202325274
?93 (1Y FERBEFEMER
/J F (2% BA3RNAZ NMA AD2M%G%  TW 202325274 A

il 4328 FEER 112(2023) 07 A 01 8

Office

Q¥ HFEE : 111140815 2)¥ A FPERE 111(2022) %10 4278
(5D)Int. CL. * A6IK31/40 (2006.01) A6IK31/41 (2006.01)

A61K31/435 (2006.01) A61K31/495 (2006.01)

A6IP31/04 (2006.01) A61P31/06 (2006.01)
(30)#& 4 © 2021/10/28 B FH] 5 21205213.8

DEHA SHEHRAEHNLETHB BN S] (% K M) JANSSEN SCIENCES IRELAND
UNLIMITED COMPANY  (IE)

(T2)EA A : B3c B MAiE 5% BARTOLOME-NEBREDA, JOSE MANUEL (ES) : &
ST &7 3% 75 MARTIN-MARTIN, MARIA LUZ (ES) ; & $35324% 185
LAMPRECHT, DIRK ANTONIE (ZA) ; $#8&# 4% STOOPS, BART HENRI
THERESIA (BE) ; B %48#F %% AMSSOMS, KATIE INGRID EDUARD (BE) ;
R HF R % % VERNIEST, GUIDO ALFONS F (BE)

(THREA T EX T T4=F

PHERELE £ THIHNEEBEH 1678 BAH:O #£ 161 &

(54) % #%
L AL A
(5T &
A AT 5L G

Hb X8 iR EPmas BEPREMLLSMTRAEEY Gl akEn (Hldo
s FR) -

The present invention relates to the following compounds
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wherein the integers are as defined in the description, and where the compounds may be useful as

medicaments, for instance for use in the treatment of tuberculosis (e.g. in combination).
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wherein the integers are as defined in the description, and where the compounds may

be useful as medicaments, for instance for use in the treatment of tuberculosis (e.g.

in combination).
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GEEERTLEE D
QEEEEEET RN Invar
[ 3L 25BH47H ] ANTIBACTERIAL COMPOUNDS
[oitr<ris]

[0001]  ASEIHGBHFHAEEEY) - ARIHIREANERLEY) > HA
TERS%E > HiE— b HaFAERE - BEmREESERE (FENEZ T
BB (Mycobacterium tuberculosis)) 52 FIR - FERRLEY AT HEEX
IR ETHIATPE B E A > sl &R be EMEIE H EZERIR
7, o HIE > 2= R be YR EzEeHm -

[ SeRidedin]

[0002) 4EZ AR E (Mycobacterium tuberculosis{Z4E51 %R
(tuberculosis, TB).Z 2N Z (causative agent) > {H—THEERNE 3 2 o B2 HVB(E
FLanHYIRLA, o ARE T FUE RS S HE T IB8008 ARETB - HEF
2008 \IEAEEIZIA « B AT HEF » RIRTBRAICHR T20% @ {F & RHY
@& EERS o SIS HEEEE - RITBRHRRIEAR KR T FREI41% - 5
WS AH BB AT T1% » EAIDS 2 TBYATEAL - Bt AR FEERL
MNIETHRNEEELFR - (TR THEM LAV RS B ERAY F 85
LUK BIHIVEYE a4 - HIVEG M R R TB 2 A\ & M TBHY Al R A HIVZ
M2 AF3065 - 1 &t FE = B AHIV/AIDS 2 A\ HH— ASEATB -

[0003) CEIFREEZIR 2 IA 1A R 88| 2 4G - Bl > h3EE

IR R HERE 2y R (R 5 (isoniazid) ~ AI[4E T (rifampicin) ~ FIEEERRE
F1H > H 152 HEEHRAE)
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ZAREWEH - REE B E P RARE V- SINWUE A o R EEYEREHIV
< BEPRESIMEH - WINEEEZ RO R S ET SRR B
RHEEREE A LR T % ~ S 3 (streptomycin) ~ FEf{ZR (kanamycin) ~ FPRFE
(amikacin) - P& 83 (capreomycin) ~ ZHfi Z 75 (ethionamide) ~ FB&AHEES
(cycloserine) ~ B2V & (ciprofoxacin) ~ K #./D & (ofloxacin)/A I £ &H0E
F o LSRRV R RPN A S BE— B > A (T EEmIAH S TR AL
INFAZSE A R RS RS R TREM:

[0004] RSB BE IR BNRIENE < )7 AR E & AT AP
HUHTEEY) 2 BEIRFE KIS © WURAY )T 38 R R B/ DB B Y i AR R R oK i
A o SERHTRE ik K ERI2ME A - A28 (intensive) BE% B PR EZ AR -
E—L4E TIUEEEY NG © ME & AR - B EESEIEEGM: - FE4E6
(& 5 BFF BRI PE ES - LUBBRFHE LRI AL (R 2Vl ME - #8
FEUATH 2 218 H B DRSSO E R A IR E A i - IR EREh E oK)
R E AR ENRTE M < BEY) - BAZR - [REIGIRBE R BRI TR E 2
{EEYIR R B R R -

[0005]  (ETBRATHEE (LAY EIIEE MR PREIMDR-TB & % 4= 31
il o R 2P0 7 EERY R BIHAR FAMDR-TB- S TUZEEAE (A R A& T
(rifampin) ) 7 S EEY) B UM « MDR-TBARE AR A B B LA 1B
LT AR RIIDARFEERE2FN T 54 ) 851 - ILHEEYIRE
HEM - BE - BEAN - k= AREEZ BN T > B EMDR-TBER
HETEHRR - EAHTHIMDR-TBE PR o ¥ B A E RIS~ Fr &y

FAHESNSFREE - Hagednt st gt 2E!: - a2 EMDRERT ©
F2H o S 152 HEE AR

e

R
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[0006]  sOAISCERIESCHRAT(ER > FEE " HigEME(drug resistant) | (RIER
AV R IBTE B A T R P AR L FRE - DIEEE o RUR E (ATl
A2 DRI ATA YR AR - RE# R 22/ b —Hjem]
HREEY) L IR VEEAE T © DUEENER R H] e & RF B TR <2 fE ) ARG HAR
Qo MR A M S E AR Z Bt RN 285 > i o B — 2 A [F]
) < BURME

[0007]  MDR&EHZIFH A —FERAR 2B EGEZOR - 1502 A —1Ed
w2/ DE R RAETY CHHEAEY A0 A iiEert) EAtt - EWiE
Y% H AT R R RHIBTTBEEY) - (NI - BF&E IR AR P - T figs
MBS EPTEEN -

[0008)  FEHITBSi{TL m—IHNRBERIETBHYAR-E - @EHE T+
ZEEZIR(TB)ERIETE] > (A0 ABREZ BT E - BEMEIR - IbE
(RS P& 10%AE S e IR I Y 2 e E M TB s - HIVEE R TB R 28
HEEE TBER(MDR-TB)RVIE IR 7 £EKTBAT - ERMETB ZFE BRI
R mEEAE - HASHIVECRFERR T Z32%561T » By 7R TBRYAT -
T B ER HIRC R AR EB IR AR 287  (RARAVTB Al R BN R G2 FE
(ELAG [REPRIR - BAmskE b 5 A el R (BIanst BB LN o Bl HE =y
ZIiRS) AHHIE ok o AEHIVIGTEEE 2B T - E—a B RTB Z TR
PP R (2 = A RUAET- ~ BEHERRE T & - (BRI R ER
HHE R REREERARAIRE D 2 EERGIRA: - RIEL > BUIFRZEE R
gey) > HFEE R A B R TBARE Z(# e < (LEA TR EEH] -

+

g

107

F3H S 152 HEEHRAE)
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[0009] &EZATEFEMBAE AMRRR(EAS & (S HAhayitE Bl &
W o EEEECA HY R R EN I A SERE - % PAERE R T T4l aLE 2
GE T R E RV EREAHRTAERYR « 6 28 RVHI] 2 1% » 15 T IR IEFE HHZESIR
M EA L SRS MR R HYEESE K R AE S RERGRAIRE T - FEERENR -
FZAEAE ~ FOMEEAH&R R BLIE - AEMBER(EES < 1E0 & REN o o B ATt 5
SRR - AB—/ NIRRT A Bl R LIIRE R ~ (RCHHRRRFAE
iz 0 RSN 2 SN 7 i~ DU TBEEYIRYAL IR ML SRRy v PRI 2 AR TR R
F o B EEAERH—AT o A EEURHRREEREERIER © 2810 > 1
10%89F 5 T » IEEBRRE TSRS RERER - BN ISREEEE 2 E
HfEE e — R NIRRT B AE IR IR JREI SRR - EEIRM] - ik
PepH - ERUELFRREIEFME LA F¥ R RATR R EEY) 2R 2
M o

[0010)  BRTBRATEESN » A — (T HERAYERE 5
HE—GAEREER It - —LEEFPIEIETE BEM R #KE
(penicillin-resistant Streptococcus pneumoniae) ~ i & & Z IEEK E (vancomycin-
resistant enterococci) ~ $1 HH & PE MR = 2 4% BK i (methicillin Staphylococcus
aureus) ~ ZZEFEEVDPIRE -

[0011] EHAEREER G 2 RAEERY - EIMEYS R 2R
TOAENERA NE - BERRLER KIET B ER - JGRARNESE RIVE
el - HIghm & e BEE i E o R R AR R B

RR R e

FAH > St 152 HEEHRAE)
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[0012]  E&brirttFROUEY IR 2R T o S ESURIEE
o BERERTWMAEYIER » R e B E M L S ER

[0013] (ERMERZ BRAEGEUTMEL S—EERNE - HEAEE
PR A AA DB > EEREAE - TR A e ER SN S
Y-

[0014] EEEHEEGHE ZMAEM (s — EEHMRE - BECHR R %
Yy o EHFGREE RS TR ERE > B ReiU AR e BRI - T By
YIRS T —(E B AR R T RSB

[0015] MIRNHEZAEAER ZHMEEHR - NS AL A AR A
YRS © IR Z 3R ~ SRR » R RS 2 72 (RIS 2400
KT BRI EIE -

[0016] [Nt - IEEFERHNEEYILUERAE RS - LHESTRIRE
B > EEDTEEN: KB IR ME I RUR R RS, - Al B a R A A e > T
AP EPRAT S [EE 2 S B -

[0017)  RIRVEEEZAR IR bV EE IR BN PR S A HEE
WO 2011/1136065 ~ AR R AR TR &2 0 SR E AL T £ BNl g T
HUEEY) - R BA SR O AL SR Ine - 2 (HInaE bmhe 2
73 ) HEPE R A B SE AU R

[0018]  BUFREA]HFZFEWO 2014/015167 /M8 e R BALEZR L6

B EABEARNEEY) - KPR R IRt EAER (5.5-HE

n
Al

mm

FSH o S 152 HEE AR
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) (ER IR > HARGEREE (fIa0 - Bk ) AU - EAS AT
E5—EREGIREE - AP ZIALEY N SR IR = (HR 25 -
[0019]  PetheZ A 2 HATISCENature Medicine, 19, 1157-1160 (2013)
"Discovery of Q203, a potent clinical candidate for the treatment of
tuberculosis |+ EEHIHSH ARG TAF A Z FFE(EEY) - TOUEGEILES
71Q203 -

[0020) [LEEFR{EEEZEY)INEHAT] L ZE B J. Medicinal Chemistry, 2014, 57
(12), pp 5293-5305A4 it am - ERRALE B HIMDREGZIA LS » HALERRA
HEP EAT LIMICs0£50.28 nM.Z UG R H3TRVEE PR ZIENE © JRHRE 115
Mt E R (EREMEPITBLa?) HzmEmt « B - KAV E
(moxifloxacin) ) FESCAREN S22 2 b FeiR t — TR E R - HIRERS
MBS Z I EHRE TRIATP SRS > BRI R be S A EEIE
FIEZC - dIME R be RATPE AT L & T ElEiEa N EeH oy - HER
Q203 EHE B R IR BN Wy & B A = E -

FHOH - Ht 152 HEE AR
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[0021] EIFEEF]HZEZEWO 2015/014993 M Ma R BA HH4EZ D AR
ZIEMAEEY) - TRNEIREEFHEEZEWO 2014/4015167 ~ WO 2017/001660
WO 2017/001661 ~ WO 2017/216281 ~ WO 2017/216283 ~ JxWO 2021/048342 o
B ATHEEZE WO 2013/033070 &z WO 2013/033167H R &8 (L&Y K ifle
ERETAR

[0022] A5 HEVRREE A GFRAEERER 2 LEY » BhlEH
IR FEENEZ I NARE (BB R R R B E S S A AR R B )
5B « LAY hEsany o B o fE i HESZ R E T AYATP
g ER > kAN e Z be JEMEHR B T EERFE -

[IANE]
[0023]  FAiRft—RE=(D.Z(EEY)

Hrp
AfROEIR > HualRITIREGE I -
X!'FR=N- » -CH»- ~ 5{=C(R'%)- ;

X2 X3 X4 XORXOE BB i=N-2=C(R'*)- ;

FTH > H 152 HEEHRAE)
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R' KR B BT REE R - B9E (FI20C1 -~ F) ~ -R* -~ -O-R% ~ -
C(=0)-R% ~ -C(=0)-N(R®)(R7) ~ -CN ~ K-N(R*)R®Z UL ;

RFREHH ~ 59A (1% > C1~F) ~ R o[ ak — B (M E 5 & (f
W0 F) R-O-Cirapik 2 BUVRERU 2 -Crsli s (B ~ S8 - BERIR) 2 HL
A&

RYFERERH ~ F -~ -Coafikt ~ K-O-Crafrkt 2 HUE

RO R—E % HEEH ~ -OH ~ -R*% » -C(=0)-R® + -SO,-R® + J-N(R!'®)R!'?
ZHURES

ROK R (G175 HH R -C sl

ROFR®ETIFRTH ~ Crefii - SER®RROERT R K3 265
12

RO FROVE T R m S B ] SR AR — B B & (B0 > F) ~ -O-
CH; ~ KL ~ -N(R®R® Z HUAREHUA 2 -Croal5e s

RO*(%-Cafi ks

R¥FR-CN ~ - Crafi s (E#E ~ S ~ BORIR 5 s e o] a8 — 5 25
8 R BUAERRUA » T I 40-CFs ~ -CHF, ~ -CF.CH;) ~ B7-OC {7k

(] EEHh A% — B2 (5 A K -O-CHs 2 BUREERU)

R®HE-Crafiks (TEEHE—E S FAEFE I

ROFR AT EEM A — B (MR H A (B30 > F) F-O-CHs Z U CEREUA 2 -
Crafih

R REHIHZFRH ~ B4 ~ Crafik: (A5 n[EERh e —3(F (F

gz[] s _{) %E%% + -CN - _R12a N _OR12b N _N(RIZC)RIZd N &/E—Z_
581 > 2t 152 H(EHAREAE)
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CONR™R (5{F) BRI - 5-0-Coafiift (A5 TEEE— o
S (B0 —(F) BEFE - R - -OR™ - F/s-NRPRZZ (5{H)
RETR) ;

RUSHRI™® » BILHFRRE, - Craliie (TG — S FRE TR -
B-S(0)R% (ECAPRO(4An TR

R!?2 + R1?P + RIZ¢ « RI2d L RIZe . RIZF L RIZe - RIZh L RIZ L B RUIETI I RE,
KOk (TS ERE T

SRHEHE T

ZEEEVHEAS TR " ARHZAEEY) ) -

GEEMGEETEED

-
i
AR

(&7
[0024]  B&4% b 3E7 2 B AL FEER INRER K e inpicEd o AR al ke
FITFELIORL - Bk =\ EY) LR Bl A — S (A E E L HE

=

B SRR NE - FTEEHEEIT « SR BRI - B R R
(B » AEELZE - BETS REEIR SR ) R BRI/ E - JRFTRE
P PR AT B T it » 1 2B A B (L S VIR -85
— AR T S AT B <

FIH » Ht 152 HEE AR
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[0025] a0 bBSCH P R BEE bRz kR s a0 21k
aYrE R e E MR R IR 2\ o M R8%E b ol RE 2 2 BEANEER 1]
& M LR B e B ez o 2\ 5 (E R JE S

[0026] A HAY » AP ALEY) ZEREY)
(B9 ~ RITRG EAEY/ N EFEAE A I 2 Sils A -

[0027] ASFIHAERIMEEY)ZHRE ' BUZE(prodrug) | BLFEFECIARENS
FAMET 2% o ALRNRE - DUPRER BRI ENE (Y - BATHERE
A (B0 6824/ NIy 2 fR] 2 5 2ERdIbR . (JRB > BR—REIUR) W) - Ryl
e 0 HRE T B E SN parenteral) | & T HEFERRE O T LN TR A%
T o

[0028) AHHH Z(EEP)ZFige i EaiF N ey L2 BREEK
Bl - DU 7B ERAIIERTEES T E M APV R > ZF BT
gl - ZEFEHi— R o E AN E L ER(b eV K EH - pUgEafs
AR ZAEEY) » HPARIH bW Z58E - FeE - SbiiFs(sulthydryl) ~
FEL ~ BUBCER RS B AT RS N U 2 (R An Bl - DAyl AR e AL ~ A
SbiA - A~ Bk

[0029] FiZE L EHIEREARNEEERE RN EHEN - BEE
REA: ZisAk ~ N-FRALTAEY) - KN-2EA7iR(N-Mannich base) © B HYRIEEHY—

=
z
i

E

fBJIt

B o

X

AR E N AT %0 4F Bundegaard, H. “Design of Prodrugs” p. 1-92, Elesevier, New
York-Oxford (1985)F1 5] -
[0030] AL (L&Yl e i H T R FAE R R S g

E (Zfl(entgegen)) RKZ ([E{A(zusammen)) #4(a BAEY) - (' B BAEY)IR 0]
F10H > #t 152 HEEHRIAE)
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vﬁ

A ZAbeVIRTE - FrARERY) (F10 > EARFE A Lea At
s aER - AlMEIR U ) RIESYIIEER AR 2 s (f)
- BE—UBERZEY R EREY) RSV EEN AR SN ) -

