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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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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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(halaven) - 2E [} %5 J& (neratinib) ~ PARPH|I#|%] -+ ARN810 - mTOR ] ]
Bl ~ F6IH % (topotecan) ~ f#{#(gemzar) ~ VEGFR2HIHIE] - T He 2 5515
i~ BEEE T (demcizumab) ~ FFE i) T (fosbretabulin) 2 PDL 1 ]I )
Fil) £ 4 S HE -
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R & - fLpii A F—B 2 —EEMF - ZEE~ B ARCHEE
FEARKERNTZHREGFR)ZES « fERTM AL E—F L —EE
B ZoEEE N BRSO E -~ BA E S ORI (ALK) SE B 282 -
FERTHL T A 2 E—F < — ST H F - ZEEEANCHEE B HFKRASZE
B o Lt A E—FH L BB T - ZBRCGIEZEGNELE L
ATPES ALK « fERTl )7 A2 E—F 2 — 8L EHpI+ - ZBRGIZEE (%
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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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& & AEEEZEREEANE AL EY T 2 E— 2 25
e e

[0078] fES5—RERET - AEHANKEELE —EAFHEEFTEEER
i~ AUYIRRTE ~ AL B BRI E L AR 2 A
2T AEERAANE LA e T ZE—F AR REE Y
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i~ AUYIRRE - AL - B BAaERREE ZEEMEEE LA
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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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60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90% K 95%) L — LB Fi il >
it e% > HNE (LS YEBRMY 48 K/ISEEEEZE D50% (]
4 55% ~ 60% ~ 65% ~ 70% ~ 75% ~ 80% ~ 85% ~ 90%E95%) - {F—Lb
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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) -
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ROERE MNERCRERYERCER) T —HFEA+F  ZEEG
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> 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
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DAST
DCE
DCM

DCPP-2HBF,

DEA
DMP
DIAD
DIBAL-H
DIEAE(DIPEA
DMA
DMAP
DME
DMF
DMSO
dppf
EDCI1

i
=
=

ESI
Et;NZ(TEA
EA

EtOH

FA

C256075PA docx

112117604 FEHESE A0202

=R 2R

8 LbE

R

1,3- B8 (RO AEM ) N i &

N,N- %

& (VO &

FHT-FE T (Dess-martin) 38 Bl J52

HE PR RN
R TAS b
N.N-"ENE LM
A L

4-( HH B B UL
1,2- R E LN
N, N- B g
P

B (IR ER RS

1-Z8-(3-“HE R A WA IR —

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

C256075PA docx

FEHESE A0202

= 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
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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

C256075PA docx

112117604

FEHESE A0202
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PrIESS AR - RAIFTAM RS B e ftEpm LT & — 2 4t
FRST

[0228]
UL =t/ Pt i
(2R)-2,6- % -1,1- I & %£-3,5- 6 -2H-4,116- 3 - 15 HE Y -8- ¥4

B -
F Br HS S Br i
—_——— = P 4’ —_———— =
- \ OMF, : THF K,C04, DMF, MeOH, H,0
o F 30°C. 16 hrs o F 4% 1hr 30 9C. 18 hrs 30°°C, 16hrs
LA B R AR
X Br R s
28 ( SbCl;. DAST ﬁ Select F, DAST, DIEA ?/ Br
- .
HO THE, ‘/\Q/ DGM, ] MeCN, o
0-20°C.A hr 20°C. 48 hrs F 0-20°G. 2 hrs F
] I3 [
s T
PdiDAC), do p2HBF .
K,COy, CO (15 psi 2, 8 e TR S
DMSO, H,0, 100 °C, 2hrs MeOH, H,0
20*C. 16 hrs
BERS i) a0 e
5 -6~ S - B2 P B LA
TERL  4-0R-2-F-6- F IR B- K H R 2- 5 <
HS Br
/

[0230) [H4-38-2,6- %, -7 H & H F5 (100 g > 398.37 mmol)
DMF (1000 mL) 71 2 3% % 7% Jll NaoS (34.54 g > 398.37 mmol > 90% 46
) FE30C THRZORGYIRIFL6 hr - 8322 K IEREY)EAZK(1500 mL)
F1f FFMTBE (1500 mL * 2)ZEH] - A1 N HCL /KA 8% £ pH = 231
MTBE (1500 mL * 3)Z£H{ - 4404 > HHE %A 7K(2000 mL * 2) K& EiK
(5000 mL)JE 7k > €ENaxSOLZKE » R IR LUE L 2 =Bl Z4-8-2-7

55 151 HEEHIEHE)
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-6-F R B - R H L 2-FHE5(105 g 0 #H) - LCMS (ESI) m/z: [Br’’M+H]* =
232.9

[0231]

HEE2 ¢ 3-(4-R-2-F-6-F I A - KB HEE ~ BE

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)JF 7L @ &K /KNa SO 520 - I AT A2 MR ELE E=T
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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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)
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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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3,5- & -2H-4,104- 3 H EEIEIE (1.2 g » 4.56 mmol > 67.00% E %) - '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] RéFIE2FNTRLLESE E = OERZ8-%-2,6- “%-3,5-
& -2H-4,1- 2 H E BEIE (600 mg > 2.13 mmol > 31.36% & %) - '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) [A1-5(E8-38-6-5-3,5- — &-2H-4, 1 A4- 5 3 EEEIT ([
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) - f£20°C NRFaz/BRBFEL hr - ZARAE0C T [ sZEEPARID
DIEA (884.11 mg » 6.84 mmol > 1.19 mL) » A& {20C N HZ 8&WiE
F£1 hr o B3z K ER&Y)E ANaHCO3/5 % (200 mL) 3 HEA (200 mL *
3)ZEHL - K E A HEIEHMEKG00 mL)EFE - &NaSO4H - #BIE
R4 LUE AR TR ERY) - sz BRERY) (R FE B TE @M ila (Si02 - AR/ L £
Fe=20:125:D&1L - BEZARUELEE=CRERE 2 8-)2-2,6- _&-3,5-
8 -2H-4,1- 2R IEEEEIE (500 mg 0 1.78 mmol » 39.00% E %) - 'H NMR
(400 MHz, CDCl3) 8 = 7.54 (m, 1H), 7.27 - 7.24 (m, 1H), 5.63 - 5.51 (m,

26 155 H(EEHRIEE)
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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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4.47 mmol) /xMeOH (12 mL) &zH,O (12 mL) ™1 2 75 /AN I 48 5 it BR <, 5
(5.49 g > 8.93 mmol) » £20°C NRZRGYIREIAF16 hr o KZ RS
EIAK(100 mL)H » 32K HAHEA (100 mL * 3)ZZHY - &EH & 2 A 1%/E
%A 7K (200 mL)JF 7k - &8 NaxSO.52 1% » BRIl LLEA 2 8 i E 8
22,6-_&.-1,1- & E-3,5- —F-2H-4 1 \C-FKIFEEIENE 8- ¥4 FE (1.1 g »

H

§

3.95 mmol > 88.50% %) - 'H NMR (400 MHz, DMSO-de) & = 14.03 -
13.95 (m, 1H), 8.34 (d, J = 1.2 Hz, 1H), 8.13 - 8.11 (m, 1H), 6.27 - 6.16
(m, 1H), 5.25 - 5.21 (m, 1H), 4.91 - 4.86 (m, 1H), 4.47 - 4.38 (m, 2H)
ppm °

[0248]

HEE10 ¢ (2R)-2,6- &.-1,1- [ S E-3,5- &, -2H-4,1A- 3 I 158 15g
IE-8-F2 e (RS 1) Fe(28)-2,6- —&.-1,1- 5 £&-3,5- & -2H-4,10°-%
F R EI - 8- R4 % o~ B (A

F, O\\S L0 Q F O\\S .0 Q
@ OH (S) OH
o o)
F F

R

[0249]) 2,6-_&.-1,1- A& E-3,5- & -2H-4,1A0- K Jf 15 1 I -8 -
FBRE(1.1 g > 3.95 mmo) {5 EH EM:SFC (& fF : Daicel ChiralPak IG
(250*30 mm > 10 um) ; #EjfH : [0.1%NH;H,O MEOH] ; B% : 20% £
20% > 4.75 5 310 min) oy e 2 A W 1§ - R 4E I LB MR DL A i e 7R R
V) o 2R ERYIA I K(100 mL)FkEl 4 N HCUE /R 8 £pH=2 » 328K
HAEA (100 mL * 2)Z<H » &40 & 2 A RIS 5 Nar SOz - i@ IR
“ELLER 2 O EBE#E 2 (2R)-2,6- & -1,1- “fIFEE-3,5- & -2H-4, 1A%

5 157 HEEYIEHE)

C256075PA docx
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FHIEEENE-8-F5FE (Y1) (350 mg » 1.25 mmol » 31.69% EX) - 'H
NMR (400 MHz, DMSO-d¢) 6 = 14.17 - 13.92 (m, 1H), 8.33 (s, 1H),
8.13 - 8.11 (m, 1H), 6.27 - 6.17 (m, 1H), 5.25 - 5.21 (m, 1H), 4.91 - 4.86
(m, 1H), 4.47 - 4.35 (m, 2H) ppm

[0250]) ¥ = M SFC : 1G-3_5CM_MEOH
(DEA)_5_40_3ML_T35.M ; Rt =1.408 min > ee%=98.14% -

[0251] JRASE2IAMTIRLLEETRERY) - 2 IReR YA A /K(100 mL)
R4 N HCUR RS £pH=2 > 32 FIRHHEA (100 mL * 2)ZZHY -
A& 2 H RIS A Nax SO 52 - BB RS UER 2 5 58 2 (25)-
2,6- _&.-1,1- & H-3,5- ZF-2H-4, 1 A0- K I IEEIE-8-F£ £ (500 mg -
1.66 mmol > 41.94%E3*) - 'H NMR (400 MHz, DMSO-d¢) § = 14.27 -
13.55 (m, 1H), 8.34 (d, J = 1.2 Hz, 1H), 8.13 - 8.10 (m, 1H), 6.27 -
6.16(m, 1H), 5.26 - 5.21 (m, 1H), 4.91 - 4.86 (m, 1H), 4.47 - 4.38 (m,
2H) ppm » ¥ Z4:SFC : IG-3_5CM_MEOH (DEA)_5_40_3ML

[0252] (R)-1,1-_-F1E2,6- _ & -N-((2-(7-HE-2,3- _F-4H-TEBE
FF13,2-b][ 1,410 BE-4-5L)-1,6-250¢ -7- B ) BH E6)-2,3- T~ F-SH-ZKF [e][1,4]
IFEEME-8- BRI (L& 16) 2 Bl -

Gl TN
OH 2 )i
o o | pELE
HNK\ PA{GtopACly, KaPC,y H(\ Pd(dba),. Xantphos, C5,00;  BOCHNT ™z N (\O ROV gl
s P T My I A e
N B H0, 80 °C, 2 hrs N, G 000G, 12 hrs Y N CEREE - 2500, e
Br
AR T )
- o
Dﬂ -
a =
\\{S\\-U(]
r +
EaEEED F 0
HaNT Sz N (\O EDCI, HOBt, DIEA N7 ™ N Nf\o
MNa 1 S * N |/ 7
R a [of S
N . DCM, 25 °C, 2 hrs WSEO N, .
o
3
R B

25 158 H(EEHRIAE)
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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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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)

C256075PA docx
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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 ) 8 = 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),
491 -487 (m, 1H), 4.74 (d, J = 5.6 Hz, 2H), 4.48 (s, 1H), 4.44 - 433 (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) & = 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 =
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 - 4.31 (m, 2H), 4.30 - 4.25 (m, 2H), 3.84 - 3.81 (m, 4H), 2.36 - 2.30 (m
2H) ppm -

28 619.3

(
1H

d,
),
J=
(m

41 608.3

48 609.3
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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

76 608.3
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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)

z,
132 | 6121 7_
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4
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163 | 609.2

C256075PA docx

112117604 FEHESE A0202 1123291485-0



1864749

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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LCMS 1
# (ESUM+H) | TNMR
1HNMR (400 MHz, DMSO-d6) & = 9.45 (d, J = 7.6 Hz, 1H), 9.09 (s, 1H),
8.45 (d, J = 0.8 Hz, 1H), 8.31 - 8.25 (m, 3H), 7.79 (d, J = 2.0 Hz, 1H), 7.59
078 | 608.0 (s, 1H), 6.99 (d, J = 2.4 Hz, 1H), 6.38 - 5.96 (m, 1H), 5.33 - 5.31 (m, 1H),

5.24 (d, J = 14.8 Hz, 1H), 4.90 - 4.86 (m, 1H), 4.49 - 4.26 (m, 6H), 1.96 -
1.86 (m, 1H), 1.62 (d, J = 6.8 Hz, 3H), 1.01 - 0.89 (m, 2H), 0.76 - 0.65 (m,
2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.70 (s, 1H), 9.02 (s, 1H), 8.56 (d, J =
1.6 Hz, 1H), 8.49 (d, J = 0.8 Hz, 1H), 8.23 - 8.15 (m, 2H), 7.47 (s, 1H), 7.30
(d,J=2.4Hz 1H),6.49 (d,J =2.4 Hz, 1H), 6.30 - 6.16 (m, 1H), 5.41 (d, J =
289 | 639.1 14.8 Hz, 1H), 5.09 (d, J = 14.8 Hz, 1H), 4.71 (br d, J = 5.2 Hz, 2H), 4.50 -
4.41 (m, 2H), 4.36 - 4.24 (m, 4H), 4.13 - 4.06 (m, 1H), 3.88 - 3.82 (m, 1H),
3.53(d,J=7.6Hz, 1H),2.39-2.36 (m, 1H),2.05-1.96 (m, 1H), 1.40 (d, J =
6.0 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.71 (m, 1H), 9.13 (s, 1H), 8.48 (s, 1H),
8.36 (br s, TH), 8.35 - 8.31 (m, 1H), 8.26 (d, J = 9.2 Hz, 2H), 7.91 (d, J = 2.0
309 |617.90 Hz, 1H), 7.57 (s, 1H), 7.31 (d, J = 2.0 Hz, 1H), 6.30 - 6.15 (m, 1H), 5.25 (d, J
= 14.8 Hz, 1H), 4.94 - 4.87 (m, 1H), 4.75 (d, J = 6.0 Hz, 2H), 4.50 - 4.33 (m,
6H), 1.61 - 1.53 (m, 1H), 0.94 - 0.87 (m, 2H), 0.78 - 0.73 (m, 2H) ppm

[0262]
(2R)-N-[[2-[3-(— @ H | &) TR B 1-1,6- R e -7- B ] H £ 1-2,6- & -

-l AE-3,5- ZF-2H-4,106- 5 R HENE-8- A i ({E & #7297) 2 B

i
HO\B/@O m BocHN/ﬁJ/Q\ —" HZN/\w/@\
OH Y Pd(dthpf)Cly. KaPO,. N A DO, (NN
F F LB HG. 80 °C, 14 hrs 25°C. 05 hr
s
s l \\ ° /ﬁj@\
EDCI, HOBY, DIEA, (\I“:‘j[)\ NS
DCM. 25°C, 14 hrs
rgE
[0263]
HERL D ((2-C-(CH\HRAE)FE)-1,6-ZBE-T- B HE) HHEE =T
fis < Bl
BocHN | s 0
N A s PN

5 167 HEEHISHE)
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[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

25 168 H(EEHHRIAE)
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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 - 8.39 (m, 1H), 8.26 (s, 1H), 7.96 (s, 1H), 6.28 - 6.17 (m, 1H), 5.25 (d,J
=14.8 Hz, 1H), 4.92 - 4.84 (m, 3H), 4.48 - 4.39 (m, 2H), 3.42 - 3.39 (m, 2H), 2.25
-2.17 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.78 - 9.75 (m, 1H), 9.45 (s, 1H), 8.85 - 8.72
(m, 1H), 8.66 (d, ] = 8.8 Hz, 1H), 8.52 - 8.42 (m, 2H), 8.32 - 7.85 (m, 4H), 7.27

205 | 563.2 (d, T =8.0 Hz, 1H), 6.32 - 6.16 (m, 1H), 5.25 (d, ] = 14.8 Hz, 1H), 4.95 - 4.80 (m,
3H), 4.53 - 4.34 (m, 2H) ppm
|H NMR (400 MHz, DMSO-d6) 8 = 9.79 - 9.76 (m, 1H), 9.42 (s, 1H), 8.65 (d, J =
8.4 Hz, 1H), 8.56 (d.J = 1.2 Hz, 1H), 849 (d. ] = 1.6 Hz, 1H), 8.46 (d, J = 7.6 Hz,
ot | 5032 1H), 821 (d, ] = 8.8 Hz, 1H), 7.88 (s, 1H), 7.48 (d, J = 7.6 Hz, 1H), 7.11 - 6.84

(m, 1H), 6.27 - 6.17 (m, 1H), 5.42 (d,J = 14.8 Hz, 1H), 5.10 (d, J = 14.4 Hz, 1H),
4.83(d,J=5.6 Hz, 2H), 4.48 (brd, J = 2.8 Hz, 1H), 4.44 - 4.37 (m, 1H), 4.01 (s,
3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.80 - 9.77 (m, 1H), 9.45 (s, 1H), 8.81 - 8.72
(m, 1H), 8.67 (d, J = 8.8 Hz, 1H), 8.58 (d, ] = 1.6 Hz, 1H), 8.51 (d, J = 1.6 Hz,
225 579.1 1H), 8.49 - 8.45 (m, 1H), 8.27 - 7.89 (m, 3H), 7.27 (d, ] = 7.6 Hz, 1H), 6.34 - 6.10
(m, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.09 (d, J = 14.8 Hz, 1H), 4.84 (d, J = 5.6 Hz,
2H), 4.55 - 4.38 (m, 2H) ppm ©

1H NMR (400 MHz, DMSO-d6) 6 =9.76 - 9.73 (m, 1H), 9.46 (s, 1H), 8.75 (d, ] =
8.8 Hz, 1H), 8.63 - 8.52 (m, 2H), 8.48 (s, 1H), 8.28 - 8.25 (m, 1H), 7.92 (s, 1H),
228 553.2 7.72(d,J =5.2 Hz, 1H), 6.30 - 6.15 (m, 1H), 5.25 (d, ] = 14.4 Hz, 1H), 4.95 - 4.87
(m, 1H), 4.84 (d, J = 5.6 Hz, 2H), 4.50 - 4.34 (m, 2H), 4.18 - 4.14 (m, 4H), 2.42 -
2.34 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.90 - 9.86 (m, 1H), 9.43 (s, 1H), 8.78 (s,
1H), 8.66 - 8.59 (m, 2H), 8.46 (d, J = 7.6 Hz, 1H), 8.21 (d, J = 8.4 Hz, 1H), 7.87
(s, 1H), 7.66 - 7.39 (m, 2H), 7.12-6.84 (m, 1H), 6.28 - 6.17 (m, 1H), 5.29-5.07 (m,
2H), 4.84 (d, ] = 5.6 Hz, 2H), 4.51 - 4.36 (m, 2H), 4.01 (s, 3H) ppm

234 609.1
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LCMS |
# (ESUM+H) | HNMR
1H NMR (400 MHz, DMSO-d6) 6 =9.78- 9.76(m, 1H), 9.47 (d, J = 3.6 Hz, 2H),
238 5389 8.79 - 8.76 (m, 2H), 8.57 - 8.48 (m, 2H), 8.29 - 8.26 (m, 1H), 7.94 (s, 1H), 6.28 -
’ 6.17 (m, 1H), 5.25 (d, ] = 14.4 Hz, 1H), 4.92 - 4.83 (m, 3H), 4.48 - 4.40 (m,2H),
2.38 -2.34 (m, 1H), 1.16 - 1.14 (m, 4H) ppm
1H NMR (400 MHz, DMSO-d6) 6 =9.78 - 7.75 (m, 1H), 9.40 (s, 1H), 8.61 (d,J =
8.7 Hz, 1H), 8.56 (d,J = 1.6 Hz, 1H), 8.49 (d,J = 1.6 Hz, 1H), 8.39 (d, ] = 7.6 Hz,
242 5392 1H), 8.21 (d, J = 8.8 Hz, 1H), 7.86 (s, 1H), 7.27 (d, J = 7.6 Hz, 1H), 6.34 - 6.07

(m, 1H), 5.87 - 5.59 (m, 1H), 5.41 (d, ] = 14.8 Hz, 1H), 5.08 (d, ] = 14.8 Hz, 1H),
4.82 (d, J = 5.8 Hz, 2H), 4.53 - 4.38 (m, 2H), 4.00 (s, 3H), 1.76 - 1.58 (m, 3H)

ppm

IH NMR (400 MHz > Hfi2-d4) 6 = 9.34 (s, 1H), 8.58 - 8.52 (m, 2H), 8.38 (d, J =
7.8 Hz, 1H), 8.21 (d, ] = 8.6 Hz, 1H), 8.12-8.09 (m, 1H), 7.95 (s, 1H), 7.40-7.38
251 623.00 (m, 1H), 6.52 - 6.11 (m, 1H), 5.79 - 5.65 (m, 1H), 5.35 (d, J = 14.4 Hz, 1H), 5.00-
4.96 (m, 1H), 4.92 (s, 2H), 4.51 - 4.47 (m, 1H), 4.44-4.43 (m, 1H), 4.05 (s, 3H),
1.86-1.77 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.79 - 9.76 (m, 1H), 9.44 (s, 1H), 8.83 - 8.60
(m, 2H), 8.57 - 8.46 (m, 2H), 8.30 - 8.27 (m, 1H), 8.02 - 7.98 (m, 1H), 7.92 (s,
253 5732 1H), 7.65 (d,J = 8.0 Hz, 1H), 6.34 - 6.11 (m, 1H), 5.26 (d, J = 14.8 Hz, 1H), 4.97 -
4.80 (m, 3H), 4.55 - 4.33 (m, 2H), 3.40 - 3.36 (m, 1H), 2.57 - 2.53 (m, 1H), 2.21 -
2.03 (m, 1H) ppm

ITHNMR (400 MHz, DMSO-d6) 6 =9.76 - 9.74 (m, 1H), 9.42 (s, 1H), 8.75 - 8.64
(m, 2H), 8.48 (d, J = 1.2 Hz, 1H), 8.26 - 8.21 (m, 1H), 8.23 (d, ] = 7.2 Hz, 1H),

270 527.1 7.96 - 7.86 (m, 2H), 7.01 (d, J = 8.4 Hz, 1H), 6.37 - 6.06 (m, 1H), 525 (d,J =14.6
Hz, 1H), 4.92 - 491 (m, 1H), 4.83 (d, ] = 6.0 Hz, 2H), 4.51 - 4.34 (m, 2H), 4.04
(s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.81 - 9.65 (m, 1H), 9.38 (s, 1H), 8.67 - 8.61
(m, 2H), 8.55 (d, J = 8.8 Hz, 1H), 8.48 (s, 1H), 8.30 - 8.25 (m, 1H), 7.86 (s, 1H),
280 603.2 7.66 (d,J =8.8 Hz, 1H), 6.30 - 6.14 (m, 1H), 5.25 (d, J = 14.4 Hz, 1H), 4.92 - 4.88
(m, 1H), 4.83 (d, ] = 4.0 Hz, 2H), 4.48 (s, 1H), 4.46 - 4.35 (m, 1H), 3.98 (s, 3H),
3.38 - 3.34 (m, 1H), 2.38 - 2.36 (m, 1H), 2.10 - 2.04 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.81-9.79 (m, 1H), 9.50 (s, 1H), 8.97 (d, ] =
5.2 Hz, 1H), 8.83 (d, ] = 8.4 Hz, 1H), 8.70 (d, ] = 8.4 Hz, 1H), 8.48 (s, 1H), 8.45
290 564.2 (brs, 1H), 8.40 (d, J = 5.2 Hz, 1H), 8.29- 8.26 (m, 1H), 7.94 (s, 1H), 6.28-6.17 (m,
1H), 5.27 (d, ] = 14.8 Hz, 1H), 4.91-4.88 (m, 1H), 4.85 (d, J = 5.6 Hz, 2H), 4.48-
4.36(m, 2H), 2.60 (s, 1H), 2.26 (s, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.77 - 9.38 (m, 1H), 9.39 (s, 1H), 8.68 - 8.61
(m, 2H), 8.60 - 8.54 (m, 2H), 8.51 (d, J = 1.6 Hz, 1H), 7.88 (s, 1H), 7.67 (d, J =
294 619.2 8.8 Hz, 1H), 6.34 - 6.16 (m, 1H), 5.42 (d, J = 14.4 Hz, 1H), 5.10 (d, J = 14.4 Hz,
1H), 4.83 (d, J = 5.6 Hz, 2H), 4.52 - 4.42 (m, 2H), 3.99 (s, 3H), 3.40 - 3.34 (m,
1H), 2.66 - 2.58 (m, 1H), 2.13 - 2.03 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.76 - 9.73 (m, 1H), 9.41 (s, 1H), 8.69 (d, ] =
8.8 Hz, 1H), 8.47 (s, 1H), 8.33 (d, J = 8.4 Hz, 1H), 8.26 (d, ] = 10.4 Hz, 1H), 8.19
297 562.2 (d, ] =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 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.80-9.77 (m, 1H), 9.45 (s, 1H), 8.77-8.67
(m, 2H), 8.58-8.51 (m, 2H), 8.34 (br d, ] = 7.6 Hz, 1H), 8.15 (br d, J = 7.6 Hz,
301 593.2 1H), 7.92 (s, 1H), 7.29-7.02 (m, 1H), 6.28-6.18 (m, 1H), 5.43 (br d, J = 14.8 Hz,
1H), 5.07 (br d, ] = 14.4 Hz, 1H), 4.84 (br d, ] = 4.8 Hz, 2H), 4.49 - 4.38 (m, 2H),
4.14 (s, 3H) ppm
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LCMS 1
# (ESUM+H) | HNMR

1H NMR (400 MHz, DMSO-d6) 6 =9.79 - 9.73 (m, 1H), 9.41 (s, 1H), 8.72 - 8.66
(m, 1H), 8.64 - 8.60 (m, 1H), 8.58 (d, J =1.2 Hz, 1H), 8.50 (d, J = 1.2 Hz, 1H),
302 553.1 8.35(d,J =7.6 Hz, 1H), 791 - 7.82 (m, 2H), 7.47 (d, J = 7.6 Hz, 1H), 6.30 - 6.15
(m, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.09 (d, J = 14.8 Hz, 1H), 4.83-4.82 (m, 2H),
4.51 - 4.39 (m, 2H), 2.27 - 2.20 (m, 1H), 1.12 - 1.03 (m, 4H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.80 - 9.77 (m, 1H), 9.46 (s, 1H), 8.78 (d, ] =
8.4 Hz, 1H), 8.62 (d, ] = 7.6 Hz, 1H), 8.51 - 8.49 (m, 2H), 8.29 - 8.22 (m, 2H),
7.92 (s, 1H), 7.49 (d, J = 8.0 Hz, 1H), 6.28 - 6.18 (m, 1H), 5.25 (d, J = 14.4 Hz,
1H), 4.92 - 4.84 (m, 3H), 4.48 - 4.39 (m, 2H) ppm

307 581.2

[0270]
FRAYI2 (4R)-4,9- F-5.5- HIFF-3,4-ZF-2H-1,5 1 6- K FFIEELE

-7-¥2 B < B

.00
HO. O HG. -0 HO._.0 0.0 p
HO8O,C! : FPhy HaS01 g
_— - _— = _— - _— -
q 0 R
. 0-80°C, 18 hrs S b c WeOH, s . €3:,60;, DHIE s F

OH cl7 \‘-O (:)H 30-90°C, 16 hrs OH B "C, 16 hrs OH 25 °C. 12 hrs L/O
] EARZ EES e
o 0 HO. .0 HO._.O
T B 5 plishdii st
DAST ]\ = NaQH o
MeCH, H,0, Osg CHEI, g F THF. MeOH, H,C, 5 ¢ MaQH, H,0, o=k .
0-30 *C,12 hrs 26%C, 2 hrs 0-30 *C,12 hrs
5 50°C, 96 hrs ) 5 - F_J\_/ ‘ j&_/
N, A ° F °
s LR WERT e
HO. .0 HO\?//D
s, .o
a=% r 0=¢§ F
F'“Q‘L/O F—QL/O

e s
HER1 A B AL -5 -7 -4- P - R H L 2 B
//%M 3 5 E,\ i As-5- %'4' AN T 54 =3 °

HO
N E
-
Cl \\O
OH

[0272) 7EO0C T LL10455 5/ HOSO,C1 (175.00 g » 1.50 mol » 100
mL) 2 SRR IN3- 5 -4- R E-FEHEE (12 g 76.87 mmol) » {£30C N ¥
REIBHEL6 hr K Z3&1E80C THEHFE2 hr o B EZ S E A R & 1% /KK (100
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mL) - #EZCEEY) - W HAKG * 10 mL)F AT B 22 2k DUE £
B E B 3-SR A5 4R EHEE (15 g 0 55.97 mmol
72.81%E ) - |H NMR (400 MHz, DMSO-d6) § = 11.52-11.09 (m, 1H),

7.90-7.85 (m, 1H), 7.65-7.62 (m, 1H) ppm °

[0273]
WER2 1 3-F-4- A5 - SR AR B B
HO.__O
HS F
OH
[0274] FE30°C Pl3-AmEfEE-5-F-4-FEE-AHEE (15 g > 58.91

mmol) 7> H 7K (300 mL) & 7 )8R A NIIPPh; (54.08 g » 206.19 mmol) > f£90
C TMRZEEY16 hr - ZNIER SV HFE DA INEEMNaHCO; (100 mL)
R FAMTBE (100 mL * 3)ZZHY » f 12N HC1E K fE 2 2 pH=3 1 F
EA (100 mL * 3)ZH{ - EAJE {54 Na,SO4HZ 1R - M8 IE WAL RUEE TR 4E LUE
A EHEEREZ3-F-4-FE-S-E M A-FHEE GBS g0 45.17 mmol »
76.68% = %) - 'H NMR (400 MHz, DMSO-d¢) 8 = 12.96-12.89 (m, 1H),

11.57-11.51 (m, 1H), 7.82 - 7.74 (m, 1H), 7.61 - 7.42 (m, 1H) ppm ©

[0275]

AER3  3-F-4-RE-S- A E - R B R B
_0._0O

HS F

OH
[0276] [mI3-& -4-FCE-S-Abi - FHE B g 42.51 mmol) j?

MeOH (80 mL)H 7 5% A IH,S04 (14.72 g » 150.08 mmol » 8 mL) ° 4F

5 176 H(EHIEHE)
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8OC THZRECYERELI6 hr - fEEE TR Z K IERG YRR
MeOH - ZEEr¥){%HH.0 (100 mL)#5#E - FINaHCO3/K/F K RKipHFH % £ 3
I FHEA (100 mL * 3)ZEHY « &K4HE 2 A HE (5 NarSOHZ 1% » 88 I AT
KR TR LE A BERY) - 2B HFE T SR B EFRiTISCOo® ; 80
g SepaFlash® —F LW & EEEMH > 0~100% 2B ZFs/ 4l Bt > 7B 171 7% DA
100 mL/min 2 B 4L » 1R TR AITRUES 2 0 BE g 2 3-
F-4-FEE S-S E- SRR g 0 19.78 mmol 5 93.06%E %) - LCMS
(ESI) m/z: [M+H] * =202.9 - 'H NMR (400 MHz, DMSO-d6) & = 12.27 -
11.29 (m, 1H), 7.86-7.78 (m, 1H), 7.65 - 7.43 (m, 1H), 3.81 (d, J = 8.4
Hz, 3H) ppm °

[0277]

WERA D 9-F-3.4- & -2H-1,5- IR ELENE-7- 3 I FH s < B o

[0278] [H3-F-4-58E-5- Wi A-FHEEHES(7 g > 34.62 mmol)
1,3- 38 N12(6.99 g > 34.62 mmol > 3.53 mL)JADMF (350 mL)¥F &R
HANCs,COs (56.40 g » 173.09 mmol) » £25°C FEZESYBEEL2 hr -
2R e % AH0 (200 mL)#H R FIMTBE (200 mL * 2)ZEHY « &K4H& 2
A E (& K NaySOLRZ I - MEIE WD IR LT8R Y) - 2R 5 FE
AT (Si0, » FHE/ 28 ZB=1/025/1) 4t - BHIEITIRLE
2 &l 2 9-/-3.4- ZF-2H-1,5-F H EEENE-7- 32 B FHES(7.5 ¢ > 30.96

mmol > 89.42%FE #3) - LCMS (ESI) m/z: [M+H] * =242.9 - 'H NMR (400

5 177 HEEYIESHE)
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MHz, CDCl3) & = 7.81 (s, 1H), 7.60 - 7.57 (m, 1H), 4.45 - 4.43 (m, 2H),
3.89 (s, 3H), 3.08 - 3.05 (m, 2H), 2.34 - 2.29 (m, 2H) ppm -

[0279]

TEES ¢ 9-F-5-Al | E-3,4- G -2H-1,504- 7 - 152 -7 - 37 f% B
B o

[0280] f£0C T [=9-%-3,4- & -2H-1,5-Z5 H- W WER -7 - 72 B HH fig
(7 g > 28.89 mmol)AMeOH (140 mL) &ZH>O (70 mL) 9 7 5% K D8 &
il ©3(9.77 g - 15.89 mmol) - {£30°C TRz R EVIBIEL2 hr - ZIE S
Y5 HH20 (300 mL)MFEIEHEA (300 mL * 2)ZXHY - &80 & 2 A& %
B AINa>SO3 (300 mL)JE L » &M /KNarSO4EZ 1% - AR R 46 LATR L5
ERY) o B TRERYIGEE DB HEE T T (Si0, » A/ 2B 2 F5=1/020/1)4%
b BEEANTRUERE SRR Z9-8-5- & E-3,4- - 5-2H-1,5)4-

TR IEEENE-7- 52 % FH (7 g > 27.10 mmol > 93.81% & %) - LCMS (ESI)

m/z: [M+H] * =258.9 - 'H NMR (400 MHz, CDCl;) 8 = 8.19-8.18 (m,
1H), 7.90-7.87 (m, 1H), 4.57-4.53 (m, 1H), 3.93 (s, 3H), 3.91-3.89 (m,
1H), 3.32-3.29 (m, 1H), 3.23-3.19 (m, 1H), 2.70-2.66 (m, 1H), 2.40-
2.39(m, 1H) ppm °

[0281]

FER6  4,9--3,4- G -2H-1,5- R R HENE-7-F8 BE FH s 2 B -

26 178 H(EEHRIAE)
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[0282] [=9-%-5-{A | £-3.4- & -2H-1,504- R H B E Y -7 - 54 [if
FHES (500 mg > 1.94 mmol)ACHCI;: (5 mL)H 2 AR IMDAST (6.10 g »
37.84 mmol > 5.00 mL) - f£50°C Tz /B SR H96 hr - ez IER S
V) Bl 55 O (E fE XA & PLEETT - E0°C T R 5z K HEJR & 9% Il £ 6
NaHCO; (200 mL)JiFIDCM (200 mL * 2)ZZHY - &80 & 2 A 1 (a8 it
7KNa,SO45Z ) - IR R 48 LUR (IR e Y) - 4R eRY) (%88 8 T & i flo
(Si0: - it/ LB LBE=1/0 210/ 1) 4L - JR4EAENTIR LR H 2= @ E
Z49- & -3,4- [ -2H-1,5- K H EENE -7-55 B HE5 (1.3 g > 5.00
mmol > 51.60%FE*R) -

[0283] 'H NMR (400 MHz, CDCl3) 6 = 7.94-7.93 (m, 1H), 7.76-
7.73 (m, 1H), 5.96-5.83 (m, 1H), 4.63-4.58(m, 1H), 4.16-4.10 (m, 1H),
3.91 (s, 3H), 2.64-2.57 (m, 2H) ppm o

[0284]
BT+ 4,9-Z#-3,4- " F-2H-1L,5- G B ENE-7- 52 ik < B
HO.__O

FLO
[0285]) [H14,9- _&.-3,4- _&-2H-1,5-F FHEEMENE-7-F2FE HE5(1.95
g > 7.49 mmol) ATHF (10 mL) ~ MeOH (5 mL) &xH,O (5 mL)d 7 ;& &%)

RHINaOH (599.41 mg » 14.99 mmol) » f£25C T % ESYIEHE2 hr o

26179 HEEHRIAE)
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ZoR e Y HAH0 (50 mL)FEI R N HC1DLE % pH=3 > A& FEA
(50 mL * 2)ZZHY &8 4H & 2 AW IE (H A M /KNaSOLFZ 1R » 28 8 i 48 A
EEEHEER4.9- ZF-3.4- _F-2H-1,5-F HEEENE-7- 2 (1.8 g -
7.31 mmol > 97.57%ER) » HEBEEHFBERNR T —FBEF -

[0286]

WEEQ 1 4.9- T 5-5,5- (AIEEE-3,4- G -2H-1,506- 5 JfBEE T 7 - ¥5
it~ BLHH

[0287] {£0°C T [H4,9- _%&-3,4- & -2H-1,5-7 H BRI -7- 3% %
(1.8 g > 7.31 mmol)}AMeOH (40 mL) &xH-O (20 mL) s 7 &% NN S5
B% S0 (13.48 g > 21.93 mmol) - /£30C NRZRGYRIH12 hr - ZES

i% FIH,0 (100 mL)FFFELEFIDCM (100 mL * 2)ZEHL - 4540 & i

%A Na,SO37K A & (100 mL))F 7% & & /K Na, SO Rz » 28 8 W R 48 DAEE
H“EOEERE 24,9- &-5,5- {IEE-3,4- 5-2H-1,506- 7K H BEENE-7 -
B (1.9 g 6.83 mmol » 93.42%E3) - 'H NMR (400 MHz, DMSO-dg)
0 = 8.33-8.25 (m, 1H), 8.19-8.15 (m, 1H), 6.33-6.20 (m, 1H), 4.63-4.59
(m, 1H), 4.19-4.13 (m, 1H), 2.84-2.74 (m, 1H), 2.61-2.57 (m, 1H) ppm -

[0288]

FERQ L Y2 (4R)-4,9- " &.-5,5- _HIEF-3,4-_F-2H-1,506-%&
FRUGE RN -T - B2 B 2 (45)-4,9- —&.-5.5- & A-3,4- F-2H-1,506-FK3F

R -T7 -2 B 2 B

26 180 H(EEHHRAASE)
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HO O HO O
(a + O
O=g F O=5 F
SERNGY O F (S} O
2

[0289]) 4,9-—4&.-5,5- ~HIE E:-3,4- G -2H-1,506- 7 3 1GE N -7 -
¥ f2 (1.88 g » 6.76 mmol) {4 ¥ 2 ¥ SFC (% ff : DAICEL
CHIRALPAK AD-H (250 mm*30 mm > 5 um) ; ¥ &)fH : [0.1%NH;H,0
MEOH] ; B% : 15%%15% > 8.5 min ; 750 min) 47 5 o

[0290) FRI#2 : (4R)-4,9- — &.-5,5- — il & £ -3,4- — 4, -2H-
1,506-F H BRI -7- 52 i o JBARIE(E | BT R UR LR R Y) - LR BRY
HFAH,0(50 mL)FRE AN N HCIAZ#pH=2 » 472 FAADCM (50 mL *
)EEEY > KRG 2 IS (4K NaxSOLBZ 6 - g EmE IR EHE T
B [E B2 > (4R)-4,9- —5.-5,5- {5 EE-3,4- G -2H-1,516- 55 Jf BEMEIE -7 -
SR (R RIY2) (850 mg 0 2.99 mmol > 44.22%FE %) - 'H NMR (400
MHz, DMSO-d¢) & = 13.84-13.73 (m, 1H), 8.20-8.15 (m, 2H), 6.34-6.21
(m, 1H), 4.63-4.58 (m, 1H), 4.19-4.13 (m, 1H), 2.75 - 2.71 (m, 1H),
2.61-2.56 (m, 1H)ppm - %f Z £ SFC : AD-3-MeOH (DEA)-5-40-3ML-
35T.Icm » Rt=1.304 min » ee%=96.54% - JE4EIE(E2 7 AT IR IR HLTR 64
V) o IRERYIHFIH20 (50 mL)FRREIARAN1 N HCILLFH 2 pH=2 » #X1% F
DCM (50 mL * 2)ZHY » &840 & 2 AR (R M/KNax SOz - 18 JE R
45 AR 2 O e EES 2 (45)-4,9- _&.-5,5- | A-3,4- - F-2H-1,506-7K

IS 12 I -7 - $8 % (800 mg > 2.81 mmol > 41.65%FE %) - 'H NMR (400

55 181 H(EHIEHE)
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MHz, DMSO-ds) 6 = 13.80-13.73(m, 1H), 8.19-8.15 (m, 2H), 6.34-6.21
(m, 1H), 4.63-4.58 (m, 1H), 4.19-4.13 (m, 1H), 2.85-2.75 (m, 1H), 2.61-
2.56 (m, 1H) ppm - ¥f & }: SFC : AD-3-MeOH (DEA)-5-40-3ML-
35T.lcm ¢ Rt=1.410 min > ee%=99.25% -

[0291]

(4R)-N-[[6-[6-[(2S,6R)-2,6- " F FL G Wk -4- AL TIHE IR -2- Bk ]-3- S I I
BRI B ]-4,9- @ -5,5- A E AA-3,4- T -2H-1,506 - ZK g EY -7 - FH R
Bt &?19) 2 2k

= a s} o.
e} TP S
N L N e
" LR N HOU TR ]
. B — e o
*l R [T N
J\/ KGO, AGN.80 "G, 3 hrs N‘ A PaldtapCs, 15P0y M Ho ) g - 25T h |
100°C. 12 h W Ry # = =
cu’J\4N BocHN™ HaNT
= i 2
bR I L

Fj@*‘ TO]/

& e N [
(b | B PPLIEN
F . o
R B o]
s 2 Nl)\ : e . 0
= E N D BotHN T o P
N : N A, J BocHN™ e e e g
EDCI. HOBY DIEA, DICM A : oy PAIAPPNCL. KOAC. j u
I54C, 12 hrs o 2 : DI - 080T, 2 hre Mz oty
=0 ;
K_(S\\O H
L F : 82

HER]  (2S,6R)-4-(6-F L E-2-£L)-2,6- B BL-NEORR > B {F

y
&

Cl)|\¢N

[0293]) [E2,6- ~&MEE( g 6.71 mmol)/AACN (50 mL)H > %
R IK.CO3 (2.78 g » 20.14 mmol) K (2S,6R)-2,6- — H EL I I (850.40
mg > 7.38 mmol) ° fE90°C i Z/E GV A3 hr o /% IER S VI EIA
7K(100 mL) # i FHEA (100 mL*3)ZEHY - &2 & 2 5 # & 1% A B3 7K (200

55 182 H(EHIHHE)
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mL)JE % - &ENa>SOL5ZNE - #IB W RE £ F2KE - sxBeEr Y G ME &
fir(Si0, » PE:EA = 20:1 2 1:1) &AL - fERE N RE SR UIEFREO®
[EBE > (2S,6R)-4-(6-F 0k 1E-2-£5)-2,6- — HH EL-E DK (1.2 g » 5.27 mmol >
78.52%FE #%) - LCMS (ESI) m/z: [M+H]+ = 228.1 - 'H NMR (400 MHz,
DMSO0-d6) & = 8.40 - 8.23 (m, 1H), 7.91 - 7.78 (m, 1H), 4.21 - 4.10 (m,
2H), 3.67 - 3.52 (m, 2H), 3.31 (s, 1H), 2.53 (d, J = 2.4 Hz, 1H), 1.17 -
1.14 (m, 6H) ppm °

[0294])

ER2 ¢ N-[[6-(4,4,5,5- VU E-1,3,2- S50 0 bE-2- B )-3- FR I
EIREIE LS =T s < 2l

9&
B

BocHN = 0

N

[0295] WHREN-[(6-77-3- SR HEU AL ) B AL 1 FH B2 55 = T B5 (200 mg »
593.10 umol) > 4,4,5,5-VUH E:-2-(4,4,5,5-VU HH ££-1,3,2- S8 TR B foE-2-
2)-1,3,2- & FETKHIE(180.73 mg » 711.72 umol) ~ Pd(dppf)Cl, (43.40
mg > 59.31 umol) &zKOAc (174.62 mg > 1.78 mmol) A _IEEZE(5 mL)Hf 7
REVI R ANIAR3 R - RABIE100C TMEN R G N ez e e YR
2 hr - ZEREYIAAH0 (30 mL)MFELFHEA (30 mL*2)Z5HT - &E4H &
ZHIE (% &I K NaxSOs 57 8 - 38 T I U= 48 DR it 2 58 &0 2 N-[[6-
(4,4,5,5-VU R B-1,3,2- T SR R0 ORI e - 2- A2 ) - 3- SR bR AR | R BR 1 FH IR 56 =
TH5(220 mg - ) - HABAEHEHAR T —F 8T -

[0296]

A BR3 1 N-[[6-[6-[(2S,6R)-2,6- "~ B E UG Ib -4- FL ML e -2- £L]-3- R

26 183 H(EEHRIAE)
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BocHN | A =
N~

[0297] 5 (2S,6R)-4-(6- F ML ME-2-5)-2,6- — HH B -G Ik (2 5 0 B%
1) (100 mg > 439.19 umol) ~ N-[[6-(4,4,5,5-PU EH ££-1,3,2- & 5 TR 1 oz -
2-FE)-3- Bk AL T EL ] B B S 5 (202.53 mg 0 527.03 umol) ~ K3PO,
(279.68 mg > 1.32 mmol) &z "5 =T HECGBKEHBE © — & b5 5 #(28.62
mg > 43.92 umol) A _IEEfE(2.5 mL) &zH,0 (0.5 mL)d 78 & ¥R s\l
NoWUFR3 R > AL 100°C THZ RSB REL2 hr - KK IERESY
AH>0 (30 mL)F 3 FJEA (30 mL*3)Z<HY - &40 & 2 A e % F B 7K (60
mL) ;& %L > & NaSO4HZ 88 - BB RS - ZRB G GREHEL R
(Si02 » PE:EA = 20:1 2 1:D)&AL - (£ T R ARy UER 2 & 6
B8 < N-[[6-[6-[(2S,6R)-2,6- — FH EL UG Obf -4- EL T 0fE B -2- L] -3- SR I Opf 5L ] Y
RS = THE5(150 mg > 333.67 umol » 75.97%FE %) - LCMS (ESI)
m/z: [M+H]* = 450.1 -

[0298]

B4 [6-[6-[(2S,6R)-2,6- - K FL UG Obf -4 - EL 10k 0z - 2- L 1-3- 52 048 Uff

B i 2 B
O
Xy
s
N A

C256075PA docx

5 184 H(EHIEHE)
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[0299] [EN-[[6-[6-[(2S,6R)-2,6- —_ Y FL UG Ipf -4 BL MK 0% -2 -k 1-3-
TR A HE R HEZ S = T F5(150 mg > 333.67 umol) ¥ IE%(2 mL)
BB IIHCT /g BE(4 M > 4 mL) - f£25°C T ZREYIRAL h -
e dE A N R S LSRR 2R = RS 2 [6-[6-[(2S,6R)-2,6- — FH AL IE -
4-FL|ME iR -2- B ]-3- BRI AL B R% (120 mg > #H > HCIEE) » HImFE b
AAERIAT B T —2F B - LCMS (ESI) m/z: [M+H]+ = 350.2

[0300]

B ERS © (4R)-N-[[6-[6-[(2S,6R)-2,6- _ B EL UG Ok -4 - BL 0L 1% -2- B 1-3-

B R E]-4,9- & -5,5- &\ E-3,4- G -2H-1,506- 7 F 15 EE N -

T-HEERE (B EP119) 2 B
T

[0301] [FI[6-[6-[(2S,6R)-2,6- " H ELUENfk-4- BLT0bE -2 - AL ]-3- S
Uk B ] B g B B2 B8 (70 mg > 200.33 umol) jyDCM (2 mL) 1 2 3% /A il
(4R)-4.9- " ®-5,5- {5 £-3,4- & -2H-1,506-7 H- IR BEIY -7 - 55 §% (P ]
#72) (55.74 mg > 200.33 umol) ~ EDCI (76.81 mg > 400.65 umol) - HOBt
(54.14 mg ° 400.65 umol) fz DIEA (155.35 mg > 1.20 mmol > 209.36

° 1£25°C MR EWIRF2 hr o fZ RIEEEGYIE AOKAS mL) L
FEA (15 mL*3)Z5HY - 4840 & 2 A /E S A E/K(20 mL)/F4E > $€NaxS04
B le o BIRNRYE - sx RERY R FE M B AV HPLC ("E1f ° Phenomenex

25 185 H(EEHRIAE)
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C18 75*30 mm*3 um ; 2 & : [/K(FA)-ACN] ; B% : 55% % 8% > 5
min)&f b - £ B2 R A FRrMeCNIL R gz LUE £ E = @RS 2
(4R)-N-[[6-[6-[(2S,6R)-2,6-  FH EL WE Uk -4- FL | IHE R -2- Ak |- 3- S IR UpR BL ] FH
F£1-4,9- ~F-5,5- | E-3,4- G -2H-1,506- 7K - 158 1€ I -7 - HH g {%
(39.15 mg > 63.38 umol > 31.64%E ) - LCMS (ESI) m/z: [M+H]+ =
610.3 - 'H NMR (400 MHz, DMSO-d6) 6 = 9.66 - 9.58 (m, 1H), 9.36 -
9.31 (m, 1H), 8.71 - 8.62 (m, 2H), 8.39 - 8.19 (m, 5H), 7.87 (s, 1H),
6.41 - 6.12 (m, 1H), 4.80 - 4.73 (m, 2H), 4.65 - 4.57 (m, 1H), 4.44 - 4.33
(m, 2H), 4.13-4.15 (m, 1H), 3.71 - 3.62 (m, 2H), 2.90 - 2.72 (m, 1H),
2.61 - 2.55 (m, 3H), 1.20 (d, J = 6.4 Hz, 6H) ppm - ¥ ZEM¥:SFC : OD-
MeOH + CAN (DEA)-40-3mL-35T.lcm » T=0.904 > ee%=100% -

[0302]

(2R)-6-F-N-[[6-[6-( 5 FH 5 A)-2- ML e A5 ] - 3- FE PR bR AL ] FH B 1-2- 34 -

1,1- & £5-3,5- & -2H-4,106-Z JF R ENY -8 - R i ((E & 9)235) 2 B

.. F 4
oL N ; /L F
L F ew pedl ey i BT Py
R L N
OH ot B8, o7 F Both ﬁ; *
[N OJ\ c Jc o*"[j' ]/ & F
[ R T — - = N‘ S - N
|- E. MeCN, 25 5, 16 N = Fasidbaly. XPhos, KOA Oy P[ ARz, KoPOy, I
o e 80°C, 2 s (8 g - BOSC. 2hrs BacHN S
Br .0 |
it /\I‘ -

a
< _—
=
gg)L i
q S'U )\
=

A 4
HOW 8ig o F i It 1
_— [N = =
25°C,2 hrg | > EDCI.HQET, DIEADCM, 25°C. 2 h
HoN R

ol M.z s ¥_< .

F

[0303]

DR 2-R-6-( & H & B E 2 B E

26 186 H(EEHHRAE)
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Br
[0304)] HI-[DR(ZHFOHE-LERE-MEREIERELEG.38 g
2-FE(2.00 g > 11.49

=,

12.64 mmol) j¥MeCN (20 mL) ™ Z 75/ A Ji6- 157 L IE -
mmol) & KF (1.34 g > 22.99 mmol) » {£25C T HZ E&YEEE16 hr o 1T
BB T REZRIEEGCMUNELERGY » ABEHEY(HZHAHO (100
mL*3)F5 & > &&Na SO4RZ M - BN E B TR LEERGEY » Ei4
& B FE @ M7 (Si0, » PE/EA=50/1E5/1)40i{E - {E B T 245 BT R LA
EAEMEM 2 2-7-6-(C®mHEARA)EREN.2 g > 5.36 mmol » 46.61%E
%) o LCMS (ESI) m/z: [81BrM+H]* = 226.2 - 'H NMR (400 MHz,
CDCl3) 8 = 7.66 - 7.43 (m, 2H), 7.32 - 7.30 (m, 1H), 6.87 (d, J = 8.0 Hz,
1H) ppm °

[0305])

HEE2 L 2-( g A A )-6-(4,4,5,5- DU HH B -1,3,2- & TR B )E -2
EULE 2 B

[0306] [mXPhos (106.41 mg > 223.21 umol) > _EEWE(5 mL) 2
BRI NIPd2(dba)s (81.76 mg » 89.28 umol) » R K ZIR G YR AIN,
RIR3R » RAREBAE25C FENRA N ZORSYHEFE30 min - Z81& K 2-

55 187 H(EHIEHE)

C256075PA docx

112117604 FEHESE A0202 1123291485-0



1864749

VR -6-( & H & &) IE (200 mg » 892.85 umol) ~ 4,4,5,5- VU HH E -2-
(4,4,5,5- V0 BB -1,3,2- & 5 I e -2- B6)-1,3.2- & 5 T (272.07
mg » 1.07 mmol) EKOAc (262.88 mg * 2.68 mmol) iR ZEZESY) « 1F
80°C MHFTIFRSYIEEE2 hr - MBIEZ K IER G FHEA (20 mL * 3)%
SREF o (LR NREKH S BRI EA EREH 2 2-(ZFHEE)-6-
(4,4,5,5-D0 F £-1,3,2- - &% IR B oz - 2- 22 IFE B2 (240 mg » 885.39 umol >
99.16%FER) » HGHEFEAN TR AMEFE DAL -

[0307]

HER3 1 N-[[6-[6-( & H | AL)-2-MhiE A 1-3- B Ok B 1 B AL 1 i B %
FE=THe BIH i

O)\F
N
BocHN” Y =
N~

[0308] [H2-(Z& HEAE)-6-(4,4,5,5-V0H E-1,3,2- & 5 I -
2-EOIEME (240 mg > 885.39 umol) Y & E(2 mL) X H,O (0.2 mL)d 7 /&
B TIN-[(6-)57-3- SR RO AL H AR T B FH R 55 = T B5 (149.28 mg > 442.69
umol) ~ “E =T RECRKE)WET  ~FALH 5 $#(28.85 mg > 44.27 umol)
F:K3PO4 (281.91 mg » 1.33 mmol)  f 52 8 &I F AL FINIRIF3 R > R
PARIESOC THEN2 RA TR Z B G YIEHEL6 hr - R EYHRFAH0 (30
mL)FFFEFEA (50 mL * 3)Z5HY - &84H G 2 R AH % B K (50 mL * 2)
B 0 K Na SOz I » MBI IIE 22 TRMLIE ETRERY) > H G
A A JE ATl (S102 » PE/EA=10/1 % 1/3) 41k - (LR T R4 AR LLE
4 B e E RS ZN-[[6-[6-( % B S &) -2-Th e A 1-3- SR Uk AL 1 B A i Y

25 188 H(EEHRAE)
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fs 5 = T HE5(160 mg » 398.60 umol > 90.04% FE ) - LCMS (ESI) m/z:
[M+H]* = 402.2 -« '"H NMR (400 MHz, CDCI3) § = 9.25 (s, 1H), 8.39 (s,
1H), 8.20 (d, J = 8.8 Hz, 1H), 8.06 (d, J = 8.8 Hz, 1H), 7.91 - 7.85 (m,
1H), 7.78 - 7.49 (m, 3H), 6.95 (d, T = 8.0 Hz, 1H), 5.53 (s, 1H), 4.62 (d,
J =5.6 Hz, 2H), 1.49 (s, 9H) ppm -

[0309]
HER4 1 [6-[6-( & H FEEE)-2-MEne A ]-3- R A H i 2 Bl
F
AN
NI X
H,N I X Z
N =~

[0310] fE25°C TREN-[[6-[6-(m H & EL)-2-ME e £ 1-3- I A ]
HHE B HEZ S = T Ee(160 mg > 398.60 umol) jrHCY ZUELZE(4 My 2R
BV hr o 2B T R4EZ SR SV LUE S EIR B E9G 2 [6-[6-(—
7 A AR -2-MEmE AL ]-3- BRI AL B 2 (130 mg > 384.90 umol > 96.56 % &
o HCl > HAEHFHAR T IR A EFE—F (L - LCMS (ESD) m/z:
[M+H]* =302.1 -

[0311]

BERS © (2R)-6-F-N-[[6-[6-( 5 H & 5 )-2- ML B A ]-3- FE R Ip B | FH
E1-2-m-1,1- S £-3,5- & -2H-4, 106 - 2R JF I EME -8 - FH g i~ By

25 189 H(EEHRAE)
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A
(0] F
O N| X
Cl N | SN Z
N~
0] 340
A
L(\O
F

[0312] (a1 [6-[6-( — & H & A )-2- 0tk Be AL 1-3- 52 1 Uk Bk ] HH i (30
mg > 88.82 umol) & (2R)-6-F.-2-5&,-1,1- {5 £-3,5- ~5,-2H-4,106-%
HEEENT-8- ¥4 s (FE R 1) (31.41 mg > 106.59 umol) ADCM (1 mL)H .~
SRAYIRIMEDCI (22.14 mg > 115.47 umol) ~ HOBt (15.60 mg > 115.47
umol) & DIEA (68.88 mg > 532.94 umol) o f£25C T ¥ & & WiEiE2
hr o B KRS YIE AH0 (10 mL)H i FIDCM (20 mL * 3)Z£H - 4K
He ARG AEKGO mLYEZE - &NaySOLEZNE - 48 87 7L B T8
YELLE A TRERY) 0 H AR 88 (0.1% FARMA) AL - fLREE T B4
TR AR B MeCN Il ZR 572 58 65 W) LU E 48 2 3 B[E #8 2 (2R)-6- F(-N-[[6-
[6-( 5 FH & A)-2-0hre A ]-3- st A 1 H A 1-2- -1, 1- &\ £-3,5-
S -2H-4 1A6-7K - G2 IEE M -8 - HH i f77 (19.12 mg » 33.08 umol » 37.24% &=
%) o LCMS (ESI) m/z: [M+H]* =578.1 'H NMR (400 MHz, DMSO-dg) &
= 9.76 - 9.73 (m, 1H), 9.35 (s, 1H), 8.73 (s, 1H), 8.58 (d, J = 1.6 Hz,
1H), 8.50 (d, J = 1.6 Hz, 1H), 8.39 - 8.37 (m, 1H), 8.27 - 7.83 (m, 5H),
7.13 - 7.11 (m, 1H), 6.36 - 6.10 (m, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.09
(d, J = 14.8 Hz, 1H), 4.78 (d, T = 5.2 Hz, 2H), 4.52 - 4.36 (m, 2H)
ppm ° ¥t % {4 SFC : OD-3-MeOH+ACN(DEA)-40-3ML-35T.Icm > Rt =

0.853 min * ee%=97.36% -

26 190 H(EEHRIAE)
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[0313) F4 2 THIE B % AEELCERERBEUNKERR
B aY2358 2 P8 -
R4 REH ALY

LCMS
# (ESUM+H | 'HNMR

)

1H NMR (400 MHz, DMSO-d6) 6 = 9.64 - 9.62 (m, 1H), 9.36 (s, 1H), 8.75 (s,
1H), 8.52 (d, J =4.8 Hz, 1H), 8.37 - 8.32 (m, 3H), 8.24 (d, J = 8.4 Hz, 1H), 7.90 (s,
16 610.2 1H), 7.41 (d, ] = 5.2 Hz, 1H), 6.33 - 6.21 (m, 1H), 4.77 (d, ] = 5.6 Hz, 2H), 4.68 -
4.60 (m, 3H), 3.62 - 3.58 (m, 2H), 2.75 - 2.62 (m, 1H), 2.59 - 2.56 (m, 3H), 1.19
(d, ] = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.66 - 9.58 (m, 1H), 9.36 - 9.31 (m, 1H), 8.71
- 8.62 (m, 2H), 8.39 - 8.19 (m, SH), 7.87 (s, 1H), 6.41 - 6.12 (m, 1H), 4.80 - 4.73
(m, 2H), 4.65 - 4.57 (m, 1H), 4.44 - 4.33 (m, 2H), 4.13-4.15 (m, 1H), 3.71 - 3.62
(m, 2H), 2.90 - 2.72 (m, 1H), 2.61 - 2.55 (m, 3H), 1.20 (d, J = 6.4 Hz, 6H)

1H NMR (400 MHz, DMSO-d6) 6 =991 (t, J=5.8 Hz, 1H), 8.86 (d, J= 1.7 Hz,
1H), 8.71 - 8.64 (m, 1H), 8.62 - 8.55 (m, 2H), 8.49 (d, J = 1.6 Hz, 1H), 8.28 - 7.87
(m, 4H), 7.28 - 7.09 (m, 1H), 6.40 - 6.10 (m, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.18 -
5.02 (m, 3H), 4.51 - 4.36 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.78 (t, J = 5.6 Hz, 1H), 8.73 (d, J = 1.6 Hz,
1H), 8.65 - 8.60 (m, 1H), 8.56 - 8.50 (m, 2H), 8.4 (d, J = 2.4 Hz, 1H), 8.24 (s,
1H), 7.81 - 7.65 (m, 1H), 7.49 (d, J = 7.6 Hz, 1H), 6.94 (d, J = 8.8 Hz, 1H), 6.40 -
6.15 (m, 1H), 5.06 (br d, J = 5.2 Hz, 2H), 4.62 (m, 1H), 4.32 (br d, J = 11.4 Hz,
2H), 4.06 (br t, J = 11.8 Hz, 1H), 3.74 - 3.59 (m, 2H), 2.95 - 2.73 (m, 1H), 2.59 (br
d,J=7.8 Hz, 3H), 1.21 (d, ] = 6.2 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.78 (t, J = 5.6 Hz, 1H), 8.73 (d, J = 1.6 Hz,
1H), 8.65 - 8.60 (m, 1H), 8.56 - 8.50 (m, 2H), 8.4 (d, J = 2.4 Hz, 1H), 8.24 (s,
1H), 7.81 - 7.65 (m, 1H), 7.49 (d, J = 7.6 Hz, 1H), 6.94 (d, J = 8.8 Hz, 1H), 6.40 -
6.15 (m, 1H), 5.06 (br d, J = 5.2 Hz, 2H), 4.62 (m, 1H), 4.32 (br d, J = 11.4 Hz,
2H), 4.06 (br t, J = 11.8 Hz, 1H), 3.74 - 3.59 (m, 2H), 2.95 - 2.73 (m, 1H), 2.59 (br
d,J=7.8 Hz, 3H), 1.21 (d, J = 6.2 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.73 - 9.71 (m, 1H), 9.36 (s, 1H), 8.72 (s,
1H), 8.47 (s, 1H), 8.38 - 8.34 (m, 2H), 8.27 - 8.25 (m, 2H), 8.16 (s, 1H), 7.90 (s,
232 | 546.1 1H), 7.74 (d, J = 7.6 Hz, 1H), 7.20 - 6.92 (m, 1H), 6.27 - 6.16 (m, 1H), 5.25 (d,] =
14.8 Hz, 1H), 4.91 - 4.87 (m, 1H), 4.79 (d, J = 5.2 Hz, 2H), 4.47 - 4.35 (m, 2H)

ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.76 - 9.73 (m, 1H), 9.35 (s, 1H), 8.73 (s,
1H), 8.58 (d, J = 1.6 Hz, 1H), 8.50 (d, J = 1.6 Hz, 1H), 8.39 - 8.37 (m, 1H), 8.27 -
7.83 (m, SH), 7.13 - 7.11 (m, 1H), 6.36 - 6.10 (m, 1H), 5.41 (d, J = 14.8 Hz, 1H),
5.09(d,J=14.8 Hz, 1H), 4.78 (d, ] = 5.2 Hz, 2H), 4.52 - 4.36 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.34 (s, 1H), 8.67 (s,
1H), 8.40 - 8.30 (m, 3H), 8.22 (d, J = 8.8 Hz, 1H), 8.09 (d, J = 7.6 Hz, 1H), 7.95 -
268 | 572.1 7.91 (m, 1H), 7.89 - 7.85 (m, 1H), 7.58 - 7.47 (m, 1H), 6.36 - 6.18 (m, 1H), 4.77
(br d, J = 5.6 Hz, 2H), 4.65 - 4.58 (m, 1H), 4.17 - 4.11 (m, 1H), 3.26 (br s, 1H),
2.91 - 2.82 (m, 1H), 2.61 (br s, 2H), 2.13 - 2.00 (m, 1H) ppm

19 610.3

196 | 579.2

231 | 626.1

231 | 626.1

235 | 578.1

[0314]

55 191 HEEHIEHE)
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(R)-5.,5- Z & EN-((4-((E)-2-(6-((2S,6R)-2,6- —_ HI LI Uk £ ) OEp g -2-
L) LA )b mE -2- ) AR )-4,9- & -3,4- @ -2H-ZFF [b][1,4 ] HENE-7 -
HERE ((EE9)52) 2 2
HN/\( = o
4 Kr er/@\m/\l/ S AP = \Nt N/Y

g
B N7 OF Cs,C03, DMF, o Pd{dIbpfiCl,, K PO, Kro
80°C, 1 hr UEEH,0, 80 °C, 2 hrs
e
40
NHBoo
5 e NHBoc = NHy & |
Ny - P i /\I/ —-_ 3 | y = N/\|/
PA(DAc),, DIEA * BlIIFILE - Ny, DCM, 25 °C, 1 hr N o]
DMF, 100 °C, 1 hr

HAFS

i

OO o]

g, i
C ]Q U ONH NHE
F, P . Boc,0, TEA 0% .
E = | r o | r
N DCM, . 25 °C, 2 hrs N
HATU. DIEA, DGM, :

25°C, 2 hrs | LERS

el

[0315]
%HXI (28,6R)_4'(6'}\7§—\‘HH:n%'z'%)'2a6_: Eﬁ %H/%M%Z%{%
=

[0316] [AI2-}8-6-%-ML0E(2 g » 11.36 mmol) /ADMF (20 mL)H
R H(2S,6R)-2,6- - FHELIE I (1.96 g > 17.05 mmol) }; Cs,CO; (7.41
g > 22.73 mmol) - £80°C MR SVIRA] hr o f 32 SIERGYIEAK
(200 mL) i FHEA (50 mL*3)ZEHY - &EMH & 2 FE A E/K(S0 mL)/F
ot &EE/KNa,SOLFZ e - ML B 25 T REE © BarY) 38 IEAH T 5

EHE 1 Si0s 0 40 g s PE:EA=1:0~0:1 » RF=0.3)4li{t - fEEH 2 TR EN
RUEA 2 H BE R Z(2S,6R)-4-(6- R MENE -2-55)-2,6- - B EL G (2.9

5 192 H(EHIEHE)
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g » 10.30 mmol » 90.63%E*) - LCMS (ESI) m/z: [M+H] * = 270.8 'H
NMR (400 MHz - &/f{5-d) 6 = 7.31 - 7.27 (m, 1H), 6.77 (d, J = 7.6 Hz,
I1H), 6.50 (d, J = 8.4 Hz, 1H), 4.03 - 4.00 (m, 2H), 3.76 - 3.62 (m, 2H),
2.55 - 2.49 (m, 2H), 1.27 (d, J = 6.2 Hz, 6H) ppm ©

[0317]
B2 ¢ (2S5,6R)-2,6- " HEL-4-(6- £ AL e -2 - B WG Uk 2 B {5
~

[0318]) [=(2S,6R)-4-(6- R MENE-2-KL)-2,6- ~ HEIEWK(1 g » 3.69
mmol) j* g KE (10 mL) i ZIEIRIR I FAL# © =& (L4 5 ) 8 (988.00
mg » 7.38 mmol) -~ Pd(dtbpf)Cl, (240.36 mg > 368.80 umol) ~ K3POq4
(2.35 g > 11.06 mmol) xH>0 (2 mL) ° e & & PR AL NP iR = KR
FE80°C TE#2 hr - KraZ B &%)E AZK(100 mL) §13 FHEA (30 mL*3)2%
0 - e 2 AW HEERKGO mL)EM > &EM/KNaxSO4FZ 8k - #BJE
HEREZETRSG  BGYWHEMDEMESREERR *© Si0, » 40 g -
PE:EA=1:0~0:1 > Rf=0.4)&li{t - HEZE MREBMRULELEEROHZ
(2S,6R)-2,6- — B L -4-(6- 7, 17 ELOHL 0 - 2- E5 ) IE I (850 mg » 3.64 mmol >
98.81% &= %) » LCMS (ESI) m/z: [M+H] * = 218.9 - 'TH NMR (400
MHz > Z{f-d) 6 = 7.47 -7.43 (m, 1H), 6.73 - 6.63 (m, 2H), 6.54 (d, J =
8.4 Hz, 1H), 6.23 (d, J = 1.8 Hz, 1H), 6.19 (d, J = 1.8 Hz, 1H), 5.39 -
5.36 (m, 1H), 4.15 - 4.12 (m, 2H), 3.75 - 3.72 (m, 2H), 2.55 - 2.49 (m,
2H), 1.28 (d, J = 6.2 Hz, 6H) ppm °

[0319]

26 193 HEEHRIAE)

C256075PA docx
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BR3¢ ((4-R0EE-2-B) AN B R = T la 2 25

NHBoc

/lBr

N

[0320]) |2 (4-3E-2-TBEE) HE (2 g > 10.69 mmol) A DCM (20
mL)H 2 EIERINE =T S EREREESE = TE(4.20 g » 19.25 mmol -
4.42 mL) -~ TEA (2.16 g > 21.39 mmol > 2.98 mL) - £25C N2 R SY
B2 hr o K2R EYIEIA KO mL) i FIDCM (50 mL*3)ZHY - &E4H
B HBEGHBEARKGO mL)EE - &MAKNaSOHZE » BN T EZET
BdE - WY GIEHEMESECEM - Si0, - 80 g > PE:EA=1:0~1:1 >
Rf=0.4)40 (L - JRHEENTIRLUE £ Z Ul 2 ((4- R0 0E-2- 5L ) B B ) B FH i
E=THE3 g 10.19 mmol > 95.28%FE %) - LCMS (ESI) m/z: [M+H-56]
*+ = 230.8 - '"H NMR (400 MHz - &{}j-d) & = 8.34 (d, J = 5.4 Hz, 1H),
7.46 (d, T = 1.2 Hz, 1H), 7.35 -7.27 (m, 1H), 5.51 (br s, 1H), 4.42 (br d,
J =5.2 Hz, 2H), 1.46 (s, 9H) ppm -

[0321])

8R4 0 ((4-((E)-2-(6-((2S,6R)-2,6- — H B I Opk B ) BEL0E -2- B ) 2
EOMEE-2- ) HE B HEE S =T Bs < B

[0322] (=] (2S,6R)-2,6- B EL-4-(6- £ s A ML e -2- A ) 1 U5k (100
mg > 458.10 umol) ADMF (2 mL)H Z /& RN IN((4-JR0ENE-2- 5L ) B A ) i
HESEE = THE5(197.32 mg » 687.15 umol) ~ Pd(OAc), (10.28 mg > 45.81

umol) ~ £ HH 7586 52 (34.86 mg » 114.52 umol) &z DIEA (177.61 mg -
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1.37 mmol » 239.37 uL) ° fRFaZIE & VI R NR K AE100°C M ##1
hr « 75 K IEREEYEIAZKAS mL) il FHEA (10 mL*3)ZEH] - a2
AW R K(A0 mL)JEFS > &&M/KNaxSO4FZ R > MBI £ HEZE TR
e o R YIBEBEMIEMESECEM  Si02 0 12 g > PE:EA=1:0~0:1 >
Rf=0.4)4ift - ‘REEBEMTRLEL E 5 B E R Z ((4-((E)-2-(6-((2S,6R)-
2,6- B ARG IR AL ) IR e -2- B ) 20 B L mE -2- ) A B HEE S5 =T fis
(190 mg > 399.62 umol > 87.23% E *) - LCMS (ESI) m/z: [M+H] * =

m

425.1 < '"H NMR (400 MHz > & {5-d) § = 8.51 (br d, J = 5.4 Hz, 1H),
7.59 - 7.39 (m, 4H), 7.28 (br s, 1H), 7.24 (br s, 1H), 6.76 (d, J = 7.2 Hz,
1H), 6.63 (d, J = 8.4 Hz, 1H), 5.85 - 5.70 (m, 1H), 4.52 (br d, J = 4.8
Hz, 2H), 4.17 (br d, J = 12.6 Hz, 2H), 3.82 - 3.73 (m, 2H), 2.61 - 2.55
(m, 2H), 1.47 (s, 9H), 1.32 (d, J = 6.2 Hz, 6H) ppm °

[0323]

ZERS ¢ (4-((E)-2-(6-((25,6R)-2,6-  H EL MG I ) IEE e - 2- ) 2 fh )
MEEME -2- 2 HH e < B

NH, = |
= | > \N N/Y
Na \\ro

[0324] [AI((4-((E)-2-(6-((2S,6R)-2,6-  FH B UG I B L e -2- %) £,
Ko B MR e -2- L) FH B B FHBZ 55 = T BS(100 mg » 235.55 umo) /ADCM (1
mL) 2SR EGY)AIITFA (0.3 mL) - f£25°C Tz & 5P A1 hr - 5%
REVIEIAGFNaHCO; (5 mL)J il fiDCM (5 mL*3)ZHT - K& 2
P A A /K (S mL)/Fk > & E/KNaSOLHZ 8k » IS LA ZE TR 4HE A
AR wm O Z(4-((E)-2-(6-((28,6R)-2,6- I FLIE I BL) I IE -2- ) £ 4
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O BE-2- ) (75 mg » 1) » LCMS (ESI) m/z: [M+H] * = 325.0
[0325]
L ER6 : (R)-5,5-ZFAEN-((4-((E)-2-(6-((2S,6R)-2,6-  H A ME I A )
MENE -2-55) 2% B ) E e -2- 2 ) FH 56 )-4.,9- &-3,4- R -2H-Z5H [b][ 1,418
WEIN-7- g R ((E & P152) 2 B

0] O
F \\S//O
< N
0]
F

[0326]) [H(4R)-4,9- " &.-5,5- (A& E-3,4- " 5-2H-1,506- 3 I 158

IFENE-7-F5 18 (F E972) (64.32 mg > 231.18 umo)ADCM (2 mL)H 7 A&
N I HATU (131.85 mg » 346.77 umol) &z DIEA (89.64 mg » 693.55
umol > 120.80 uL) - ZR{&IANN(4-((E)-2-(6-((2S,6R)-2,6- " FH AL M UK 5L ) Otk
g -2-55) L4 AL ) IE e -2- B BB (75 mg > 231.18 umol) » ££25C M RFZ R
B2 hr o FZOREYEIAZK (20 mL)F i FHEA (10 mL*3)=2HY - £
HE 2 AWEHAE/AKA0 mL)FE - &M/KNaSOLRZ K » M8 8L H 22
TR - 2B Y GFE A EHFH LA HPLC (B4 © Phenomenex luna C18
150%25 mm* 10 um ; B8 : [7/K(FA)-ACN] ; B% : 30% £ 60% - 10
min) &i(L - BB AITRIL R LIE L 2 =GB ZS5,5- ZF(L(R)-N-
((4-((E)-2-(6-((2S,6R)-2,6-  FH AL UG IRR B I BE - 2- ) £ 4 B ) Ik e -2- A ) B
2)-4,9- & -3,4- _F -2H-ZK FH [b][1,4] 15 13 0L -7 - HH i {77 (28.28 mg -
43.20 umol > 18.69%FE 3 » FA) - LCMS (ESI) m/z: [M+H] * = 585.1 -
'H NMR (400 MHz » £{}5-d) & = 8.53 (d, J = 5.4 Hz, 1H), 8.30 - 8.26

(m, 1H), 8.15 (s, 1H), 8.08 - 8.05 (m, 2H),7.56 - 7.50 (m, 3H), 7.46 -
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7.44 (m, 1H), 7.30 (s, 1H), 7.26 (br s, 1H), 6.78 (d, J = 7.2 Hz, 1H), 6.63
(d, J = 8.4 Hz, 1H), 5.76 - 5.38 (m, 1H), 4.80 (d, J = 5.2 Hz, 2H), 4.67 -
4.65 (m, 1H), 4.19 - 4.16 (m, 2H), 4.11 - 4.09 (m, 1H), 3.85 - 3.68 (m,
2H), 3.21 - 2.96 (m, 1H), 2.59 - 5.28 (m, 2H), 2.52 - 2.42 (m, 1H), 1.32
(d, J = 6.4 Hz, 7TH) ppm - ¥ Z M SFC : OJ-3-EtOH (DEA)-5-40-3ML-
35T.Icm » Rt = 1.847 min > ee% = 100% -

[0327]

T4 (2R)-2,6- _&.-1,1- (| & F-3,5- _F-2H-4,106-7 FH 158 13
V-85 B

=

by

DME. THF, MaOH, H,0
o F 30°C. 16 hrs o 09, 1hr 36 % 16 s F 30°G. 16hrs
R e e g
s F
. 1] —3 Br
5,08 ( SbCly, DAST \Ji\(/ Sefect £, DAST, DIEA
HD\;Q/ THE, ‘;Q/ neM, MeCN O~
0-20°C.1 b 20°C, 48 hrs 0-20°C, 2hrs F
a3 86 T

PA{OALY ooy 2HBF,

- F s o AT 3 O\\S,,o it
1,80, 60 (15 psi) 2*' o sre, (ﬁ - on
DMSE, Hs0, 106 °C. 2hrs o oo Ho0 B
F F

20*C, 16 hrs

s iy 3810 (e
[0328]
WERL 4R -2--6-F i A - R H L H i <~ B4
HS Br
_Ox I ]
) F

[0329]) [4-)R-2,6- " F-AHEHAE 100 g 398.37 mmol) j?
DMF (1000 mL) Ff 7 A & /A~ I Na,S (34.54 g > 398.37 mmol > 90% %

FE) > E30C MRZE YR 16 hr o i a% SERE P AK (1500 mL)
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13 FIMTBE (1500 mL * 2)Z5H] - F1 N HC1¥ /K582 £ pH = 236 FF
MTBE (1500 mL * 3)Z<HY - &840 & 2 A i%g % H7K(2000 mL * 2) & EK
(5000 mL);EF L > 48NaxSO4FZ 8 » BB NREIE A 2 =Tl 2 4-7-2-5
S6-E G E - EE (105 ¢ 0 fH) - LCMS (ESI) m/z: [Br’°M+H]* =
232.9

[0330]

HER2 1 (4-08-2-F-6- R E- TR HlE 2 B4

HS Br
XY

i

[0331] #£0C MHEN2 FH4-8-2-%-6- A i A - HEEHES(105 g -
396.08 mmol) JATHF (1000 mL) 7 7&K R AILiAlH. (15.03 g > 396.08
mmol) - f£0C TR ZEEY|IFL hr - HZOESYIE A1 N HCI (1000
mL) # il FHEtOAc (1000 mL * 2)Z2HY - &K & 2 A 8 AH {7 A B 7K (2000
mL)JE % - MK NaxSO.52 ) > BB AR ZE NREUELEE = BHZ
(4-75-2-7-6- AR E- A E)HEZ(93 g » DI EREAF T — 5 -

[0332]

TER3 1 (4-08-2-5-6- LIGE SR E- A H iR 2 B

\/\Q/Br

[0333]) [A(4-J8-2-%F-6-E i E-ZEE)HEL(93 g » 392.26 mmol)?

I

DMF (1800 mL) ™ 2 KR K2CO;3 (162.64 g » 1.18 mol) F;1,2-2i8 7,
KE(221.07 g > 1.18 mol > 88.78 mL) » f£30°C Mz B & PR FH16 hr o 5%

2 R H17K (2000 mL)ZR, - ZE & YIfaH LBk ZB5(2000 mL * 3)ZZHY -
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M & 2 A IE (R & Na SO HZ R IR 48 DUE £ JR6RY) - sX R eRPI 545 H
EHEEMTT(Si0, » Tl 28 LFE=10:12 1: D4{L o BGEZERMESE
EEEHZ(4-R-2-F-6- LG E | bt B- 7R ) HEE(56 ¢ > 212.83 mmol) e
'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
[0334]
TERA - (48-2-F-6- LG A i ha B A - A2 WlE 2
0]
§§/g Br
HO\;]:;:F
F

[0335] [ (4-7R-2- % -6- £ b A G B A& - A& ) HEE (10 g » 38.00
mmol) 2 MeOH (100 mL) &z H,O (100 ml) o 7 7% % 7 Sl 48 4R Bt B &
(11.68 g » 19.00 mmol) - {£30°C MR Z EEYRFEL6 hr o KiaZ K IERE
PIRIACKQA Lo > B RIRHEA (1 L * 3)ZH > K& 2 HHEHRA
FINa,SOs (1 L) KEEK(1 LB » & NaxSO4FZIE » BB RMLELE R
=l (4-R-2-F-6- L Ao R A - SR B HEF(10.61 g » #H) - LCMS

(EST) m/z: [Br’?M+H]* = 263.0

[0336]
TERS 1 1-F(E8-)R-6-8-3,5- _F-2H-4,1 0 4-FH RN 2 B
7P
(/S Br
o9
F

[0337] F£0°C T [ (4-78-2- % -6- £ A op his i A - 25 55 ) H % (10.6
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g » 37.98 mmol) ¥ THF (110 mL) 1 7 /A& /A i NaH (3.04 g » 75.95
mmol » 60% % EE) - AABAE20C NRZIEEYBIEL hr - HEZNIERSY
E] ANH4CI (500 mL)H » s2/A RS MHEA (500 mL * 3)=<H] » &Z&HE A
142 (% B 7K (1000 mL)JE L > 48 Na SOLFZ 1 - 18 JE W2 45 DL 4 T 65
Y o ZRERYIRFE I E @ IT (S102 - AR/ 28 ZFE=10:1 £ 1:1)4f
b Bz ERUESA ZEHBER 2 1-5/68-1R-6-%-3,5- & -2H-4,144-
R EEENIE(5.5 g » 19.70 mmol » 51.89%FE %) - '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

[0338]

HER6 1 1-FAL8-R-6-%-3,5- F-2H-4,1 04 -FK T EENY K 8-7R-2,6-
TH-3,5- U -2H-4, 1 SR RN 2 B i

(S Br F2/8 Br

oL

F F

[0339] (A 1-5 {£8- 35 -6- -3,5- — &.-2H-4,1 04~ 3 3§ 15 EOF (1.9
g+ 6.81 mmol)JADCM (40 mL) ™ 2 R RNMISHCl; (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 *
NER > KHG 2 AWEHAHEKG00 mL)/FJE > &Na:SOL5 R » &
AR 4 DL A SR eR YY) - R ER I ARE R E @ Tl (Si02 » it/ LM £
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B5=20:125: )%t BEELSHTELEEESEOH Z1-F/E8-)8-6-%F -
3,5- 4, -2H-4,1A4-FEFFEIENE(1.2 g » 4.56 mmol » 67.00% & ) -

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 ° JE&4F
2SR AE A 2 S EERR 2 8-7-2,6- & -3,5- & -2H-4,1-F H B 15E
(600 mg > 2.13 mmol » 31.36%E %)  'H NMR (400 MHz, CDCl;) § =
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,

IH) ppm
[0340]
WERT ¢ 8-38-2,6- &.-3,5- _&.-2H-4, | -ZE IR IENE > B
I:2/8 Br
9e)

[0341]) fEKETIE1-F2/E8-)8-6-%-3,5- & -2H-4,1A4- 7 {15 152
ME(1.2 g » 4.56 mmol)jAMeCN (25 mL)h 7 5 & AlSelect F (2.02 g »
5.70 mmol) 7R DAST (147.02 mg > 912.11 umol > 120.51 uL) ° 20
C NREZBERIRFF hr - 2MRAE0C T RZESP)AIIDIEA (884.11 mg »
6.84 mmol » 1.19 mL) » ZR&AE20°C MRIZEEYIRIEL hr o KaZ SR
EY)E ANaHCO: AR (200 mL)H i FHEA (200 mL * 3)Z£HY - &L4HE 2
HJE 5B /K (500 mL)JF AL - 4ENaxSO4EZ K - 48 I = 45 DL £ 7R R
Y o ZIRERYI (R FE I E @A IT (S10.2 - AR/ 28 ZF5=20:1£5:1)4f
b RéFZ B R EL E=EEEE 2 8-17-2,6- %-3,5- _F-2H-4,1- 77+
IEE IZENE (500 mg » 1.78 mmol » 39.00%E3%) - 'TH NMR (400 MHz, CDCl3)
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5 =7.54 (m, 1H), 7.27 - 7.24 (m, 1H), 5.63 - 5.51 (m, 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,

[H) ppm
[0342])
HEE8 1 2,6- & -3,5- & -2H-4,1- TR EEBENY -8 -$L {8 B
. 0
s
2/ OH
0

F

[0343]) [=8-)8-2,6- " %.-3,5- & -2H-4,1-ZKHEEBEN(1.3 g > 4.62
mmol)JADMSO (20 mL) &zH,0 (4 mL)d 775 % AIIK,CO;3 (958.71 mg »
6.94 mmol) ~ “IRCEG- "B AMSHEENE) WG 0 VIS HBEAE
(283.13 mg > 462.44 umol) X Pd(OAc), (103.82 mg > 462.44 umol) - ff H
72 T i % R TR SR COMRR 8L 2R » AECO (15 psi) FAE100°C T i %
REVIRA2 hr - K5z K IEE S Y ANaHCO;F K (100 mL) i FHEA
(100 mL * 2)Z£HY - FH1 N HCI#E /KM FHEE 2pH=11 FHEA (50 mL * 2)%
> &EHE 2 AKEHRENaSOHZE > BIEIRGELELEE=CERZ
2,6- " #-3,5- "G -2H-4,1-FHIEENE-8-52 iz (1.1 g > fH) » HImFE (LA
H{EA -

[0344]

FHEEQ 1 2.6- " &-1,1- _HIEE-3,5- _F-2H-4, 1 AC-F F EEMENE -8 -5
W% < Bl i

F. O\\/O

S/
OH

0]
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[0345] [92,6- _%\.-3,5- _F-2H-4,1- K EBENE-8-$6 F5 (1.1 g >
4.47 mmol)j;iMeOH (12 mL) & H20 (12 mL) o Z 75 R 048 5 bt 1% & 3t
(5.49 g > 8.93 mmol) » {£20C MNRZEEVIRFFEL6 hr o K ez KIEREY)
EIAK(100 mL)H » 32K HAHEA (100 mL * 3)ZZHY - &EH & 2 A 1%/E
%A 7K (200 mL)JF 7k - &8 NaxSO.52 1% » BRIl LLEA 2 8 i E 8
Z22,6-_g-1,1- _f{IEE-3,5- & -2H-4, 1 A6-ZK Ff R ENE-8-FE A (1.1 g >

3.95 mmol > 88.50%FE *) - 'H NMR (400 MHz, DMSO-ds) & = 14.03 -

I

13.95 (m, 1H), 8.34 (d, J = 1.2 Hz, 1H), 8.13 - 8.11 (m, 1H), 6.27 - 6.16
(m, 1H), 5.25 - 5.21 (m, 1H), 4.91 - 4.86 (m, 1H), 4.47 - 4.38 (m, 2H)
ppm °

[0346]

S EE10 ¢ (2R)-2,6- &~ 1,1- “fIE E-3,5- & -2H-4,1°- 5 Jf I g
-8 ¥ I (T FEIP14) 2 (28)-2,6- 5@~ 1,1- I 5 2-3,5- & -2H-4, 1A%
HUBIENE-8-FR I~ B

0 o 0 0
F,,' \\84,0 F, \\840
@ OH ) OH
+
O O
F F

el

[0347) 2.6-—%F-1,1- {5 5-3,5- — 5,-2H-4,1 163 3 FEEE T - 8-
FBRE(1.1 g > 3.95 mmo) {5 EH EM:SFC (& fF : Daicel ChiralPak IG
(250*30 mm > 10 um) ; #EjfH : [0.1%NH;H,O MEOH] ; B% : 20% £
20% > 4.75 + 310 min) 7y & DUZE £ Wi (i - R 48 i LS AT IR DLUE 4 5% 6k

¥) TRV K (100 mL)FFFEIE FI4 N HCUZ s B % pH=2 » 205
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HBAEA (100 mL * 2)ZEH] > K406 2 B %48 NaySOHZ 1 - 1 IR
LLVERE O BB 2 (2R)-2,6- & .-1,1- & E-3,5- & -2H-4,116-
o IEE N -8-¥8 % (TP R 974) (350 mg > 1.25 mmol > 31.69%EE #) o
NMR (400 MHz, DMSO-d¢) & = 14.17 - 13.92 (m, 1H), 8.33 (s, 1H),
8.13 - 8.11 (m, 1H), 6.27 - 6.17 (m, 1H), 5.25 - 5.21 (m, 1H), 4.91 - 4.86
(m, 1H), 4.47 - 4.35 (m, 2H) ppm ¥} & {4 SFC : 1G-3_5CM_MEOH
(DEA)_5_40_3ML_T35.M ; Rt = 1.408 min * ee%=98.14% o JE4FIE2 A
Wi LAE AR ERY) - sZBERYI B K100 mL)FFFEE L H4 N HCUA R 4 2
£pH=2 > ZBERHMAEA (100 mL * 2)ZH » &H & 2 H /S %L Na> SOy
Rz e BB ELVERE QGBI 2 (25)-2,6- Z&.-1,1- ] & £&-3,5-
R -2H-4, 106 - IEEBENE-8-$2 % (500 mg > 1.66 mmol > 41.94% = 3K) -
'"H NMR (400 MHz, DMSO-d¢) & = 14.27 - 13.55 (m, 1H), 8.34 (d, J =
1.2 Hz, 1H), 8.13 - 8.10 (m, 1H), 6.27 - 6.16(m, 1H), 5.26 - 5.21 (m,
1H), 4.91 - 4.86 (m, 1H), 4.47 - 4.38 (m, 2H) ppm - ¥ Z#:SFC : IG-
3_5CM_MEOH (DEA)_5_40_3ML_T35.M : Rt = 1.624 min >
ee%=98.96%

[0348]

(R)-1,1- ZFAEN-((4-((6-( & H &) ML IE-2-B) LR B IEBE-2-5)
HHED)-2,6- _%&-3,5- G -2H-7 3 [e] [1,4]EEEENE-8- HERH ((L&1184) 2
Bl
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Lo 7 - ay

L e o Lo \_
7% 1 7 — g SN2 F N > r
(/ % 2 L\ </ H— _F // TEA
=N e D e _— /
B KF, MeCN, B F Pd(PPh3},Cla. Cul. TEA Boc NH ,_< DCM, 25 "C. 2 fes Hall —
259, 1.5 hrs OMF. 80 °C. 1.5 hrs 4 —
\ P %
N--? -t

b P, L

I .
,@, =N >—F

EDCI, HOBL. DIEA. ;_

DCW, 267G, 2 h

[0349]

SRR L 2E-6-( & H S B > BH

(a2

[0350) [H6-R0EEE-2-FE(2 g > 11.49 mmol)AMeCN (20 mL)F >
RO HIKF (1.34 g » 22.99 mmol » 538.55 uL) B 1-[[R(Z&H)HE]-Z &
B -BhlE AR A L5 (3.38 g 0 12.64 mmol) » ££25C MRz B SRS
hr o 3% KR & YIE A K100 mL) i FIDCM (100 mL*3)Z£HY « 1%
Jeg B K Nax SO 521 - BIB AT B2 NR4E - a2 BERY) 588 h T BRW
BRI M7 (5 FE © Si0, > 80 g ; PE/EA=1/0~0/1 > 40 mL/min > Rf = 0.80)
Al - MEZETREZBSMEES ESEBHZ2-8-6-( & F &) IHLE
(2.23 g > 9.59 mmol > 83.47%E*X) - LCMS (ESI) m/z: [M+H]* = 225.7

=

'H NMR (400 MHz, DMSO-d¢) & = 7.91 - 7.80 (m, 1H), 7.66 - 7.54 (m,
1H), 7.50 (d, J = 28.8 Hz, 1H), 7.15 (d, ] = 8.0 Hz, 1H) ppm -

[0351])

HEE2 L ((4-((6-( & EE)METE-2-K) LR EH IETE-2- ) FH &) g HH
BeE =T Ha < BiF

26 205 H(EEHRIAE)
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Boc—NH —

[0352]) [E2-B-6-( @ HEE)LLLE(100 mg > 446.42 umol) fZN-
[(4- 2R -2-ME e 2L ) AL IR FHBZ 56 =T Bi5(103.69 mg » 446.42 umol) 2
DMF (1 mL)d 75 ANIITEA (451.73 mg > 4.46 mmol > 621.36 uL) ~
Pd(PPh3)2Cl; (31.33 mg > 44.64 umol) &z Cul (8.50 mg > 44.64 umol) -
2SI R A NAR AL AES0C MR FELS hr o e SR &7 A K
(5 mL)F i FHEA (5 mL*3)ZHL - &4 & 2 AEHEMAEKGS mL)JET
28 Na>SO. 20 » IR AL HZE N IRHE - Z R eRY (R4 b = 5R6Y BB Jg A fil
(BFE : SiO2 » 20 g ; PE/EA=1/0~1/0 > 40 mL/min » Rf = 0.30)4di{k - {£
HZ8 NRbEsz a iR LUE A B s (0l 2 ((4-((6-( 5 H | A e -2-5) £
R AR IENE-2-2) BB B L 55 = T Bi5(116 mg > 289.24 umol » 64.79% &
%) -

[0353] LCMS (ESI) m/z: [M+H]* = 3759 - 'H NMR (400
MHz - #f5-d) & = 8.77 - 8.39 (m, 1H), 7.79 - 7.73 (m, 1H), 7.55 (s,
1H), 7.48 - 7.47 (m, 1H), 7.37 (d, J = 6.8 Hz, 1H), 6.93 (d, J = 8.4 Hz,
1H), 5.53 (br s, 1H), 4.47 (br s, 2H), 1.48 (s, 9H) ppm o

[0354]

A EE3 T (4-((6-( s HH | A MENE-2- ) LR A IENE-2- 55 ) H i 2 3
i

26 206 H(EEHRIAS)
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[0355] A ((4-((6-( 5 B | AL IE-2-5) LR B IHEIE-2- ) HH &)
B %S5 = T E5(110 mg > 293.05 umo) /R DCM (1 mL) ™ Z &R JITFA
(0.3 mL) - f£25°C ez R EVIRFF2 hr - 7 3Z R ERE &%) {2 ANaHCO;
KER(A0 mL)Fill FHEA (10 mL*3)ZEHY - &880 & 2 A& A ENa:SO4E7
e o BIE LR YE B R R UE A B e L E 8 2 (4-((6-( 5 FH | AR ) e -2-
B LREDIMENE-2-F) % (80 mg > 257.81 umol » 87.98 B E ) -

[0356] LCMS (ESI) m/z: [M+H]* = 275.8

[0357]

ZER4 T (R)-1,1- S AEN-((4-((6- (s H S 5 L IE -2- B ) LR ) it
g -2-55) FH 26)-2,6- %i-3,5- & -2H-Z5JF [e][1,4] R HEME-8- HER i (b &

)184) 2 BLHS
© F 7 Mo
F e = )
o”s\b //
/AN

[0358]) [AI(2R)-2,6- —&.-1,1- & EE-3,5- G -2H-4, 1 °- 2R Ff 15
IZENL-8-F2 B (F A 974) (80.86 mg > 290.64 umo)JADCM (1 mL)F 7 AR
NHIEDCI (83.57 mg > 435.96 umol) ~ HOBt (58.91 mg > 435.96 umol) 5z
DIEA (112.69 mg > 871.93 umol > 151.87 uL) - ZA{&RNNT(4-((6-( & H

) IRz -2 ) 2 J 8 ) -2 5 FFL B (80 mig » 290.64 umol) « 4E25°C F

55 207 H(EHIEHE)

C256075PA docx
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iz a B2 hr o K52 KEREYE AKA0 mL) F 3 FHEA (10
mL*3)FHY - KA G 2 HMIE (AR NaSOqz e > BRI AHEZ T EYE -
ZVE Y EE MBI FHEAHPLC (B FF ¢ Phenomenex luna C18 150*%25 mm*
10 um ; B8  [7K(FA)-ACN]; B% : 42% £72% > 10 min)4fi{t - E4E
BRI R AEE E=SBER Z1,1- ZFS(ER)-N-((4-((6-(—&H HFA L)
OEEBE -2- 55 ) LR B EmE -2- ) B A6)-2,6- ~%-3,5- “ | -2H-ZKHf [e][1,4]15
IZENE-8- FHAE FZ7(13.44 mg » 25.10 umol > 8.64% E ) °

A

[0359] LCMS (ESI) m/z: [M+H]* = 536.0 - 'H NMR (400
MHz > &/5-d) & = 8.63 (d, J = 5.2 Hz, 1H), 8.41 (s, 1H), 8.05 - 8.00 (m,
1H), 7.86 (br s, 1H), 7.77 - 7.75(m, 1H), 7.56 (s, 1H), 7.45 (d, J = 5.2
Hz, 1H), 7.41 - 7.37 (m, 1H), 6.96 (d, J = 8.4 Hz, 1H), 5.44 - 5.29 (m,
2H), 4.99 - 4.95 (m, 1H), 4.83 (d, J = 4.8 Hz, 2H), 4.54 - 4.49 (m, 1H),
4.48 - 4.44 (m, 1H) ppm - HZEZM:SFC : 0J-3-MeOH (DEA)-5-40-3ML-
35T.Icm » Rt = 1.676 min > ee% = 100% -

[0360]

FRIYI3 (R)-5,5- “FAL9-A-4-%-3,4- G -2H-ZF I [b][1,4] G EENE-
7-F2 Wk < Bt

ooooooo

P
( 1 . o |
e e 0-80 2,13 hrs . ‘,\bf\' ~

[0361]

26 208 H(EEHRIAE)
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DL 3-8-5-(Rh=RE A ) -4- 7L B R H R 2 Bl

0
CK\P

/
O/ OH

HO
Cl

[0362]) 7£20°C T [AHSO;CI (525.00 g » 4.51 mol » 300.00 mL)F
3-F-4-FEE- A HEL (60 g > 347.69 mmol) - ££80°C Nfez /B E VB 16
h o & 5% K ER &) & 18 F] A KK (2000 mL) J2300 2 R T % [E fe - A& %5
F e U EE 3% [E1 B8 - FH/K(1000 mL);E %L1 FHEA (3000 mL)FRFE)EHF - A
7K(1000 mL))E % « FHIE (48 Na,SOHZ 1 » BRI EYE L E 4 B [ E[E
B 3 -S-(ERERR EL)-4-FRELFEH S (78 g v 244.58 mmol » 70.34% &
R 85%4E) o 'H NMR (400 MHz, DMSO-dg) & = 12.29 - 11.14 (m,

1H), 8.01 (d, J = 2.0 Hz, 1H), 7.86 (d, J = 2.0 Hz, 1H) ppm °

[0363]
WER2 ¢ 3-F-4- A5 -SR BN H L < B
0
HS
OH
HO
Cl

[0364]) [=3-F-5-(F fe g B)-4-FE R HEE (78 g » 287.74 mmol)
FYHZR (1600 mL)§ Z7FRIAIIPPh; (264.15 g » 1.01 mol > 3.5 &) » 1
90C THRZESYIEAF2 h - B RIEREEYIHRFEEAIMNI0% NaOH (aq)%
BE £pH=9 > ZAEAIDCM (1000 mL)ZZHY - KA1 EEEE A1 N HCI
i 7K J& 38 2 £ pH=3 > K 2A1& FAIH.0 (8000 mL)#; % il A EtOAc (1000
mL*2)ZHY - $8 4l & 2 A HE %K (500 mL)JE 7 » &ENarSO457 )
B R AE R BR TR 4E DAE A B B BB 2 3- -5 (Rl A ) -4-FE A AR H

26 209 HEEHRIAE)

C256075PA docx
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Bz(70 g - M) - HABEHAR TP -

[0365]
TER3 L 3-F-4-FE S-SR AR HEL s 2 BiA
0
HS O/
HO
Cl

[0366]) |m3-F-5-(FhEfEEL)-4-FEEFXHEE(70 g » 342.08 mmol -
1'E€ E)/*MeOH (700 mL)d 7 AR AHIH.SO4 (33.55 g » 342.08 mmol -
18.23 mL > 1'E8E) - fE70C MRZREVIRIFE16 hr - ZIEREYI (R
H>O (2000 mL)# ¥ FHEtOAc (1000 mL*3)22HY - &E2H & 2 A & (5 H
HE7K (1000 mL)JE 7L » & Na SO4HzfE - BB/ NRELEELEH®E
8 3-8 -4-FCE-5- B ELFE S 5 (61.4 g > 280.80 mmol » 82.09% &
Ry HGHEBHAN T —3E - 'H NMR (400 MHz, DMSO-d¢) § = 8.00 -
7.69 (m, 2H), 3.78 (s, 3H) ppm °

[0367]

FER4 ¢ 9-F-3,4- G -2H-SRHF (D11, 4R IENE -7 - 52 i FH s <~ B
0

g

[0368]) [AI3-F-4-FRE-5-FR AL HEEHHES(30 g > 137.20 mmol - 1

& B) K Cs,CO;3 (223.51 g » 686.01 mmol » 5% 8&)/ADMF (1200 mL)H >~
SREYRILL3- RN 5E(30.47 g 0 150.92 mmol 5 15.39 mL > 1.1 8) -

E25C MR Z B EYEEE16 hr - IR &Y% H/K(1500 mL) 7 # 31l F

MTBE (EHEE = T EE) (1500 mLx2)Z£H] - A # 8 %4 Na,SO4 (1000

55 210 H(EHISHE)

C256075PA docx
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mL)FZ 1% - BRI RYE o AMDRMARE A BB A o (R Gl Bt/ 2 B S B (BB
D 0E50% 2 g LB @ bR B ZE TRGEZ AR EL E =B R
Z9-F-3,4- G- 2H-ZEH [DI[ 14 WEENE-T- S B FE (43 g > S6RER) -
NMR (400 MHz, DMSO-d¢) § = 7.90 - 7.76 (m, 2H), 4.38 - 4.22 (m,
2H), 3.83 (s, 3H), 3.12 - 2.97 (m, 2H), 2.26 - 2.15 (m, 2H) ppm °

[0369]

FERS  9-F-4-%.-3,4- G -2H-FFF[b][1,4]VELENE-7 -2 g H s 2 2

R s 0
0
Cl

[0370] [FI9-F-3.4- S -2H-ZRFF[b][1, 4] EEEENE-7T- S BEER (43 g
166.20 mmol > 1'§ &)AMeCN (800 mL) ™+ 7 & &/ANHIDAST (5.36 g »
33.24 mmol > 4.39 mL » 0.2E &) » LR%BIL0°C FiRNISelect F (73.60 g
207.75 mmol » 1.25F §) - {F0C TR Z BRI hr - KZKIERS
%18 ANaHCO; (1000 mL)H - if FFEA (1000 mL *2)Z£H] - &KHES2H
4 JE (% F BB /K (300 mL)JE % @ & NaxSOLEZ 1 » BB (E R T B4 - #%
WErPI G M B IE it o i/ L8 JBEEEE C 0250% 2 ZE L
VAL EA ZE O OB 9-8-4-F-3.4- ~F-2H-ZKIF[b][1,4]E BENE-
T-# M HES(27 g » 97.57 mmol » 58.71%E *) - 'H NMR (400 MHz,
DMSO-dg) & = 7.98 (d, ] = 2.0 Hz, 1H), 7.90 (d, J = 2.0 Hz, 1H), 6.37 -
6.20 (m, 1H), 4.63 - 4.58 (m, 1H), 4.07 - 3.98 (m, 1H), 3.85 (s, 3H),
2.61 -2.52 (m, 1H), 2.49 - 2.46 (m, 1H) ppm ©

[0371])

5 211 HEEHIESHE)

C256075PA docx
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*F%fﬁ 9- %i 4-%.-3,4- & -2H-ZRFF[b][1, 4B HENE-7 - F2 B8 2 Bl g

[0372] [FI9-F-4-%-3.4- _F-2H-ZKFF[b][1,4]BEHENE -7 - 35 % HH 5
(27 g > 97.57 mmol > 1% E)ATHF (280 mL) - MeOH (140 mL) & 7/K(70
mL)F 7 SR ILIOH. H,0 (8.19 g » 195.15 mmol » 2E &) » {£25CF
Rz B a1 hr o f3% ER SY)E A K2 NaHCO; (900 mL)H i A
EA (300 mL *2)ZH] - &4 & 2 A ¥ % A B K (100 mL)JF%E » &
Na>SO4EZ 1 » 1B B AL NRYE - Z R esY R b Bttt e
B ABEABE(RE - 0250% 2 LB AR @b LE A 2 aEE 2 9-5-
4-&-3,4- _ F -2H-ZK F[b][1,4] 15 E I -7-55 £ (25.6 g » 97.46 mmol >
99.88%FE #) - '"H NMR (400 MHz, DMSO-d¢) § = 13.38 (br s, 1H), 7.95
(d, T = 2.0 Hz, 1H), 7.88 (d, J = 2.0 Hz, 1H), 6.43 - 6.12 (m, 1H), 4.61 -

4.57 (m, 1H), 4.09 - 3.92 (m, 1H), 2.61 - 2.53 (m, 1H), 2.48 - 2.44 (m,

I1H) ppm -

[0373]

HEET 0 5,5- E(R9-H-4-F-3,4- G -2H-FEFE[D][1,4]EEIEIE-T7- 55
i *”{%

@'Q*

[0374] [99-F-4-%.-3,4- G -2H-ZKFf[b][1,4]EEBENL-7 -4 5 (25.6

g > 97.46 mmol > 1'& &) MeOH (500 mL) } 7K (200 mL) ™ 2 5 7% R0 iE

55 212 H(EHIEHE)

C256075PA docx
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EHiL A (119.82 g > 194.91 mmol » 2E &) - f£40C TR ZRESVIRIFE
48 hr » R E VIR ZK(1000 mL) &R AHEA (1000 mLx2)ZEH - A1
Z{%F1 M HCI (250 mL) & 68/1Na>SO03 (250 mL) 2R &AREL - &
Na,SOu4fzZkk - MBI R4 - FERYIBFE DAY BB i ity (5 ol Bt/ 2B &
FEGRRIE © 0809 2 LM L) WA ALLLESE EH BER Z5,5- R (E9-A-
4-5. -3,4- _ F -2H-ZFK H [b][1,4] EE ML -7-$8 {5 (16 ¢ » 54.30 mmol -

o
Bl

55.711% E %) - '"H NMR (400 MHz, DMSO-ds) & = 14.40 - 13.23 (m,
1H), 8.34 (d, J = 2.0 Hz, 1H), 8.30 (d, J = 2.0 Hz, 1H), 6.44 - 6.10 (m,
1H), 4.64 - 4.58 (m, 1H), 4.16 - 4.04 (m, 1H), 2.93 - 2.60 (m, 2H) - H &
M: SFC : AD-3-MeOH (DEA)-5-40-3ML-35T.lcm > Rt = 1.411 min -
1.640 min °

[0375]

FEE8 ¢ (R)-5,5- R (E9-F-4-%.-3,4- G -2H-Z - [b][1,4]0E HEME-
7-F2 B (P EIYI3) fe(S)-5,5- FAL9-F-4--3,4- & -2H-ZFF[b][1,4]0E

ENY-T-FR B < B
o)

F. Q 174 F, ()\\//O Q
. )
< K OH
+
@]
Cl

SR

\,

[0376] 5,5- —%&(E9-F&-4-F-3.4- — G -2H-ZKH[b][1,4] 5 1EIE -7 -
#EE(1 g » 3.39 mmol){4F5fISFC ¥ : (B : DAICEL CHIRALPAK
AD-H (250 mm*30 mm > 5 um) ; ¥ &4 : [0.1%NH;H,0 MEOH] ;

B% : 35%%35% > 2.4 ; 80 min)syEELLE A K IE2 - fEREE T B4

55 213 H(EHIEHE)

C256075PA docx
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ZIBENTR LA FrMeOH - 5 E5P7( F 7K (30 mL)#5FE( A IM HCIZKE

FpH=4 L FHEA (20 mL * 3)ZH - &H & 2 AREHHAE KGO mL)E
Ot #ENa;SO4HZME - HIENAE R TREMEE 20 R 25.5- 25t
(R)-9-%-4-%-3,4- Z @ -2H-ZRX H [b][1,4] VB -7- 32 B (P ] #73) (400
mg > 1.35 mmol > 39.64%E %) - 'H NMR (400 MHz, DMSO-d¢) § =
8.34 (d, J = 2.0 Hz, 1H), 8.29 (d, J = 2.0 Hz, 1H), 6.37 - 6.16 (m, 1H),
4.64 - 4.58 (m, 1H), 4.16 - 4.04 (m, 1H), 2.94 - 2.72 (m, 2H), 2.64 - 2.53
(m, 1H) ¥f % #: SFC : AD-3-MeOH (DEA)-5-40-3ML-35T.Icm > Rt =
1.401 min > ee% = 100% - {£JBEE TR HEiE2 2 EHT /R LA FRMeOH - &
FRERYI (R FZK (30 mL) M5 RE L A IM HCIKOE R A #2pH=4 )2 FHEA (20 mL *
3)EEHL - MG ZHREHRAEAKGO mL)EME > &ENarSOLHZRE » Rl
FERBE T R4E DLE £ 5,5- — A AE(S)-9-F-4-%-3,4- Z G -2H-ZR 3 [b][1,4]
IEEIEEIE-7-$4 % - '"H NMR (400 MHz, DMSO-d¢) § = 8.35 (d, J = 2.0 Hz,

4

1H), 8.30 (d, J = 2.0 Hz, 1H), 6.40 - 6.15 (m, 1H), 4.64 - 4.58 (m, 1H),
4.16 - 4.04 (m, 1H), 2.92 - 2.73 (m, 1H), 2.66 - 2.54 (m, 1H) - HZEM:
SFC ! AD-3-MeOH (DEA)-5-40-3ML-35T.lcm > Rt = 1.626 min > ee% =
99% -

[0377]

(R)-5,5- = AE9-F-N-((2-(7-((3R,4R)-3,4- s MEIZ IE-1-55)-2,3-
A -4H-TEBEFE[3,2-b][1,4] 1 15 -4-FL)-1,6-Z50E-7- ) HE)-4-F-3,4- _&-

2H-ZEFF[b][1, 4 HENE-7- R i ({E & 97258) 2 Bl

5 214 HEYIEHE)

C256075PA docx
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o}
N. N b’j{s\\’ cl N, N
HyN | RS | R o N 0 R I =
.
N 2 2 N .= N " - 0 N N N (R)F
Q—F EDCI, HOBY, DIEA, -0
43

DCM, 25 °C, 2 hrs Ry

A

[0378]
$H B 1 (R)-5.5- 4 (69- B-N-((2-(7-((3R,4R)-3,4-  Jg IHL IS T - 1-
$)-2.3- 4 -4H-TE0E F£(3,2-b1[ 1,4 BB - 4- )~ 1,6- 250 -7-55) B ) -4- 44

-3.,4- 4 -2H-ZEHE [b][ 1,41 GEENT.7 - EF g e 7 S04 5

%
cl NS NN A
0 NN NS
§7°
R /R
o F

[0379]) [ (4R)-9-%&-4-5,-5,5- (A& ££-3,4- ~ 4, -2H-1,546- 3 3
e ENE-7-FR BE (FR Y2 - BOCHE ) (24.41 mg > 82.83 umol) ADCM (1
mL) & 7 %% R JIEDCI (21.65 mg > 112.95 umol) ~ HOBt (15.26 mg -
112.95 umol) &zDIEA (29.20 mg > 225.90 umol » 39.35 uL) - ZR{% K M0[2-
[7-[(3R,4R)-3,4- 5 ML O g -1- B 1-2,3- S ML WE H[3,2-b][1,4] 15 1% -4-
EL1-1,6-Z50E-7- A B (LU S B 011 0E 2 75 A8LH) (30 mg
75.30 umol) « fE25°C TR R GYIEAE2 hr o BZOR S E A K10 mL)
FAFHEA (5 mL*3)ZH - &G 2 HEBHMBEKG mLJE%E » &K
Na,SO4FZ M - BB AL B 22 TIRHE - e GEHBEMFHERHPLC (B
Phenomenex C18 150%25 mm*10 um ; #8148 : [Z/K(NHsHCO3)-ACN] ;
B% : 33% £63% > 8 min)&i (b o ARIBRGEIENTIR IR LEE 2= @[
B8 2 5,5- & AE(R)-9-F-N-((2-(7-((3R,4R)-3,4- g MLIZL0E-1-5K)-2,3-
S -4H-THEBEFE[3,2-b][1,4]BEE-4-£L)-1,6-280F -7- L) FHEL)-4-5,-3,4- —&.-

26 215 HEEHRIAS)

C256075PA docx
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2H-ZR F[D][ 1,4 G BENE -7 - FHEE 7 (4.73 mg > 6.48 umol > 8.61% FE &) o
LCMS (ESI) m/z: [M+H] * = 675.0 - '"H NMR (400 MHz, DMSO-d6) 8 =
9.62 - 9.59 (m, 1H), 9.02 (s, 1H), 8.53 (d, J = 2.0 Hz, 1H), 8.45 (d, J =
2.0 Hz, 1H), 8.24 - 8.18 (m, 2H), 7.49 - 7.44 (m, 2H), 6.73 (d, ] = 2.4
Hz, 1H), 6.37 - 6.17 (m, 1H), 5.58 - 5.42 (m, 2H), 4.71 (d, J = 5.8 Hz,
2H), 4.65 - 4.59 (m, 1H), 4.37 - 4.29 (m, 4H), 4.14 - 4.08 (m, 1H), 3.77 -
3.70 (m, 1H), 3.68 - 3.57 (m, 3H), 2.94 - 2.75 (m, 1H), 2.61 - 2.58 (m,
1H) ppm o HEM:SFC : AS-3-MeOH+ACN (DEA)-50-3mL-35T.lcm * Rt
= 0.805 min > ee% = 100% o

[0380] £S5 2 TAIE B % RS RERBEUNKERR
B EE 258 2 R P2 -

RS T ARRHE A=Y

LCMS
(ESI/M+H)

1THNMR

1H NMR (400 MHz, DMSO-d8) & = 9.60 (m 1H), 9.05 (s, 1H), 8.35 (s, 1H),
8.31 (m, 1H), 8.18 - 8.14 (m, TH), 8.05 (d, J = 5.6 Hz, 1H), 7.91 (d, J = 9.2
4 |596.30 | Hz 1H), 7.49 (s, 1H), 6.80 (d, J = 5.6 Hz, 1H), 6.35 - 6.21 (m, 1H), 4.72 (d,
J = 5.6 Hz, 2H), 4.61 (m, 1H), 4.21 - 4.12 (m, 5H), 2.91 - 2.72 (m, 1H), 2.68
(m, 2H), 2.63 - 2.59 (m, 1H), 1.97 - 1.89 (m, 2H), 1.38 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.65 (m, 1H), 9.39 (s, 1H), 8.67 -
9.61 (m, 2H), 8.39 - 8.36 (m, 2H), 7.91 (d, J = 7.2 Hz, 1H), 7.84 (s, 1H),
7.77 - 7.73 (m, 1H), 7.03 (d, J = 8.8 Hz, 1H), 6.06 - 5.94 (m, 1H), 4.81 (br

5 6243 d, J = 5.6 Hz, 2H), 4.42 - 4.29 (m, 4H), 3.69 - 3.65 (m, 2H), 2.58 - 2.56 (m,
2H), 2.46 - 2.35 (m, 2H), 1.75 - 1.61 (m, 2H), 1.24 (d, J = 6.4 Hz, 6H)
ppm °

1H NMR (400 MHz - Hifis-d4) 5 = 9.02 (s, 1H), 8.53 - 8.48 (m, 2H), 8.38 (s,
1H), 8.28 (d, J = 9.2 Hz, 1H), 8.15 - 8.12 (m, 1H), 7.59 (s, 1H), 7.20 - 7.09
10 | 649.2 (m, 1H), .97 (s, 1H), 5.99 - 5.75 (m, 1H), 4.81 (s, 2H), 4.66 - 4.57 (m, 1H),
4.53 (s, 2H), 4.38 - 4.27 (m, 4H), 4.20 - 4.10 (m, 1H), 3.47 - 3.45 (m, 3H),
3.03 - 2.86 (m, 1H), 2.66 - 2.48 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.60 - 9.58 (m, 1H), 9.05 (s, 1H), 8.36 -
8.26 (m, 2H), 8.21 - 8.12 (m, 2H), 7.84 (d, J = 9.2 Hz, 1H), 7.49 (s, 1H),
6.36 - 6.15(m, 1H), 4.72 (d, J = 4.8 Hz, 2H), 4.60 (d, J = 13.2 Hz, 1H), 4.43
(d,Jd=8.2Hz, 1H), 4.23 - 4.05 (m, 3H), 2.92 - 2.74 (m, 1H), 2.67 (d, J = 5.6
Hz, 2H), 2.62 - 2.57 (m, 1H), 1.94 - 1.85 (m, 2H), 0.80 - 0.74 (m, 2H), 0.75 -
0.67 (m, 2H) ppm

15 | 626.2
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LCMS

(ESyM+H) | THNMR

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 (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 - 413 (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) © = 9.62-9.59 (m, 1H), 9.10 (s, 1H), 8.36 -
8.26 (m, 3H), 8.13 (s, 1H), 7.64 (d, J = 9.0 Hz, 1H), 7.48 (s, 1H), 7.09 (d, J
= 2.8 Hz, 1H), 6.88 (d, J = 9.0 Hz, 1H), 6.70-6.67 (m, 1H), 6.35 - 6.19 (m
1H), 4.72 (d, J = 5.6 Hz, 2H), 4.63-4.60 (m, 1H), 4.24 (brd, J = 1.6 Hz, 2H),
422 -417 (m, 2H), 4.16 - 4.11 (m, 1H), 3.85-3.83 (m, 2H), 3.66 - 3.55 (M
1H),

3.27 (s, 3H), 2.94 - 2.69 (m, 1H), 2.65 - 2.56 (m, 1H), 1.11 (d, J = 6.4 Hz,
3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.60 - 9.57 (m, 1H), 9.02 (s, 1H), 8.34 -
8.29 (m, 2H), 8.20 - 8.16 (m, 2H), 7.44 (s, 1H), 7.36 (d, J = 2.8 Hz, 1H),
31 641.3 6.60 (d, J = 2.4 Hz, 1H), 6.33 - 6.20 (m, 1H), 4.70 - 4.61 (m, 5H), 4.33 -
4.28 (m, 5H), 3.89 - 3.60 (m, 1H), 2.63 - 2.61 (m, 1H), 2.52 - 2.51 (m, 1H),
2.30 - 2.23 (m, 2H) ppm

1H NMR (400 MHz - HifiZ-d4) 8 = 8.99 (s, 1H), 8.39 - 8.36 (m, 1H), 8.22 (d,
J =94 Hz, 1H), 8.14 (m, 1H), 7.68 (d, J = 9.4 Hz, 1H), 7.61 (s, 1H), 7.05
(d,J =28 Hz, 1H), 6.87 (d, J = 9.2 Hz, 1H), 6.71 (m, 1H), 5.95 - 5.80 (m
1H), 4.81 (s, 2H), 4.63 (m, 1H), 4.28 (s, 4H), 4.16 (m, 1H), 4.06 - 4.03 (m,
2H), 3.71 - 3.68 (m, 2H), 3.41 - 3.38 (m, 3H), 3.05 - 2.87 (m, 2H), 2.62
-2.53 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.61 (m, 1H), 9.09 (s, 1H), 8.37 -
8.27 (m, 3H), 8.20 (d, J = 9.2 Hz, 1H), 7.50 (s, 1H), 7.19 (d, J = 8.0 Hz,
1H), 6.95 (d, J = 8.0 Hz, 1H), 6.37 - 6.16 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H),
4.67-4.54 (m, 1H), 4.34 - 4.23 (m, 4H), 4.18 - 4.16 (m, 1H), 2.95 - 2.70 (m,
1H), 2.60 - 2.55 (m, 1H), 1.77 - 1.67 (m, 1H), 1.21 - 1.07 (m, 4H), 0.98 -
0.96 (m, 1H), 0.68 - 0.66 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.63 - 9.60 (m, 1H) 12 (s, 1H), 8.37 -
8.28 (m, 3H), 8.25 (d, J = 9.2 Hz, 1H), 7.53 (s, 1H), 7.29 (d, J - 8.0 Hz,
37 | 5922 1H), 7.13 (d, J = 8.0 Hz, 1H), 6.36 - 6.18 (m, 1H), 4.74 (d J = 5.6 Hz, 2H),
4.63 - 4.68 (m, 1H), 4.36 - 4.33 (m, 4H), 4.19 - 4.13 (m, 1H), 2.90 - 2.72 (m
1H), 2.63 - 2.56 (m, 1H), 2.03 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.57 - 9.54 (m, 1H), 9.07 (s, 1H), 8.50
(d, J = 2.0 Hz, 1H), 8.35 - 8.33 (m, 1H), 8.31 - 8.2 (m, 2H), 7.78 (d, J = 2.0
Hz, 1H), 7.48 - 7.46 (m, 2H), 6.98 (d, J = 2.0 Hz, 1H), 6.38 - 6.02 (m, 1H),
4.71 (d, J = 5.6 Hz, 2H), 4.58 - 4.45 (m, 1H), 4.31 (s, 4H), 4.06 - 4.00 (m,
1H), 2.89 - 2.69 (m, 1H), 2.59 - 2.55 (m, 1H), 1.99 - 1.86 (m, 1H), 1.01 -
0.91 (m, 2H), 0.75 - 0.66 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.63 - 9.59 (m, 1H), 9.07 (s, 1H), 8.36 -
8.19 (m, 4H), 7.78 (d, J = 2.0 Hz, 1H), 7.48 (s, 1H), 6.98 (d, J = 2.0 Hz,
40 | 594.2 1H), 6.40 - 6.15 (m, 1H), 4.71 (d, J = 5.6 Hz, 2H), 4.63 - 4.59 (m, 1H), 4.31
(s, 4H), 4.18 - 4.12 (m, 1H), 2.90 - 2.72 (m, 1H), 2.63 - 2.57 (m, 1H), 1.98 -
1.83 (m, 1H), 1.00 - 0.89 (m, 2H), 0.76 - 0.65 (m, 2H)ppm

20 |608.3

24 | 641.10

35 |627.10

36 | 608.3

38 | 576.3

5 217 HEYIEHE)

C256075PA docx

112117604 FEHESE A0202 1123291485-0



1864749

LCMS

(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) & = 9.62 - 9.59 (m, 1H), 9.07 (s, 1H), 8.36
(d, J = 2.8 Hz, 1H), 8.35 - 8.35 (m, 1H), 8.35 - 8.24 (m, 4H), 7.86 (d, J = 1.6
Hz, 1H), 7.49 (s, 1H), 7.12 (d, J = 2.0 Hz, 1H), 6.38 - 6.13 (m, 1H), 4.72 -
4.71 (m, 2H), 4.62 - 4.59 (m, 1H), 4.39 - 4.29 (m, 4H), 4.19 - 4.16 (m, 1H),
3.49 - 3.46 (m, 1H), 3.10 (s, 3H), 2.91 - 2.71 (m, 1H), 2.63 - 2.57 (m, 1H),
2.04 - 2.00 (m, 1H), 1.16 - 1.00 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.73 - 9.45 (m, 1H), 9.01 (s, 1H), 8.39 -
8.26 (m, 2H), 8.23 - 8.13 (m, 2H), 7.44 (s, 1H), 7.29 (d, J = 2.4 Hz, 1H),
6.49 (d, J = 2.4 Hz, 1H), 6.39 - 6.15 (m, 1H), 4.70 (d, J = 5.6 Hz, 2H), 4.67 -
4.56 (m, 1H), 4.42 - 4.25 (m, 4H), 4.22 - 4.02 (m, 2H), 3.88 - 3.83 (m, 1H),
3.55 - 3.49 (m, 1H), 2.94 - 2.70 (m, 1H), 2.64 - 2.58 (m, 1H), 2.40 - 2.31 (m,
1H), 2.07 - 1.96 (m, 1H), 1.40 (d, J = 6.0 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.61 - 9.59 (m, 1H), 9.08 (s, 1H), 8.36 -
8.24 (m, 4H), 7.77 - 7.76 (m, 1H), 7.50 (s, 1H), 7.22 - 7.18 (m, 1H), 6.37 -
51 | 568.3 6.19 (m, 1H), 4.72 (d, J = 6.0 Hz, 2H), 4.63 - 4.59 (m, 1H), 4.33 (s, 4H),
419 - 413 (m, 1H), 2.87 - 2.72 (m, 1H), 2.61 - 2.56 (m, 1H), 2.25 (s, 3H)
ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63-9.60 (m, 1H), 9.09 (s, 1H), 8.40 (s,
1H), 8.34 (s, 1H), 8.32 - 8.28(m, 2H), 8.21-8.18 (m, 1H), 7.50 (s, 1H), 7.21
(d,J = 8.4 Hz, 1H), 6.98 (d, J = 8.0 Hz, 1H), 6.33 - 6.21 (m, 1H), 4.73 (br d,
J = 5.6 Hz, 2H), 4.62 - 4.59 (m, 1H), 4.29 (s, 4H), 4.19 - 4.13 (m, 1H), 2.85
- 2.59 (m, 2H), 2.03 - 1.98 (m, 1H), 0.87 - 0.85 (m, 2H), 0.79 - 0.77 (m, 2H)
ppm

