2.89 (s, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.64-9.61(m, 1H), 9.10 (s, 1H), 8.59 (d, J
= 1.6 Hz, 1H), 8.34 - 8.28 (m, 2H), 8.21 - 8.19 (m, 1H), 7.82 - 7.80 (m, 1H),
39 |576.2 7.51 (s, 1H), 7.21(d, J = 8.0 Hz, 1H), 6.98 (d, J = 8.0 Hz, 1H), 6.18 - 6.07 (m,
1H), 5.08 - 4.97 (m, 2H), 4.74 (d, J = 5.6 Hz, 2H), 4.45 - 4.37 (m, 2H), 4.28
(s, 4H), 2.02-1.98 (m, 1H), 0.87 - 0.85 (m, 2H), 0.79 - 0.77(m, 2H) ppm -

1H NMR (400 MHz, DMSO-d6 ) = 9.71 - 9.68 (m, 1H), 9.10 (s, 1H), 8.47
(d, J = 1.2 Hz, 1H), 8.35 - 8.14 (m, 3H), 7.53 (s, 1H), 7.19 (d, J = 8.0 Hz,
1H), 6.95 (d, J = 8.0 Hz, 1H), 6.39 - 6.09 (m, 1H), 5.24 (d, J = 14.4 Hz, 1H),

28 619.3

(
1H

d,
),
J=
(m

41 | 6083 4.91 - 4.87 (m, 1H), 4.74 (d, J = 5.6 Hz, 2H), 4.48 (s, 1H), 4.44 - 4.33 (m
1H), 4.29 (s, 4H), 1.79 - 1.66 (m, 1H), 1.21 - 1.07 (m, 4H). 0.99 - 0.97 (m
1H), 0.68 - 0.66 (m, 1H) ppm
1H NMR (400 MHz, DMSO-d6) 5 = 9.70 - 9.67 (m, 1H), 9.02 (s, 1H), 8.47 (s,
1H), 8.27 - 8.21 (m, 1H), 8.19 - 8.14 (m, 2H), 7.46 (s, 1H), 7.24 (d, J =

6 | 6003 2.68Hz, 1H), 6.47 (d. J = 2.4 Hz, 1H), 6.29 - 6.15 (m, 1H), 5.24 (d, J = 14.8

: Hz, 1H), 4.90 - 4.87 (m, 1H), 4.72 (d. J = 5.2 Hz, 2H), 4.50 - 4.39 (m, 2H),
4.35 - 431 (m, 2H), 4.30 - 4.25 (m, 2H), 3.84 - 3.81 (m, 4H), 2.36 - 2.30 (m
2H) ppm -
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LCMS

1
(ESUM+H) | TNMR

1H NMR (400 MHz - Hifis-d4) & = 8.95 (s, 1H), 8.53 (d, J = 1.0 Hz, 1H), 8.15
- 8.05 (m, 3H), 7.59 (s, 1H), 7.41 (d, J = 2.6 Hz, 1H), 6.69 (d, J = 2.6 Hz,
50 | 659.00 1H), 5.78 - 5.66 (m, 1H), 5.44 - 5.27 (m, 3H), 5.01-5.00 (m, J = 2.2, 14.3 Hz,
1H), 4.82 (s, 2H), 4.52 - 4.47 (m, 1H), 4.45 - 4.44 (m, 1H), 4.41-4.39 (m,
2H), 4.34 - 4.29 (m, 2H), 3.81 - 3.73 (m, 1H), 3.69 - 3.55 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.69 - 9.66 (m, 1H), 9.03 (s, 1H), 8.47 (s,
1H), 8.29 - 8.15 (m, 3H), 7.47 (s, 1H), 7.30 (d, J = 2.4 Hz, 1H), 6.59 (d, J =

5% 6322 2.4 Hz, 1H), 6.28 - 6.12 (m, 1H), 5.59 - 5.37 (m, 1H), 4.72 (d, J = 5.2 Hz,
2H), 4.33 - 4.29 (m, 4H), 4.25 - 4.13 (m, 2H), 3.9 - 3.84 (m, 2H) ppm
1H NMR (400 MHz, DMSO-d6) 5= 9.73 - 9.70 (m, 1H), 9.14 (s, 1H), 8.47 (s,
1H), 8.37 - 8.33 (m, 2H), 8.27 - 8.24 (m, 1H), 7.57 (s, 1H), 7.48 (d, J = 8.0
58 | 604.2 Hz, 1H), 7.34 (d, J = 8.0 Hz, 1H), 7.05 - 6.79 (m, 1H), 6.27 - 6.16 (m, 1H),
5.26 - 5.22 (m, 1H), 4.91 - 4.87 (m, 1H), 4.76 (d, J = 5.6 Hz, 2H), 4.47 - 4.39
(m, 6H) ppm
1H NMR (400 MHz, DMSO-d6) & = 9.77 - 9.76 (m, 1H), 9.29 - 9.27 (m, 1H),
50 | 5002 8.45 - 8.38 (m, 2H), 8.32 - 8.25 (m, 2H), 7.74 (d, J = 6.8 Hz, 1H), 7.26 (d, J =
: 8.0 Hz, 1H), 7.05 (br d, J = 8.0 Hz, 1H), 6.33 - 6.16 (m, 1H), 4.81 (d, J = 4.8
Hz, 2H), 4.34 (s, 4H), 2.07 - 2.02 (m, 1H), 0.90 - 0.79 (m, 4H) ppm
1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.08 (s, 1H), 8.57 (d,
J =16 Hz, 1H), 8.49 (d, J = 1.6 Hz, 1H), 8.42 - 8.39 (m, 1H), 8.28 (d, J = 2.8
61 | o103 Hz, 2H), 7.79 (d, J = 2.0 Hz, 1H), 7.53 (s, 1H), 6.99 (d, J = 2.0 Hz, 1H), 6.37

-6.09 (m, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.09 (d, J = 14.8 Hz, 1H), 4.73 (d, J
= 5.6 Hz, 2H), 4.49 (d, J = 2.8 Hz, 1H), 4.46 - 4.41 (m, 1H), 4.35 - 4.29 (m,
4H), 2.00 - 1.85 (m, 1H), 1.02 - 0.89 (m, 2H), 0.77 - 0.60 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.75 - 9.71 (m, 1H), 9.14 (s, 1H), 8.48 (d,
J =1.2 Hz, 2H), 8.36 - 8.34 (m, 1H), 8.27 (d, J = 9.2 Hz, 2H), 7.57 (s, 1H),
62 618.2 744 -7.41 (m,1H),7.21 (d,J=8.4 Hz, 1H), 6.28 - 6.17 (m, 1H), 5.74 - 5.70
(m, 1H), 5.25 (d, J = 14.8 Hz, 1H), 4.95 - 4.88 (m, 2H), 4.82 - 4.75 (m, 3H),
4.48 - 4.40 (m, 2H), 4.39 - 4.36 (m, 4H) ppm -