[0031] ASEIHZ L&Y/ a] 3R £ 52 EAE(E H (tautomerism) © FTA G
SEEPA (KEBREY)) RILESYIRENASEH 285N - FHsE
REY), T GEEEPA ) B TEhREERERE LB FEEE 24
fREEY - Pl > BT 2 5EEY) OB ETERE2REY) afnghE
T ZERHE G > sEAEE-AET K ne - IRR 2L - ELRREYEE
i —Eo iR 4h e 1Y S BRI A A -

[0032] ASHZALEVRE&H S AEF B ERIE T - BTN E
HUOCE RS ER G EAEY) o AIERERIE (P - i AE o S5
(fractional crystallisation) ) 7TEEIEIR G EIEY) - SAEIAEEEY A REM{EHE
F1 (B0 - ek dEREHPLC) Filg B bGP ZANHIE R Vs MR &)
MIEEEE o Bt - AR E SRR R EA G5 AR (bR R
(b (JREI > TEMSE ) J57k) ZiRETEE ~ B EHiabi R nliE
FEEBENIEEEER L T MR ) R - RIS EMER T AR OF
Rl - Bt - BLEEEIREART ) REEREME R TE: (FEWENTER) mHER G REDT
AW~ BGEM L ERVE M URIEE V(BRI IE - Fra SR B Rty <i sk
AT REE TR TRE - BpAi s e B2 R EY) -

[0033] FrAIREEEY) (EmEAIRNIERGEREY) - REREEY -
KPHEEREY)) RIEEEY) (B0 INEIEEEY)) RS 2 #ils
K

FHULE - 3152 HEEHRAE)

111140815 FEHESE A0202 1123049662-0
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[0034] fEASCHATRZEEET - ERTEEE T EEER T2t
By - RIEE HEMERTA TR ZEVIE R AFHALEY) - ER L2 AmE
NFHEMRE 2 & P B S fa ey - RIZOTRR YRt fE E M E S

[0035)] ASHALEYI] ERBFRNCH AL RS 4E Fal 32 2 75|

(FEAIK ~ 4% ~ RFEDE ) ZEBERAFLE - BEARHBEAGHE BRI bR
RBEBRUER W -

[0036] AU NHERM R L ABRHALEY) - HBLAS ATl
ZALEYE > BEEE—NEER TE BRI E AT & 36 2 7T
EENEER (NEARTHARSES) JATEENEEBZFATER -
WAL FEE Z MR ER T BOLR Z AT R R s EEAFH e
ZEIEN - AEEE EARRH A beh ZPIRERI R B iR R Eo
B RO B K2 [FEfrER 0 5E4PH - H - 'C - PC s MC s PN PO -
70~ %0 ~ PP~ PP~ BS ~ BFCT s BT RIPT o ARSI 2 R [E i RIRRC L
{ba (P &HRECIERC 2 (ba?)) BRI b KA ZEES 1
fRIE © MIECH) KhR-14 (COFIA R B HE 2 5 58U R i E MR A R -
AN > R EAE AR (JRED - *H) U SR BEREORHI R e 1
RIS ER (B4 SN =R E SRR ) - HRAEH
BRI T BIAEIERT © 5540190 ~ BN ~ 1IC ~ K BSF2 IE T4t Er 2 BN ET
5N Rt (positron emission tomography, PET)#t5E » Liig 2 H 28 (A
R o ASEIH 2 [Fr BARRC AL BV R AT MY RRIIAL T 2R E
Pl Frfg R 2 A2 ~ R A [ R AR RS Z sV AR E I R AR AL Z st 2 B
% -

FI12H - 152 HEEHTREAE)
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[0037) FRIESSATENH - SAMEASCPRTER ZCroliikk (HfqffsiE
H.EIR) AIfAE# - sEERREHEHE (JRRL > sy B = - FFERm
TE ) BRIF T {5 i~ R/BERR (LU RCs 3R Es )~ IRRRER e R T
EIREEELR > H D (iahEey - AN > ERRAEE (URRD - &/ PuE )
VbR IR T > PERRE BN AR 3R - HEARGEE /R el REAHY - BCEEH e
g H (JRR1 > /D ) BIBSRE TR A SRR (BT Cog iR BUCo. g R
) o DA IRERE T Z8H "q) 0 Cr ffiEFoRC i E i
EE > JRED > -CH-o- (Crfifte B sk aa FHE) ~ -CHCHo-55 -

[0038) HTEFEHE K ZCadRibikt (HiqfssiE L BIRE) A[{AHEIEREL
EEIRSA > ROIRPEE AT b (E Ry (RLIERBIA0RE S35 2850 - sE =1
HERbiA) o IRBERGE T AaAIRE S — B (i 2 A BRI E (P
RRBIER A ) o HUE AT REAEER e A 2 (E—8h - IS > ERRHAEH

(JRBI > B/ VPO ) B - BERFEREEL IR A R El 0 3R -
[0039] FI&E " E&k(halo) , » EFEASCPERE - BEMETEREE - &

B~ ORE - RoBiE

n
I

[0040]  EAEASC R RFEIR A il EL IR T R B ETT IR A > HIAIL
BRI A RSB o AR > T IS HREEITIRSB6 EIR | nIRER P BAS
sofiElpl & < FEFRA (DURIRIREE]) -

[0041]  HJHE ke 2 R AL BRI BT T R B b IR AR e i > LT IR &
SRz —F (flm e —Z20UE) SRR (R R - HHEAF
BRA T LR HEBRAE3 8120 2 ] (PIIE =82+ 2 f > (ISI{E3 B8 ]

sEAISES ) o MARFEIR AN ARG RERY o BEAL - MARFEER e A ] (R ERANHYEY
FHI3H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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BB R K/ B = TR - TERBIAC . IR E (HAqlk
ZEE Y FIRME) o AR CoFHRr B EET-FUREEIR12.2. 11584 - 6- 545k
EEIR[3. L 1BEAL ~ 6-RAREEER[3.2. 1] A - 8-FAREEIR[3.2. 1194 ~ ENIEA
(aziridinyl) ~ IYUHEE (azetidinyl) ~ “EIRIFE: « “EMHIER: - SIS E (afE
2,5- G E ) ~ TEEIRIEE (BREL3-EMRIRAEE ) - ISk
(BFEL3- e R R 1L4- e i)~ IR O A (B L4-iiEHRC
B~ TRRFERIEE (BREL3-THREIRATA ) DRIRIEES DRIk

RBR A ~ 7-SFREEEER[2.2. 11585 ~ 6-FFHEERR-[3.2.1]3F 4 ~ FIEA

o
£
(oxetanyl) ~ Ak (oxiranyl) ~ DRHES ~ DRBEE: ~ FETTRIRIF AL  OEEMfme AL ~ T
MEOERAES ~ MEIRIEEL ~ EOEIAES - T mEEL(quinuclidinyl) ~ B2 T A
(sulfolanyl) ~ 3-32 T AL - VU IRIFEAS ~ PUSPRIGA: « PUSEnER: (G540
1,2,3,4-PUGPHEnE RS F2 1,2,3,6-PUE e R: )~ BiMEA ~ BRFERENGEA ~ bk
(thiiranyl) ~ B ZEE8 (2L (thiolanyl) ~ AR EL (thiomorpholinyl) ~ = FiZEFE
freEx(trithianyl) (EIFE1.3,5-=MFEHEC A ) ~ Eabif(tropanyl) ~ KFR{L
E o R E 2 IRETTEEER RN T it EiEE R T 2 IR AR AR
BT b o FEERA R R &E hErsE (BEER) MR T (BURET)
ZIRERHR ZAEEF ~ BRI GURER E A E RER AR 2 a8 2 R
¥ o FEEREAN ] EN-SS-FALE 0 o AT AR e 2 R ER G B HT ELAG IR ALy
ERIREVEEIR o

[0042)  SFHREEN[{5ITEABGRETTA - W R ZIT7EBFECea » 5EXICs.

12 (P > Coro) T55k o IEAREE (A EEER « B8R ~ BU =30 - HHAA6EL12 (f]

0

200 68110) I ZIRIRA T > K £/ D—{HER{BEITHR o CoaoT7 AEFEAA -
FI4H - 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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4

I

255 KA > sEA1.2,3,4-DUE 555 - TR Z R Al (R IR A 2T
[T o Pl - ETTEARZIRET - M RER AT AR B IR IR Z T Z IR
T o M ETEHZIR (H40 - BIRE=IR) K HEEEGERTTHRRE
PRI T L HERER T o WIHEASCRE e L B EETT R R TR o

[0043] BRIESSATEE - SRAIEEASCRERR > FRE " M7 &
(heteroaryl) ;, {Rfg A —BE MR T (B> —2VUEFER T ) Z57hE
C IEMEEEN ~ O ~ &S o FETEESERLE B S H120 2 (fI40 - £551
10.2f6) BRERVEE - I H [R5 - 838 - =8 > HIRGIRERRZED
—H#ITR (LUPRGINERRR ~ B8 ~ BU=3RFST AR ) - EFRETEGRZIR
R - B RERS AR R IR ST RIR LR T Z R 5 - 280 > EFETE RS
B (pn o e =30) B HFREGEMITHREERE 20T 2 HERE T -
AR R 2 FETT AR AR 4- - L H- SRR A ~ 1,3- g 5| ~ 1,3- & 2]

WA (Bl - 3,4- -1 H-FEE0h-2-4 ~ 1,3- g FE05|I0e-2- 4 ~ 1,3- 7 F205] I

_[

IS

A

-2-5 5 JRRI - EIRST IR R RO AL ) 0 B o Ry o Y IEAL ~ IR
ML ~ ZRH TIEfEEL « IRFE ISR (benzodioxepinyl) ~ FRIE-IEIEEL (HFE
13- MBI AL )~ ZRFPMRI AL ~ AFfknL B (benzofurazanyl) ~ 15— Ik
B (CEFE2,L3-ZR e MEL )~ FROFIEMREL ~ SRR MEC (BIRE2,1,3-5K9F
I MREL ) ~ FRIFIERE (RIRE3.4- S 2H-LA-RIFIBEEL )~ SRS
ARFPRIAE: ~ ZRIFI- A (EIFE2, 13- - AL )~ Ry A ~ IR
A - I EC(chromanyl) ~ BEFREE (cinnolinyl) ~ BRIREL ~ BRILEL BRI IF[1,2-a]0
UERS ~ M5IIEL ~ I5[ILRORREL ~ M5kt ~ BRSOk AL - B (isochromanyl) ~ 22

UG |ILRIbAE: ~ FEOG|LRAL « FRPEURRAL - FREEMLAL - REFTIA (sothiochromanyl) ~ 52
F15H » £ 152 HERHRHH)
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SRR ~ ZREA: (HIFE1L,6-ZE A By 1,5- 25 AL R 1,8- 250 AL ) ~ IS

(@T§1a2a3_nw:[{éﬁ% N 1,2,4_[[‘3?:[[%% N &1,3,4—[[@:”%%) N U%Dé&% N Hjlfﬂ#

dll“

s

Ei(phenazinyl) ~ WEELYEEL ~ DRIFEES - IROEEL - NE0SEL - DRIFGAL ~ DRRUFEEL - npbnd:
B~ TEUEAL - OEOERS - DROEAL - OROS AL - MEnAuph L - DROGRAL - R
(quinolizinyl) ~ EEIEIHEL « POEEEWE (FFE1,2,3,4-V045 BIEE K 5,6,7,8-
VUG REIREL ) ~ DUGEEWE (EHE1,2,3,4-VUEEIHES K 5,6,7,8-PU S 0
£ > PUmEL - ongE T E (BIREL,2,3-18 IR EL 1,2, 4-IE T IAREL ~ Kr1,3,4-18
MEL ) IEEMKEL + FRNT EL(thiochromanyl) ~ B 248 75 Bx (thiophenetyl) ~ TS &L ~
=R (CEIFEL2,3- =ML ~ 1,24- =R~ Ko 1,34-=MRL) - RO - FRE5Y
B F BB A ERVE L MU EERRE T2 B A% P AR F o #
TR MR AL AR (BEER) HET (BUEET) JBRGET S
EFIRF - SAEERTEEIRIR F A EEERIR RS B Z R T « FETTEIRNA]
EN-2S-FALTER o ASCH PR R 2 FET5 A o7 B RS R BRER B R - B
EHEPEIFTRR . 2RI - AlZIEIT IR AT i — 2 (=0 EHU < 1]
AR R 2 R A HER - 2 - SOEFERET (Fl0 - SR -
F o~ KA ) Z5SEB6ET AR -

[0044] TWEBSSY » FO7EGHEIRSER - (e e EGER 2 IF
T RS HEE—TE - K& - EERREES (Fld0 - BB ASGET &
B) ZHE -~ NB - BECEEER (P BRMITEIR) Praank -

[0045] EIER SR T-EfENE - /9 - B> HEsEHE - & - KA -

[0046] EfEASCHRRE " HiE ) BEN  HEWGNESGETE - &

FEARSLH R e ' 55 1R 4% £ H] (aromatic linker group) B » HZF u[Ha04AS
FHI6H - 3 152 HEEHRAE)
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FTEF 2 77 A BT A, - IR EEIR ((Hr]{a%ir) HEm B AR (T

(e Re RIS RE 2 T L HERE 7y - 2RI > & BASTR MIRIRTT R e Ay -

AT REE A 2 AR T R HEnRI7E (BIESTA) -

[0047] Ry piEne > A SR 2 k] AT 48— Bl 2 {8 HUAARHU

(BIan > BEE Creliik ) By > RIHFRCE: (B0 - i) (REEEITHY - IR
Bl > EAREEE AT AR E A (B0 - AREGEE AR ) R (fl - B

) BUREIUY -

[0048)  ASCHFTER R Z A (EIRr L (I - SR s AT B faeit

ASLHRRTIR R AT ELRr . (R ER D e (RIE > mER R

MR EERF S S BRI HIERL) -

[0049)  FEHcil < g BA M R AR - (F R A Sd I ZARHIHY

AR ZALEVVEETEREREEY) - 7RR - ASIH A EEYIERERE s
5fE DL B R Y P i 2 A S TR ZAEEY) -
[0050] fE—EHEBIF > |AGITHR > H -

X'ZFR=N-  2¢=CH- >

R FR2E Y=~ H 4 ~ -CH; ~ -F ~ -Cl ~ -OCH; ~ -NH, ~ - CH,NH,

AR

[0051)  dfsth - BRAGITIR - H ¢

X'FR=N- ~ /5

RUER>E& BT REE S ~ -CH; ~ -F » -Cl ~ -OCH; ~ -NH, ~ - CH,NH;
ZHURE

[0052] fe55—fEHRED - BRAGRITHE -
F1TH - £ 152 HEHHH)

1123049662-0
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X'FR=CH- ~ /5
RUER>E& BT REE S ~ -CH; ~ -F » -Cl ~ -OCH; ~ -NH; ~ - CH,NH;
AR
[0053) FE—BAGET - BAGIETE
X'FR-CHy- ~ F/5(
RUER>E& BT REE S ~ -CH; ~ -C1 ~ -OCH; ~ -NH; ~ - CHoNH, > HY
A&
I EHHRARH A EEYIEE ¢
R;#%R#EEH - -CF; ~ -CHF, ~ -CH; ~ -CH,CH; ~ R IBPN AL BifE: -
[0054) EEfFHEM - ERAGIETTEZALED)F ¢
X'FoR-CH,- 5
RUER>E& BT REE S ~ -CH; ~ -C1 ~ -OCH; ~ -NH, ~ - CH,NH, > HY
& B/
Ry#%R#EEH - -CF; ~ -CHF; ~ -CH; ~ -CH,CH; ~ R IBPN A BifE: -
[0055) Bt > FEARRHZ S—FhpI+ - i eEY) » Ko
BAGITIR
X'FIR=N-;
RUER>E& BT REE S ~ -CH; ~ -C1 ~ -OCH; ~ -NH; ~ - CHoNH, > HY
& B/
R;#%R#EEH - -CF; ~ -CHF, ~ -CH; ~ -CH,CH; ~ R IBPN AL BifE: -
[0056) fERS—ENLE REBAGTERALEY

X'FR=CH- » k5K
FI18H - 3 152 HSHRHH)
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R'ER* & HIF TR r~EEH S ~ -CH; ~ -Cl ~ -OCH; ~ -NH> ~ - CH,NH, 2 JY
-

[0057) FEASAZ S—REtT > et —ME({LaY) > HFRCHEEE -

S RO & RV & RV & N R
\©:é5 \(Nj;s‘ j“l/;[és Ug
(1) (1II) (IV) (V)

HAEFRHOFT TG RIOREEH ~ F » -Crafih » K-O-Crafi B Bt -
[0058] fERbRERES - RYE—EHifITFmEEEH ~ F » K-CH; ZHUX

it

[0059) fE—EHERIF - FRCINATEES -

«55 R* <55 | X Rt c"S | N\ R
LS U S U ¢
(ITa) (IVa) (Va)

FEMERERE S » RE—EHEPIF R REEEF ~ -Ciafiks » K-O-Cosbek 2 B
;__%; o
[0060] {rREREREH » RYES—E i f+#or Bt 5 F K& -CHs 2 BUAE: -
[0061) FE—EhafI+F - AF¥HEE LY - HPEDFRES ¢
BI9ET » 4 152 E(HIARRIAE)
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SN,
=3

R10b
SSS\KK -"SS /N\N
N
RGN NS
(VD (VID) (VII)

Hep o RBFHRIH] - RER—EHE(EEEH - -OH » -R* » -C(=0)-R* ~ -S0»-
R~ BE-NRUHRMZHUAE - H/=K
R'FRH ~ BIE: ~ Crafiis (AGEMK—S [ (Hla - —(H) ZE
# &~ -CN ~ -R -~ -OR™ ~ -N(RZ)RP ~ F/5E-C(ONRP*IRZ () HY
RERL) -~ Bi-0-Ciafi s (AFHEEAE—EZ [ (FI1a - —(F) BEEH
H o~ -RPES-OR™ S R/ECNRPR).Z (BAH ) BUREER) -
[0062] FE—EHHIT - REHEEY)  HPRPFRESHK-CH; ZHUX

s

[0063] fEX—EHEHIF - IED{HBEEH

SN, f% S S 5

N
e X e e X

R5

= N\

N
(VT) (VIIa) (VIIb) (VIIIa) (VITIb)
W » BRD(REEH -

5205 - 3 152 HEEHREAE)
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(VD)