1H NMR (400 MHz, DMSO-d6) & = 9.62 - 9.59 (m, 1H), 9.08 (s, 1H), 8.48
(d, J = 9.2 Hz, 1H), 8.34 - 8.27 (m, 3H), 7.49 (s, 1H), 7.22 - 7.19 (m, 1H),
57 | 6413 6.22 - 6.19 (m, 2H), 5.58 - 5.35 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.63 -
4.59 (m, 1H), 4.25 (s, 4H), 4.19 - 4.16 (m, 1H), 3.62 - 3.41 (m, 4H), 2.89 -
2.75 (m, 1H), 2.66 - 2.63 (m, 1H), 2.25 - 2.20 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 (s, 1H), 9.04 (s, 1H), 8.34 - 8.19
(m, 4H), 7.62 (d, J = 5.4 Hz, 1H), 7.46 (s, 1H), 6.34 - 6.32 (m, 1H), 6.23 -
65 | 609.3 6.15 (m, 1H), 4.71 - 4.70 (m, 2H), 4.63 - 4.59 (m, 1H), 4.27 - 4.24 (m, 4H),
419 -412 (m, 1H), 4.04 - 4.01 (m, 4H), 2.85 - 2.81 (m, 1H), 2.71 (s, 1H),
2.29-2.24 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.60-9.57 (m, 1H), 9.02 (s, 1H), 8.35 (d,
J = 2.0 Hz, 1H), 8.34-8.28 (m, 1H), 8.25 - 8.15 (m, 2H), 7.46 (d, J = 2.6 Hz,
66 | 659.10 | 1H), 7.44 (s, 1H), 6.72 (d, J = 2.6 Hz, 1H), 6.38 - 6.19 (m, 1H), 5.63 - 5.35
(m, 2H), 4.70 (d, J = 5.8 Hz, 2H), 4.63-4.58 (m, 1H), 4.39 - 4.27 (m, 4H),
4.19-4.13 (m, 1H), 3.76 - 3.56 (m, 4H), 2.91 - 2.79 (m, 2H) ppm

1H NMR (400 MHz » Fifis-d4) & = 8.96 (br s, 1H), 8.39 (br d, J = 1.6 Hz,
1H), 8.19 - 8.09 (m, 3H), 7.58 (s, 1H), 7.29 (br s, 1H), 6.57 (d, J = 2.4 Hz,
1H), 5.98 - 5.80 (m, 1H), 5.38 - 5.20 (m, 1H), 4.80 (s, 2H), 4.68 - 4.61 (m,
1H), 4.43 - 4.29 (m, 5H), 4.17 - 4.16 (m, 1H), 4.10 - 3.89 (m, 2H), 2.92 (s,
1H), 2.63 - 2.53 (m, 1H), 1.46 - 1.44 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.64 (m, 1H), 9.23 (s, 1H), 8.44 -

8.25 (m, 4H), 7.94 (d, J = 2.0 Hz, 1H), 7.65 (s, 1H), 7.34 (d, J = 2.0 Hz,
70 | 644.1 1H), 6.44 - 6.16 (m, 1H), 6.06 - 5.68 (m, 1H), 4.77 (br d, J = 5.6 Hz, 2H),
4.63 - 4.61(m, 1H), 4.38 (s, 4H), 4.18 - 4.14 (m, 1H), 2.89 - 2.75 (m, 1H),
2.64 - 2.59 (m, 1H), 1.17 - 1.11 (m, 2H), 1.03 (br s, 2H) ppm

45 | 624.3

47 | 623.3

55 | 594.2

69 | 641.2
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# | (Esym+H) | THNMR
1H NMR (400 MHz, DMSO-d6) 5 = 9.65 - 9.54 (m, 1H), 9.05 (s, 1H), 8.37 -
8.14 (m, 4H), 7.75 - 7.67 (m, 1H), 7.47 (s, 1H),7.08 (d, J = 3.2 Hz, 1H),

71 | 5839 6.36 - 6.15 (M, 1H), 4.71 (d, J = 5.6 Hz, 2H), 4.63 - 4.57 (m, 1H), 4.36-4.34
(m, 4H), 4.21 - 412 (m,1H). 3.81 (s, 3H), 2.86 - 2.79 (m, 1H), 2.60 ( s, 1H)
ppm -
1H NMR (400 MHz, DMSO-d6) 5 = 9.61 - 9.58 (m, 1H), 9.02 (s, 1H), 8.34 -
8.28 (m, 2H), 8.25 - 8.15 (m, 2H), 7.45 (s, 1H), 7.38 (d, J = 2.4 Hz, 1H),

O 6.63 (d, J = 2.4 Hz, 1H), 6.37 - 6.14 (m, 1H), 5.21 - 4.96 (m, 1H), 4.70 (d, J

= 5.6 Hz, 2H), 4.62 - 4.59 (m, 1H), 4.39 - 4.24 (m, 5H), 4.20 - 4.03 (m, 2H),
3.63 - 3.53 (m, 1H), 2.89 - 2.77 (m, 1H), 2.62 - 259 (m, 1H), 1.45 (d, J =
6.4 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.61 (brt, J = 5.7 Hz, 1H), 9.08 (s, 1H),
8.41 - 8.19 (m, 4H), 7.50 (s, 1H), 7.34 (s, 1H), 7.15 - 6.78 (m, 1H), 6.47 -
81 634.2 6.16 (m, 1H), 4.72 (br d, J = 5.0 Hz, 2H), 4.61 (br d, J = 13.6 Hz, 1H), 4.40
(s, 4H), 4.16 (brt, J = 12.5 Hz, 1H), 3.87 (s, 3H), 2.93 - 2.71 (m, 1H), 2.67
(brs, TH) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.66 - 9.57 (m, 1H), 9.00 (s, 1H), 8.49 -
8.43 (m, 1H), 8.37 - 8.28 (m, 2H), 8.12 (d, J =9.2 Hz, 1H), 7.91 (d, J = 3.2
8 | 5823 Hz, 1H), 7.83 (d, J = 9.2 Hz, 1H), 7.45 (s, 1H), 7.34 (d, J = 2.8 Hz, 1H),

: 6.37 - 6.19 (m, 1H), 4.70 (d, J = 6.0 Hz, 2H), 4.65 - 4.56 (m, 1H), 4.20 -
4.08 (m, 5H), 3.70 - 3.63 (m, 2H), 3.31 (s, 3H), 2.92 - 2.68 (m, 4H), 1.96 -
1.91 (m, 2H) ppm -

1H NMR (400 MHz, DMSO-d6) & = 9.58 - 9.55 (m, 1H), 9.08 (s, 1H), 8.51
(d, J = 2.0 Hz, 1H), 8.46 - 8.41 (m, 1H), 8.38 - 8.24 (m, 3H), 7.77 (d, J = 1.2
83 |550.2 Hz, 1H), 7.51 - 7.42 (m, 2H), 7.20 (d, J = 1.6 Hz, 1H), 6.31 - 6.09 (m, 1H),
4.72 (d, J = 5.6 Hz, 2H), 4.56 - 4.48 (m, 1H), 4.32 (s, 4H), 4.06 - 4.00 (m,
1H), 2.86 - 2.68 (m, 1H), 2.59 - 2.54 (m, 1H), 2.25 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.08 (s, 1H), 8.48
(d, J = 8.8 Hz, 1H), 8.37 - 8.23 (m, 3H), 7.49 (s, 1H), 7.21 (d, J = 8.8 Hz,
86 | 6412 1H), 6.36 - 6.14 (m, 2H), 5.68 - 5.22 (m, 1H), 4.84 - 4.51 (m, 3H), 4.32 -
4.23 (m, 4H), 4.19 - 4.13 (m, 1H), 3.65 - 3.39 (m, 4H), 2.91 - 2.70 (m, 1H),
2.64 - 2.59 (m, 1H), 2.30 - 2.13 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.62 (s, 1H), 9.11 (s, 1H), 8.42 (d, J =
2.0 Hz, 1H), 8.38 - 8.27 (m, 4H), 7.89 (d, J = 2.0 Hz, 1H), 7.52 (s, 1H), 7.26
87 |630.3 (d,J = 1.6 Hz, 1H), 6.39 - 6.16 (m, 1H), 4.73 (d, J = 5.6 Hz, 2H), 4.65 - 4.57
(m, 1H), 4.35 (s, 4H), 4.21 - 4.12 (m, 1H), 3.02 - 3.00 (m, 1H), 2.91 - 2.68
(m, 1H), 2.67 - 2.55 (m, 1H), 2.08 - 1.98 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.62 - 9.60 (m, 1H), 9.08 (s, 1H), 8.35
(d, J = 2.2 Hz, 1H), 8.34 - 8.27 (m, 3H), 7.80 (d, J = 2.2 Hz, 1H), 7.50 (s,
1H), 7.00 (d, J = 2.2 Hz, 1H), 4.73 (d, J = 5.8 Hz, 2H), 4.33 (s, 4H), 1.98 -
1.89 (m, 1H), 1.00 - 0.92 (m, 2H), 0.75 - 0.69 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.63 - 9.60 (m, 1H), 9.12 (s, 1H), 8.54 -
8.09 (m, 4H), 7.53 (s, 1H), 7.14 (s, 1H), 6.98 - 6.56 (m, 1H), 6.39 - 6.12 (m,
91 | 6482 1H), 4.80 - 4.70 (m, 2H), 4.63 - 4.58 (m, 1H), 4.42 - 4.30 (m, 4H), 4.26 -
4.10 (m, 3H), 2.92 - 2.71 (m, 1H), 2.64 - 2.59 (m, 1H), 1.39 - 1.35 (m, 3H)
ppm

90 | 599.3
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(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) & = 9.58 - 9.55 (m, 1H), 9.00 (s, 1H), 8.35 -

8.26 (m, 2H), 8.22 (d, J = 9.2 Hz, 1H), 8.15 (s, 1H), 7.46 (d, J = 9.2 Hz,

1H), 7.41 - 7.34 (m, 2H), 6.57 - 6.52 (m, 2H), 6.35 - 6.20 (m, 1H), 4.69 (br

93 627.20 d, J =5.6 Hz, 2H), 4.65 - 456 (m, 1H), 4.29 - 4.20 (m, 4H), 419 - 413 (m
1H), 4.09 - 4.04 (m, 2H), 3.68 - 3.60 (m, 2H), 3.29 (s, 3H), 2.92 - 2.70 (m

1H),

2.64 - 2.56 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.64 - 9.61 (m,

8.43 (m, 2H), 8.25 (d, J = 1.2 Hz, 2H), 7.82 (d, J

94 | 6142 1H), 6.88 (d, J = 5.2 Hz, 1H), 6.37 - 6.16 (m, 1H),

2H), 4.61 - 4.59 (m, 1H), 4.31 (s, 4H), 4.16 - 4.09 (
1H), 2.62 - 2.61 (m, 1H), 1.37 - 1.34 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.58 - 9.55 (m, 1H), 9.09 (s, 1H), 8.50
(d, J = 2.4 Hz, 1H), 8.35 - 8.28 (m, 2H), 8.20 (d, J = 9.2 Hz, 1H), 7.48 - 7.46
(m, 2H), 7.21 (d, J = 8.0 Hz, 1H), 6.98 (d, J = 8.4 Hz, 1H), 6.26 - 6.14(m,
1H), 4.72 (br d, J = 6.0 Hz, 2H), 4.53 - 4.50 (m, 1H), 4.28 (s, 4H), 4.06 -
4.00 (m, 1H), 2.81 - 2.71 (m, 1H), 2.02 - 1.98 (m, 1H), 0.87 - 0.77 (m, 4H)
ppm

1H NMR (400 MHz, DMSO-d6) 6= 9.60 - 9.57 (m, 1H), 8.99 (s, 1H), 8.38 -
8.28 (m, 3H), 8.22 - 8.16 (m, 2H), 7.49 - 7.42 (m, 2H), 6.67 (d, J = 2.8 Hz,
99 | 6253 1H), 6.33 - 6.32 (m, 1H), 4.70 - 4.59 (m, 3H), 4.33 - 4.26 (m, 4H), 4.26 -
4.16 (m, 1H), 3.42 - 3.39 (m, 4H), 2.85 - 2.76 (m, 1H), 2.63 (s, 1H), 1.10 -
1.06 (m, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.59-9.57 (m, 1H), 9.02 (s, 1H), 8.34 (s,
1H), 8.34-8.28 (m, 1H), 8.21 (s, 2H), 7.60 (d, J = 2.8 Hz, 1H), 7.44 (s, 1H),
105 | 647.2 6.87 (d, J = 2.8 Hz, 1H), 6.39 - 6.30 (m, 1H), 6.22 (br d, J = 3.6 Hz, 1H),
4.70 (br d, J = 5.6 Hz, 2H), 4.63-4.60 (m, 1H), 4.35 - 4.30 (m, 4H), 4.16 (d,
J =11.8 Hz, 1H), 3.78 - 3.68 (m, 2H), 2.99 (s, 3H), 2.89 - 2.60 (M, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.10 (s, 1H), 8.37 -
8.26 (m, 4H), 7.90 (d, J = 4.8 Hz, 1H), 7.51 (s, 1H), 7.11 (d, J = 4.8 Hz,
108 | 612.2 1H), 6.43 - 6.15 (m, 1H), 4.73 (d, J = 5.6 Hz, 2H), 4.65 - 4.57 (m, 1H), 4.51
(s, 2H), 4.38 - 4.34 (m, 4H), 4.16 (d, J = 12.0 Hz, 1H), 3.59 - 3.54 (m, 2H),
2.85-2.82 (m, 1H), 2.61 (s, 1H), 1.22 - 1.18 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.65 - 9.54 (m, 1H), 9.04 (s, 1H), 8.34
(d, J = 1.6 Hz, 1H), 8.31 - 8.28 (m, 1H), 8.23 (s, 2H), 7.75 (d, J = 2.8 Hz,
1H), 7.46 (s, 1H), 7.07 (d, J = 2.4 Hz, 1H), 6.36 - 6.18 (m, 1H), 5.04 - 4.89
(m, 2H), 4.71 (d, J = 5.6 Hz, 2H), 4.64 - 4.57 (m, 1H), 4.35 - 4.30 (m, 4H),
4.21-4.12 (m, 1H), 3.62 - 3.56 (m, 1H), 3.43 - 3.39 (m, 2H), 3.20 - 3.13 (m
1H), 2.89 - 2.79 (m, 1H), 2.63 - 2.61 (m, 1H), 2.09 - 1.91 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.66 - 9.64(m, 1H), 9.12 (s, 1H), 8.38 -
8.30 (m, 3H), 8.26 (d, J = 9.2 Hz, 1H), 7.54 (s, 1H), 7.33 (d, J = 8.0 Hz,
110 | 578.2 1H), 7.24 (d, J = 8.4 Hz, 1H), 6.38 - 6.19 (m, 1H), 4.74 (d, J = 5.2 Hz, 2H),
4.65 - 4.55 (m, 1H), 4.38 - 4.33 (m, 4H), 4.23 - 4.10 (m, 2H), 2.90 - 2.71 (m
1H), 2.64 - 2.55 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 (br t, J = 5.6 Hz, 1H), 9.08 (s, 1H),
8.37 - 8.28 (m, 2H), 8.28 - 8.21 (m, 2H), 7.80 (d, J = 5.5 Hz, 1H), 7.50 (s,
1H), 6.85 (d, J = 5.6 Hz, 1H), 6.41 - 6.16 (m, 1H), 4.72 (br d, J = 5.6 Hz,
2H), 4.66 - 4.52 (m, 1H), 4.32 (br s, 4H), 4.25 - 4.08 (m, 1H), 3.92 (d, J =
7.1 Hz, 2H), 2.91 - 2.73 (m, 1H), 2.60 (br s, 1H), 1.33 - 1.17 (m, 1H), 0.70 -
0.54 (m, 2H), 0.34 (g, J = 4.7 Hz, 2H) ppm

H), 9.08 (s, 1H), 8.52 -
5.6 Hz, 1H), 7.50 (s,
72 (br d, J = 5.2 Hz,

472
m, 3H), 2.88 - 2.81 (m

96 | 576.3

109 | 673.3

113 | 624.2
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LCMS

(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) & = 9.61 - 9.56(m, 1H), 9.09 (s, 1H), 8.45 -
8.37 (m, 1H), 8.36 - 8.26 (m, 3H), 7.50 (s, 1H), 7.24 (d, J = 84 Hz, 1H),
119 | 659.2 6.34 - 6.21 (m, 2H), 4.72 (d, J = 4.8 Hz, 2H), 4.61 (d, J = 13.2 Hz, 1H), 4.26
(s, 4H), 4.19 - 4.13 (m, 1H), 3.78 - 3.71 (m, 2H), 3.56 - 3.53 (M, 2H), 2.89 -
2.72 (m, 1H), 2.64 - 2.58 (m, 1H), 2.57 - 2.53 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.64 - 9.61 (m, 1H), 9.12 (s, 1H), 8.42 -
8.37 (m, 1H), 8.36 - 8.28 (m, 3H), 8.14 (d, J = 9.2 Hz, 1H), 7.51 (s, 1H),
7.25(d, J = 8.0 Hz, 1H), 7.07 (d, J = 8.0 Hz, 1H), 6.46 - 6.17 (m, 1H), 6.12 -
5.68 (m, 1H), 4.73 (d, J = 5.6 Hz, 2H), 4.66 - 4.54 (m, 1H), 4.33 - 4.13 (m
5H), 2.80 - 2.71 (m, 1H), 2.61 - 2.60 (m, 1H), 2.31 - 2.27 (m, 1H), 1.82 -
1.74 (m, 1H), 1.17 - 1.12 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.60 - 9.57 (m, 1H), 9.02 (s, 1H), 8.37 -
8.27 (m, 2H), 8.24 - 8.16 (m, 2H), 7.43 (br d, J = 12.8 Hz, 2H), 6.68 (d, J =
2.0 Hz, 1H), 6.35 - 6.19 (m, 1H), 5.54 - 5.32 (m, 2H), 4.70 (br d, J = 5.2 Hz,
2H), 4.61 (br d, J = 13.2 Hz, 1H), 4.38 - 4.27 (m, 4H), 4.18 - 4.13 (m, 1H),
3.70 - 3.69 (m, 2H), 3.55 - 3.43 (m, 2H), 2.93 - 2.70 (m, 1H), 2.61 (br s, 1H)

ppm

1H NMR (400 MHz, DMSO-d6) & = 9.62 - 6.59 (m, 1H), 9.12 (s, 1H), 8.38
(s, 1H), 8.35 - 8.29 (m, 3H), 8.15 - 8.13 (m, 1H), 7.51 (s, 1H), 7.25 (d, J =
8.0 Hz, 1H), 7.06 (d, J = 8.0 Hz, 1H), 6.35 - 6.19 (m, 1H), 6.08 - 5.76 (m,
1H), 4.72 (s, 2H), 4.63 - 4.58 (m, 1H), 4.13 (s, 5H), 2.91 - 2.80 (m, 1H),
2.61-2.60 (m, 1H), 2.30 - 2.29 (m, 1H), 1.83 - 1.73 (m, 1H), 1.16 - 1.12 (m
2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.64 - 9.62 (m, 1H), 9.16 (s, 1H), 8.37 -
8.23 (m, 4H), 7.64 - 7.28 (m, 3H), 6.71 - 6.69 (m, 1H), 6.34 - 6.21 (m, 1H),
4.74 (br d, J = 4.4 Hz, 2H), 4.60 - 4.58 (m, 1H), 4.35 - 4.34 (m, 4H), 4.30 -
4.15 (m, 1H), 2.79 - 2.61 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.61 -9.58 (m, 1H), 9.07 (s, 1H), 8.33 -
8.14 (m, 4H), 8.17 (s, 1H), 7.81 (d, J = 5.6 Hz, 1H), 7.49 (s, 1H), 6.87 (d, J
129 | 598.3 = 5.6 Hz, 1H), 6.32 - 6.20 (m, 1H), 4.72 - 4.70(m, 2H), 4.61 - 4.57 (m, 1H),

4.31 (s, 4H), 4.16 - 4.12 (m, 3H), 2.84 - 2.75 (m, 1H), 2.61 - 2.60 (m, 1H)
1.37 - 1.33 (m, 3H) ppm

1H NMR (400 MHz, MeOD) & = 9.01 (s, 1H), 8.51 - 8.41 (m, 1H), 8.38(s,
1H), 8.23-8.21 (m, 2H), 8.16-8.13 (m, 1H), 7.74 (d, J = 2.0 Hz, 1H), 7.63 (s,
130 | 620.3 1H), 7.14 (d, J = 2.0 Hz, 1H), 5.93 - 5.81 (m, 1H), 4.81 (s, 2H), 4.64-4.61
(m, 1H), 4.40 - 4.34 (m, 4H), 4.16-4.14 (m, 1H), 3.01 - 2.91 (m, 1H), 2.60-
2.55 (m, 1H), 2.55 (s, 1H), 2.12 (s, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.61 - 9.58 (m, 1H), 9.00 (s, 1H), 8.37 -
8.28 (m, 2H), 8.25 (s, 1H), 8.11 (d, J = 9.6 Hz, 1H), 7.91 (d, J = 2.8 Hz,
1H), 7.82 (d, J = 9.2 Hz, 1H), 7.45 (s, 1H), 7.33 (d, J = 2.8 Hz, 1H), 6.39 -
6.14 (m, 1H), 4.70 (d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.22 - 4.06 (m
3H), 3.82 (s, 3H), 2.89 - 2.71 (m, 3H), 2.64 - 2.59 (m, 1H), 1.96 - 1.91 (m
2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.60-9.57 (m, 1H), 9.02 (s, 1H), 8.36 -
8.27 (m, 2H), 8.23 - 8.16 (m, 2H), 7.48 - 7.42 (m, 2H), 6.73 (d, J = 2.4 Hz,
138 | 659 1H), 6.36 - 6.19 (m, 1H), 5.60 - 5.40 (m, 2H), 4.71-4.69 (m, 2H), 4.64 - 4.57
(m, 1H), 4.40 - 4.28 (m, 4H), 4.16 (m, 1H), 3.77 - 3.70 (m, 1H), 3.68 - 3.55
(m, 3H), 2.90 - 2.72 (m, 1H), 2.60 (m, 1H) ppm

123 | 644.2

124 | 659.20

125 | 644.2

126 | 620.2

133 | 682.0
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LCMS

(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) 5 = 9.60 - 9.58 (m, 1H), 9.02 (s 1H), 8.34 -
8.28 (m, 2H), 8.20 - 8.15 (m, 2H), 7.44 (s, 1H), 7.30 (d, J = 2.4 Hz 1H)
139 | 627.3 6.59 (d, J = 2.4 Hz, 1H), 6.33 - .21 (m, 1H), 5.56 - 5.55 (m, 1H), 4.71 (br
d, J = 6.0 Hz, 2H), 4.59 (m, 1H), 4.33 - 4.29 (m, 4H), 4.19 - 4.16 (m, 3H),
4.13 - 3.89 (m, 2H), 2.85 - 2.75 (m, 1H), 2.61 - 2.56 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.59 - 9.56 (m, 1H), 9.12 (s, 1H), 8.39 -
8.36 (m, 1H), 8.35 - 8.23 (m, 2H), 8.02 - 7.92 (m, 1H), 7.88 - 7.85 (m, 1H),
7.64 (d, J = 2.0 Hz, 1H), 7.61 - 7.54 (m, 2H), 6.86 (d, J = 2.0 Hz, 1H), 6.41 -
141 | 593.3 6.15 (m, 1H), 4.70 (d, J = 5.6 Hz, 2H), 4.69 - 4.63 (m, 1H), 4.35 - 4.29 (m,
2H), 4.14 (d, J = 11.6 Hz, 1H), 4.01 - 3.92 (m, 2H), 2.91 - 2.70 (m, 1H),
2.62 - 2.55 (m, 1H), 1.88 - 1.79 (m, 1H), 0.93 - 0.84 (m, 2H), 0.68 - 0.58 (m
2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.60 - 9.57 (m, 1H), 9.03 (s, 1H), 8.36 -
8.27 (m, 2H), 8.238 - 8.15 (m, 2H), 7.45 (s, 1H), 7.38 (d, J = 2.4 Hz, 1H),
6.63 (d, J =2.4 Hz, 1H), 6.36 - 6.16 (m, 1H), 5.22 - 4.97 (m, 1H), 4.70 (d, J
= 5.6 Hz, 2H), 4.61 - 4.59 (m, 1H), 4.36 - 4.23 (m, 5H), 4.19 - 4.05 (m, 2H),
3.62 - 3.55 (m, 1H), 2.90 - 2.72 (m, 1H), 2.64 - 2.58 (m, 1H), 1.46 (d, J =
6.4 Hz, 3H) ppm

1H NMR (400 MHz, DMSQO-d6) & = 9.69 - 9.58 (m, 1H), 9.20 - 9.05 (m,
1H), 8.38 - 8.26 (m, 4H), 7.85 (d, J = 1.6 Hz, 1H), 7.53 (s, 1H), 7.34 (d, J =
145 | 618.2 1.6 Hz, 1H), 6.57 - 5.97 (m, 2H), 4.73 (d, J = 5.6 Hz, 2H), 4.65 - 4.57 (m,
1H), 4.35 (s, 4H), 4.22 - 4.11 (m, 1H), 3.23 - 3.12 (m, 2H), 2.93 - 2.71 (m,
1H), 2.57 (br s, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 (s, 1H), 9.10 (s, 1H), 8.34 - 8.32
(m, 2H), 8.28 (s, 2H), 7.91 (d, J = 5.2 Hz, 1H), 7.52 (s, 1H), 7.10 (d, J = 4.8
147 | 598.2 Hz, 1H), 6.34 - 6.21 (m, 1H), 4.73 (d, J = 5.4 Hz, 2H), 4.62 - 4.59 (m, 1H),
4.47 (s, 2H), 4.39 - 4.31 (m, 4H), 4.16 - 4.13 (m, 1H), 3.38 (s, 3H), 2.86 -
2.82 (m, 1H), 2.73 - 2.71 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.69 - 9.66 (m, 1H), 9.24 (s, 1H), 8.33
(s, 1H), 8.31 - 8.24 (m, 2H), 7.95 (d, J = 9.2 Hz, 1H), 7.84 - 7.71 (m, 2H),
7.17 (s, 1H), 6.40 - 6.16 (m, 1H), 4.80 (d, J = 5.2 Hz, 2H), 4.64 - 4.61 (m,
1H), 4.21 - 4.17 (m, 2H), 4.15 - 4.10 (m, 1H), 3.55 - 3.51 (m, 4H), 3.26 (s,
3H), 2.97 (s, 3H), 2.89 - 2.71 (m, 3H), 2.63 - 2.55 (m, 1H), 1.99 - 1.96 (m
2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 (s, 1H), 9.08 (s, 1H), 8.35 - 8.26
(m, 4H), 7.78 (d, J = 2.0 Hz, 1H), 7.49 (s, 1H), 7.01 (d, J = 2.4 Hz, 1H),
6.40 - 6.15 (m, 1H), 4.72 (d, J = 4.8 Hz, 2H), 4.66 - 4.56 (m, 1H), 4.32 (s,
4H), 4.19 - 4.13 (m, 1H), 3.39 - 3.35 (m, 4H), 2.88 - 2.71 (m, 1H), 2.63 -
2.56 (m, 1H), 2.15 - 2.00 (m, 1H), 1.27 - 1.15 (m, 1H), 1.08 - 1.07 (m, 1H)
ppm

1H NMR (400 MHz, DMSO-ds) 8 = 9.62 - 9.54 (m, 1H), 9.10 (s, 1H), 8.36 -
8.25 (m, 2H), 7.95 (d, J = 8.8 Hz, 1H), 7.85 - 7.82 (m, 1H), 7.59 (d, J = 8.8
153 | 583 Hz, 2H), 7.53 (d, J = 2.4 Hz, 1H), 6.97 (d, J = 2.4 Hz, 1H), 6.34 - 6.19 (m

: 1H), 4.69 (d, J = 5.6 Hz, 2H), 4.57 (s, 1H), 4.38 - 4.31 (m, 2H), 4.18 - 4.09
(m, 1H), 3.99 - 3.92 (m, 2H), 3.75 (s, 3H), 2.90 - 2.67 (m, 1H), 2.65 - 2.57
(m, 1H) ppm -

1H NMR (400 MHz, DMSO-d6) & = 9.61 (s, 1H), 9.10 (s, 1H), 8.37 - 8.28
(m, 4H), 7.88 (d, J = 2.0 Hz, 1H), 7.52 (s, 1H), 7.29 (d, J = 2.0 Hz, 1H),
154 | 612.3 6.41 - 6.15 (m, 1H), 4.73 (d, J = 6.0 Hz, 2H), 4.62 - 4.60 (m, 1H), 4.42 (s,
2H), 4.35 (s, 4H), 4.19 - 4.13 (m, 1H), 3.51 - 3.45 (m, 2H), 2.91 - 2.56 (m
2H), 1.16 - 1.12 (m, 3H) ppm

142 | 641.3

149 | 639.3

152 | 624.3
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LCMS
# | (Esym+H) | THNMR
1H NMR (400 MHz, DMSO-d6) 5 = 9.62 - 9.60 (m, 1H), 9.12 (s, 1H), 8.34 -
8.28 (m, 3H), 8.12 (d, J = 9.2 Hz, 1H), 7.51 (s, 1H), 7.25 (d, Y Hz,
156 | 6120 1H), 7.07 (d, J = 8.0 Hz, 1H), 6.33 - 6.21 (m, 1H), 4.93 - 4.76 (m, 1H), 4.73

(brd, J =5.6 Hz, 2H), 4.60 - 4.59 (m, 1H), 4.32 - 4.27 (m, 4H), 4.25 - 4.16
(m, 1H), 2.85 - 2.71 (m, 1H), 2.60 - 2.55 (m, 2H), 1.49 - 1.43 (m, 1H), 1.23 -
1.17 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.69 - 9.55 (m, 1H), 9.08 (s, 1H), 8.37 -
8.25 (m, 4H), 7.84 (d, J = 1.6 Hz, 1H), 7.50 (s, 1H), 7.26 (d, J = 1.6 Hz,
157 | 596.2 1H), 6.42 - 6.13 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.67 - 4.55 (m, 1H), 4.34
(s, 4H), 4.19 - 4.16 (m, 1H), 2.95 - 2.88 (m, 1H), 2.86 - 2.70 (m, 1H), 2.62
(d, J = 3.2 Hz, TH), 1.22 (d, J = 6.8 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.64 - 9.61 (m, 1H), 9.15 (s, 1H), 8.38 -
8.33 (m, 2H), 8.33 - 8.27 (m, 2H), 8.10 (d, J = 1.6 Hz, 1H), 7.56 (s, 1H),
159 | 604.2 7.50 (s, 1H), 7.29 - 6.83 (m, 1H), 6.42 - 6.13 (m, 1H), 4.74 (d, J = 5.6 Hz,
2H), 4.62 - 4.59 (m, 1H), 4.44 - 4.38 (m, 2H), 4.36 (d, J = 4.4 Hz, 2H), 4.16
(d,J = 11.6 Hz, 1H), 2.91 - 2.71 (m, 1H), 2.57 (s, TH) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.56 - 9.37 (m, 1H), 9.01 (s, 1H), 8.35 -
8.26 (m, 2H), 8.238 - 8.13 (m, 2H), 7.41 (s, 1H), 7.29 (d, J = 2.4 Hz, 1H),
6.49 (d,J =24 Hz, 1H), 6.25 - 6.06 (m, 1H), 4.69 (d, J = 5.2 Hz, 2H), 4.57 -
160 | 619.3 4.47 (m, 1H), 4.37 - 4.26 (m, 4H), 4.14 - 4.05 (m, 1H), 4.03 - 3.94 (m, 1H),
3.90-3.82 (m, 1H), 3.59 - 3.48 (m, 1H), 2.93 - 2.68 (m, 1H), 2.64 - 2.56 (M
1H), 2.40 - 2.36 (m, 1H), 2.34 (s, 3H), 2.06 - 1.98 (m, 1H}), 1.40 (d, J = 6.0
Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63-9.60 (m, 1H), 9.11 (s, 1H), 8.33 -
8.28 (m, 3H), 8.12 (d, J = 9.2 Hz, 1H), 7.50 (s, 1H), 7.26 (d, J = 8.0 Hz,
1H), 7.07 (d, J = 8.4 Hz, 1H), 6.33-6.20 (m, 1H), 4.92-4.90 (m, 1H), 4.75 -
471 (m, 2H), 4.61-4.58 (m, 1H), 4.31-4.24 (m, 4H), 4.18-4.15 (m, 1H),
2.84- 2.75 (m, 1H), 2.59 - 2.55 (m, 2H), 1.50-1.43 (m, 1H), 1.22-1.16 (m,
1H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.61 - 9.58 (m, 1H), 9.02 (s, 1H), 8.59 -
8.37 (m, 2H), 8.30 - 8.08 (m, 2H), 7.44 (s, 1H), 7.29 (d, J = 2.4 Hz, 1H),
6.49 (d, J = 2.4 Hz, 1H), 6.36 - 6.12 (m, 1H), 4.70 (d, J = 6.0 Hz, 2H), 4.65 -
4.57 (m, 1H), 4.37 - 4.25 (m, 4H), 4.17 - 4.05 (m, 2H), 3.92 - 3.82 (m, 1H),
3.57 - 3.51 (m, 1H), 2.82 - 2.73 (m, 1H), 2.65 - 2.58 (m, 1H), 2.41 - 2.36 (m
1H), 2.09 - 1.96 (m, 1H), 1.41 (d, J = 6.0 Hz, 3H) ppm

164 | 612.2

165 | 639.2

1H NMR (400 MHz, DMSO-d6) 8 = 9.62 - 9.59 (m, 1H), 9.10 (s, 1H), 8.34 -
8.29(m, 4H), 7.88 (d, J = 2.0 Hz, TH), 7.51 (s, 1H), 7.25 (d, J = 1. 6 Hz, 1H),
166 | 630.3 6.33 - 6.21 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m H), 4.34 (s,
4H), 4.19 - 4.13 (m, 1H), 3.04 - 2.98 (m, 1H), 2.88 - 2.74 (m, 1H), 2.61 -

2.60 (m, 1H), 2.10 - 1.95 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.59 - 9.56 (m, 1H), 8.96 (s, 1H), 8.38 -
8.27 (m, 2H), 8.13 (s, 1H), 8.07 (d, J = 9.2 Hz, 1H), 7.80 (d, J = 9.2 Hz,
1H), 7.66 (d, J = 2.8 Hz, 1H), 7.42 (s, 1H), 7.01 (d, J = 2.8 Hz, 1H), 6.36 -
168 | 657.10 6.19 (m, 1H), 5.60 - 5.53 (m, 1H), 5.45 - 5.42 (m, 1H), 4.70 (br d, J = 6.0
Hz, 2H), 4.62 - 4.58 (m, 1H), 4.19 - 413 (m, 1H), 4.13 - 4.07 (m, 2H), 3.77 -
3.56 (m, 4H), 2.91 - 2.80 (m, 1H), 2.79 - 2.76 (m, 2H), 2.63 - 2.58 (m, 1H),
1.97 - 1.88 (m, 2H) ppm
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LCMS

(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) & = 9.59 (m, 1H), 9.10 (s, 1H), 8.36 - 8.29
(m, 2H), 8.22 (d, J = 9.4 Hz, 1H), 8.14 (d, J = 6.0 Hz, 1H), 7.92 (d, J = 9.2
169 | 618.1 Hz, 1H), 7.66 - 7.46 (m, 2H), 6.93 (d, J = 5.6 Hz, 1H), 6.27 (m, 1H), 4.74
(m, 2H), 4.65 - 4.58 (m, 1H), 4.22 - 4.13 (m, 3H), 2.86 (m, 1H), 2.79 - 2.76
(m, 2H), 2.61 (m, 1H), 2.02 - 1.93 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.60 - 9.57 (m, 1H), 9.02 (s, 1H), 8.39 -
8.27 (m, 2H), 8.22 - 8.15 (m, 2H), 7.45 (s, 1H), 7.30 (d, J = 2.4 Hz, 1H),
6.59 (d, J = 2.4 Hz, 1H), 5.63 - 5.39 (m, 1H), 4.70 (s, 2H), 4.31 (d, J = 7.6
Hz, 4H), 4.24 - 4.12 (m, 2H), 3.97 - 3.86 (m, 2H) ppm

1H NMR (400 MHz » £}j-d) & = 8.93 (s, 1H), 8.26 (s, 1H), 8.10-8.08 (m
1H), 7.98 - 7.92 (m, 2H), 7.91 - 7.88 (m, 1H), 7.82 (br s, 1H), 7.65 - 7.61
(m, 1H), 7.09 (d, J = 2.4 Hz, 1H), 5.66 - 5.50 (m, 1H), 4.88-4.87 (m, 2H),
4.67-4.64 (m, 1H), 4.33 - 4.25 (m, 2H), 4.15 - 4.06 (m, 1H), 3.92 - 3.87 (m,
4H), 3.18 - 3.14 (m, 4H), 3.12 - 2.99 (m, 1H), 2.88 - 2.84 (m, 2H), 2.54 -
2.44 (m, 1H), 2.08-2.04 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.66 - 9.62 (m, 1H), 9.14 (s, 1H), 8.35 -
8.28 (m, 4H), 8.10 (s, 1H), 7.55 - 7.50 (m, 2H), 6.34 - 6.21 (m, 1H), 4.74 (br
d, J = 5.6 Hz, 2H), 4.59 (m, 1H), 4.40 - 4.34 (m, 4H), 4.16 (m, 1H), 2.85 -
2.72 (m, 1H), 2.60 - 2.58 (m, 1H), 2.05 - 1.96 (m, 3H) ppm

171 | 632.2

172 | 637.1

176 | 618.2

1H NMR (400 MHz - Hifis-d4) 5 = 8.93 (s, 1H), 8.39 - 8.37 (m, 1H), 8.23 (s,
1H), 8.18 - 8.11 (m, 2H), 8.02 (d, J = 9.2 Hz, 1H), 7.56 (s, 1H), 5.97 - 5.81
178 | 598.4 (m, 1H), 4.80 (s, 2H), 4.67 - 4.62 (m, 1H), 4.30 - 4.28 (m, 2H), 4.19 - 4.13
(m, 1H), 3.08 - 2.92 (m, 1H), 2.86 - 2.83 (m, 2H), 2.61 - 2.54 (m, 1H), 2.36 -
2.23 (m, 1H), 2.11 - 2.03 (m, 2H), 1.19 - 1.11 (m, 2H), 1.05 - 0.95 (m, 2H)
ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.64 - 9.59 (m, 1H), 9.11 (s, 1H), 8.34
(s, 1H), 8.32 (s, 1H), 8.31 - 8.28 (m, 1H), 8.25 - 8.21 (m, 1H), 7.86 (d, J =
180 | 620 2.8 Hz, 1H), 7.52 (s, 1H), 7.44 - 7.04 (m, 2H), 6.36 - 6.20 (m, 1H), 4.73 (d,
J = 5.6 Hz, 2H), 4.65 - 4.56 (m, 1H), 4.39 - 4.33 (m, 4H), 4.21 - 4.11 (m
1H), 3.45 - 3.40 (m, 2H), 2.59 - 2.56 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.60-9.57 (m, 1H), 9.03 (s, 1H), 8.34 (s,
1H), 8.31-8.28 (m, 1H), 8.21 (s, 2H), 8.13 (s, 1H), 7.46 (s, 1H), 7.42 (d, J =
2.6 Hz, 1H), 6.64 (d, J = 2.6 Hz, 1H), 6.39 - 6.19 (m, 1H), 5.58 - 5.34 (m,
1H), 4.71 (br d, J = 5.6 Hz, 2H), 4.63-4.58 (m, 1H), 4.41 - 4.27 (m, 4H),
4.19-4.13 (m, 1H), 3.61 - 3.50 (m, 2H), 3.43 - 3.38 (m, 2H), 2.87 - 2.74 (m
2H), 2.31 - 2.09 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.60 - 9.57 (m, 1H), 9.03 (s, 1H), 8.36 -
8.27 (m, 2H), 8.21 (s, 2H), 8.13 (s, 1H), 7.50 - 7.39 (m, 2H), 6.64 (d, J=1.6
Hz, 1H), 6.36 - 6.19 (m, 1H), 5.55 - 5.36 (m, 1H), 4.71 (br d, J = 5.6 Hz,
183 | 641.10 2H), 4.61 (brd, J =12.8 Hz, 1H), 4.39 - 4.27 (m, 4H), 4.18 - 412 (m, 1H),
3.61 - 3.46 (m, 2H), 3.43 - 3.35 (m, 2H), 2.92 - 2.70 (m, 1H), 2.64 - 2.58 (m
1H),

2.31-2.13 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.65 - 9.62 (m, H), 9.14 (s, 1H), 8.35
(s, 3H), 8.32 - 8.29 (m, 1H), 7.55 (s, 1H), 7.48 (d, J =8.0 Hz, 1H), 7.35 (d, J
185 | 604.2 = 8.0 Hz, 1H), 6.99 - 6.72 (m, 1H), 6.34 - 6.22 (m, 1" H), 4.75 (d, J = 6.0 Hz,
2H), 4.61 - 4.59 (m, 1H), 4.41 - 4.38 (m, 4H), 4.19 - 4.16 (m, 1H), 2.85 -
2.76 (m, 1H), 2.62 - 2.57 (m, 1H) ppm

182 | 641.10

5 224 H(BEYIEHE)

C256075PA docx

112117604 FEHESE A0202 1123291485-0



1864749

LCMS

(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) © = 9.58-9.55 (m, 1H), 9.05 (s, 1H), 8.55 (d,
J =2.0 Hz, 1H), 8.39-8.36(m, 1H), 8.25 - 8.15 (m, 2H), 7.51 (d, J = 8.4 Hz,
1H), 7.46 (s, 1H), 7.28 (d, J = 2.4 Hz, 1H), 6.51 (d, J = 2.4 Hz, 1H), 6.31 -
6.15 (m, 1H), 4.74 (d, J = 5.6 Hz, 2H), 4.60 - 4.51 (m, 1H), 4.40 - 4.29 (m,
4H), 4.10-4.07 (m, 1H), 3.88-3.85(m, 4H), 2.91 - 2.75 (m, 1H), 2.68 - 2.63
(m, 1H), 2.36 (s, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61- 9.58 (m, 1H), 9.04 (s, 1H), 8.37 -
8.26 (m, 2H), 8.22 (s, 1H), 8.15 (d, J = 9.2 Hz, 1H), 8.04 (d, J = 6.0 Hz,
1H), 7.90 (d, J = 9.2 Hz, 1H), 7.48 (s, 1H), 6.81 (d, J = 6.0 Hz, 1H), 6.37 -
6.14 (m, 1H), 4.72 (d, J = 6.0 Hz, 2H), 4.65 - 4.56 (m, 1H), 4.23 - 4.21 (m,
2H), 4.17 - 4.09 (m, 3H), 3.72 - 3.65 (m, 2H), 3.33 (s, 3H), 2.94 - 2.73 (m,
1H), 2.69 - 2.66 (m, 2H), 2.64 - 2.55 (m, 1H), 1.98 - 1.87 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.54 (m, 1H), 9.01 (s, 1H), 8.40 -
8.25 (m, 2H), 8.24 - 8.12 (m, 2H), 7.43 (s, 1H), 7.23 (d, J = 2.0 Hz, 1H),
190 | 609.3 6.47 (d, J = 2.4 Hz, 1H), 6.38 - 6.16 (m, 1H), 4.70 (d, J = 6.0 Hz, 2H), 4.65 -
4.54 (m, 1H), 4.32 - 4.27 (m, 4H), 4.18 - 4.12 (m, 1H), 3.84 - 3.80 (m, 4H),
2.67 (s, 2H), 2.34 - 2.30 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.08 (s, 1H), 8.37 -
8.27 (m, 4H), 8.26 (s, 1H), 7.81 (d, J = 2.0 Hz, 1H), 7.50 (s, 1H), 7.15 (d, J
=2.0 Hz, 1H), 6.39 - 6.18 (m, 1H), 4.72 (d, J = 5.2 Hz, 2H), 4.63 - 4.60 (m,
1H), 4.34 (d, J = 2.4 Hz, 4H), 4.19 - 413 (m, 1H), 2.96 - 2.74 (m, 1H), 2.63
-2.57 (m, 1H), 2.04 - 2.01 (m, 1H), 1.25 - 1.08 (m, 1H), 1.03 - 0.93 (m, 1H),
0.80 (d, J = 6.0 Hz, 3H), 0.70 - 0.69(m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.09 (s, 1H), 8.38 -
8.25 (m, 4H), 7.82 (d, J = 4.8 Hz, 1H), 7.51 (s, 1H), 6.97 (d, J = 4.8 Hz,
194 | 596.2 1H), 6.38 - 6.20 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.62 - 4.59 (m, 1H), 4.37
-4.32 (m, 4H), 4.19 - 4.16 (m, 1H), 2.89 - 2.75 (m, 1H), 2.64 - 2.60 (M, 1H),
2.57 - 2.55 (m, 2H), 1.66 - 1.55 (m, 2H), 0.94 - 0.91 (m, 3H) ppm

1H NMR (400 MHz - &{}5-d) 8 = 9.03 (s, 1H), 8.47 (d, J = 9.2 Hz, 1H), 8.28
(s, 1H), 8.14 - 8.04 (m, 2H), 7.95 - 7.94 (m, 2H), 7.72 (s, 1H), 7.30 (d, J =
198 | 600.2 1.2 Hz, 1H), 5.76 - 5.50 (m, 2H), 4.92 (d, J = 5.2 Hz, 2H), 4.65 - 4.64 (m,
1H), 4.56 - 4.50 (m, 2H), 4.47 - 4.40 (m, 2H), 4.16 - 4.08 (m, 1H), 3.23 -
2.94 (m, 1H), 2.55 - 2.39 (m, 1H), 1.75 - 1.64 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.62 - 9.51 (m, 1H), 9.08 (s, 1H), 8.39 -
8.19 (m, 4H), 7.80 (d, J = 1.6 Hz, 1H), 7.50 (s, 1H), 7.26 (d, J = 1.6 Hz,
201 | 6123 1H), 6.38 - 6.18 (m, 1H), 4.73 - 4.72 (m, 2H), 4.62 - 4.59 (m, 1H), 4.33 (s,
4H), 4.23 - 4.10 (m, 1H), 3.55 - 3.52 (m, 2H), 3.25 (s, 3H), 2.91 - 2.82 (m,
1H), 2.79 - 2.78 (m, 2H), 2.62 (s, TH) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.64-9.61 (m, 1H), 9.14 (s, 1H), 8.35-
8.29 (m, 4H), 7.54 (s, 1H), 7.48 (d, J = 8.0 Hz, 1H), 7.34 (d, J = 8.0 Hz,

187 | 691.3

189 | 626.3

192 | 608.3

203 | 609.2 1H), 6.99 - 6.71 (m, 1H), 4.74 (br d, J = 5.6 Hz, 2H), 4.41 - 4.39 (m, 4H)
ppm
1H NMR (400 MHz, DMSO-d6) 5 = 9.61-9.58 (m, 1H), 9.03 (s, 1H), 8.34 -
8.28 (m, 2H), 8.25 - 8.20 (m, 2H), 7.73 (d, J = 2.8 Hz, 1H), 7.45 (s, 1H),
204 | 655.2 7.03 (d, J = 2.8 Hz, 1H), 6.33 - 6.20 (m, 1H), 4.92 - 4.76 (m. 1H), 4.71 (d, J

= 5.2 Hz, 2H), 4.63-4.58 (m, 1H), 4.33-4.30 (m, 4H), 4.19-4.13 (m, 1H),
3.38-3.33 (m, 2H), 3.17 - 3.1 (m, 2H), 2.89 - 2.72 (m, 1H), 2.61 - 2.58 (m,
1H), 2.00 - 1.91 (m, 2H), 1.81 - 1.74 (m, 2H) ppm
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1H NMR (400 MHz, DMSO-d6) & = 9.62 - 9.60 (m, 1H), 9.05 (s, 1H), 8.37 -
8.19 (m, 4H), 7.63 (d, J = 5.2 Hz, 1H), 7.47 (s, 1H), 6.36 - 6.15 (m, 2H),
4.71 (d, J = 5.6 Hz, 2H), 4.65 - 4.55 (m, 1H), 4.29 - 4.28 (m, 4H), 4.16 (br s,
1H), 4.12 (s, 4H), 2.91 - 2.71 (m, 1H), 2.59 - 2.55 (m, 1H), 0.64 (s, 4H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.09 (s, 1H), 8.37 -
8.19 (m, 4H), 7.78 (d, J = 2.8 Hz, 1H), 7.51 (s, 1H), 7.21 (d, J = 2.4 Hz,
213 | 634.4 1H), 6.56 - 6.19 (m, 2H), 4.73 (d, J = 5.6 Hz, 2H), 4.65 - 4.56 (m, 1H), 4.44
- 4.34 (m, 6H), 4.18 - 4.15 (m, 1H), 2.87 - 2.80 (m, 1H), 2.61 - 2.60 (m, 1H)
ppm

1H NMR (400 MHz, DMSO-d6) & = 9.59 - 9.57 (m, 1H), 8.99 (s, 1H), 8.34 -
8.27 (m, 2H), 8.25 - 8.21 (m, 2H), 7.47 (d, J = 9.2 Hz, 1H), 7.37 (s, 1H),
6.35 - 6.19 (m, 1H), 5.89 (s, 1H), 4.68 (d, J = 5.4 Hz, 2H), 4.62 - 4.58 (m,
1H), 4.31 - 417 (m, 6H), 3.85 - 3.82 (m, 1H), 3.66 (d, J = 8.4 Hz, 1H), 2.75
-2.72 (m, 1H), 2.66 - 2.64 (m, 1H), 2.41 - 2.35 (m, 1H), 2.02 - 1.93 (m, 1H),
1.41 (d, J = 6.0 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.07 (s, 1H), 8.52
(d, J = 2.0 Hz, 1H), 8.44 (d, J = 2.0 Hz, 1H), 8.36 (s, 1H ) 8.32 - 8.23 (m,
2H), 7.79 (d, J = 2.0 Hz, 1H), 7.50 (s, 1H), 6.99 (d, J = 2.0 Hz, 1H), 6.36 -
6.16 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.63 - 4.59 (m H) 432 (s, 4H)
413 - 4.07 (m, 1H), 2.95 - 2.72 (m, 1H), 2.63 - 2.56 (m, 1H), 1.97 - 1.86 (m
1H), 1.01 - 0.90 (m, 2H), 0.74 - 0.67 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.62 - 9.59 (m, 1H), 9.04 (s, 1H), 8.34 -
8.27 (m, 3H), 8.03 (d, J = 9.2 Hz, 1H), 7.49 - 7.22 (m, 2H), 6.34 - 6.22 (m
217 | 608.2 1H), 4.71 - 4.70 (m, 2H), 4.60 - 4.59 (m, 1H), 4.29 - 4.27 (m, 2H), 4.16 (d, J
= 11.6 Hz, 1H), 2.99 - 2.96 (m, 2H), 2.85 - 2.56 (m, 1H), 2.04 - 2.01 (m, 2H)

ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.60 - 9.57 (m, 1H), 9.02 (s, 1H), 8.44 -
8.25 (m, 2H), 8.24 - 8.10 (m, 2H), 7.54 - 7.28 (m, 2H), 6.52 (d, J = 2.4 Hz,
218 | 637.2 1H), 6.40 - 6.14 (m, 1H), 4.70 (d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.41
- 4.24 (m, 4H), 4.18 - 4.13 (m, 1H), 3.91 - 3.72 (m, 2H), 2.91 - 2.70 (m, 1H),
2.65 - 2.56 (m, 2H), 1.63 - 1.56 (m, 1H), 1.41 (d, J = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 - 9.58 (m, 1H), 9.02 (s, 1H), 8.37 -
8.22 (m, 3H), 7.60 (d, J = 9.2 Hz, 1H), 7.41 (s, 1H), 6.80 (d, J = 8.8 Hz,
1H), 6.49 (d, J = 2.0 Hz, 1H), 6.35 - 6.21 (m, 1H), 6.20 - 6.17 (m, 1H), 4.70
(brd, J = 5.2 Hz, 2H), 4.60 (br d, J = 13.2 Hz, 1H), 4.18 (br s, 5H), 3.77 -
3.74 (m, 2H), 3.49 (br d, J = 6.8 Hz, 2H), 3.44 - 3.41 (m, 2H), 3.26 (s, 3H),
2.91 - 2.70 (m, 2H), 2.64 - 2.58 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.63 - 9.60 (m, 1H), 9.07 (s, 1H), 8.38 -
8.23 (m, 4H), 7.76 (d, J = 2.0 Hz, 1H), 7.48 (s, 1H), 6.95 (d, J = 2.0 Hz,
1H), 6.38 - 6.15 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.31
(s,4H),4.18 -4.12 (m, 1H), 2.91 - 2.70 (m, 1H), 2.61 - 2.53 (m, 1H), 1.64 -
1.60 (m, 1H), 1.17 - 1.11 (m, 3H), 1.11 - 1.02 (m, 1H), 0.95 - 0.87 (m, 1H),
0.77-0.70 (m, 1H) ppm -

1H NMR (400 MHz, DMSO-d6) 6 = 9.63 - 9.60 (m, 1H), 9.15 (s , H) 8.38 -

8.26 (m, 4H), 7.89 (d, J = 1.6 Hz, 1H), 7.57 (s, 1H), 7.30 (d, J = 1.6 Hz,
224 | 598.3 1H), 6.37 - 6.19 (m, 1H), 4.74 (d, J = 5.6 Hz, 2H), 4.61 - 4.59 (m, 1H), 4. 39
(s, 2H), 4.36 (s, 4H), 4.18 - 4.16 (m, 1H), 3.29 (s, 3H), 2.90 - 2. 2 (m, TH),
2.61-2.60 (m, 1H) ppm

212 | 635.2

214 | 623.3

216 | 610.3

219 | 651.90

223 | 608.3
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1H NMR (400 MHz, DMSO-d6) 8 = 9.60 (t, J = 5.6 Hz, 1H), 9.06 (s, 1H),
8.34 (s, 1H), 8.33 -8.29 (m, 1H), 8.19 (d, J = 9.2 Hz, 1H), 8.04 (d, J = 2.8
Hz, 1H), 7.88 (d, J = 9.2 Hz, 1H), 7.56 (d, J = 2.8 Hz, 1H), 7.50 (s, 1H),
7.38 -7.02 (m, 1H), 6.20 -6.32 (m, 1H), 4.72 (d, J = 5.6 Hz, 2H), 4.57 -4.61
(m, 1H), 4.20 - 4.11 (m, 3H), 2.84 -2.87 (m, 2H), 2.82 - 2.70 (m, 1H), 2.64 -
2.59 (m, 1H), 1.93 -1.99 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.60 - 9.57 (m, 1H), 9.01 (s, 1H), 8.36 -
8.26 (m, 2H), 8.22 - 8.14 (m, 2H), 7.44 (s, 1H), 7.29 (d, J = 2.4 Hz, 1H),
6.49 (d, J = 2.4 Hz, 1H), 6.35 - 6.19 (m, 1H), 4.70 (d, J = 5.6 Hz, 2H), 4.61 -
4.59 (m, 1H), 4.38 - 4.24 (m, 4H), 4.20 - 4.06 (m, 2H), 3.90 - 3.83 (m, 1H),
3.53 (d, J = 8.0 Hz, 1H), 2.89 - 2.71 (m, 1H), 2.63 - 2.56 (m, 1H), 2.40 -
2.35 (m, 1H), 2.07 - 1.98 (m, 1H), 1.40 (d, J = 6.0 Hz, 3H) ppm -

1H NMR (400 MHz, DMSO-d6) & = 9.60 - 9.58 (m, 1H), 8.97 (s, 1H), 8.35 -
8.29 (m, 2H), 8.07 (d, J = 9.6 Hz, 1H), 7.78 (d, J = 9.2 Hz, 1H), 7.50 (d, J =
2.8 Hz, 1H), 7.42 (s, 1H), 6.82 (d, J = 2.4 Hz, 1H), 6.34 - 6.22 (m, 1H), 4.70
236 | 621.3 (br d, J = 5.6 Hz, 2H), 4.62 - 4.59 (m, 1H), 4.17 - 4.07 (m, 4H), 3.87 - 3.82
(m, 1H), 3.54 (br d, J = 8.0 Hz, 1H), 2.77 - 2.75 (m, 2H), 2.61 (br s, 1H),
2.37 (br s, 1H), 2.06 - 2.04 (m, 1H), 1.92 - 1.89 (m, 2H), 1.43 (d, J = 6.0 Hz,
3H) ppm

1HNMR (400 MHz, DMSO-d6) & = 9.36 (d, J = 7.6 Hz, 1H), 9.08 (s, 1H),
8.38 - 8.29 (m, 2H), 8.28 - 8.23 (m, 2H), 7.79 (d, J = 2.0 Hz, 1H), 7.57 (s,
1H), 6.99 (d, J = 2.0 Hz, 1H), 6.36 - 6.13 (m, 1H), 5.41 - 5.19 (m, 1H), 4.61
-4.57 (m,1H), 4.37 - 4.24 (m, 4H), 4.17 - 411 (m, 1H), 2.89 - 2.75 (m, 1H),
2.62 - 258 (m, 1H), 1.96 - 1.85 (m, 1H), 1.60 (d, J = 7.2 Hz, 3H), 1.00 -
0.89 (m, 2H), 0.76 - 0.65 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.64 (m, 1H), 9.19 (s, 1H), 9.08 - 9.01
(m, 1H), 8.49 - 8.42 (m, 1H), 8.35 - 8.23 (m, 2H), 7.66 (d, J = 9.2 Hz, 1H),
7.53 (s, 1H), 7.28 - 6.97 (m, 1H), 6.36 - 6.16 (m, 1H), 4.74 (br d, J = 5.6 Hz,
2H), 4.66 - 4.57 (m, 1H), 4.53 (br d, J = 4.4 Hz, 2H), 4.31 - 4.24 (m, 2H),
413 (brd, J = 11.8 Hz, 1H), 2.87 - 2.73 (m, 1H), 2.64 - 2.58 (m, 1H), 2.23 -
2.11 (m, 1H), 1.18 - 1.10 (m, 2H), 1.07 - 0.99 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61-9.59 (m, 1H), 9.00 (s, 1H), 8.38 -
8.26 (m, 2H), 8.18 (s, 2H), 7.49 - 7.33 (m, 2H), 6.56 (d, J = 2.4 Hz, 1H),
6.40 - 6.19 (m, 1H), 4.69 (d, J = 5.6 Hz, 2H), 4.62-4.58 (m, 1H), 4.43 - 4.24
(m, 4H), 4.18-4.15 (m, 1H), 3.94 - 3.82 (m, 1H), 3.39 (br s, 1H), 3.12-3.08
(m, 1H), 2.93 - 2.69 (m, 1H), 2.64 - 2.56 (m, 1H), 2.09 - 1.88 (m, 3H), 1.67
(brs, 1H), 1.10 (d, J = 6.2 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.63 - 9.60 (m, 1H), 9.04 (s, 1H), 8.36 -
8.28 (m, 2H), 8.26 - 8.15 (m, 2H), 7.45 (s, 1H), 7.38 (d, J = 2.8 Hz, 1H),
244 | 645.3 6.71 (d,J =24 Hz, 1H),6.40 - 6.19 (m, 1H), 4.71 (d, J = 5.6 Hz, 2H), 4.61 -
4.59 (m, 1H), 4.39 - 4.26 (m, 8H), 4.15- 4.13 (m, 1H), 2.91 - 2.72 (m, 1H),
2.64 - 2.55 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.62 - 9.59 (m, 1H), 9.09 (s, 1H), 8.43
(d, J =9.2 Hz, 1H), 8.34 - 8.26 (m, 3H), 7.50 (s, 1H), 7.22 (d, J = 8.4 Hz,
246 | 627.3 1H), 6.33 - 6.21 (m, 1H), 6.17 (d, J = 8.4 Hz, 1H), 5.53 - 5.39 (m, 1H), 4.72
(brd, J =5.6 Hz, 2H), 4.28 - 4.16 (m, 8H), 3.91 - 3.90 (m, 2H), 2.85 - 2.70
(m, 1H), 2.61 - 2.57 (m, 1H) ppm

229 | 618

233 | 623.3

240 | 608.0

241 | 594.4

243 | 637.3
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LCMS
# | (Esym+H) | THNMR
1H NMR (400 MHz, DMSO-d6) & = 9.62-9.59 (m, 1H), 9.07 (s, 1H), 8.34 (s,
1H), 8.32 - 8.28 (m, 1H), 8.26-9.19 (m, 2H), 8.13 (s, 1H), 7.70 (d. J = 2.4
otz | 508 Hz, 1H), 7.49 (s, 1H), 7.07 (d, J = 2.4 Hz, 1H), 6.36 - 6.20 (m, 1H), 4.72 (or
d, J = 5.6 Hz, 2H), 4.65 - 4.57 (m, 1H), 4.34 (br s, 4H), 4.16-4.15 (m, 1H),
4.10-4.05 (m, 2H), 2.90 - 2.72 (m. 1H), 2.64 - 2.55 (m. 1H), 1.34-1.31 (m.