1H NMR (400 MHz, DMSO-d6) & = 9.71 - 9.68 (m, 1H), 9.09 (s, 1H), 8.47 -
8.42 (m, 2H), 8.29 - 8.24 (m, 2H), 7.53 (s, 1H), 7.22 (d, J = 8.4 Hz, 1H), 6.27
63 627.2 -6.16 (m, 2H), 5.54 - 5.35 (m, 1H), 5.24 (brd, J = 14.4 Hz, 1H), 4.90 (brd, J
=14.8 Hz, 1H), 4.74 (br d, J = 5.2 Hz, 2H), 4.48 - 4.38 (m, 2H), 4.26 - 4.16
(m, 6H), 3.96 - 3.90 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.75 - 9.68 (m, 1H), 9.11 (s, 1H), 8.48 (d,
J = 1.2 Hz, 1H), 8.32 - 8.20 (m, 3H), 7.54 (s, 1H), 7.22 (d, J = 8.0 Hz, 1H),
72 | 594.1 6.99 (d, J = 8.0 Hz, 1H), 6.28 - 6.17 (m, 1H), 5.25 (d, J = 14.4 Hz, 1H), 4.92
- 4.88 (m, 1H), 4.75 (d, J = 5.6 Hz, 2H), 4.48 - 4.30 (m, 6H), 2.05 - 1.99 (m,
1H), 0.88 - 0.86 (m, 2H), 0.80 - 0.76 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.11 (s, 1H), 8.47 (s,
1H), 8.45 (s, 1H), 8.34 - 8.22 (m, 3H), 7.89 (d, J = 1.6 Hz, 1H), 7.54 (s, 1H),
74 | 630.2 7.25(d, J = 1.6 Hz, 1H), 6.34 - 6.10 (m, 1H), 5.24 (d, J = 14.4 Hz, 1H), 4.96
- 4.83 (m, 1H), 4.74 (d, J = 5.6 Hz, 2H), 4.48 (s, 1H), 4.46 - 4.38 (m, 1H),
4.35 (s, 4H), 3.05 - 2.97 (m, 1H), 2.11 - 1.94 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.11 (s, 1H), 8.41 (s,
1H), 8.35 - 8.26 (m, 3H), 7.85 (d, J = 5.6 Hz, 1H), 7.53 (d, J = 9.2 Hz, 1H),
7.47 (s, 1H), 6.96 (d, J = 6.0 Hz, 1H), 6.37 - 6.17 (m, 1H), 4.71 (d, J = 5.6
Hz, 2H), 4.62 - 4.57 (m, 1H), 4.31 - 4.26 (m, 1H), 4.18 - 4.12 (m, 1H), 4.05 -
3.95 (m, 2H), 2.88 - 2.70 (m, 1H), 2.61 - 2.58 (m, 1H), 2.54 (s, 2H), 1.96 -
1.86 (m, 2H), 0.78 - 0.71 (m, 2H), 0.71 - 0.62 (m, 2H) ppm
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LCMS

1
(ESUM+H) | TNMR

1H NMR (400 MHz, MeOD) & = 9.01 (s, 1H), 8.39 (d, J = 1.6 Hz, 1H), 8.29 -
8.27 (m, 1H), 8.21 - 8.16 (m, 1H), 8.16 - 8.14 (m, 1H), 7.63 (s, 1H), 7.16 (d,
J = 8.0 Hz, 1H), 6.93 (d, J = 8.0 Hz, 1H), 4.82 (s, 2H), 4.36 - 4.30 (m, 4H),
2.00 - 1.95 (m, 1H), 0.89 - 0.84 (m, 4H) ppm -

1H NMR (400 MHz, DMSO-d6) & = 9.71 - 93.68 (m, 1H), 9.10 (s, 1H), 8.47
(d, J = 0.8 Hz, 1H), 8.34 (s, 1H), 8.31 - 8.25 (m, 3H), 7.54 (s, 1H), 7.28 (d, J
= 8.4 Hz, 1H), 7.07 (d, J = 8.0 Hz, 1H), 6.27 - 6.16 (m, 1H), 5.25 (d, J = 14.4
Hz, 1H), 5.00 - 4.83 (m, 2H), 4.75 - 4.73 (m, 2H), 4.58 - 4.53 (m, 1H), 4.45 -
4.44 (m, 3H), 4.31 - 4.26 (m, 1H), 4.13 - 4.07 (m, 1H), 2.29 - 2.27 (m, 1H),
1.71-1.61 (m, 1H), 1.19 - 1.12 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.68 (m, 1H), 9.11 (s, 1H), 8.47 (d,
J = 1.2 Hz, 1H), 8.37 - 8.15 (m, 3H), 7.98 - 7.93 (m, 1H), 7.54 (s, 1H), 7.47-
102 |572.2 7.43 (m, 1H), 6.32 - 6.14 (m, 1H), 5.24 (d, J = 14.4 Hz, 1H), 4.94 - 4.86 (m
1H), 4.74 (d, J = 5.6 Hz, 2H), 4.48 (s, 1H), 4.40 - 4.33 (m, 4H), 3.44 (s, 1H)
ppm

1H NMR (400 MHz, DMSO-d6) & = 9.71 - 9.68 (m, 1H), 9.04 (s, 1H), 8.56 (d,
J = 1.6 Hz, 1H), 8.49 (d, J = 1.6 Hz, 1H), 8.23 (s, 2H), 7.75 (d, J = 2.8 Hz,
1H), 7.49 (s, 1H), 7.07 (d, J = 2.7 Hz, 1H), 6.32 - 6.14 (m, 1H), 5.41 (d, J =
112 | 689.2 14.8 Hz, 1H), 5.09 (d, J = 14.8 Hz, 1H), 5.05 - 4.96 (m, 1H), 4.94 - 4.84 (m
1H), 4.72 (d, J = 4.8 Hz, 2H), 4.50 - 4.40 (m, 2H), 4.33 - 4.30 (m, 4H), 3.65 -
3.54 (m, 1H), 3.42 - 3.36 (m, 2H), 3.19 - 3.09 (m, 1H), 2.06 - 1.89 (m, 2H)
ppm