(VII") (VIIT*)

HE—EFREHAT - IWDFREEE -

(VI’-R)

HRFTH 2 2 bR R T B RAARE -

B B REHR T - I]BDREES ¢

[0064]

(VI’-S)

HRFHH 2 bR T B A SAHAE -
F21H >

111140815 FEHESE A0202

(VII’-R)

(VII’-R)

(VII’-S) (VIIT’-S)

$t 152 HEEHRIAE)
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[0065] fFE—&HfIF - RFE/RH ~ -CH; ~ -CH,CH; ~ -CH,CH,CH; ~ 33
NZEE ~ OH ~ -OCH3; ~ -OCF; ~ -OCH,CH,OCHj3 ~ -CF; ~ -CHF; ~ -CF,CH3 -~ -
NH: ~ -NH(SO2)CF; * -N(CH3)(SO»)CF; ~ k-SO,CF; ©

[0066] fro—EHEMIT - A E—(baY) - HPRDHREES ¢

R5 R5 R5 R5 R5

(VD) (VIIa’) (VIIb’) (VIIIa*) (VIIIb’)

E_;H\:EF‘RS%%T—F:{H > —CH3 > —CH2CH3 > —CH2CH2CH3 > i%ﬁ\j% ~-OH -~ -OCH3 -
OCF3 M -OCHQCHQOCH3 M -CF3 M -CHF2 M -CFQCH3 M -NH2 M -NH(SOQ)CF3 N -
N(CH3)(SOQ)CF3 > &-SOQCF3 °©

[0067]  @fEdH: - AFHGEREATOZ(EEY)

(IX)

)
H

225 - 152 HEEHTREAE)
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X!F5R=N-5=C(R)- ;

X2~ X0~ X0 B FoR=N-E=CR'")- ;

R'ER& BB TR NERE - (& (FlC1-F) ~ -R* - -O-R% -~ -
C(=0)-R* ~ -C(=0)-N(R®HR") ~ -CN ~ F-NR*R®Z HULE ;

RFREHH ~ 5g& (1% > C1~F) ~ -CF; ~ -CHF, ~ K A &8 — B0 %
{EEEE A (fId > F) K-O-Ciafik < FUVREIU L -Crafi s (H#f ~
#E ~ BERIR ) ZHUE

RYFERERH ~ F -~ -Cafik ~ K-O-Cafrkt 2 HUE

RS%E55H ~ -OH ~ -R® + -C(=0)-R® + -SO,-R°® + Z-N(R!')R!™ ;

ROK R (G175 HH R -C sl

R® K ROEIHFIRH ~ Crebik » SER®RREBHE—H PR3 265
1= ;

RO FROVE T R m S B ] SR AR — B B & (B0 > F) ~ -O-
CH; ~ 5L ~ -NRR®Z BUEEUA 2 -Crafi

RO*(%-Cafi ks

R¥FR-CN - ] BEHN &K — Bl 20 ([ 58 B P & 2 BURE A 2 - Crafi (E#E -
it~ BERIR ) (0 0 -CF; ~ -CHF, )~ A] e &K — B0 25 8 5 pq A f¢-O-
CHs Z HURERUR.Z-OC 1 af 5

R®HEE-Crafnid (W] B8t & —HE AR FIUL)

ROFR AT EEM A — B (MR H A (B30 > F) F-O-CHs Z U CEREUA 2 -

Crafid |

23H - 152 HEEHREAE)
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RICHRICETIHFTH « 55 - Crbidh (A5 TEAT 25 F (]
0 —(F) BEEFH - -CN -~ R OR™® + NR®R™  B/s-
CONRR Y (%{H) BURETR) -~ 5-0-Crafil (A5 Ao

ZAE (Bl —(E) BEEEL - R -OR" ~ R/E-NRPRYZ (Z{H) H

REHR)
RUERMY S BITMFIRE ~ CsliE (& —sS S HEE T L) -
SOQR6C ;

R12a N R12b N R12c N R12d N R12e N R12f N R12g N R12h N R12i N &RIZJ%ﬁi{ﬂ%ﬁ%‘
BC skt (BB — BB EEF L)

S LLBEEE [T RS B -

[0068] HEN—S/NEEEHEHISF - AHAHEEAIXORAIXA) Z S
Y

1)

)

/\/i
y

(IX) (IXA)

Hr
X' m=N-8(=CH- ;
X~ X0 X0 E I FoR=N- » =CH- + 2(=C(CHa)- :

24 H - 152 HEEHTREAE)
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RUER>E& BT RiEES ~ -CH; ~ -F ~ -C1 ~ -OCH; ~ -NH; ~ K-
CHNH, 2 HUf A

R’#FR#EHH ~ -CF; ~ -CHF, ~ -CH; ~ -CH,CH; ~ FIBNE 2 BUftE:

RYFTREEHH ~ F ~ J-CH; Z HUARCE:

RO 2 HERE RS (E2UIXA) ZAEEY)) o 2 NFE-FHYEH B
fir

R’%51H + -CH; ~ -CH,CH; ~ -CH,CH,CHj; - ¥85£: + -OH -~ -OCH; -~ -
OCF; ~ -OCH,CH,OCH; ~ -CF; ~ -CHF; ~ -CF,CH; ~ -NH; + -NH(SO,)CF; - -
N(CH;)(SO,)CF; ~ 5-SO,CF; -

B HEEE PRz 2 H -

[0069] fEAZSEH L —Fifl+ » RERE (L5 —Ff+) BEEHC.
e BUAAE: (AT BEI A — B 20 (58 5w A IUARETUR) -~ G388 beA (1
a0 BNA) -~ -OH ~ K-OCafik: ( Erag Al o A 5 a] e 48— B 2 (H
BEH WA -O-Crofii B < AU CEER ) -

[0070) FEASEH—FHAF (BEFEEFHO - IX) ~ RAXA)Z(EEY)
ZETR3H)

- R'ERYEIHFETH- CH; ~ F~ Cl - 5-OCH; ;

- X'F=N-2(=CH- ;

- RFR Cusleks (Bt —m S [EEF IR 2 Caa BRbe A (f
o BNA)

- X R XUEIIFRR=CH- ;

- X°Fn=CH-2=N- ( HfE—&Hif|FFr=CH-) ;
$25H 152 HSEHRHH)

111140815 FEHESE A0202 1123049662-0



202325274

RF5RE, - F - 5 CH; ;

X R X1t #For=N- ~ =CH= ~ 5(=C(CHy)- ( BAE5=—&hipl+ - X°
Ko Xopz —FFoR=N- » KB —FHFIR=N- ~ =CH- ~ #=C(CH;)-) :
& RF—HURER » HAMGITEE A2 SR 2 0% N R TR
B 5 H/EK

RPFZTRH (FEE—EHHIHRREAE) ~-CF - -CH; » -CHF, - -
OCH; - 385 « P ~ -OH ~ -O-CH,CH,0OCHj ~ 5 OCF; -

JRBI > EACE R T AT A BB A S i < H A BAH

A
=

s

[0071] AREBASIH A EEYEH NERHE R R e e iE sy
PR R AR Rl 2 iR E M B EEE S iR E (REEE
el R ATUERME ) SHEZ R - AN L IRBE R0 E SO AT e 2 2 A3
ZAbe) o HAEEEY) - SRl AIE B GE ELE O B R < S R
4] o

[0072]  ASIHZ b S Y AT R mTEER O AR E THYATP &g
mfEMA > HAfApE e R bevEMEE B EEERER - iEERbc (RATPE
PRFTRE L BT R R T

[0073]  BEYH - ASEIATREARC AR ZALEVIRTREE » DU ATl
L H B g H ) AT — 2 Y BE FBY G LR S B R < S i R Y
gey)) o

)
T

By

%
/3%

+

_Pl‘

265 - 3 152 HEEHREAE)
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[0074] [Nt - A2 —REET > AR SER SN BiE
AR R < AR R EbR < B &/ TA > HEaRZ Bk T aRANE L
IRIEASEIH Z (Lo B EEE R -

[0075) ASHZALEYRE RS EPTENE PR BN -

[0076] &EERRACCEUR TR - (La?raFdE B EE{Le?
e B — SR E R Z R

[0077)  ASEHIRRER—FELHRY) - HE S 888 F ol iz Z &l ~ K fE
FoiEMER Y 2B E RBEARIH (e - RIBEAZRIH ZLaPTREC
AR T B Z A FIRSEER A - a[YIHIEE AR &S T8 Ak
Yo AE R ERVERY) - By 7 B ARSI &Y - RERIEMER Y 2 A
MEAVRELEY) (ATEE DAY ) BEe8E b rl e 2 sliRI DI w0
VR e > R THUAR AR T Z ik BRI i SR AR 5 -
FITER Y T 5 58 920 h) (4 2 B AL ZUR A (unitary dosage form) » HAFFHIEA R
O A% P eE his B /NS T - B0 > B TR SRS - A2 RR
AEBUE (SEORFIR - PESE ~ BE ~ FLR - ROBIRD) BYTEN T o AIERRERTE
HEESYE > SEOPIK ~ 8% Ol - R - RREEE B - R BB
B8~ NOEEIYIES T - EReEEEEAENY - 1 - =L - MR - RUERE - 26
CHl - AR~ R - eE B RN B ES R T ARRE AR R

BRI LR NEAKR A ERE SEER o G IMERY) > S
e 2/ VR ER s B E e K o BEZA AT DUELFR ELA R Sy - B0 DS i VA R
o il ATREEREDER > K ZEER S8 KER - wailaR - 288

KRR EINES IREVEE) o TN B R AT AIRFR - AR R T AT R E HY
F27H - 152 HEEHREAE)
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IRRSEE] ~ R - REDE - VBB A - HAEAEERRTRA
A EHARORATE B -

[0078] % THYSEUME » % B BEH BRI Et B 2 0.05 2 99E &
% ~ FEHO.1ET0EER - EEFEMOIES0EER Y (%) JEVERS - K
1£99.95EE% - FEME30E£99.9FE% - H £ F(EMEHS50499.958 £ %HTE
g bRz 2 EE > T H RS E N REE E -

[0079] BEEEHRYIRI S e AFRB R i TR < STEHAN R T
BIAUEER ~ RER - REE - ALK - REEEPHEE - FEiEHE - DiEE -
SRR~ B o

[0080] FERIAFIRY R it B E24E R V)RR BE AL BIE TS - DA
T RAERIE—E - WAXTHER - BEFEPaEEeEHETAEE
HYE RS F oy BHER (L (physically discrete units) > & B {1 &A THE EHYE MR
oy ROEER R BT B DL BT R A B L A S 7 A AR A RERCR - Bk
HEAKI ST AVE O e (BEREEVRIEHISERER ) - B - A - B
HIEL ~ Bl (wafer) ~ 25 ~ JESEDER - BUBFR - REDE - IRH 3B
%t o

[0081] EZ - REBEAFE (LAY EAKIEMBEEFRA (S
Y~ BT ER - AR R EERTE 2 JaRImE (L - 280 - JE - BR
BEAZIH LSV EBIATE (FIR0{E10250 my/kgh8E ~ HEN ) &
HEER T » TRES WERER

[0082] EEWR(DLEVHMEBLEAEENEE » AEH(LE

Pyl BT REIGR & > DA ROt A R R -
28K - I 152 HEEHREAE)
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[0083] [HIt: - AR IR AZIE L&Y R (b)— B H A
B 4 -

[0084]  AEUATRBRIN RIBAZIE 2 L&Y R (b)— S H AN BT
ZHHERNE BB R -

[0085]  ASEHAIRBHRAAN b T EREE % 2 41 & BB SH Y R T AR
AU RN < F 2R -

[0086] —THEESEEEE Frliez 2 & - ROGHANE (BT
ZAEEY) R (0)— S S AR M EBIE RSB o 2 BB R - IR A SRR
& -

[0087] (ffEASZEH L&Y RO HATTEE < EELE LA &4 T
I B P R S B R RSB AKHIE o s IR T 2t R R DR 8RR
AR B AS I E(b e Rk (Z8) HMHEE - fFaEs
e - fHARRN . EIRE - FrEREB 2T - BE - M - e - %
TR - R—RCE R P - DUR(EBS RS A IR RV HAth EEY) - B
GETB AT E T A E AR SR - L BN S RNE  BHANE
AR R RIE - /AU AR A L& VIR B A 2 ST E R
FRE o AP ALEY RS —IER 2 e ER L& E [ AR1/10210/1 - &
RES 1 HRUSES » BRERES ZAZU3E3/N -

[0088)  HR4BAIEHA (e Fe— B 2 e ELA 0 B T B — B 4H
& BE HE T B AL R - (RS ENE - BB - SRR T
PRIt > AT &H QRIBE AR AL &Y R b)) — S A TR 2 7

an > HAE R H SRR - FRER: - B SRR Y SRR B -
29H - I 152 HEEHREAE)

S%
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[0089)  WIEAAZEIH L&Y & 2 HAM T E B A BT ER fir ik
ERZHER] © Pl - ASH ALY BLE RIS AR < PR Y
MBS - EREGINATPE NG < EREIHIE] (B0 - H
(bedaquiline) ~ HZEEIME &% (bedaquiline fumarate) ~ B¢ 0] f ELAL SC AT
PR AR HAEEY) - fia0 - FW02004/0114365 R E&Y)) ~ ndh2
ZHNIE] (B0 > R W (clofazimine) ) ~ K AHAE G bd L HIHIA] o AIBLA
HH Z (b aVs & 2 B NEZ R E R A GTA0FET- (rifampicin) (=Flt&F
(rifampin) )  FFA  EEERRE  FDRRE  AWEAN 0 Jl TR © #E
7 WEOKGEE © BRAGIENE © FelhfER © REER  FbR(thioacetazone) |
PA-824 | 134135 /C(delamanid) ; OG- S BIa0 =t b & ~ b
£ (gatifloxacin) ~ E#@/VE ~ BNV E ~ FiH/VE (sparfloxacin) ; BEIR AR
(macrolide) » FEUN{HIAN 5 FiI ] ZE (clarithromycin) ~ P ELPE#f (amoxycillin) B4 5z 17
HEfi% (clavulanic acid) ; FI[tE{E{Z (rifamycin) ; F[#E1H, T (rifabutin) ; FtEE)T
(rifapentin) ; DL HoAth B RTIEAERA S & (BRI EEHEAR B 0 2 R A1
http://www .newtbdrugs.org/pipeline.php ) °

[0090)] AHH(EEY (BREEEAEH ALY WA
&) "tEdeRiidirh ER AL EVE AL - EEAVEN - EROEM - FH
W~ EEERAVEIER - EES MR - R/EEAEEAEEYE) ST (]
90 - B TR AT R R/ sl EOE PR )~ R/ECRA HAth A AV SEEEER -
Y - BUEERME - eSS Y B EE At T - B - A AL
GV BRSNS < (BEE  LigEN . BRI A (B E]gEs |

S30H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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T IERIRE - FIAEREENE) o SRR (B4 - H{RIERTARRY ] 5] 3%
JEFMTERIEITEA)  R/BCEROARBW R B2 AP AT it -

— B
(0001]  iRIEA S Y (Lo YpE MBS B Kb 2 &%
AT 4 EL A AR AR ©

L)
[0092] FLZALEWyaTiRIE T SCEPIFATR A 2B (R maTES
s BB RSB TR F 7 EA) - BIARE b E A DU T il -
(00931 AOZ(LePrarEm LT3 -

i) FXZEEY)
Gt

(X)

HpBE AN T ATER > XD Z LSV E -

R4
R
/—<\ C‘R 4,N\/_R5

X3-x2 X

FIVH - I 152 HEEHREAE)
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(XI)

HAP BB R E P ATER
S E A A SRR E s BIFAL TET > PIBE e RN E L

(DIPEA) ~ 1-[#E(HI BB nE AL ]-1H-1,2,3- =M JF[4,5-b It E -3 - R BV 3

i

H

BEEZEA(HATU) ~ 1-3-Z HHE AN AR)-3- LB qifz(EDCI) ~ 1-FSAEZRH =1
(HOBY) ~ O-CFH =Me-1-£5)-N,N,N',N'- U B B #4550 g i B8(TBTU) ~ B H4H
AEEEHIGRCE T o SEAEAC T SCE IR ZAPERRAET - Pl - LS
EE s (BIaD > 1L 1-FEE R ~ NN-IRC AR naig ~ 1-3- RN
E)-3- 2R —nify (ECHERERE ) BV - IR i ARl ) AT
AR A (P90 - S (EE - OREE S - RBEEY - MHhE - = 2K - H
REEEIEEIE ~ ERPNRE - S AR - AT R - R/E R (B )
KR ERER] (FI40 > DUk ~ BEE ~ HSR « 8 ~ Bl - JFF -
BB - =@ HESE - ISR =48 FE T o B X2 EE
V.2 FRREES O] G S AR R OE MR ERR & (B0 - ££POCI; ~ PCIs
SOCL ~ EKERAFALT) » RRRZEERANXD. A LGV E - Pl (el
B BRI Z IR T
%
i) FAXIDZEEY)

32H 0 I 152 HEEHREAE)
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(XIT)

HeoZ ERE G L PArERR - HRPR RS EIAR - fld0 - Bk
B BEAIE R~ B - BhERRA (B0 AIEE AN R e AR o B
AXID 2 EEYIEE

XG
R14 Yz \N

D /\
X5:UR5

(XTIT)

HARY&W0 EXCPRTES - ARYSEREENVAER > f1a - (EEERGTZE
YRR AR - (90 > AT R E RSB (R (SREEREGEEY)) B4
Pd(dba), ~ Pd(OAc), ~ Cu ~ Cu(OAc), ~ Cul ~ NiCl, ~ BBE{IZEFAE T » Bin] s
HYZRIIEIEEAIPhsP ~ X-phos ~ BHALIE - 7 ERIER (F140 > -BuONa ~ B4H
D) FAE T - ALEERVER] (Fla0 > IS mity)) o fERT B Ik
T B E RS CAIR R ERAET -

S33H - I 152 HEEHREAE)
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[0094])  FrEHir<EiEsd BA W E R E e s - —S=00 2 Eawr]
R H AT (D ALY -