3H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.60 - 9.57 (m, 1H), 9.02 (s, 1H), 8.37 -
8.27 (m, 2H), 8.22 - 8.14 (m, 2H), 7.44 (s, 1H), 7.27 (d, J = 2.8 Hz, 1H),
248 | 641.3 6.52 (d, J = 3.6 Hz, 1H), 6.36 - 6.16 (m, 1H), 4.72 - 4.55 (m, 5H), 4.36 -
4.26 (m, 4H), 4.19 - 4.13 (m, 1H), 3.96 - 3.92 (m, 2H), 3.66 - 3.63 (m, 2H),
3.14 - 3.02 (m, 1H), 2.91 - 2.70 (m, 1H), 2.56 - 2.54 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.61 (br t, J = 5.6 Hz, 1H), 9.10 (s, 1H),
8.42 - 8.33 (m, 2H), 8.33 - 8.26 (m, 2H), 7.50 (s, 1H), 7.27 (d, J = 8.6 Hz,
254 | 645.2 1H), 6.36 - 6.19 (m, 2H), 4.73 (br d, J = 5.3 Hz, 2H), 4.61 (id, J = 3.6, 12.9
Hz, 1H), 4.35 - 4.24 (m, 8H), 4.16 (br t, J = 11.8 Hz, 1H), 2.92 - 2.73 (m
1H), 2.69 - 2.57 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.33 (d, J = 7.8 Hz, 1H), 9.02 (s, 1H),
8.41 - 8.28 (m, 2H), 8.25 (s, TH), 8.22 - 8.12 (m, 2H), 7.52 (s, 1H), 7.24 (d,
J = 2.6 Hz, 1H), 6.47 (d, J = 2.4 Hz, 1H), 6.39 - 6.13 (m, 1H), 5.32 - 5.28

261 | 623.2 (m, 1H), 4.62 - 4.60 (m, 1H), 4.40 - 4.26 (m, 4H), 4.14 (or d, J = 12.2 Hz,
1H), 3.83 (d, J = 7.2 Hz, 4H), 2.91 - 2.71 (m, 1H), 2.60 (br d, J = 5.0 Hz,
1H). 2.34 - 2.27 (m, 2H), 1.60 (d, J = 7.2 Hz, 3H) ppm
1H NMR (400 MHz, DMSO-d6) 5 = 9.58 - 9.55 (m, 1H), 9.12 (s, 1H), 8.41 -
8.25 (m, 3H), 8.21 (s, 1H), 7.97 (d, J = 2.8 Hz, 1H), 7.42 (s, 1H), 7.31 -

062 | 626.3 7.28 (m. 1H), 6.34 - 6.17 (m, 1H), 4.70 (d, J = 5.6 Hz, 2H), 4.61 - 4.56 (m

1H), 4.29 - 4.24 (m, 1H), 4.22 - 412 (m, 1H), 4.04 - 4.02 (m, 2H), 2.88 -
2.72 (m, 1H), 2.59 - 2.55 (m, 3H), 1.94 - 1.77 (m, 2H), 0.81 - 0.73 (m, 2H),
0.71 - 0.63 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.62 - 9.59 (m, 1H), 9.05 (s, 1H), 8.34 -
8.20 (m, 4H), 7.61 (d, J = 5.2 Hz, 1H), 7.47 (s, 1H), 6.34 - 6.22 (m, 1H),
263 | 623.2 6.15 (d, J = 5.6 Hz, 1H), 4.71 (d, J = 5.6 Hz, 2H), 4.62 - 4.56 (m, 1H), 4.28 -
4.25 (m, 4H), 4.18 - 4.14 (m, 3H), 3.62 - 3.58 (m, 2H), 2.75 - 2.72 (m, 1H),
2.60 (br d, J = 6.8 Hz, 2H), 1.21 (d, J = 6.8 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.62 - 9.59 (m, 1H), 9.07 (s, 1H), 8.49
(d, J = 9.6 Hz, 1H), 8.37 - 8.23 (m, 3H), 7.49 (s, 1H), 7.18 (d, J = 8.8 Hz,
264 | 609.2 1H), 6.39 - 6.15 (m, 1H), 6.08 (d, J = 8.4 Hz, 1H), 4.72 (d, J = 5.6 Hz, 2H),
4.65 - 4.56 (m, 1H), 4.29 - 4.12 (m, 5H), 3.87 - 3.83 (m, 4H), 2.86 - 2.71 (m
1H), 2.62 - 2.61 (m, 1H), 2.31 - 2.23 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.65 - 9.62 (m, 1H), 9.18 (s, 1H), 8.40 -
8.37 (m, 1H), 8.34 (s, 1H), 8.33 - 8.27 (m, 2H), 8.24 (s, 1H), 7.69 (d, J = 2.4
265 | 622.2 Hz, 1H), 7.58 (s, 1H), 6.39 - 6.19 (m, 1H), 4.75 (d, J = 5.6 Hz, 2H), 4.64 -
4.56 (m, 1H), 4.47 - 4.40 (m, 2H), 4.37 (d, J = 4.4 Hz, 2H), 4.19 - 4.16 (m
1H), 2.91 - 2.60 (m, 1H), 2.65 - 2.56 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 (s, 1H), 9.04 (s, 1H), 8.35 - 8.28
(m, 2H), 8.24 - 8.20 (m, 2H), 7.48 - 7.40 (m, 2H), 6.72 (d, J = 2.4 Hz, 1H),
269 | 659.3 6.41 - 6.17 (m, 1H), 4.75 - 4.66 (m, 2H), 4.62 - 4.59 (m, 1H), 4.52 - 4.40 (m,
1H), 4.39 - 4.24 (m, 5H), 4.20 - 4.12 (m, 1H), 4.11 - 4.02 (m, 1H), 2.92 -
2.70 (m, 1H), 2.64 - 2.55 (m, 1H), 1.42 (d, J = 6.4 Hz, 3H) ppm

26 228 H(EHRIAE)

C256075PA docx

112117604 FEHESE A0202 1123291485-0



1864749

LCMS

(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) 6 = 9.66 - 9.57 (m, 1H), 9.00 (s, 1H), 8.49 -
8.43 (m, 1H), 8.37 - 8.28 (m, 2H), 8.12 (d, J =9.2 Hz, 1H), 7.91 (d, J = 3.2
571 | 626.2 Hz, 1H), 7.83 (d, J = 9.2 Hz, 1H), 7.45 (s, 1H), 7.34 (d, J = 2.8 Hz, 1H),

: 6.37 - 6.19 (m, 1H), 4.70 (d, J = 6.0 Hz, 2H), 4.65 - 4.56 (m, 1H), 4.20 -
4.08 (m, 5H), 3.70 - 3.63 (m, 2H), 3.31 (s, 3H), 2.92 - 2.68 (m, 4H), 1.96 -
1.91 (m, 2H) ppm -

1H NMR (400 MHz - &{)5-d) 8 = 9.04 (s, 1H), 8.43 (d, J = 9.2 Hz, 1H), 8.24
(s, 1H), 8.13 - 8.04 (m, 2H), 7.98 - 7.88 (m, 1H), 7.72 - 7.60 (m, 2H), 7.29
274 | 600.2 (s, 1H), 5.74 - 5.50 (m, 2H), 4.90 (d, J = 5.2 Hz, 2H), 4.75 - 4.62 (m, 1H),
4.55 - 4.49 (m, 2H), 4.45 - 4.39 (m, 2H), 4.14 - 4.11 (m, 1H), 3.24 - 2.98 (m
1H), 2.57 - 2.41 (m, 1H), 1.76 - 1.64 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.60-9.57 (m, 1H), 9.01 (s, 1H), 8.36 -
8.28 (m, 2H), 8.22 - 8.15 (m, 2H), 7.45 - 7.36 (m, 2H), 6.60 (d, J = 2.0 Hz,
8
(

1H), 6.37 - 6.20 (m, 1H), 4.71-4.69 (m, 2H), 4.65 - 4.5 (m, 1H), 4.32 (m
4H), 4.17 (m, 1H), 3.52 (d, d = 9.2 Hz, 2H), 3.21 - 3.14 (m H), 2.90 - 2. 72
(m, 1H), 2.62 - 2.57 (m, 1H), 1.73 - 1.66 (m, 2H), 0.76 - 0.68 (m, 1H), 0.27-
0.26 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.62 - 9.59 (m, 1H), 9.09 (s, 1H), 8.34 -
8.24 (m, 4H), 7.51 - 7.48 (m, 1H), 7.30 - 7.27 (m, 1H), 7.09 - 7.05 (m, 1H),
6.33 - 6.21 (m, 1H), 5.01 - 4.81 (m, 1H), 4.73 - 4.72 (m, 2H), 4.63 - 4.53 (m
2H), 4.39 - 4.26 (m, 2H), 4.19 - 4.07 (m, 2H), 2.88 - 2.72 (m, 1H), 2.61 -
2.57 (m, 1H), 2.29 - 2.25 (m, 1H), 1.71 - 1.61 (m, 1H), 1.19 - 1.10 (m, 1H)
ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.13 (s, 1H), 8.35 -
8.24 (m, 5H), 7.53 - 7.50 (m, 1H), 7.42 (d, J = 8.0 Hz, 1H), 7.20 (d, J = 8.0
279 | 6183 Hz, 1H), 6.33 - 6.21 (m, 1H), 5.86 - 5.82 (M, 1H), 4.95 - 4.76 (m, 4H), 4.75 -
4.72 (m, 1H), 4.37 - 4.34 (m, 4H), 4.22 - 4.15 (m, 1H), 2.93 (d, J = 1.2 Hz,
2H) ppm -

1H NMR (400 MHz » £{}j-d) 5 = 9.08 (br s, 1H), 8.67 - 8.52 (m, 2H), 8.39
(br's, 1H), 8.21 - 8.14 (m, 2H), 8.10 (s, 1H), 7.91 (s, 1H), 7.39 (s, 1H), 5.62
281 | 578 - 5.43 (m, 1H), 5.01 (br d, J = 4.0 Hz, 2H), 4.64 (br d, J = 12.4 Hz, 1H),
4.60 - 4.54 (m, 2H), 4.49 - 4.42 (m, 2H), 4.11-4.08 (m, 1H), 3.21 (s, 1H),
3.17 - 2.96 (m, 1H), 2.51 - 2.42 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.63 - 9.60 (m,

8.26 (m, 3H), 8.20 (d, J = 9.2 Hz, 1H), 7.95 (d, J
282 | 572.3 1H), 7.47 - 7.44 (m, 1H), 6.38 - 6.19 (m, 1H), 4.72
-4.59 (m, 1H), 4.47 - 4.27 (m, 4H), 4.19 - 4.16 (m,
2.61-2.59 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.60 - 9.57 (m, 1H), 9.00 (s, 1H), 8.38 -
8.28 (m, 2H), 8.23 - 8.12 (m, 2H), 7.46 - 7.34 (m, 2H), 6.62 - 6.55 (m, 1H),
6.36 - 6.19 (m, 1H), 5.31 - 5.11 (m, 1H), 4.75 - 4.67 (m, 2H), 4.62 - 4.59 (m

276 | 635.30

277 |1 612.2

H), 9.10 (s, 1H), 8.37 -
2.4 Hz, 1H), 7.51 (s,
J = 5.6 Hz, 2H), 4.62

(d,
1H), 2.92 - 2.71 (m, 1H),

284 16553 1H), 4.37 - 4.27 (m, 4H), 4.18 - 4.14 (m, 1H), 3.70 - 3.49 (m, 3H), 3.44 -
3.13 (m, 1H), 2.97 - 2.92'(m, 1H), 2.89 - 2.75 (m. 1H), 2.60 - 2.57 (m, 1H),
114 (d, J = 6.8 Hz, 3H) ppm
1H NMR (400 MHz, DMSO-d6) 5 = 9.62 - 9.59 (m, 1H), 9.06 (s, 1H), 8.34 -
085 | 6272 8.21 (m, 4H), 7.66 (d, J = 5.2 Hz, 1H), 7.48 (s, H), 6.26 - 6.23 (m, 2H),

5.52 - 5.37 (m, 1H), 4.71 (br d, J = 5.6 Hz, 2H), 4.70-4.65 (m, 1H), 4.37 -
4.29 (m, 6H), 4.10 (s, 2H), 4.06 - 4.04 (m, 1H), 2.60 - 2.58 (m, 2H) ppm
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LCMS

(ESyM+H) | THNMR

1H NMR (400 MHz, DMSO-d6) & = 9.61 - 9.58 (m, 1H), 9.03 (s, 1H), 8.36 -
8.28 (m, 2H), 8.23 (s, 2H), 7.72 (d, J = 2.4 Hz, 1H), 7.45 (s, 1H), 7.01 (d, J
286 | 655.1 = 2.8 Hz, 1H), 6.40 - 6.14 (m, 1H), 4.89 - 4.56 (m, 4H), 4.36 - 4.25 (m, 4H),
4.19 - 4.13 (m, 1H), 3.47 - 3.36 (m, 2H), 3.20 - 3.04 (m, 2H), 2.93 - 2.72 (m,
1H), 2.64 - 2.55 (m, 1H), 1.93 - 1.72 (m, 3H), 1.60 - 1.55 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.62 - 9.60 (m, 1H), 9.07 - 9.03 (m,
1H), 8.37 - 8.28 (m, 2H), 8.16 (d, J = 9.2 Hz, 1H), 8.11 - 8.08 (m, 1H), 7.93
(d,J =9.2 Hz, 1H), 7.78 (d, J = 2.4 Hz, 1H), 7.51 - 7.48 (m, 1H), 6.43 - 6.16
(m, 1H), 4.93 - 4.91 (m, 2H), 4.75 - 4.69 (m, 2H), 4.67 - 4.63 (m, 2H), 4.62 -
4.55 (m, 1H), 4.30 - 4.21 (m, 1H), 4.19 - 4.1 (m, 3H), 2.88 - 2.86 (m, 2H),
2.83-2.71 (m, 1H), 2.62 - 2.56 (m, 1H), 1.99 - 1.95 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 - 9.58 (m, 1H), 9.11 (s, 1H), 8.34 -
8.26 (m, 3H), 7.80 (d, J = 5.8 Hz, 1H), 7.52 (d, J = 9.2 Hz, 1H), 7.48 (s,
1H), 6.94 (d, J = 5.8 Hz, 1H), 6.37 - 6.11 (m, 1H), 4.71 (d, J = 5.8 Hz, 2H),
4.65 - 4.55 (m, 1H), 4.41 - 4.39 (m, 2H), 4.15 (d, J = 11.2 Hz, 1H), 4.03 -
4.00 (m, 2H), 3.68 - 3.66 (m, 2H), 3.31 (s, 3H), 2.90 - 2.69 (m, 1H), 2.65 -
2.60 (m, 2H), 2.53 (s, 1H), 1.98 - 1.87 (m, 2H) ppm

1H NMR (400 MHz » Hfi#-d4) 6 = 8.99 (s, 1H), 8.53 - 8.50 (m, 1H), 8.39 (s,
1H), 8.18 - 8.13 (m, 2H), 8.02 (d, J = 9.2 Hz, 1H), 7.70 (d, J = 5.2 Hz, 1H),
296 | 597.3 7.62 (s, 1H), 6.65 (d, J = 6.0 Hz, 1H), 5.94 - 5.81 (m, 1H), 4.82 (s, 2H),
4.65 - 4.62 (m, 1H), 4.39 (s, 4H), 4.19 - 4.13 (m, 1H), 3.05 - 2.98 (m, 6H),
2.60 - 2.58 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 - 9.58 (m, 1H), 9.01 (s, 1H), 8.65
(d, J = 2.0 Hz, 1H), 8.47 (d, J = 2.0 Hz, 1H), 8.21 - 8.14 (m, 2H), 7.44 (s,
1H), 7.29 (d, J = 2.4 Hz, 1H), 6.49 (d, J = 2.4 Hz, 1H), 6.30 - 6.18 (m, 1H),
4.70 - 4.69 (m, 2H), 4.60 - 4.57 (m, 1H), 4.34 - 4.28 (m, 4H), 4.15 - 4.00 (m,
2H), 3.86 - 3.85 (m, 1H), 3.53 (q, J = 8.4 Hz, 1H), 2.90 - 2.74 (m, 1H), 2.61

293 | 608.1

295 | 626.3

299 | 685.2

2.60 (m, 1H), 2.38 - 2.36 (m, 1H), 2.02 - 2.01 (m, 1H), 1.41 (d, J = 6.0 Hz,
3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.08 (s, 1H), 8.36 -
8.26 (m, 4H), 7.81 (d, J = 2.0 Hz, 1H), 7.50 (s, 1H), 7.15 (d, J = 1.6 Hz,
1H), 6.37 - 6.18 (m, 1H), 4.72 (d, J = 5.2 Hz, 2H), 4.62 - 4.59 (m, 1H), 4.39
-4.29 (m, 4H),4.19-4.13 (m, 1H), 2.92 - 2.70 (m, 1H), 2.64 - 2.55 (m, 1H),
2.04-2.00 (m, 1H), 1.22-1.08 (m, 1H), 1.00 - 0.97 (m, 1H), 0.81 - 0.79 (m,
3H), 0.70 - 0.69 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.61 - 9.58 (m, 1H), 9.19 (s, 1H), 8.39 -
8.27 (m, 2H), 8.04 (d, J = 8.8 Hz, 1H), 7.93 - 7.76 (m, 3H), 7.66 (s, 1H),
303 | 603.2 7.34 (s, 1H), 7.20 - 6.76 (m, 1H), 6.38 - 6.17 (m, 1H), 4.72 (br d, J = 5.6 Hz,
2H), 4.66 - 4.56 (m, 1H), 4.41 - 4.39 (m, 2H), 4.14 - 4.13 (m, 1H), 4.06 -
4.04 (m, 2H), 2.94 - 2.69 (m, 1H), 2.63 - 2.59 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.61 -9.59 (m, 1H), 9.14 (s, 1H), 8.43 -
8.22 (m, 4H), 7.60 (d, J = 10.6 Hz, 1H), 7.55 (s, 1H), 7.16 -6.89 (m, 1H),
304 | 621.90 | 6.32-6.20 (m, 1H), 4.74 (br d, J = 5.8 Hz, 2H), 4.65 - 4.55 (m, 1H), 4.44 -
4.40 (m, 4H), 4.19 - 4.16 (m, 1H), 2.90 - 2.72 (m, 1H), 2.64 - 2.55 (m, 1H)
ppm

300 | 608.3

26 230 H(EEHRIEE)

C256075PA docx

112117604 FEHESE A0202 1123291485-0



1864749

LCMS
# | (EsM+h) | THNMR

1H NMR (400 MHz » &{7j-d) & = 8.96 (s, 1H), 8.39 (s, 1H), 8.25 (s, 1H),
8.21 - 8.18 (m, 1H), 7.95 - 7.91 (m, 1H), 7.90 - 7.86 (m, 1H), 7.84 (d, J =
205 | 581 2.8 Hz, 1H), 7.79 (s, 1H), 7.43 (s, 1H), 7.08 (d, J = 2.4 Hz, 1H), 5.62 - 5.46

(m, 1H), 4.93 (br d, J = 6.0 Hz, 2H), 4.66 - 4.61 (m, 1H), 4.11 - 4.04 (m,
1H), 3.94 - 3.91 (m, 2H), 3.86 (s, 3H), 3.13 - 2.99 (m, 1H), 2.88 - 2.85 (m,
2H), 2.49 - 2.43 (m, 1H), 2.18 - 2.12 (m, 2H) ppm

[0381]
(R)-S,S- : El__i‘{(l/fb 9' %'N'((z_(6_((28a6R)_2a6' : Eﬁ %Hf% Mﬂ‘%)ﬂtt n%'z'

E)-1,6-Z50E-7-) H &) -4-5-3,4- G -2H-ZRFF [b][ 1,41 ERBENE-7- FH R ({E

Pa Gl
EY)148) 2 i
¢
- L. 0T r
(M&35n}, PA(PPh3), N
N* >
o - | KoCO5, DMSO. N rEGE - 100 °C, 2 hrs N* E
80 °C, 16 hrs
Br S MezSn =
A
o]
e hd j” Ty
BocHN i Ny HCW ks N
N f
— N ) NF
PAPPhy),Cly M - | DCM, 30 °C 2 hrs
N s N R
100 °C, 2 hrs BocHN g HaN | SR
N

Hi %
L453 sy

F, Q\//O o

-

< OH o
C

EDCI,HOBt,DIEA,DCM “//
30°C ,2hrs

[0382]
S EEL D (2S,6R)-4-(6-78-2-MEIE £L)-2,6- — HH BL-NE Ik > B {F

hes

N
@
Br\

[0383] [=/2,6- ROEEE(S0 g » 211.07 mmol) fz(2S,6R)-2,6- _H
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EEIH(36.46 g 0 316.60 mmol) ADMSO (500 mL) 7 7 5% 7K T K2.CO;
(87.51 g > 633.20 mmol) > 7E80°C THF#Z BEYIEEEL6 hr o Ki5Z R IER S
PIHEIA K2 L) » B IRIARHEA (2 L*3)2H » K a o AREEGHE
K2 L mL)JEH > &NaxSO4RZ K » I W R AEAE L TRERY) - 3L BRY)
HFEMERLENIT(SIO: - BB/ L8 LBe=10:1 2 1 DEAL » JREEZ B R
LAEA B =&l 2 (2S,6R)-4-(6-78 -2- 0 g £ )-2,6- - HH AL -IF Ik (54 g »
199.15 mmol > 94.35%EF %) « 'H NMR (400 MHz, DMSO-ds) & = 7.31 -
7.27 (m, 1H), 6.76 (d, J = 7.6 Hz, 1H), 6.50 (d, J = 8.0 Hz, 1H), 4.03 -
3.99 (m, 2H), 3.69 - 3.66 (m, 2H), 2.55 - 2.49 (m, 2H), 1.28 - 1.25 (m ,
SH) ppm

[0384])

A ER2 1 [6-[(2R,65)-2,6- " HH ELIG b -4- B ]-2-0ph g B - = B AL-#5 o 2

L
\[Oj/
N
)I\lj
Me3Sn =

[0385] [ (2S,6R)-4-(6- 8 -2- 0L BE A )-2,6- — H AL -G Ijk (20 g -
73.76 mmol) &z = HEL(Z HE H P B #768(29.00 g > 88.51 mmol) it —
B (200 mL) 28N IIPAd(PPhs)s (4.26 g » 3.69 mmol) » f£100°C |
FEN: MR ZOE VIR F2 hr o ez RIER SYEIAIK(GS00 mL)F > 82 7F K
RAEA (500 mL*3)ZZHY » €840 & 2 A W (% H B K (1000 mL)JE 2L - 4
Na>SO45Z 1 > 48 I8 R4 LU £ 0 By iie @ #1152 [6-[(2R,65)-2,6-  H
ELMG UM -4 -] -2-ME g B - = B A -$5 0E(26.1 g - ) - HBREHERAR T —
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HX
WEIA

[0386]
BR3¢ N-[[2-[6-[(2S,6R)-2,6- _ HH B UG bR -4- FL]-2- T 0 £ 1-1,6- 28
DE-7-Z R RIS =T i 2 2iF
\[Nj/
N/|

N
BocHN |\ S

N A\ A

[0387]) [=][6-[(2R,6S)-2,6- _ FHECHEIHR-4-EL]-2-E0g A ]- = -85
fE(26 g » 73.23 mmol) &ZN-[(2-5F-1,6-Z0e-7T-E)HF B HEFE =Tl

AP EHI1F) (10.76 g » 36.61 mmol)j* ~IEE (120 mL) 1 IR &R
JIPd(PPh3)2Cl, (2.57 g » 3.66 mmol) > f£100°C NEN: N EiZ B SYigiE
2 hr - REZNIEREVUNEELEBGRY) - ZBGYGIEHLERLET
(SiO, » A/ LB LBE=1:120:DEML » BREZERUELEEHOEE
Z N-[[2-[6-[(2S,6R)-2,6- _ H EL UG UHR-4- BL]-2-DRLOE L 1-1,6- 25 0% -7- AL | HH
H B HEEEES (15 ¢ » 32.78 mmol > 89.52% & %) - LCMS (ESI) m/z:
[7BrM+H]* = 450.2 - 'H NMR (400 MHz, DMSO-d¢) & = 9.35 (s, 1H),
8.66 - 8.59 (m, 2H), 7.93 (d, J = 7.2 Hz, 1H), 7.79 - 7.74 (m, 2H), 7.62
(7.63-7.61,1H), 7.04 (d, I = 8.4 Hz, 1H), 4.45 (br d, J = 6.0 Hz, 2H),
4.32 (br d, J = 11.2 Hz, 2H), 3.69 - 3.65 (m , 2H), 2.52 (br s, 2H), 1.44 -
1.36 (m, 9H), 1.22 (d, J = 6.0 Hz, 6H) ppm

[0388])

A ER4 1 [2-[6-[(2S,6R)-2,6- B ELUEIHR-4-BC1-2- DR g B ]-1,6-250¢-7-

26 233 HEEHRIAS)
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B 2 Bl
\[Oj/
N
N7 |
HoN | NS
N A F

[0389]) [AHCI/ I (200 mL » 4M)FEAIN-[[2-[6-[(2S,6R)-2,6-
H RIS R -4-EL]-2-Ohh e A ]-1,6- 2R e - T- AV H A T R BS (15 g 0 33.37
mmol) JADCM (200 mL)H 7&K » £30°C NHZORESYEEE2 hr o JBYF
Z R IER GV LEETRERY) - Rz B E AMTBE (100 mL) & - &
BRI AL B ZE Tz of LE 4 2 = E#8 2 [2-[6-[(2S,6R)-2,6- _H
B NG Obf -4- B 1-2- DR oE A ]-1,6-Z50E-7- AL TH B (15.5 g » fH » HCIE]) -
LCMS (ESI) m/z: [M+H]* = 350.1 'H NMR (400 MHz, DMSO-d) & =
9.56 (s, 1H), 8.82 - 8.70 (m, 5H), 8.21 (s, 1H), 7.94 (d, J = 7.6 Hz, 1H),
7.82 - 7.78 (m, 1H), 7.08 (d, J = 8.4 Hz, 1H), 4.42 - 4.31 (m, 4H), 3.70 -
3.65 (m, 2H), 2.54 - 2.52 (m, 2H), 1.22 - 1.16 (m, 6H) ppm

[0390]

BRS¢ (R)-5,5- & (E9-F-N-((2-(6-((2S,6R)-2,6- - FH ELUE N EL)ILL
IE-2-Fk)-1,6-ZE0E-7-20) ) -4-5,-3,4- 5 -2H-ZEF[b][ 1,4 ]G IEIF-7 - B

B HE B
= N |N
= | \N A
~ N N_ _O
N
Lo .8
0 O=s Cl
FeyR) o

55 234 H(EYIEHE)
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[0391] = fd%3 (30 mg > 101.80 umol) ~ [2-[6-[(2R,6S)-2,6-
BH L I Off -4- EL ]-2-Ofp g EE -1,6- ZF 0E -7- £ 1 H f# (46.71 mg > 101.80
umol) ~ HOBt (17.88 mg > 132.35 umol) & EDCI (25.37 mg - 132.35
umol) )ADCM (1 mL)H 7B ANIIDIEA (65.79 mg » 509.02 umol) - 1
25C MR #ZREEWBA2 hr - ZRIER SV HAH0 (20 mL)# L A
DCM (10 mL * 3)zHy - K4 & 2 ARG HE KGO0 mL)JE % - &
Na,SO4Hz % - IR A2 B T IR4E DLE AR e Y - MEY &8 b2
HPLC (0.1% FAfRM) &L > RiZBMRUEEAE=CRERZS5.5-ZR (b
(R)-9-%-N-((2-(6-((2S,6R)-2,6- B ELME I B ) IEENE - 2- )~ 1,6- Z50E - 7-£%)
HEL)-4-7.-3,4- & -2H-ZFH[b][1,4]GEEMENE-7- HH R 7 (43.55 mg » 69.30
umol » 68.07%E *) - LCMS (ESI) m/z: [M+H]+ = 626.2 - '"H NMR (400
MHz, DMSO-d6) 6 = 9.74 - 9.63 (m, 1H), 9.40 (s, 1H), 8.67 - 8.63 (m
2H), 8.54 (d, J = 2.0 Hz, 1H), 8.46 (d, J = 2.0 Hz, 1H), 8.14 (s, 1H),
7.92 (d,J = 7.6 Hz, 1H), 7.85 (s, 1H), 7.78-7.74 (m, 1H), 7.04 (d, J =
8.6 Hz, 1H), 6.36 - 6.17 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.69 - 4.57
(m, 1H), 4.32 (d, J = 11.6 Hz, 2H), 4.14-4.08 (t,J = 11.6 Hz, 1H), 3.71-
3.63 (m, 2H), 2.94 - 2.72 (m, 1H), 2.64 - 2.56 (m, 1H), 2.53 (d,J =2.4
Hz, 2H), 1.22 (d, J = 6.0 Hz, 6H) - ¥ & ¥ SFC : I1G-3-
MeOH+ACN(DEA)-60-3ML-5 min-35T.Icm > Rt = 1.655 min > ee% =
100%

[0392] L6 2 THIE B {5 AERELE IR KBELN KEFERR
BEEH8HE LA -

26 235 H(EEHRRIAS)
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%6+ NI b5V

LCMS 1
# (BsyM+H) | HINMR

1H NMR (400 MHz » Hfig-d4) 6 = 9.32 (s, 1H), 8.53 (d, J = 8.6 Hz, 1H), 8.41
-8.38 (m, 1H), 8.26 (d, J = 7.6 Hz, 1H), 8.21 (d, J = 8.6 Hz, 1H), 8.19-8.14 (m,
1H), 7.92 (s, 1H), 7.11 (d, J = 7.6 Hz, 1H), 6.21-6.20 (m, 1H), 5.96 - 5.79 (m,
1H), 4.90 (s, 2H), 4.65-4.60 (m, 1H), 4.19-4.13 (m, 1H), 4.06 (s, 3H), 3.42 -
3.35 (m, 1H), 3.09 - 2.84 (m, 1H), 2.64 - 2.50 (m, 1H), 1.45 (d, J = 7.0 Hz, 3H)
ppm

1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.42 (s, 1H), 8.70 (d,
J=88Hz, 1H), 8.57 (d,J = 8.4 Hz, 1H), 8.43 (d, ] = 8.8 Hz, 1H), 8.24 (s, 1H),
8.03 (s, 1H), 7.87 (s, 1H), 7.76 (d, J = 8.4 Hz, 1H), 7.67 - 7.20 (m, 1H), 6.20 -
6.03 (m, 1H), 5.41 (d, J = 14.4 Hz, 1H), 491 - 4.75 (m, 3H), 4.47 - 429 (m,
2H), 3.99 (s, 3H), 2.47 - 2.42 (m, 1H), 1.19 - 1.18 (m, 2H), 1.12 - 1.10 (m, 2H)
ppm

1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.66 (m, 1H), 9.41 (s, 1H), 8.69 -
8.61 (m, 2H), 8.35 - 8.30 (m, 2H), 8.19 (d, J = 7.6 Hz, 1H), 7.90 - 7.88 (m,
330 541.2 1H), 7.85 (s, 1H), 6.97 (d, ] = 8.4 Hz, 1H), 6.33 - 6.21 (m, 1H), 4.82 (br d, J =
5.6 Hz, 2H), 4.63 - 4.59 (m, 1H), 4.53 - 4.48 (m, 2H), 4.19 - 4.16 (m, 1H), 2.86
-2.73 (m, 1H), 2.61 - 2.55 (m, 1H), 1.42 - 1.39 (t, ] = 7.0 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.66 (m, 1H), 9.37 (s, 1H), 8.61 (d, J =
8.8 Hz, 1H), 8.36 (s, 1H), 8.33-8.30 (m, 1H), 8.23 (d, J = 8.8 Hz, 1H), 7.87 (s,
1H), 7.73 (d, ] = 7.6 Hz, 1H), 7.61 (d, J = 8.0 Hz, 1H), 7.24 (m, 1H), 6.97 (s,
1H), 6.35 - 6.20 (m, 1H), 4.83 (d, J = 5.6 Hz, 2H), 4.61 (m, 1H), 4.38 (m, 2H),
4.17 (m, 1H), 3.64 (m, 2H), 3.22 - 3.20 (m, 3H), 2.89 - 2.75 (m, 1H), 2.62 -
2.58 (m, 1H), 2.48 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.65 (m, 1H), 9.39 (s, 1H), 8.67 -
9.61 (m, 2H), 8.39 - 8.36 (m, 2H), 7.91 (d, J = 7.2 Hz, 1H), 7.84 (s, 1H), 7.77 -
5 624.3 7.73 (m, 1H), 7.03 (d, J] = 8.8 Hz, 1H), 6.06 - 5.94 (m, 1H), 481 (brd,J =5.6
Hz, 2H), 4.42 - 429 (m, 4H), 3.69 - 3.65 (m, 2H), 2.58 - 2.56 (m, 2H), 2.46 -
2.35 (m, 2H), 1.75 - 1.61 (m, 2H), 1.24 (d, ] = 6.4 Hz, 6H) ppm °

1H NMR (400 MHz, DMSO-d6) & = 9.68-9.66 (m, 1H), 9.39 (s, 1H), 8.67-8.61
(m, 2H), 8.35 - 8.30 (m, 2H), 7.92 (d, J = 7.2 Hz, 1H), 7.83 (s, 1H), 7.77-7.73
14 610.1 (m, 1H), 7.04 (d, ] = 8.4 Hz, 1H), 6.34 - 6.33 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H),
4.69 - 4.53 (m, 1H), 4.32 (d, J = 11.6 Hz, 2H), 4.19 - 4.16 (m, 1H), 3.70 - 3.65
(m, 2H), 2.61 - 2.56 (m, 1H), 1.22 (d, J = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.63 - 9.60 (m, 1H), 9.40 (s, LH), 8.66 -
8.65 (m, 2H), 8.52 (d, J = 2.4 Hz, 1H), 8.48 (s, 1H), 8.37 - 8.34 (m, 1H), 7.92
(d, J = 7.6 Hz, 1H), 7.82 (s, 1H), 7.75 (d, J = 8.0 Hz, 1H), 7.48 (d, ] = 8.2 Hz,
1H), 7.03 (d, J = 8.4 Hz, 1H), 6.35 - 6.08 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H),
4.58 - 4.47 (m, 1H), 432 (d, J = 11.6 Hz, 2H), 4.08 - 4.05 (m, 1H), 3.76 - 3.61
(m, 2H), 2.88 - 2.70 (m, 2H), 2.61 - 2.58 (m, 2H), 1.22 (d, ] = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.66-9.65 (m, 1H), 9.44 (s, 1H), 8.72 (d, J
= 8.6 Hz, 1H), 8.60 (d,J = 8.6 Hz, 1H), 8.46 (d, J = 8.0 Hz, 1H), 8.39 - 8.29
(m, 2H), 8.10 (d, J = 8.2 Hz, 1H), 7.88 (s, 1H), 7.64-7.37 (m, 1H), 6.32-6.20
(m, 1H), 4.82 (d, ] = 5.6 Hz, 2H), 4.63-4.58 (m, 1H), 4.19-4.13 (m, 1H), 2.90 -
2.73 (m, 1H), 2.64 - 2.56 (m, 1H), 2.44 - 2.41 (m, 1H), 1.32 - 1.24 (m, 2H),
1.16 - 1.09 (m, 2H) ppm

328 605.00

329 615.2

2 607.20

22 592.3

60 586.90
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LCMS 1
# (BsyM+H) | HINMR
1H NMR (400 MHz » &{}j-d) 6= 9.29 (s, 1H). 8.85 (d, ] = 8.6 Hz. 1H), 8.42
(d, ] = 8.8 Hz, 1H), 831 (s, 1H), 8.22 - 8.05 (m, 3H), 7.99 (d, ] = 7.4 Hz, 1H),
. S10.1 7.68 (d, ] = 7.8 Hz, 1H), 6.55 (d, J = 8.4 Hz, 1H), 5.67 - 547 (m, 1H), 5.08 -

4.99 (m, 2H), 4.68-4.64 (m,1H), 4.10 (t, J = 12.2 Hz, 1H), 3.93 - 3.77 (m, 2H),
375 - 3.69 (m, 1H), 3.67 - 3.61 (m, 1H), 3.46 - 3.42 (m, 3H), 3.29-3.26
(m,1H), 3.21 - 2.97 (m, 1H), 2.53 - 2.44 (m, 2H), 1.16 (d, J = 7.0 Hz, 3H) ppm

1H NMR (400 MHz, DMSO-d6) é = 9.66-9.63 (m, 1H), 9.36 (s, 1H), 8.60 (d, J
= 8.8 Hz, 1H), 8.35 (s, 1H), 8.33 - 8.29 (m, 1H), 8.19 (d, J = 8.8 Hz, 1H), 7.88
68 581.20 (s, 1H), 7.70 (m, 1H), 7.12 - 6.99 (m, 2H), 6.36 - 6.18 (m, 1H),4.82 (d,J =5.6
Hz, 2H), 4.65 - 4.56 (m, 1H), 4.22 - 4.12 (m, 1H), 3.91 (d, J = 1.2 Hz, 3H),
2.85-2.73 (m, 1H), 2.61 (m, 1H), 2.46 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.68 - 9.66 (m, 1H), 9.42 (s, 1H), 8.64 (d,
J =8.6 Hz, 1H), 8.45 (d, J = 7.6 Hz, 1H), 8.40 (br s, 1H), 8.37 - 8.28 (m, 2H),
8.20 (d,J = 8.6 Hz, 1H), 7.83 (s, 1H), 7.48 (d, J = 7.6 Hz, 1H), 7.15 - 6.80 (i,
1H), 4.81 (br d, J = 5.6 Hz, 2H), 4.01 (s, 3H) ppm

1H NMR (400 MHz » &4}j-d) § = 9.29 (s, 1H), 8.66 (d, ] = 8.6 Hz, 1H), 8.47
(d, J = 8.4 Hz, 1H), 8.39 (d, J = 8.8 Hz, 1H), 8.26 (s, 1H), 8.12-8.09 (m, 1H),
8.02 (s, 1H), 7.75 (br's, 1H), 7.57 (d, J = 8.4 Hz, 1H), 6.83-6.47 (m, 1H), 5.67 -
5.48 (m, 1H), 5.00 (d, J = 5.0 Hz, 2H), 4.69-4.64 (m, 1H), 4.13-4.07 (m, 1H),
3.20 - 2.98 (m, 1H), 2.57 - 2.46 (m, 2H), 1.30 - 1.26 (m, 2H), 1.15 - 1.08 (m,
2H) ppm

1H NMR (400 MHz, CDC13) 6 =9.26 (s, 1H), 8.75 (d, ] = 8.4 Hz, 1H), 8.36 (d,
J =8.4Hz, 1H), 8.25 (s, 1H), 8.10 - 8.08 (m, 1H), 8.01 - 7.91 (m, 2H), 7.67 -
7.63 (m, 2H), 6.52 (d, ] = 8.4 Hz, 1H), 5.67 - 5.50 (m, 1H), 4.98 (d, J = 5.2 Hz,
2H), 4.68 - 4.65 (m, 1H), 4.30 - 4.22 (m, 1H), 4.14 - 4.11 (m, 1H), 3.83 - 3.55
(m, 6H), 3.21 - 2.99 (m, 1H), 2.56 - 2.42 (m, 1H), 2.22 - 2.17 (m, 2H), 1.26 -
1.23 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 8 = 9.66 - 9.63 (m, 1H), 9.39 (s, 1H), 8.67 (s,
2H), 8.37 - 8.29 (m, 2H), 7.89 - 7.83 (m, 2H), 7.75 - 7.71 (m, 1H), 6.71 (d, J =
97 614.1 8.4 Hz, 1H), 6.34 - 6.19 (m, 1H), 5.46 - 5.29 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H),
4.63 - 4.59 (m, 1H), 4.22 - 4.12 (m, 2H), 3.94 - 3.70 (m, 3H), 3.40 (s, 3H), 2.92
-2.71 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.69 - 9.67 (m, 1H), 9.41 (s, 1H), 8.63 (d,
J = 8.8 Hz, 1H), 8.45 (s, 1H), 8.41 (d,J = 7.6 Hz, 1H), 8.37 - 8.27 (m, 2H),
8.20 (d, J = 8.8 Hz, 1H), 7.82 (s, 1H), 7.33 (d, J = 7.6 Hz, 1H), 6.39 - 6.18 (i,
1H), 6.07 - 5.81 (m, 1H), 5.12 - 4.86 (m, 2H), 4.81 (d, J = 5.6 Hz, 2H), 4.68 -
4.53 (m, 1H), 4.18 - 4.12 (m, 1H), 4.00 (s, 3H), 2.93 - 2.67 (m, 1H), 2.64 - 2.52
(m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.56 - 9.54 (m, 1H), 940 (s, IH), 8.71 -
8.58 (m, 2H), 8.42 (s, 1H), 8.38 - 8.24 (m, 2H), 791 (d, ] =7.4 Hz, 1H), 7.82 -
7.69 (m, 2H), 7.03 (d, J = 8.6 Hz, 1H), 6.31 - 6.04 (m, 1H), 4.80 (d, J = 5.8 Hz,
2H), 4.60 - 4.48 (m, 1H), 4.31 (br d, J = 11.2 Hz, 2H), 3.99 - 3.97 (m, 1H), 3.73
- 3.60 (m, 2H), 2.89 - 2.68 (m, 1H), 2.54 (br s, 3H), 2.37 - 2.33 (m, 3H), 1.21
(d, ] =6.2 Hz, 6H) ppm

IH NMR (400 MHz » &{}j-d) 6 =9.27 (s, 1H), 8.77 (d, ] = 8.4 Hz, 1H), 8.38
(d, J = 8.8 Hz, 1H), 8.26 (s, 1H), 8.13 - 8.09 (m, 1H), 8.03 (s, 1H), 7.96 (d, J =
7.6 Hz, 1H), 7.76 (br s, 1H), 7.68 - 7.64 (M, 1H), 6.52 (d, ] = 8.4 Hz, 1H), 5.65
104 610.1 -5.51 (m, 1H), 5.00 (d, J = 4.8 Hz, 2H), 4.70 - 4.64 (m, 1H), 4.14 - 4.08 (m,
1H), 3.90 - 3.78 (m, 2H), 3.73 - 3.69 (m, 1H), 3.65 - 3.64 (m, 1H), 3.45 (s, 3H),
3.28 -3.25 (m, 1H), 3.19 - 3.00 (m, 1H), 2.53 - 2.45 (m, 2H), 1.16 (d, ] = 6.8
Hz, 3H) ppm

55 237 H(EHIEHE)

84 582.2

89 603.2

92 610.1

98 591.2
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LCMS 1
# (BsyM+H) | HINMR
IH NMR (400 MHz, DMSO-d6) & = 9.67 - 9.65 (m, 1H), 9.38 (s, IH), 8.69 -
8.64 (m, 1H), 8.62 - 8.56 (m, 1H), 8.38 - 8.29 (m, 2H), 7.87 (d, ] = 7.6 Hz,
1 523 1H), 7.83 (s, 1H), 7.72 - 7.68 (m, 1H), 6.53 (d, J = 8.0 Hz, 1H), 6.36 - 6.17 (m,

1H), 4.81 (d, ] = 5.6Hz, 2H), 4.63 - 4.59 (m, 1H), 4.19 - 4.16 (m, 1H), 4.08 -
4.04 (m, 4H), 2.90 - 2.72 (m, 1H), 2.62 - 2.57 (m, 1H), 2.41 - 2.35 (m, 2H)
ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.69 - 9.66 (m, 1H), 9.42 (s, 1H), 8.68 (d,
J =84 Hz, 1H), 8.37 - 8.28 (m, 3H), 8.07 (d, J = 8.4 Hz, 1H), 8.02 - 7.60 (m,
120 5772 2H), 7.33 (d, J = 7.6 Hz, 1H), 637 - 6.17 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H),
4.63 - 457 (m, 1H), 4.18 - 4.12 (m, 1H), 2.88 - 2.71 (m, 1H), 2.63 - 2.58 (m,
1H), 2.53 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.68 - 9.67 (m, 1H), 9.42 (s, 1H), 8.65 (d,
J=8.8 Hz, 1H), 845 (d, ] = 7.2 Hz, 1H), 8.34 - 8.30 (m, 2H), 8.21 (d,J =84
135 580.2 Hz, 1H), 7.83 (s, 1H), 7.48 (d, J = 8.0 Hz, 1H), 7.11 - 6.84 (m, 1H), 6.33 - 6.21
(m, 1H), 4.82 (d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.18 - 4.12 (m, 1H),
2.85-2.74 (m, 1H), 2.61 - 2.56 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.58 - 9.55 (m, 1H}), 9.27 (s, 1H), 8.72 (d,
J=8.8 Hz, 1H), 8.50 (d, ] = 7.6 Hz, 1H), 8.38 - 8.11 (m, 3H), 7.54 (d, 1 =7.6

136 595.2 Hz, 1H), 7.21 - 6.80 (m, 1H), 6.46 - 6.06 (m, 1H), 4.86 (br s, 2H), 4.65 - 4.50
(m, 1H), 4.16 - 4.10 (m, 1H), 4.04 (s, 3H), 2.94 - 2.69 (m, 1H), 2.60 - 2.57 (m,
1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.69 - 9.66 (m, 1H), 9.45 (s, 1H), 8.80 -
8.73 (m, 1H), 8.72 - 8.65 (m, 1H), 8.41 - 8.27 (m, 3H), 8.15 (d, J = 7.6 Hz,
143 5772 1H), 7.88 (s, 1H), 7.42 - 6.90 (m, 1H), 6.46 - 6.11 (m, 1H), 4.82 (d, J = 5.6 Hz,
2H), 4.69 - 4.56 (m, 1H), 4.21 - 4.15 (m, 1H), 4.14 (s, 3H), 2.93 - 2.71 (m, 1H),
2.64 -2.57 (m, 1H) ppm

ITHNMR (400 MHz, DMSO-d6) 6 =9.69 - 9.67 (m, 1H), 9.43 (s, 1H), 8.65 (d,
J=8.4Hz, 1H), 8.45(d, ] =7.6 Hz, 1H),8.42 (s, 1H), 8.38 - 8.28 (m, 2H), 8.22
150 591.2 (d,J=84Hz, 1H), 7.84 (s, 1H), 7.48 (d, ] = 7.6 Hz, 1H), 6.42 - 6.14 (m, 1H),
4.82 (d, J =5.6 Hz, 2H), 4.66 - 4.58 (m, 1H), 4.16 - 4.14 (m, 1H), 4.03 (s, 3H),
2.89-2.74 (m, 1H), 2.64 - 2.59 (m, 1H), 2.10 - 2.01 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.65 (m, 1H), 9.42 (s, 1H), 8.64 (d,
J=8.8 Hz, 1H), 846 (d, J = 7.6 Hz, 1H), 8.39 - 8.28 (m, 2H), 8.24 (d, ] = 8.4
151 591.2 Hz, 1H), 7.84 (s, 1H), 7.45 (d, J = 7.6 Hz, 1H), 7.19 - 6.78 (m, 1H), 6.40 - 6.15
(m, 1H), 4.81 (s, 2H), 4.66 - 4.56 (m, 1H), 4.51 - 4.46 (m, 2H), 4.18 - 4.12 (m,
1H), 2.93 - 2.71 (m, 1H), 2.65 - 2.59 (m, 1H), 1.38 - 1.35 (m, 3H) ppm

1H NMR (400 MHz » &{5-d) & = 9.64 (s, 1H), 9.40 (s, 1H), 8.52-8.50 (m,
1H), 8.30 (m, 2H), 8.12 - 8.07 (m, 2H), 7.96 - 7.89 (m, 1H), 7.71 - 7.33 (m,

155 569 1H), 5.62 - 5.48 (m, 1H), 5.04-5.03 (m, 2H), 4.68-4.63 (m, 1H), 4.13-4.06 (m,
1H), 3.17 - 2.98 (m, 1H), 2.52 - 2.44 (m, 1H) ppm
1H NMR (400 MHz, DMSO-d6) 6 = 9.66-9.65 (m, 1H), 9.37 (s, 1H), 8.60 (d, J
= 8.8 Hz, 1H), 8.46 - 8.40 (m, 1H), 8.37 - 8.29 (m, 2H), 8.24-8.21 (d, J = 8.8
161 563.10 Hz, 1H), 7.88 (s, 1H), 7.75-7.73 (d, J = 7.6 Hz, 1H), 7.61 - 7.56 (m, 1H), 7.27-

7.25 (m, 1H), 7.00 (s, 1H), 6.36 - 6.19 (m, 1H), 4.83-4.81 (m, 2H), 4.63-4.58
(m, 1H), 4.17 (m, 1H), 3.75 (s, 3H), 2.87 - 2.77 (m, 1H), 2.61 - 2.59 (m, 1H),
2.48 (s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.69 - 9.67 (m, 1H), 9.40 (s, 1 H), 8.62 (d,
J = 8.4 Hz, 1H), 8.39 - 8.29 (m, 3H), 8.21 (d, J = 8.8 Hz, 1H), 7.81 (s, 1H),
173 573.2 7.28 (d,J = 8.0 Hz, 1H), 6.33 - 6.21 (m, 1H), 5.79 - 5.65 (m, 1H), 4.81 (br d, J
= 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.18 - 4.12 (m, 1H), 3.99 (s, 3H), 2.85 -
2.72 (m, 1H), 2.61 - 2.56 (m, 1H), 1.70 - 1.62 (m, 3H) ppm
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1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.65 (m, 1H), 9.41 (s, 1H), 8.65 (d,
J =88 Hz, 1H), 845 (d, J = 7.6 Hz, 1H), 8.34 - 8.29 (m, 2H), 8.21 (d, J = 8.4
177 5772 Hz, 1H), 7.83 (s, 1H), 7.48 (d, J = 7.6 Hz, 1H), 7.11 - 6.84 (m, 1H), 6.32 - 6.20
(m, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.62 - 4.58 (m, 1H), 4.18 - 4.12 (m, 1H),
4.01 (s, 3H), 2.85 - 2.74 (m, 1H), 2.61 - 2.56 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.68 - 9.65 (m, 1H), 9.35 (s, 1H), 8.65 -
8.59 (m, 1H), 8.57 - 8.50 (m, 1H), 8.39 - 8.29 (m, 3H), 7.81 (s, 1H), 7.51 (d, J
181 567.2 = 8.8 Hz, 1H), 6.44 - 6.10 (m, 1H), 4.89 - 473 (m, 2H), 4.70 - 4.53 (m, 1H),
4.25-4.10 (m, 1H), 3.94 (s, 3H), 2.92 - 2.71 (m, 1H), 2.63 - 2.56 (m, 1H), 2.54
(s, 1H), 1.13 - 1.11 (m, 2H), 1.06 - 0.98 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.73 - 9.61 (m, 1H), 9.38 (s, 1H), 8.73 -
8.65 (m, 1H), 8.56 (d, J = 8.8 Hz, 1H), 8.44 - 8.38 (m, 1H), 8.37 - 8.29 (m,

186 608.3 2H), 7.87 - 7.83 (m, 1H), 7.79 - 7.73 (m, 1H), 7.65 - 7.11 (m, 1H), 4.81 (brd, J
= 5.6 Hz, 2H), 2.62 (br d, J = 1.6 Hz, 1H), 1.22 - 1.16 (m, 2H), 1.14 - 1.07 (m,
2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.68 - 9.65 (m, 1H), 9.46 (s, 1H), 8.75 (d,
J=8.4Hz, 1H), 8.65 (d, J = 8.8 Hz, 1H), 8.56 (d, ] = 5.2 Hz, 1H), 8.43 (s, 1H),
188 567.2 8.36 - 8.28 (m, 2H), 7.89 (s, 1H), 7.65 (d, J = 5.2 Hz, 1H), 6.40 - 6.15 (m, 1H),
4.82 (d,J = 6.0 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.19 - 4.13 (m, 1H), 3.67 - 3.55
(m, 4H), 2.92 - 2.70 (m, 1H), 2.61 (s, 1H), 2.01 - 1.96 (m, 4H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.64-9.61 (m, 1H), 9.37 (s, 1H), 8.61 (d,J
= 8.2 Hz, 1H), 8.36 (d, ] =2.0 Hz, 1H), 8.32-8.29 (m, 1H), 8.27 - 8.22 (m, 1H),
8.17 (s, 1H), 7.89 (s, 1H), 7.80 (d, J = 6.8 Hz, 1H), 7.65 (d, J = 8.2 Hz, 1H),
7.49 (d, J = 3.2 Hz, 1H), 7.36-7.32 (m, 1H), 7.24 - 7.15 (m, 1H), 6.37 - 6.19
(m, 1H), 4.82 (d, J = 5.8 Hz, 2H), 4.62-4.57 (m, 1H), 4.19-4.14 (m, 1H), 3.87
(s, 3H), 2.90 - 2.72 (m, 1H), 2.64 - 2.55 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) § = 9.69 - 9.67 (m, 1H), 9.40 (s, 1H), 8.62 (d,
J = 8.4 Hz, 1H), 8.45 (s, 1H), 8.40 (d, J = 7.6 Hz, 1H), 8.36 - 8.29 (m, 2H),
8.20 (d, J = 8.8 Hz, 1H), 7.82 (s, 1H), 7.33 (d, J = 7.6 Hz, 1H), 6.36 - 6.18 (m,
1H), 6.07 - 5.80 (m, 1H), 5.09 - 4.87 (m, 2H), 4.81 (d, J = 5.6 Hz, 2H), 4.60 -
4.58(tm, 1H), 4.18 - 4.15 (m, 1H), 4.00 (s, 3H), 2.83 - 2.72 (m, 1H), 2.61 - 2.58
(m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.65 - 9.62 (m, 1H}), 9.45 (s, 1H), 8.76 (d,
J =8.0 Hz, 1H), 8.66 (d, J = 8.8 Hz, 1H), 8.47 - 8.46 (m, 2H), 8.28 - 7.85 (m,
206 559.2 4H), 7.27 (d, J = 7.6 Hz, 1H), 6.35 - 5.93 (m, 1H), 5.21 (d, J = 14.5 Hz, 1H),
499 (d,J =14.8 Hz, 1H), 4.83 (br d, ] =4.8 Hz, 2H), 4.56 - 4.24 (m, 2H), 2.52
(br s, 3H) ppm

1H NMR (400 MHz > H{i£-d4) 6 =927 (brd,J=52Hz 1H),8.72(d,J=8.8
Hz, 1H), 8.57 (d, ] = 8.8 Hz, 1H), 8.41 (s, 1H), 8.19 - 8.14 (m, 1H), 8.00 - 7.89
(m, 2H), 7.78 - 7.69 (m, 1H), 7.17 (s, 1H), 5.96 - 5.81 (m, 1H), 4.91 (s, 2H),
4.66 -4.62 (m, 1H), 4.21 - 4.13 (m, 1H), 3.46 (s, 3H), 3.43 - 3.38 (m, 1H), 3.25
(s, 3H), 3.06 - 2.86 (m, 1H), 2.73 - 2.68 (m, 1H), 2.63 - 2.55 (m, 1H), 1.26 -
1.20 (m, 1H), 1.00 - 0.91 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.70 - 9.63 (m, 1H), 9.44 - 9.38 (m, 1H),
8.67 (s, 2H), 8.41 - 8.26 (m, 2H), 7.95 - 7.90 (m, 1H), 7.88 - 7.84 (m, 1H), 7.78
(d, ] = 8.0 Hz, 1H), 7.09 (d, J = 8.4 Hz, 1H), 6.40 - 6.10 (m, 1H), 4.86 - 4.76
(m, 2H), 4.68 - 4.55 (m, 1H), 4.23 - 4.10 (m, 1H), 3.37 (s, 3H), 3.30 (br d, J =
2.0 Hz, 1H), 3.22 - 3.18 (m, 3H), 2.91 - 2.74 (m, 1H), 2.74 - 2.70 (m, 1H), 2.60
(brd,J =6.8 Hz, 1H), 1.27 - 1.19 (m, 1H), 0.98 - 0.80 (m, 1H) ppm

191 549.00

202 591.3

211 596.3

215 596.3
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1H NMR (400 MHz, DMSO-d6) 6= 9.71 - 9.68 - 9.65 (m, 1H), 9.41 (s, 1H),
8.87 (s, 1H), 8.71 (d, ] = 8.4 Hz, 1H), 8.57 (d, J = 8.8 Hz, 1H), 8.39 - 8.27 (m,
220 567.2 2H), 8.11 (s, 1H), 7.87 (s, 1H), 6.35 - 6.21 (m, 1H), 4.82 (d, J = 5.2 Hz, 2H),
4.64 - 458 (m, 1H), 4.19 - 4.13 (m, 1H), 3.58 (br s, 4H), 2.90 - 2.72 (m, 1H),
2.63 - 2.56 (m, 1H), 2.05 - 1.95 (m, 4H) ppm

1H NMR (400 MHz, DMSO-d6) § = 9.69 - 9.63 (m, 2H), 9.37 (s, 1H), 8.65 (d,
J=8.8 Hz, 1H), 8.36 (d, J = 2.0 Hz, 1H), 8.32 - 8.29 (m, 1H), 8.24 (d, ] = 8.8
Hz, 1H), 7.78 (s, 1H), 6.35 - 6.21 (m, 1H), 4.80 (d, J = 5.6 Hz, 2H), 4.64 - 4.59
(m, 1H), 4.19 - 4.14 (m, 1H), 2.88 - 2.81 (m, 1H), 2.64 - 2.61 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.70 - 9.68 (m, 1H), 943 (s, 1H), 8.78 -
8.71 (m, 1H), 8.71 - 8.64 (m, 1H), 8.37 - 8.28 (m, 3H), 7.99 (d, J = 7.6 Hz,
227 591.2 1H), 7.87 (s, 1H), 6.40 - 6.18 (m, 1H), 6.17 - 5.89 (m, 1H), 4.95 - 4.70 (m, 4H),
4.64 - 4.58 (m, 1H), 4.20 - 4.13 (m, 1H), 4.12 (s, 3H), 2.94 - 2.70 (m, 1H), 2.65
-2.58 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.66-9.64 (m, 1H), 9.35 (s, 1H), 9.15 (s,
1H), 8.70 - 8.65 (m, 2H), 8.35 - 8.31 (m, 3H), 8.25 - 8.23 (m, 1H), 7.86 (s, 1H),
230 537.2 6.35 - 6.22 (m, 1H), 4.78 (d, ] = 5.6 Hz, 2H), 4.64 - 4.59 (m, 1H), 4.17 - 4.12
(m, 1H), 2.76 - 2.71 (m, 1H), 2.62 - 2.57 (m, 1H), 2.33 - 2.29 (m, 1H), 1.13 -
1.10 (m, 4H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.68 - 9.66 (m, 1H}), 9.37 (s, 1H), 8.57 (d,
J =8.4 Hz, 1H), 8.50 - 8.44 (m, 1H), 8.36 - 8.29 (m, 2H), 8.24 (d, ] = 7.6 Hz,
245 541.2 1H), 8.19 (d, J = 8.6 Hz, 1H), 7.80 (s, 1H), 7.05 (d, J = 7.6 Hz, 1H), 6.37 - 6.19
(m, 1H), 4.80 (d, J = 6.0 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.18 - 4.12 (m, 1H),
3.97 (s, 3H), 2.88 - 2.74 (m, 1H), 2.64 - 2.59 (m, 1H), 2.58 (s, 3H) ppm

1HNMR (400 MHz, DMSO-d6) & = 9.64 - 9.61 (m, 1H), 9.42 (s, 1H), 8.65 (d,
J=8.8 Hz, 1H), 8.51 (d, J = 2.4 Hz, 1H), 8.46 - 8.44 (m, 1H), 8.38 - 8.33 (m,
249 573.0 1H), 8.21 (d, J = 8.4 Hz, 1H), 7.81 (s, 1H), 7.48 - 7.45 (m, 2H), 6.34 - 6.09 (m,
1H), 4.81 (d, J = 5.6 Hz, 2H), 4.62 - 4.43 (m, 1H), 4.11 - 3.96 (m, 4H), 2.89 -
2.71 (m, 1H), 2.59 - 2.54 (m, 1H), 2.11 - 2.01 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.69 - 9.67 (m, 1H), 943 (s, 1H), 8.75 -
8.65 (m, 2H), 8.50 (d, J = 8.0 Hz, 1H), 8.36 - 8.30 (m, 2H), 8.02 - 7.98 (m,
250 573.2 1H), 7.87 (s, 1H), 7.64 (d, J = 7.6 Hz, 1H), 6.38 - 6.19 (m, 1H), 4.82 (d,J =6.0
Hz, 2H), 4.61 (brd, J =12.8 Hz, 1H), 4.19 - 4.13 (m, 1H), 3.39 (br s, 1H), 2.87
(br s, 1H), 2.63 - 2.56 (m, 2H), 2.14 - 2.07 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6= 9.68 - 9.65 (m, 1H), 9.41 (s, 1H), 8.70 -
8.59 (m, 2H), 8.37 - 8.29 (m, 3H), 7.89 - 7.80 (m, 2H), 7.47 (d, J = 7.6 Hz,
252 537.2 1H), 6.37 - 6.18 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.19 -
4.13 (m, 1H), 2.90 - 2.72 (m, 1H), 2.63 - 2.56 (m, 1H), 2.27 - 2.20 (m, 1H),
1.13 - 1.08 (m, 2H), 1.07 - 1.02 (m, 2H) ppm

226 5359

1H NMR (400 MHz, DMSO-d6) 6 = 9.67 (t, ] = 5.6 Hz, 1H), 9.43 (s, 1H), 8.67
- 8.63 (m, 3H), 8.48 (d, ] =2.0 Hz, 1H), 793 - 7.88 (m, 2H), 7.76 (t, ] = 8.4
Hz, 1H), 7.04 (d, J = 8.4 Hz, 1H), 6.31 - 6.18 (m, 1H), 4.82 - 4.81 (m, 2H),
4.61 - 457 (m, 1H), 433 - 430 (m, 2H), 4.0 9 -4.03 (m, 1H), 3.70 - 3.65 (m,
2H), 291 - 2.75 (m, 1H), 2.60 - 2.59 (m, 1H), 2.42 - 2.38 (m, 2H), 1.21
(d, ] = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.67-9.64 (m, 1H), 9.45 (s, 1H), 8.73 (d, J
= 8.8 Hz, 1H), 8.44 (d, ] =5.2 Hz, 1H), 8.37 - 8.29 (m, 3H), 7.94 (s, 1H), 7.81-
256 564.1 7.77 (m, 2H), 7.20 (d, J = 3.6 Hz, 1H), 6.33 - 6.21 (m, 1H), 4.87-4.83 (m, 2H),
4.63-4.58 (m, 1H), 4.43 - 4.35 (m, 2H), 4.19 - 4.13 (m, 1H), 2.89 - 2.72 (m,
1H), 2.61 - 2.59 (m, 1H), 1.43 - 1.40 (m, 3H) ppm

255 672.3
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1H NMR (400 MHz, DMSO-d6) 6 = 9.68 - 9.65 (m, 1H), 9.35 (s, 1H), 8.63 -
8.52 (m, 2H), 8.38 - 8.30 (m, 3H), 7.81 (s, 1H), 7.50 (d, ] = 8.4 Hz, 1H), 6.37 -
257 570.2 6.19 (m, 1H), 4.80 (br d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.19 - 4.13 (m,
1H), 2.91 - 2.70 (m, 1H), 2.64 - 2.52 (m, 2H), 1.15 - 1.09 (m, 2H), 1.05 - 0.99
(m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.70-9.67 (m, 1H), 9.40 (s, 1H), 8.63 (d, J
= 8.8 Hz, 1H), 8.40 - 8.31 (m, 3H), 8.22 (d, J = 8.8 Hz, 1H), 7.82 (s, 1H), 7.29
259 573.2 (d, J=7.6 Hz, 1H), 6.34 - 6.22 (m, 1H), 5.79 - 5.66 (m, 1H), 4.82 (brd, ] =5.6
Hz, 2H), 4.63 - 4.59 (m, 1H), 4.19 - 4.16 (m, 1H), 4.00 (s, 3H), 2.86 - 2.72 (m,
1H), 2.63 - 2.60 (m, 1H), 1.71 - 1.63 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.68 - 9.65 (m, 1H}), 9.37 (s, 1H), 8.54 (d,
J=8.8 Hz, 1H), 8.43 (br d, ] = 2.0 Hz, 1H), 8.38 - 8.26 (m, 2H), 8.05 (d, J =
266 544.2 8.4 Hz, 1H), 7.88 - 7.84 (m, 1H), 7.79 (s, 1H), 7.15 - 7.12 (m, 1H), 6.94 - 6.93
(m, 1H), 6.37 - 6.14 (m, 1H), 4.80 (d, J = 5.6 Hz, 2H), 4.67 - 4.55 (m, 1H),
4.19 - 4.13 (m, 1H), 3.89 (s, 3H), 2.92 - 2.71 (m, 1H), 2.62 - 2.59 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.67 - 9.64 (m, 1H), 9.43 (s, 1H), 8.71 (d,
J = 8.8 Hz, 1H), 8.35 - 8.29 (m, 4H), 7.94 (s, 1H), 7.76 (d, J = 4.8 Hz, 1H),
267 564.2 7.00 (s, 1H), 6.33 - 6.20 (m, 1H), 4.83 (br d, J = 5.6 Hz, 2H), 4.60 (br d, J =
13.2 Hz, 1H), 4.18 (br d, J = 12.0 Hz, 1H), 3.80 (s, 3H), 2.85 (br d, J = 2.0 Hz,
1H), 2.77 - 2.71 (m, 1H), 2.52 (br s, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.67 - 9.64 (m, 1H), 9.38 (s, 1H), 8.67 -
8.60 (m, 2H), 8.54 (d, J = 8.8 Hz, 1H), 8.38 - 8.28 (m, 2H), 7.83 (s, 1H), 7.66
273 603.3 (d, J = 8.8 Hz, 1H), 6.37 - 6.19 (m, 1H), 4.81 (d, J = 5.2 Hz, 2H), 4.63 - 4.59
(m, 1H), 4.24 - 4.12 (m, 1H), 3.98 (s, 3H), 3.35 (d, ] = 3.2 Hz, 1H), 2.90 - 2.71
(m, 1H), 2.62 - 2.60 (m, 1H), 2.38 - 2.36 (m, 1H), 2.11 - 2.05 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.69 - 9.68 (m, 1H), 9.41 (s, 1H), 8.70 -
8.59 (m, 2H), 8.37 - 8.31 (m, 3H), 7.91 - 7.89 (m, 1H), 7.85 (s, 1H), 7.59 (d, J
275 581.3 = 8.0 Hz, 1H), 6.34 - 6.22 (m, 1H), 4.82 (br d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m,
1H), 4.19 - 4.13 (m, 1H), 3.76 (s, 2H), 3.33 (s, 3H), 2.76 - 2.57 (m, 1H), 1.38 -
1.35 (m, 2H), 1.05 - 1.01 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.70 - 9.60 (m, 1H), 9.41 - 9.32 (m, 1H),
9.28 - 9.21 (m, 1H), 8.81 - 8.74 (m, 1H), 8.61 - 8.55 (m, 1H), 8.47 - 8.42 (m,
1H), 8.41 - 8.38 (m, 1H), 8.37 - 8.25 (m, 3H), 7.90 - 7.86 (m, 1H), 6.39 - 6.18
(m, 1H), 4.83 - 4.73 (m, 2H), 4.66 - 4.56 (m, 1H), 4.21 - 4.07 (m, 1H), 3.90 -
3.77 (m, 1H), 2.92 - 2.69 (m, 1H), 2.63 - 2.56 (m, 1H), 2.43 (br d, ] = 2.4 Hz,
2H), 2.38 - 2.33 (m, 2H), 2.15 - 2.03 (m, 1H), 2.02 - 1.88 (m, 1H) ppm °