1H NMR (400MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.10 (s, 1H), 8.47 (d,
J = 1.2 Hz, 1H), 8.45 - 8.38 (m, 1H), 8.29 - 8.24 (m, 3H), 7.88 (d, J = 2.0 Hz,
116 | 630.2 1H), 7.54 (s, 1H), 7.25 (d, J =2.0 Hz, 1H), 6.27 - 6.16 (m, 1H), 5.24 (d, J =
14.4 Hz, 1H), 4.91 - 4.87 (m, 1H), 4.74 (d, J = 5.6 Hz, 2H), 4.47 - 4.34 (m
6H), 3.05 - 2.96 (m, 1H), 2.07 - 1.97 (m, 2H) ppm

1H NMR (400 MHz - Hifis-d4) 5 = 8.96 (s, 1H), 8.64 (d, J = 1.6 Hz, 1H), 8.39
(d,J = 1.6 Hz, 1H), 8.14 (d, J = 3.2 Hz, 2H), 7.60 (s, 1H), 7.42 (d, J = 2.8 Hz,
1H), 6.70 (d, J = 2.8 Hz, 1H), 5.81 - 5.67 (m, 1H), 5.57 (d, J = 14.4 Hz, 1H),
5.44 - 5.28 (m, 2H), 5.18 (d, J = 14.4 Hz, 1H), 4.82 (s, 2H), 4.58 - 4.48 (m,
1H), 4.46 - 4.40 (m, 3H), 4.35 - 4.31 (m, 2H), 3.81 - 3.75 (m, 1H), 3.70 - 3.63
(m, 2H), 3.61 - 3.56 (m, TH) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.71-9.68 (m, 1H), 9.11 (s, 1H), 8.46 (s
1H), 8.43 - 8.41 (m, 1H), 8.33(d, J = 9.2 Hz, 1H), 8.26-8.24 (m, 1H), 8.13
8.0

4.

78 599.3

88 612.2

121 675.00

J=92Hz 1H), 7.53 (s, 1H), 7.26 (d, J = 8.0 Hz, 1H), 7.07 (d, J =
1H), 6.26-6.16 (m, 1H), 5.25 (d, J = 14.4 Hz, 1H), 4.92-4.73 (m )
4.38 (m, 2H), 4.31-4.26 (m, 4H), 2.59 - 2.55 (m, 1H), 1.49-1.43 (m, 1H), 1.
-1.15 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.77 - 9.63 (m, 1H), 9.18 - 9.13 (m, 1H),
8.50 - 8.46 (m, 1H), 8.36 (s, 2H), 8.28 - 8.24 (m, 1H), 7.58 (s, 1H), 7.47 (d, J
= 8.4 Hz, 1H), 7.34 (d, J = 8.0 Hz, 1H), 7.05 - 6.68 (m, 1H), 6.33 - 6.09 (m
1H), 4.80 - 4.72 (m, 2H), 4.49 - 4.37 (m, 6H) ppm

1H NMR (400 MHz, MeOD) & = 9.02 (s, 1H), 8.53 (s, 1H), 8.26-8.21 (m, 2H),
8.12- 8.09 (m, 1H), 7.74 (d, J = 2.0 Hz, 1H), 7.65 (s, 1H), 7.14 (d, J = 1.6 Hz,
1H), 5.77-6.67 (m, 1H), 5.37(d, J = 14.0 Hz, 1H), 5.01-4.96 (m, 1H), 4.84 (br
s, 2H), 4.53 - 4.31 (m, 6H), 2.56 (s, 1H), 2.12 (s, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 8= 9.72 - 9.70 (m, 1H), 9.14 (s, 1H), 8.47 (d,
J = 1.2 Hz, 1H), 8.35 (s, 2H), 8.27 - 8.25 (m, 1H), 7.58 (s, 1H), 7.47 (d, J =
8.4 Hz, 1H), 7.34 (d, J = 8.0 Hz, 1H), 6.99 - 6.72 (m, 1H), 6.26 - 6.16 (m,
1H), 4.76 (d, J = 5.6 Hz, 2H), 4.41 - 4.39 (m, 4H)ppm

26 165 H(EEHHRIAE)
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LCMS 1
# (ESUM+H) | TNMR
1H NMR (400 MHz, DMSO-d6) & = 9.81-9.78 (m, 1H), 9.02 (s, 1H), 8.77 (s,
1H), 8.58 (s, 1H), 8.21 - 8.15 (m, 2H), 7.66 - 7.39 (m. 2H), 7.30 (d, J = 2.8
75 | 6552 Hz, 1H), 6.50-6.46 (m, 1H), 6.29 - 6.18 (m, 1H), 5.31 - 5.22 (m, 1H), 5.10 -