(0095 EHAIMSAAVE - AERTAk NYISIES - RIEEYI AR IEE
TERE - HEFE > AIRBAESrEs T iE g ER 2 A4 L - 5840
ZEHY ~ S KJETE - DB RAVE - AN R G EEP
2 R EEYRFEMEREOT (Rrhl@RERENTE st FERHPLC ~ £
MEtTA) BHERGYIEREE - /N HE MR U AR BT A (Supercritical
Fluid Chromatography, SCEE{GE 5T 5 (G E ARV = 5 iR B 2 ) -

[0096] Eaatitt kT EVAT E R EEY) - BCE IIRIERT BT
I AR EAIR RIS R o B

¢t
1—fR &R
ACN : Z %
Cs:,CO; : Tifigse
DCM : ZF )7
DIPE : S
DIPEA : NN - ZNE
DMF : " H ELHH R
DMSO : — HHE5EHg,

Et,O @ At
§34H I 152 HEEHERIAE)

111140815 FEHESE A0202 1123049662-0



202325274

EtOAc : 2% ZB5

EGNEVTEA @ = 2%

h : /NEF
H : §5

HATU : 1-[® (R AR A na AL TH-1,2,3- =M [4,5-b1MEIE $53- 5BV

N

)
&

HCI1 : EJEE

i

i-PrOH : EN[E
K>CO; : higfig g
LiOH : S &b
MeOH : Hfig
MgSO4 : Tl s

n: greE
N> @ &
NaHCO; * I5#fi% E. 8
NaOH : & & (L
NH,C1 : E{L#%
NHHCO:; : WRfE & 5%
NMR : #Z 4R
PdCly(PPhs), * —Z (=R HED
Pd(OAc), : ZE$EI)

t - rt
SFISH o H 152 HEEHHRREE)
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THF : U4 kIR
TFA : ZH L%
THF : U4 kIR
PdCly(dppf): * [1,1-8E(C5RHEA) 5] —ZatdD

KOtBu @ =4k | figgf

oot i

[0097] (ERAWGEEFHEEVESTDSC 1 Mettler ToledortgkfaEh - LL10C/ 77
2 L REIRE(E25 E350°CHIEEE - [HiREE - FRIEET - GRIEMEDS
A e

[0098] X 5A AL Mettler Toledo Mp50_EAFIRMEAE » AR
ORE "MT | R« FIbJ7% - DA0C/ o088 R EERRREHI R IARE - S AR R

300C - JEEERMAC B BUREsH UL IE TNk A A -

F36H - I 152 HEEHREAE)
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H NMR
[0099) 'H NMR¢2E2{447 Bruker Avance DRX 400 2%F s Bruker

Advance IIT 400555 E FE0H - HoAE M N ER REH KB A R 1 B LR ('H, 13C,
SEDERETBE R 2ABE - H'E T4£400 MHz T 2(F Kb 1£100 MHz T (E - LURAE
B fF A Bruker 5 mm BBFOFEE1HE K 215 &~ Bruker Avance 500 MHz 381 [
HEF1£500 MHz T {F R iffr 125 MHz T2 (F

[0100] FRIESSHERH » DRINMRCEEAATIRFDRE N ECsE -

[0101] ERIECHATT  AERRBALARLLT & 7 Z—Ppm)st » HHE
TMS (3 =0 ppm) * fRIBRE ~ 77 ~ ZH
=VUELE ~ quin =71 FHI& ~ sex =/NEHIE ~ m =% HiZ - b=F& - KHHEG) - &

&
ﬁ?
o
I
X
S
I
I
S
0

A EBILIH2)ET -

EHIHRE
[0102) {HAEEEEE — &1 (Virtual Circula Dicroism, VCD) & 4[4 YEEEAk
HISE SRS -

B

[0103) 7{r%EPEM ChirallR-2X3%5{#(Biotools Inc., Jupiter, FL) F 22 $£IR
K VCD3E:E o {EDMSO-d6 7 /T HIE » A/B R E/FEREE 538 mg/ 125 uL » C/D
Fy1.1mg /175 uL - fEHEA 100 umpg SR E K BaF & 2 1l o B RS
HIEY R B 4 em 2 AR FERCEE - 485160000 R G B 20/ NI AR E 1

F3ITH - 152 HEEHEEAE)
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H > ZEEEA1400 em 'R E(EZ FI(EPEM - FEHRiE G RIEY 2 FRInE Rt
LA BRI RE B N HIEY) OGRS T - TS T EAGRIEZVCDYERE -

ER

[0104] (EAEARESHES/AREZET K OPLS4 71352 Macromodel (fix
A13.3) AL TRV ERITRIRAVEIE R « [ Jaguar (RRA11.2) 1
B3LYP-D3/6-31G** /K- i fE{EEN 2 i/ IME > il FPoisson-Boltzmanni#H 45
AR BRI AAEEEDMS OZA ] - 10 kI/molfEifmN L Fra B FHEEEVCD &
IRJEEE - HAfok B 485 TR 2 eidsars FoR B (F2RE0.97548 ) Blekfmzzthéy
(Lorentzian curve) > {Hf4 cm™ 7 &L TE(E -

[0105] FEEBRLAEIRKVCDYGE 2 MRVHE IR & H#ETTEIR ©

2-55%
a8 kY a= 5
FEPI-1.2 &Rk

0, 0
N7,
H,N. .S

[0106] FEOCT (NENRERFHEISCLIT) - KB ZEEL[7601-90-311E
1557 S8 B TERIZE R ,4- "5 45(45 mL) o 2 O-(2 el R Z Bk BACH s
£ F5[38202-27-6] (13 g, 45.56 mmol) Z FF KT - FEEESYIHE0C TREFH 1/

I - 8 > INI07K/K(45 mL) JeDCM (45 mL) > 367 BER B - DLEHE 1M

SF3I8H - I 152 HEEHREAE)
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DCMEIR.Z P EPI-1 - AR T —D Bk &R E—DEHE CXF

FNERRIER] - fLokRiy BB IEE) -

FREPI-2.Z 58

[0107] {EEGR TMAEOC T fEBEREERT » K2-fE-4-(Z )L E
[106447-97-6] (2.28 g, 32.54 mmol)iZ {73 NI EHDCM (45.56 mL, 45.56 mmol)
ZHEPI-LZ I MRS - fEREVMEt TRFFE16/N - KRR = Z (10
mD)FRE - ARFEI RS A - H MY — ZEEHE - DUEH 2 0 EaEEg s

R#1-2 (11.51 g, 86%) ©

PR32 &5
N" > cr,

[0108] FE0CTF - H4-EEZFEHELZ[6068-72-0] (8.30 g, 21.79 mmol);f
ANz FROEETE (88 mL)Hh 2 FRfEI-2 (8.25 g, 21.79 mmol) Z iR o REESYIHE
90°C TMRFFI6/NE » ZMRINIIK » KPR EIRSHE IR » AERKG3) R = LR
Julk o DIEH EREERE 2 PR3 (5.03 g, 79%) ©

SF39H - I 152 HEEHREAE)
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FREYI-4.2 58

>L >\—NH D

[0109] F5-5C TN T » HHIE(LEk[16940-66-2]1 (1.99 g, 52.59 mmol)
AT A EZE (60 mL) H 2 1 REH1-3 (5.05 g, 17.53 mmol) - Z(EHR(D)
ANIKEH7791-20-0] (4.17 g, 17.53 mmol) ~ K IREE (=4 1)ES5[24424-99-5]
(12.08 mL, 52.59 mmol) Z /RS o i IERGYHEt THHE16/NEF < IRII7K
Je 1 mLEYNH KPR » IRGESYIADCMEENL - & 6F < FAtgE AR - 7
B ~ BZHE(MgSOy) ~ 8 ~ RATEZEFIRYE < ROtHEYREH R EM B A
& (B ; EtOACADCMA0/100215/85 )  « B FTAIUR (7 141 .28 R4S -

LI B e e Z PEI-4 (7.50 g, 97%) -

FREPI-S Z&hH

N-
0 { | RS
»—NH N=
pi

[0110] FEOC MAEN2F » Hbx E & EBEAT) [12135-22-7] (2.17 g,
18.71 mmol)ZZ {7 AN % HEF (120 mL) &2 EtOAc (20 mL) ZJE &) 2 H EYL-
4(7.50 g, 17.01 mmol) Z &K - HEZINAIH2 » WROE SV et MR8/

PEEAE0C THEN2 FIRANZAMT AR [12135-22-71 (0.95 g, 6.81 mimol) -

SFA0H - I 152 HEEHREAE)
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IIH2 » AGRER S Y ES N R4/ NG - KO SV iEiBcelite®BIiBIE - WKHE
B{EHZE RS - HEYFRE TR ERREITAME (B4 EOACH BT
0/1002£40/60) - WERRTAICRU LA B 22 URéE - LUEH E 85 eERE 2 1 EY-

5(1.78 g, 40%) -

FREPI-6.2 &0

C N~
4 N S
LR

2HCI H,N N

[0111] fEet D » B SE 2 HCL 4 MER[7647-01-0] (10.52 mL,

CF3

42.08 mmol); A1 E FADCM (35 mL)H 7 FRRA1-5 (2.78 g, 7.01 mmol) 7 FEFEE
R - RS RS TR L6/ - REERIEEZE T3 - DIEHEHE
&S < T EI-6 > AR T —F R R R —F il (2.73g° &

E) °

FREVI-T.Z &0

[0112) fErt D > FNaHCO3 (0.57 g, 6.79 mmol); NI E Y LAE(12 mL)
2 2-frEe-4- (=& E)ILLE[106447-97-6] (1.0 g, 6.17 mmol) 2 4-CR LBEE) A H
A%[20099-89-2] (1.80 g, 8.02 mmol) Z FEHEA R - FRESYIE DR MEFELS/N

FALH - 3152 HEEHREAE)
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 PMEIRNIK « R R ERG AR - /KR — LBk - DUET 2ok
[l EPI1-7 (1.48 g, 82%) -

FREPI-8.Z &0

>—NH N = CF
>LO

[0113)  {F-5°C TAEN2TF - Y¥40IEL5A[16940-66-2] (0.58 g, 15.41 mmol)
AN ET 2R R EE(15.4 mL) 2 1 RE11-7 (1.48 g, 5.14 mmol) ~ F{LFRAD)
ANTKE7791-20-0] (1.22 g, 15.41 mmol) ~ K I (= 4% T)f5[24424-99-5]
(3.54 mL, 15.41 mmol)Z TR - R IE RSVt THEE16/NE < RIT7KR
I mLEINH3/KIETR » KO E SYIHDCMEENY - K& 6F < AtE AR - 77
HE - HZRR(MeSO4) ~ iR ~ RATEZEHURYE - DUE T 2ERER MY 2

P1-8 (2.05¢° EE

FREPI-9.Z &R

3 O,

[0114] 4£0C FAEN2TF > & E$AIV) [1314-15-4] (1.22 g, 5.37 mmol)
ANINZERY ZB2(70 mL) RFZERTHF (70 mL) L& &Y+ 2 HiEP1-8 (2.1 g, 5.37
mmol) ZJER T - FEEIRNIIH2 - Wik RSV MR/ o ROR GV

FA2H - 152 HEEHREAE)
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202325274

celite®BiH)E - WAFRDARIEEZE FURYE - RAHEYFE R E BT AA(b
(B4 EtOACRDCMA10/100£20/80 ) = UXERATAIUR (1A B 22 HHIR4E - A

FEHE B EERRZ T EPI-9 (045 g, 19%) -

HRSI-107 &k

74 N
/ < > </ RS
HCI H5N N

CF;

[0115] AfErt B o R IS fEH 2 HClL2 4 MA%[7647-01-0] (1.33 mL,
5.31 mmol)APIE X DCM (2 mL) 1 Z 1 fE1-9 (175 mg, 0.44 mmol) Z R FFIR
B o KSR S YIE MRFFI8/NE © RIERIEEZET S > LEHER=E
&8RS < T EI-10 - SRR T —F B iR EE R E—F4iE (146 mg > E

E) °

FRAPI-11 281
H,N @

H,N Br

[0116] FEESR NAEOCT » LEERERT - F#2-HrRE-4- I TE[84249-
14-9] (5 g, 28.90 mmol)’Z {712 FADCM (57.80 mL, 57.80 mmol) 1 7 o= fE#71-

LZ1 MVETRT  RER et NRFE16/NE © REF IR — 2B (30 mDIFFE -

FA3H - I 152 HEEHTREAE)
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i ERG AR e - H RSN — ZEE R - DUE H 2 5 RS 2 iE1-11

(6.28 g, 87%) °
HREYI-12.2 SRk
N= \F B

[0117] FOCT > K4-FESHERE[6068-72-0] (6.62 g, 40 mmol)/ff0

r

EFRENE (24 mL) 2 HEREPII-11 (7.77 g, 20 mmol) ZF/RH © KEEGYIEI0C
TRFES/NEF - AREIRIIIK » RIPE BERS i - MR 7K(x3) ke — LB % -
LI E 5 EERZ FEYI-12 (3.02 g, 46%) -

hRS-13 . &k
N= \F

[0118) FEN, T » {EZEMEH > ¥Pd(dpp).Cl, [65464-05-4] (136 mg,
0.17 mmol /AN £ A 2R 1,4-F2J57E(4 mL) K& Befi(4 mL) LR &Y 2 FRiEI-
12 (0.5 g, 1.67 mmol) Z /&K « ##%E » {Ert TAEN NIRHITA A 2 Z HEFF
R 22 MIER[544-97-8] (2.51 mL, 5.01 mmol) - IGRSE SP{ESS C N REFE16/N
I o REABIE EZE RS WRpHEYF e A4t (Wa
EtOACABEEH0/10022100/0)  » WERFTAUR A E 22 HRHE - DUEH 2R
WERE 2 FEYI-13 (391 mg, 99%) -

FA4H - I 152 HEEHTREAE)
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HEI-142 &Rk
N\
>L >—NH /,\O\

[0119]  FEOC TAEN2T - RS (E$9[16940-66-2] (189 mg, 5 mmol)iZ
(NI FREZ IR (22 mL) K2 1,4- 1565810 mL) LR &) 2§ fEP1-13 (391
mg, 1.67 mmol) ~ Z(EFRAD/S7KEY)[7791-20-0] (198 mg, 0.83 mmol) ~ Kz fig
B (=& 1)E5[24424-99-51 (0.77 mL, 3.34 mmol) ZFFK T - i SIERSWIE
rt MR 16/NEF © ASIIEAINHACIKIE i K 1 mLAYNH3ZKZE R - AR E=YIH
DCMZEHY © & fF AT RN ~ 77 ~ #28r(MgS04) ~ s ~ RAEEZE
FUR4E o RHEYREM TR EREITAMIE (B4 5 EtOACH R 0/100%
30/70) o WERATAURIM AL R 2= TR - DUE T = B GRS Z FiEY1-14 (380

mg, 67%) o

HRS-152 &k

< > iN\N

RS
>L >\—NH
[0120] O C T™EN2T » BrE & B8 [12135-22-7] (77 mg, 0.55

mmol)/FNITE FL (5 mL) KZEtOAc (1 mL) 2R &Y 2 FFfEY)1-14 (370 mg,

FASH - 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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1.1 mmol) ZIFK T » FEEIRIIH2 » WREREYIHE MEFE16/NE - KRR SVl
iBcelite®BIBIE - WRNERNERZE RS - DIEL E R EER 2 RIS -

YL T — B AL (E T4 (E(350 me, 84%) <

HR-167 &k

N~
< > :/ N
—\_RS
2HCI HyN N

[0121] AfErt B o R IS fEH 2 HClLZ 4 MA % [7647-01-0] (1.55 mL,
6.2 mmol)iA I DCM (15 mL) A 2 fRfE#1-15 (350 mg, 1.02 mmol) ZHFHH5
B - R SR E Y MEFR16/NT - ROERIEREZE PR - DIEHEE®
[Elfe < FPFEI1-16 - RS T — D ER iR iR —F 4li{E (340 mg,

99%) -

HRE-17a 2 & RY

N~
2 /JN\/Q\
OMe NH C N= CFs
/
Oy
N N\

MeO 4/\ NN

0"

L

[0122) fErt© - BFHRE1-6 (113 mg, 0.34 mmol))N12 FADMF (1.7
mL) 2 i #1I-15 (160 mg, 0.34 mmol) ~ HATU [148893-10-1] (130 mg, 0.34
mmol) + FzDIPEA [7087-68-5] (0.24 mL, 1.36 mmol) Z {8#E-&Y+ - BHE-SY)

A6 - I 152 HEEHTREAE)

111140815 FEHESE A0202 1123049662-0
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FE MIRFEIO/NEF - 8232 > IRIIBEAINaHCO3/KA R » Wik R &Y FIDCMEL

0 - R G2 AR ER2E(MeSO4) ~ M8 - WAL HZE 283 - R EY)

R REETEEIT AL (B4 BtOACK B £80/20) WLERRTAA (7 Il
HZEmR4s - DIEH E 5 EER 2 FREYI-17a (179 mg, 67%)

y

RRFI-17b &k

N~
0] 4
/ < > < —~l_ RS
o/lk NH N CF;

[0123] it T > $HATU [148893-10-1] (222 mg, 0.58 mmol) &z DIPEA
[7087-68-5] (0.54 mL, 3.08 mmol ;714 FADMF (5 mL)H .~ shR#11-17d (187
mg, 0.494 mmol) Z 7R H o KO EYIEt TEHE107788 - ZMRIRINT-6 (187 mg,
0.49 mmol) > AREE S YIS EAErt MR 16N - ININEIAINaHCO37KIER > Al
KR EYIFIEOAC (x3)FEHL - B&0f 2 AHERIEMgSO4) ~ MR - RATHZE
FrR4E A AR B AYDMFELHHZE(10 mL x 3)ILZ 8 - ROtHEYFE iR E L2
A4t (84 : DCM/MeOH 9:1;ADCMH » 0/100£30/70) = WEEFTAAR 77
WAEEZE AR > DIEH EoREERE . FREYI-17b (165 mg » 61% » 45%4f
) o

hRS-18 & hk

FATH - 152 HEEHREAE)
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[0124) 1EOC T™AEN2T » BN-BIZIAfELa 7 [128-08-5] (205 mg, 1.15
mmol) & 77N H fal#/1-Ta (300 mg, 1.04 mmol) &zDCM (5.3 mL) ZZFRF © it
REVHEER MEHUNG - SEEIRITK - WRPE SYIHEOACZERT - A%