283 551.2

1H NMR (400 MHz » &{/j-d) 5 = 9.38 - 9.26 (m, 1H), 8.51 (d, J = 7.6 Hz,
1H), 8.38 (br d, J = 7.8 Hz, 1H), 8.26 (br s, 2H), 8.11 (br d, J = 9.0 Hz, 1H),
287 609 8.05 (s, 1H), 7.82 - 7.74 (m, 1H), 7.35 (d, J = 7.4 Hz, 1H), 6.46 - 6.13 (m, 1H),
5.66 - 5.47 (m, 2H), 5.01 (br d, J = 4.0 Hz, 2H), 4.71 - 4.64 (m, 1H), 4.16 -
4.10 (m, 1H), 4.08 (s, 3H), 3.20 - 3.00 (m, 1H), 2.54 - 2.45 (m, 1H) ppm

IH NMR (400 MHz - &{}j-d) 8 =9.65 - 9.43 (m, 1H), 9.25 (br s, 1H), 8.48 (s,
1H), 8.45 - 8.22 (m, 2H), 8.10 (br d, J = 9.6 Hz, 1H), 7.95 (br s, 1H), 7.90 -
7.63 (m, 1H), 5.66 - 5.50 (m, 1H), 4.98 (br s, 2H), 4.73 - 4.61 (m, 1H), 4.23 (s,
3H),4.10 (brt,J = 12.4 Hz, 1H), 3.18 - 2.99 (m, 1H), 2.52 - 2.45 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.63 - 9.61 (m, 1H), 9.32 (s, 1H), 8.61 (s,
1H), 8.39 - 8.28 (m, 3H), 8.20 (d, J = 8.8 Hz, 1H), 7.90 (d, J = 7.6 Hz, 1H),
291 536.2 7.85 (s, 1H), 7.79 - 7.70 (m, 1H), 7.33 (d, J = 7.6 Hz, 1H), 6.40 - 6.20 (m, 1H),
4.76 (d, J = 6.0 Hz, 2H), 4.64 - 4.59 (m, 1H), 4.17 - 4.11 (m, 1H), 2.96 - 2.70
(m, 1H), 2.64 - 2.57 (m, 1H), 2.23 - 2.16 (m, 1H), 1.12 - 0.98 (m, 4H) ppm

288 533.1
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LCMS 1
# (BsyM+H) | HINMR

1H NMR (400 MHz > FHfiZ-d4) 6 =9.42 (s, 1H), 8.61 (d, J = 8.8 Hz, 1H), 8.39
(s, 1H), 8.32 - 8.29 (m, 2H), 8.16 -8.14 (m, 1H), 8.07 (s, 1H), 8.03 (s, 1H), 7.13
292 591 (d, J =7.6 Hz, 1H), 6.55 - 6.20 (m, 1H), 5.94 - 5.81 (m, 1H), 4.93 (s, 2H), 4.65
-4.61 (m, 1H), 4.18 - 4.12 (m, 1H), 4.07 (s, 3H), 3.40 - 3.35 (m, 2H), 3.07 -
2.86 (m, 1H), 2.63 - 2.51 (m, 1H) ppm

IH NMR (400 MHz > &4}-d) 6 = 9.31 (s, 1H), 8.50 (d, J = 7.6 Hz, 1H), 8.37
(d, J =8.4 Hz, 1H), 8.29 - 8.22 (m, 2H), 8.11 (br d, J = 9.6 Hz, 1H), 8.02 (br s,
298 609.1 1H), 7.79 - 7.65 (m, 1H), 7.34 (d, J = 7.8 Hz, 1H), 6.31 - 6.28 (m, 1H), 5.67 -
5.46 (m, 2H), 5.00 (br d, J = 5.2 Hz, 2H), 4.69 - 4.65 (m, 1H), 4.15 - 4.08 (m,
1H), 4.07 (s, 3H), 3.20 - 3.00 (m, 1H), 2.55 - 2.43 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.70 - 9.67 (m, 1H), 9.42 (s, 1H), 8.66 (d,
J =88 Hz, 1H), 853 (d,J =2.0 Hz, 1H), 845 - 843 (m, 2H), 821 (d, J = 8.4
306 593.2 Hz, 1H), 7.84 (s, 1H), 7.48 (d,J = 7.6 Hz, 1H), 7.12 - 6.84 (m, 1H), 6.31 - 6.18
(m, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.12 - 4.06 (m, 1H),
4.01 (s, 3H), 2.86 - 2.77 (m, 1H), 2.60 - 2.55 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.69- 9.67 (m, 1H), 9.39 (s, 1H), 8.61 (d,
J=8.6 Hz, 1H), 8.53 (d,J = 1.8 Hz, 1H), 8.44 (d,J =2.0 Hz, 1H), 8.38 (d,J =
7.6 Hz, 1H), 8.20 (d, J = 8.6 Hz, 1H), 7.83 (s, 1H), 7.27 (d, ] = 7.6 Hz, 1H),
6.37 - 6.13 (m, 1H), 5.88 - 5.57 (m, 1H), 4.80 (br d, J = 5.6 Hz, 2H), 4.68 -
4.53 (m, 1H), 4.12 - 4.10 (m, 1H), 3.99 (s, 3H), 2.95 - 2.70 (m, 1H), 2.59 (br d,
J=5.6Hz, 1H), 1.75 - 1.55 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.69 - 9.67 (m, 1H), 9.38 (s, 1H), 8.70 -
8.59 (m, 2H), 8.58 - 8.49 (m, 2H), 8.46 (d, J = 2.0 Hz, 1H), 7.84 (s, 1H), 7.64
(d, J = 8.8 Hz, 1H), 6.37 - 6.10 (m, 1H), 4.81 (d, J = 5.4 Hz, 2H), 4.66 - 4.57
(m, 1H), 4.34 - 4.19 (m, 2H), 4.16 - 4.03 (m, 1H), 340 - 3.35 (m, 1H), 2.92 -
2.74 (m, 1H), 2.64 - 2.58 (m, 2H), 2.13 - 2.02 (m, 1H), 1.44 - 1.40 (m, 3H)
ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.66-9.63 (m, 1H), 9.37 (s, 1H), 8.62 (d, J
= 8.2 Hz, 1H), 8.37 - 8.34 (m, 1H), 8.33-8.30 (m, 1H), 8.28 (s, 1H), 8.24 (d, ] =
8.6 Hz, 1H), 7.87 (s, 1H), 7.77 (d, ] = 7.0 Hz, 1H), 7.71 (d, J = 8.2 Hz, 1H),
311 593.3 7.52 (d, J =3.2 Hz, 1H), 7.33-7.31 (m, 1H), 7.19 (d, J = 2.6 Hz, 1H), 6.36 -
6.17 (m, 1H), 4.82 (d, J = 5.6 Hz, 2H), 4.64 - 4.55 (m, 1H), 4.43-4.40 (m, 2H),
4.19-4.16 (m, 1H), 3.69-3.67 (m, H), 3.22 (s, 3H), 2.89 - 2.72 (m, 1H), 2.62 -
2.57 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.69-9.66 (m, 1H), 9.38 (s, 1H), 8.63-8.60
(m, 2H), 8.54 - 8.51 (m, 2H), 8.46 (d,J =2.0 Hz, 1H), 7.84 (s, 1H), 7.65 - 7.63
312 633.3 (m, 1H), 6.33-6.20 (m, 1H), 4.81 (br d, J = 5.6 Hz, 2H), 4.63-4.60 (m, 1H),
4.27-4.23 (m, 2H), 4.14-4.11 (m, 1H), 3.40 - 3.36 (m, 1H), 2.88-2.78 (m, 1H),
2.62-2.60 (m, 2H), 2.10-2.06 (m, 1H), 1.44-1.41 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.66-9.63 (m, 1H), 9.37 (s, 1H), 8.65 -
8.60 (m, 2H), 8.51 (d, J = 8.8 Hz, 1H), 8.35 - 8.30 (m, 2H), 7.82 (s, 1H), 7.64
313 617 (d, J=8.8 Hz, 1H), 6.33 - 6.21 (m, 1H), 4.80 (d, J = 5.6 Hz, 2H), 4.63-4.58 (m,
1H), 4.29 - 4.20 (m, 2H), 4.19-4.13 (m, 1H), 3.37 - 3.34 (m, 1H), 2.82 - 2.73
(m, 1H), 2.62-2.61 (m, 2H), 2.08-2.04 (m, 1H), 1.43-1.40 (m, 3H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.66 - 9.65 (m, 1H), 9.40 (s, 1H), 8.68 -
8.61 (m, 2H), 8.53 - 8.46 (m, 2H), 7.92 (d, J = 7.2 Hz, 1H), 7.84 (s, 1H), 7.79 -
7.68 (m, 1H), 7.03 (d, J = 8.4 Hz, 1H), 6.34 - 6.13 (m, 1H), 4.80 (d, J = 4.8 Hz,
2H), 4.67 (s, 1H), 4.63 - 4.54 (m, 1H), 4.31 (d, ] = 12.4 Hz, 2H), 4.09 - 4.08
(m, 1H), 3.75 - 3.63 (m, 2H), 2.89 - 2.79 (m, 1H), 2.64 - 2.57 (m, 3H), 1.21 (br
d, J =6.4 Hz, 6H) ppm

308 589.2

310 633.1

314 616.3
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'HNMR

1H NMR (400 MHz, DMSO-d6) 6 = 9.69 - 9.59 (m, 1H), 9.40 (s, 1H), 8.66 -
8.61 (m, 2H), 8.52 - 8.45 (m, 2H), 7.92 (d, J = 7.2 Hz, 1H), 7.84 (s, 1H), 7.79 -
7.71 (m, 1H), 7.03 (d, ] = 8.4 Hz, 1H), 6.36 - 6.11 (m, 1H), 4.80 (d, J = 4.8 Hz,
2H), 4.67 (s, 1H), 4.64 - 4.53 (m, 1H), 4.33 - 4.30 (m, 2H), 4.14 - 4.03 (m, 1H),
3.70 - 3.65 (m, 2H), 2.92 - 2.71 (m, 1H), 2.57 (s, 1H}), 2.55 - 2.52 (m, 2H), 1.21
(d, ] = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.74 - 9.71 (m, 1H), 9.40 (s, 1H), 8.68 -
8.62 (m, 2H), 8.42 (d, J = 2.0 Hz, 1H), 8.26 (s, 1H), 7.91 (d, J = 7.2 Hz, 1H),
7.83 (s, 1H), 7.77 - 7.75 (m, 1H), 7.52 - 7.13 (m, 1H), 7.03 (br d, J = 8.4 Hz,
1H), 6.36 - 6.17 (m, 1H), 4.81 (br d, J = 4.8 Hz, 2H), 4.58 (br d, ] = 12.4 Hz,
1H), 4.32 (brd,J =12.4 Hz, 2H), 4.18 - 4.03 (m, 1H), 3.74 - 3.59 (m, 2H), 2.90
-2.80 (m, 1H), 2.63 - 2.59 (m, 3H), 1.21 (br d, J = 6.4 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.69 (br t, ] = 5.7 Hz, 1H), 9.41 (s, 1H),
8.77 - 8.63 (m, 2H), 8.54 (d, J = 2.0 Hz, 1H), 8.46 (d, ] = 2.0 Hz, 1H), 8.21 (d,
J=7.5Hz, 1H), 7.98 - 7.79 (m, 2H), 7.00 (d, ] = 8.2 Hz, 1H), 6.37 - 6.16 (m,
1H), 4.82 (br d, J = 5.6 Hz, 2H), 4.68 - 4.55 (m, 1H), 4.16 - 4.07 (m, 1H), 4.03
(s, 3H), 2.97 - 2.80 (m, 1H), 2.76 - 2.64 (m, 1H) ppm

1H NMR (400 MHz, DMSO-d6) 6 = 9.52 (s, 1H), 9.38 (s, 1H), 8.67 - 8.52 (m,
1H), 8.54 - 8.52(m, 1H), 8.39 - 8.37(m, 1H), 8.32 - 8.31(m, 1H), 8.27 - 8.26(m,
1H), 7.79 (s, 1H), 7.74 - 7.72(m, 1H), 7.57 - 7.20 (m, 1H), 6.20 - 6.08 (m, 1H),
478 - 471 ( m,2H), 4.58 - 4.49 (m, 1H), 4.02 - 3.91 (m, 1H), 2.84 - 2.70 (m,
1H), 2.56 (br s, 1H), 2.42 - 2.39 (m, 1H), 2.32 (s, 3H), 1.17 - 1.15(m, 2H), 1.10
- 1.06 (m, 2H) ppm

" LCMS
(ESUM+H)
315 616.3
316 658.2
322 543.2
324 599.2
[0393]

TIPS (2S,4S)-5,5-—

g -2-55)-1,6-Z50E-7-

E{EN-((2-(6-((2S,6R)-2,6-_H

)-4,9- & -2-HE

LI B ) ot

) HE -3,4- G -2H-ZRKH[b][1,4]

ﬂ%ﬂ%ﬂﬂ?ﬁfﬁ i < Bl

HS0LCI

0~80 °C, 5 hrs

OH
HEY
E

a3

Cs,C0;. DMF
25°C, 12 hrs

1274

ag LiIiOH

- 5
rene” g
ey F
[0394]

TR 3- (R &

C256075PA docx

112117604

FEHESE A0202

o
Cl. g o
3 HS,
§ - PPh, OH H50, Hs o
ey 1 - 807C, 18 rs HO MEeQH, 80 °C. 16 hrs

F F HO

i &)

Select F. DAST m- CPBA

Lo

DGCM, 0~25°C, 2 hrs DCM 0~25°C, 2 hrs

)-5-7-4-FEETR H L 2 B

26 243 HEEHRIAS)
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0
CI\Sfp
& OH
HO

F

[0395] #£0°C T LA1043 [RTHSO5C1 (33.25 g » 285.35 mmol » 19
mL) Z BN 3 -3 - 4-FE - R H ER (4 g 0 25.62 mmol) © #£30°C T iRieZIR
GYIHRAH2 hr RAARAIESOC TRHF2 hr - K Z R IER SV EAKK100
mL) o (HEERR IR > @B RILARE TR UEEEH BB 2
3-(F b Bl AL )-5- @ -4- FL AR H L (6.3 ¢ v ) - 'H NMR (400 MHz,

/

DMSO-d¢) 6 = 7.89 (s, 1H), 7.64 - 7.61 (m, 1H) ppm °

[0396]
BER2 ¢ 3-m-4-FOE-S-BRE R H I 2 Bl
0
1S OH
HO
F
[0397] [mI3-(FhEREES)-5-#-4-FE A HEE (4.3 g > 16.89 mmol)j?

(80 mL) b Z %A IPPhs (15.50 g » 59.11 mmol) = f£90°C ks %
BEPBEEL6 hr o 3% K ER &Y At NaHCO; (100 mL) 57111 A
MTBE (100 mL * 3)Z£H] o BEEEMTBEJE - (12N HCUK AR &K g
ZpH=31 FHEA (100 mL * 3)2Z£H{ - Hi#fE (R4 Na>SOLHZE - 38 JE AT IR
BETREUELAEZEOCER Z3-7-4-KBE-5S-GEXHEEG g0 ) - 'H
NMR (400 MHz » Hfg-d,) § = 7.71 - 7.69 (m, 1H), 7.48 - 7.45 (m, 1H)
ppm °

[0398]

HEE3 13- -4- A S-SR AR L HH S 2 B

5 244 H(BEYIEHE)

C256075PA docx
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HO
F
[0399] [mI3-(FbEAEE:)-S-#-4-FEEFHEEG g0 15.94 mmoh)j?

MeOH (30 mL) & 7 A A IIH2SO04 (5.52 g > 56.28 mmol » 3 mL) - {£80
C iz R &R 16 hr o fERER TR 4% S IEE SV LI FRMeOHAL
FAH20 (100 mL)#% %2 - F 8 RINaHCO: K 7K J& 38 %2 £ pH=3 1 FIEA (500
mL*2) ZEHY o & E& 2 HRE (R & MK Na: SO g2 - IR AE E 2 TR
4 o BRI R M IEME S BB 4£Si02 © 20 g © PE/EA=1/0~9/1 -
Rf=0.5)% (L - BEEABITRLAELEE QD EOREEE 2 3-F-4-FE-S5-HAFTH I
fi5(2.4 g 11.87 mmol » 74.45%E>%) - 'H NMR (400 MHz, DMSO-d¢) §
= 7.86 (s, 1H), 7.77 (s, 1H), 7.63 (br d, J = 10.8 Hz, 1H), 7.46 - 7.43 (m,
1H), 3.80 (s, 3H), 3.78 (s, 2H) ppm ©

[0400]

R4 9--2-HH A-3.4- G- 2H-ZRIF[b][1, 4R EENE-7-F2 I HH s
i

0
S
O/
o)
F

[0401]) [=]3-F-4-FCE-5- G AR HE4HE(1.2 g » 5.93 mmol)
1,3- B T /E(1.28 g » 5.93 mmol > 719.87 uL)}ADMF (50 mL)H 7 /5K
ANJNCs2COs3 (9.67 g > 29.67 mmol) » 1£25°C Mz R EYIRAF12 hr - 3
BREVHHH0 (200 mL)FFEEIZAAMTBE (200 mL * 2)ZH] - &84HE 2H
P (R4 K NaxSOL5Z 18 » MBIRLRYE - 2BV GREMEMESERER

26 245 H(EEHRIAS)

C256075PA docx
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Si0, > fi i/ LM LBE=1/0%£0/1 > Rf=0.4) &AL - REAENKRUELER
e UM 2 9- % -2- B -3,4- @ -2H- 2R FF [b][1, 4] WE R -7- 52 B A5 (1.5
g > 5.54 mmol > 93.43%E ) - LCMS (ESI) m/z: [M+H] * = 256.8 - 'H
NMR (400 MHz, DMSO-d¢) & = 7.69 - 7.66 (m, 1H), 7.60 - 7.57 (m,
1H), 4.40 - 4.30 (m, 1H), 3.83 (s, 3H), 3.31 - 3.15 (m, 1H), 2.91 - 2.86

(m, 1H), 2.27 - 2.20 (m, 1H), 2.09 - 2.00 (m, 1H), 1.38 (d, J = 6.4 Hz,

3H) ppm ©
[0402])
WERS 1 4,9- & F-2-HE-3,4- T F - 2H-ZKH [b][1,4] 5 EENE-7-$2 fiE HH
[
. o
(@)
F
[0403) H0C TP H9-&F-2-HE-3,4- & -2H- K [b][1,4] 15 B5ENE -

T-FAMHBEE(1.3 g » 5.07 mmol) ¥ ACN(13 mL)H 7 J& i /A Jl Select F
(2.70 g > 7.61 mmol) &zDAST (163.52 mg > 1.01 mmol > 134.03 ulL) - £
25C TR EPIRFEL hr o 28 1E0C TR IIDIEA (983.34 mg » 7.61
mmol > 1.33 mL) - 7£25C NEZESPEF]L hr - fL0C NEZIEEWIR
M NaHCO3 7K/ KR (100 mL)i FIDCM (40 mL*3)ZHY » 4840 & 2 e
588K NaxSOL 520 » BB R ME LR M E SO HER 2 4,9- —F-2-H
B-3,4- T -2H-FR IR [b][1, 4] BEE N -T7- 55 B H 5 (1.3 g > fH) - LCMS
(EST) m/z: [M+H] * = 274.9 -

[0404]

HEE6 ¢ (R F)-5,5- ZF 164,9- ~F -2- H A -3,4- 5 -2H- K I

26 246 HEEHRIAS)
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[b1[1,4]MEHEME-7 - $2 /% B S f2 (IHF0)-5,5- — % (E4.9- & -2-HE-3,4- &
2H-ZRFF[b1[1,4 105 HENE-7- 72 % HH g < Bl

F., Q\ /,O S % F", C\)\S/’O 0
S 0 o~
o O
F F

[0405) #F0C TN H4,9- & -2-HE-3,4- _F-2H-ZEF[b][1,4]EE 0%
ME-7-F2BE HBE(1.3 g - 4.74 mmol)JRDCM (33 mL)H & KA Im-CPBA
(3.37 g » 16.59 mmol > 85% &%) - {£25C N ZBESBFE2 hr o 3%
REPEIAIKSO mL) FLFHEA (50 mL*3)ZH - A1 (R 4EfE7KNa2SO04
e R o BB AE HZE TR o a2 BB er Y& #E h IE M S B (B HESi0, »
PE/EA=1/0~0/1)%i{t - £ B ZE NR4EBITIK - ZERer V{5 M H =5
(0.1% FAfRMA) &AL - £ H %2 N R Z BT R LB RMeCNIL FHEA (50
mL*3) 2B - A g B & MK Na SOz 1R » BB WAL REZE NE4 - EY)
BFEEM IEME E& B (EfESiO, » PE/EA=1/0~0/1 » Rf = 0.3 ~ 0.2)4li{k - F£F &
N R IBTIR A E A Rl 2 (RFH)-5,5- & (b4,9- “&F-2-H E-
3,4- G -2H-ZRF[b][ 1,4 EBEN-7-$2 #£H5(390 mg » 1.27 mmol » 26.87%

ll

7ZER) - LCMS (EST) m/z: [M+H] * = 306.9 - 'H NMR (400 MHz, DMSO-
de) & = 8.24 - 8.16 (m, 2H), 6.35 - 6.19 (m, 1H), 4.39 - 4.31 (m, 1H),
3.91 (s, 3H), 2.80 - 2.60 (m, 2H), 1.50 (d, J = 6.4 Hz, 3H) ppm B £ {E
2 (ME=0)-5,5- & b4,9- Z&-2-H E-3,4- G- 2H-FH[b][1,4] 5 BEN-
7-$ 4 15(60 mg > 195.90 umol > 4.13%ER) - LCMS (ESI) m/z: [M+H]
+ = 306.8.'H NMR (400 MHz, DMSO-d¢) & = 8.25 - 8.18 (m, 2H), 6.21 -
6.05 (m, 1H), 4.71 - 4.61 (m, 1H), 3.91 (s, 3H), 2.78 - 2.69 (m, 1H),
2.63 - 2.54 (m, 1H), 1.47 (d, J = 6.8 Hz, 3H) ppm -

55 247 H(EBEYIEHE)
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[0406]
SET ¢ (EF)-5.5- 2R (B4,9- Z & -2- & -3,4- Z @ -2H-F 3+

[bI[1,4]ERIENE-7-F5 §% ~ B

0
F
OH
0
20
’«%S\\O

[0407) = (ER)-5,5- =& 1(£4,9- — & -2-HEH-3,4- —F-2H-% 3
[b][1,4] 1 1 1 -7- ¥8 % FS (60.00 mg > 195.90 umol) A THF (0.8 mL) &
MeOH (0.8 mL) 7 7 B4 )R ILIOH (14.08 mg > 587.69 umol) & H,O
(0.4 mL) - f£25C FRFZEEYREEEL hr - ITHCIKZE R (1N) R % [ HER
GV £pH=3~41 FJEA (5 mL*3)ZH] - L4 & 2 A/EHHEKA0
mL) &% » & NaSO45288 - BB EZE NRELNEAE =M 2 (E
)-5,5- & AL4.9- T Hm-2- A -3,4- T -2H-FRIF[D][ 1, 4] R EE -7 -5 iR
(60 mg > fH) - '"H NMR (400 MHz, DMSO-d¢) & = 8.29 - 8.12 (m, 2H),
6.24 - 6.04 (m, 1H), 4.76 - 4.57 (m, 1H), 3.92 (s, 3H), 2.80 - 2.55 (m,
2H), 1.48 (d, J = 6.4 Hz, 3H) ppm ©

[0408)

W EE8 1 (2R,4R)-5,5- ~ & {£4,9- — &, -2- H £ -3,4- — & -2H- 7 3
[bI[1,4] 08 BEMNE-7- 52 B &2 (2S.4S)-5,5- “ & AE4,9- " &-2-FH &-3,4- & -

2H-ZEFF[b][1, 4] HENE-7 -2 B 2 Bl g

o O
F
F:@)\OH OH
0
O
. =0
Rl 120 w8 5
—ws\\o 5%
F

F

26 248 H(EEMHRIAS)

C256075PA docx
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[0409] (EF0)-4,9- " &-2- B A-3,4- G -2H-ZKH[b][1,4] 158 BENE-
7-#£ % (60 mg > FH){3# M SFC (& ff : DAICEL CHIRALPAK IG (250
mm*30 mm > 10 um) ;s ¥ 8/ : [MeOH (0.1%IPAm)] ; B% : 20% &
20% » A5.4 5 54 min)sp i o AEHEZE N IRYEANT IR LLE 4 A 4H(2S,45)-5,5-
R AE4.9- @ -2- HA-3,4- G- 2H-ZRHF (D] 4] EEENE-T- SR I R B =
M2 #H(2R,4R)-5,5- & (E4,9- & -2- B A-3,4- T -2H-ZR R [b][1,4] 02
N -7-$8 B8 (R REY15) (23 mg @ 77.30 umol » 37.65% & %) - 'H NMR
(400 MHz, DMSO-d¢) 6 = 8.29 - 8.12 (m, 2H), 6.24 - 6.04 (m, 1H), 4.76
- 4.57 (m, 1H), 3.92 (s, 3H), 2.80 - 2.55 (m, 2H), 1.48 (d, J = 6.4 Hz,
3H) ppm » #f Z M SFC : G-3-MeOH (DEA)-5-40-3mL-35T.lcm » Rt =
1.313 min > ee% = 100% -

[0410]

(2R,4R)-5,5- ~ FHAEN-((2-(6-((2S,6R)-2,6- — HH A I Uk A ) ot oE -2-
B)-1,6-Z80E-7-F) HE)-4,9- &-2-H &-3,4- " F-2H-FRIF[b][1,4] G215
-7 HH g 2 B

=T Boc., o
1
N | mm g,
Br N 4) = /SI N N (R) N N fﬁ’)
Rslyo PaiPPhs), = LLT}O PeIPPR,Cle s o

100G, 2 hrs 100 °C, 2 hrs
TERI )

N
I

Iy
&

o]

F
o]
Ry 20
RS
Q
v

Z F
TFA s Ny A ' RS “ N Rp
= HM | N NW O 510
DCM. 25 °C. § hrs Nz S0 {

EDCL HOBL DIEA, DCM.

Ha 4] 25°C, 2 hrg
LR

OH

[0411])
ZER1 0 (2S,6R)-2,6- " B Bk-4-(6-( = H B HH § i 25 ) ML g - 2- 2 ) MEG D

26 249 HEEHHRIAE)

C256075PA docx
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]

]
:Sln NN
Lﬁs}o

[0412] [A(2R,6S)-4-(6-8-2-0IE £k )-2,6- - HH AL -IE IRk (FRIZ & 56
2 A B (600 mg > 2.21 mmol) fr = BB (= BB g5 e B ) § e
(869.96 mg > 2.66 mmol * 550.60 ul) > &5 (7 mL) & 2 5 & A
Pd(PPhs3)s4 (127.85 mg > 110.64 umol)  ji& &% 8 & VIR SRl A N2 WK R AL
100°C T2 hr - K ez B & YE A K100 mL) F3 FHEA (30 mL*3) 2%
0 - &ZsHE 2 AW HEER/KGO mL)EM > &EM/KNaxSO4FZ 1k - HBJE
HEEZE NREUESE ZE=EH.Z(2S,6R)-2,6- —HE-4-(6-(Z HEH ik
L)L e -2-F) WG UK (780 mg > fH) > HAAE AR T —F 8 - LCMS (ESI)
m/z: [M+H] * = 356.7 o

[0413]

B EE2 ¢ ((2-(6-((2S,6R)-2,6- — H L I b &L ) IbE e - 2- B )-1,6- 25 0E - 7-
B H B =T Be < i

Boc. N

N NI N (R)

N A A L(S[LO
[0414] [A](2S,6R)-2,6- B E:-4-(6-( = HH AL H # e AL ) L g -2- &)
IEUHR(779.63 mg » 2.20 mmol) &ZN-[(2-F-1,6-Z50g-7- ) H B HEL S =
T H5(430 mg > 1.46 mmol) j* I HE(S mL) F 2 75 )& A J1 PA(PPh3),Cl,
(102.75 mg > 146.38 umol) - FZ ESPIH RAL B NI iF K £ 100°C T 18

2 hr o BZCREYIEIAIK(100 mL) AL FHEA (30 mL*3)ZEH] - &8 2

26 250 H(EEHRIEE)

C256075PA docx
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g %A EKG0 mL))F %k - &M/KNaxSOL5Z 88 - 8T A2 TR
48 o ZIRBEY BREAREMESE(EM - Si02 » PE:EA=1:0~0:1 » Rf=0.2)4f
b HEZETRESTKRULEEESEETE Z ((2-(6-((2S,6R)-2,6- _H A
MEE bR 25 ) UEL B -2- 6 ) - 1,6- 251 - 7-FD) FH B ) ¢ FH A 5 (600 mg » 1.27 mmol >
86.62%FE %) - LCMS (ESI) m/z: [M+H] * = 450.0 - '"H NMR (400 MHz,
DMSO-dg) & = 9.35 (s, 1H), 8.71 - 8.55 (m, 2H), 7.93 (d, J = 7.4 Hz,
1H), 7.82 - 7.73 (m, 2H), 7.60 - 7.58 (m, 1H), 7.03 (d, J = 8.4 Hz, 1H),
4.45 (br d, J = 5.8 Hz, 2H), 4.31 (br d, J = 12.6 Hz, 2H), 3.76 - 3.57 (m,
2H), 1.44 (s, 9H), 1.22 (d, J = 6.2 Hz, 6H) ppm °

[0415]

HEE3 1 (2-(6-((2S,6R)-2,6-  H AL NG Ik B IL0E-2- B )-1,6-Z50E-7-5)
i B

]
N
HNT S SN N/(a/
N A~ k(]s,po

[0416] [E((2-(6-((2S,6R)-2,6- " B ELMEIHEL ) I IE -2- ) -1,6- 250 -
7-2) ) I FH L FR(200 mg > 444.90 umol) J¥DCM (2 mL) = Z 75/ IR
TFA (0.6 mL) = {£25C TN az B aPEFAF6 hr o K Z & & VE A Al
NaHCO; (20 mL) i FFDCM (10 ml1*3)ZEHY - &840 &5 2 A 1% /& (R i B K
(10 mL);F% - &EME/KNaSOs52 KR - M IEILAE H 22 TR HE LUE 4 2 5=
Z(2-(6-((2S,6R)-2,6- —— HI BL UG IR Bk ) ML IE -2- 6 )-1,6- 25 e -7- 5 ) H i (160
mg > i) - LCMS (ESI) m/z: [M+H] * = 350.0

[0417]

B ER4 © (25,45)-5,5- & (EN-((2-(6-((2S,6R)-2,6- — H HL I Db B ) ot

55 251 H(EHIEHE)

C256075PA docx
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1864749

WE-2-55)-1,6-Z50E-7-55) B EE)-4,9- & -2-H A-3,4- & -2H-ZH[b][1.4]
BEENE-7- BRI (& 134) 2 Bl

e ~

F N NS SN
' N (R)
O N A\F kﬁg),o
(R)  &=0
’&5’)(8\\
o)

[0418]) = (2R,4R)-5,5- & {E4,9- _ & -2-HE-3,4- _ G -2H-K3f
[b][1,4]EEENE-7- 52 % (F A #75) (18.40 mg > 62.96 umol) /A DCM (1 mL)
h 7 SR ASTIEDCI (16.46 mg > 85.86 umol) ~ HOBT (11.60 mg » 85.86
umol) &z DIEA (36.99 mg > 286.20 umol > 49.85 ul) o ZR1& /A N1(2-(6-
((2S,6R)-2,6- —~ HH A I Obf 5k ) O B -2- B )-1,6- Z5 g -7- &) H % (20 mg >
57.24 umol) = f£25°C MRZREGYIRA2 hr o ez B &V E A K10 mL)
Hil FHEA (5 mL*3)ZEHY « &K4H & 2 AR M E/KG mL))E%E » &K
Na,SO4kZ e » WAL HZE MR - B e R M HAHPLC (B
¥ : Phenomenex luna C18 150*25 mm* 10 um ; ¥ &40 : [ /K (FA)-
ACN] ; B% * 50% £80% - 10 min)&fi{t - 2RA1& R4S M R IL AR 52 DLUE AR
2w S 2 (25,45)-5,5- “ & AEN-((2-(6-((2S,6R)-2,6- B AL UG IhR A )tk
DE-2-55)-1,6-Z80E-7-45) A )-4,9- & -2-H &-3,4- - 2H-Z 7 [b][ 1,4]
52 I8 N -7 - BH B B2 (7.23 mg > 11.35 umol > 19.83% & %) - LCMS (ESI)
m/z: [M+H] * = 623.9 - 'H NMR (400 MHz, DMSO-ds) & = 9.68 - 9.66
(m, 1H), 9.40 (s, 1H), 8.71 - 8.58 (m, 2H), 8.40 - 8.30 (m, 2H), 7.91 (d,
J =7.6 Hz, 1H), 7.83 (s, 1H), 7.78 - 7.75 (m, 1H), 7.04 (d, J = 8.4 Hz,
1H), 6.24 - 6.01 (m, 1H), 4.82 (br d, J = 6.0 Hz, 2H), 4.67 - 4.56(m,

1H), 4.32 (br d, J = 12.0 Hz, 2H), 3.72 - 3.64 (m, 2H), 2.80 - 2.56 (m,

55 252 H(BEHIEHE)

C256075PA docx
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4H), 1.49 (br d, J = 6.2 Hz, 3H), 1.22 (d, J = 6.2 Hz, 6H) ppm -

[0419] #fZM:SFC : (S, S) Whelk-O1-IPA+ACN(DEA)-40-3mL-
35T.lcm » Rt = 2.237 min > ee% = 97.69% -

[0420] R7+H 2 THIE B EHRELCEEREREORKEARH
e avi34m 2B -

KT ARREZ(LEY

LCMS
# (ES/ | '"HNMR
M+H)
1H NMR (400 MHz, DMSO-d6) & = 9.75 - 9.72 (m, 1H), 9.41 (s, 1H), 8.69 - 8.62 (m,
2H), 8.49 (d, J = 1.2 Hz, 1H), 8.47 - 8.45 (m, 1H), 8.28 - 8.25 (m, 1H), 7.92 (d, T =7.2
131 | 6230 | Hz 1H), 7.85 (s, 1H), 7.77 - 7.74 (m, 1H), 7.04 (d, J = 8.4 Hz, 1H), 6.28 - 6.03 (m,

1H), 5.54 - 5.49 (m, 1H), 4.83 (d, ] = 5.6 Hz, 2H), 4.69 - 4.50 (m, 1H), 4.32 (d,J=11.2
Hz, 2H), 4.03 - 3.82 (m, 1H), 3.79 - 3.62 (m, 2H), 2.55 - 2.53 (m, 2H), 1.56 (d,J = 6.8
Hz, 3H), 1.22 (d, J = 6.4 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.65 - 9.62 (m, 1H), 9.08 (s, 1H), 8.63 (d, ] = 2.0
Hz, 1H), 8.36 - 8.33 (m, 1H), 8.27 (s, 2H), 7.82 - 7.75 (m, 2H), 7.48 (s, 1H), 6.99 (d, J
162 | 590.3 | =2.0Hz, 1H), 6.17 - 5.90 (m, 1H), 5.32 - 5.27 (m, 1H), 4.73 (d, ] = 5.6 Hz, 2H), 4.57 -
4.44 (m, 1H), 4.31 (s, 4H), 4.10 - 4.02 (m, 1H), 2.01 - 1.85 (m, 1H), 1.62 (d, J = 6.8
Hz, 3H), 1.02 - 0.89 (m, 2H), 0.76 - 0.66 (m, 2H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.72 - 9.69 (m, 1H), 9.43 (s, 1H), 8.69 - 8.61 (m,
2H), 8.46 (d, J = 7.2 Hz, 2H), 8.38 - 8.36 (m, 1H), 8.21 (d, J = 8.8 Hz, 1H), 7.88 - 7.81
197 | 573.3 | (m, 2H), 7.47 (d,J = 7.6 Hz, 1H), 7.16 - 6.78 (m, 1H), 6.21 - 5.98 (m, 1H), 5.36 - 5.33
(m, 1H), 4.83 (d, J = 5.6 Hz, 2H), 4.60 - 4.34 (m, 2H), 4.02 (s, 3H), 1.65 (d, ] = 6.4 Hz,
3H) ppm °

1H NMR (400 MHz, DMSO-d6) & = 9.69 - 9.66 (m, 1H), 9.40 (s, 1H), 8.68 - 8.61 (m,
3H), 8.38 - 8.36 (m, 1H), 8.35(d,J =1.6 Hz, 1H), 791 (d,J =7.6 Hz, 1H), 7.81 - 7.72
200 | 606.0 | (m, 3H), 7.03 (d, J = 8.8 Hz, 1H), 6.08 - 5.93 (m, 1H), 5.34 - 5.27 (m, 1H), 4.83 - 4.80
(m, 2H), 4.53 - 4.46 (m, 1H), 4.30 - 4.29 (m, 2H), 4.10 - 4.03 (m, 1H), 3.69 - 3.65 (m,
2H), 2.53 - 2.52 (m, 2H), 1.63 (d, ] = 6.4 Hz, 3H), 1.21 (d, ] = 6.4 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.75 - 9.73 (m, 1H), 9.40 (s, 1H), 8.70 - 8.59 (m,
2H), 8.53 (s, 1H), 8.48 - 8.39 (m, 1H), 8.26 - 8.23 (m, 1H), 791 (d, J = 7.2 Hz, 1H),
222 |1 6243 | 7.84 (s, 1H), 7.77 - 7.75 (m, 1H), 7.03 (d, J = 8.4 Hz, 1H), 6.27 - 6.03 (m, 1H), 5.53 -
5.48 (m, 1H), 4.82 (br d, J = 5.6 Hz, 2H), 442 - 427 (m, 4H), 3.73 - 3.60 (m, 2H), 2.58
-2.55 (m, 2H), 1.63 - 1.61 (m, 3H), 1.21 (d, ] = 6.4 Hz, 6H) ppm

[0421]
(S)-1,1- & (EN-((2-(6-((2S,6R)-2,6-  H FL M B £ ) L B -2- 5 )- 1,6-
ZENE-7-F) HE)-2-%,-4- FH 2 -2,3,4,5- VU E 28 5 [£1[1,4] 1 & F - 8- HH ifg iz
UEEW) 22

26 253 H(EEHRIAE)

C256075PA docx
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F. e H(I
\lfj/ NagS | ot @ 2 ( BH3-Me25 Br (Boc)z. DMAP, TEA
O ioN L B — (
\ﬂ DMF, MNaH/THF, DMF, THF, 25 - THF, 25°C, 4 hrs
© 26°C. 12 hrs o 25°C. 12 s 80°C, 12 brs
i3 2 ) W5 g
Select F,
Pd(OAc), deop-2HBF, ' m-CFBA
e & K260, CO {15 psi) fs DAET‘ DIEA P
i —_—
DCM 25°C,
BOGN\/O, DMSO, MeOH, BocN MeCM B"CN 12 hrs ‘3"0’“
100 *C, 2 hrs 0-20°C, 12.5hrs
LERs K
g

[
TFA & P
. o
DCM, 25°C, M
2hrs HN

R

HO
LiOH (‘;:
- .
o=
THF, H.0. A
25°C, 2 hrs pdi

g8

[0422]
S EEL

O

[0423]) [H/4-38-2-5.-

4-38-2-

HS Br

NaBHyCN, AcOH
MeOH, 25°C, 2 hrs

Ry

i Y]
N S
g N L™

LN

DIEA, EDCI, HOBY,
DCM. 25°C, 12 hrs

HAEL2

t(
St

FS0 a
?'J\Q)\ J\Q)‘\ ?:S)g)\ /
151 Q
SRR N
/
10B

NG N
|
el ‘ \N =
N N, .G
N
S8
i
O o=g
Eroe b

7 i HH s 2 L1

RHEEEHESGS g 21.46 mmol) ADMF (50

mL)F 7 7R AR INaS (1.95 g » 22.53 mmol » 90%&[E) - {£25C K%

BREVIRFI2 hr - ERERE Z4-17-2-

DMF (50 mL)9 7B &%

LCMS (EST) m/z: [Br*'M+H]* =
[0424]
BER2 ¢ 8-1R-3,4- @R Hf1[1,4]

(S
HN
0

[0425] [a14-38-2

C256075PA docx

112117604

Br

FEHESE A0202

e
- A

% E
S 55

FHEEHES(S.3 g DR
ERT -

4t 5

AR

—FM{ERI T ERHAR T —
204.0 -

ME -5 (2H)-FH 2 B

RHEEHES(5.3 g > 21.45 mmol)ADMF (50

55 254 H(BEYIEHE)

1123291485-0
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mL) &z THF (50 mL) 9 28RN I2- A LK (4.98 g » 42.90 mmol) » 7A1%
L0C TN RS T¥NaH (2.57 g > 64.34 mmol > 60% %) RN E %R
G o E25C TRz B S WIBHEE12 hr - 320R &Y% FANHCUE K (500
mL)FRE R FHEA (500 mL * 2)ZEHL » K4H &2 A E AR EK (300 mL *
2)IB M o AR TRIE B MK NaSOLFZ KR IR 48 DUR LR 6R Y - Z 7R 6k
VI FAMTBEM R B8 « (LB ZE Rz Eei UE L 2R E G ERIES
8-38-3,4- G HFH[1[1,41EFIF-5(2H)-FFH (1 g > 3.87 mmol > 18.06% &
%) o LCMS (ESI) m/z: [Br8'M+H]* = 260.2

[0426]

A ER3 1 8-IR-2,3,4,5-VUGE A H[f1[1,41EE N 2 B

[0427] 7E25°C N [=8-J8-3,4- G AF[F1[1,4]8E K ME-52H)-ffH (1
g > 3.87 mmol) /ATHF (10 mL)H 35 %K BH;-Me,S (10 M > 774.79

o {E60°C MR EYIRFEL2 hr - Z KIEE S Y5 HAMeOH (2 mL)#
BALAE60C TR 12 hr - REEZIREYINEEE =T EIH Z8-17-2,3,4,5-11
S IE[F1[1,4] E £ (945 mg » #) - LCMS (ESI) m/z: [Br8'M+H]* =
246.0

[0428]

F R4 8-IR-2.3- G AR 1[4 EEEE-4(SH)- BB 5 = T s < B

{ Br
BocN

[0429] [m18-7R-2,3,4,5-VU S 7 JF [f1[1,4] B & F (945 mg - 3.87

A

7

26 255 H(EEHRIAE)

C256075PA docx
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mmol) 7 THF (10 mL) & 7 A& A 1 (Boc).O (1.69 g » 7.74 mmol) [z
DMAP (47.29 mg > 387.06 umol) &, TEA (1.17 g > 11.61 mmol) » £25C
TR B4 hr o ZORE YR HKQ0 mL)MEIHEA (20 mL * 2)
ZEHL - B a2 AR IE (R MK Nax SOz e R 45 LU R R 6R ) - 452
RV R SR BTl (ISCO® © 12 g SepaFlash® _F (LAY &R E
o 0~100% LB L F/ A B 2 BT &Mt - REEBITRLELZEZEH G
& 58 1S 2 8-7R-2,3- & AR f1[1,4]1E R I-4(5H)-# H 5 = T B5(600
mg > 1.74 mmol » 45.03% & %) « LCMS (ESI) m/z: [Br¥'M+H]* =
290.0 - 'THNMR (400 MHz, DMSO-dg) § = 7.70 - 7.64 (m, 1H), 7.52 -
7.43 (m, 1H), 7.33 - 7.25 (m, 1H), 4.49 - 4.39 (m, 2H), 3.79 (s, 2H),
2.89 -2.76 (m, 2H), 1.33 (s, 9H) ppm -

[0430]

RS ¢ 2,3- &A1, 4] R -4,.8SH)- K 4-(E="T F5)8-
H s < B

o)

S
Q@*"/
BocN

[0431] [m8-)8-2,3- "G H[fI[1,4]ER-4SH)- BB FE =Tl
(600 mg > 1.74 mmol) ADMSO (6 mL) &zMeOH (279.22 mg > 8.71 mmol)
T ZERAM_BEOEQG- RO AU SSENA) B “lUs Wi
(106.71 mg > 174.28 umol) -~ K,CO; (361.32 mg > 2.61 mmol) &
Pd(OAc)> (39.13 mg > 174.28 umol) » ZA{& 5% 8 = VI SR K FH COR iR 3
Ko WAE100C FAECO (15 psi)sR FRFF2 hr - BIEZIE G YW HEA
(100 mL) &27K(100 mL)/FRIEEF - AR EEY(HH/K(100 mL)#H Il

26 256 H(EEHRIAE)

C256075PA docx
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FIEA (100 mL * 2)ZEHY - K40 & 2 7 2 48 4 7K Nao S O 57 & Il 8 47 DA R
HEY) - REFVIHEH ST BENitSCO® ; 12 g SepaFlash® S (L
WS BREE > 0~100% L1 L Bs/Am B 2 BT R SE - REEETRLE
F£EHOERZ2.3- Z@FH L4 ERE-4,8(GH)- Z & #K4-(F =
fi5)8- B fi5 (450 mg > 1.39 mmol > 79.84% EE %) - LCMS (ESI) m/z:
[M+H]* = 224.1 'HNMR (400 MHz, DMSO-d¢) § = 8.04 - 7.98 (m, 1H),
7.88 - 7.80 (m, 1H), 7.54 - 7.46 (m, 1H), 4.58 - 4.49 (m, 2H), 3.88 -3.77
(m, SH), 2.93 - 2.82 (m, 2H), 1.34 - 1.29 (m, 9H) ppm °

[0432]

L ER6 ¢ (S)-2-%-2,3- @A H[1,4] R -4,8(SH)- ZFR EZ4-(58
= TER)8-H s~ 2

=
O

2—3
BocN\\/;Z::i7(’£<0’/
[0433] [F12,3- G R FFIF1[1,4]HE HIFE-4,8(SH)- L EL4-(F =

f5)8- H 5 (450 mg > 1.39 mmol) ¥ ACN (6 mL) & 7 )5 /s fl Select F
(985.86 mg > 2.78 mmol) & ZR1EFE KA (0C) FIRMDAST (44.86 mg -
278.29 umol) » f£25°C MR Z B RBFEO0.5 hr o ZREBAEKIBOC) MR
DIEA (269.75 mg > 2.09 mmoD)ifE25°C T % /AR HE12 hr - 3R EY)
HAZK(30 mL)M BN FHIDCM (30 mL * 2)ZEHY » &84 & 2 A /g % &
7KNa:SO4FZ B W R 4E 2 E RO E RS 2 (S)-2-7-2,3- ZE A FH[f1[1.4]1E R
F-4,8(SH)- _#EE4-(F =T £)8-HE5(475 mg - #) » HMF (LRI A {E
% o

1]

[0434]

55 257 HEEYIEHE)

C256075PA docx
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FERT © (S)-1,1- 5 Ab2-%-2,3- Z @R IF][1,4]HE R F-4,8(SH)-
BleA-(5 =T 2)8-H s 2 2l

F

%0
BocN \@)( o~

[0435] fE£0°C T E(S)-2-%-2,3- ~FEAIF[f1[1,4] 8 & F-4,8(5H)-
THWA-(B =T E)8-HE5(475 mg > 1.39 mmo) jADCM (6 mL)H 2 IFIK
ANHIm-CPBA (1.41 g 6.96 mmol » 85%%[§) - {£25C N #Z EESYE
12 hr o 3Z0REYIEHAZK(30 mL)FE#E I FHDCM (30 mL * 2)Z£H] - ZA1%
A& 2 HHEIE % A EEMNa,SOs (30 mL * 2) K EAINaHCO3% /K (30 mL
* 2)IF A R A% & NaxSOLRZ e » IR NRLELUERIE6RY) - R h s
M o B Y B2 T8 17 fld (ISCO® ;20 g SepaFlash® & (b B T B B >
0~100% £ % 2 Ba/ A 0m Bt 2 Btk &G - BEATEULEELEZEOGEE
Z1L1-ZEAE(S)-2-%-2,3- S AR [F1[1, 41 HIE-4,8(SH)- 3B 4-(56
=THE)8-HES(180 mg > 448.32 umol » 32.22%FE %) - LCMS (ESI) m/z:
[M+H]* = 318.0 - '"HNMR (400 MHz, DMSO-d6) § = 8.48 (d, ] = 2.8 Hz,
1H), 8.38 - 8.28 (m, 1H), 7.85 - 7.73 (m, 1H), 6.28 - 6.10 (m, 1H), 4.91 -
4.79 (m, 1H), 4.69 - 4.49 (m, 2H), 3.99 - 3.81 (m, 4H), 1.35 - 1.26 (m,
9H) ppm °

[0436]

HERS 1 1,1- & A(b2-7-2,3,4,5- VUSRI [F1[ 1,41 FE-8- H2 B HH S
< B

F

%0
Dens

C256075PA docx

26 258 H(EEHRIAE)
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[0437] [ (S)-1,1- — & fb 2- &,-2,3- & % 3 [f1[1,4] & & I -
4,8(5H)- _ ¥ 4-(%F = TH5)8- H{E5(180 mg > 482.06 umol) ADCM (2
mL) o 2R IITFA (1.10 g » 9.64 mmol) - f£25C N Z/E VIR 2
hr o 3Z0R G Y% KK(10 mL) #7807 A 68 fINaHCO3 /5 /K S 2 pH = 8 -
AE sz B EYHHADCM (10 mL * 2)ZHL « 4820 & 2 H e (5 &L fi 7
Na,SOLFZEB W R A E A E = BB 2 1,1- F 1 (L2-5.-2,3,4,5-TUE K
[£1[1,410E 5 0F-8- ¥4 1% FH S (130 mg > 475.70 umol > 98.68% %) o LCMS
(ESI) m/z: [M+H]* = 274.0

[0438]

HEEO 1 1,1- ZE(B2-5F-4-F E-2,3,4,5- VUG FEFH[F1[ 1,4 HEEH E-8-55
b5 HH s < B

[0439]) [m1,1- & A(B2-7-2,3.4,5-FUGE AR FF[F][1,4] 8 EF-8- 52
IS (130 mg » 475.70 umol) A MeOH (2 mL) §1 2 % i 3R #il HCHO
(115.83 mg » 1.43 mmol » 37%4 %) R AcOH (2.86 mg » 47.57 umol) » %4
%AE0C FiARINaBH;CN (89.68 mg > 1.43 mmol) - f£25C Tz /EEY
BHE2 hr - ZOREY)HHK(0 mL)MFEEILHEA (10 mL*2)Z<H - &K4H &
Z AW E B IIKNa SO 52 R R e AR R B 6r 1) - B G HIER =
BRI JE M7 fla (ISCO® ; 20 g SepaFlash® —F (LAY T&FFETE » 0~100% 4
B LB/ aomi s @it - REATRAEELEERER - AL
2-G-4-FHE-2,3.4,5-TOE L[] 1,485 I0-8- 8 % FHES (120 mg » 417.67

umol > 87.80%E %) - LCMS (ESI) m/z: [M+H]* = 288.1 - 'HNMR (400

26 259 HEEHRIAE)
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MHz, DMSO-d¢) 6 = 8.48 (d, J = 1.6 Hz, 1H), 8.29 - 8.26 (m, 1H), 7.77
(d, J =7.6 Hz, 1H), 6.12 - 6.08 (m, 1H), 4.50 - 4.44 (m, 1H), 4.10 - 4.06
(m, 1H), 3.92 (s, 3H), 3.61 - 3.53 (m, 2H), 2.52 (s, 3H) ppm °

[0440]

HEE10 ¢ (R)-1,1- ZFAL2-F-4-H E-2,3,4,5-TUFE A FH[f1[ 1,411 &
-8- 34 I FH B F (S)-1,1- “FAL2-%-4-H 5-2.3,4,5-TUE AR FF[f1[1,4]EE 5

-8 -2 i HH i < 2415

F C\)\ /,O Q Fe C\)\ /,O %
S - S -
@ o~ . ) 0
N N
/ /

[0441) 1,1- . EA(E2-F-4-HE-2.3.4,5-PUE FEF-[£][1,4] 15 5 IT-8-
R HES(120 mg > 417.67 umol) {4 %5 FHSFCoy B - sZ[Ef8 4% HHSFC (&
% : DAICEL CHIRALPAK AD (250 mm*30 mm > 10 um) ; & &fH :

EEJT

T

[0.1%NH;H,O0 MEOH] ; B% : 25%%25% > 6.8 min)4 B o JE4EIE 1 7%
RUREE 0 EEE 2 (R)-1,1- ZF A L2-%-4-H 5-2,3.4,5-TUE K IF
[£1[1,4]0E EF-8-F4 B FH 5 (30 mg > 104.42 umol » 25.00% & ) - HEM:
SFC : AD-3-MeOH (DEA)-5-40-3mL-35T.Icm ; Rt = 1.127 min ’ ee%
=100% -

[0442] ‘RémlE2 25K AR E O BB 2 (S)-1,1- ZF I L2-5-
4-EHEE-2.3,4,5-DUE FEFH[£][1,4]EEIF-8- L H5(35 mg > 118.17 umol
28.29%FE) o ¥EM:SFC @ AD-3-MeOH (DEA)-5-40-3mL-35T.lcm ; Rt
=1.957 min > ee% = 99.49% -

[0443]

HEELL 0 (R)-1,1- & b2-f-4-H E-2,3,4,5-T0G FEFE[£][1,4] 15 & I

26 260 H(EEHRIAE)
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-8-F& B~ B

HO 0]

[0444]) A (R)-1,1- & E2-5&,-4-H £-2,3,4,5-TUE K FH[f][1,4]E
FEE-8-F5 I HES(20 mg » 69.61 umo)FATHF (0.2 mL) & 7K(0.1 mL)H >~
BRAIILIOH-H20 (8.76 mg » 208.84 umol) » f£25C ez B & VIEFF
2 hr - (1IN HCUR ez KR &P B pH=5 » ZX1& 1 NaHCO; [& #%Kf #Z Ui
YA pH=9 - B REZ RSV UNELAESOERE Z(R)-1,1- _F b2-
S-4-FHE-2.3.4,5-TUG A FHF1[1,4]1EE IE-8- 385 (19 mg > 69.53 umol -
99.88%FE %) « LCMS (ESI) m/z: [M+H]* = 274.1 o

[0445]

A EE12 1 (R)-1,1- 25 {EN-((2-(6-((2S,6R)-2,6- — HH LI Ik B ) 0L B -
2-E)-1,6-ZE0E-7- ) HEL)-2- & -4-FH E£-2,3,4,5- DO & 4 H: [£][ 1,4] 1 & I-
8-HliEhk (L&) 2 B

~ /IN
/I \N A
N O
N
LN o3
0O O=
Fy
C,
\
[0446] [AI(R)-1,1- S b2-&-4- B £-2,3,4,5- T F A FH[f1[1,4] 15

FE-8-¥8 1 (19 mg > 69.53 umol) f [2-[6-[(2R,6S)-2,6- . H EL IE Iff -4-

BR]-2-NEERE AR ]-1,6-250E-7- A1 H I (26.83 mg » 69.53 umol) (FRIZFE HI9H

5 261 H(EHIEHE)
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ZJEEE) R DMF (0.5 mL) F 2% BN JIHOBt (14.09 mg > 104.29
umol) + EDCI (19.99 mg > 104.29 umol) 5z DIPEA (26.96 mg > 208.58
umol) » f£25C TR ZOR SR 12 hr - ZRIERGYIHRAZK(10 mL)#
Bl FIDCM (10 mL * 2)ZHY - &8 & 2 A 188 A 4L I /K Nar SO4FZ 1R I R
dLLpR BRER R - RZORERY) (R A AHHPLC (0.1% NH5-HO)&l{E -
GEETTIR AR BRACNIE Rz LA E A B m EElfe 2 1,1- 5 (E(R)-N-((2-(6-
((28,6R)-2,6-  HI B MG IR EL ML O - 2-7%) - 1,6- 578 - 7- ) FH ) -2- - 4- T -
2,3,4,5-TOEFIF[£1[1,418E FF-8- HE H#(2.65 mg > 4.38 umol » 6.30%
#) o LCMS (ESI) m/z: [M+H]* = 605.3 - '"H NMR (400 MHz, DMSO-de)
§=9.70 - 9.61 (m, 1H), 9.40 (s, 1H), 8.70 - 8.60 (m, 2H), 8.58 (s, 1H),
8.32 (d, J = 7.6 Hz, 1H), 7.92 (d, ] = 7.6 Hz, 1H), 7.84 (s, 1H), 7.78 -
7.72 (m, 2H), 7.03 (d, J = 8.0 Hz, 1H), 6.11 - 5.94 (m, 1H), 4.82 (d, J =
5.6 Hz, 2H), 4.47 (d, J = 14.8 Hz, 1H), 4.31 (d, J = 12.8 Hz, 2H), 4.14 -
4.03 (m, 1H), 3.75 - 3.62 (m, 3H), 3.57 - 3.48 (m, 1H), 2.63 - 2.56 (m,
2H), 2.30 (s, 3H), 1.21 (d, J = 6.0 Hz, 6H) ppm - ¥ EM:SFC : 1A-3-
ETOH (DEA)-40_1ML_T35.M : Rt = 4.133 min * ee% = 100% ©

[0447] R8F Z THIE B HEEHRELCEEERBUNEFRAR
Wi beva 22 B -

5 262 H(EHIHHE)
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R8T ANEIH b5V

LCMS

1
# |(Esim+H) | HNMR
1H NMR (400 MHz, DMSO-d6) 5 = 9.67 - 9.65 (m, 1H), 9.40 (s, 1H), 8.68 -
8.58 (m, 3H), 8.34 - 8.31(m, 1H), 7.92 (d, J = 7.6 Hz, 1H), 7.84 (s, 1H),
317 | 605.3 7.76 - 7.74 (m, 2H), 7.03 (d, J = 8.4 Hz, 1H), 6.09 - 5.97 (m, 1H), 4.82 (br

d,J =5.2Hz, 2H), 4.47 (brd, J =15.2 Hz, 1H), 4.31 (br d, J = 11.2 Hz, 2H),
4.08 (brd, d = 15.2 Hz, 1H), 3.69 - 3.66 (m, 3H), 3.67 - 3.51 (m, 1H), 2.54
(brs, 2H),2.29 (d, J = 0.8 Hz, 3H), 1.21 (d, J = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 5 = 9.41 - 9.39 (m, 2H), 8.67 - 8.60 (m,
2H), 8.49 (d, J = 2.4 Hz, 1H), 822 - 8.19 (m, 1H), 7.91 (d, J = 7.2 Hz, 1H),
7.76 - 7.71 (m, 2H), 7.29 (d, J = 8.8 Hz, 1H), 7.03 (d, J = 8.4 Hz, 1H), 6.05 -
318 | 605.3 5.92 (m, 1H), 4.78 (br d, J = 6.0 Hz, 2H), 4.31 (brd, J = 11.6 Hz, 2H), 3.69 -
3.65 (m, 2H), 3.56 - 3.51 (m, 1H), 3.28 (br s, 1H), 3.06 (s, 3H), 2.58 (br s,
2H), 2.39 (br d, J = 1.6 Hz, 1H), 2.29 - 2.25 (m, 1H), 1.21 (d, J = 6.0 Hz,
6H) ppm

1H NMR (400 MHz, DMSO-d6) & = 9.51 - 9.29 (m, 2H), 8.76 - 8.57 (m,

2H), 8.49 (d, J = 2.0 Hz, 1H), 8.22 - 8.19 (m , 1H), 7.91 (d, J = 7.2 Hz, 1H),
7.82-7.64 (m, 2H), 7.29 (d, J = 8.8 Hz, 1H), 7.03 (d, J = 8.8 Hz, 1H), 6.12 -

319 | 605.4 5.80 (m, 1H), 4.78 (d, J = 5.6 Hz, 2H), 4.31 (or d, J = 11.2 Hz, 2H), 3.69 -
3.65 (m. 2H). 3.58 - 3.49 (m, 1H), 3.25 (br s, 1H), 3.07 (s, 3H). 2.64 - 2.54
(m, 1H), 2.52 (br s, 2H), 2.31 - 2.20 (m, 1H), 1.21 (d, J = 6.4 Hz, 6H) ppm
[0448])

(R)-5.5- Z &AL 9- IR -4- & -N-((2-(7-((S)-2-(& H B ) B 3R T fe-1-
£)-2,3- G -4H-TEE FF[3,2-b][ 1,418 BR -4-55)-1,6- 25 0E - 7- 4 ) FH &) -3,4-

O -2H-FRFF (D11, 41 E -7 - AR B (B 5 9210) Z 2L
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08N TusMHNH ; N NHT:
AT {
0% MEH, °C. 5 mins Q
BnG
FER1
|
ot M=MYTE
VLN o
O By !
? dE o A oBn OH
NC. Er -t o s DoQ
=3 | Lo NEC NC
| NC. o B ™ T R — Ear
Ny, KOA Pd(dpp')c\g | csacos 0t Na | DCM, H,0. 30 Na |
S 130°C, 2hrs Ny 130 °C, 48 hrs 12 hrs
I 5] R gy
=
E ] . s
Br N g |
. = Ao [
W O He || NaH, C8;. Ml 570 . ‘
EE—— Y LT
N i } NC.. o THF, 0°C, 25 hrs NG.._ o
DEM, 30 °C, dhrs Ne. n-BuLi, THF, -78 ] L 0°C, i
°C, 2.5 hrs M N
RS ke ST
= | . = ‘
BusSnH, AIBN =, N/\]/ Boc2O TEA RO i N/Y SFC
. NE.., fC,‘ e *
I 10 CL 2 hrs = i KI/O MeOH. 25 "C. 2 hrs BocHN = | kro
My N,
g s LRI
e
e ] I | = ]
2 S Y N
o] N/Y Py D /\0( TFA y N/Y
"
BacHN™ " o BocHN i " MM i
] Mg DEM.25°C, 1 hr
Ny |
N,