5.05 (m, 1H), 4.72 (d, J = 4.8 Hz, 2H), 4.51 - 4.43 (m, 2H), 4.34 - 4.29 (m,
2H), 4.28 (s, 2H), 4.11 - 4.06 (m, 1H), 3.88 - 3.83 (m, 1H), 3.55-3.49 (m, 1H),
2.39-2.36 (m, 1H), 2.02-1.99 (m, 1H), 1.40 (d, J = 6.4Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.74 - 9.71 (m, 1H), 9.15 (s, 1H), 8.47 (d,
J =1.2 Hz, 1H), 8.36 (s, 2H), 8.29 - 8.26 (m, 1H), 7.58 (s, 1H), 7.47 (d, J =
199 | 607.2 8.2 Hz, 1H), 7.34 (d, J = 8.2 Hz, 1H), 7.04 - 6.68 (m, 1H), 6.34 - 6.09 (m,
1H), 5.24 (d, J = 14.8 Hz, 1H), 4.92 - 4.88 (m, 1H), 4.76 (d, J = 5.6 Hz, 2H),
4.48 - 4.33 (m, 4H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.12 (s, 1H), 8.47 (d,
J=1.0 Hz, 1H), 8.33 (d, J = 9.2 Hz, 1H), 8.27 - 8.24 (m, 1H), 8.12 (d, J = 9.2
Hz, 1H), 7.54 (s, 1H), 7.25 (d, J = 8.0 Hz, 1H), 7.07 (d, J = 8.4 Hz, 1H), 6.27
-6.16 (m, 1H), 5.24 (d, J = 14.4 Hz, 1H), 4.91 - 4.73 (m, 4H), 4.47 - 4.39 (m,
2H), 4.31 - 4.27 (m, 4H), 2.60 - 2.55 (m, 1H), 1.49 - 1.44 (m, 1H), 1.23 - 1.17
(m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.74 - 9.72 (m, 1H), 9.15 (s, 1H), 8.57 (d,
J =1.2 Hz, 1H), 8.50 (s, 1H), 8.36 (s, 2H), 7.59 (s, 1H), 7.48 (d, J = 8.0 Hz,
208 | 620.2 1H), 7.34 (d, J = 8.4 Hz, 1H), 7.03 - 6.70 (m, 1H), 6.33 - 6.14 (m, 1H), 5.41
(d,J =148 Hz, 1H), 5.09 (d, J = 14.8 Hz, 1H), 4.76 (br d, J = 5.6 Hz, 2H),
4.50 - 4.38 (m, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.10 (s, 1H), 8.47 (d,
J = 1.2 Hz, 1H), 8.37 - 8.18 (m, 4H), 7.54 (s, 1H), 7.28 (d, J = 8.0 Hz, 1H),
7.07 (d, J = 8.0 Hz, 1H), 6.44 - 6.03 (m, 1H), 5.24 (d, J = 14.4 Hz, 1H), 5.05
- 4.80 (m, 2H), 4.74 (br d, J = 5.6 Hz, 2H), 4.60 - 4.47 (m, 2H), 4.46 - 4.34
(m, 2H), 4.33 - 4.23 (m, 1H), 4.13 - 4.06 (m, 1H), 2.31 - 2.18 (m, 1H), 1.73 -
1.55 (m, 1H), 1.19 - 1.10 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.60 - 9057 (m, 1H), 9.15 (s, 1H), 8.46
(d, J = 0.8 Hz, 1H), 8.35 (s, 2H), 8.24 (s, 1H), 7.54 (s, 1H), 7.47 (d, J = 8.0
237 | 600.2 Hz, 1H), 7.33 (d, J = 8.0 Hz, 1H), 7.03 - 6.70 (m, 1H), 6.19 - 6.03 (m, 1H),
5.21 (d, J = 14.8 Hz, 1H), 4.98 (d, J = 14.8 Hz, 1H), 4.75 (d, J = 6.0 Hz, 2H),
4.47 - 4.36 (m, 6H), 2.52 - 2.51 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.70-9.68 (m, 1H), 9.13 (s, 1H), 8.47 (s,
1H), 8.36 - 8.29 (m, 1H), 8.29 - 8.22 (m, 2H), 7.93 (d, J = 1.8 Hz, 1H), 7.56
239 | 592.00 (s, 1H), 7.33 (d, J = 1.8 Hz, 1H), 6.39 - 6.11 (m, 1H), 5.24 (d, J = 14.4 Hz,
1H), 4.90 (br d, J = 14.8 Hz, 1H), 4.75 (br d, J = 5.6 Hz, 2H), 4.53 - 4.42 (m,
2H), 4.41 - 4.31 (m, 4H), 2.06 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.47 (d, J = 7.6 Hz, 1H), 9.15 (s, 1H),
8.46 (s, 1H), 8.39 - 8.32 (m, 2H), 8.32 - 8.27 (m, 1H), 7.65 (s, 1H), 7.48 (d, J
260 | 618.1 = 8.4 Hz, 1H), 7.34 (br d, J = 8.4 Hz, 1H), 6.99 - 6.72 (m, 1H), 6.27 - 6.13
(m, 1H), 5.37 - 5.33 (m, 1H), 5.24 (d, J = 14.8 Hz, 1H), 4.89 (brd, J = 14.8
Hz, 1H), 4.48 - 4.34 (m, 6H), 1.63 (br d, J = 7.2 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.65-9.62 (m, 1H), 9.13 (s, 1H), 8.52 (d,J
= 2.0 Hz, 1H), 8.44 (d, J = 2.4 Hz, 1H), 8.34 (s, 2H), 7.55 (s, 1H), 7.46 (s,
272 | 620.00 1H), 7.33 (d, J = 8.2 Hz, 1H), 7.02 - 6.69 (m, 1H), 6.34 - 6.17 (m, 1H), 4.73
(d, J = 5.8 Hz, 2H), 4.62- 4.58 (m, 1H), 4.44 - 4.34 (m, 4H), 4.09 (d, J = 11.6
Hz, 1H), 2.95 - 2.71 (m, 1H), 2.63 - 2.53 (m, 1H) ppm

207 | 6123

209 |[612.2
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202506693

[0264] FREN-[(2-F-1,6-Z50E-7- B HE IR HEESE = T B5(208.40
mg > 709.46 umol) ~ [3-(_HFHAE)RKEIHEE (200 mg > 1.06 mmol) -
CTE=T ARG 0 HABHE 0 #(46.24 mg > 70.95 umol) K
K;PO4 (451.78 mg > 2.13 mmol) ¥ (3 mL) & H,O (1 mLYd 7R &
PIHR R NI IR 3R > AR AIESOC MEN2RA TRz B aWigFE14
hr - 2 S ER SV H0 (SmL)#FEEILAHEA (15 mL*3)25H - &40 & 2
A% IE (5 MK NaxSOqz e » 18 B AL R TR SE LA E AR ERY) - %5
ERY) (58 T S BRBY BB @ HT 7 (Si0. » it/ LW L BE=1/0F1/2) 41k » £
JREE T RbEA B E R B 2 ((2-CG-(Zam H A &) A)-1,6-Z50E-
T-EYHEYEHESE =7 B35 (255 mg » 635.27 umol > 89.54% E F) -
LCMS (ESI) m/z: [M+H]*= 402.1 - '"H NMR (400 MHz, DMSO-d¢) 8§ =
9.36 (s, 1H), 8.68 (d, J = 8.4 Hz, 1H), 8.32 (d, J = 8.4 Hz, 1H), 8.19 (d,
J = 8.0 Hz, 1H), 8.11 (d, J = 2.0 Hz, 1H), 7.77 (s, 1H), 7.67 - 7.59 (m,
2H), 7.58 - 7.21 (m, 2H), 4.45 (d, J = 6.0 Hz, 2H), 1.44 (s, 9H) ppm ©

[0265]

FER2 1 (2-C-(Z@m HAEE)FA)-1,6-Z50e-7-5) H g 2 Bl

[0266] [mI((2-(3-(& H A FE)-1,6-Z50-7-B) HE) I HIL 5
=THE5(250 mg » 622.81 umol) ATFA (1 mL) & DCM (3 mL)F 7 /5% -
FE25C M ZIREYIEFE0.S hr - K5Z B &Y)E ANaHCO; (10 mL)7KiE
R 2R FIEA (10 mL * 3)ZEHY - &L4H & 2 AR E (R A NarSO4Hz 1%
JEAGAT R EE TR GE DUE R BB 2 (2-G-(Z & H &) FE)-1,6- 20
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-7- %) W % (185 mg > 614.03 umol » 98.59% & %) - LCMS (ESI) m/z:
[M+H]*= 302.1 -