TTEE ~ H2EEMgSO4) ~ R - IRIERIEREZE T AR - IR ERERER LT

[E¥)1-18 (386 mg > EE) °

HRS-197 & hk

[0125]  AErt T - REHHEHHEZ[13061-96-6] (192 mg, 2.36 mmol) K EIfIIE
HAZK(0.7 mL) F 1,4- IE5(2.6 mL). 2 SR-&H > FRfs#1-18 (288 mg, 0.79 mmol)
B o N25H 107788 - AR IIER(Z 4 05)$E(0) [14221-01-3] (228 mg,
0.20 mmol) &zNa2CO3 (167 mg, 1.58 mmol) > A ¥ER-SYIAE120°C THEFE17/N
I o BEZINHIATS MY ELIEE [13061-96-6] (47 mg, 0.39 mmol) 5z ER( =) #
(0) [14221-01-3] (46 mg, 0.04 mmol) » W KEEEPIAE120C N RFE16/NEF » B
AT B8 [13061-96-6] (47 mg, 0.39 mmol) K ER(=ZH#)$E(0) [14221-01-3]

(46 mg, 0.04 mmol) > WRHEESYHE120C TRFF16/NE o REE RN EHHEE

FA8H - I 152 HEEHRIEAE)

111140815 FEHESE A0202 1123049662-0
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[13061-96-6] (47 mg, 0.39 mmol) &z B (=2 k) $H(0) [14221-01-3] (46 mg, 0.04
mmol) - FHEFEGYIAE120°C N EHERE16/NEF < RANK - IRER &Y FIEtOACZE
0 - &0 ARIEZEMeSO04) ~ MR8 - RATEZEHURY - RitH YIS bR
AREEITESIE (A BtOACHBEREF0/10010/90)  « WEEFRACR (G -
WEFARIE R ZE 223 - DIE N 2 EEE R 2 PRI (340 mg, 82%) «

HRPI-20.2 Ak

< > (\/‘N A
NH N=\F

¥Z>\— cr.
[0126]  {FOC TAEN2T - YIS (L$[16940-66-2] (129 mg, 3.41 mmol)
AN EREZER R EE(1T mL)H 2 HRRFYI-19 (340 mg, 1.13 mmol) ~ ZALSRAD
AN7KEYI7791-20-01 (147 g, 1.13 mmol) ~ & _IiEEe (= 4% T)E5[24424-99-5]
(0.78 mL, 3.87 mmol) Z FFIRH o K MRSV E MFEL6/NEF - IRAIK -
R EYIFAEOAC 3X)ZEHL « Mt ARIET2EMgS04) ~ #)E - R H
ZeHURYE o FEHEYFE TR BT BT AMIE (WH 5 EtOACH B+ 2
60/40) o WHEEFTAIOR AL B 22 R - DU B s e 2 P RI-20 (207

mg, 24%)

PRIPI-21 2 2R

FA9H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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—1_ RS
NH N CF

3

) |
[0127]  A£0C TAEN2'T - R B g S EstD[12135-22-7] (262 mg, 0.37

mmol)/FVITE JL HHEE (8.6 mL) 1.2 FHfE]#1-20 (505 mg g, 1.25 mmol) 2K /EH -
PEETNIIH2 - WREESYHE MRS /INEF o FEE(E0°C TEN2 NRIIE ZHYbR
AL [12135-22-7] (262 mg, 0.37 mmol) « BEZRANH2 - LR AT
rt MEFR16/NES © PEEAEOC MAEN2 NRIIE AR E | s (bsdD [12135-22-7]
(262 mg, 0.37 mmol) » FEEIRAIH2 - WAERGYI L N EHRHO/NE - REESY)
HifceliteBAEIE - MFRDEREREZE FURYE - BHEY RS DB B AL
& (WA 5 EtOACABEGEF0/100£55/45)  » WERFRAUR (5L E 25 HR4E »

LI 2 5 GRS TEY1-21 (428 mg, 83%)
PRII-22 2 2Rk

74 N
/ < > <\/ RS
2HCI H,N N

[0128] fErt' b » B IS 2 HCL 4 MR [7647-01-0] (2.7 mL,

CFj

10.8 mmol)7AA 12 A DCM (3 mL)ef 2 fRfE]#1-21 (428 mg, 1.04 mmol) Z 175

R - R G YL NRFELI6/NE - REAEHEREZE T2 - LEHEAE

S50H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

[Elfe < FP 122 - RS T — D ER iR AR AR — D 4l (h(412 mg,

97%) °
HRF-23 7 &k
CF3
]9
N/

CN

[0129]  F£-78°C MAEN2T » i I | B 2 2.5 MIEIR[109-72-8]
(3 mL, 7.5 mmol) X E AN £ HTHF (25 mL) A 2 2-FHEL-4-( = 3 FH AL L e
[106877-17-2] (800 mg, 4.9 mmol) IR  wEEEYHLE-T8C MRA3077§# -
PEEZ RO THF (2 mL)or 24 - S EZR L ZFE(7153-22-2] (0.96 g, 1.37
mmol) © K S R SVIHE-T8'C MRFE2/NEF « IIIZKIEREE S EtOACZEHT -
P B RE M TREE AT ALE (B4 EtOACHDCM1 » 0/100%
10/90) - YRR LY » AR ER Z 7R3 > DIE L 2w ERE 2 T EY)

I-23

PRII-24 2 2 hY

N~
CF

3

FSUH - 3152 HEEHRAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0130] FFHRDCMA ZHFEPI-1.21 MIFR(S.6 mL, 5.6 mmol){Ert ML
N2 AN DCM (30 mL) A 2 FrEj#1-23 (810 mg, 2.8 mmol) /AR » Al
REVHL TRHFA8/NE SRSV EEAINaHCO3 /KRR © A1
JEHZIR(MgSO4) ~ )8 ~ FAEHZETIRYE - AT RRE e At
(B > EtOAcF:DCMT » 100/0£0/100) - & ffRTACHlD - MREERIHEEZE

THbR - LIELHE=GERR L FEY-24 -

RIS 2
0 h< >—</N\N h
>LO>—NH =N,
[0131)] FFOC TAEN2T » BiE(EERN[16940-66-2] (137 mg, 0.66 mmol)
2O TR H R (30 mL) f2 1,4- 15§ (15 mL) 2R EY) T 2 e 1-24
(349 mg, 1.22 mmol) - F(EEREADN/KEY[7791-20-0] (145 mg, 0.61 mmol) -
kB (=8 T)ER[24424-99-5] (0.56 mL, 2.43 mmol) Z RIFIR T - KR ER S
PIfErt NRFE10788 - MR 2 2 L8RAD 7S7KEP[7791-20-0] (145 g, 0.61
mmol) 5z il (=4k T)E5[24424-99-5] (0.56 mL, 2.43 mmol) & i (L3
[16940-66-2] (137 mg, 0.66 mmol) - KRSV fErt MRFF16/NG - 2RI IEA
NHACIKER & NH37K AR (1 mL) - RO EEYIHDCMEREY - &0 2 AtE
HZEE(MgSO4) ~ )8 ~ RATEZEFURE - ROtHEYFE TR E B imAsi(L
(W 5 BtOACY B 230/70) « WEERTAUR (AT B2 FURYE - LIENE
H & ERS < F E1-25 (492 mg, 98%) -

52H 0 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

HRPI-26 2 Sk

N~N
— RS

O
>LO>\*NH CFy

[0132]  {EO°C FAEN2TF » H5EIR(10% wiw) 50% H20 [7440-05-3] (1 g,
0.94 mmol)/ffIIZEF* LB (23 mL) & THF (23 mL) 2B &5 2 T E1-25 (492
mg, 1.26 mmol) &R F « NIIH2 - ARPE &Y Lt N RFE16/NES - #E(E0°C
TAEN2 TRHIEER(10% wiw) 50% H20 [7440-05-3] (1 g, 0.94 mmol) « 3R/l
H2 - SR EY et S FHERE 16/ o KPR GV icelite®BAEIE - A REAH
EEZEFRYE - FPHEYFEMREBER A (BA 5 BtOACHY B+
0/100%240/60) - YWEEFTAUMRD WAL B2 FURYE - DUE H 2 B e 2 R -

26 (277 mg, 55%) -

HRPI-27 2 Sk

N~N

RS
2HCI HN = CF,

[0133) £t » i mBfzrh 2 HCl2 4 MIEIR[7647-01-0] (1 mL, 4
mmol)/FJIZEFYDCM (5 mL)H 2 HEP1-26 (135 mg, 1.04 mmol).Z B A

B o RS ER St MBRFF16/NE o RIARITEREZE T 22 % > LEHEH G

S53H 0 I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

fe L PRPI-27 - S ERR T PR R E Dt (126 mg » &

E) °

R P-28 2 Ak

N~
NC / /N :
CF,

Br

[0134) f£rtF - BN-EBRFABELERZ[128-08-5] (136 mg, 0.77 mmol)2 & {7}
AN E T E1-24 (200 mg, 0.7 mmol) xDCM (7 mL) Z/ER T - KPR S VTS
N RFE2/NES  FEEIRIK - ALEPE S YIFADCMELRY « KA THRIE Bk - 52kR
(MgSO4) ~ i#JE ~ SoRIARIMTE R ZE hzk%E - IR EY RS h AR et A4
& (894 BtOACABESEH0/100215/85)  « UXERRTAICR ) » W AR H 2=

fdk o DEHE=OERRZ TEYI-28 (191 mg, 71%) -

RE1-29 2 &Rk
NC /N\N D
NS CF,4

[0135]  FErt FAEN2T - iREFS B 7R 2 2M LRI [544-97-8] (0.35
mL, 0.7 mmol)iZNIZEF2 1,4-ISJ5(5 mL)yA 2 2 fE]#7/1-28 (170 mg, 0.46 mmol).~
RFERT - REERHER(EER)#E(0) [14221-01-3] (53 mg, 0.09 mmol){£55C T
R ROREYIESS C TR 16/NEF - REEZTRINERS MY B ZR o 2 2M - B AL g
F54H - 152 HEEHEEAE)

111140815 FEHESE A0202 1123049662-0



202325274

Y[544-97-8] (0.35 mL, 0.7 mmol) 7 £2( = Z5#)$E(0) [14221-01-3] (53 mg, 0.09

mmol) - WRHEGVIESSC MR L6/NEF « 17K - Wk ESYIFEOAC (3x)
FEHL - et 2 A RERI R (MS04) ~ MR8 « R B ZE HIRER - RHHEYI#EH

PREEHETTASME (874 BtOACKBEFEF0/1002£20/80) - WERATAU

{o > WRERHEAEZE T 73 > DIED 2= GEe 2 FEP-29 (113 mg, 80%) -

FRAYI-307 &h
0 PN
>LO>—NH =N cr,

[0136] FEOC AEN2T » BE(EEN[16940-66-2] (43 mg, 1.12 mmol)i&R
(N IZE FREZ IR R (6 mL) K5z fe 1,4- 15553 mL) 2R &) 2 1 ff#1-29
(113 mg, 0.38 mmol) + F(LFRAD/S7KEY[7791-20-0] (89 mg, 0.38 mmol) ~ fz
Il (=8 1)E5[24424-99-5] (0.26 mL, 1.13 mmol) Z /R T ° K IEREY)
FE N IBRE16/0NEE - A& INBEAINHACI/K A IR K NH37K AR (1 mL) » WiREE &
PIFIDCMZHY - & 0F LA REEEZER(MgSO4) ~ #8J8E ~ RALHZE R4S - Al
FEYRE M B EE G AAE (B4 5 EtOACRRBEEET £30/70 ) » WERRTAA
Ul A A ZE s - DU 2 B e 2 J E91-30 (106 mg, 66%)

PRIPI-31 220K

N~
s N
—l_ RS

@)
>_NH CF;
v
55K 0 3 152 H(EHHEAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0137] fRIBHF SR Y26 7 R LIRS - [ dRE1-30
(90 mg, 0.22 mmol){E Rt arpt » KB P REI#1-31 (63 mg, 66%) °

PRIPI-32 2 &Rk

N~N

RS
2HCI H,N = CF,

[0138) HRABBIFAN SRR EII-27 > f B LAIRE T » (6 RRE-31
(63 mg, 0.15 mmol){F RytEarpit » KB P RI#1-32 (59 mg, 99%) -

FRPI-33 2 Sk

F

NCGCOCI

[0139]  4-FE-2-m R L[ 164149-28-4] (1 g, 6.06 mmol)/FEFH EZNE
DCM (12 mL)FlAEN2 N2 A1 20T - AR IIFEEFA[79-37-8] (0.77 mL, 9.08
mmol) > FEEIRIHEZERHIDME (0.1 mL) » WRERE St TR UK - RS
FEEZETERR - DEH 2R et 2 f E-33 > FHAR T —F SR

E{EfHE—F4E (111 g EE

FIEPII-34 2 Gk
56K 3t 152 HBHAIE)

111140815 FEHESE A0202 1123049662-0



202325274

F

N~
N=\F

[0140] fRIZEVHN G R RVI-3 AR PR IERE R - (5 E#1-33
(1.11 g, 6.06 mmol){F RyitE4aATie: » 2B (g FEIP1-34 (0.66 g, 67%)

CF;

HRPI-35 2 &K

F
N~
o) NS
»—NH NT N e,
G

(0141] RIBEFN T EYI-4 2R PRUNER - (EH T HEY1-34
(0.66 g, 2.16 mmol){F RyitEaaATie: » 2B g FEIPI1-35 (0.97 g, 99%) -

FRI-36 2 £k

F

N-
NH N=

%y 5,

[0142)] FFOC TAEN2T » B | s (BsEdD) [12135-22-7] (0.33 g, 3.36

mmol) Z (AN T EE(20 mL)H 2 FRfE#/1-35 (0.97 g, 3.36 mmol) 2 /57K H -

FEEVRIIH2 - AGRE RS Er M EFELS/ NS » BHE Sl iHcelite®BiE)E - Il

FABHTEZ TR o BHEYFER ARSI ENT AL (WA - EtOAc B
SF5TH - H 152 HEEHHRRIHE)

111140815 FEHESE A0202 1123049662-0



202325274

fEF10/100£40/60 ) ~ WEEFTAIUR (IR ZE URE - DUETR EH EE R 25

R41-36 (0.57 g, 79%) °

FRPI-37 2 Ak
F

:( N~
/ N
—I_ RS
HCI HyN N CF;

(0143] RIBEFNERTEYII-6 2R FPRAMIER - (EH T HEYI1-36
(0.56 g, 1.35 mmol){E RyitE4aATie » 2B g Y137 (0.47 g, 67%) -

HREPI-38 2 Ak

NC@COCI

[0144] FRIBBF SR RIMI-33 2 R LIAVRE R - (S ch s i4-
EL-2- R IR (2.5 g, 15.51 mmoD)fE RetEaabtiet - 2Bl FRPI1-38 (2.79

)

) o

il

» JE

(1)}

FRPI-39 2 Sk

N~
N CF3

SFS8H ¢ I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0145] RIBEFN R EYI-3 2R FRLAVEER - (EH T HEYI1-38
(2.93 g, 7.76 mmo){E RyitEaaATie: > 2B Mg REIPI1-39 (1.35 g, 55%) -

HREPI-40. 2 SRk

N~
o~ g%ﬁ

»—NH NT e,
v

[0146] FRIBEFFN SR REIWI-142 R DIERE R » (6 S RE91-39
(1.35 g, 4.46 mmol){F RyitEaaATie: > 2B A5 FEIP1-40 (0.82 g, 44%) -

PRIPI-41 2 2R

N~
M—NH N CF,
Vs
[0147] FEOC NAEN2TF » Hfhik FE A BHEAD [12135-22-7] (70 mg, 0.5
mmol) A (A NI T FHER(S mL) & EtOAc (1 mL) g &)+ 2 1 E1-40 (0.40
g, 0.98 mmol) A H o FEETRIIH2 » WKPE STt TIBFEIS/NR o RS
YyiE Fcelite®BIEE > WRPARITEZZ R - DIEH B =R iyl

41 (0.40 g, 89%) -

F59H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

PRII-42 2 2Rk

j N-
{ | RS
HCl HoN N

[0148]) fRIZEVHIN G R EYI-6 ZAR PR IEVRE R - (£ FiEY1-41
(0.4 g, 0.97 mmol){E Byt - 2B PEYI-42 (034 EE) -

H2N\<l“\? ~CF3 HO3S/\©\
|
TRV

[0149] RIBEIN Rl B2 2R FPRAVRE R » [ H2-faAk-4-

(=& FHE)ILNE[74784-70-6] (2 g, 13.34 mmol)E RtE4aH7 s » AR E1-42

CF;

HREPI-43 2 Sk

(3.95 g, 79%) °

HHEIYN-44 2 S
N\N X CF3
NC—< >—</N Q/

[0150] fRIZEVHIN &R RVI-3 AR PR IRE A - (5 e 1-43
(3.95 g, 10.23 mmol){F Byttt » KB THiEY1-44 (2.2 g, 73%) -

SHO0H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

FRPI-45 2 SRk

N~ CF3
O~
»—NH NTF
Yo

(0151] fRIBEFN ERT R4 2R PRUIER - (EH T HEY1-44
(2.2 g, 7.63 mmoD){E Ryt - 2B FREIPI-45 (1.1 g, 35%) -

HFRPI-46 2 SRk

N~ CF3
o Y=y
»—NH N=
v

[0152] fRIBHF SR REYI-26 7 R DIEVRE R - [ dhE1-45
(0.3 g, 0.76 mmoD){E Byt - 2B iR iEP1-46 (196 mg, 64%)

RPI-47 2 SRk

N~ CF;
HCI HoN N~

(0153] fRIBEFN ERTEYI-6 2R FPRLMEER - (EH T EYI1-46
(196 mg, 0.49 mmol){E FsilEdatift - 2B TEYI-47 (173 mg > EE) -

FOLH - 3 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

HRS-47 2 &Rk
H,N" % CHF,

[0154] fRIBEVHR AT EVI-2 2R PR UVEER » (EH4-(C s H
FOMENE-2-R#[1346536-47-7] (0.5 g, 3.47 mmol){E RtEaa#7 st » 2 I 1-