[+3

\\S/,
C 1
——
HOBY, DIEA, EDGI. o = ‘

DCM, 25 *C, 3 hrs F N

B2

[0449]
D1 N'-G-CEHEE

N—NHTos
4

BnO

[0450] [mI3-7 B &5 &

mL) 1 7 JE R R N4 - BT b

HI

BREVIRFAES min - BIEZ

FERER T EZ e LU 4 B 5 B E#E 2 N'-(3-CGF

C256075PA docx
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#

51

)

VaEER T Hk)-4-FHEL TR R R I 2 B fg -

¥2 T [ (10 g » 56.75 mmol) A MeOH (100
FE25°C T %
R IER & P) FOE Bt R FAMeOH (20 mL)JE J il
S SR IR T ) -4- AT s

i (10.57 g > 56.75 mmol) °
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EE(13.88 g » 40.30 mmol » 71.01%E*) - 'H NMR (400 MHz, DMSO-
d¢) 0 = 10.34 (s, 1H), 7.69 (d, ] = 8.4 Hz, 2H), 7.39 (d, J = 8.0 Hz, 3H),
7.34 - 7.30 (m, 5H), 4.39 (d, J = 2.8 Hz, 2H), 4.16 - 4.13 (m, 1H), 3.12 -
2.98 (m, 3H), 2.38 (s, 4H) ppm o

[0451]

ER2 1 4-(4,4,5,5-DUH £-1,3,2- S IATGE - 2- B b e | 2 B o

[0452]) [m4-)20E0E-2-§5(20 g » 109.29 mmol) fz4,4,5,5-POEHEL-2-
(4,4,5,5-PHHHA-1,3,2- SRR I e -2-55)-1,3,2- & e T2 (83.26 g »
327.86 mmol)jY EEfE (200 mL) T 25 KA IIKOAc (32.18 g » 327.86
mmol) fzPd(dppf)Cl, (8.00 g > 10.93 mmol) - f£130C T EN N % B &
PIFRFE2 hr o BIEZOR S YINAE R TR LAE R ERY) o s IRERY)
HFEREEBNMT(SiO2 » PE:REA=1:023: 4L - BUEATELIREEH
& BG 2 4-(4,4,5,5-PU B EE-1,3,2- SR TR e - 2- 25 ) L BE BL(20 ¢ > 86.93
mmol » 79.54% FE %) - LCMS (ESI) m/z: [M+H]* =231.4 - 'H NMR (400
MHz, CDCl;3) 6 = 8.75 - 8.74 (m, 1H), 8.04 (s, 1H), 7.84 - 7.83(m, 1H),

1.37 (s, 12H) ppm °

[0453])
HER3 L 4-B-CEHFEE)IR T E)Utre | 2 B -
OBn
NC =
Na l

[0454] RIN'-(3-CRH EA) IR T £)-4-HE TR EfEfff (12.88 ¢

26 265 H(EEHRIAE)
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37.40 mmol) F4-(4,4,5,5-P0 B EE-1,3,2- — 45 B foe - 2- 56 ) I I 481, (12.91
g » 56.09 mmol) A — I {5 (260 mL) #  3  R 1 Cs2C0;5 (36.55 g
112.19 mmol) - £130°C TR eZ /R EVRFE48 hr - BUEZESYVLELERE
&Y - s BRERY GRFE M E LT ilT (Si0. » PE:EA=1L:0£3: DH&{L - BHEA
RLIIREEZEL B R 2 4-CG-CRHEAE) B T A)LER (1.53 g » 5.79
mmol > 15.48% E %) » H{GHEHBEAN T — %8 - LCMS (ESI) m/z:

[M+H]* =265.2 ;

[0455]
PP A-(3-FEHIB T )L AL B -
OH
NC yZ
Nao |

(04561 [d-(3-C H A ) BB T H)METE£L(1.53 ¢ » 5.79 mmol)
DCM (45 mL) fz H,O (4.5 mL)# 7 5% /A 1DDQ (7.23 g » 31.84
mmol) + 1£30°C T 328 & WEH 12 hr o 2R 49 5 I NS0 K5 7
(100 mL)FFFE 1L FIDCM (100 mL * 2)3E KT « G40 & 2 5 16 (8T K
NaaSOSBZHR + M A 15 0 BE T Y0 DA AR TR BR ) - TR R0 R P 1
BT (Si0 » PE:EA=1:0Z0: &L « B4EHT i LIHL 2 5 el B 2 4-
(3-FEEIR T EHMEIEE (670 mg » 3.85 mmol » 66.45%E %) - LCMS (ESI)

m/z: [M+H]* =175.1 »

[0457]
SRS ¢ 4-(3-fHEREIE T R e A B -
O
NC =
N |

26 266 H(EEHRIAE)
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[0458]) AFO0°C T E4-3-5FREE T E)UEIEE (670 mg > 3.85 mmol)
FRDCM (7 mL) ™ Z& AR5 5T (4.89 g > 11.54 mmol) - {£30C T
ez R E PR hr - JEZCR S VIR ZE NaHCO; /K iR LLFH 2 pH=9 1l A
DCM (50 mL * 2)ZZHY - &840 & <A HJE (R 48 MK Na SO4gZ 18 - 18 I I AT
B TR LE AR GY) o & B eV (R R DB & i ilr (Sios o
PE:EA=10:1)4i(L - JRGEBITRLIIBEH EHBER Z4-G-AFEE T &)
I BE (576 mg > 3.35 mmol > 86.98%FE ) - LCMS (ESI) m/z: [M+H]*
~173.2 - '"H NMR (400 MHz, CDCl3) § = 8.71 (d, J = 4.8 Hz, 1H), 7.65
(s, 1H), 7.47 - 7.46 (m, 1H), 3.74 - 3.66 (m, 1H), 3.62 - 3.59 (m, 2H),
3.32 -3.25 (m, 2H) ppm °

[0459]

HER6 1 4-(3-(6-((2S,6R)-2,6- " HH AL UF IR B 0L g -2-F6)-3-FC AR T
EOMEnE J . B o

HO /\(
N
T
[0460] #£-78°C FAEN: FA](2S,6R)-4-(6-75-2- 0L g K )-2,6- — H A
- (629.92 mg > 2.32 mmol) (EW9303-1833-P)/ATHF (4 mL)f 2 3%
AR In-BuLi (2.5 M > 929.24 uL) > {£-78°C T E &Y #E0.5 hr -
RIRAE-T8C THEN2 T ZOR G VIR E4-G-AIE AR T E) LI & (200
mg > 1.16 mmol) )y THF (4 mL) ™ 23K /RIALAE-78°C Tt aZ & & VIR 2

hr  FEZ0R G YE ANHCUKE R (S0 mL)of > ZA{& FEA (50 mL * 2)%
H - S8l 2 AR E (R NarSOL 8208 » IR AL H 22 T R HE DLE AR FR Bk

55 267 H(EHIEHE)
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V) o eZRERVIRFE M EEEHTIT (S0, > PE:EA=1:0 2 1: DE{L - R4EBMNT
RATR (it 2 e (B8 2 4-(3-(6-((2S,6R)-2,6- - F FL MG T 5L ) IEE B - 2- L )- 3 -
FRELIR T E)MEIE &.(455 mg > fH) - LCMS (ESI) m/z: [M+H]* =365.1 -
'H NMR (400 MHz, DMSO-d¢) 8 = 8.67 (d, ] = 4.4 Hz, 1H), 8.08 (s,
1H), 7.71 - 7.69 (m, 1H), 7.57 - 7.53 (m, 1H), 6.92 (d, J = 7.2 Hz, 1H),
6.73 (d, J = 8.8 Hz, 1H), 5.82 (s, 1H), 4.20 - 4.17 (m, 2H), 3.66 - 3.63
(m, 2H), 3.50 (m, 1H), 2.97 - 2.92 (m, 2H), 2.42 - 2.37 (m, 4H), 1.18 (d,
J =6.0 Hz, 6H) ppm °

[0461]

BERT ¢ O-(3-(2- EMENE-4-5)-1-(6-((2S,6R)-2,6- - F B UG IHf Ak ) It
WE-2-B)ER T ) R CIRERS- s < Bk -

[0462])] #£0C TFAEN, NmNaH (111.12 mg » 2.78 mmol > 60% 4§
FE)FATHF (4 mL) 278 RE 4-(3-(6-((2S,6R)-2,6- — H B IF Ik A )IEE I -
2-55)-3-FEEIR T ) MELE R (405 mg » 1.11 mmo) jJATHF (4 mL)H 2 7&
&0 AEO0C MEN: M ezo R &%) #£0.5 hr > Z/&FE0C MR IICS, (359.27
uL > 5.95 mmol) - f£0°C FRZESYEA1 hr - ZR{&AE0C T K Mel
(179.88 uL - 2.89 mmol)JF M £:Z B &Y > #£0C MKz E S EFF1 hr -
i 8% R & PE ANHLCIZKIE I (50 mL)f il FHEA (50 mL * 2)Z2HY - €840
B2 ARE R NaSOEZ R » BB AL R TR L E AR ERY) - %5
BRI (5 FE BT AT T (Si0, » PE:EA=1:0£3: DL - RHSTIR IR

oy o

26 268 H(EEHRIAE)
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EEEEE Z0-(3-(2-F AN E-4-5)-1-(6-((2S,6R)-2,6-  H FLUF Ik A )
MEoE-2- )| T 2) i Ak L S- H E5(490 mg » 1.08 mmol » 96.99% FE
) o
[0463)] LCMS (ESI) m/z: [M+H]* =455.0 - '"H NMR (400 MHz,
CDCl3) § = 8.66 (d, ] = 5.2 Hz, 1H), 7.61 (s, 1H), 7.51 - 7.47 (m, 1H),
7.43 - 7.42 (m, 1H), 6.65 (d,J = 7.6 Hz, 1H), 6.55 (d, J = 8.4 Hz, 1H),
4.12 - 4.08 (m, 2H), 3.77 - 3.76 (m, 2H), 3.69 (s, 1H), 3.43 - 3.40 (m,
2H), 2.80 - 2.74 (m, 2H), 2.61 - 2.55 (m, 5H), 1.30 (d, J = 6.0 Hz, 6H)
ppm °
[0464]
BRS¢ 4-(3-(6-((2S,6R)-2,6- "~ FH BRI UM AL ) EE e -2- ) 3R T B Ik
= Bl -

Z
|
y N/\(
NC._~ H/O
N\I

[0465] [=]O-(3-(2- FAMEYE-4-£)-1-(6-((2S,6R)-2,6- - B ELUE Ik
EOMERE-2-E)BR T E) i AARELS- FE5(300 mg » 659.91 umol) A H 3
(7.5 mL)& 2 %% R IBusSnH (663.64 ul > 2.51 mmol) > #A% ¥ AIBN
(21.67 mg > 131.98 umol)RINZE % BSY) - {£110°C T K IEREG Y8
$E2 hr o ZURASYHAFSEFIKE 50 mLAJ G FAEA (50 mL * 3)Z5HY o 4840
G2 B A& NaySOHZ IR » IS (TR TR LE LY - &5
BRI G FE B EM T (Si02 » PE:EA=1:023: )41L - JREFANTR AR AL
2= EER 2 4-(3-(6-((2S,6R)-2,6- - FH ELNE U EL) ML 0E - 2- Bo)ER T AL ) Itk e

Ty

26 269 HEEHRIAS)
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I

(150 mg ° 430.49 umol > 65.23% FE %) - LCMS (ESI) m/z: [M+H]*
=349.2 - '"H NMR (400 MHz, CDCl;) 6 = 8.65 - 8.61 (m, 1H), 7.65 - 7.64
(m, 1H), 7.48 - 7.41 (m, 2H), 6.56 - 6.47 (m, 2H), 4.14 - 4.09 (m, 2H),
3.77 - 3.74 (m, 2H), 2.78 - 2.75 (m, 2H), 2.55 - 2.49 (m, 4H), 1.31 - 1.28
(m, 6H) ppm °

[0466]

ZER9 © ((4-(3-(6-((2S,6R)-2,6- - H EL UG UL ) IEE g - 2- 26 ) 3R T &6 ) ML
WE-2- ) B i FHER S5 = T s < Bffg -

=
\

BocHN = I H/
N

[0467] [A14-(3-(6-((2S,6R)-2,6- — HI A UG IR A ) UL 0 -2- B ) 3R T &)
0 0E % (150 mg > 430.49 umol) /¥ MeOH (3 mL) ¥ 2 3% i /% 1 Boc,O
(197.80 uL > 860.98 umol) ~ TEA (179.76 uL) & E K ##(100 mg > 1.17
mmol) « £ B ZE T iRk aZ O R AR Rl A Ho IR BR - fEH2 (15 psi) T4E25
C THZRGYIRF2NE - ZRGYI{AAMeOH (10 mL)#HREILAFE 10
min > AR R EIBRAAEIE - K IR G B E R 3 - R SRR AR (R
EY) - ZMHEVIGHEBERLENTT(SI02 > PE:EEA=L:0E1: DAL - REF
B DAt 2 0 0 2 ((4-(3-(6-((25,6R)-2,6-  HH AL UG U 2 ) DEL g - 2- )
FR T AR -2- ) HH A B B2 55 = T B(140 mg > 309.33 umol » 71.86%
) o LCMS (ESI) m/z: [M+H]* =453.3 < '"H NMR (400 MHz, CDCl;) &
= 8.48 - 8.44 (m, 1H), 7.44 - 7.40 (m, 1H), 7.22 - 7.15 (m, 2H), 6.57 -

6.45 (m, 2H), 5.59 (br d, J = 2.4 Hz, 1H), 4.45 - 4.43 (m, 2H), 4.14 -
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4.10 (m, 2H), 3.77 - 3.73 (m, 2H), 2.77 - 2.72 (m, 2H), 2.54 - 2.46 (m,
4H), 1.31 - 1.27 (m, 6H) ppm - ¥f 2 4 SFC : AD-3_5CM_ETOH
(DEA)_5_40_3ML_T35.M > Rt = 1.198 min * 1.504 min -

[0468]

HER10 © ((4-((1R,31)-3-(6-((2S,6R)-2,6- _ H BRI B ML IE - 2- B IR
TR ML NE-2- B ) ED B R BE 5B =T s K ((4-((18S,35)-3-(6-((2S,6R)-2,6- -
FHEC UG AR BRI 0E - 2- B B8 T EDMEnE-2- B BB H R S5 = T i <~ B -

BocHN = |
Na

Ny

[0469] 4-(3-(6-((2S,6R)-2,6- " H ELIG IR L) Otk g -2- E) B T &) It
IE &, (140 mg - 309.33 umol) 1% # b ¥ 2 M SFC (& £ : DAICEL
CHIRALPAK AD(250 mm*30 mm - 10 um) ; 2 8jfH : [0.1%NH;H-,0
ETOH] : B% : 30%%30% > 4.3 min) 53 R FFRLIE M 248
R 2 ((4-((1R,31)-3-(6-((2S,6R)-2,6- " H EME IR AL I e -2- A ) B T AL )itk
DE-2-B)HE)V B H K E =T FE(40 mg > 88.38 umol » 28.57%E ) -
LCMS (ESI) m/z: [M+H]* =453.3 - 'H NMR (400 MHz, CDCl;) 6§ = 8.47
(d, J = 4.8 Hz, 1H), 7.47 - 7.43 (m, 1H), 7.21 (s, 1H), 7.14 (d, J = 5.2
Hz, 1H), 6.57 - 6.48 (m, 2H), 5.58 (br s, 1H), 4.45 (br d, J = 5.2 Hz,
2H), 4.16 (br d, J = 11.6 Hz, 2H), 3.79 - 3.75 (m, 3H), 2.81 - 2.77 (m,
2H), 2.56 - 2.51 (m, 4H), 1.48 (s, 9H), 1.30 (d, J = 6.4 Hz, 6H) ppm - ¥}
ZM:SFC : AD-3_5CM_ETOH (DEA)_5_40_3ML_T35.M ; Rt = 1.177

min > ee% = 98.82% -
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[0470] R 4AlE2 2 B MR LR ff &2 f &0l 2 ((4-((18,35)-3-(6-
((2S,6R)-2,6- _ FHELUE IR L) ML BE -2- B BR T B ML 0E-2- ) FH B ) e R EE 56
=THE5(86 mg > 189.11 umol » 61.13%FE =) - LCMS (ESI) m/z: [M+H]*
=453.3 - 'H NMR (400 MHz, CDCl; ) 6 = 8.45 (d, J = 4.8 Hz, 1H), 7.44
- 7.40 (m, 1H), 7.17 (d, J = 5.2 Hz, 1H), 7.13 (s, 1H), 6.53 - 6.45 (m,
2H), 5.57 (br s, 1H), 4.43 (br d, J = 5.2 Hz, 2H), 4.13 - 4.10 (m, 2H),
3.75 - 3.73 (m, 2H), 2.74 - 2.71 (m, 2H), 2.54 - 2.46 (m, 4H), 1.47 (s,
9H), 1.28 (d, J = 6.4 Hz, 6H) ppm - ¥fZ {:SFC : AD-3_5CM_ETOH
(DEA)_5_40_3ML_T35.M ; Rt = 1.505 min > ee% = 100% -

[0471]

B 0 4-((1R,31)-3-(6-((2S,6R)-2,6-  H AL Ipk 5L ) b g -2- 6 ) B2
TE)MERE-2-H i 2 B

[0472] ((4-((1R,31)-3-(6-((2S,6R)-2,6- —_ B FL UG Ipf L ) Ib g -2- 5 )
BT ORI mE-2- A FHED K HBEE S = T F5(40 mg » 88.38 umol) JYHCl/ &
fE(4 M > 1 mL)ydr Z7ER » FE25°C M RZOEEPRFL hr - BEZESY)
LLfR it 2 e 60 H 2 4-((1R,3r)-3-(6-((2S,6R)-2,6-  H FLME I L ) OEp g - 2- L)
IR A)MEoE-2- H B (35 mg 0 fH - HCI) - LCMS (ESI) m/z: [M+H]*
=353.3 ¢

[0473]

FER12 1 {E&1210 (R)-5,5- 5 E9-1R-4-%-N-((2-(7-((S)-2-( H
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EOEFEER T bi-1-5)-2,3- " -4H-HE0E H[3,2-b][ 1, 4]0 R -4-55)-1,6- 2%

WE-7-F%) B AER)-3,4- R -2H-ZRFF[b][1,4 B HENYE -7 - FH R fr =~ TR -

F, A0 i Z
. 5 - |
o = l\\“‘ Kro
F Nx

[0474] [=4-((1R,3r)-3-(6-((2S,6R)-2,6- — FH ELIF Uk 5L ) Obk e - 2- )
IR T E)MEBE-2-F# (35 mg » 89.99 umol) fz (4R)-4,9- _&F.-5,5- _{Hl & -
3,4- @ -2H-1,5A-FK L EEIEIE-7-¥8 /£ (25 mg > 89.85 umol) (FFE¥2)H
DCM (1 mL) % 7 5 & /A f1HOBt (18.21 mg » 134.78 umol) - DIEA
(78.25 uL > 449.27 umol) X EDCI (25.84 mg > 134.78 umol)  {£25C |
ez R E PR3 hr - ZIEEYHANaHCO /KA (S mL)#HEE I HDCM
(5 mL * 3)Z5H - &KL4HE X ARIEHEMKNaSOLHZEE - MBI AT REE T
me i LLE AR ERY) o R IRER YRR R (0. 1% FAMRMH &ML - JREEEMT
REAS R ACNIL AR EZ LR 2 5 & E#S 2 5,5- “ R AR(R)-9-7R-4-%-N-((2-
(7-((S)-2-(RH E) EFEE | f-1-5)-2,3- F-4H-HEnE I [3,2-b][1,4] B R
-4-F6)-1,6-Z80E-7- 4 ) B )-3,4- “E-2H-ZR HF[b][1,4] 158 B -7 FH ig i
(14.02 mg » 21.95 umol » 24.43% & %) « LCMS (ESI) m/z: [M+H]*
=613.2 ; 'H NMR (400 MHz, DMSO-d¢) 6 = 9.50 - 9.47 (m, 1H), 8.46 -
8.45 (m, 1H), 8.29 - 8.24 (m, 2H), 7.49 - 7.45 (m, 1H), 7.30 (s, 2H),
6.67 - 6.59 (m, 2H), 6.32 - 6.21 (m, 1H), 4.61 - 4.58 (m, 3H), 4.20 - 4.16
(m, 3H), 3.64 - 3.60 (m, 1H), 2.61 (br s, 4H), 2.46 - 2.34 (m, 3H), 1.14
(d, J = 6.4 Hz, 6H) ppm - ¥ Z{¥:SFC : IC-3-MeOH+ACN (DEA)-40-

3ML-35T.lcm; Rt =1.113 min > ee% = 100% -
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[0475]

(R)-5,5- = FAE9-F-N-((2-(6- (& H E)-2- LR A MEE-3-5)-1,6-
g -7- 2 ) H B )-4-3-3,4- ZF-2H-ZRHF [b][1,4] B HEME -7 - g bz ({E &)
331) 2 Bl

a
S gH S
/J\ - ™ ‘/%I')Lo/ DIBAL-H | FOl-H ) W/Y\o
ﬁ o 2 | /\\ ! - a2 ar/\fN DAST
_ = P _ _ = _ -
ar \fN K;CO,. DMF, Br T GCm, O DCM, O. DCM,
CH 25 "G4 hrg Oj -78~25°C, 3 hrg W 0~25°C, 14 hrs \| 25*C. 14 hrs
el e, b B
Brchi e O
3 F LA i
- T8 B
N\F BPD, Pd{dppf)Cl;. AcOK J\//\(/I F |/\(LF HOW g
=N _— fo =N P | =N _— =
B e B BocHN e
r/\/ U - 80°C. Zhrs i PA{ABpTICT. KiPO,, N 4 25C.05h
DW 2 D\I WEML0, BO ST, 2 hrs Mo Dj
e ey Ry
Cho_x N
IJ
g
[ e
A S [ |
F <
& o R F

| S Ol iy My, |«
N N F—— |
HgN ™y e i o/‘“ e ”/\Ni/I/ o
‘ §-0
g

L mmmm U r
[0476]
EEL 1 5-)R-6- £ 8 B E B S HH fig 2 B
O
s
~N
Br
O

;

[0477] [mI5-)5R-6-F8E- O WE-2-#2 B HHER (100 g » 430.98 mmol)j?

DMF (1000 mL) 9 2 %@ R MK2CO5 (119.13 g > 861.95 mmol) & hft 7,15
(73.94 g > 474.07 mmol > 37.92 mL) - f£25°C T % ESYEHE14 hr o
2 ESR S % FIH,0 (1000 mL)#5€ > FIMTBE (1000 mL) &ZEA (1000
mL * 2)ZH] - &KHE 2 HHEEHAEKG00 mL * 3)7F % - &K
Na,SO4FZJE - B (£ R TR LEERGRY) - ZERBY HEREHE
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AR (SI0: » 75 I/ 2 B 2 A5 =20/1 510/ DL » 40M0BE A5 B
DEAEROGER ZS5-R-6- 2 AL EH K HE G4 g 140.44
mmol » 48.17%FEZ) o

[0478] LCMS (ESI) m/z: [3'Br M+H]*= 262.1 -

[0479] 'H NMR (400 MHz, DMSO-d¢) 6 = 8.20 (d, J = 8.0 Hz,
1H), 7.56 (d, J = 8.0 Hz, 1H), 4.44 - 4.39 (m, 2H), 3.86 (s, 3H), 1.43 -

1.28 (m, 3H) ppm

[0480]

DER2 ¢ (5-1R-6- LA EMENE-2- ) H B 2 Biff
| o= OH

g N
0

W

[0481] #£-78°C T [a)5-)8-6- 2 A EMLIE H % H A5 (54 g > 207.63
mmol) JADCM (550 mL)H 7 5% % IIDIBAL-H (1 M > 415.25 mL) » £
SERCE R > 25C T HORG YIS hr - Bz RIERGYE AHCL (1
M) (1500 mL) 9 K 214 A B FINaHCOs i #pH = 8 - % E & WA FDCM
(2000 mL * 3)Z£HY » 487K NaxSOLFZ R » MBIE WAL RE TR UEE R
B 2 (5-)R-6- ZF AMLIE-2- ) HEZ (46 g > 130.01 mmol » 62.62%E
) o

[0482] 'H NMR (400 MHz, DMSO-d¢) & = 7.97 (d, J = 8.0 Hz,
1H), 6.98 (d, J = 8.0 Hz, 1H), 5.66 - 5.12 (m, 1H), 4.43 (s, 2H), 4.36 -
4.31 (m, 2H), 1.33 - 1.30 (m, 3H) ppm ©

[0483]
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EE3 1 5-)R-6- 2 R EEENE HHEE 2 U
[T °

N
Br =

o

;

[0484] f£0°C T mI(5-/R-6- L A AMETE-2-B) HEE(46 g » 198.21
mmol) A DCM (460 mL) o = % 5 37 1 8% 87 - & T (100.88 g » 237.86
mmol) - f£25°C MR ZE GBI 14 hr - BIEZ K IEREY ERO®
[ElfE - AR IER A AFINaHCO; (1000 mL)## 1 ADCM (1000 mL *
3)EEHY - &K E L H IR (G /K NaSOLHZ R - 38 JE L AT K BE T R 46 LA
EAEBGY - ZRGYEHIEDELEN TS0 - HHE/ J 8 LFE=20/1
210/ 4 AE « fERBR N RGE S m UEELEEROBRBRE 2 5-)]-6- L A
DL IE B (35 g v 152.14 mmol » 76.75% & K) o

[0485] 'H NMR (400 MHz, DMSO-dg) § = 9.84 (s, 1H), 8.27 (d,
J = 8.0 Hz, 1H), 7.46 (d, J = 8.0 Hz, 1H), 4.49 - 4.44 (m, 2H), 1.40 -

1.36 (m, 3H) ppm

[0486]
HERA 1 3-R-6-(CHHE)-2- LR EANNE 2 B
F
= F
Br | N
o)

[0487]) [5]5-}8-6- 7 & FLMHEBE HEE (35 g » 152.14 mmol) A DCM
(350 mL)d 235K IIDAST (60.30 mL > 456.41 mmol) « {£25°C T B3

REVIRFELS hr o FZ RSP E AN NaHCO; (500 mL) 5§13 A
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DCM (500 mL * 3)Z£HY - &4 & 2 Ak H MK NaSOLFZ 1% » i 8l
ERZE NRGEEERERY) - ZB Y G ME L& ila (Si0. » &/
L ZBa=10/123/D)@ AL - fLRBE TR A UUEEE=EM L 3-R-
6-(_agmg HE)-2-2 8 EMEIER9 g » 100.21 mmol » 65.87%E %) °

[0488] LCMS (ESI) m/z: [3'Br M+H]*= 252.1 -

[0489] 'H NMR (400 MHz, DMSO-d¢) 6 = 8.20 (d, J = 8.0 Hz,
1H), 7.20 (d, J = 8.0 Hz, 1H), 7.07 - 6.66 (m, 1H), 4.42 - 4.37 (m, 2H),
1.37 - 1.33 (m, 3H) ppm °

[0490]

HERS 1 6-(_HHE)-2- LR FE-3-(4,4,5,5- U H E-1,3,2- & 5 T
fe-2- B IEE e &~ B

[0491] FEN, T [24,4,5,5- V0 H & -2-(4,4,5,5-PU H £ -1,3,2- — F 5
TCHNE-2-2)-1,3,2- Z A 5 e (BPD) (34.96 g » 137.66 mmol) £ 3-)5-
6-( 5 HH)-2- LR/ EMEIE(29 g > 115.05 mmol)t _HEE (400 mL) .2
ABANINACOK (33.77 g > 344.15 mmol) FIRIRE (R E) Bt © —HA (L
# ¢ #(4.20 g > 5.74 mmol) - fE80°C FAENIRI [ i a4 SR &R HF2
hr - ZRIEREGVIHRHAEA (100 mL)MGFE LA RAAIE - £ HZE TREIER
DIEEEPREMZ6-(ZRHE)-2-L8HE-3-(4,4,5,5- T - 1,3,2- 55
TR fE-2- B 0E(33.5 g » 111.99 mmol > 97.63%ER) -

[0492] LCMS (ESI) m/z: [M+H]*=300.3 -
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[0493]
ZER6 ¢ ((2-(6-(Z @ H &)-2- LAFMENE-3-7)-1,6-280¢-7-F) H &)
MR =T B Bl

N
BocHN | XX

N =~ = OW

[0494) (2-5-1,6-250E-7-2) (25 g > 85.11 mmol) ~ 6-(_ %
HHED)-2- £ | E-3-(4,4,5,5- T H A6 -1,3,2- g 5 B be -2- B ) PR BE (33.09
g » 110.64 mmol)  K3PO4 (54.20 g » 255.32 mmol) & &5 = T A (B/X

Vi - —EABE ¢ #(2.77 g > 4.26 mmol) i IE £ (400 mL) Kz H.O
(40 mL)& 2R &Y RAL AN IF3 K > AR AE80C MAENIR A T ik
ZomaPRE2 hr o ZKIERSYHMAHO (300 mL)MFEFEE I FHEA (300
mL * 3)z£H - &L4H & 2 F 1R e R MIKNa,SOLFZ e » 288 AF Bk EE %
YALAEARERY) o sx BER I RFE R E B ilr(Si0, - GHE/ LB Z B
=1/02 1/3)40 b - fEIKEE T R4E S B (7 AE AR E R - ZABKPE (100
mLRIIEZ G aBiEN » KA ZES YR30 min - BIEZESY
LIEAE RS - ZERRAMPE (40 mL * 2))F7% » BB AL R ZE N RiELE
4 EEOERE L ((2-(6-(ZmHE)-2- L& A MLTE-3-5)-1,6- 250 -7- &) H
EOEHEEE=TE(21 g 41.77 mmol » 49.08%EFR) °

/

[0495)] LCMS (ESI) m/z: [M+H]*= 431.3 o
[0496] 'H NMR (400 MHz, DMSO-ds) & = 9.37 (s, 1H), 8.62 (d,

J =8.8 Hz, 1H), 8.46 (d,J = 7.6 Hz, 1H), 8.21 (d, J = 8.8 Hz, 1H), 7.74
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(s, 1H), 7.63 - 7.61 (m, 1H), 7.48 (d, J = 8.0 Hz, 1H), 7.15 - 6.80 (m,

1H), 4.53 - 4.47 (m, 2H), 4.47 - 4.43 (m, 2H), 1.43 (s, 9H), 1.38 - 1.35

(m, 3H) ppm °
[0497]
HERT ¢ (2-(6-( @ HE)-2- LA A MENE-3-55)-1,6-Z80e-7-5) i &
Bl
F
D
HN SPLN _N

[0498] 4£25°C T ((2-(6-( 4 H 5)-2- Z S HE M g -3-)-1,6-28
WE-7-2) H A IR = THR(21 g » 48.79 mmol) JAHCY ZIEfE(4 M -
180 mL) 7R &IOS hr o 1R T B R &Y LI 25
B 2 (2-(6-( -2 2 SR I 0 -3-5E)- 1,6- 25 0E -7 -0 B iz (175
g 47.71 mmol > 97.80% =3 > HCIEE) -

[0499])] LCMS (ESI) m/z: [M+H]*= 331.3 o

[0500]

HEES 1 (R)-5,5- (5 9- L -N-((2-(6-( — . Hl ) -2- £ & I 0 - 3-
F)-1,6-Z0E-T-FO H E)-4-5-3,4- G -2H-ZFE[b][ 1,4 ] 052 1 0L -7 - B i fr
P i
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[0501]) [=(4R)-9-F-4-F-5,5- || E-3,4- & -2H-1,57K FF 512
NE-7-3% 8% (15.47 g » 52.48 mmo) jJADCM (30 mL) ™ ZIFRAN(2-(6-(=
& ER)-2- LR M NE-3-F5)-1,6-Z50E-7-F) HjE (17.5 g > 47.71 mmol)
EDCI (13.72 g » 71.57 mmol) ~ HOBt (9.67 g > 71.57 mmol) 2 DIEA
(41.55 mL > 238.55 mmol) » {£25°C MR &R IEREVIRFF14 hr - 32 E
REVIHRAH0 (100 mL)FFREIFADCM (100 mL * 2)ZH - KHE2H
P A /K Nax SO4FZ 1 - 48 I 0 AE JkBR TR 4 DLEE AR FR ek W) - X FRBR
Viix#EH S B BEHTilT(ISCO® : 330 g SepaFlash® — F (LY &5 E
> 0~80% LB% LB/ Al B6 R 2 /BT R BA200 mL/min) &i{b o ZR1& 4 I8
BTN R ER D LEEZEGY) o HZEGRYIE#E R MeCN (20 mL) &
H>0 (200 mL) & - 2ARACBEE TR H ez /B BV LA FRMeCN K 2812 B EZ LA
EEEXKHEGERZEEY331 > 5,5- 28 (ER)-9-E-N-((2-(6-(Z& H
B)-2- L AN E-3- 5 )-1,6- 25 0E -7- £ ) H A)-4-%.-3.4- G -2H-F I

[b][1,4]EEBENE-7-HEERZ(21.37 g > 35.21 mmol > 73.79%FE*) °
[0502] LCMS (ESI) m/z: [M+H]* = 607.2 -

[0503] 'H NMR (400 MHz, DMSO-d¢) 8 = 9.69 - 9.66 (m, 1H),

9.41 (s, 1H), 8.64 (d, J = 8.8 Hz, 1H), 8.52 (d, J = 2.0 Hz, 1H), 8.50 -

8.42 (m, 2H), 8.24 (d, J

8.8 Hz, 1H), 7.85 (s, 1H), 7.45 (d, J = 7.6 Hz,
1H), 7.13 - 6.78 (m, 1H), 6.34 - 6.14 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H),
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4.63 - 4.58 (m, 1H), 4.51 - 4.46 (m, 2H), 4.12 - 4.06 (m, 1H), 2.93 - 2.71

(m, 1H), 2.64 - 2.55 (m, 1H), 1.38 - 1.34 (m, 3H) ppm °

[0504]) ¥t Z M:SFC : OJ-3-IPA (DEA)-5-40-3ML-35T.Icm > Rt=

2.084 min * ee% =100% ©
[0505]
(4R)-N-[[2-[2-CGR N A& H f 5

B E]-4,9-Z&-5.5- il s &

({E&#332) 2 Bl

)-6-(—
3,4- " &,-2H-1,5%

Q
. 0N
(11 . /?\W/LO’ [ : [ I
I’}qr - 2 /J\ n DIBALH B MnGa(s ) ~
A e = B Y & e e &
B PGy CHEL, 0 DCM, DeM,
oH 60 °C,12 hrs -78~25°C, 3 hrs 40°C. 12 hrs
R 2 53
<
S
—
T\ o ot F & I 9 F
[ 1, e T 9 O
“a o T
g : 3 \(O‘B \fN N N N \fN
- ! — . [
O PdidppfiCly. KOAE, ),.o a Pe{atbpfiCly, KzPQ4, Ol N a
J\/ W 10 4T, 2hrs i J\/ W Hy0,100 °C. 12 hrs YW 4 o J\/
L5 AN AN
1495 wags
o
r.T,«‘: 'L“o
7
(o g
F N
1 {n O ~z, )\

/r R
N UL N S

v T ——— YT

N g O EDC3, HOB, DIEA. o b
DOM, 25 °C.12 hrs oo
A e
FHEH F
o
" - o
HCY b S 18 2
N._Cl NGl \~ i
BocH ™ M H?N/\r/\\i \j, A PN ,N{TCI
et PRI N s TEs G ah Nt
120°C, 12 hrs w0
Lagy ERI0

DR ¢ 5-R-6- (RN A E) e - 2-F2 I HH s < 2405
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THF,
26°C. 12 hrs

e
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[0507]) [5]5-8-6-FCA-ME0E-2-72 L FHFE (146 g » 629.23 mmol)
SR BB N E(254.84 g 0 1.89 mol » 180.23 mL)FACHCI; (1500 mL)H >
BRI AgCOs3 (208.21 g » 755.07 mmol) » F£60°C K eZ B &R FF
12 hr - @JEZ K IEREY WL HEA (200 mL * 2)FRIEHFLESE =EIR
o AL RCRR T R 4R R R DA E AR e el o HoARFE B e A flr (Si0s o
PE/EA=20: 1)@ AL AL EE MR 4 ATRLEA 2R =Bl £ 5-17-6-(3R
A A FH SR AR IEE IE R B S (166 g > 580.17 mmol » 92.20% &) -

[0508] 'H NMR (400 MHz, DMSO-ds) & = 8.20 (d, J = 7.6 Hz,
1H), 7.55 (d, J = 7.6 Hz, 1H), 4.22 (d, J = 7.2 Hz, 2H), 3.86 (s, 3H),
1.30 - 1.28 (m, 1H), 0.64 - 0.50 (m, 2H), 0.47 - 0.31 (m, 2H) ppm ©

[0509]
BER2 1 5-R-6-(RN A A E)-2-IEme B 1 H iE 2 B {5
| = OH
Br N
O

A

[0510] FEN> NAE-60°C T [m]5-8-6-(BR PN A B & A ) e HH i HH g
(83000 mg ° 290.09 mmol) jADCM (850 mL)H 7 & A HTIDIBAL-H (1
M - 638.19 mL) > (FZ B SV R 20 CRER2 hr - Kz K IER &Y TS
] A1 N HC1 (1600 mL)F i DCM (500 mL * 2)ZZHY » fEIRER T R4E 4%
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He s BREDES R REEM 2 (5-R7-6-(BR N A S5 LIE-2-5) H i
(140 g > #f) » HAEHAN T PR AEFE VL -

[0511])

HER3 1 5-R-6-(BR N A H & A ILe HEE ~ B
D

Br =N
O

A

[0512] [A(S5-JR-6-(BR N A FH | A MENE-2- 2 ) FHEF (140 g » 542.40
mmol) JADCM (1500 mL)HF 7 & A IIMnO;, (398.92 ¢ » 4.59 mol) » {#
Zoa eV n £40° CRERF 12 hr - BIEZ IEESYLADCM (2 L)L
JEE o AR NIRGEIEIR DUE AR 2R m U 2 518 -6- (R N A H & 40 e
HEE(144 g - M) - HGBERAR T PR ARFELE P41t -

[0513] 'H NMR (400 MHz, DMSO-d¢) & = 9.84 (s, 1H), 8.27 (d,
J=7.6Hz, 1H), 7.46 (d, J = 7.6 Hz, 1H), 4.27 (d, J = 7.2 Hz, 2H), 1.42 -
1.21 (m, 1H), 0.65 - 0.35 (m, 4H) ppm o

[0514]
B4 ¢ 3-IR-2-(BR N AR | ER)-6-( s H A e 2 2L
F
= F
P
Br
O

[0515] #£0°C T a5-/R-6-(BRPN A F ) MEE HEE(144 g > 562.29
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mmol) JADCM (1500 mL) & 7 K& AIIDAST (226.59 g > 1.41 mol) » £
20C MRrZOREYIRFF12 hr o 5z R IER S VIR 18 E A NaHCO; (2
L)d 3. FIDCM (500 mL*2)Z2HY » 4840 & 2 A 1 (R4 Na>SO45Z % - B8
A AE R N R4E LLE A R ERY) - KRR E @ T ilo (Si0. » PE)&I{EIAE
B T RGETETIRUEEAER =M 3-8 2-(BNAH &R E)-6-(_&HH
E)REBE(130 g > 466.39 mmol > 82.95% FE %K) -

[0516] LCMS (ESI) m/z: [""BrM+H]* =278.0 -

[0517] 'H NMR (400 MHz, DMSO-d¢) § = 8.21 (d, J = 7.6 Hz,
1H), 7.20 (d, J = 8.0 Hz, 1H), 7.03 - 6.64 (m, 1H), 4.21 (d, J = 7.2 Hz,
2H), 1.34 - 1.20 (m, 1H), 0.63 - 0.50 (m, 2H), 0.44 - 0.29 (m, 2H) ppm o

[0518]

RS 2-CRNEHAA)-6-(_&mHE)-3-(4,4,5,5- 0 H E-1,3,2-
SRR TG e -2 - B EE e 2 B

[0519] [A]3-JR-2-(BR PN A HH F A5 )-6-( 5 FH A MEIE(20 g » 71.92
mmol) j¥ ZIE{ZE (400 mL) 5 2 5K AR IN4,4,5,5-PU EH £6-2-(4,4,5,5- D0 FH -
1,3,2- &5 fe-2-2)-1,3,2- — 821,92 ¢ » 86.30 mmol) ~
Pd(dppf)Cl, (5.26 g > 7.19 mmol) &zKOAc (21.17 g » 215.76 mmol) -
ZOREYII R FNIIFEIR > RAE110C TEN N ZR S8R hr o
BRI RSV FHEA (30 mL * 3)/F5EEE - fERE MNRGEEHE Z
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TBIRLIES ZEH Z2-CRNEHEE)-6-(Z R HE)-3-(4,4,5,5- T &
-1,3,2- S REICEI e - 2- EO I 0E (23.38 g 0 ) - EEBESEANR T PR L
[0520]
BER6  2-[[2-[2-CGRINE: HEE)-6-(m H k) -3-MEmE £ 1-1,6- 25 0¢ -
7-F | FHEL 1 5[ WER- 1,3 - i 2 B

N///O

[0521] &) 2-(38 N 2 W S B )-6-( & H B )-3-(4,4,5,5- U H & -
1,3,2- SR ORI E - 2- )M E (22.60 g > 69.50 mmol) jA I {7 (300 mL)
KH20 (30 mL) 2RI 14,2-[(2-F-1,6-Z50€ -7- 7 ) I 2 | SR 15 IR Iff -

,3-ZFH(15 g > 46.33 mmol) ~ =T ECRKE) WL - — &AL 5 3
(3.02 g > 4.63 mmol) &K35PO4 (29.51 g > 139.00 mmol) » % R EYIR &
A ANIRFR3 R RAESOC TAEN MRRZCR G VIR A2 hr « FERUE T R4E
2 IERGYI DLE AR GY) - 2R erPIAFHH0 (200 mL)#FE 1 FHEA
(300 mL * 2)Z2H - &K & 2 @ (R A EBZK(500 mL * 2)/F 7% » #ENa,SO45z
Je o R RO TR EEMEY) 0 R RSB EEETT(SI0 - A
M/ LR LBe=10/1 21D EI(E - A£RE T REETRUEEE =@ BERE
Z2-((2-(2-CGREWE H & E)-6-(Z 3 FH ) L 0E-3-5)-1,6- 5208 -7- ) H &)
FLI5|WENHE-1,3- f{(16.31 g > 33.53 mmol » 72.36%ER) -

[0522] LCMS (ESI) m/z: [M+H]* =487.2 -
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[0523] 'H NMR (400 MHz, DMSO-dg) 6 = 9.35 (s, 1H), 8.64 -
8.62 (m, 1H), 8.47 (d, J = 7.6 Hz, 1H), 8.29 - 8.26 (m, 1H), 8.02 - 7.84
(m, 5SH), 7.45 (d, J = 7.6 Hz, 1H), 7.14 - 6.78 (m, 1H), 5.12 (s, 2H), 4.31
-4.29 (m, 2H), 1.34 - 1.26 (m, 1H), 0.60 - 0.50 (m, 2H), 0.42 - 0.35 (m,
2H)ppm -

[0524]

BERT ¢ [2-[2-CGRNE H & &) -6-( s H A )-3-ME g BL1-1,6- 25 0E-7-

[0525] [A12-((2-(2-CGBNEHEE)-6-( & H E)UErE-3-£)-1,6-
ZE0 - 7- 20 ) B EL) L | WL -1,3- —#(16.31 g > 33.53 mmol) /A THF (200
mL) 7 S ROR IINH.NH,. H,0 (35.62 g > 697.31 mmol) » 1£25°C F %
REVIEFEL2 hr o K% K IER S Y)E AH20 (300 mL) H3i FHEA (200 mL
* 3)IEHY o G4 L 2 FTEIE (5 FIEK (300 mL * 2)5E 7% - 4ENa,SOLE 4 -
BT N RE L EEE=STER ZQ-Q-CRNEH&EE)-6-(ZFHH
EL) O 0 -3- 5L )-1,6- 250E -7- 2L ) B# (11.71 g » 32.86 mmol > 98.01% &
2y HEBEEBEANR T PR HmFTELE—PLEL -

[0526] LCMS (ESI) m/z: [M+H]* =357.1 «

[0527] 1H NMR (400 MHz, DMSO-ds) & = 9.36 (s, 1H), 8.63 -

9.61 (m, 1H), 8.48 (d, J =7.6 Hz, 1H), 8.25 - 8.23 (m, 1H), 7.99 (s, 1H),
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7.50 - 7.48 (m, 1H), 7.21 - 6.77 (m, 1H), 4.32 - 4.30 (m, 2H), 4.09 - 3.98
(m, 2H), 2.23 - 2.00 (m, 2H), 1.41 - 1.24 (m, 1H), 0.67 - 0.49 (m, 2H),
0.40 - 0.39 (m, 2H) ppm °

[0528]

A ER8 ¢ (4R)-N-[[2-[2-(FR N £ FH . E5)-6- (o H 55)-3-ME e £ 1-1,6-
ZRWE-T- AL H A ]-4,9- & -5,5- Rl EEE-3,4- - 2H- 1SR g -7 -

[0529]) [E](4R)-9-5-4-5.-5,5- ~ I EE-3,4- G -2H-1,5% H 1 1%
WE-7-$2 82 (9.14 g > 32.86 mmol) ADCM (150 mL)H 7 5 7&K /AN ITEDCI
(8.19 g » 42.72 mmol) ~ HOBt (5.77 g » 42.72 mmol) &zDIEA (12.74 g >
98.58 mmol) » ZRT& IR NN(2-(2-(F8 N A FH S B5)-6-( 3 FH B It iE -3- &) -
1,6-Z50E-7-F) £ (11.71 g » 32.86 mmol) - £25C T Z RS Y EEEL12
hr - Z RGP AAH0 (200 mL)FFE I ADCM (100 mL * 2)Z£H] -
A& 2 AHRIEHAEK(00 mL * 2)/F7% » &NarSOLFZ R » 8 8 I AL K
BE TR 4 DUE AR TR ERY) - HARFE M E L@ il7 (Si0, » PE/EA=10/1%1/2)
AL - AR TR IB TR DLE A G BIRY) o R BAR Y B AE T MeCN
(100 mL) &z H>O (300 mL) & » ZR1& 1 Bk BE T R4 5% 78 K LA B Me CNII R
U EERELEY  EXROEER (L&Y 332 (16.34 g - 26.37
mmol > 80.24% FE*R) -
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[0530] LCMS (ESI) m/z: [M+H]* =617.3

[0531] 'H NMR (400 MHz, DMSO-d¢) 8 = 9.69 - 9.67 (m, 1H),
9.41 (s, 1H), 8.65 (d, J = 8.4 Hz, 1H), 8.46 (d, J = 7.6 Hz, 1H), 8.38 -
8.23 (m, 3H), 7.84 (s, 1H), 7.46 - 7.44 (m, 1H), 7.17 - 6.76 (m, 1H),
6.41 - 6.16 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.63 - 4.59 (m, 1H), 4.31 -
4.29 (m, 2H), 4.19 - 4.16 (m, 1H), 2.93 - 2.71 (m, 1H), 2.65 - 2.53 (m,
1H), 1.39 - 1.22 (m, 1H), 0.59 - 0.51 (m, 2H), 0.40 - 0.37 (m, 2H) ppm °

[0532] ¥fZ M SFC : AD-3-IPA+ACN(DEA)-40-3ML-35T.lcm -

Rt=0.836 min ’ ee%=100.00%

[0533])
RO ¢ (2-F-1,6-Z80¢-7-5) H il 2 Bl
N Cl
H,N i ~ X
N N~

[0534] F£25°C TRH(2-F-1,6-Z708-7-5) A g HER S5 = T B5(30
g > 102.13 mmol) AHCl ZUEfE(4 M > 100 mL)H 2 E& Y86 hr o £
BT REZRIERGYNEEEREORRZ(2-R-1,6-0E-7-2) H 7
(23.5 g > 102.13 mmol > 100.00%ZE % » HC1&) » LA&HHFANR T —F B

Rt -

[0535] LCMS (ESI) m/z: [M+H]* =294.1 -

[0536] 'H NMR (400 MHz, DMSO-de) § = 9.53 (s, 1H), 8.73 -
8.70 (m, 3H), 8.05 (s, 1H), 7.82 (d, J = 8.8 Hz, 1H), 4.39 - 4.34 (m, 2H)
ppm °

[0537]
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FER10 © fEYI4 > 2-[(2-F-1,6-Z50E -7 -5r) B B ] F 05| I5R M- 1,3 - - e
< Bl
NS Ny_Cl

N =~ =
0

[0538]) [AI(2-%-1,6-250¢-7-5) I B#(23.5 g » 102.13 mmol) A HH 3
(700 mL) ™ > %R IITEA (31.00 g » 306.40 mmol) B B3 L 0F-1,3-
FE(15.13 g » 102.13 mmol) » {£120C N ZIEREY)IEFE2 hr o JEREEE T
TRUA R R ER S Y DB AR KB YA A H.0 (100 mL)#5 B2 FHEA
(200 mL * 3)z<H] » &K4HE 2 AEEHRAEK( 500 mL)JF7%E > &Na,SOqy
HZ MR o HBJENCAT B R DAE £ ey HARFEHRE M ET T (Sio, -
PE/EA=10/1 £ 1/D)FAL - LK T BG BSMRULELF h=aaEEES
9 (25.35 g > 78.31 mmol > 76.67%ER)

[0539] LCMS (ESI) m/z: [M+H]* =324.1 o

[0540] 'H NMR (400 MHz, DMSO-dg) 5 = 9.35 (s, 1H), 8.62 -
8.60 (m, 1H), 8.06 - 7.83 (m, SH), 7.75 - 7.73 (m, 1H), 5.10 (s, 2H)
ppm °

[0541]

(4R)-N-[[2-[6-[(2R,6S)-2,6- B ELUE I -4- B ]-2-0PE mg B 0L g 3 [3,4-
bIME S -7- B FHEE]-4,9- &.-5,5- {5 2-3,4- 5,-2H-1,516- 3 I 158 15g
E-7-H g (B & 1405) 2 Bl -
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] K "‘Sn"L‘N] .N,/\( - \“,4.\._ ,N_,\J,/L:N.] 1/ NNNNN
" I -0 iRy N\__.;i. P
i [ I N
NP R LN N K0 e N
o % o LT_ 2y g et 2L S .\T_-_\‘_‘/ “‘T. SO \]/ PHHARO __ﬁ,.ﬁ‘,. o \_}/
N pthe < S RIAD PBr, FU T l_o T, N. o 2 Lo
) i THF. 25, 2frs b 9 " 1 R ! [
5 [+
P i, P l l ey
RO DY
gt PN s
EDCI, HO3t. DIEA Lo {
L AE T
e s prlhs
o
R e I o
0 = . i 0 e i
TL Moo 1R e s s A [N]‘
_:__;_‘ P _:-k_F,.N Gl
[ A Y

[0542]
ER1  [6-[(2R,65)-2,6-  HHE MG -4-F]-2- M e B |- = B -5 e 2
Bl -

[0543] [A1(2R,65)-4-(6-78 -2- ML g £ )-2,6- - B B - UG Bk (AR #2 F G-
A4398th 2 T A RUA) (500 mg > 1.84 mmol) f = HE(=HEAH B E)
$2(0.94 g > 2.87 mmol)* IEfE(5 mL)h 2 IE IR R AIPA(PPhs)s (106.54
mg > 92.20 umol) - fE100°C FFEN2 Fifa& R IEVIIR A2 hr - I K IERE
VIS TIEA (10 mL) LU JE > AR BRE R RLULELE 2= CE R Z[6-
[(2R,65)-2,6- B FLIG IR -4- 5L ]-2 - ML g B )- = B AR5 5£(650 mg > i) » H
R ERITTHR T — 2 BT -

[0544] LCMS (ESI) m/z: [M+H]* = 357.0 -
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[0545]
B ER2 * [2-[6-[(2R,65)-2,6- B ELUE k-4 - ]-2- 0L g A ] ML g - [3,4-
bIntbER-7-E1 LB H s 2 Bl -

~ ]
N ~
AcoA@[ NN
N Z O
Ny kr

[0546] [#4 (650 mg > 1.83 mmol) Y “IEFZE(6 mL) ™ & R A
(2-FHEBE H[3,4-b]MEIR-7-5) L FE H B5(290.03 mg » 1.22 mmol) & &1k
fU 5 =R ECHEE(85.66 mg 0 122.04 umol) ¢ {£100°C FAEN2 3% K FEY)
FE12 hr - Bz SEREYVIFEIAKA0 mL)H » 3208 KHHEA (10 mL *
3 > AHE L HREHAERKN0 mL)E - &&NaxSOsfz)kE: » B IE
JRE LUE AR ERY) o R YR B BT ilT (S0, - ‘HhE/ L8 LB
=10: 1 E5: D &i(L » BYEZ AR LUE £ 2 =GRS 2 [2-[6-[(2R,68)-2,6-
FH L IEG U - 4 - B 1-2- Of g BR T OEL OE - [3,4-b 10k iR -7- B 1 £ % FH BiS (160 mg >
)

[0547] LCMS (ESI) m/z: [M+H]* = 294.1 -

[0548]

A ER3 1 [2-[6-[(2R,65)-2,6- " B BRIE Whh-4- £ 1-2- 0L g AL T 0L g - [3,4-
bluhiz-7-EL 1 H g~ BUf

g

N =
N = (0]
Ay kr

[0549] 195 (160 mg > 406.67 umol)jAMeOH (3 mL)H 7 A& A

IINaOMe (43.94 mg > 813.34 umol) » £25°C NEN, N HiZ% K IEY) 2
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hr o K 3% RERSPE A K0 mL)F - ZEREHEA (10 mL * 3)E
0 4G AR HREKA0 mL)EE - &NarSOLHZ 1R » I8 I R4S
PLEE A TRERY) - X B eR Y438 B L 2 M i (Si0. - ‘A M/ LB LB
=10:125: DL BEZBRUELEZEEGBRERS 2 [2-[6-[(2R,65)-2,6-—
FH B NG UK - 4- BE 1-2- DR g G T IELE 5 [3,4-b 10k iR -7 - BER 1 FH BZ(100 mg » 284.57
umol » 69.98 % FE %)

[0550] LCMS (ESI) m/z: [M+H]* = 352.2 o

[0551])

A B4 1 2-[[2-[6-[(2R,6S)-2,6- — H ELUE Ubf -4- 6 1-2- b W B ] gk B 5
[3.4-b10k0Z-7- L] HE B SR 05| WK IR - 1,3 - [ > B4 -

9 ]

[0552) [A6 (100 mg > 284.57 umol) K 2 05| I5:0pk-1,3- — i (46.06
mg > 313.03 umol) /A THF (2 mL) ™ .7 %% K IPPh; (89.57 mg > 341.49
umol) > ZR1& {E0°C T ¥ DIAD (86.31 mg > 426.86 umol) RN & ZRE
Y1 AE25C TAEN N Z R IEIHE2 hr o K 5% IR &Y E A K Q20
mL)F > BZOFIRHBAEA (20 mL * 3)ZEH » &4 & 2 H KB B A EKQ0
mL * 3)J5 % » &8NaSOLRZ 1 » IR B DL E A TRERY) - 2B G FE
ARG HTT(Si02 » OB/ LB £B5=10:125:1)41{L > JBYEZ A R AE
4 B B EEE 2 2-[[2-[6-[(2R,68)-2,6- — B ZLNE Ik -4 Fk]-2 - 0Eh g AL 1 EE e S
[3,4-b]0HL - 7-£6 ] B AL | 08|06k - 1,3- —F#(90 mg > 187.30 umol » 65.82%

EF) -
[0553] LCMS (ESI) m/z: [M+H]* = 481.0 -
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[0554])
A EES 1 [2-[6-[(2R,68)-2,6- B AW UM -4- L ]-2- 0fE g B T ObL g H£ [3,4-
btk -7- B FH f 2 B fEg -
g
HzN/\C[N\j/ENj\Ny
N__ =~ p (o]
N Kr
[0555) #£25°C TNE8 (50 mg > 104.05 umol) ATHF (0.5 mL) 7
WIRORIIK & (0.14 g > 2.74 mmol) » ££25C ke S JEVIEFEL2 hr -
ez S ER S EIA K0 mLYH » ZAKRHHAEA (10 mL * 3)ZH] » &
HE 2 ABRREEFHABEKQO mL)FE » &NaxSOL42) » BIE R4 LEAE
E =TS 2 [2-[6-[(2R,6S)-2,6-  FH B MEIM -4 - EL]-2- 0L 0E BS 1 0EE0E 3 [3,4-
b]MbE-7-E1H (35 mg > HH) » H{BEHERHN T -8 F -
[0556] LCMS (ESI) m/z: [M+H] * = 351.1
[0557])
T EE6 ¢ {La405 2 Bl
(4R)-N-[[2-[6-[(2R,6S)-2,6- B ELUE I -4- B ]-2-0PE mg B 0L g 3 [3,4-
blfbk-7-E 1B A 1-4,9- —&-5,5- Z & £-3,4- R -2H-1,506- 4 H BRI
-7 - F G R -
0 = ‘
F N l SN N\ ‘\N N/Y
o H N._= N/ H/O
57°
&

F

L 08

[0558] 199 (35 mg > 99.88 umol)})ADCM (1.5 mL)H A0

(4R)-4,9-%-5,5- "I £x-3,4- & -2H-1,506-FR FFUEENE-7- 32 i (PR 12
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FG-A5321AT 7 1 28148) (27.79 mg > 99.88 umol) ~ EDCI (28.72 mg -
149.82 umol) ~ HOBt (20.24 mg > 149.82 umol) fz DIEA (64.54 mg -
499.41 umol) » f£25°C Tl e 12 hr o 3% K IER &V (% FH H20
(10 mL)#i#g > B RIBHEA (10 mL * 3)ZFH > Ll 2 AHEHHARE
K10 mL)F%E » &ENarSOLFZNE - IR R4E PLE £ R Y - LR %
FEHWHHPLC (0.1% FARMA)S(E - iz A RUEE E=GER 216
&¥7405 (12.96 mg ° 19.74 umol > 19.76%E > > FA) -

[0559] LCMS (ESI) m/z: [M+H] * = 611.4 -

[0560] 'H NMR (400 MHz, DMSO-d¢) 6 = 9.96 (s, 1H), 9.75 -
9.69 (m, 1H), 9.50 (s, 1H), 8.44 (s, 1H), 8.39 - 8.28 (m, 2H), 7.94 (s,
1H), 7.90 - 7.84 (m, 1H), 7.83 - 7.76 (m, 1H), 7.11 (d, J = 8.4 Hz, 1H),
6.37 - 6.19 (m, 1H), 4.85 (br d, J = 5.6 Hz, 2H), 4.66 - 4.56 (m, 1H),
4.35 (brd, J = 11.6 Hz, 2H), 4.19 - 4.15 (m, 1H), 3.75 - 3.62 (m, 2H),
2.92 -2.73 (m, 1H), 2.66 - 2.55 (m, 3H), 1.22 (d,J = 6.2 Hz, 6H) ppm °

[0561]) ¥t Z M:SFC : OJ-3-IPA(DEA)-5-40-3ML-35T.lcm * Rt =

2.121 min > ee% =100% -

[0562])
HERT ¢ (4,5- AL nE-2- ) H g 2 Bl
NH,
HO =
S|
X" NH,

[0563] fEO°C T[=4,5- [z ZLMEne-2-F2 B2 HES(8 g » 47.86 mmol)
FXTHF (80 mL) o 27/ R MILiBH (2 M » 103.98 mL) » 1£25°C Nz
BYIRH12 hr - iz EREYI%EE ANaHCO;7KFE R (300 mL)H -
TEZIRF IR o RUEIBIRLIBFRTHE - AR RFZLEISHEY) -
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[0564]) HHEY HHEEM(ALO; » DCM / MeOH=10:1£2 : 1%
LUETS 2 B EE 58 2 (4,5- B mbnE-2- ) HEE(12 g - #) -

[0565] LCMS (ESI) m/z: [M+H] * = 140.4

[0566]

BRS¢ 7-(FEEL B B MLNE H[3,4-b] ik -2- i B

N OH

HoﬁNj

[0567]) [E2A (5 g 35.93 mmol)#n-BuOH (50 mL)H > A% R
2-flF LW ZB5(7.70 g » 37.73 mmol » 50% [ HZEF) © ££100°C T %
BEYIEEES hr o

[0568] #IESIERSY) - FIMeOH (50 mL)JE 5t e 8 LU B IR K
AJEEB © BYEZIEIRALUVRREEGY) - ZBERY{RHPEEA (1:1 > 100
mL) fz A% MeOH (20 mL)H [ DUER 2k EH S E#S 2 7- (8 B H ) ke
H[3,4-b]0HEME-2-F%(3.3 g » 18.63 mmol » 51.84%FE %) o

[0569] 'H NMR (400 MHz, DMSO-ds) § = 8.81 (s, 1H), 8.15 (s,
1H), 7.33 (s, 1H), 5.79 - 5.46 (m, 1H), 4.62 (s, 2H) ppm ©

[0570]

ERO ¢ (2-FEEMENE H[3,4-bIukiR-7-B) LB H R < BifE

N OH

CO/ﬁNj

[0571) [/ 4A (150 mg > 846.69 pmol) &z DMAP (51.72 mg >
423.35 pmol) A DCM (3 mL) 2 35 & 7% i1 Ac.O (259.31 mg » 2.54
mmol) X TEA (128.51 mg » 1.27 mmol) - f£25°C THZ R SWIBHE2 hr o
BARTL R EY LB RERY) - sZBeRY R B tE @M ilr (S10. » A JH it/

26 295 H(EEHRIAE)

C256075PA docx
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Ll ZBe=2/1 21/ DHE(LIUER 2= CEEE 2 (2- KB ML 0E H[3,4-b] L -
T-E)Z FEHES(100 mg > 456.21 pmol » 53.88%ER) o

[0572] 'H NMR (400 MHz, DMSO-d¢) § = 12.65 (br s, 1H), 8.89
(s, 1H), 8.21 (s, 1H), 7.22 (s, 1H), 5.20 (s, 2H), 2.15 (s, 3H) ppm o

[0573]

ER10 © (2-FMENE H[3,4-b]MhiR-7-5) Z B8 HH s~ B0

CO/\qu/Cl

N N/

[0574]) [5PPh; (344.62 mg > 1.31 mmol) A H (4 mL) 7 35807
=R EF5NxEE(101.79 mg > 437.96 pmol) » {£25C NiFTIFRESVIRIF
12 hr - |5 EXCGEEPAIISA (60 mg > 273.73 pmol) - f£110°C TifAT i
BEVIREES hr - REEZ IEVIDUEREGRY) - ZEReGYGERELEN
i (Si0, » A B/ 2B ZBs=10/1 5/ ) 4i{E LUER 2 0 G FEEE > (2- At
WEFF[3,4-bMLIR-7-5) L BE FH S (40 mg > 164.95 pmol > 60.26 % FE ) -