[0267]

ZER3 ¢ 2R)-N-[[2-[3-(Z@m HE H) & -1,6-Z508 -7- B A ]-2,6-

Zw- L1 - R E-3,5- & - 2H-4, 106 - SR T I ENE -8 - FH R I~ B

S

[0268] [AI(2-3-(Z & H &EE) HH)-1,6-RME-7-2) H (50 mg
165.95 umol) ADCM (1mL) ¥ 2 35 R A0 (2R)-2,6- &, -1,1- -l & % -
3,5- & -2H-4,106- % IR IENE-8-$8 5 (46.17 mg > 165.95 umol) ~ EDCI
(47.72 mg > 248.93 umol) + HOBt (33.64 mg > 248.93 umol) 5z DIEA
(107.24 mg > 829.76 umol) = 1£25C TRz /R GYIRA 14 hr o Z K IEIR
TVHAH0 (5 mL)#FE - FIDCM (5 mL * 3)ZEH - & 2 AR
EIE/KNasSOLFZ - 8 JE G AL BB T R4E DURIS IR 6R V) - IR R V) (4
A AHHPLC (L fE K7KLLO0.1% FAMRIE)SIAE - 2 RAL BB T IRGEZ B IR
Rtk REZ DLE A 2K H BEAS 2 (2R)-N-[[2-[3-(Z & H A &) &]-1,6-
ZROE-T-F I H & ]-2,6- Z@-1,1- I -3,5- G -2H-4, 10675 H GEE I -
8- HH fiff % (20.83 mg > 37.10 umol > 22.35% & #) - LCMS (ESD) m/z:
[M+H]* = 562.2 - '"H NMR (400 MHz, DMSO-de) § = 9.76 - 9.73 (m,
1H), 9.41 (s, 1H), 8.69 (d, J = 8.8 Hz, 1H), 8.47 (s, 1H), 8.33 (d, J = 8.4
Hz, 1H), 8.26 (d, J = 10.4 Hz, 1H), 8.19 (d, J = 7.6 Hz, 1H), 8.10 (s,
1H), 7.92 - 7.82 (m, 1H), 7.65 - 7.61 (m, 1H), 7.57 - 7.17 (m, 2H), 6.33 -

6.10 (m, 1H), 5.25 (d, J = 14.4 Hz, 1H), 4.95 - 4.68 (m, 3H), 4.53 - 4.32
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(m, 2H) ppm ° HZ MSFC : 0J-3-MeOH (DEA)-5-40-3mL-35T.Icm : Rt
= 2.427 min > ee% = 100.00% -

[0269] K3+ Z THIEBIHEEHRELCEEERBUNEFAR
B L E2978 2 2 P 8L -

R3DAREZ(LEY
LCMS

1
# (ESUM+H) | HNMR

1H NMR (400 MHz, DMSO-d6) 6 =9.77 - 9.74 (m, 1H), 9.42 (s, 1H), 8.68 - 8.61
(m, 2H), 8.51 (d, J = 1.2 Hz, 1H), 8.35 - 8.33 (m, 2H), 7.88 - 7.83 (m, 2H), 7.48 -
327 550.6 7.46 (m, 1H), 6.14 - 6.02 (m, 1H), 5.11 - 4.98 (m, 2H), 4.84 - 4.83 (m, 2H), 3.76 -
3.71 (m, 1H), 3.43 - 3.42 (m, 1H), 2.52 (d, J = 1.6 Hz, 2H), 2.25 - 2.21 (m, 1H),
1.12 - 1.05 (m, 5SH) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.75 - 9.72 (m, 1H), 9.42 (s, 1H), 8.68 (s,
2H), 8.48 (d, ] = 1.2 Hz, 1H), 8.27-8.25 (m, 1H), 7.90 (s, 1H), 7.83 (d, J = 7.2 Hz,
12 610.1 1H), 7.72 -7.68 (m, 1H), 6.65 (d, J = 8.4 Hz, 1H), 6.31 - 6.12 (m, 1H), 5.25(d,J =
14.4 Hz, 1H), 4.95 - 4.80 (m, 3H), 4.51 - 4.34 (m, 2H), 4.26 - 4.20 (m, 1H), 3.58 -
3.43 (m, 6H), 2.18 - 2.03 (m, 2H), 1.14 - 1.10 (m, 3H) ppm

ITHNMR (400 MHz, DMSO-d6) & = 9.63-9.60 (m, 1H), 9.40 (s, 1H), 8.68-8.61
(m, 2H), 8.46 (s, 1H), 8.24 (s, 1H), 7.92 (d, ] = 7.2 Hz, 1H), 7.83 (s, 1H), 7.76-
7.72 (m, 1H), 7.03 (d, J = 8.8 Hz, 1H), 6.15 - 6.05 (m, 1H), 5.21 (d, ] = 14.8 Hz,
1H), 4.99 (d, J = 14.8 Hz, 1H), 4.81 (d, J] = 6 Hz, 2H), 4.45 - 4.38 (m, 2H), 4.32-
4.30 (m, 2H), 3.70 - 3.64 (m, 2H), 2.52 (s, 3H), 2.47 (s, 2H), 1.21 (d, J = 4 Hz,
6H) ppm -