47 (1.27 g,91%)

R P-48 2 Sk

: N
NC $ 9@\
N CHF,

[0155] fRIBEIHN R EYI-3 2R PRLIVEER - (EH T EY1-47
(1.27 g, 3.16 mmol){F RyitEaaATie » 2B (g FEIP1-48 (0.61 g, 67%) -

FRPI-49 2 SRk

N~
o~ <.
M—NH N= " chF,
v

[0156] #£0°C TAEN2TF - H4HHE (L#H[16940-66-2] (255 mg, 6.74 mmol)
A2 EE(12 mL) KZRZFHE1,4-I515(6 mL) R GV 2 FREPL-
48 (0.61 g, 2.25 mmol) * F(LERAD /7K &H[7791-20-0] (0.53 mg, 2.25 mmol)

K il (=40 T)EE[24424-99-5] (1.55 mL, 6.75 mmol) Z F&F IR+ - RS IR
5562 » Ht 152 H(EAHEH)

111140815 FEHESE A0202 1123049662-0



202325274

EYHE MR L6/ > ZMRINIIZK RNH3ZKZER(3 mL) - i E&YIFHDCM
ZEHL - Bt 2 ATRETZEMegS04) ~ IR ~ A EZE RS - R RE T
PRERERRENTAME (B4 ECOACHBREH 2£20/80) » WERFTHUMITILAEE
ZerfRdE - DIEH 2 5 e ERe 2 T EP1-49 (849 mg, 45%)

FRPI-50 2 &K

[0157] A£0C MAEN2'T - il g S B3t (20% wiw) 50% H20
[7440-05-3] (0.42 g, 0.60 mmol) AR E T LEF(13.5 mL) fz 7z THF (13.5
mL) RSV 2 149 (0.97 g, 3.36 mmol) ZJFR A © BEENIIH2 - ik
SEEYMEt TN o BHRESY i BEcelite® B8 I AR EZFR
4 - RPHEYHRE MR EREITASE (B4 EtOACKBEEF10/100%
75/25) o WERFTAURIMIEAE R ZEFURYE - LUE T 2 8 GRS 2 PEYI-50 (223

mg, 73%) o

PRIPI-51.2 &0

C N~
/ N
—l_ RS
2HCI HoN N CHE,

SHO3H - I 152 HEEHRIEAE)

111140815 FEHESE A0202 1123049662-0



202325274

(0158] fRIBEIHN G EYI-6 2R FPRARVEER > (£ FEYI1-50

(223 mg, 0.59 mmo){E FsilEdatift - 2B TEPI-51 (209 mg > EE) -

PRIPI-52 2 &Rk

HZN\/ﬁ(j\ HOSS:@\
|
H,N = OM

2 e

[0159] fRIBEVHNERLT RVI-2 2R PR IVEE R - (5 2-aks-4-H
SERMENE[10201-73-7] (0.5 g, 4.03 mmol) {E Ryttt » KB {F EH1-52

(081 g 51% > 8TRHHME) o

HRPI-53 2 &K

N=\F

OMe

[0160] RIBZEIHN ERETEYI-3 2R PRAMAVEER - (EH fEY1-52
(0.8 g, 2.35 mmoD){E FyilEdatft - 2B R EPI1-53 (0.33 g, 56%)

PRII-54 2 2Rk

N~

o~ <.
>~NH NT " 0Me

)

FO4H - I 152 HEEHIREAE)

111140815 FEHESE A0202 1123049662-0



202325274

(0161] fRIZEVHN G R MVI-4 AR PR VIR R - (5 T E71-53
(0.33 g, 1.32 mmol){E RyitEaaAT i > 2B g FEIP1-54 (0.33 g, 67%) -

HRPI-55 2 &K

N~
N

M—NH N OMe

v

[0162) fRIBEART A& EL R MYN-36. 2 R R AE A2 » [ R REY1-54
(0.40 g, 1.09 mmol){E RyitEaaATie > 2B g FEIPIL-55 (0.25 g, 63%) -

FRPI-56 2 ARk

N~
< > i/ N
—~l_ RS
HCI HyN N

[0163] RIBEIHN G EYI-6 2R FFRALAVEER > (EH T EYI1-55
(0.25 g, 0.68 mmo){FE RyitEaaATie » 2B g FEIP1-56 (201 mg, 99%) -

OMe

FRIIL-57 2 &Rk
N\N AN
NC—< >_</N Qﬁ

[0164] FEN2T » fEEEE T » HPd(OAC)2 [3375-31-3] (19 mg, 0.08

mmol) 5z SPhos [657408-07-6] (34 mg, 0.08 mmol);NI 2 F Ez e ,4- =74 mL)
65K - 152 H(ZHHRAE)

111140815 FEHESE A0202 1123049662-0



202325274

2 B fE1-12 (0.5 g, 1.67 mmol) ~ IR EMIEE[411235-57-9] (144 mg, 1.77
mmol) + ;zK3PO4 (1.77 g, 8.36 mmol) ZiRHFRT  wEEEVHEIS T FMEF16
INKF o FEETRIIK > ALREEEPIFEOAC (x3)ZEH - REff < ARG T8k ~ #2
FEMgSO4) ~ e ~ RAFEZETIRYE - LUEHE 5B 2 PEvL-13 (317

mg, 70%) o

HRYI-58 2 ARk
< > </N\N o
>LO>~NH N%\/)W
G

[0165] RIZEVHNERLT RVI-14 2R ARDRIAR 7 - (BB R R1-57
(287 mg, 1.1 mmol){E RyitEarbint » KB AP RIPI1-58 (318 mg, 78%) -

R R1-59.7 &k
N~N
/4
>LO>—N/_<H > <Né®w
o

[0166] {EOC NAEN2TF - il FEE(LSEAT) [12135-22-7] (31 mg, 0.11
mmol)/FNIE Y ZEE(2 mL) ~ THF 2 mL) ~ & ZF(0.2 mL) Z 8 &Y+ 2 FEY)
1-58 (167 mg, 0.45 mmol) Z 757K - BEZIRNIIH2 - ARSI et TR 16/

T - KRR &Y EBcelite®8YH)E - WFRDAENEEZE IR - DIED 2 alE s

SHO6H - I 152 HEEHRIEAE)

111140815 FEHESE A0202 1123049662-0



202325274

ZHREI-1S o RS TR iR T A D 4k (166 mg > 51%
S0%EE) -

HRPI-60. 2 &K

N~
< > :/ N
~L_RS
2HCI HyN N

[0167] FRIBEFSRETREIYI-16 2 R DR » (S RE1-59
(166 mg, 0.45 mmo){E R4t - 2B HEY1-60 (154 mg > 32% > 32%4(
FE) -

PRIPI-61 2 & kY

N~
N o/\©

[0168] {EN2F - s EMEH - fPA(OAC)2 [3375-31-3] (170 mg, 0.76
mmol) & BredttPhos [1070663-78-3] (410 mg, 0.76 mmol )R AN FYHH (22 mL)H
Z 112 (3.8 g, 19.03 mmol) ~ FHAE[100-51-6] (2 mL, 1.77 mmol) ~ K¢
Cs2CO3 (6.2 g, 8.36 mmol) ZIFHHFRF  FEEGYHETS C TRFF16/NEF - 25
AR > RGBS YIFDCM (x3)ZEHL « i& 6F Z AR 8 ~ F2HR(MgS04) »
e~ MAERZETRGE > LEHE =GERE S FEYI-61 (8g > 47% @ 5%
%) e

S67TH » £ 152 HEHHH)

111140815 FEHESE A0202 1123049662-0



202325274

PRIPI-62 2 &5k

W A

[0169] fRIZEIN G R EVI-4 AR PR IERE R - (£ FiE1-61
(3.5 g, 7.29 mmoD){E Rkt - 2B E?1-62 (0.87 g, 27%) -

FRPI-63 2 &K

(0170] fRIBEHN ERET R0 2R PRALIEER - (EH fHEY1-62
(0.87 g, 2.01 mmol){E RyitEaaATie > 2B (A5 FEIH1-63 (488 mg, 70%) -

PRIPI-64 2 25K

N~
< > :/ N
=l_RS
2HCI HoN N

(0171] fRIBEVN &R RIS AR PR IERE A - (5 e #1-63
(100 mg, 0.29 mmol){E Byttt » 2KEfPEYI-64 (B mg» EE) -

OH

SFHO8H - I 152 H(EEHRIEAE)

111140815 FEHESE A0202 1123049662-0



202325274

FRPI-65 2 &K

N~
N Z O/\/O\

[0172] RIBEFN GRTEYI-61. 2 FFRDRVRER - EA2-HEAE
Zi#[109-86-41 (0.40 mL, 5.01 mmol){E ByiCaatsft » KB iPfEP1-65 (0.97

g 85% » 86%AfE) o

R PI-66. 2 £k

N-
o, =2
>L>_NH N™ \F O/\/O\
0]

(0173] RIBEFN R R4 2R PRLAEER - (EH T EYI1-65
(0.97 g, 2.83 mmol) {E RyitEaaAT ) - 2B F 1 EIH1-66 (0.6 g, 52%) -

FRPI-67 2 &K

< > :N\N
RS
>L >—NH O/\/O\

[0174]  #E0°C TN T > HHER(10% wiw) 50% H,O [7440-05-3] (0.4 g,
0.38 mmol)/F AR EZ(15 mL) KEtOAc (2 mL) ZE &)+ Z H [E71-66 (200
mg g, 0.50 mmol) ZJFEF  NIIH: - WRHEEYHESOC TRF16/NKF - A

0°C TAEN, FORII8EER(10% wiw) 50% H,O [7440-05-3] (0.4 g, 0.38 mmol) o ;R
SB69E > 4t 152 H (&I

111140815 FEHESE A0202 1123049662-0



202325274

Hy » WERRE S Y E T PR 16/ « RERE &)@ B celite “BIBIE - WA AR
FEEZERAE o HEVRE R TR EREITRA(E (B4 EtOACHDCMH1
0/1002£100/0) ~ UERRTACRUI AL 22 R4 - LUE H 2 8 G R 2 HEYI-

67 (77 mg, 36%) °

R Y1-68 Shk

N~
~O—C
2HCI H,N N~ o O~

[0175] fRIBEVHN ERT EYI-6 Z PR {DHIAR R - B iR ET1-67
(213 mg, 0.53 mmo){E Ryt - KB HiEY/1-68 (19 mg - EE) ©

|
H>N =

[0176] fRIZEVHN G R RVI-2RE FFAR DRI - (58 A2 AL e
[504-29-0] (1.75 g, 18.57 mmol){E Ryttt - 2B HEII-69 (5.17 g,

FREYI-69 2 Shk

89%) -

R 1-70a &k

FT0H - 3 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

(0177] RIBEHN R EYI-3 2 AR DHIRR R - (BRI TP RET1-69
(2 g, 6.44 mmol){E RyitE4aA7 ) - 2R A E1-70a (1.09 g, 76%) -

HEI-T0b . &Rk
F
N/ /

[0178] RIBEIHN R EVI-3 2R IDRIRR R - BRI P RETP1-33
(3.75 g, 20.43 mmol){ RytEarift » AL P REIP1-70b (1.6 g, 65%) °

FRPI-T1a 2 &hY

N-
o, <)
S—NH NT

v

(0179] RIEHRAN G EYI-4 2 2R LRTAR R - (B FREYIL-
70a (1.08 g, 4.90 mmol)fE Eyittiabit - KB FRIYI-T1a (1.37 g > 73% > 85%

WEE) -

FTUH - 3152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

FREYI-7T1b 2 £ R,

F
N~
o
M—NH N= ~F
-

[0180] RIZEIFHN G EYI-4Z R ERVRER - (A YL

70b (1.59 g, 6.67 mmol){E B#E4EAIF - AREUFE FRII-71b (1.95 g, 79%) -

FREYI-72a & R%

>LO>\—N{-|_®_</::T©

[0181] fREREAAIN G REWL-5 2R PRIV » (ER T EYL-
71a (1.34 g, 3.51 mmol){E ByitEdat7ikt - 2Bt HiE/1-72a (1 g, 84%) -

FREYI-72b 2 £ R,

4
O>\—NH N
Vo

[0182] RIBZEIN ERiT EYI-S 2PV - (A Y-

71b (1.93 g, 5.19 mmol){E B#E4EAIF - ARELFE FRAI-72b (1.25 g, 68%) -

FT2H - 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

R 1-73a &k

[0183] RIBZEIFN G EYI-6 Z - RERVRE R - A PRI

72a (1 g, 2.95 mmo){E BilEdatfk} - 2B hEPL-73a (093 g EE)

HREI-T3b.2 SR

[0184] RIZEIFHN G EYI-6 Z A2 RRVRE R - A PRI

72b (1.25 g, 3.5 mmol){E Ryl - KA EYIL-T3b (1.13 g > EE)

PRIPI-T4.2 50K

N~
»—NH N= o-CFs
-

[0185)] H4=HE(=&HE)WEE81290-20-2] (0.42 uL, 2.6 mmol)iFIIE

FAEOAc (15 mL)H . #7163 (150 mg, 0.4 mmol) ~ N-G&-N-(EHE) =/

Ao

R (PU & RS EE) [140681-55-6] (500 mg, 1.4 mmol) ~ =& FHREE $R[2923-28-6]

FTIE - 152 HEEHREAE)

111140815 FEHESE A0202

1123049662-0



202325274

(700 mg, 2.7 mmol) ~ 2-45HEE(250 uL, 2.9 mmol) + K& (E4H(230 mg, 4 mmol) .~
REYIFR o BRIERSYHL MMEREREIAR o B RIEREY)MiEcelite® 5 E
JE  WARFBRHEOACHIR - REBRIHE A2 285 » WRHHEY S P ERE
A4t (5 » DCM/MeOH (9:1)[JADCMH » 100/040/100 ) - WEERTAIR
A EZE HURYE - DUEH E=aEig 2 R RE1-74 (105 mg » 47% > 80%4H
E) -

FRII-T5 2 Sk

N~
/_©_</ ) RS
2HCI HN Nis -CFs

O

[0186] RIZEIHN G EYII-6 Z AR {DIHIER? - BRI TP RETP1-74
(100 mg, 0.24 mmol){E Ryttt - 2KEff HEPI-75 (136 mg > EE ) ©

FRAVI-16.2 Sk

hlc;{}—{O

[0187] fErt FAEN2T - =T 2 (- 28 E L&) §5(97674-02-7] (5.9
mL, 14.46 mmol);7F /I £ HRHZER FHZE (20 mL) 2 6-F-3-MEE FHAE[623-00-7] (2 g,
14.43 mmol) K F(EEE (=R D) [13965-03-2] AR T - KRS
130°C MEF2NE - EERPEEYIRKE 28I Z20C » A6 M HCUKER
(5.3mL) * KEE St MBH VNG © SRER VR S81Z20C - MR HA I

FTAH - 152 HEEHTEEAE)

111140815 FEHESE A0202 1123049662-0



202325274

4 M NaOH 7K/ 5 NaHCOs A1 7K AR S E 2 pH 8 © KEFT 1SR F /i il 28
celite B8 o KRR FIEtOACZEHY ~ HZIR(MgSOy) ~ 8 ~ AT EZEHREE -
R EYFE IR E N AME (WA 5 EtOACH BEEF0/1004£40/60 ) -
W ORI E B 22 FoRdE - DUE H 2 S EERE 2 FEPI-76 (1.78 g,

83%) -

PRIPIL-TT.Z &K

NCQ{ ”

[0188)  fErt | » B = RAEMLIE#5[39416-48-3] (3.54 g, 11.06 mmol); A
£FRTHF (50 mL) 2 E#1-76 (1.62 g, 11.05 mmol) Z /&R H © iR IEREY)
FErt NRFE16/NEF - Z41% FHEtOAc KBNS O3 7KiE Mk © ik 7KJg FEtOAC
(x3)FEHL > Wit fF LA EEEAIRZIE(MgSOs) ~ 388 ~ MR ARIE R ZE 2%
% o REHEYFRERTEEREITASIE (874 > EtOACHBEEH0/100%
30/70) » WERATAUR M IEAE R ZE TS - DUE T 2= e 2 P77

(0.68 g, 25%) °

FRAI-T8 2 &k

FTSH - 152 HEEHIREAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0189]  FErt |} > jKNaHCO; (218 mg, 2.60 mmol)/IIEf+ ZEE(16 mL)H
7 2-fEL-4-(= & HH FO)MEEE[106447-97-6] (375 mg, 2.31 mmol) &z e #71-77 (680
mg, 3.02 mmol) ZFRT ° REEEVMELNR MEH16/NEF - ANIIH20 - MR AL
IR - HRZK R BRI o EIRRAEEZE TR - LRI ERE
[E1AG < FPIEY/I-78 (380 mg, 57%) - fFiERADCMZEET - A TR IR
(MgSO) ~ #E » ILRFERIERZE RS - R arRs B e BT A4(t
(B A > BtOACHRBEEH0/1002230/70) » R ImIAEE 25 FR4E > LA

H—PE 2 = ERS. L PREYIL-T8 (96 mg, 14%)

FRII-T92 Sk

~
>LZ>—N{—|_</:}_<//’©\CF3

[0190) #£0°C FHEN, T » ¥HI4 (L 4[16940-66-2] (187 mg, 4.94 mmol)
AN 2T #2 R H EE (8 mL) Sz 1,4- 15§24 mL) 2R &)+ 2 FiE1-78 (476
mg, 1.65 mmol) + (LRI /K& H[7791-20-0] (393 g, 1.65 mmol) ~ Bl
(=4 T)HBE[24424-99-5] (1.14 mL, 4.96 mmol)  FRIFIR H o R MRS Tt
TBFEE16/NEF o IRIIZK &3 mLEYNH /KA - A EPESYIFIDCM (x3)22HY - i
SOt EIE KRR - OBk~ f5EEMgSOy) ~ B8 - RAEEZE TR - Bl
EYFER R EREimEdE (WA » EtOACHYBEEH0/1004240/60 ) - Ui £

PR AE B ZE R - DUEH ERrEERE 2 EPIL-79 (349 mg, 53%)

FT6H - I 152 HEEHIRAE)