[0575] LCMS (ESI) m/z: [M+H] * =238.1

[0576)] 'H NMR (400 MHz, DMSO-ds) § = 9.52 (s, 1H), 9.14 (s,
1H), 7.97 (s, 1H), 5.39 (s, 2H), 2.18 (s, 3H) ppm ©

[0577]

(2R)-N-[[2-[3-( & H & E)-4-F - b M- 1- 5 1-1,6-250¢ -7- B 1 B AL -
6-( & H A)-2-F-1,1- A& A-3,5- 5 -2H-4, 1 7 18 e -8 - B g e
(L&P)514) 2 Bl -

26 296 H(EEHRIAE)

C256075PA docx
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F o

Br—p- 4
== 3 D = -
= A {/_'/>-—{JH r}_o |/>—o
H(/>‘OH T \rr”w ) - WN“N >—F _ MaOMe HN- .
N . .
Py.85°C.25hs KF, ACN, 25 *C.E hrs & F MEOH. 25 °C. 1 hr ¢

F B~y F
Select-F £1 2 ay) fg— My oo | f”’”:&
_— o] e 8}
HNw M. N~ #

ACN. B0°C. 3 hrs r Pdidbaly, XantPhas, C5;00, BocHN™ ™y | L S
F TWEEE 00T, Zhrs Ny oy, F
F v}
Fﬁ)\{:’”
. F
vl 5—0
—{ 0—<
:
| L] » S
TFA = F
- HaM o /N N“‘N H |
DCM. 25 °C. 1 hr 2 | F EDCI, HOBL. DIEA N
Ny F DCM. 25 °C, 12 hrs g L0
o
(g
(283514

[0578]

BERL ¢ 1-(3-FEAL-TH-MEME-1-25) £-1- 2 Bl fg -

A

0]

(0579 #95°C = 1H-MEME-3-F% (3 g » 35.68 mmo) it B BE (50
mL) S 7 ERINIIACO (3.82 g 37.47 mmoD)FRIENE(20 mL) = 2 75 R iR
30 min > ZMRIEISC MR EYIRAF2 hr - REZRIEREEYILUERS
FRERY) o BZRERY)(RHIMeOH (100 mL)bF MG 388 - JEHf % FMeOH (20
mL * 3)FRILFZ I LU E = B E 8 2 1-(3-F8 A - TH-ME M- 1- ) £ -1
(4 g > 31.72 mmol - 88.89% FE ) -

[0580]

HEE2 1 1-B-(ZHHAE)-TH-LEME-1-F) 2-1 -5 2 2 -

55 297 HEHIEHE)

C256075PA docx
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e
N —F
o F
[0581] [mI1-(3-FCA-1H-OEME-1-5) Z-1-FF (2 g - 15.86 mmol) i}
ACN (20 mL) Jr ZIEBR N -IDR (@) H & - SR B - b A 1 R A4 L5
(8.47 g » 31.72 mmol) X KF (1.84 g » 31.72 mmol) - {£25C N EZ . E&Y)
f@#E6 hr - Z N IEY)I R /K(100 mL)#5FE - FJEA (20 mL * 4)ZZHY - 4840
B ARG HBENSOHZE - BB R VB IRERY) - 2 BRI (RS
BB T ilT(Si0. » Aililt/ LW LFE=10/123/HE{ELUER EfMEl 2
1-B- (g HEE)-1H-MHEM-1-E) 2, -1-[# (860 mg » 4.88 mmol » 30.79%
EF) -
[0582] 'H NMR (400 MHz, DMSO-d¢) 6 = 8.41 (d, J = 2.8 Hz,
1H), 7.64 - 7.28 (m, 1H), 6.48 (d, J = 3.2 Hz, 1H), 2.57 (s, 3H) ppm ©

[0583])
SER3 1 3-(ZgE HEE)- 1H-IEME 7 B o
HN// °
N —F
F

[0584]) m1-GB-(_gw HE|E)-1H-MEmE-1-F) 2 -1-Fd (700 mg -
3.97 mmol) *MeOH (10 mL) # 7 5 /& /A J1NaOMe (429.44 mg » 7.95
mmol) ° £25C MRZE YR hr - Z S IEV)HRA /K100 mL)MEE -
FEA (50 mL* 3)ZZH] - &0 & 2 A HE (A A Na, SO 5z - B IR 48 DA
R R EH 2 3-(CE HEE)-1H-1E (460 mg > 3.43 mmol > 86.32%
) o '"H NMR (400 MHz, DMSO-d¢) & = 12.49 (br s, 1H), 7.69 (s,

1H), 7.41 - 7.04 (m, 1H), 5.97 (s, 1H) ppm °

26 298 H(EHRIAE)

C256075PA docx
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[0585])
HERA L 3-(CmHEA)-4-F- 1 H-IEME 2 B o
F
A
HN~ —F
F

[0586]) [m3-(_& H & E)-1H-0HMW (400 mg > 2.98 mmol)jAACN
(10 mL)d 78R A nSelect F (1.27 g » 3.58 mmol) - f£80C T &% ES
VIR FES hr o BIEZ K IER SV LUERIEIR - %2 B IR %4 f B AHHPLC
(0.1% FARRIPFAL - R4 B HED AR MeCN « 32 /RS A MHEA (20 mL *
3)FEE - KRG 2 HEE (R NaSOLEZ K - B 10 B 4E DU S 2 0
Z3- (e HEE)-4-5-1H-EME (180 mg > 1.18 mmol » 39.68% &) °

[0587] 'H NMR (400 MHz, DMSO-dg) 8 = 12.56 (br s, 1H), 7.91
-7.90 (m, 1H), 7.41 - 7.05 (m, 1H) ppm ©

[0588]

RS ¢ ((2-C-( % H A& B )-4- - TH-DEME-1-8)-1,6- 25 0E -7- &) B
EOEHEE S =T % -

_ -
BocHN T “ >—F
NN F

[0589] JRFN-[(2-%-1,6-Z50E-7-B) H A HEE S = T B (AR B FG-
A3432CH 2 5 EBH) (120 mg > 408.51 pumol) ~ 3-(_HHEAE)-4-F.-
1H- Off ™t (68.34 mg > 449.36 pmol) - Pdx(dba); (37.41 mg > 40.85
umol) ~ Xantphos (47.27 mg > 81.70 pmol) fzCs>CO3 (399.30 mg > 1.23

mmol)jY “HEE(2 mL) 1 2R &P R AL - NR3 K > R IARRAET00C T

26 299 H(EEHRIAE)

C256075PA docx
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FENRA MR 2R EVIEHE2 hr - ZRIEYVIHR K10 mL)FikE - FIEA (5
mL * 3)FEH] o &4 G A IE (A& NaSOLZ 1 - 8 I8 B LUE S R
V) o RV 4 EE MBI RIHPLC (8 fF © Phenomenex luna C18 150%25
mm* 10 um ; ¥ 8jfH : [7/K(FA)-ACN] ; B% : 47% %2 77% > 10 min) &}
b - BR4EAERE LB FRMeCN - ZKAS(HRHADCM (5 mL * 3)ZHY - L4 &
Z A% NaxSOHZEE - IR VERE 0 B ((2-G-(#
HH SR B )-4- - TH-IEE M -1-56)-1,6- 280 -7- B ) H B B H R 55 = T B5 (120
mg > 293.14 pmol » 71.76% FE ) -

[0590] 'H NMR (400 MHz, DMSO-dg) & = 9.33 (s, 1H), 9.08 (d,
J =4.0Hz, 1H), 8.74 (d,J = 8.8 Hz, 1H), 8.08 (d, J = 9.2 Hz, 1H), 7.75 -
7.36 (m, 3H), 4.42 (brd, J = 6.0 Hz, 2H), 1.43 (s, 9H) ppm ©

[0591]
HER6 ¢ (2-(3-( & H & E)-4-F - TH-MEME-1-55)-1,6-Z50¢-7-55) FH iz
Z Bl o
F
=
H,N = /N| N\N £

[0592] #£25°C T ((2-G-(Zm HEE)-4-%- 1H-MEME-1-5)-1,6-
ZRE-7-B) DB % S8 = T B5(80 mg » 195.43 pmol) A TFA (0.2 mL) J¢
DCM (1 mL)tf ZEEVIFEL hr o 32 R &Y% I NaHCO; KIE R (5
mL)FiFE > FIEA (3 mL * 5)ZXHY - &840 & 2 A & R4 NaSO452 1 - 18
JEAR A LES 2R BB R L (2-G-(Z & H E5)-4-%- ITH-HE M- 1-5)-

1,6-Z50E-7-E) H (60 mg > 194.02 pmol > 99.28 % E %K) -

26 300 H(EEHRIEE)

C256075PA docx
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[0593] LCMS (ESI) m/z: [M+H] * =310.0
[0594]
ZERT ¢ (2R)-N-[[2-[3-(Z g A AL ) -4- 7 - ML - 1- 6 ]-1,6- 5308 - 7- &

B ]-6- (L E)-2- - 1, 1- IR -3,5- -2 H-4, 1 IR T -8 -

R he ~ B4

F
o~

o
F

H Na A,
O S\fo
\_(0

{L&97514

[0595] [ (2R)-6-( @ HE)-2-&F.-1,1- _{I&5E-3,5- & -2H-4,1
2 H RN -8-F2 12 (60.19 mg > 194.02 pmol) J¥DCM (1 mL) ™ ZF KK
JIEDCI (37.19 mg > 194.02 pmol) ~ HOBt (26.22 mg ° 194.02 pumol) &
DIEA (62.69 mg > 485.05 umol) » ZR{ENINI2-[3-( & H | E)-4- 7 Tthmk-
1-E£]-1,6-Z50g-7-EHE(50 mg > 161.68 umol) - £25C NE#Z E&YE
12 hr - BEZ ERGYALAPE (1 mL * 3))EEEH - {£RE T8
FEBERULEEEHCRER Z(EEYS514 (54.32 mg > 90.31 pmol >
55.86% FE ) o

[0596] LCMS (ESI) m/z: [M+H] * = 602.1 -

[0597] 'H NMR (400 MHz, DMSO-d¢) 8 = 9.91 - 9.88 (m, 1H),
9.38 (s, 1H), 9.05 (d, J = 4.4 Hz, 1H), 8.83 - 8.71 (m, 2H), 8.60 (s, 1H),
8.11 - 8.09 (m, 1H), 7.77 - 7.33 (m, 3H), 6.35 - 6.12 (m, 1H), 5.31 - 5.27
(m, 1H), 5.12 - 5.08 (m, 1H), 4.83 - 4.82 (m, 2H), 4.58 - 4.41 (m, 2H)

26 301 H(EEHRIESE)

C256075PA docx
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ppm °
[0598] ¥fZ [ SFC : 0J-3-EtOH (DEA)-5-40-3ML-35T.Icm > Rt
= 2.043 min > ee% = 100% -
[0599] RI+F Z THIE B %A RECEERIE R A S Ik
2 R -
R9 CARE Z(LEY
LCMS

1
#|(Esym+r) | INMR

1H NMR (400 MHz, DMSO-d6) 6 =9.67 - 9.65 (m, 1H), 9.40 (s, 1H), 8.68 - 8.58
(m, 3H), 8.34 - 8.31(m, 1H), 7.92 (d, ] = 7.6 Hz, 1H), 7.84 (s, 1H), 7.76 - 7.74 (m,
2H), 7.03 (d, J = 8.4 Hz, 1H), 6.09 - 5.97 (m, 1H), 4.82 (br d, ] =5.2 Hz, 2H), 4.47
(brd,J =15.2 Hz, 1H), 4.31 (brd, J = 11.2 Hz, 2H), 4.08 (br d, ] = 15.2 Hz, 1H),
3.69 - 3.66 (m, 3H), 3.67 - 3.51 (m, 1H), 2.54 (br s, 2H), 2.29 (d, ] = 0.8 Hz, 3H),
1.21 (d, J = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.41 - 9.39 (m, 2H), 8.67 - 8.60 (m, 2H), 8.49
(d, ] =2.4 Hz, 1H), 8.22 - 8.19 (m, 1H), 791 (d, J = 7.2 Hz, 1H), 7.76 - 7.71 (m,
2H), 7.29 (d, J = 8.8 Hz, 1H), 7.03 (d, ] = 8.4 Hz, 1H), 6.05 - 5.92 (m, 1H), 4.78
(br d, J =6.0 Hz, 2H), 4.31 (br d, J = 11.6 Hz, 2H), 3.69 - 3.65 (m, 2H), 3.56 - 3.51
(m, 1H), 3.28 (br s, 1H), 3.06 (s, 3H), 2.58 (br s, 2H), 2.39 (br d, ] = 1.6 Hz, 1H),
2.29-2.25 (m, 1H), 1.21 (d, J = 6.0 Hz, 6H) ppm

1H NMR (400 MHz, DMSO-d6) 6 =9.51 - 9.29 (m, 2H), 8.76 - 8.57 (m, 2H), 8.49
(d, J=2.0Hz, 1H), 8.22 - 8.19 (m, 1H), 7.91 (d,J = 7.2 Hz, 1H), 7.82 - 7.64 (m,
2H), 7.29 (d, J = 8.8 Hz, 1H), 7.03 (d, ] = 8.8 Hz, 1H), 6.12 - 5.80 (m, 1H), 4.78
(d, J =5.6 Hz, 2H), 4.31 (br d, J = 11.2 Hz, 2H), 3.69 - 3.65 (m, 2H), 3.58 - 3.49
(m, 1H), 3.25 (br s, 1H), 3.07 (s, 3H), 2.64 - 2.54 (m, 1H), 2.52 (br s, 2H), 2.31 -
2.20 (m, 1H), 1.21 (d, J = 6.4 Hz, 6H) ppm

521 | 704.20 1H NMR (400 MHz, DMSO-d6) § = 9.71 - 9.68 (m, 1H), 9.06 (s, 1H), 8.64 - 8.60
(m, 2H), 8.32 - 8.16 (m, 2H), 7.72 (d, J = 2.8 Hz, 1H), 7.51 (s, 1H), 7.10 (d, J = 2.4
Hz, 1H), 6.36 - 6.11 (m, 1H), 5.37 (d, ] = 14.8 Hz, 1H), 5.16 (d, ] = 14.4 Hz, 1H),
4.72 (d, J = 5.6 Hz, 2H), 4.52 - 4.38 (m, 2H), 4.34 (d, J = 1.6 Hz, 4H), 4.18 - 4.11
(m, 2H), 3.73 - 3.68 (m, 2H), 3.53 - 3.49 (m, 2H), 1.15 - 1.11 (m, 3H) ppm °

317 | 605.3

318 | 605.3

319 | 6054

520 | 634.20 1H NMR (400 MHz, DMSO-d6) 6 =9.76 - 9.73 (m, 1H), 9.42 (s, 1H), 8.57 (d,J =
8.8 Hz, 1H), 8.53 - 8.45 (m, 2H), 8.29 - 8.20 (m, 2H), 7.98 - 7.92 (m, 1H), 7.91 -
7.85 (m, 2H), 7.64 - 7.60 (m, 1H), 7.40 (d, J = 3.2 Hz, 1H), 6.30 - 6.13 (m, 1H),
5.30 - 5.08 (m, 2H), 4.94 - 4.81 (m, 3H), 4.52 - 429 (m, 4H), 3.87 - 3.73 (m, 1H),
1.56 (d, ] = 6.0 Hz, 3H) ppm °

366 | 605.00 IH NMR (400 MHz > H[ig-d4) 6 = 9.32 (s, 1H), 8.53 (d, J = 8.6 Hz, 1H), 8.41 -
8.38 (m, 1H), 8.26 (d, J = 7.6 Hz, 1H), 8.21 (d, J = 8.6 Hz, 1H), 8.19-8.14 (m, 1H),
7.92 (s, 1H), 7.11 (d, ] = 7.6 Hz, 1H), 6.21-6.20 (m, 1H), 5.96 - 5.79 (m, 1H), 4.90
(s, 2H), 4.65-4.60 (m, 1H), 4.19-4.13 (m, 1H), 4.06 (s, 3H), 3.42 - 3.35 (m, 1H),
3.09 -2.84 (m, 1H), 2.64 - 2.50 (m, 1H), 1.45 (d, ] = 7.0 Hz, 3H) ppm

26 302 H(EEHRIAE)

C256075PA docx
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LCMS 1
#|(Esym+r) | INMR
358 | 541.2 1H NMR (400 MHz, DMSO-d6) 3 = 9.68 - 9.66 (m, 1H), 9.41 (s, 1H), 8.69 - 8.61

(m, 2H), 8.35 - 8.30 (m, 2H), 8.19 (d, ] = 7.6 Hz, 1H), 7.90 - 7.88 (m, 1H), 7.85 (s,
1H), 6.97 (d, ] = 8.4 Hz, 1H), 6.33 - 6.21 (m, 1H), 4.82 (br d, ] = 5.6 Hz, 2H), 4.63
-4.59 (m, 1H), 4.53 - 4.48 (m, 2H), 4.19 - 4.16 (m, 1H), 2.86 - 2.73 (m, 1H), 2.61 -
2.55 (m, 1H), 1.42 - 1.39 (t, ] = 7.0 Hz, 3H) ppm

523 | 586.20 'H NMR (400 MHz, DMSO-ds ) 6 = 9.75-9.73 (m, 1H), 9.35 (s, 1H), 8.63 - 8.57
(m, 2H), 8.56 - 8.48 (m, 2H), 8.37 (d, ] = 8.8 Hz, 1H), 7.85 (s, 1H), 7.50 (d, ] = 8.8
Hz, 1H), 6.31 - 6.12 (m, 1H), 541 (d, ] = 14.4 Hz, 1H), 5.09 (d,J = 14.4 Hz, 1H),
4.81(d, J = 5.6 Hz, 2H), 4.54 - 4.29 (m, 2H), 2.44 (s, 1H), 1.15 - 1.08 (m, 2H), 1.05
-0.98 (m, 2H) ppm °

522 | 632.10 'H NMR (400 MHz, DMSO-ds ) & = 9.75-9.73 (m, 1H), 9.35 (s, 1H), 8.65 (d,J =
1.6 Hz, 1H), 8.63 - 8.58 (m, 2H), 8.57 - 8.50 (m, 1H), 8.37 (d, J = 8.8 Hz, 1H),
7.85 (s, 1H), 7.50 (d, J = 8.4 Hz, 1H), 6.39 - 6.08 (m, 1H), 5.38 (d, J = 14.8 Hz,
1H), 5.17 (d, ] = 14.4 Hz, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.55 - 4.33 (m, 2H), 2.46
(s, 1H), 1.16 - 1.09 (m, 2H), 1.03-1.01 ( m, 2H) ppm

513 | 637.00 'H NMR (400 MHz, DMSO-dg) 8 = 9.71 (s, 1H), 9.43 (s, 1H), 8.71 (s, 1H), 8.59
(d, J=7.6 Hz, 1H), 8.54 (s, 1H), 8.45 (s, 1H), 8.22 (d,J = 8.4 Hz, 1H), 8.06 (d,J =
8.8 Hz, 1H), 7.99 (d, J = 7.2 Hz, 1H), 7.94 (s, 1H), 7.86 (s, 1H), 7.73 - 7.70 ( m,
1H), 6.35 - 6.17 (m, 1H), 4.83 (s, 2H), 4.60 (d, J = 11.6 Hz, 1H), 4.32 (s, 2H), 4.13
- 4.10 (m, 1H), 3.77 (s, 2H), 3.41 - 3.36 (m, 3H), 2.92 - 2.72 (m, 1H), 2.63 - 2.54
(m, 1H) ppm -

512 | 594.00 'H NMR (400 MHz, DMSO-ds ) § =9.79 - 9.76 (m, 1H), 9.31 (s, 1H), 8.85 (d,J =
4.4 Hz, 1H), 8.67 (d,J =9.2 Hz, 1H), 857 (d,J = 1.2 Hz, 1H), 849 (d,J = 1.2 Hz,
1H), 8.06 (d, J = 9.2 Hz, 1H), 7.67 (s, 1H), 6.29 - 6.18 (m, 1H), 5.41 (d, J = 14.8
Hz, 1H), 5.09 (d,J =14.8 Hz, 1H), 4.79 (br d, ] = 5.6 Hz, 2H), 4.50 - 4.42 (m, 4H),
3.74 - 3.72 (m, 2H), 3.33 (s, 3H) ppm °

511 | 610.10 'H NMR (400 MHz, DMSO-dg) & = 9.90 - 9.87 (m, 1H), 9.32 (s, 1H), 8.86 (d, J =
4.4 Hz, 1H), 8.79 (s, 1H), 8.67 (d, J = 8.8 Hz, 1H), 8.60 (s, 1H), 8.44 - 8.43 (m,
1H), 8.06 (d, ] = 8.8 Hz, 1H), 7.67 - 7.54 (m, 2H), 6.29 - 6.18 (m, 1H), 5.28 (d, ] =
14.8 Hz, 1H), 5.10 (d, J = 14.8 Hz, 1H), 4.80 (br d, ] = 5.6 Hz, 2H), 4.52 - 4.44 (m,
4H), 3.74 - 3.72 (m, 2H), 3.32 (br s, 3H) ppm

508 | 578.10 'H NMR (400 MHz, DMSO-ds ) & = 9.68 - 9.65 (m, 1H), 9.30 (s, 1H), 8.84 (d,J =
4.4 Hz, 1H), 8.66 (d, J = 8.8 Hz, 1H), 8.35 - 8.29 (m, 2H), 8.05 (d, J = 8.8 Hz, 1H),
7.64 (s, 1H), 6.34 - 6.22 (m, 1H), 4.77 (d, ] = 5.6 Hz, 2H), 4.60 (s, 1H), 4.49 - 4.47
(m, 2H), 4.15 (s, 1H), 3.74 - 3.72 (m, 2H), 3.32 (s, 3H), 2.62 - 2.59 (m, 1H) ppm °

507 | 622.30 'H NMR (400 MHz, DMSO-d¢) 6 = 9.78 - 9.75 (m, 1H), 9.39 (s, 1H), 8.67 - 8.61
(m, 2H), 8.59 (d, J = 1.6 Hz, 1H), 8.56 (d, J = 8.4 Hz, 1H), 8.51 (d, J = 1.6 Hz,
1H), 7.88 (s, 1H), 7.66 (d, J = 8.4 Hz, 1H), 6.33 - 6.16 (m, 1H), 542 (d, J = 14.8
Hz, 1H), 5.10 (d, J = 14.4 Hz, 1H), 4.83 (d, ] = 5.6 Hz, 2H), 4.55 - 4.38 (m, 2H),
3.36 (s, 1H), 2.66 - 2.58 (m, 1H), 2.14 - 2.01 (m, 1H)

506 | 622.10 'H NMR (400 MHz, DMSO-d¢ ) § = 9.78 - 9.75 (m, 1H), 9.38 (s, 1H), 8.66 - 8.61
(m, 2H), 8.58 (s, 1H), 8.55 (d, ] = 8.8 Hz, 1H), 8.51 (s, 1H), 7.87 (s, 1H), 7.65 (d, J
=8.8 Hz, 1H), 6.29 - 6.19 (m, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.09 (d, J = 14.8 Hz,
1H), 4.82 (br d, J = 6.0 Hz, 2H), 4.50 - 4.39 (m, 2H), 3.30 (br s, 1H), 2.62 - 2.57
(m, 1H), 2.11 - 2.04 (m, 1H) ppm
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504 | 621.40 IH NMR (400 MHz, DMSO-dg) 8 = 9.68 - 9.66 (m, 1H), 9.42 (s, 1H), 8.71 (d, ] =

3.2 Hz, 1H), 8.59 (d, ] = 8.8 Hz, 1H), 8.38 - 8.28 (m, 2H), 8.22 (d, ] = 8.8 Hz, 1H),
8.05(d,J=7.6 Hz, 1H), 8.01 - 7.97 (m, 1H), 7.93 (d, ] = 3.2Hz, 1H), 7.84 (s, 1H),
7.73 -7.69 (m, 1H), 6.35 - 6.18 (m, 1H), 4.82 (d, ] = 6.0 Hz, 2H), 4.64 - 4.55 (m,
1H), 4.36 - 4.28 (m, 2H), 4.18 - 4.12 (m, 1H), 3.80 - 3.72 (m, 2H), 3.33 (s, 3H),
2.90 - 2.70 (m, 1H), 2.64 - 2.55 (m, 1H) ppm

503 | 608.00 'H NMR (400 MHz, DMSO-d6 ) 6 = 9.88 - 9.84 (m, 1H), 9.45 (s, 1H), 8.83 - 8.71
(m, 2H), 8.59 (s, 1H), 8.19 (d, J = 8.8 Hz, 1H), 8.10 (d, J = 8.4 Hz, 1H), 7.91 (s,
1H), 7.69 - 7.36 (m, 3H), 6.32 - 6.14 (m, 1H), 5.35 - 5.03 (m, 2H), 4.86 (d,J=5.6
Hz, 2H), 4.59 - 4.38 (m, 2H) ppm °

502 | 639.20 'H NMR (400 MHz, DMSO-d¢) 6 =9.78 - 9.76 (m, 1H), 9.41 (s, 1H), 8.65 (d,J =
1.6 Hz, 1H), 8.63 (d, J = 8.4 Hz, 1H), 8.61 (s, 1H), 8.40 (d, J = 7.6 Hz, 1H), 8.22
(d,J =8.8 Hz, 1H), 7.87 (s, 1H), 7.29 (d,J = 7.6 Hz, 1H), 6.31 - 6.14 (m, 1H), 5.38
(d,J=14.8 Hz, 1H), 5.17 (d, ] = 14.8 Hz, 1H), 4.83 (d, J = 5.6 Hz, 2H), 4.53 - 4.38
(m, 2H), 4.01 (s, 3H) ppm °

501 | 580.10 'H NMR (400 MHz, DMSO-ds) & = 9.88 - 9.86 (m, 1H), 9.31 (s, 1H), 8.84 (d, J =
4.4 Hz, 1H), 8.79 (s, 1H), 8.67 (d, J = 9.2 Hz, 1H), 8.59 (s, 1H), 8.07 - 8.05 (m,
1H), 7.73 - 7.35 (m, 2H), 6.39 - 6.12 (m, 1H), 5.28 (d, J = 15.2 Hz, 1H), 5.14 -
5.06 (m, 1H), 4.80 (d, ] = 5.6 Hz, 2H), 456 - 4.48 (m, 1H), 447 - 438 (m, 3H),
1.43-1.39 (m, 3H) ppm °

500 | 667.20 'H NMR (400 MHz, DMSO-ds) 5 =9.82 - 9.80 (m, 1H), 9.06 (s, 1H), 8.78 (s, 1H),
8.59 (s, 1H), 8.39 (s, 1H), 8.26 - 8.20 (m, 2H), 7.71 (d, ] = 2.8 Hz, 1H), 7.66 - 7.39
(m, 2H), 7.09 (d, J = 2.8 Hz, 1H), 6.28 - 6.17 (m, 1H), 5.31 - 5.26 (m, 1H), 5.11 -
5.07 (m, 1H), 4.74 (d, J = 5.6 Hz, 2H), 4.55 - 4.44 (m, 2H), 4.34 - 4.32 (m, 4H)
ppm °

499 | 626.10 'H NMR (400 MHz, DMSO-d¢) 6 = 9.79 - 9.76 (m, 1H), 9.42 (s, 1H), 8.65 - 8.63
(m, 1H), 8.57 (s, 1H), 8.52 - 8.44 (m, 2H), 8.26 - 8.24 (m, 1H), 7.88 (s, 1H), 7.46 -
7.44 (m, 1H), 6.35 - 6.14 (m, 1H), 5.42 - 5.39 (m, 1H), 5.09 (d, J = 14.8 Hz, 1H),
4.83 - 4.82 (m, 2H), 4.55 - 4.36 (m, 2H), 2.11 - 1.97 (m, 3H) ppm -

498 | 632.30 '"H NMR (400 MHz, DMSO-d¢) 6 = 9.81 - 9.73 (m, 1H), 9.42 (s, 1H), 8.61 - 8.42
(m, 4H), 8.23 (d, J = 8.4 Hz, 1H), 7.97 - 7.80 (m, 3H), 7.65 - 7.54 (m, 1H), 7.31 -
7.24 (m, 1H), 6.40 - 6.08 (m, 1H), 5.40 (d, J = 14.4 Hz, 1H), 5.08 (d, J = 14.4 Hz,
1H), 4.84 (d, J = 5.6 Hz, 2H), 4.56 - 4.40 (m, 2H), 4.39 - 4.27 (m, 1H), 4.12 - 3.98
(m, 1H), 3.85 - 3.63 (m, 1H), 2.47 - 2.36 (m, 1H), 2.17 - 2.08 (m, 1H), 1.51 (d,J =
6.0 Hz, 3H) ppm -

497 | 632.20 'H NMR (400 MHz, DMSO-ds) 6 =9.70 - 9.67 (m, 1H), 9.41 (s, 1H), 8.56 - 8.52
(m, 2H), 8.44 - 8.42 (m, 2H), 8.21 (d, J = 8.8 Hz, 1H), 7.91 (d, J = 7.2 Hz, 1H),
7.84 - 7.80 (m, 2H), 7.60 - 7.57 (m, 1H), 7.24 (d, J = 2.8 Hz, 1H), 6.30 - 6.18 (m,
1H), 4.82 (d, J = 5.6 Hz, 2H), 4.61 - 4.57 (m, 1H), 4.35 - 4.27 (m, 1H), 4.12 - 4.01
(m, 2H), 3.76 - 3.70 (m, 1H), 2.89 - 2.73 (m, 1H), 2.61 - 2.50 (m, 2H), 2.13 - 2.07
(m, 1H), 1.51 (d, J = 6.0 Hz, 3H) ppm -

496 | 616.20 'H NMR (400 MHz, DMSO-dg ) 8 = 9.76 - 9.73 (m, 1H), 9.41 (s, 1H), 8.56 - 8.42
(m, 3H), 8.27 - 8.20 (m, 2H), 7.92 - 7.87 (m, 2H), 7.82 (d, J = 7.2 Hz, 1H), 7.61 -
7.57 (m, 1H), 7.24 (d, J = 2.8 Hz, 1H), 6.26 - 6.15 (m, 1H), 5.23 (d, ] = 14.4 Hz,
1H), 4.90 - 4.82 (m, 3H), 4.47 - 4.28 (m, 3H), 4.04 - 4.01 (m, 1H), 3.78 - 3.67 (m,
1H), 2.59 - 2.50 (m, 1H), 2.11 - 2.07 (m, 1H), 1.50 (d, J = 6.0 Hz, 3H) ppm °
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495 | 612.10 '"H NMR (400 MHz, DMSO-ds) 6 = 9.69 - 9.66 (m, 1H), 9.41 (s, 1H), 8.64 (d,J =
8.4 Hz, 1H), 8.53 (d, ] =2.0 Hz, 1H), 8.49 - 8.42 (m, 2H), 8.24 (d, ] = 8.8 Hz, 1H),
7.85 (s, 1H), 7.45 (d, ] = 7.6 Hz, 1H), 7.13 - 6.79 (m, 1H), 6.35 - 6.16 (m, 1H),
4.81 (d,J =5.6 Hz, 2H), 4.63 - 4.58 (m, 1H), 4.12 - 4,06 (m, 1H), 2.94 - 2,71 (m,
1H), 2.65 - 2.53 (m, 1H) ppm

494 | 674.30 '"H NMR (400 MHz, DMSO-ds) § = 9.81 - 9.79 (m, 1H), 9.06 (s, 1H), 8.78 (s, 1H),

8.59 (s, 1H), 8.24 - 8.20 (m, 2H), 7.72 (d, J = 2.4 Hz, 1H), 7.68 - 7.37 (m, 2H),
7.09 (d,J = 2.4 Hz, 1H), 6.34 - 6.11 (m, 1H), 5.30 - 5.26 (m, 1H), 5.11 - 5.07 (m,
1H), 4.74 (d, J = 5.6 Hz, 2H), 4.57 - 4.42 (m, 2H), 4.34 (d, J = 1.2 Hz, 4H), 4.19 -
4.12 (m, 2H), 3.73 - 3.65 (m, 2H), 3.56 - 3.45 (m, 2H), 1.15 - 1.11 (m, 3H) ppm °

493 | 668.10 'H NMR (400 MHz, DMSO-d) & = 9.77 - 9.74 (m, 1H), 9.39 (s, 1H), 8.69 - 8.60
(m, 4H), 8.56 (d, J = 8.8 Hz, 1H), 7.87 (s, 1H), 7.66 (d, J = 8.8 Hz, 1H), 6.36 - 6.14
(m, 1H), 5.39 (d, J = 14.8 Hz, 1H), 5.18 (d, J = 14.0 Hz, 1H), 4.82 (d, ] = 5.6 Hz,
2H), 4.56 - 4.37 (m, 2H), 3.25 - 3.22 (m, 1H), 2.61 - 2.57 (m, 1H), 2.09 - 2.05 (m,
1H) ppm -

492 | 681.00 'H NMR (400 MHz, DMSO-ds) 6 =9.79 - 9.76 (m, 1H), 9.44 (s, 1H), 8.75 - 8.59
(m, 4H), 8.46 (br d, ] = 8.4 Hz, 1H), 8.01 (brd, J = 8.0 Hz, 1H), 7.92 (s, 1H), 6.81
-6.42 (m, 2H), 6.24 (br d, ] =42.0 Hz, 1H), 5.39 (br d, ] = 14.8 Hz, 1H), 5.18 (br
d,J =144 Hz, 1H), 4.84 (br d, J = 5.6 Hz, 2H), 4.55 - 4.38 (m, 2H), 2.44 - 2.38
(m, 1H), 1.26 - 1.22 (m, 2H), 1.09 - 1.08 (m, 2H) ppm °

491 | 635.10 'H NMR (400 MHz, DMSO-ds) 6 =9.71 - 9.68 (m, 1H), 9.44 (s, 1H), 8.72 (d,J =
8.8 Hz, 1H), 8.61 (d, J = 8.8 Hz, 1H), 8.55 (d, ] =2.0 Hz, 1H), 8.50 - 8.43 (m, 2H),
8.02 (d, J = 8.2 Hz, 1H), 7.89 (s, 1H), 6.80 - 6.42 (m, 2H), 6.33 - 6.21 (m, 1H),
4.83 (d, ] =5.6 Hz, 2H), 4.63 (br d, ] = 12.8 Hz, 1H), 4.13 - 4.07 (m, 1H), 2.95 -
2.74 (m, 1H), 2.64 - 2.55 (m, 1H), 2.45 - 2.38 (m, 1H), 1.29 - 1.20 (m, 2H), 1.13 -
1.04 (m, 2H) ppm

490 | 651.10 'H NMR (400 MHz, DMSO-d¢) & = 9.89 - 9.86 (m, 1H), 9.45 (s, 1H), 8.80 (s, 1H),
8.73 (d, J = 8.4 Hz, 1H), 8.63 - 8.58 (m, 2H), 8.47 (d, J = 8.0 Hz, 1H), 8.01 (d,J =
8.0 Hz, 1H), 7.92 (s, 1H), 7.54 - 7.40 (m, 1H), 6.80 - 6.43 (m, 2H), 6.33 - 6.17 (m,
1H), 5.29 (d, J = 15.2 Hz, 1H), 5.11 (d, J = 14.8 Hz, 1H), 4.86 (br d, J = 5.6 Hz,
2H), 4.58 - 4.40 (m, 2H), 2.44 - 2.37 (m, 1H), 1.33 - 1.18 (m, 2H), 1.14 - 1.04 (m,
2H) ppm -

489 | 672.10 'H NMR (400 MHz, DMSO-d¢) 6 = 9.77 - 9.74 (m, 1H), 9.41 (s, 1H), 8.66 - 8.58
(m, 3H), 8.43 (d, J = 8.0 Hz, 1H), 8.24 (d, ] = 8.8 Hz, 1H), 7.87 (s, 1H), 7.31 (d, J
= 8.0 Hz, 1H), 6.32 - 6.15 (m, 1H), 6.03 - 5.79 (m, 1H), 5.37 (d, J = 14.8 Hz, 1H),
5.16 (d, J = 14.8 Hz, 1H), 5.09 - 4.85 (m, 2H), 4.82 (d, ] = 5.6 Hz, 2H), 4.52 - 4.36
(m, 2H) ppm *

488 | 617.00 'H NMR (400 MHz, DMSO-ds) 6 =9.78 - 9.76 (m, 1H), 9.43 (s, 1H), 8.66 (d, ] =
8.4 Hz, 1H), 8.51 - 8.44 (m, 2H), 8.31 - 8.24 (m, 2H), 7.88 (s, 1H), 746 (d,J =7.6
Hz, 1H), 7.18 - 6.76 (m, 1H), 6.33 - 6.10 (m, 1H), 5.26 - 5.23 (m, 1H), 4.92 - 4.88
(m, 1H), 4.83 (d, J = 5.6 Hz, 2H), 4.48 (s, 1H), 4.46 - 4.35 (m, 1H), 4.31 - 4.30 (m,
2H), 1.35 - 1.27 (m, 1H), 0.59 - 0.52 (m, 2H), 0.40 - 0.38 (m, 2H) ppm °

487 | 627.00 'H NMR (400 MHz, DMSO-ds ) 6=9.75 - 9.72 (m, 1H), 9.34 (s, 1H), 8.64 (d, ] =
1.6 Hz, 1H), 8.62 - 8.58 (m, 2H), 8.55 - 8.49 (m, 1H), 8.37 (d, J = 8.8 Hz, 1H),
7.84 (s, 1H), 7.49 (d, J = 8.8 Hz, 1H), 6.29 - 6.14 (m, 1H), 5.37 (d, J = 14.8 Hz,
1H), 5.16 (d, ] = 14.4 Hz, 1H), 4.80 (d, ] = 5.6 Hz, 2H), 4.53 - 4.37 (m, 2H), 3.93
(s, 3H), 2.45 (s, 1H), 1.16 - 1.07 (m, 2H), 1.06 - 0.97 (m, 2H) ppm -
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436 | 658.00 IH NMR (400MHz, DMSO-ds) 8 = 9.78 - 9.75 (m, 1H), 9.42 (s, 1H), 8.65 - 8.59
(m, 3H), 8.47 (d, ] = 7.6 Hz, 1H), 8.24 (d, ] = 8.4 Hz, 1H), 7.88 (s, 1H), 7.45 (d, ]
= 8.0 Hz, 1H), 7.10 - 6.82 (m, 1H), 6.27 - 6.17 (m, 1H), 5.37 (d, J = 14.4 Hz, 1H),
5.16 (d, J = 14.4 Hz, 1H), 4.82 (d, J = 5.6 Hz, 2H), 4.50 - 441 (m, 2H) ppm °

485 | 672.00 IH NMR (400 MHz, DMSO-dg) 3 = 9.77 - 9.75 (m, 1H), 9.41 (s, 1H), 8.64 - 8.59

(m, 3H), 8.42(d, J =7.6 Hz, 1H), 8.24 (d, ] = 8.4 Hz, 1H), 7.87 (s, 1H), 7.33 - 7.30
(m, 1H), 6.27 - 6.16 (m, 1H), 6.02 - 5.81 (m, 1H), 5.37 (d, J = 14.4 Hz, 1H), 5.20 -
5.12 (m, 1H), 5.06 - 4.90 (m, 2H), 4.82 - 4.79 (m, 2H), 4.50 - 4.36 (m, 2H) ppm -

484 | 663.20 'H NMR (400 MHz, DMSO-dg) 6 = 9.83 - 9.80 (m, 1H), 9.06 (s, 1H), 8.78 (s, 1H),
8.59 (s, 1H), 8.37 - 8.34 (m, 1H), 8.27 - 8.19 (m, 2H), 7.71 (d, J = 2.4 Hz, 1H),
7.66 - 7.39 (m, 2H), 7.09 (d, ] =2.0 Hz, 1H), 6.28 - 6.17 (m, 1H), 5.28 (d,J =144
Hz, 1H), 5.09 (d, J = 15.6 Hz, 1H), 4.74 (d, ] = 5.6 Hz, 2H), 4.51 - 4.44 (m, 2H),
4.33 (s, 4H), 4.15 - 4.13 (m, 2H), 3.66 - 3.64 (m, 2H) ppm °

483 | 681.00 'H NMR (400 MHz, DMSO-ds) 6 =9.79 - 9.76 (m, 1H), 9.44 (s, 1H), 8.73 (d, ] =
6.8 Hz, 1H), 8.66 (d, J = 1.6 Hz, 1H), 8.63 - 8.58 (m, 2H), 8.47 (d, ] = 8.0 Hz, 1H),
8.02 (d, J = 8.4 Hz, 1H), 7.92 (s, 1H), 6.77 - 6.41 (m, 2H), 6.36 - 6.14 (m, 1H),
5.39(d,J=14.8 Hz, 1H), 5.18 (d, ] = 14.4 Hz, 1H), 4.84 (d, ] = 5.6 Hz, 2H), 4.55 -
4.35 (m, 2H), 2.45 - 2.36 (m, 1H), 1.31 - 1.21 (m, 2H), 1.10 - 1.08 (m, 2H) ppm -

482 | 635.00 'H NMR (400 MHz, DMSO-ds) & = 9.71 - 9.68 (m, 1H), 9.44 (s, 1H), 8.73 (d,J =
8.4 Hz, 1H), 8.61 (d, J = 8.8 Hz, 1H), 8.55 (d,J = 2.0 Hz, 1H), 8.47 - 8.45 (m, 2H),
8.02 (d, ] = 8.4 Hz, 1H), 7.89 (s, 1H), 6.81 - 6.41 (m, 2H), 6.36 - 6.17 (m, 1H),
4.83 (d,J = 5.4 Hz, 2H), 4.65 - 4.60 (m, 1H), 4.13 - 4.07 (m, 1H), 2.93 - 2.73 (m,
1H), 2.63 - 2.58 (m, 1H), 2.44 - 2.39 (m, 1H), 1.26 - 1.20 (m, 2H), 1.10 - 1.08 (m,
2H) ppm -

481 | 621.20 'H NMR (400 MHz, DMSO-d¢) 6 =9.78 - 9.75 (m, 1H), 9.40 (s, 1H), 8.62 (d,J =
8.8 Hz, 1H), 8.57 (d,J=1.6 Hz, 1H), 849 (d, J = 1.6 Hz, 1H), 8.42 (d, ] =7.6 Hz,
1H), 8.24 (d, ] =8.4 Hz, 1H), 7.87 (s, 1H), 7.31 (d, ] = 7.6 Hz, 1H), 6.31 - 6.11 (m,
1H), 6.03 - 5.78 (m, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.19 - 4.75 (m, 5H), 4.55 -
4.36 (m, 4H), 1.38 - 1.34 (m, 3H) ppm °

480 | 668.00 'H NMR (400 MHz, DMSO-ds) 6 = 9.77-9.74 (m, 1H), 9.38 (s, 1H), 8.63 (d, J =
15.6 Hz, 4H), 8.55 (d,J = 8.8 Hz, 1H), 7.87 (s, 1H), 7.65 (d, J = 8.8 Hz, 1H), 6.32 -
6.14 (m, 1H), 5.38 (d, J = 14.8 Hz, 1H), 5.17 (d, ] = 14.8 Hz, 1H), 4.82 (d, ] = 4.8
Hz, 2H), 4.56 - 4.38 (m, 2H), 3.29 - 3.23 (m, 1H), 2.59 (d, J = 5.6 Hz, 1H), 2.15 -
1.98 (m, 1H) ppm

479 | 642.20 '"H NMR (400 MHz, DMSO-ds) 8 = 9.89 - 9.84 (m, 1H), 9.41 (s, 1H), 8.78 (s, 1H),
8.65 - 8.57 (m, 2H), 8.42 (d, ] =7.6 Hz, 1H), 8.24 (d, ] = 8.8 Hz, 1H), 7.86 (s, 1H),
7.68 - 7.37 (m, 1H), 7.31 (d, J = 8.0 Hz, 1H), 6.31 - 6.15 (m, 1H), 6.05 - 5.77 (m,
1H), 5.32 - 5.23 (m, 1H), 5.17 - 5.02 (m, 2H), 5.00 - 491 (m, 1H), 4.84(d,J=5.6
Hz, 2H), 4.52 - 4.43 (m, 2H) ppm °

478 | 642.20 'H NMR (400 MHz, DMSO-ds ) 6 = 9.87 - 9.85 (m, 1H), 9.41 (s, 1H), 8.78 (s,
1H), 8.63 - 8.59 (m, 2H), 8.42 (d, J = 7.6 Hz, 1H), 8.24 (d, ] = 8.4 Hz, 1H), 7.86 (s,
1H), 7.69 - 7.43 (m, 1H), 7.30 (d, J = 7.6 Hz, 1H), 6.28 - 6.16 (m, 1H), 6.02 - 5.79
(m, 1H), 5.27 (d, ] = 14.8 Hz, 1H), 5.10 - 4.83 (m, 5H), 4.54 - 4.39 (m, 2H) ppm °

477 | 614.10 'H NMR (400 MHz, MeOD) & = 9.07 (s, 1H), 8.50 (d, J = 2.0 Hz, 1H), 8.48 - 8.44
(m, 1H), 8.42 (d, J = 2.0 Hz, 1H), 8.34 (d, J = 8.8 Hz, 1H), 7.66 (d, ] = 8.8 Hz,
2H), 7.56 (d, J = 5.6 Hz, 1H), 7.11 (d,J = 5.6 Hz, 1H), 5.97 - 5.79 (m, 1H), 4.84 (s,
2H), 4.68 - 4.63 (m, 1H), 4.46 - 4.35 (m, 4H), 4.30 - 421 (m, 2H), 4.18 - 4.05 (m,
1H), 3.10 - 2.90 (m, 1H), 2.64 - 2.51 (m, 1H), 1.43 - 1.39 (m, 3H) ppm
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476 | 651.10 IH NMR (400 MHz, DMSO-dg) 8 = 9.89 - 9.86 (m, 1H), 9.45 (s, 1H), 8.80 (s, [H),
873 (d, ] = 8.4 Hz, 1H), 8.61 (d, J = 8.8 Hz, 2H), 8.47 (d, ] = 8.4 Hz, 1H), 8.01 (d.
T=8.0Hz, 1H), 791 (s. 1H), 7.67 - 7.40 (m, 1H), 6.81 - 643 (m, 2H), 6.28 - 6.18
(m, 1H), 5.30 (d, J = 14.8 Hz, 1H), 5.10 (d, ] = 14.8 Hz, 1H), 4.86 (d, ] = 5.6 Hz,
2H), 4.59 - 4.42 (m, 2H), 2.44 - 2.38 (m, 1H), 1.30 - 1.21 (m, 2H), 1.15 - 1.03 (m.
2H) ppm -

475 | 621.00 'H NMR (400 MHz, DMSO-ds ) 8 = 9.77-9.74 (m, 1H), 9.40 (s, 1H), 8.62 (d, J =

8.4 Hz, 1H), 857 (d,J=1.2 Hz, 1H), 849 (d,J = 1.2 Hz, 1H), 8.42 (d,J = 7.8 Hz,
1H), 8.24 (d, J = 8.8 Hz, 1H), 7.87 (s, 1H), 7.31 (d, J = 7.6 Hz, 1H), 6.31 - 6.16 (m,
1H), 6.03 - 5.78 (m, 1H), 5.41 (d, J = 14.4 Hz, 1H), 5.12 - 4.79 (m, 5H), 4.53 -
4.37 (m, 4H), 1.38-1.34 (m, 3H) ppm °

474 | 586.00 'H NMR (400 MHz, DMSO-ds) 6 =9.82 - 9.79 (m, 1H), 9.38 (s, 1H), 9.06 (d,J =
4.0 Hz, 1H), 8.76 (d, J = 8.0 Hz, 1H), 8.60 - 8.48 (m, 2H), 8.10 (d, ] =9.2 Hz, 1H),
7.77 - 1.34 (m, 2H), 6.25 (br d, ] = 41.6 Hz, 1H), 5.41 (d, J = 14.8 Hz, 1H), 5.09
(d,J=14.4Hz, 1H), 4.81 (brd, J =5.6 Hz, 2H), 4.52 - 436 (m, 2H) ppm °

473 | 570.00 'H NMR (400 MHz, DMSO-dg) & = 9.72 - 9.69 (m, 1H), 9.38 (s, 1H), 9.06 (d, ] =
4.0 Hz, 1H), 8.76 (d, J = 8.8 Hz, 1H), 8.36 (s, 1H), 8.35 - 8.29 (m, 1H), 8.10(d, ] =
8.8 Hz, 1H), 7.75 - 7.35 (m, 2H), 6.35 - 6.23 (m, 1H), 479 (br d, ] = 5.6 Hz, 2H),
4.68 - 4.58 (m, 1H), 4.19 - 4.13 (m, 1H), 2.92 - 2.73 (m, 1H), 2.65 - 2.57 (m, 1H)
ppm °

472 | 564.10 'H NMR (400 MHz, DMSO-dg) 6 =9.83 - 9.71 (m, 1H), 9.31 (s, 1H), 8.84 (d,J =
4.4 Hz, 1H), 8.67 (d, ] =8.8 Hz, 1H), 857 (d, ] = 1.6 Hz, 1H), 8.49(d,J = 1.6 Hz,
1H), 8.06 (d, J = 8.8 Hz, 1H), 7.67 (s, 1H), 6.42 - 6.08 (m, 1H), 541 (d,J = 144
Hz, 1H), 5.11 - 5.07 (m, 1H), 4.79 (d, J = 5.6 Hz, 2H), 4.52 - 4.36 (m, 4H), 1.43 -
1.39 (m, 3H) ppm

471 | 605.10 'H NMR (400 MHz, DMSO-d¢ ) 8 =9.69 - 9.66 (m, 1H), 9.42 (s, 1H), 8.64 (d,J =
8.8 Hz, 1H), 8.46 (d, ] = 7.6 Hz, 1H), 8.34 - 8.30 (m, 2H), 8.25 (d, ] =8.6 Hz, 1H),
7.83 (s, 1H), 7.45 (d, ] = 8.0 Hz, 1H), 6.34 - 6.22 (m, 1H), 4.81 (br d, J = 5.6 Hz,
2H), 4.65 - 4.58 (m, 1H), 4.53 - 4.48 (m, 2H), 4.19 - 4.13 (m, 1H), 2.90 - 2.72 (m,
1H), 2.63 - 2.58 (m, 1H), 2.10 - 2.00 ( m, 3H), 1.40 - 1.36 (m, 3H) ppm -

470 | 616.30 'H NMR (400MHz, DMSO-dg) 5 = 9.68 - 9.65 (m, 1H), 9.41 (s, 1H), 8.55 (d, ] =
8.8 Hz, 1H), 8.42 (d, ] = 2.8 Hz, 1H), 8.34 - 8.30 (m, 2H), 8.21 (d, ] = 8.8 Hz, 1H),
791 (d, ] = 8.4 Hz, 1H), 7.83 - 7.80 (m, 2H), 7.60 - 7.57 (m, 1H), 7.24 (d, ] = 2.8
Hz, 1H), 6.35 - 6.18 (m, 1H), 4.81 (d, J = 5.6 Hz, 2H), 4.61 - 4.57 (m, 1H), 4.35 -
4.27 (m, 1H), 4.21 - 4.12 (m, 1H), 4.08 - 4.01 (m, 1H), 3.76 - 3.70 (m, 1H), 2.84 -
2.70 (m, 1H), 2.62 - 2.55 (m, 2H), 2.15 - 2.05 (m, 1H), 1.51 (d, J = 6.4 Hz, 3H)
ppm °

469 | 576.10 'H NMR (400 MHz, DMSO-ds) 8 =9.80 - 9.77 (m, 1H), 9.33 (s, 1H), 8.87 (d, ] =
4.4 Hz, 1H), 8.70 (d, J = 9.2 Hz, 1H), 8.58 (s, 1H), 8.51 (s, 1H), 8.09 (d, ] = 8.8
Hz, 1H), 7.69 (s, 1H), 6.35 - 6.14 (m, 1H), 5.42 (d, J = 14.8 Hz, 1H), 5.10 (d, J =
14.8 Hz, 1H), 4.80 (d, J = 5.6 Hz, 2H), 4.57 - 4.41 (m, 2H), 4.35 - 4.34(m, 1H),
0.87 - 0.80 (m, 4H) ppm °

468 | 605.20 'H NMR (400 MHz, DMSO-ds ) 6=9.78 - 9.75 (m, 1H), 9.42 (s, 1H), 8.64 (d, ] =
8.4 Hz, 1H), 8.52 - 8.41 (m, 2H), 8.36 (s, 1H), 8.29 - 8.18 (m, 2H), 7.87 (s, 1H),
7.45(d,J=7.6 Hz, 1H), 6.36 - 6.09 (m, 1H), 5.24 (d, ] = 14.4 Hz, 1H), 4.96 - 4.78
(m, 3H), 4.59 - 4.31 (m, 4H), 2.08 - 1.98 (m, 3H), 1.39 - 1.36 (m, 3H) ppm °

467 | 623.10 'H NMR (400 MHz, DMSO-ds ) 5 = 9.86 (s, 1H), 9.43 (s, 1H), 8.78 (s, 1H), 8.65
(d, ] = 8.4 Hz, 1H), 8.59 (s, 1H), 8.46 (d, J = 7.6 Hz, 1H), 8.22 (d, ] = 8.8 Hz, 1H),
7.88 (s, 1H), 7.66 - 7.39 (m, 2H), 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), 4.03 (s, 3H), 2.10 - 2.00 (m, 3H) ppm °
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466 | 592.00 '"H NMR (400 MHz, DMSO-ds) 8 = 9.76-9.73 (m, 1H), 9.45 (s, 1H), 8.76 (d, J =
8.8 Hz, 1H), 8.66 (d, J = 8.8 Hz, 1H), 8.57 (s, 1H), 8.51 - 8.44 (m, 2H), 8.29 - 7.87
(m, 3H), 7.27 (d, J = 8.0 Hz, 1H), 6.20 - 6.02 (m, 1H), 4.84 (d, J = 5.6 Hz, 2H),
4.52 (d, J=1.6 Hz, 2H), 3.77 - 3.49 (m, 2H), 2.36 (s, 3H) ppm °

465 | 636.20 'H NMR (400 MHz, DMSO-ds) 6 = 9.89 - 9.86 (m, 1H), 9.44 (s, 1H), 9.10 (s, 1H),
8.78 (d, J=1.2 Hz, 1H), 8.73 (d, J = 8.8 Hz, 1H), 8.59 (s, 1H), 8.48 (d, ] = 8.5 Hz,
1H), 8.06 - 7.35 (m, 3H), 6.32 - 6.13 (m, 1H), 5.28 (d, ] = 14.8 Hz, IH), 5.09 (d, J
=14.8 Hz, 1H), 4.85 (d, J = 5.6 Hz, 2H), 4.54 - 4.43 (m, 2H), 2.42 - 2.38 (m, 1H),
1.25-1.19 (m, 4H) ppm ©

464 | 622.30 'H NMR (400 MHz, DMSO-d¢) 6 = 9.76 - 9.73 (m, 1H), 9.37 (s, 1H), 8.67 - 8.58

(m, 2H), 8.55 - 8.46 (m, 2H), 8.27 (d, ] =9.6 Hz, 1H), 7.85 (s, 1H), 7.62(d, ] = 8.8
Hz, 1H), 6.32 - 6.15 (m, 1H), 5.25 (d, J = 14.8 Hz, 1H), 4.95 - 4.86 (m, 1H), 4.82
(d,J =5.6 Hz, 2H), 4.52 - 4.34 (m, 2H), 3.32 - 3.25 (m, 1H), 2.60 - 2.54 (m, 1H),
2.15-2.01 (m, 1H) ppm ©

463 | 622.10 'H NMR (400 MHz, DMSO-ds) & = 9.75 - 9.72 (m, 1H), 9.37 (s, 1H), 8.69 - 8.57
(m, 2H), 8.54 - 8.47 (m, 2H), 8.27 (d, ] = 9.6Hz, 1H), 7.86 (s, 1H), 7.63 (d, ] = 8.8
Hz, 1H), 6.35 - 6.07 (m, 1H), 5.25 (d, J = 14.4 Hz, 1H), 4.90 (d, J = 15.2 Hz, 1H),
4.82(d, J = 5.6 Hz, 2H), 4.52 - 4.33 (m, 2H), 3.30 - 3.22 (m, 1H), 2.60 - 2.55 (m,
1H), 2.10 - 2.01 (m, 1H) ppm °

462 | 724.10 'H NMR (400 MHz, DMSO-ds) 6 = 9.63 - 9.60 (m, 1H), 9.11 (s, 1H), 8.66 (d, ] =
2.0 Hz, 1H), 8.47 (d, J =2.0 Hz, 1H), 8.27 (d, ] =9.6 Hz, 1H), 8.21 (d, ] =2.8 Hz,
1H), 7.96 (d,J = 8.8 Hz, 1H), 7.71 (d, J = 2.4 Hz, 1H), 7.53 (s, 1H), 6.41 - 6.09 (m,
1H),4.73 (d, J = 5.6 Hz, 2H), 4.61 - 4.57 (m, 1H), 4.43 - 4.28 (m, 2H), 4.25 - 4.16
(m, 2H), 4.13 - 3.97 (m, 1H), 3.72 - 3.65 (m, 2H),3.31 (s, 3H), 2.93 - 2.72 (m, 1H),
2.70-2.56 (m, 3H) ppm °

461 | 667.10 'H NMR (400 MHz, DMSO-d) & = 9.77 - 9.74 (m, 1H), 9.40 (s, 1H), 8.71 - 8.54
(m, 3H), 8.42 (d, J = 7.6 Hz, 1H), 8.24 (d, ] = 8.8 Hz, 1H), 7.86 (s, 1H), 7.31 (d,J
=7.6 Hz, 1H), 6.35 - 6.12 (m, 1H), 6.02 - 5.80 (m, 1H), 5.37 (d, J = 14.8 Hz, 1H),
5.16 (d,J = 14.8 Hz, 1H), 5.07 - 4.76 (m, 4H), 4.55 - 4.34 (m, 4H), 1.38 - 1.34 (m,
3H) ppm °

460 | 637.20 'H NMR (400 MHz, DMSO-de) 6 = 9.87 - 9.84 (m, 1H), 9.41 (s, 1H), 8.78 (s, 1H),
8.67 - 8.55 (m, 2H), 8.42 (d, ] =7.6 Hz, 1H), 8.24 (d, ] = 8.4 Hz, 1H), 7.86 (s, 1H),
7.70 - 7.37 (m, 1H), 7.31 (d, ] = 7.6 Hz, 1H), 6.33 - 6.12 (m, 1H), 6.05 - 5.77 (m,
1H), 5.28 (d, J = 14.8 Hz, 1H), 5.14 - 4.80 (m, 5H), 4.58 - 4.39 (m, 4H), 1.38 -
1.34 (m, 3H) ppm

459 | 638.30 'H NMR (400 MHz, DMSO-dg) 5 = 9.87 - 9.84 (m, 1H), 9.39 (s, 1H), 8.79 (s, 1H),
8.67 - 8.59 (m, 3H), 8.55 (d, J = 8.8 Hz, 1H), 7.87 (s, 1H), 7.68 - 7.39 (m, 2H),
6.34-6.12 (m, 1H), 5.29 (d, J = 14.4 Hz, 1H), 5.17 - 5.03 (m, 1H), 4.84 (d,T7=5.6
Hz, 2H), 4.63 - 4.38 (m, 2H), 3.31 (s, 1H), 2.45 - 2.40 (m, 1H), 2.18 - 1.96 (m, 1H)
ppm °

458 | 576.10 'H NMR (400 MHz, DMSO-d¢) 6 = 9.68-9.67 (m, 1H), 9.44 (s, 1H), 8.76 (d, J =
8.8 Hz, 1H), 8.35 - 8.34 (m, 2H), 8.19 (d, ] =8.8 Hz, 1H), 8.10-8.08 (m, 1H), 7.87
(s, 1H), 7.61-7.59 (m, 1H), 7.43-7.39 (m, 1H), 6.33 - 6.20 (m, 1H),4.83 (d,J =56
Hz, 2H),4.63-4.58 (m, 1H), 4.19-4.13(m, 1H), 2.75 (d, J = 3.6 Hz, 1H), 2.56 -
2.50(m, 1H) ppm

457 | 637.10 'H NMR (400 MHz, DMSO-ds) 6 = 9.87-8.84 (m, 1H), 9.41 (s, 1H), 8.78 (s, 1H),
8.66 - 8.56 (m, 2H), 8.42 (d, J =7.6 Hz, 1H), 8.24 (d, ] = 8.8 Hz, 1H), 7.86 (s, 1H),
7.71 - 7.36 (m, 1H), 7.31 (d, J = 7.6 Hz, 1H), 6.32 - 6.10 (m, 1H), 6.04 - 5.76 (m,
1H), 5.28 (d,J = 15.0 Hz, 1H), 5.12 - 4.80 (m, 5H), 4.55 - 4.42 (m, 4H), 1.38-1.34
(m, 3H) ppm -
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456 | 666.90 IH NMR (400 MHz, DMSO-d ) = 9.77-9.74 (m, 1H), 9.40 (s, 1H), 8.69 - 8.56
(m, 3H), 8.43 (d, ] = 8.0 Hz, 1H), 8.24 (d, ] = 8.8 Hz, 1H), 7.87 (s, 1H), 7.31 (d, J
= 7.6 Hz, 1H), 633 - 6.15 (m, 1H), 6.02 - 5.78 (m, 1H), 5.38 (d, J = 14.4 Hz, 1H),
5.17 (d, ] = 142 Hz, 1H), 5.09 - 4.79 (m, 4H), 4.57 - 4.37 (m, 4H), 1.38-1.35 (m,
3H) ppm °

455 | 638.10 'H NMR (400 MHz, DMSO-ds ) 5 = 9.86 (s, 1H), 9.37 (s, 1H), 8.80 (s, 1H), 8.61
(d, ] =5.2 Hz, 3H), 8.54 (d, ] = 8.4 Hz, 1H), 7.86 (s, 1H), 7.68 - 7.38 (m, 2H), 6.31
-6.16 (m, 1H), 5.29 (d, ] = 14.8 Hz, 1H), 5.10 (d,J = 152 Hz, 1H), 4.84 (4, = 4.4
Hz, 2H), 4.57 - 4.40 (m, 2H), 3.27 (s, 1H), 2.62 - 2.56 (m, 1H), 2.14 - 2.00 (m, 1H)
ppm °

454 | 626.10 'H NMR (400 MHz, DMSO-ds) & = 9.68 - 9.65 (m, 1H), 9.40 (s, 1H), 8.62 (d, J =
8.8 Hz, 1H), 8.53 (d, ] = 2.0 Hz, 1H), 8.44 (d, J = 2.0 Hz, 1H), 8.42 (d,J = 8.0 Hz,
1H), 8.23 (d, J = 8.8 Hz, 1H), 7.83 (s, 1H), 7.31 (d, ] = 7.6 Hz, 1H), 6.35 - 6.17 (m,
1H), 6.02 - 5.79 (m, 1H), 5.09 - 4.84 (m, 2H), 4.81 (d, J = 6.0 Hz, 2H), 4.63 - 4.58
(m, 1H), 4.12 - 4.07 (m, 1H), 2.95 - 2.71 (m, 1H), 2.65 - 2.55 (m, 1H) ppm