21 606.3

1H NMR (400 MHz - Hfi$-d4) 8 = 9.33 (s, I1H), 8.63 - 8.48 (m, 2H), 8.41 (d,J =
7.6 Hz, 1H), 8.20 (d, J = 8.6 Hz, 1H), 8.10 (br d, J = 9.4 Hz, 1H), 7.95 (s, 1H),
7.43 (d, J = 7.8 Hz, 1H), 6.93 - 6.48 (m, 1H), 5.88 - 5.54 (m, 1H), 4.92 (s, 2H),
4.07 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.85 - 9.65 (m, 1H), 9.53 - 9.28 (m, 1H),
8.72 - 8.58 (m, 1H), 8.47 (d, J = 6.4 Hz, 2H), 8.29 - 8.20 (m, 2H), 7.88 (s, 1H),
29 5912 7.59 - 7.38 (m, 1H), 7.16 - 6.77 (m, 1H), 6.45 - 6.01 (m, 1H), 5.41 - 5.12 (m, 1H),
490 (d, J = 15.2 Hz, 1H), 4.83 (s, 2H), 4.52 - 4.40 (m, 4H), 1.40 - 1.34 (m, 3H)
ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.68 - 9.65 (m, 1H), 9.42 (s, 1H), 8.71 - 8.57
(m, 2H), 8.49 - 8.33 (m, 2H), 8.21 (d, J = 8.8 Hz, 1H), 7.89 - 7.73 (m, 2H), 7.39 -
43 618.6 7.37 (m, 1H), 6.84 - 6.40 (m, 1H), 6.17 - 5.83 (m, 1H), 5.13 (d, J = 13.6 Hz, 1H),
493 -4.76 (m, 3H), 4.01 (s, 3H), 3.74 - 3.69 (m, 1H), 3.48 - 3.36 (m, 1H), 2.44 -
2.38 (m, 2H), 1.85 - 1.75 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.80 - 9.72 (m, 1H), 9.41 (s, 1H), 8.63 (d,J =
8.8 Hz, 1H), 8.48 - 8.45 (m, 1H), 8.41 (d, J = 8.0 Hz, 1H), 8.27 - 8.24 (m, 1H),
44 591.3 8.20 (d, J = 8.8 Hz, 1H), 7.86 (s, 1H), 7.33 (d, ] = 7.6 Hz, 1H), 6.31 - 6.12 (i,
1H), 6.06 - 5.80 (m, 1H), 5.24 (d, J = 14.4 Hz, 1H), 5.09 - 4.86 (m, 3H), 4.82 (d, J
= 5.6 Hz, 2H), 4.51 - 4.32 (m, 2H), 4.00 (s, 3H) ppm

23 582.3
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LCMS 1
# (ESUM+H) | HNMR

1H NMR (400 MHz, DMSO-d6) & = 9.83 - 9.74 (m, 1H), 9.41 (s, 1H), 8.63 (d,J =
8.8 Hz, 1H), 8.47 (s, 1H), 8.42 (d, J = 7.6 Hz, 1H), 8.27 (d, J = 9.6 Hz, 1H), 8.21
46 591.2 (d, J = 8.8 Hz, 1H), 7.86 (s, 1H), 7.33 (d, J = 7.6 Hz, 1H), 6.34 - 6.13 (m, 1H),
6.07 -5.77 (m, 1H), 5.24 (d, ] = 14.4 Hz, 1H), 5.10 - 4.86 (m, 3H), 4.82 (d, ] = 5.6
Hz, 2H), 4.53 - 4.32 (m, 2H), 4.00 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.76 - 9.73 (m, 1H), 9.42 (s, 1H), 8.65 (d,J =
8.8 Hz, 1H), 8.46 - 8.45 (m, 2H), 8.27 - 8.20 (m, 2H), 7.87 (s, 1H), 748 (4,1 =7.6
Hz, 1H), 7.12 - 6.84 (m, 1H), 6.21 - 6.15 (m, 1H), 5.24 (d, ] = 144 Hz, 1H), 4.91 -
4.82 (m, 3H), 4.47 - 4.39 (m, 2H), 4.01 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.74 - 9.72 (m, 1H), 9.39 (s, 1H), 8.73 - 8.63
(m, 2H), 8.48 (d, J = 1.2 Hz, 1H), 8.28 - 8.25 (m, 1H), 791 - 7.84 (m, 2H), 7.74 -
7.70 (m, 1H), 6.70 (d, J = 8.0 Hz, 1H), 6.31 - 6.14 (m, 1H), 5.48 -5.30 (m, 1H),
54 614.1 5.25(d, J = 14.8 Hz, 1H), 5.22 - 4.87 (m, 1H), 4.82 (d, J = 5.6 Hz, 2H), 448 (s,
1H), 4.45 - 4.34 (m,1H), 4.23 - 4.15 (m, 1H), 3.93 - 3.84 (m, 1H), 3.94 - 3.77 (m,
1H), 3.84 - 3.76 (m, 1H), 3.75 - 3.70 (m, 2H), 3.40 (s, 3H), 2.68 - 2.64 (m, 2H),
2.35-2.30 (m, 2H) ppm °

1H NMR (400 MHz, DMSO-d6) 6 =9.86-9.85 (m, 1H), 9.40 (s, 1H), 8.78 (s, 1H),
8.68 - 8.59 (m, 3H), 7.93 - 7.87 (m, 2H), 7.76-7.72(m, 1H), 7.66-7.39 (m, 1H),
64 642.2 7.03 (d,J =84 Hz, 1H), 6.28 - 6.17 (m, 1H), 5.30 - 5.07 (m, 2H), 4.84 (d,J =5.6
Hz, 2H), 4.51 - 4.44 (m, 2H), 4.31 (d, ] = 11.6 Hz, 2H), 3.71 - 3.64 (m, 2H), 2.52
(s, 2H), 1.21 (d, J = 6.0Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.77 - 9.74 (m, 1H), 9.42 (s, 1H), 8.68 (d, ] =
8.8 Hz, 1H), 8.47 (s, 1H), 8.35 (d, J = 7.6 Hz, 1H), 8.29 - 824 (m, 1H), 8.07 (d,J

53 5772

73 5772 = 8.8 Hz, 1H), 8.02 - 7.61 (m, 2H), 7.33 (d, ] = 7.6 Hz, 1H), 6.44 - 6.07 (m, 1H),
5.24 (d, J = 14.8 Hz, 1H), 4.96 - 4.77 (m, 3H), 4.54 - 4.31 (m, 2H), 2.53 (s, 3H)
ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.77 - 9.75 (m, 1H), 9.44 - 9.43 (m, 1H),
8.65 (d, ] =8.8 Hz, 1H), 8.46 (d, ] = 8.4 Hz, 2H),8.28 - 8.21 (m, 2H), 7.87 (s, 1H),
748 (d,J =7.6 Hz, 1H), 6.27 - 6.16 (m, 1H), 5.25 (d, J = 14.4 Hz, 1H), 4.92 - 4.82
(m, 3H), 4.48 - 4.39 (m, 2H), 4.02 (s, 3H), 2.01 - 2.00 (m, 3H) ppm