111140815 FEHESE A0202 1123049662-0



202325274

A PI-80 ShK

>LZ>;N|/'|_</:'>_<I\/JN\/Q\CF3

[0191] RIBEIHIN G EYI-9 2 AR RIR R - BRI TP REL-79
(306 mg, 0.78 mmol){E FyitEdatift - 2B FHiEIY/1-80 (175 mg, 56%) -

FRPI-81.2 &k

M
1 RS
2HCIH,N =N N CE

3

[0192)] ARIBHEF &R REI-10 7 12 R AR R » (o R I-

80 (175 mg, 0.44 mmol){E RyifL4at7 el - KA EYI-81 (171 mg > E&E) -

R &Rk
FREYI-1a” &%

CO,Et

Br
= ”/\g_\
\E\)QN

[0193) {Ert PAEN T - fEACHA 2 Sasi2SH B ER+ - & =&AL
2 ltsE &%) (boron trifluoride diethyl etherate) [109-63-7] (0.35 mL, 2.87 mmol)
BTN 2 T H R 2- HH B PU kIR (125 mL) R 2 2-fir AL - 5- )R IETE[ 7752-82-1] (5

g, 28.74 mmol) - Nl /. Bs(ethyl propionylacetate) [4949-44-4] (6.33 mL,
FITH » H 152 HEEHHRRHE)

111140815 FEHESE A0202 1123049662-0



202325274

43.10 mmol) ~ & (_ ZBEEEM) 7 ((diacetoxyiodo)benzene) [3240-34-4] (13.88 g,
43.09 mmol) 2 ERF » FHESYIHE60C T HEFEL16/NEF < NIIEEANaHCO;7K7%A
R REEE VI EIOACZERY » REATEIE T BE - #aMgSO0y) ~ #BJE - kS
BifE HZE PR3t - AR MR EREIT AL (WA 5 BtOAcH B
0/100%40/60 ) - WEERTACUR (AL B28 HHR4E - DUE 2 s E e 2 i)

II-1a (3.75 g, 43%) -

FREYI-1b 2 &R,

CO,Et

Br
1<

[0194] RIREIFN G R EYI-1afe PR DEVRE - > (A3 3R ER-3-
{AIE RN LFE[24922-02-9] (3.82 mL, 25.86 mmol){E BsftEaapfieh » 2B 1]

¥711-1b (2.68 mg, 47%) -

R YII-1c.” &k

CO,Et

Cl\gj\gé—\

[0195)  7E0°C FENSTF » B =4 (LHH = Z B4 &4109-63-7] (0.2 mL,
1.62 mmol) 7 2 A 2~ E EE DU BRIFI(7S mL)ep - 2- - 5- sl
[5428-89-7]1 (2.0 g, 15.438 mmol) - NEE /% /. f5[4949-44-4] (3.14 mL, 21.38

FI8H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

mmol) ~ F(Z LR EAE)ZR[3240-34-4] (7.5 g, 23.29 mmol) ZIER T © KR =
YErt MR 16/ - ZAREIA10% NaHCOs7KiER S » A FHEOACZERL - A
PRI T ~ Hale(MgSO0y) ~ IR - WAREA R B 22 TP zs s o R E e PR
EEEITRGIE (B4 ¢ ECOACHBEREF0/100£20/80)  » UARATAUR (A
HZERsE - DEH B mdEie 2 EI-1c -

FREYI-1d. 2 &R

[0196] 7E5CMAENT - FF =& Cil — LAl #ES91[109-63-7] (66 uL,
0.53 mmol) &A1 2 T HZEE2- H B TU SRR (25 mL)Hr 2 2-fi BLMtEnE[4949-44-
41 (1 g, 10.62 mmol) ~ PNEE 2.l 2. B5[4949-44-4] (2.34 mL, 15.94 mmol) ~ K (7,
fils E A ZR[3240-34-4] 1.71 g, 5.31 mmol) Z 7K « REESYIHES C MEFELS
& EHER 1S
ST~ HZER(MgSOy) ~ W80 - WRPAEE B 22 RS o REHEYFEH

PR EHEITASE (B4 EtOACRBEGEF10/100250/50 ) » WARRTAAU D

EI[

>t—

b

&
2

\\

-

mFAE > Al HFRFAES/NRE - ARNIIEEAINaHCOs KA R -

)4

I8
o
o
IIE;

WAEEZE RN - DUEH EH RS 2 FREAPII-1d (0.78 g, 32%) -
RRIII-2a &hL
{‘i
BB79H » H: 152 H(EEHHRIEE)

111140815 FEHESE A0202 1123049662-0



202325274

[0197] ROk 22 M=HEFUEIRI75-24-1] (22.05 mL, 44.11
mmol)7Ert FEN: 2 E AN 2 H[E/11-1a(3.78 g, 12.60 mmol) K &z THF
(90 mL) o 2 ER(=ZR)#E(0) [14221-01-3] 78RS » WLRPREEYHEES C T RH2
INEF e REREY)ZBIZE0C IFDCMMRE © PEEZRAIN10 mLEYK - FEHTE
R IROE B celite®BUETE - WG HBIOACHIE - B /KMeSOLRIIE 8
IR o RERIRAENE o REERIEE 2= 2t - R EY R R E T A
& (W3 5 EtOACKBEEF10/100£40/60 )  » WERRTAIR (1A H 22 HRd4s

LI E =g TEYI-2a (245 g, 75%) -

RRI-2b . &5k
CO,Et

[0198) ARIBHIF A &R RIYNL-1a f2 A A2 R » (68 RS-

1b (2.57 mL, 8.10 mmo){E EfEaairfl - kBl F# R #/11-2b (1.46 mg, 72%) °

FREYI-3a &1k

CO,H

80K - I 152 HEEHRIEAE)

111140815 FEHESE A0202 1123049662-0



202325274

(0199  fert T > R SEALHA[1310-73-2] (1.13 g, 28.29 mmol)/FAIER L
(74 mL) K2 7K(19 mL) 2R &Y 2 HEYI-2a 25K T © #HESYHESOC T
P2/ o AN M HCUKE RE S R &) 2pH 7 HAF EZE R4 - LA
FEHEREEERR 2 T EYIL-3a - REAR T —FRPiREEAE T4t

(276 g FEE > ORGE) -

PR I-d4a” &K

O

CO,Et
Fsc)J\/ 2

Br

[0200] ¥EN-EIEIREDER[128-08-5] (14.69 g, 82.56 mmol);fRHIZE A
DMSO (72 mL)H 2 4,4,4- =& LB L% L EE[372-31-6] (14.48 g, 78.63 mmol)
BHART - BRERESYEt TR NG < RINEAINHCIKER - WkHR
EYIFEIOACZETY o BAMEERIE/KENR - #2/eMeS0,) ~ )8 ~ RATHEZEH
B4E - DIEH By i Y-da o EE T 5B i R LS ]

—H 4L (14.1g > 55% > 8O%AHE) -

R 1-4b . &5k
0]

FW)J\KCOZEt

F Br

F8IH - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0201] {EOCT > ¥E[7726-95-6] (0.70 mL, 13.75 mmol)iZ @ RME i
BZ e FHIE (20 mL)H 2 4,4- & LB LB L B5[7726-95-6] (1.8 mL, 13.75 mmol)
CaCO; (1.6 g, 15.95 mmol) ZSEEY)H « KERSYIMEt THEFEUNE - AAMBIEEZE
HoRSE o RAHHEYI LB - AT R EI RS IBIEEE - IR T ZE R
> EHESEOHRY 2 R HEY-4b (337 E&E) -

FREYI-5a &1k
CO,Et

Crbe
XN

[0202] AfErt | > fEEEVE S > KR2-HE A IE[504-29-0] (3.2 g, 34 mmol)
NIIZER LB7(100 mL) 2 FEfafI1-4a (18 g, 68.43 mmol) Z FFHHAR T » i
JERSYIMESOC MEHAS/NE - AARFIARfE A2 T 253% » RIIEAINaHCO;
KBER > ALRGEEPIHEOACZER - RS /KRR ~ #26:(MgS0y)

B~ RALEZENURYE - RAHEYRE M REE AL (W4 © EtOACHBE
fEr 100/0280/20) o WERATAUR M AR ZE TS - DUEL EREEmERe 2

hR#IL-5a (2.0 g, 22%) ©

HREI-5b.7 R,

F82H - I 152 HEEHRIEAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0203]  AErt | > R2-REFEEMERE[504-29-0] (0.51 g, 5.44 mmol)/ I £k 4
AZ(30 mL) Z HpFEjPI1-4b (2 g, 8.16 mmol) Z{RFFARF © #RIERGVIEES
C TMBEFE 16/ » IINEAINaHCO/KOER - W E &Y FIEIOACZEHT - A
PRI FHER/KIER ~ B2BR(MgSOy) ~ 38 ~ RAEBZETIRYE - Rt YRS
BRI (B4 ¢ ECOACHYBEREF100/0£40/26 )« WERATAUR (AL
HZE HRdE - DUEH 2R 2 friEPI-5a (0.81 g, 59%)

FREYI-6a &1k
CO,H

Crpe
XN

[0204) &1 MEEEEN/KAKE[1310-73-2] (1.32 mL > 1.32 mmol ) J75H0
EFEPNZERFI-5a (113 mg » 0.44 mmol) FRZEE (3mL) FK/K (1 mL)
ZREPH o it HFEA 1 MACEK[1310-73-2] (1.32 mL, 1.32 mmol)
ININERY ZB2(3 mL) K 7K(1 mL) 258 &) 2 E11-5a (113 mg, 0.44 mmol)
ZIERT o FEREEYHE T EFE16/0NE - FEHAII M HCUKERE MRS
ZpH SHAREZETRY - DIEHEHEER 2P REPYI-6a » K EHA T —5 5
ARG —F 4k (101 mg >

HEI-6b. EhY,

CO,H
\(\N N
G SN
583H - 152 H(ZHHRAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0205] #RIBBIRIA SRt EYI-6a F2 R LAVIRRE » (6 PRI

2b (120 mg, 0.49 mmol){F FyiCartft - AKEL T EP/II-6b (106 mg > EE) -

RRFII-Ta &K
CO,Et

[0206) fErt | - fEEEET » BKHCO; (688 mg, 6.87 mmol) &z PN E:
7.1 7 EE[4949-44-4] (0.98 mL, 6.87 mmol);F I EHZEEACN (9.18 mL)H .7 2-
E--4-HAIETE[108-52-1] (500 mg, 4.58 mmol) ZIFHAERY - HRIEREYIHE
80°C TEHE16/N\IE » 2R 1B RINERFINaHCOS /KB » W6 EA P EtOAC (3x)
ZEHY o a0t < ATEERZRMgSO,) ~ MBS - RALEZE FURS < REHEYHEH
HoREtEimiait (a5 DCM/MeOH 9:1jADCMM > 0/100%:20/80) o Ui
SRR B 22 FR4E - DUE H 247 EERE 2 EY/II-Ta (206 mg,

19%) o

RRI-Tb . &hk
CO,Et

MeO\KN/\g_/
=

F84H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0207] FRIBEIHN G R EYIL-Tal R DIRVRE R - (EA2-Hks-4-H
ELWEE[13418-77-4]1 (500 mg, 4 mmol){E RyitEaapint » KB g PIL-Th (407

mg, 40%) o
R -Te &k
CO,Et
Z\| \
N \N

[0208] Aot T - fEEEIET  FNBEE JBE LHBE[4949-44-4] (1.87 mL,
12.71 mmol) K VU3 2. $5[558-13-4] (11.24 g, 33.90 mmol); I A B2 ACN
(15.25 mL)H 7 4-55,-2-F EEIHEE[944401-77-8] (1 g, 8.47 mmol) 7 HFE IR F
R SR S YI{E80°C T ERE20/ N - 2RI MY N RS £ B £ B5[4949-44-
4] (1.24 mL, 8.47 mmol) & VR /%% [558-13-4] (2.81 g, 8.48 mmol) - 4 K JE R &
YI{E80C MEFES/INEF » RN INERY MY NBER £ F; £.B5[4949-44-4] (0.62 mL,
4.24 mmol) J VU3 7 §7[558-13-4] (1.41 g, 4.24 mmol) - ¥ fERSYI{ES0C T
HE—HERE16/NF > SRR EI1E10% NaHCO; /KA 3l FHEtOAc (3x)ZEHT © jKf
Bt AR MgSOy) ~ B8 - RATEZHIRY - RitHEYFE R E
BimEdi(t (H 5 DCM/MeOH 9:1jADCMH > 0/100520/80 ) - WEEFTAR

{liAE B ZE TReE - DU H 2k s ERS 2 T EPI-Te (529 mg, 25%)

SF85H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

RRI-7d &6k

CO,Et

[0209)] HKHCO; (610 mg, 69 mmol) & NfEE: /. /. f5[4949-44-4] (0.87
mL, 6.09 mmol)fS1 £ FZERACN (8.14 mL)H 7 4,5- — HHEL-2-WEIERZ[1193-74-
4] (500 mg, 4.06 mmol) Z FHEFR T « FEEIMDE=FHHE[75-62-7] (1.2 mL,
12.18 mmol) » G MR EPIES0C TRFE16/NE » ZREIRNINERY MIYNERE: L
% /. Fi5[4949-44-4] (0.43 mL, 3.04 mmol) ;7 & = & F 15[ 75-62-7] (0.6 mL, 6.09
mmol) ° K EREYIHES0C N RFE 16/ - ZARINIIEAINaHCOS//IOE K
R REEYIHEOAe B3x)2£HY - FE0F L AIRIERZIE(MgSO,) ~ )8 ~ MALE
ZedRAE o RHHEYIFEH TR E T B AL (BWa © MeOHYDCMH: »
0/100%2/98 ) - WEFTAURIT AL EZZF0RME - DUEH 2 e < EYII-

7d (219 mg, 20%) -

PRIPI-TEZ EHK

86K - I 152 HEEHRIAE)

111140815 FEHESE A0202 1123049662-0



202325274

[0210] RIEEFN G EYIL-TdR PR LIRS - (EHS-HEE-4-
FHELIEIE-2-[1749-71-9] (0.5 g, 3.59 mmol)E BitEdadit » 2R i #/I-7¢

(0.23 g, 24%) -

FREVI-Tg. 2 B

(0211] ARIBEIRN SRl EYIL-TARE PR LIRVRE R > (5 S- PR ATt
-2-FH#[1603-41-4]1 (5 g, 46.24 mmol){F RiEaapint » KB e EPIL-7 g (8.85 g,

82%) -

R REYI-8a &k
CO,H

[0212]  fert T > RS (E#A[1310-73-2] (72 mg, 1.8 mmol)IFNfIE N LHEF
(4.7 mL) fe7K(1.2 mL) 2R &) 2 FrfEl#/1I-7a (140 mg, 0.6 mmol) Z/ARH -
RHEGYHESOC MEFH2/NE « FEHAIN M HCUKER(E R g E &) 2pH 7H.
FEEZERYE > DI H 2R G aERR 2 T EYIL-8a - R T—FRinR

EIEME—PIE (2768 EE > 0%E) -

F8TH - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

HEI-8b. R,

CO,H

o

[0213] IRIBBLRIA SRt EI-8b 2 12 FEAED A2 FE - {58 FH o RS 4)1I-

7b (150 mg, 0.6 mmol){E RyitEsaAT i} » KB A EYI-8b (135 mg > EE) -

R YII-8¢. &k

[0214] FRBBIRIR SR EYI-8a > F2 R AVARRE » (6 PRI

7c (248 mg, 1.04 mmol){E Byl - KL PREIP/I-8c (219 mg > EE) -

R YII-8d &%
CO,H

[0215] FRIBBIRIR SR EYI-8a > F2 FFE VAR » (6 ch I

7d (110 mg, 0.44 mmol){ RyiCartft » 2B P fEP/I1-8d (115 mg, 99%)

88K - I 152 H(EEHTRIEAE)

111140815 FEHESE A0202 1123049662-0



202325274

R YII-8e. &5k
CO,H

Cl Y

[0216] frth > fERRGEE/IMNEAF > #15% KoCO37K A7 (1.2 mL, 1.30
mmol))N1ZE FYEtOH (1.5 mL) & 7 5 #711-1d (143 mg, 0.56 mmol) 7 5151 o
RHE S0 C M BRE16/ NS > AR FEMIAII2 M HCUKS IR 2£pH 384 © F5A

Bl EzE P zss - e EreEEfe 2 4 EY11-8e (108 mg, 85%)

RPI-8E 2 E K

[0217] IRBBIRIR SR EYI-8a > F2 R AVARRE » (6 ch I

7t (95 mg, 0.36 mmol){E RitEsahTiet » KB g RIPIIL-8f (112 mg > EE

R REI-9. &1k
|
Cl \N)\NHZ
[0218) it [ @ B =RZ=FFFL[87-90-1] (1.54 g, 7.72 mmolF /%

FA7K (18 mL) e 7 2-far-4-EF mEE[3993-78-0] (2 g, 15.44 mmol) Kz /. FE(2 mL,
ZFEROH - H: 152 HEEHARRIHE)

111140815 FEHESE A0202 1123049662-0
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34.94 mmol) ZERF o HERSRESYIIS0C TIEFEIS/ IR > A& S A2t fF]
NEHKZIEME - RORSYFEHRIARII10 M NaOHZCE R 18 FE4/ NEF 5K i
b« B R SRS FE B s SRl FE 7K (14 mL)FEdlR « SRS RIS 7424 mlfy0.5
M NaOHZKZ /R HGHEEE 1/ NG o 165 (138 F 2B IEU AR 1 F 24 mIFY7K ek -
[E188 FAEtOACTE g AT B 22 B4R - BEERII —Zlt - kPRSI EZEH T
TORYE - DUE R EoREERE . R (1.7 g, 60%) -

HREPI-102 & RY

CO,Et

Cl
]\/ANM
Cl \N)QN

[0219) F1EOC T™HEN2T » B NEELBE £ FE[4949-44-4] (2.43 mL, 16.59
mmol) K2 (— Z 58 F i) Z5[3240-34-4] (5.01 g, 15.54 mmol)/f 1 HREZ MR H T
TR (49.4 mL)A Z FF RPN (1.7 g, 10.37 mmol) ZJFIR » #EEZRIANII=
(i — B # 5 %(109-63-7] (0.13 mL, 1.03 mmol)  REEEYIES C RS
TY#E o IRERAET MBRFR2/ NG o #2540 C NARIINER LB £H5[4949-44-4]
(1.21 mL, 8.29 mmol) ~ (2 fEss Fhif) 7[3240-34-4] (2.50 g, 7.78 mmol) ~ [ =
&L Jl#5 &5 9(109-63-7] (0.06 mL, 0.48 mmol) - WHRPEGYIES C TR