453 | 619.20 'H NMR (400 MHz, DMSO-ds) & = 9.69 - 9.67 (m, 1H), 9.44 (s, 1H), 8.73 (d,J =
8.8 Hz, 1H), 8.61 (d, J = 8.6 Hz, 1H), 8.46 (d,J = 8.4 Hz, 1H), 8.40 - 8.29 (m, 2H),
8.02 (d, ] = 8.0 Hz, 1H), 7.88 (s, 1H), 6.81 - 6.42 (m, 2H), 6.38 - 6.20 (m, 1H),
4.83 (d, J = 6.0 Hz, 2H), 4.64 - 4.59 (m, 1H), 4.20 - 4.14 (m, 1H), 2.90 - 2.72 (m,
1H), 2.64 - 2.59 (m, 1H), 2.43 - 2.40 (m, 1H), 1.25 - 1.20 (m, 2H), 1.13 - 1.05 (m,
2H) ppm -

452 | 580.00 'H NMR (400 MHz, DMSO-d¢) & = 9.82 - 9.79 (m, 1H), 9.59 (s, 1H), 9.49 (s, 1H),
8.83 (d, J = 8.4 Hz, 1H), 8.75 (s, 1H), 8.62 (d, ] = 8.4 Hz, 1H), 8.58 (d,J = 1.6 Hz,
1H), 8.51 (d, J = 1.6 Hz, 1H), 8.28 - 7.85 (m, 2H), 6.36 - 6.12 (m, 1H), 5.44 - 5.40
(m, 1H), 5.12 - 5.08 (m, 1H), 4.86 (d, ] = 5.6 Hz, 2H), 4.50 (s, 1H), 4.47 - 4.38 (m,
1H) ppm -

451 | 671.10 'H NMR (400 MHz, DMSO-ds) 8 =9.89 - 9.86 (m, 1H), 9.44 (s, 1H), 8.80 (s, 1H),
8.73 - 8.71 (m, 1H), 8.66 - 8.60 (m, 3H), 7.91 - 7.89 (m, 2H), 7.65 - 7.28 (m, 2H),
6.29 - 6.18 (m, 1H), 5.29 (d, J = 14.8 Hz, 1H), 5.10 (d, ] = 14.8 Hz, 1H), 4.85 (d,J
= 5.6 Hz, 2H), 4.55 - 4.44 (m, 2H), 3.38 (br d, ] = 4.0 Hz, 1H), 2.64 - 2.60 (m,
1H), 2.19-2.13 (m, 1H) ppm °

450 | 651.00 'H NMR (400 MHz, DMSO-ds) 6 =9.78 - 9.75 (m, 1H), 9.42 (s, 1H), 8.65 - 8.60
(m, 3H), 8.42 (d, J =7.6 Hz, 1H), 8.21 (d, ] =8.8 Hz, 1H), 7.87 (s, 1H), 7.34 (d,J =
7.6 Hz, 1H), 6.28 - 6.18 (m, 1H), 5.85 - 5.84 (m, 1H), 5.38 (d, J = 14.8 Hz, 1H),
5.17 (d, J = 14.8 Hz, 1H), 5.07 - 4.89 (m, 2H), 4.82 (d, ] = 6.0 Hz, 2H), 4.50 - 4.42
(m, 2H), 4.01 (s, 3H) ppm °

449 | 655.00 'H NMR (400 MHz, DMSO-ds) 6 = 9.80 - 9.70 (m, 1H), 9.40 (s, 1H), 8.71 - 8.67
(m, 1H), 8.64 - 8.61 (m, 1H), 8.58 (d, J = 8.8 Hz, 1H), 8.54 (d, J = 1.6 Hz, 1H),
8.47 (d, J = 1.6 Hz, 1H), 8.40 (s, 1H), 7.98 - 7.80 (m, 2H), 7.71 - 7.18 (m, 1H),
6.35 - 6.08 (m, 1H), 5.40 - 5.36 (m, 1H), 5.06 (d,J = 14.4 Hz, 1H),4.80(d,J=5.2
Hz, 2H), 4.45 (d, ] = 2.4 Hz, 1H), 4.43 - 4.38 (m, 1H), 3.38 - 3.36 (m, 1H), 2.61 -
2.56 (m, 1H), 2.16 - 2.10 (m, 1H) ppm °

448 | 700.90 'H NMR (400 MHz, DMSO-de) & = 9.70 - 9.68 (m, 1H), 9.43 (s, 1H), 8.74 - 8.70
(m, 1H), 8.68 - 8.59 (m, 3H), 8.48 (d, J = 2.0 Hz, 1H), 8.37 - 8.29 (m, 1H), 8.03 -
7.84 (m, 2H), 7.77 - 7.17 (m, 1H), 6.39 - 6.15 (m, 1H), 4.82 (d, J = 5.6 Hz, 2H),
4.67 - 4.47 (m, 1H), 4.16 - 4.01 (m, 1H), 3.41 - 3.38 (m, 1H), 2.84 - 2.72 (m, 1H),
2.64 - 2.61 (m, 1H), 2.4 (d, J = 4.0 Hz, 1H), 2.20 - 2.14 (m, 1H) ppm
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447 | 655.00 IH NMR (400 MHz, DMSO-dg) 3 = 9.79 - 9.77 (m, 1H), 9.44 (s, 1H), 8.75 - 8.68
(m, 1H), 8.68 - 8.59 (m, 2H), 8.58 (d, ] = 2.0 Hz, 1H), 8.51 (d, ] = 2.0 Hz, 1H),
7.93 - 7.87 (m, 2H), 7.70 - 722 (m, 1H), 6.36 - 6.07 (m, 1H), 5.42 (d, J = 14.4 Hz,
1H), 5.10 (d, ] = 14.8 Hz, 1H), 4.84 (d, ] = 6.0 Hz, 2H), 4.55 - 4.46 (m, 1H), 4.46 -
438 (m, 1H), 341 - 3.37 (m, 1H), 2.63 (d, ] = 5.2 Hz, 1H), 2.24 - 2.07 (m, 1H)
ppm -

446 | 628.20 'H NMR (400 MHz, DMSO-dg) 8 = 9.88 - 9.85 (m, 1H), 9.43 (s, [H), 8.78 (s, [H),

8.65 (d, J =8.8 Hz, 1H), 8.59 (s, 1H), 8.46 (d, ] =7.6 Hz, 1H), 8.25 (d, ] = 8.8 Hz,
1H), 7.88 (s, 1H), 7.70 - 7.36 (m, 2H), 7.11 - 6.82 (m, 1H), 6.29 - 6.16 (m, 1H),
5.28(d,J =15.0 Hz, 1H), 5.09 (d, ] = 14.8 Hz, 1H), 4.84 (d, J = 5.6 Hz, 2H), 4.56 -
4.40 (m, 2H) ppm -

445 | 621.10 'H NMR (400 MHz, DMSO-ds) 6 =9.79 - 7.60 (m, 1H), 9.42 (s, 1H), 8.64 (d,J =
8.8 Hz, 1H), 8.56 (s, 1H), 8.52 - 8.41 (m, 2H), 8.25 (d, J = 8.8 Hz, 1H), 7.88 (s,
1H), 7.45 (d, J = 7.6 Hz, 1H), 6.33 - 6.14 (m, 1H), 5.41 (d, J] = 14.4 Hz, 1H), 5.09
(d, ] =14.8 Hz, 1H), 4.83 (br d, J = 5.6 Hz, 2H), 4.57 - 4.40 (m, 4H), 2.08 - 1.99
(m, 3H), 1.40 - 1.36 (m, 3H) ppm °

444 1 596.00 'H NMR (400 MHz, DMSO-d6) & = 9.86 - 9.73 (m, 1H), 9.46 (s, 1H), 8.72 (d, ] =
8.8 Hz, 1H), 8.63 - 8.46 (m, 2H), 8.07 - 8.04 (m, 1H), 7.97 - 7.82 (m, 2H), 7.68 -
7.04 (m, 3H), 6.33 - 6.08 (m, 1H), 540 (d, J = 14.4 Hz, 1H), 5.09 (d, ] = 14.8 Hz,
1H), 4.83 (d, J =5.6 Hz, 2H), 4.53 - 4.38 (m, 2H) ppm °

443 | 636.20 'H NMR (400 MHz, DMSO-ds) 6 = 9.74 - 9.73 (m, 1H), 9.40 (s, 1H), 8.70 - 8.60
(m, 2H), 8.56 (d, J = 2.4 Hz, 1H), 8.51 (d, J = 2.0 Hz, 1H), 7.91 (d, J = 7.6 Hz,
1H), 7.84 (s, 1H), 7.76 - 7.72 (m, 1H), 7.03 (d, J = 8.4 Hz, 1H), 6.37 - 6.13 (m,
1H), 5.68 - 5.42 (m, 1H), 5.38 - 5.33 (m, 1H), 4.82 (d, ] = 5.2 Hz, 2H), 4.67 - 4.53
(m, 1H), 4.31 (d, J = 11.2 Hz, 2H), 4.15 - 3.99 (m, 1H), 3.73 - 3.63 (m, 2H), 2.91 -
2.73 (m, 1H), 2.64 - 2.57 (m, 1H), 2.47 (s, 2H), 1.21 (d, ] = 6.0 Hz, 6H) ppm -

442 | 647.10 'H NMR (400 MHz, DMSO-ds) & = 9.74 (s, 1H), 9.03 (s, 1H), 8.80 (s, 2H), 8.25 -
8.17 (m, 2H), 7.51 (s, 1H), 7.30 (d, J = 2.4 Hz, 1H), 6.49 (d, J = 2.4 Hz, 1H), 6.34
(s, 1H), 5.30 - 5.13 (m, 2H), 4.73 (s, 2H), 4.56 - 4.42 (m, 2H), 4.38 - 4.25 (m, 4H),
4.16 - 4.03 (m, 1H), 3.93 - 3.79 (m, 1H), 3.53 (d, J = 7.6 Hz, 1H), 2.36 (d, ] = 2.4
Hz, 1H), 2.06 - 1.96 (m, 1H), 1.41 (d,J = 6.0 Hz, 3H) ppm °

441 | 620.10 'H NMR (400 MHz, DMSO-ds) 6 = 9.68 - 9.65 (m, 1H), 9.43 (s, 1H), 8.75 - 8.67
(m, 1H), 8.66 - 8.59 (m, 1H), 8.40 - 8.28 (m, 2H), 8.08 - 7.95 (m, 2H), 7.87 (s,
1H), 7.34 - 6.95 (m, 1H), 6.38 - 6.18 (m, 1H), 5.70 - 5.39 (m, 1H), 4.82(d,J=5.6
Hz, 2H), 4.67 - 4.49 (m, 3H), 4.40 - 4.25 (m, 2H), 4.22 - 4.11 (m, 1H), 2.90 - 2.72
(m, 1H), 2.64 - 2.55 (m, 1H) ppm °

440 | 654.30 'H NMR (400MHz, DMSO-de) & = 9.85 (s, 1H), 9.38 (s, 1H), 8.80 (s, 1H), 8.63 -
8.59 (m, 3H), 8.52 (d, J = 8.4 Hz, 1H), 7.86 (s, 1H), 7.66 - 7.39 (m, 2H), 6.28 -
6.17 (m, 1H), 5.28 (d, J = 14.8 Hz, 1H), 5.10 (d, J = 14.4 Hz, 1H), 4.83 (d, ] = 4.8
Hz, 2H), 4.55 - 4.40 (m, 2H), 3.30 - 3.25 (m, 1H), 2.60 - 2.56 (m, 1H), 2.10 - 2.03
(m, 1H) ppm -

439 | 658.40 '"H NMR (400 MHz, DMSO-ds) 6 = 9.80 - 9.78 (m, 1H), 9.01 (s, 1H), 8.78 (s, 1H),
8.58 (s, 1H), 8.35(d, J =2.8 Hz, 1H), 8.12 (d, J = 8.8 Hz, 1H), 7.90 (d, ] = 1.6 Hz,
1H), 7.83 (d, J = 8.8 Hz, 1H), 7.65 - 7.39 (m, 2H), 7.34 (s, 1H), 6.33 - 6.14 (m,
1H), 527 (d,J = 14.8 Hz, 1H), 5.09 (d, ] = 14.8 Hz, 1H), 4.73 (d, J = 5.2 Hz, 2H),
4.56 - 4.43 (m, 2H), 4.18 - 4.10 (m, 4H), 3.67 - 3.65 (m, 2H), 3.36 - 3.35 (m, 3H),
2.81 -2.78 (m, 2H), 1.96 - 1.89 (m, 2H) ppm
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LCMS 1

#|(Esym+r) | INMR

437 | 660.40 IH NMR (400 MHz, DMSO-dg) 8 = 9.82 - 9.79 (m, 1H), 9.06 (s, 1H), 8.78 (s, [H),
8.59 (s, 1H), 8.31 - 8.17 (m, 2H), 7.72 (d, J = 2.4 Hz, 1H), 7.68 - 7.35 (m, 2H),
7.09 (d, T = 2.4 Hz, 1H), 6.34 - 6.12 (m, 1H), 5.30 - 5.26 (m, 1H), 5.09 (d, J = 15.2
Hz, 1H), 4.74 (d, ] = 5.2 Hz, 2H), 4.57 - 4.41 (m, 2H), 4.34 (s, 4H), 4.20 - 4.09 (m,
2H), 3.71 - 3.61 (m, 2H), 3.31 (s, 3H) ppm *

[0600])

EH2 ¢ $tHBRMKBRG-1 2 ATPEg (LGN Z 75 Hr

BRME{BRG-1 .2 ATP g fi b 73 1: 1% 1 & #% 0 A4 b 73 #f1  F ADP-
Glo™ (Promega, V9102)E M - fZ g —4E 585 - ADP-Glo™ g 73 #fr B[ LA
W 25 BR AT © B —F B MFRZ LET ERARBEZATP - E_FHR
15 K2 1 FE V) ADPREL{E By ATP > 725 o't 3% Bl e A1) ) EL 20 7 A 3 el P 3% D s L
s (FE W Envision) =M -

[0601] i RIERE &Y (10 pL)&H 30 nM BRMEBRG-1 ~ 20
nM i FF5DNA (7K 5 Invitrogen, UltraPure™fE # 5 DNAR K © B $#t 9%
15632011) » X ATPEG /T H74R fE R 2400 uM ATP » H 520 mM Tris »
pH 8 ~ 20 mM MgCl, ~ 50 mM NaCl ~ 0.1% Tween-2051 mMZF&EDTT
(Pierce™ DTT ( _hil &k fE BF) > H #£5820290) - BN EEBHEEE
Proxiplate-384 fj1 & (PerkinElmer - H $%576008280) /2.5 uL. ATPl§ A
BORINZE2.5 pL ATP/DNAE R BB S METAE 20/ N IB 8 VNG © 2818 - 1
A0S pLEMHE FHE M Z ADP-Glo™ K& » £ =00 [ KFa% K IEYIRE &40
Jr$E o 1% 0 AAIN10 pLEZ EAH PR B R (RS R DU ADPE (B By
ATP - AR 2R N R % SEYIRE & 607 88 - 1% » AISEREOLE G
Envisiom) i FE5&5¢E Al -

[0602] BRM K BRG-1{4H4HE K790% Zhigh five R il % &
A o B ARSI 2 ATPEREABIE M o M Z ICso ERHARB R TR 105 -

55 311 HEEHIEHE)

C256075PA docx

112117604 FEHESE A0202 1123291485-0



1864749

R10 © A 2 {b&%) ZBRM K BRG- IH] &k

cpd # ?cRsl\o/[(uM) ?cRs(gl(uM) LA cpd # ?cRsl\o/[(uM) ?cRs(gl(uM) LA
1 00029 | 00214 | 7.9 164 00052 | 0.0723 | 32.00
2 00006 | 00105 | 18.80 165 00053 | 0.1434 | 22.18
3 00008 | 0.0252 | 27.70 166 00053 | 00838 | 1593
4 00011 | 00169 | 12.99 167 00053 | 00567 | 10.82
5 00011 | 00109 | 964 168 00053 | 00795 | 15.00
6 00012 | 00213 | 1828 169 00053 | 00583 | 10.91
7 00012 | 00179 | 1272 170 00053 | 0.1224 | 24.59
8 00013 | 00223 | 14.89 171 00055 | 00891 | 1627
9 00013 | 00302 | 2322 172 00055 | 00741 | 13.00
10 00013 | 00157 | 11.90 173 00055 | 0.1783 | 3021
1 00014 | 00142 | 950 174 00056 | 0.1582 | 28.19
12 00014 | 00162 | 11.63 175 00056 | 0.0493 | 12.83
13 00015 | 00243 | 1477 176 00056 | 0.1225 | 17.02
14 00015 | 00160 | 9.92 177 00056 | 0.1131 | 22.67
15 00015 | 00166 | 11.06 178 00056 | 02069 | 34.29
16 00015 | 00178 | 10.27 179 00056 | 0.0599 | 10.62
17 00015 | 00234 | 1276 180 00057 | 01035 | 1829
18 00015 | 00240 | 1543 181 00057 | 0.1456 | 29.09
19 00016 | 00207 | 13.20 182 00057 | 00839 | 16.19
20 00016 | 0.0447 | 26.66 183 00057 | 00899 | 12.89
21 00016 | 0.0283 | 16.50 184 0.1429 | 34163 | 2391
2 00016 | 00162 | 9.93 185 00057 | 0.0103 | 21.73
23 00016 | 00379 | 19.69 186 00057 | 0.1019 | 16.18
24 00017 | 00311 | 1865 187 00058 | 0.0766 | 13.32
25 00017 | 004390 | 2151 188 00058 | 0.1319 | 20.95
26 00017 | 00391 | 21.77 189 00058 | 0.1069 | 16.84
27 00018 | 00195 | 11.52 190 00058 | 0.1267 | 2033
28 00018 | 0.0422 | 22.66 191 00058 | 0.0621 | 10.64
29 00018 | 0.0350 | 22.36 192 00059 | 00665 | 11.37
30 00018 | 0.0391 | 19.40 193 00059 | 0.1098 | 16.06
31 00018 | 00330 | 18.05 194 00059 | 00692 | 11.72
32 00019 | 0.0367 | 18.96 195 00059 | 0.1681 | 24.88
33 00019 | 00180 | 11.17 196 00998 | 3.8430 | 3853
34 0.1204 | 14650 | 12.17 197 00060 | 0.0846 | 14.25
35 00019 | 00233 | 13.74 198 00060 | 0.1020 | 17.01
36 00019 | 00399 | 2151 199 00061 | 0.0664 | 10.91
37 00020 | 00319 | 1593 200 00061 | 01000 | 16.77
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BRM BRG1 BRM BRG1

cpd # 1050 (M) | 1650 (v | EEE cpd # 1050 (M) | 1650 (v | EEE
38 00020 | 00330 | 16.77 201 00061 | 0.0640 | 10.41
39 00020 | 0.0246 | 13.44 202 00061 | 01252 | 1585
40 00020 | 0.0385 | 16.70 203 00061 | 00920 | 14.89
41 00020 | 0.0464 | 20.00 204 00061 | 00717 | 1171
) 00020 | 00270 | 1335 205 00061 | 0.1283 | 2340
I 00020 | 00406 | 19.89 206 00062 | 0.1971 | 31.39
44 00021 | 0.0641 | 23.96 207 00062 | 01132 | 1877
45 00021 | 00258 | 12.59 208 00063 | 02386 | 36.06
46 00023 | 00477 | 20.83 209 00063 | 0.1030 | 21.93
47 00023 | 00543 | 1631 210 00063 | 0.0853 | 13.52
43 00023 | 0.0341 | 1342 211 00063 | 00616 | 9.76

49 00024 | 00440 | 14.43 212 00064 | 0.1356 | 21.18
50 00025 | 00387 | 1578 213 00064 | 00903 | 14.08
51 00025 | 00421 | 1872 214 00064 | 00720 | 11.03
52 00025 | 00560 | 22.78 215 00065 | 0.0893 | 13.76
53 00025 | 00543 | 19.48 216 00065 | 0.1484 | 21.18
54 00025 | 00279 | 972 217 00065 | 00634 | 9.68

55 00025 | 0.1237 | 3569 218 00067 | 0.0906 | 11.41
56 00025 | 00582 | 23.00 219 00067 | 0.1667 | 19.94
57 00025 | 0.0368 | 17.61 220 00068 | 0.1482 | 2181
58 00025 | 0.0644 | 23.60 21 00069 | 0.1785 | 27.18
59 00025 | 00725 | 2847 222 00070 | 00798 | 11.79
60 00026 | 0.0531 | 18.66 223 00070 | 0.1020 | 13.44
61 00026 | 00485 | 21.08 224 00071 | 0.1154 | 1591
62 00026 | 00797 | 28.84 225 00071 | 04609 | 49.95
63 00026 | 0.0587 | 23.13 226 00071 | 0.1056 | 14.90
64 00026 | 00298 | 11.59 207 00071 | 00705 | 991

65 00026 | 0.0462 | 21.94 208 00071 | 0.1082 | 14.53
66 00026 | 0.0785 | 24.64 229 00072 | 00723 | 10.03
67 00027 | 00462 | 17.37 230 00072 | 0.1534 | 18.99
63 00027 | 00362 | 13.58 231 00072 | 0.1015 | 14.03
69 00027 | 00375 | 13.99 232 00073 | 0.1399 | 19.46
70 00027 | 00396 | 12.79 233 00073 | 00762 | 1041
71 00027 | 00483 | 17.64 234 00073 | 0.0830 | 15.92
7 00028 | 0.0666 | 21.76 235 00074 | 0.1632 | 2391
73 00028 | 00571 | 20.62 236 00074 | 0.1602 | 21.61
74 00028 | 00267 | 9.59 237 00076 | 0.1725 | 25.36
75 00028 | 0.0801 | 26.00 238 00076 | 0.1323 | 17.11
76 00028 | 0.0451 | 16.02 239 00076 | 00932 | 12.22
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BRM BRG1 BRM BRG1

cpd # 1050 (M) | 1650 (v | EEE cpd # 1050 (M) | 1650 (v | EEE
77 00028 | 0.0670 | 23.82 240 00076 | 0.1852 | 19.83
78 00029 | 00049 | 24.83 241 00077 | 00824 | 1131
79 00030 | 0.0344 | 12.12 242 00077 | 02457 | 34.12
80 00030 | 0.0484 | 16.24 243 00077 | 0.1107 | 14.29
81 00030 | 0.0467 | 1431 244 00078 | 02454 | 2574
82 00031 | 0.0680 | 22.96 245 00078 | 0.1662 | 17.91
83 00031 | 0.049 | 19.36 246 00078 | 02172 | 2374
84 00031 | 00957 | 2597 247 00078 | 0.0985 | 13.39
85 00031 | 00699 | 2037 248 00078 | 0.1281 | 16.34
86 00032 | 00512 | 17.70 249 00079 | 0.0845 | 10.70
87 00032 | 00783 | 20.66 250 00080 | 02198 | 26.90
88 00032 | 00889 | 2133 251 00080 | 0.1261 | 15.83
89 00032 | 0.1315 | 2875 252 00080 | 02187 | 23.94
90 00032 | 00512 | 15.80 253 00080 | 0.1710 | 22.99
o1 00032 | 00467 | 14.38 254 00080 | 0.1900 | 21.58
92 00033 | 00390 | 11.88 255 00081 | 02065 | 23.96
93 00033 | 00423 | 1445 256 00081 | 0.1120 | 1383
o4 00033 | 00586 | 16.88 257 00082 | 0.1079 | 13.20
95 00033 | 00337 | 10.07 258 00082 | 0.1021 | 1241
% 00034 | 00864 | 2286 259 00083 | 02736 | 27.15
97 00034 | 00657 | 17.66 260 00085 | 02878 | 34.05
98 00035 | 01225 | 31.77 261 00085 | 02421 | 2534
99 00035 | 00427 | 12.19 262 00085 | 0.1660 | 19.49
100 00035 | 00448 | 1301 263 00085 | 0.0897 | 10.51
101 00035 | 00834 | 2362 264 00086 | 0.1770 | 21.59
102 00036 | 0.0954 | 2675 265 00087 | 0.1005 | 11.56
103 00036 | 00434 | 12.05 266 00087 | 0.1535 | 18.84
104 00036 | 00427 | 1021 267 00088 | 0.0918 | 10.49
105 00037 | 00367 | 9.68 268 00088 | 0.1988 | 2251
106 00038 | 00353 | 10.13 269 00089 | 0.1105 | 11.77
107 00038 | 00990 | 2568 270 00089 | 0.1740 | 22.02
108 00039 | 00644 | 16.69 271 00089 | 02930 | 2978
109 00039 | 00872 | 17.52 272 00089 | 0.1990 | 23.60
110 00039 | 00694 | 1535 273 00089 | 02099 | 2361
11 00039 | 00791 | 19.81 274 00089 | 0.1921 | 2222
12 00039 | 00572 | 14.50 275 00091 | 0.1280 | 14.02
113 00040 | 00830 | 20.12 276 00091 | 0.1316 | 1441
114 00040 | 0.1179 | 29.13 277 00091 | 00000 | 19.61
115 00040 | 0.1055 | 2217 278 00092 | 00755 | 9.67
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cpd # ?cRsl\o/[(uM) ?cRs(gl(uM) LA cpd # ?cRsl\o/[(uM) ?cRs(gl(uM) LA
116 00040 | 0.0483 | 12.04 279 00092 | 0.1642 | 18.19
17 00040 | 00871 | 21.61 280 00092 | 01060 | 1158
118 00040 | 00630 | 19.47 281 00093 | 00043 | 10.16
119 00041 | 00422 | 1033 282 00094 | 0.1628 | 17.58
120 00041 | 00983 | 24.03 283 00094 | 03849 | 28.86
121 00041 | 00567 | 13.86 284 00095 | 0.1048 | 11.05
122 00042 | 00459 | 10.93 285 0.0095 | 00946 | 9.97
123 00042 | 00506 | 12.84 286 00096 | 0.1964 | 20.51
124 00043 | 00749 | 1593 287 00096 | 01131 | 11.77
125 00043 | 00815 | 19.09 288 00096 | 02030 | 26.09
126 00044 | 00889 | 20.36 289 00096 | 0.1152 | 1149
127 00044 | 00725 | 17.26 290 00096 | 0.1872 | 17.27
128 00044 | 0.1233 | 23.54 291 00097 | 02063 | 21.54
129 00045 | 0.1107 | 18.60 292 00098 | 02258 | 23.12
130 00045 | 00711 | 15.94 293 00098 | 0.1680 | 17.20
131 00045 | 00708 | 17.91 294 00098 | 03443 | 35.16
132 00045 | 00772 | 17.90 295 00098 | 0.1743 | 16.68
133 00045 | 00042 | 1845 296 00099 | 0.0141 | 1158
134 0.0046 | 0.0986 | 20.63 297 00099 | 02663 | 29.64
135 00046 | 0.1100 | 23.88 298 00099 | 0.1428 | 14.40
136 00046 | 00749 | 13.12 299 00099 | 02950 | 29.29
137 00047 | 00097 | 2145 300 00099 | 0.0181 | 11.89
138 00047 | 00882 | 1895 301 00100 | 0.1754 | 18.66
139 00047 | 0.1470 | 24.09 302 00100 | 03479 | 30.11
140 00047 | 00831 | 17.66 303 00101 | 0.1076 | 10.70
141 00047 | 00763 | 16.19 304 00101 | 0.1584 | 15.65
142 00047 | 00891 | 19.04 305 00103 | 0.1250 | 12.14
143 00047 | 00085 | 2143 306 00103 | 03597 | 3274
144 00048 | 0.1088 | 25.02 307 00104 | 0.1611 | 2042
145 00048 | 00772 | 16.05 308 00104 | 03291 | 2860
146 00048 | 00720 | 1571 309 00105 | 00151 | 1101
147 00048 | 00581 | 11.98 313 00130 | 05538 | 36.05
148 00049 | 00826 | 17.59 314 0.5468 | 41269 | 755
149 00049 | 00677 | 1378 315 00249 | 1.0849 | 43.60
150 00049 | 0.1190 | 21.42 316 00183 | 03251 | 17.77
151 00049 | 00766 | 16.49 317 02268 | 17642 | 778
152 00050 | 00530 | 11.35 318 00123 | 0.1046 | 851
153 00050 | 0.0695 | 13.92 319 01925 | 49919 | 25.94
154 00050 | 0.0680 | 1521 32 00322 | 11769 | 30.39
315 HEHHHIIS)
Cos6075PA docs
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cpd # ?cRsl\o/[(uM) ?cRs(gl(uM) LA cpd # ?cRsl\o/[(uM) ?cRs(gl(uM) LA
155 00050 | 0.0880 | 19.80 323 00118 | 0.1638 | 13.90
156 00050 | 0.0970 | 23.13 324 00161 | 03566 | 22.15
157 00051 | 0.0968 | 1845 325 00297 | 03880 | 13.06
158 00051 | 00867 | 17.08 326 0.1219 | 35050 | 2875
159 00051 | 0.1000 | 14.72 327 00035 | 00407 | 1157
160 00051 | 00760 | 17.82 328 00241 | 07232 | 29.97
161 00051 | 00493 | 9.63 329 0.0407 | 1.3463 | 29.14
162 00113 | 02210 | 17.63 330 00153 | 03508 | 27.40
163 00052 | 0.1158 | 2236

*EER(HFEMBRG 1Cso (WM)FREABRM 1Cso (WM)EE A Z B fH -

[0603)

I3 $HEBRG1 i BRMKRE ML gk 2 #1117 55 2 53

& MO E BT B BRG 1 2 585 85 Bt 2 4l B £ A549 K I CRISPR % [ BRM

Z MDA % 2 JE M ST (L & ) ¥ BRG1 e BRM {8 M: 18 8%~ TBAE H H)
SUHE o WA TEAH A %29 (% I BRG 1B BRM{(RFE M /)N B, L BR e 8 7 5 e R T
REERAETERTREL - fEAFRE ALEV ZFAET - Bt ZERINEE
R O R 5 A R R 6/ NI 1% 50 F s AR s 8RN 88 0k

[0604] KB AL 2 3t ZICso ERHMARURIN TR -

R K (L&Y 2 BRM K BRG- HIIHIE R

*LTERGFEHAMDA-MMTV ICso (@M)FRLLAS49-MMTYV ICso (WM)ZE

2 BE -
opd # ?CR;‘OA(MM) Hha cpd # ?CR;‘OA(MM) Hhser
331 0.0169 33.18 427 0.0206 32.84
332 0.0210 28.13 428 0.0203 26.26
333 0.0154 31.11 429 0.0169 32.94
334 0.0190 26.38 430 0.0081 40.24
335 0.0163 30.32 431 0.0095 31.77
336 0.0153 22.47 432 0.0130 25.93
337 0.0201 30.81 433 0.0030 27.74
338 0.0141 21.68 434 0.0087 41.19
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cpd # ! | EEE cpd # ! ) | EEE
339 0.0194 40.09 435 0.0230 25.82
340 0.0158 26.04 436 0.0131 43.58
341 0.1220 28.75 437 0.0058 35.93
342 0.0179 23.62 439 0.0133 27.20
343 0.0111 24.93 440 0.0161 53.01
344 0.0186 2542 441 0.0089 21.14
345 0.0156 21.59 442 0.0085 25.83
346 0.0199 44 .98 443 0.0152 27.83
347 0.0172 25.03 444 0.0226 24.79
348 0.0139 30.79 445 0.0212 22.07
349 0.0130 3491 446 0.0135 29.71
350 0.0170 25.08 447 0.0138 22.11
351 0.0200 25.07 448 0.0190 37.60
352 0.0163 23.28 449 0.0074 37.87
353 0.0155 21.63 450 0.0154 3543
354 0.0172 26.53 451 0.0056 25.86
355 0.0131 23.10 452 0.0204 28.85
356 0.0146 23.98 453 0.0088 28.72
357 0.0124 22.68 454 0.0142 29.67
358 0.0153 27.40 455 0.0104 45.81
359 0.0188 29.73 456 0.0097 40.89
360 0.0199 23.20 457 0.0072 33.28
361 0.0179 22.13 458 0.0156 23.65
362 0.0222 31.16 459 0.0153 27.87
363 0.0169 22.45 460 0.0100 41.47
364 0.0019 22.21 461 0.0259 56.88
365 0.0213 24.82 462 0.0081 25.94
366 0.0241 29.97 463 0.0062 35.00
367 0.0030 17.70 464 0.0071 3923
368 0.0022 17.34 465 0.0226 55.20
369 0.0171 26.85 466 0.0246 48.16
370 0.0205 27.27 467 0.0170 24.85
371 0.0079 21.86 468 0.0042 25.28
372 0.0076 21.84 469 0.0215 21.59
373 0.0149 23.16 470 0.0041 2942
374 0.0178 54.50 471 0.0082 25.44
375 0.0065 36.69 472 0.0110 39.75
376 0.0153 22.09 473 0.0171 22.61
3717 0.0132 46.76 474 0.0186 42 .97
55 317 H G )
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cpd # ! | EEE cpd # ! ) | EEE
378 0.0111 43.63 475 0.0071 37.21
379 0.0200 22.55 476 0.0224 21.45
380 0.0091 3344 477 0.0074 52.71
381 0.0068 29.06 478 0.0104 33.55
382 0.0096 40.88 479 0.0062 3546
383 0.0218 24.64 480 0.0094 38.09
384 0.0064 29.60 481 0.0102 50.79
385 0.0209 22.49 482 0.0120 25.21
386 0.0260 23.22 483 0.0111 28.21
387 0.0173 34.06 484 0.0054 28.00
388 0.0073 26.43 485 0.0120 4942
389 0.0032 26.77 486 0.0133 33.87
390 0.0074 22.68 487 0.0134 53.94
391 0.0021 24.21 488 0.0079 26.53
392 0.0047 24.22 489 0.0118 3595
393 0.0203 36.31 490 0.0079 26.59
394 0.0092 24.90 491 0.0182 23.59
395 0.0047 21.65 492 0.0166 24.09
396 0.0138 25.74 493 0.0194 49.65
397 0.0053 2948 494 0.0057 28.82
398 0.0053 26.52 495 0.0151 32.03
399 0.0129 24.67 496 0.0016 21.18
400 0.0251 47.75 497 0.0124 29.41
401 0.0185 33.01 498 0.0059 38.20
402 0.0217 26.98 499 0.0150 24.97
403 0.0140 27.49 500 0.0077 21.12
404 0.0156 36.02 501 0.0130 30.55
405 0.0028 22.10 502 0.0096 38.00
406 0.0059 27.42 503 0.0173 33.25
407 0.0117 29.00 504 0.0075 24.06
408 0.0165 32.34 505 0.0106 21.63
409 0.0141 25.36 506 0.0102 42.09
410 0.0143 27.39 507 0.0135 30.86
411 0.0086 24.27 508 0.0115 21.72
412 0.0119 21.10 509 0.0202 25.33
413 0.0062 27.54 510 0.0146 22.06
414 0.0151 22.34 511 0.0131 21.48
415 0.0076 3599 512 0.0100 23.26
416 0.0199 50.12 513 0.0137 27.47
55 318 E (G )
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BRM - BRM -
cpd # 1C50 (M) BB cpd # 1C50 (uM) Eb
417 0.0275 39.11 514 0.0210 32.01
418 0.0239 52.60 515 0.0167 23.82
419 0.0174 28.69 516 0.0121 31.51
420 0.0257 24.69 517 0.0204 35.51
421 0.0080 23.62 518 0.0210 3547
422 0.0244 23.20 519 0.0226 28.12
423 0.0104 32.08 520 0.0034 20.93
424 0.0237 31.82 521 0.0078 21.02
425 0.0023 24.38 522 0.0214 29.68
426 0.0102 25.72 523 0.0162 26.20
[0605])
BEH4 - LEaAZER
BRG1/BRMHIIFHIENL &YIAR T LT 4558 -
_CH, N
S 78
0 /fn/H =
N._N
/©)L i 0 I /
HoN o
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[0607])
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, UT i o or. L Y Ve H‘N_;:,:‘___\_ﬂ@::_ji; PCTMW - HN;,N\ <4 E=30 el
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g 2N -5 SN o s N-.x,
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(Promega, V9102)& HIBRME(BRG-1{L (L &YAZFAE T Z ATPEG{E(LIE
Mo FEZ R EHBLEWAS BHBRMEA10.4 nMZ1Cs0 & #t 5 BRG1 A
#19.3 nM_ 2 ICs0 ©

[0609]

B 15 : BRGI/BRM ATP Jig1]] il 1 i) % Bt B 60 22 908 % 107 52 % 4 i
R ERNEE

B REEFEECERBHEIEAO2-1 - MP41 - MP38 - MP46) ~ Fi
Z1| B & 4 B 2 (LNCAP) ~ i & 48 At £ (NCI-H1299) & 7k 4 (LI iE B %
(HEK293T) BN B A A KRB EA(B2 R K L9967 N - HBRGI/BRM
ATPESHIHIBIE & YA VSR DMSO F il {1 BEFE RS LLO B 105 B H 2 B
PRI 2 Z 54 - /L37C TR EIR - HEHE =K% &%
AL bR % i 2L 3058 7+ Z TrypLE (Gibceo) 73 il 2 4HABFERF 1057 5% -
{EAIAE H i SR A B DURII L7000 < £ RIBEE EHBF - HAKEW
{F4EDMSORREL ~ B B L 4HREET B - A AE37°C T K B BRBr a0 B fE -~ 1]
B ECHERENRER AN e ZBANRERSINUR - 257
Ko W B AMES AR - (B3R KETR > ¥ MR Cell-titer glo
(Promega) & HIH ¥ 4HfE 4 £ W A Envision 38 i 23 (Perkin Elmer) | &%
¢ o fE i Graphpad PrismgtE &40 2 2 £ R &HIHIS0% M 2 (L& PIHR
£ (Glso) » AAREE T 4@ Bl - ¥ 24 M5 B8R 4liiE % (OPM2 ~ MMIS -
LP1) -~ ALL 4H 8 % (TALL1 - JURKAT - RS411) - DLBCL 4f fig &
(SUDHL6 - SUDHL4 - DB - WSUDLCL2 - PFEIFFER) - AML4f jf %
(OCIAMLS) + MDS4H I Z (SKM1) ~ O HL 40 fE 2 (OV7 ~ TYKNU) - &

& 4R % (KYSEL50) ~ #40ALEEFE & 4 (RD ~ G402 ~ G401 ~ HS729 -
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A204) -

NCIH2444) -

LUR SIS e 21T

ESOHE

AT % 4l B2 % (HLF - HLE -~ PLCRPFS5) & fiifi %2 &l B % (SW1573 -
A FE AR O6F LB 7 - RSB

X > ¥ BRG1/BRM ATPESHIHIE (L&Y ATEREFDMSO I LLOZE 1058 5=

HZREMERINEZFM - ALBIRKE

EH6FLEN » RALEFHEER VNG R b ey -

[0610] F12F(BEMH L MR K ER ZEREES -
HETEN &E%iﬁéﬁ

=12

FES L e

{50 & A o> 3

EETEN Wil [T
92-1 SIGMA RPMI1540 + 20% FBS
A204 ATCC McCoy's 5A +10% FBS
DB ATCC RPMI1540 + 10% FBS
G401 ATCC McCoy's 5A +10% FBS
G402 ATCC McCoy's 5A +10% FBS
HEK203T ATCC DMEM + 10% FBS
HLE JCRB DMEM + 10% FBS
HLF JCRB DMEM + 10% FBS
Hs729 ATCC DMEM + 10% FBS
JURKAT ATCC RPMI1640 + 10% FBS
KYSE150 DSMZ RPMI1640/Ham's F12 + 10% FBS
LNCAP ATCC RPMI1540 + 10% FBS
LP1 DSMZ IMDM + 20% FBS
MM1S ATCC RPMI1540 + 10% FBS
MF38 ATCC RPMI1540 + 20% FBS
MP4l ATCC RPMI1540 + 20% FBS
MFP45 ATCC RPMI1540 + 20% FBS
NCIH1299 ATCC RPMI1540 + 10% FBS
NCIH2444 ATCC RPMI1540 + 20% FBS
OCIAMLS DSMZ alpha-MEM + 20% FBS +10ng/m| GM-CSF
oPM2 DSMZ RPMI1540 + 10% FBS
ov7 ECACC DMEM/Ham's F12 (1) + 2mM 2R 4 10% FBS+0.5ug/ml  “20fl 4 1gyg/ml #00F
PFEIFFER ATCC RPMI1540 + 10% FBS
PLCPRF5 ATCC EMEM + 10% FBS
RD ATCC DMEM + 10% FBS
R5411 ATCC RPMI1640 + 10% FBS
SKML ICRB RPMI1540 + 10% FBS
SUDHL4 DSMZ RPMI 1640 + 10% FBS
SUDHLS ATCC RPMI1540 + 20% FBS
SW1573 ATCC DMEM + 10% FBS
TALLL ICRB RPMI1540 + 10% FBS
TYKNU JCRB EMEM + 20% FBS
W5UDLCLZ DSMZ RPMI1540 + 10% FBS

G E AN
ST = Ao RN S O

Hl R dERF 256
[0611]
B H6

C256075PA docx

112117604

TR °

ol & B 2R
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ol E IR BB 2R S LR AT AE 2. 25 BRG1/BRM
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o) ) A PR 0 2R R I R Al A B 2 4
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MEK ]I ] %] <~ EE B2

B CEARBEEGARI) ZFATREEFEECEBHEN A
(92-1ECMP4 D) FEFHELO6FLEE T - KBAF ATPEGHIHIFI((LEYIA) ~ PKCH
#l % (LXS196 ; MedChemExpress) 2k MEK ]l &l %] ( 5] 3£ & J& ; Selleck
Chemicals) A f# > DMSO Hr il £ #5218 I LLO 2 10f S B 2 R BRI N 28
2 SR - fE37°C THRMMEERIR - fEmBE =K% - HCell-titer glow
(Promega) £ A A4 & > i jY EnvisionsE ffy 25 (Perkin Elmer) |- 55 0 28

[0612] &R : dIE2A KIE 2B F & - (b &Y ARR A BLEE RPKC
KMEKHIHIE L < w A E R e R 4 RG] - 5590 #FALE
P A E L% B PRPKC e MEKHII 1) 7 58 1R 4% A= HI 1) -

[0613]

HH7 - ALEYIBZLER

BRGI/BRMTEH%U’”“Mb/\%BEﬁUTﬁ%

{t=vIB
[0614] (LEVIBRAI T S F2T B RS °
[0615]

HE2 AL EYIB LG

N
\S /. 2
iﬁ | iYH !
a
HOBT.EDCI.DIEADMF  Q_n N.__N
S5~ Nﬁ)LH he p

5 322 H(BEHIEHE)
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[0616]
(S)-1-(HH Bx s B £ ) -N-(4- (B Bt B ) - -l S8 B - 1- ((4-(3- (R BE -4 -6 3R
EoWEME-2-FO) B L) T oe-2-25) - TH-MEIE -3- H Rz ((E & 1B) < Bl i

N
s 78
o H =
o\\g_N\/j)kN N\\//N
VA U R B O N

[0617] [A](25)-2- g A& -4- B A GUhA A -N-[4-[3-(4-TEE e B ) 45 B |
-2 BT EEHE(2 g 0 4.75 mmol » HCIES) I 1- B EL i il L THE 0% -3- ¥4 %
(898.81 mg > 4.75 mmol) /ADMF (20 mL) 9 7 & &%/ HIEDCI (1.37 g »
7.13 mmol) ~ HOBt (962.92 mg > 7.13 mmol) &z DIEA (2.46 g > 19.00
mmol > 3.31 mL)AG{E25C Nz R EVRAF3I/NR - K ZEEYIE AH0
(100 mL) o lf 38 d @ s WS 0 © 5 8% B RS W Z HY MeOH (20 mL) o3l #5
AB U SR Z 0 - i B AG /A B R DMSO (10 mL) 1 K 28 1% iR a2 R &)
] AMeOH (50 mL) 3678 i 48 JE U SR P ple 2 7 I e REZ LA AR B 5 B[]
BB {E&a”B (2.05 g 3.66 mmol > 77.01% E*) - LCMS (ESI) m/z
[M+H]*=555.9 - 'H NMR (400 MHz, DMSO) & 12.49 (s, 1H), 8.68-8.66
(m, 2H), 8.46 (d, J=7.2 Hz, 1H), 8.31-8.30 (m, 1H), 8.02-8.00 (m, 1H),
7.94-7.96 (m, 1H), 7.83 (s, 1H), 7.73-7.74 (m, 3H), 7.61-7.57 (m, 1H),
7.31-7.29 (m, 1H), 6.79-6.77 (m, 1H), 4.74-4.69 (m, 1H), 3.57 (s, 3H),
2.67-2.53 (m, 2H), 2.13-2.01 (m, 5H) - SFC : AS-3-MeOH (DEA)-40-
3mL-35T.lcm > t = 0.932 min > ee%=100% -

[0618]

E {8 : BRGI/BRM ATPESHIH B G B @R HE - MRSFEIE
AIFIRRSE ~ HLBE RO X RNEHE AL ERIIZE

26 323 H(EEHRIAE)

C256075PA docx
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fRFr « ESORE B4 AL 2 BT dfiE 2080 B G B &P B A
s o 0 0 TNAIMIAE 2R 4840 ORI - fTE 2 0 STRTESCR AR A AE £
(CADOESI - RDES - SKESI1) - 1 48 & £ 41 A1 88 40 fff % (WERIRBI) -
ALL&HAE % (REH) ~ AMLANAE 22 (KASUMIL) ~ fi7 51 B 72 4 A % (PC3 -
DU145 - 22RV1) -~ 2 & & 5 41§ % (SH4 - SKMEL28 -~ WMII5 -
COLO829 ~ SKMEL3 ~ A375) - # % 4l it % (MDAMB415 -~ CAMA1 -
MCF7 - BT474 - HCC1419 - DU4475 - BT549) - B-ALL 40 i %
(SUPB15) ~ CMLHAE % (K562 ~ MEGO1) ~ {H & IR (Burkitt’s) itk 5 /8 il A
% (RAMOS2G64C10 - DAUDI) - & 40 HfY itk 2 & 40 Y % (JEKOI -
REC1) ~ B5 R dli A  (HT1197) K A& 4 AE 22 (SBCS) » ESCH AR
FIEETAEST © MR R O6FLEE F - K3 =K » ¥ BRG1/BRM ATP
MIEHEIEE &Y BIEMIDMSO R I LLOE 10 EH 2 BERE RN EZF
AAE - FEBIR KB TRAMAE 7 HEF > (LA HEFO6FLEEN » WAL E
iR e e LLUNEIIES - (=g /I

[0619] RIBFIBLHF AT R K ER 2 ERBERE -

5 324 H(BEYIEHE)

C256075PA docx
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K13 I AR A RIS EE

EIRIOES A LR
22RV1 ATCC RPMI1640 + 10% FBS
A3T7S ATCC DMEM + 10% FBS
BT474 ATCC Hybricare W84 +1.5g/L [ athas + 10% FBS
BT549 ATCC RPMI1640 + 0.023 IU/ml HELLE + 10% FBS
CADOES] DSMZ RPMI1640 + 10% FBS
CAMAL ATCC EMEM + 10% FBS
COLO829 ATCC RPMI1640 + 10% FBS
DAUDI ATCC RPMI1640 + 10% FBS
DU145 ATCC EMEM + 10% FBS
DU4475 ATCC RPMI1640 + 10% FBS
HCC1419 ATCC RPMI1640 + 10% FBS
HT1197 ATCC EMEM + 10% FBS
JEKO1 ATCC RPMI1640 + 20% FBS
Kse2 ATCC IMDM + 10% FBS
KASUMI1 ATCC RPMI1640 + 10% FBS
MCF7 ATCC EMEM +0.01 mg/m|  THUE £ 10% FBS
MDAMB415 ATCC Leibovitz's L-15 + 2mM L- EAEFERE + 10 meg/ml HELL & + 10 meg/ml #RLITHE + 15% FBS
MEGO1 ATCC RPMI1640 + 10% FBS
PC3 ATCC F-12K + 10% FBS
RAMOS32G64C10 ATCC RPMI1640 + 10% FBS
RDES ATCC RPMI1640 + 15% FBS
REC1 ATCC RPMI1640 + 10% FBS
REH ATCC RPMI1640 + 10% FBS
SBCS JCRB EMEM + 10% FBS
SH4 ATCC DMEM + 10% FBS
SKES1 ATCC McCoy's 5A + 15% FBS
SKMEL28 ATCC EMEM + 10% FBS
SKMEL3 ATCC McCoy's 5A + 15% FBS
SUPB15 ATCC IMDM + 4 mM L- 58650 + 1.5 g/L R + 0,05 mM 2- B + 20% FBS
WERIRB1 ATCC RPMI1640 + 10% FBS
WM115 ATCC EMEM + 10% FBS

GO WERBTES  GEERCRE - MREE - mrlRE - AE
Fe TC SR, 1A 968 4 A % 5 BR G 1/B R MU ) bR EL A &5OHI 5 2~ 41 A 2 52 BT -
2R R RO - MUREIE - AUFIRRRE ~ FLE U R A AR & 2
HIRERFERTR -

[0620]

EH19 - BRGI/BRM ATPEBHIHI A AT A L ERIVEE -

B REAEER IR Ao AfE i (" High-throughput

identification of genotype-specific cancer vulnerabilities in mixtures of

barcoded tumor cell lines | » YuZ A - Nature Biotechnology 34, 419-
423, 2016) ZPRISM (FAE &Y [EIRG BIMT B FTARE G - K T A
T WA BREEEMAEAEGHN 2F (CCLE)% Iy 4L 2
RPMI-1640558& A - H10% 28 LIE(LRG A MF (FBS) it » LAURKFIBT < B

26 325 H(EEHRIAE)
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FFORG T ERIEMAR WL RER Z SIS 2B - 01T 187 2 e i ket /7 25 A
7Y RS 2 T 5 I A 24 % ErBR R 205 - K 56 R A A L B 3% (blasticidin) fE
Ry BERRAREEY) - ST AT A A R st BEREB(MOD &1 - 28R K750
{6 £ 1E i 7215 (b PRISMJEE 41 AR Z AR J22 D003 Bp FE) — B2 R & 0 2.5 {18 4 g ot
oo BHETERBEERT o F R A AT A (Yo AR — 25 ([ S AT 2 2 i &
FLA 2 23 BUBE A T25 B2 (100,000 {4 AR/ J2 ) 26 7L 5 (50,0001
ARG/ FL) R BT A RGBS AT A R Al RE ZOt AR AE —E - FIDMSOEUE&Y)
H10 pM Z =R B 4G DA Bh3 (BB & [ [ — . =1n e BRANAE - (F /oot
fREME B - T e AT &8 B se 2 (E &Y CZ Rafflll I AIAZ-628 K EEH
Ity B T AR AR B oK) > o A EE A 2.5 nMUR20.039 nM 2 i = R S 1T e 2
AHAE -

[0621] FLEVIRHEIRE > EAIAEHEE - ZIERAEDNA - 35
HPCRIEE RO T — AR E M o 3 HrRe S e B 2 A o 2 A &«
T MR AS Z 5T BB DMSO ¥ 8 K 55 0 K ¥ i o =& PR i E A i 15 0
R S A ARERE et Gt FEAAERE ZiE TERAUC) B
FTAAIE % 2 FEAUCEEE (E4) - SR AAUC/NGYEZ THE 2 HAE & (R i 8
RYHY

[0622]

EB110 - BRG1/BRM ATPESHIGIHIH B B aRBAM AL ER
e & -

B RagHECR B A O2-1 - MP41 - MP38 » MP46) K JE
/NG AR AT AR (NCIHI299) M B A £ REE R (2 AR Z961LE
1o KBRG1/BRM ATPEEHIHIEI(L S 9167 75 88 > DMS O il £ #EfdH LLO

26 326 H(EEHRIAS)
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FI0MEH RN 2 Z Z40 - /E37C TRAMBEEIXR - £k
I =K% > ACell-titer glow (Promega) &[40 4 & > 1 A EnvisionZE
R 28 (Perkin Elmer) [ 3§H{3E 5 o

[0623] 45 @ MEISHHR - (LEVBRAEERCEBHE AT
BE R AE RG] -

[0624]
B &R R R R Y 2 o BRG1/BRMH i Bl B2 i FRPKC K&
MEK Il ] & EE iz

B EEARBEEESARINZFETNRUERERCRZEAN A
(92-1E(MP4 ) REFE 96 LB T - R BAF ATPREGHIHIE|({E&%/B) ~ PKCHI
I 7 (LXS196 ; MedChemExpress) &z MEK {{]l #l| % ( 5] 22 & J& 5 Selleck
Chemicals) & fi# f> DMSO H1 3l £ REAE I LLO £ 105 B H 2R E R IR N 2
i FAIAE - A£37C TGN E3 R - (LR = R1& - M Cell-titer glow
(Promega) B HI4H A £ & - il jY Envision it €5 (Perkin Elmer) [ 35 HU 3%

[0625] &R - AIE6A K [E6BF &R » MHE ERRPKC K MEKH
H#H > (LY BHEAEERCRBHE L AERIGIBENE RN ZEZE - 5
Sh > SR Ab &Y BE L iR PRPKC R MEKHI i B 5t 8 A4 A R AN -

[0626]
EB12 - BRG1/BRM ATP i ]I 1] 71 75 38300 ] 5 P K C 11 1) 2 fif 28 -2 401
Bz AR -

B BEReA Y RE 2 LEV@EEIMARD ZERBEEE
REROFTRIIEERE  EMP4L &5 FE R @ & A A & PKC I ] A&l

O

55 327 H(EYIEHE)

C256075PA docx
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(LXS196 ; MedChemExpress)iif £  3{f H & » {E40 & {5116 5 1 i
TR A RN 3 A RN SR AU MP4 T4 AR R ¥ PRCHI A (PR Ci) Y 82 2
A B 5% PRCHIFI B (LXS196) E(BRG1/BRM ATPEGHIIHI B ({E&%)B) 2

[0627]) &5 : & HPKCIi &2 2 4 AL 7] it <2 7] S bR R AAMP4 1 41
B AESREZLXSI96 T 2 AR (E7A) » {EBRGI/BRM ATP g il i Al
UL EYIBYEEZ HPKCIli 22 2 4 KR A W9 E 2 58 51 AR R A )
([E7B) - &% FHPKCilif 82 ~ M AE A% ¥ L &Y BEL % SR AAMP41 4 5 &
B ([E7B)

gH13 - {LaPCré
: (COEN,DMF F N £ L, 0 Foo man e H ’F
o e SRR g ons _TTMSTRNE o N M MR L en N"& S RO, DU N S
HO?"\\_} nCM C?’J\\\__.’,f" JHDY e CI_;\’L % f eonmzonar \:';’,__/f -4 §  natuoEADoM 70[ : ,,}_i\\_—'
A B ¢ E G
2 \ \?__O\
L AL -2, a
FeV e H T a " ] e o N
NN N = IR N | N -t K 1 y N-,
HaN A, G ] RGN Y S g e N SN
’ Tor S-J} A EOCIHOBLDERDH  © N A g é’?F e DIEA, DMEO /'\T*NC,_T h g é__;%7{1;>
H ! il
HERL L 6-FILIE-2-FE A (FEY Ly
//mil7\1 ‘ 6_%\4Httnﬂ£'2_%}y—(_—b>< ( FlEl B)Z%
F
0 N==
\_/
Cl
B

[0630] [A16- % ML BE -2- ¥ % (50.00 g > 354.36 mmol) it = & H 5%
(500 mL)FZN,N-Z HHZHRER(0.26 mL > 3.54 mmol) = Z 2 4ll(0°C)/ER
ARINFEEF(155.10 mL > 1.77 mol) » {ESE 2RI AR © (EZ KIER
G E =R RS h FREZE T REZECYDNELEEH EME

26 328 H(EEHRIAE)
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Az < HEPIB (56.50 g) > —F (RN T —F 8 -
[0631]
FER2 ¢ 2-F-1-(6-7,-2- ML R) LG HE (T P C) 2 i

F
0 N=

\_/
cl

(o

[0632) LLZE > H=tm S RI”B (56.00 g > 351.00 mmol) A 1,4-
TR HE(800 mL)H Z 2 AI(0C Y RGYIAI2 M= AW EESRF IR Ot
(351 mL)H 2 & « 125 C MRS RER S YIEEE10 h - ZRIERSY)
FE{& %4 M HCIR 1,4- I HE(500 mL) o 205 A o (£ 2 hig - {F
B 22 N Rk S S R LA AR o BZ TR AR Y15 F BRI NaHC O3 7K /&R (500
mL)FH L 2B £ B5(200 mL x 3)ZEHY « K40 & 2 7 14 e (5 A /K (300
mL x 2)J5% » &&Na,SO.8Z8¢ » BB KB NREUEAEAGER Y
FfYIC (35.50 ) - HAEREMAN T —H5 - LCMS (ESI) m/z: [M+H]*
=173.8

[0633]

BR3¢ 4-(6-7-2-Mb e B )EME-2- e (P REWYIE) <« B

F
H,N /N N=1
\S( N/

E

[0634] fEZ= 'R N FEYC (35.50 g - 204.53 mmol) & fifi &
(14.01 g > 184.07 mmol)jAMeOH (250 mL) ;zH,O (250 mL) 7 & &%)

2 SERURAINGF (3.56 g » 84.82 mmol) « {E#BHE0.5 hik » 2% T 85
G R SIS R MeOH » A2 M HCUK A T 71555 i B (£ % pH
~3 ¢ 4E15 minfk - FEREH 28 ZB5(200 mL x 3)3H > BEEH KB

26 329 H(EEHRIAE)

C256075PA docx
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F NaHCO; (500 mL) i (b 7K A R 8 3 30 min » 2318 H £ B& £ fi5 (325
mL*3)ZHY - & & 2 ARE R E K225 mL * 3)7F7%k - & NaxS0447
te o BRI AL R T RYE o BERY) {5 M AU Bl (300 mL) B R AE25C
BHE10 minlii0E - fEEZE NE2RATRERUES E 0 @R 2 FHEYE
(28.00 g > 143.43 mmol > 70.13% E 3 > 100%4di[E) - LCMS (ESI) m/z:
[M+H]* = 195.8. ; 'H NMR (400 MHz, DMSO-d¢) 8 8.00-7.96 (m, 1H),
7.72 (d, J= 7.2 Hz, 1H), 7.24 (s, 1H), 7.16 (s, 2H), 7.02 (d, J= 8.0 Hz,
1H) «

[0635]

R4 ¢ N-[2-[[4-(6-5-2-MEhme A )Eme-2- B e B -2 -l S| A - £ L T
HEz S =T ER(PREYIG) Bk

.

BOC\HAEH\S(/N/ =

6

[0636)] = N-Boc-H 8 (5.92 g » 33.81 mmol) ~ HATU (12.86
g > 33.81 mmol) ;&zDIEA (15.89 g » 122.94 mmol > 21.41 mL)j* _ & HIZE
(100 mL) o 27 AN EIPJE (6.00 g > 30.74 mmol) - {E{R#2 hig © &
daez N fER &Y R & A /K (100 mL) A5 ¥ A £ £ FE(60 mL x 4) %
0 - &R & 2 AREHAE/KA00 mL x 2))F7% - &ENarSO45Zkk - BRI
FECER TR 4E LLE A TR ERY) - s R ER V) A M Bt K MeOH Z 11 1R &)
(40 mL)BFJE - f£25°C T#E#20 minf% » #@IEHF R » HMTBE (20 mL)
HonEst  WAEBRZETRRMEEEOalE 2 FEYG (7.7 g 21.63
mmol > 70.4%E=3 > 99.0%4i[E) - LCMS (ESI) m/z: [M+H]* = 353.1 -

[0637]

26 330 H(EEHRIEE)

C256075PA docx
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BRS¢ 2-((4-(6-FMENE-2- B EML-2- B i A5) - 2- HI R A £ - 1- Bk #%

(FEYH) - 8

oL e

[0638) #E25°C PTG (5.40 g » 15.32 mmol) 4 M HCI#
1,4- “EERE(35 mL)F AR\ HELS h - EEZE T REZREVELR
AEER S FREYH (4.42 ¢) 0 HiEFE—FSACRIERAN T —H 5
LCMS (ESI) m/z: [M+H]* = 252.9 o

[0639]

BERO6 1 1-55 =T B -N-[2-[[4-(6- %-2- P e A ) e -2 - L ] g BL1-2-
EEL- LB IMEIE -3- AR RE (R ) 2 B

H
N._N
\}@*uﬁr Y,
== o S
J

[0640]) (a5 f%H (3.00 g » 10.39 mmol) ~ 1-5 =T E0Hng-3-5%
fiz(1.74 g » 10.39 mmol) &ZDIEA (6.71 g > 51.95 mmol > 9.05 mL)* _ &
B2 (40 mL) | 22 5 R 6 R IHOBt (1.68 g » 12.47 mmol) &ZEDCI (2.39
g > 12.47 mmol) - L84 hik > L EHZE TREZREY - BErWH K
(250 mL)MHEIL A 28 ZF5(200 mL x 3)ZHL - &840 & 2 A (kB K
(300 mL x 3)JE7E » & Na,SO4Hz e » BRI AT T R4 - FniFER_ %A
MTBE/Z W L85 2 1: R &Y)(400 mL) A K £30 minf% - @8 HIFER -
% FERBHFAMTBE (85 mL x 3))FRRABTEZE NENELEEOR
EfE > BRI (3.10 g 0 7.64 mmol » 73.6%FE > 99.0% 4 fE) -

[0641] LCMS (ESI) m/z: [M+H]* = 402.3 o

26 331 HEEHRIAS)

C256075PA docx
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[0642] 'H NMR (400 MHz, DMSO-de) & 12.40 (s, 1H), 8.18 -
8.15 (m, 1H), 8.09-8.08 (m, 1H), 7.87-7.83 (m, 2H), 7.52 (s, 1H), 7.11
(d, J=8.0 Hz, 1H), 6.97 (m, 1H), 6.47 (s, 1H), 4.10 (d, J=5.6 Hz, 2H),
1.49 (s, 9H) ©

[0643])

HEET 0 1-(F =T B)-N-(2-((4-(6-(EH -2, 6- - H L UG Opf L ) IEE e - 2-
BRI -2 - B i B ) - 2- (Hll E A £ B - TH-O 0 - 3- H R B (B & C) 2 Bl g

e

)FC/)L/Y\Q’@

[0644]) [mEIFRIPIT (0.100 g » 0.249 mmol)JADMSO (1 mL)H 7%
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0.498 mmo)fE120°C MEHZEEY) - 12 hi% » K AR 281 2= n K
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[0645] 'H NMR (400 MHz, DMSO-d¢) & 12.27 (s, 1H), 8.17 -
8.14 (m, 1H), 7.75 (s, 1H), 7.63 - 7.59 (m, 1H), 7.51 (s, 1H),7.25 (d, J =
7.2 Hz, 1H), 6.96 (s, 1H), 6.79 (d, J = 8.8 Hz, 1H), 6.47 (s, 1H), 4.24 (d,
J = 12.4 Hz, 2H), 4.08 (d, J =5.6 Hz, 2H), 3.64 - 3.61 (m, 2H), 2.44 -

2.38 (m, 2H), 1.49 (s, 9H), 1.18 (d, J = 5.6 Hz, 6H) -
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