IHNMR (400 MHz, DMSO-d6) 6 = 9.75 - 9.72 (m, 1H), 9.36 (s, 1H), 9.16 (s,
1H), 8.72 (s, 1H), 8.66 (s, 1H), 8.49 (d, ] = 1.2 Hz, 1H), 8.41 (d, ] = 1.2 Hz, 1H),
77 537.2 8.39 - 8.32 (m, 1H), 8.31 - 8.22 (m, 2H), 7.90 (s, 1H), 6.35 - 6.08 (m, 1H), 5.26 (d,
J =14.8 Hz, 1H), 4.92 - 4.88 (m, 1H), 4.80 (d, J = 5.6 Hz, 2H), 4.48 - 4.36 (m,
2H), 2.32 -2.25 (m, 1H), 1.17 - 1.09 (m, 4H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.77 - 9.74 (m, 1H), 9.40 (s, 1H), 8.68 - 8.61
(m, 2H), 8.57 - 8.49 (m, 2H), 7.93 - 7.87 (m, 2H), 7.77 - 7.73 (m, 1H), 7.03 (d, J =
79 626.2 8.4 Hz, 1H), 6.29 - 6.17 (m, 1H), 5.41 (d, J = 14.4 Hz, 1H), 5.09 (d, ] = 14.4 Hz,
1H), 4.82 (d, ] = 6 Hz, 2H), 4.49 - 4.42 (m, 2H), 4.32 (d, J = 11.2 Hz, 2H), 3.70 -
3.65 (m, 2H), 2.54 - 2.53 (m, 2H), 1.22 (d, J = 4.0 Hz, 6H) ppm

IH NMR (400 MHz - &{}j-d) 6=9.31 (s, 1H), 8.71 (d, ] = 8.8 Hz, 1H), 8.50 (d, J
= 8.4 Hz, 1H), 8.46 - 8.40 (m, 2H), 8.12 - 8.05 (m, 2H), 8.04 - 7.96 (m, 1H), 7.59
85 603.2 (d,J=8.4 Hz, 1H), 6.84 - 6.48 (m, 1H), 5.39 (d, ] = 14.0 Hz, 2H), 5.04 (d,J =5.2
Hz, 2H), 4.98 - 4.94 (m, 1H), 4.53 - 4.44 (m, 2H), 2.56 - 2.50 (m, 1H), 1.29 (br s,
2H), 1.14 - 1.11 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.80 - 9.77 (m, 1H), 9.42 (s, 1H), 8.69 (d, ] =
8.8 Hz, 1H), 8.56 (d, J = 8.8 Hz, 1H), 8.50 - 8.45 (m, 2H), 8.42 (d, ] = 8.8 Hz,
95 608.3 1H), 8.29 - 8.27 (m, 1H), 7.88 (s, 1H), 7.76 (d, J = 8.8 Hz, 1H), 7.66 - 7.19 (m,
1H), 6.29 - 6.17 (m, 1H), 4.87 - 4.79 (m, 2H), 2.41 - 2.38 (m, 1H), 1.24 - 1.16 (m,
2H), 1.15 - 1.07 (m, 2H) ppm

75 591.2
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LCMS 1
# (ESUM+H) | HNMR
1H NMR (400 MHz, DMSO-d6) 3 = 9.77 - 9.74 (m, 1H), 9.43 (s, 1H), 8.65 (d, J =
05 | sg00 8.4 Hz, 1H), 8.47 - 8.44 (m, 2H), 8.27 - 8.20 (m, 2H), 7.87 (s, 1H), 748 (d, T = 7.6

Hz, 1H), 7.12 - 6.84 (m, 1H), 6.27 - 6.16 (m, 1H), 5.26 (d, J = 14.8 Hz, 1H), 4.91 -
4.82 (m, 3H), 4.47 - 4.39 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.75 -9.73 (m, 1H), 9.39 (d, ] = 0.4 Hz, 1H),
8.69 - 8.57 (m, 2H), 8.48 (d,J = 1.6 Hz, 1H), 8.28 - 8.25 (m, 1H), 7.91 - 7.84 (m,
111 552.2 2H), 7.72 - 7.68 (m, 1H), 6.58 - 6.50 (m, 1H), 6.30 - 6.13 (m, 1H), 525 (d, J =
14.4 Hz, 1H), 4.92 - 4.88 (m, 1H), 4.82 (d, J = 5.6 Hz, 2H), 4.49 - 4.35 (m, 2H),
4.08 - 4.04 (m, 4H), 2.41 - 2.36 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.76 - 9.73 (m, 1H), 9.41 (s, 1H), 8.72 - 8.66
(m, 1H), 8.64 - 8.59 (m, 1H), 8.48 (s, 1H), 835 (d, J = 8.0 Hz, 1H), 827 (d, J =
114 537.2 9.2 Hz, 1H), 7.91 - 7.81 (m, 2H), 7.47 (d, J = 7.6 Hz, 1H), 6.32 - 6.10 (m, 1H),
5.25(d, J =14.4 Hz, 1H), 492 - 4.88 (m, 1H), 4.83 (d, ] = 5.6 Hz, 2H), 4.48 (s,
1H), 4.46 - 4.35 (m, 1H), 2.27 - 2.21 (m, 1H), 1.13 - 1.02 (m, 4H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.72 - 9.69 (m, 1H), 9.32 (s, 1H), 8.62 (s,
1H), 8.48 (d, ] = 1.2 Hz, 1H), 8.41 (s, 1H), 8.38 -8.32 (m, 1H), 8.30 - 8.24 (m,
1H), 8.20 (d, J = 8.8 Hz, 1H), 7.92 - 7.85 (m, 2H), 7.81 - 7.79 (m, 1H), 7.33 (d, J =

118 536.3 7.6 Hz, 1H), 6.29 - 6.14 (m, 1H), 5.26 - 5.23 (m, 1H), 4.90 (d, J = 15.6 Hz, 1H),
478 (d, J = 6.0 Hz, 2H), 4.48 (s, 1H), 4.45 - 4.34 (m, 1H), 2.23 - 2.15 (m, 1H),
1.09 - 1.06 (m, 2H), 1.04 - 0.98 (m, 2H) ppm
1H NMR (400 MHz, DMSO-d6) 6 =9.80 - 9.72 (m, 1H), 9.45 (s, 1H), 8.68 (d,J =
127 505.1 8.8 Hz, 1H), 8.54 - 8.45 (m, 2H), 8.30 - 8.19 (m, 2H), 7.89 (s, 1H), 7.68 (d,J = 7.6

Hz, 1H), 6.31 - 6.13 (m, 1H), 5.24 (d, ] = 14.4 Hz, 1H), 4.95 - 4.80 (m, 3H), 4.52 -
4.31 (m, 2H), 4.03 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.78 - 9.75 (m, 1H), 9.44 (s, 1H), 8.75 - 8.66
(m, 2H), 8.55 - 8.46 (m, 2H), 8.32 - 8.25 (m, 1H), 8.02 - 7.98 (m, 1H), 7.91 (s,
128 573.2 1H), 7.65 (d,J = 8.0 Hz, 1H), 6.29 - 6.17 (m, 1H), 5.26 (d, ] = 14.8 Hz, 1H), 4.94 -
4.89 (m, 1H), 4.85 (d, J = 5.6 Hz, 2H), 4.50 - 4.37 (m, 2H), 3.42 - 3.40 (m, 1H),
2.64 -2.57 (m, 1H), 2.17 - 2.08 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.66 - 9.63 (m, 1H), 9.43 (s, 1H), 8.65(d,J =
8.8 Hz, 1H), 8.46 - 8.45 (m, 2H), 8.24 - 8.20 (m, 2H), 7.83 (s, 1H), 7.47 (d,1 = 8.0
Hz, 1H), 7.12 - 6.85 (m, 1H), 6.16 - 6.06 (m, 1H), 5.22 - 4.95 (m, 2H), 4.82 (br d,
J=5.6 Hz, 2H), 4.45 - 4.37 (m, 2H), 4.01 (s, 3H), 2.51 (br s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.72 - 9.69 (m, 1H), 9.33 (s, 1H), 8.46 (d,J =
1.2 Hz, 1H), 8.27 (s, 1H), 8.19 - 8.17 (m, 2H), 8.07 (d, ] = 7.6 Hz, 1H), 7.87 - 7.82
137 576.2 (m, 2H), 7.44 (d, ] = 7.6 Hz, 1H), 7.09 - 6.81 (m, 1H), 6.26 - 6.15 (m, 1H), 5.26
(d,J =14.8 Hz, 1H), 491 - 4.87 (m, 1H), 4.78 (br d, ] = 5.6 Hz, 2H), 4.47 - 4.38
(m, 2H), 3.94 (s, 3H) ppm °

131 573.2

1H NMR (400 MHz, DMSO-d6) 6 = 9.83 - 9.68 (m, 1H), 9.38 (s, 1H), 8.71 - 8.45
(m, 4H), 8.27 (d, J = 10.4 Hz, 1H), 7.86 (s, 1H), 7.70 - 7.59 (m, 1H), 6.33 - 6.12
(m, 1H), 5.25 (d, ] = 14.4 Hz, 1H), 4.97 - 476 (m, 3H), 4.55 - 4.33 (m, 2H), 3.98
(s, 3H), 3.38 - 3.33 (m, 1H), 2.39 - 2.36 (m, 1H), 2.10 - 2.04 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.75 - 9.73 (m, 1H), 9.37 (s, 1H), 8.55(d,J =
8.0 Hz, 1H), 847 (d, ] = 1.2 Hz, 1H), 8.27 - 8.24 (m, 1H), 8.06 (d, J = 8.4 Hz,
158 544.2 1H), 7.93 - 7.80 (m, 2H), 7.14 - 7.12 (m, 1H), 6.94 - 6.93 (m, 1H), 6.32 - 6.11 (m,
1H), 5.24 (d, ] = 14.4 Hz, 1H), 4.87 (d,J = 2.0 Hz, 1H), 4.81 (d, ] = 6.0 Hz, 2H),
4.51 - 4.35 (m, 2H), 3.89 (s, 3H) ppm °

144 603.2
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LCMS 1

# (ESUM+H) | HNMR
1H NMR (400 MHz, DMSO-d6) 8 = 9.68 - 9.65 (m, 1H), 9.28 (s, 1H), 8.73 - 8.71
(m, 1H), 8.50 (d, J = 7.6 Hz, 1H), 8.41 (s, 1H), 8.33 (d, ] = 8.8 Hz, 1H), 8.18 (d, J

167 | 5952 = 9.6 Hz, 1H), 7.54 (d, ] = 7.6 Hz, 1H), 7.18 - 6.81 (m, 1H), 6.27 - 6.13 (m, 1H),
5.25-5.19 (m, 1H), 4.90 - 4.83 (m, 3H), 4.46 (br s, 1H), 4.44 - 4.32 (m, 1H), 4.04
(s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.78 - 9.76 (m, 1H), 9.42 (s, 1H), 8.75 - 8.68
(m, 1H), 8.67 - 8.60 (m, 1H), 8.48 (s, 1H), 8.29 - 8.26 (m, 1H), 8.21 (d, ] =7.6 Hz,
170 541.1 1H), 7.95 - 7.84 (m, 2H), 6.98 (d, J = 8.0 Hz, 1H), 6.34 - 6.07 (m, 1H), 5.25(d,J =
14.4 Hz, 1H), 4.95 - 4.87 (m, 1H), 4.83 (d, ] = 4.8 Hz, 2H), 4.56 - 4.47 (m, 3H),
4.46 - 4.35 (m, 1H), 1.43 - 1.39 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6=9.77 (brt, ] = 5.7 Hz, 1H), 9.40 (s, 1H), 8.66
- 8.54 (m, 2H), 8.49 (d,J = 1.6 Hz, 1H), 8.39 (d, J = 7.6 Hz, 1H), 821 (d, J = 8.7
174 589.2 Hz, 1H), 7.87 (s, 1H), 7.27 (d, J = 7.6 Hz, 1H), 6.36 - 6.08 (m, 1H), 5.84 - 5.59
(m, 1H), 541 (d, J = 14.8 Hz, 1H), 5.09 (d, J = 14.7 Hz, 1H), 4.82 (brd, ] = 5.6
Hz, 2H), 4.57 - 4.32 (m, 2H), 4.00 (s, 3H), 1.72 - 1.62 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.76 - 9.73 (m, 1H), 9.37 (s, 1H), 8.58 (d, ] =
8.8 Hz, 1H), 8.47 (s, 1H), 8.29 - 8.23 (m, 2H), 8.20 (d, J = 8.8 Hz, 1H), 7.84 (s,
193 541.2 1H), 7.05 (d,J = 7.6 Hz, 1H), 6.31 - 6.13 (m, 1H), 5.24 (d, J = 14.8 Hz, 1H), 4.89
(d, J =15.2 Hz, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.49 - 4.33 (m, 2H), 3.98 (s, 3H),
2.53 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.79 - 9.76 (m, 1H), 9.51 (s, 1H), 9.01 (d, ] =
5.2 Hz, 1H), 8.82 (d, J = 8.8 Hz, 1H), 8.71 (d, J = 8.8 Hz, 1H), 8.48 - 8.45 (m,
195 574.2 2H), 8.41 - 8.<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>