5788 NRATI MRH2/INEF - REESPIE] A 10% NaHCOs 7K i 3l - EtOAC
ZEHY - A TRIERZR(MESO,) ~ S - ALRFARIE EZE 23 o KoY RE M
PR EHEITASE (B4 EtOACRBEGEF10/1002£15/85 )~ WARRTA LD

WAL EZEHRYE - FRer#E i AHHPLCH (L (Phenomenex Gemini ; C18

SHO0H » I 152 HEEHREAZE)

111140815 FEHESE A0202 1123049662-0
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100x30 mm 5 pm&#E : 59% (25 mM NHHCO3) / 41% (ACN: MeOH 1:1)%17%
(25 mM NH:HCOs) / 83% (ACN: MeOH 1:1)  WERRTAUM {3 1AL H ZE R s oA

BErRARER - LR ATR/KERDCMEERY - FA TR TEE - #25(MgSO0.) ~ 4
& AR R ZE TR > LUEH 2 8 EEEE 2 FEYI-10 (510 mg,

16%) ©

FRPI-11.2 5hY

[0220) AErt | o BF2,4- HEERHFZ[20781-20-8] (0.36 mL, 2.4 mmol)
ININER Rz LA - IS FRREPII-10 (485 mg, 1.6 mmol) 27T © iR+
TRALIC MR 2N > 2V IR %2,4- S EZR B %(20781-20-8] (0.18 mL,
1.2 mmol) > A EHESYIESOC T EEE16/N - BEABIF A2 TR - 2RI
Ko R G VIFDCMZEERL » A TRE 8 - 528(MgSO04) ~ 1B > M REA R
FEEZEPZRS o RHEVRE M REEREITAAE (B4 EtOACHBEEH
0/1002£25/75) » WERRTACRUIAE EZE RS - LIEH E B CERRZ TEY

I1I-11 (544 mg, 80%)

FOLH - 3 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0



202325274

PRPII-12a 2 E R

CO,Et

OMe j\/AN/\S_\
oy
H
MeO

[0221) BFHHEMEE[13061-96-6] (37 mg, 0.62 mmol) fzK5P04 (176 mg,
0.83 mmol)/f N2 2 7K(0.33 mL) &z FHZ5(1.66 mL) 2B &Y 2 PEYI-11 2%
B o REREVIRANIIR 107788 > AT AT ZBEsEAD) [3375-31-3] (9 mg,
0.042 mmol) 5z SPhos [657408-07-6] (26 mg, 0.062 mmol) - ik RS 110
CMBEH2NG - BOEBRIHERZE MR - WWRHHEY R D R E I EIT AL b
(B 15 5 BtOACH BEEH10/100250/50 )« WERFTAICR (I E 22 R4E > LA

7t 2R EHIAY) 2 T EPI-12a -

FRP-12b 2 5%

O CO,Et
e I N&%
H/\(\ \
\N/L\N

[0222] RKEERECEROMHE - S& RS0 mgZ iEYII-1a -

[0223] fEihEE/ IR - K5 ISHE4 mL)o 2 P RE#II-1a (250 mg,
0.85 mmol) ~ $((=&K T SEFE AR B A —# B ER[1314538-55-0] (240
mg, 1 mmol) ~ [4,4-BE(1,1-“HEL £F)-2,2"- IEnE [$RAD & E#1[1034901-50-

2] (35 mg, 0.085 mmol) ~ Ir[dF(CF3)ppy]2(dtbbpy)PF6 [870987-63-6] (25 mg, 0.02

FO2H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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mmol) + Cs2CO3 (430 mg, 1.3 mmol) LB EWFE MsEN2EES 7y sB AR R, - &
e/ IMREES - WA RE R St T B ELEDYCHRET48/NEF - i R SR &)
FIECOACHRIRL FH/KIEHR - AR il ~ 52KR(MgSO4) ~ )8 » ILRFAERIE

HZE 7R3 o B R R E T AS(E (B4 > EtOACKBEEH

N

00/100Z100/0)  WERATHURITILRIERHEEZE TR > DEHE maER 2

RRS4TI-12b (160 me » 23% » S0%4HFE) -

HREPI-132 & RY

CO,Et

¥ I
N7 N7 N

MeO O)})<

[0224]  FErtF > B 08EE . (=4% 1)FE[24424-99-5] (0.12 mL, 0.51
mmol)RANTEHA1,4- _IE(1.16 mL)H 7 Hrfs#11-12a (136 mg, 0.34 mmol) ~ =
Z.J#[121-44-8] (0.14 mL, 1,02 mmol) ~ Fr4-(_ EHREEL)ILENE[1122-58-3] (2 mg,
0.017 mmol) ZfFHEEIR T - KR EYHE MRFEI6/NTF - ZMERINE L = J
[121-44-8] (47 uL, 0.34 mmol) iz _hixfi% (=4 ] E5[24424-99-5] (78 pL, 0.34
mmol) » LHRFEEYIHESOC MEH20/NT - IRIIERI MY =L RE[121-44-8] (71
uL, 0.51 mmol) & _likfis - (=4% T)H5[24424-99-5] (117 uL, 0.51 mmol) » [ ¥EE
EYE80°C THBHE2/ NIF  BEE RN 2 = ZR#[121-44-8] (94 uL, 0.68 mmol) -~
4-(ZHREEMERE[1122-58-3] (2 mg, 0.017 mmol) ~ K i (=& T)fs

[24424-99-51 (117 uL, 0.51 mmol) » ¥ HESR S YHAEL100°C THEEEL6/ NS -

SFO3H - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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[ HE R EPIA/K R BRI FIDCM (x3)ZEHT © & fF Z AR HZ bR
(MgSOy) ~ ##)E ~ RALEZEFIRM - FHHEYRE MR E R AR (B
£+ EtOACHYBEREH0/1002£30/70) WERRTAIUR (o liAE A 22 HURds - PUE

EoREERE L FREPI-14 (170 mg > 86% > 86%4H[E) -

HREPI-152 & RY

CO,H
OMe \/KN/\S_\
N \N)Q N

PN

MeO

[0225] et T A (b B /K EP)[1310-66-3] (43 mg, 1.02 mmol)/7
IR ZEF(5.12 mL) 7K(1.71 mL) SR &Y 2§ E#711-14 (170 mg, 0.34
mmol) ZFIR T o SR SV Lt MR 16N » PEEREE SYIREIA I M
HCUKE R EpH 7 - EREEZE T3 > LR ERaE R THEYI-15

HIELFR T — B B P iR ACAE T —H A FE (198 mg » 88

HRIYI-16 & hK
CO,Et

[0226] FEN2 T - iResEAE£HAV) [1314-15-4] (73 mg, 0.32 mmol)iFANIZEFY
HIEE(8 mL) A 2 FFREPII-1d (0.78 g, 3.56 mmol) Z{RFFER T - SEENIIRAR

FOAH - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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HCI/KZER Q2 p o i FTEE R =0 TEHLRS NMEREI6/N - B fE R
Bcelite®BAAEIE - RPEIRITHZE a8 DIEH EMmEHiRY ~ T iEYII-16

(785 mg, 94%) o

HRREYII-17a 2 &5
CO,H

(0227] et T A (B K EP)[1310-66-3] (85 mg, 2.02 mmol)/7
IZEH ZBF(S mL) K 7K (2 mL) 28 &)+ 2 FFfE#11-16 (300 mg, 1.35 mmol).2
BHERT - FEREYHESOC MRFF16/NE » ZAMRRIERIEE 2 T3k - DUE
tH 2R EER < PEYI-17a (262 mg » EE) -

FRPI-17b 2 & kY

[0228] fErt T > A (b B /K EP)[1310-66-3] (29 mg, 0.69 mmol)/7
JIZEHXTHF (4 mL) Kz7K(1.5 mL) 28 &) < EPIL-5b (111 mg, 0.46 mmol)
ZIBFRERT o RER SV E TRFR16/NEF > 28 RFE AN M HCIKE i
e REEEHEEZE f25% » DIEH E g eEg 2 1 REYI-17b (120 mg » &
E) °

SFOSH - I 152 HEEHREAE)

111140815 FEHESE A0202 1123049662-0
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PRPI-17c.2 1Y

[0229] et T A (BB /K EP[1310-66-3] (135 mg, 3.23 mmol)if
ZER LE(4.4 mL) 7K (2.2 mL) 2R &) 2 Frfa#7II-1d (250 mg, 1.08 mmol)
ZIREERT o FRGYHESOC T RFF16/NE - 28R AN M HCUKIER
MoRAD - REERHE A= PR > DEH 2R EER 2 T REPII-17¢ (448 mg -

) o

il

E

PRPI-17d 2 & hY

O CO,H
S

[0230] fert T FHEA(LHI6] mg, 0.3 mmol)HIZE FEII-12b (172
mg, 0.49 mmol) Z7FRT KR ESPHE MEFE16/NE « FEHARINT M HCUKE
RESEREYZEpH T » WAPERH Az 28 > D 2 mEEe 2 EY)
-17d > FEEAHR T —F BRI REE M —54{E (187 mg > 80% > 80%4(

FE) -

FI6H - I 152 HEEHRIEAE)

111140815 FEHESE A0202 1123049662-0
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M EEYZ &K
{E&Y1abY &%
,_< >_</N\N
\f\ b N%\?}LCF\?

N
. \
/k\N

N

[0231]  FErt R - $HATU [148893-10-1] (3.84 g, 10.1 mmol) &z DIPEA
[7087-68-51 (8.21 mL, 41.13 mmol);fHIZE HADMF (160 mL)th 2 thfS#11-3a (2.76
g, 9.43 mmol) AR H R ESYHRFEI0 8 - B3 INIIRREIYI-6 2.49 g,
6.73 mmol) - AG{Ert [ ERSY)FHERE VNG « B3 > INII8EAINaHCO37K
B WREHEESYIFDCM (x3)22HY < &0 < AR EIEZEE(MgS04) ~ i
e ERERIE R 2 7R g o FOHEY) FHEAINaHCO3 /KA R B0 28058 © &
[EBE 7K (x3) » DCM (x3) ~ R4 28k DELE O GERE Y &44E
&¥)1ab (1.59 g, 48%) - FEERATE 22 Rl FEH R e i Edb (8
£ 5 DCM/MeOH 9:15ADCM A » 0/100230/70) - WERTARID ~ T EZEH 2
48 - DUE N —SR 2 8REmERS(0.27 g, 8%) K 2 H B [E#5(0.44 g, 13%) 2 i fHEH
Sftlr 2 b&P)1ab -

[0232] 1H NMR (400 MHz, DMSO) d 9.16 (d, J = 1.0 Hz, 1H), 8.55 —
8.47 (m, 2H), 7.95 (d, J = 8.2 Hz, 2H), 7.45 (d, J = 8.2 Hz, 2H), 4.57 (d, J = 5.9 Hz,

2H), 4.33 (dd, J =12.8, 3.7 Hz, 1H), 4.17 (td, J = 12.1, 4.8 Hz, 1H), 3.27 — 3.12 (m,

2H), 3.02 (q,J =7.5 Hz, 2H), 2.92 (dd, J = 17.4, 11.9 Hz, 1H), 2.34 (s, 3H), 2.30 (d,
J=2.3 Hz, 1H), 2.20 - 2.02 (m, 1H), 1.28 (t,J =7.5 Hz, 3H) -

FITH - I 152 HEEHREAE)
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{b=Plaklb 2 &%

N~ N
< > : N ( ) ~N
3 \ Ag\ < / A\/B\
i/\ NH N CF; NH N CFs
N \ 1a 7\/\ \ 1b
N

'y A

N

[0233] —#t{E&P1ab (0.32 mg, 0.66 mmol) » FRIFEL F 7tk FRAR{LIHY
TP FELE - (AR5 ZE MESFC T Tasco SFCEIFEAY 245 | » H{s FIPhenomenex
Lux Cellulose-1 250 mmfx30 mm L.D.5 pm#irf& » LL30 ml/minfyCO2 (55%).2 %
FEARE A -HEF(45%) + 0.1% _ 2/ » 7£30°C T » BPR 15025k 4k{L - DAD{H
RIESHIRRRHRAE E £5220 nm o WEERTAR T ~ 283 - RALEZE Tzl -
WERYIA LB DIEH 20 B 2 (bE11a (90 mg) K 1b (68 mg) -

[0234)] {L&%1a 1H NMR (400 MHz, DMSO) d 9.16 (s, 1H), 8.51 (d,J =

2.4 Hz, 1H), 8.50 (d, J = 8.0 Hz, 1H), 7.95 (d, J = 8.2 Hz, 2H), 7.45 (d, J = 8.2 Hz,
2H), 4.57 (d,J =5.8 Hz, 2H), 4.33 (dd, J = 12.6, 3.7 Hz, 1H), 4.17 (td, J = 12.1, 4.8

Hz, 1H), 3.23 — 3.15 (m, 2H), 3.02 (q, J = 7.5 Hz, 2H), 2.94 — 2.85 (m, 1H), 2.34 (s,
3H), 2.31 (s, 1H), 2.11 (qd, J =11.4,5.7 Hz, 1H), 1.28 (t,J = 7.5 Hz, 3H) -

[0235] {E&%71b 1H NMR (400 MHz, DMSO) d 9.16 (d, J = 1.1 Hz, 1H),

8.52(d,J =2.4 Hz, 1H), 8.50 (d,J = 6.1 Hz, 1H), 7.95 (d, ] = 8.2 Hz, 2H), 7.45 (d, J
= 8.2 Hz, 2H), 4.57 (d, ] = 5.9 Hz, 2H), 4.33 (dd, ] = 12.9, 3.8 Hz, 1H), 4.17 (td, J =
12.0, 4.6 Hz, 1H), 3.24 — 3.14 (m, 2H), 3.02 (q, J = 7.5 Hz, 2H), 2.93 (dd, J = 17.5,

12.1 Hz, 1H), 2.34 (s, 3H), 2.31 (s, 1H), 2.18 — 2.06 (m, 1H), 1.28 (t,J =7.5 Hz,
3H) -

SFO8H - I 152 H(EEHRIEAE)

111140815 FEHESE A0202 1123049662-0
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{E&¥2abr &1k
N~
_ {NH NTSNcr,
Crs
A
N

[0236) fErth > FHHATU [148893-10-1] (275 mg, 0.72 mmol ) KAIEFY

CF3

DMF (5 mL) 7 15 #71-6 (120 mg, 0.36 mmol) ~ 1 E#711-6a (100 mg, 0.43
mmol) + FzDIPEA [7087-68-5] (0.37 mL, 2.17 mmol) 7 JE &Y o R &Y+t
TREEE16/NR © 2 IR0 M Na2CO3/KER » MRPRE S EtOACZEHY © i
ARIERZEEMgS04) ~ 1 - MREARIE EZE 253k - Kot EY R et
@t A4 (L (WA 5 EtOACABEGEH0/1002100/0) - WEERTAUR Y ~ L HZE
HR4E - WRPrRerFE i fHHPLCH4li{E ( Phenomenex Gemini C18 100x30
mm 5 umEFE ; 72% [0.1% HCOOH] - 28% [ACN:MeOH (1:1)]%236% [0.1%
HCOOH] - 64% [ACN:MeOH (1:1)]) - WEEFTACR T IAE B ZE HFR4E » UEHE
frEERE 2 (EEY)2ab (122 mg, 65%) -

[0237) 1H NMR (400 MHz, DMSO) d 9.33 (t, ] = 5.8 Hz, 1H), 8.57 (d, J =
7.0 Hz, 1H), 7.97 (d, J = 8.2 Hz, 2H), 7.79 (d, J = 9.1 Hz, 1H), 7.59 — 7.50 (m, 1H),

7.45 (d,J =8.2 Hz, 2H), 7.20 (t, J = 6.5 Hz, 1H), 4.59 (d, J = 5.8 Hz, 2H), 4.33 (dd, J

=12.9,3.5 Hz, 1H), 4.18 (td, J = 11.9, 4.7 Hz, 1H), 3.25 — 3.14 (m, 2H), 2.93 (dd, J
=17.7,12.2 Hz, 1H), 2.37 — 2.27 (m, 1H), 2.18 — 2.09 (m, 1H) -

SFO9H - I 152 HEEHRIEAE)
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{E&Y2af2b s &1k
0 /—< :>—</N N /N "N
NH N/ R Q — S
C{\: - {NH ST
N -

[0238] —dtt{b&¥)2ab (350 mg, 0.69 mmol) - FRIFEA F HCAE PP AR {DIHYRE
FrATELHE - (ZFE M ZE MSFC ETasco SFCEIFAY £:.4 I » {1 FHPhenomenex Lux i-
Amylose-1 250 mmEx30 mm LD.5 pmifz{E » 230 ml/mingyCO2 (60%).~ FE %
FRIET -2 B%(40%) + 0.1% — 2.} > 4£30°C T » BPR 120224 (L - DAD{E IS
AIRERURR R E F5220 nm o WWERFRFER D ~ 838 - RALSHEZE THIE - #58
BRI 2Rt DIEH 2R A GE#E 2 (b E%)2a (87 mg) K 2b (89 mg) -

[0239) {L&%72a 1H NMR (400 MHz, DMSO) d 9.33 (t, J = 5.8 Hz, 1H),

8.57(d,J=7.0Hz, 1H), 797 (d,J = 8.2 Hz, 2H), 7.80 (d, J = 9.1 Hz, 1H), 7.61 —
7.50 (m, 1H), 7.45 (d, J = 8.2 Hz, 2H), 7.20 (dd, ] =9.9, 3.9 Hz, 1H), 4.59 (d,J =5.4
Hz, 2H), 4.33 (dd, I = 12.5, 3.6 Hz, 1H), 4.18 (td, J = 12.2, 4.9 Hz, 1H), 3.20 (d, J =

13.5 Hz, 2H), 2.93 (dd, J = 17.6, 12.1 Hz, 1H), 2.37 — 2.27 (m, 1H), 2.12 (qd, J =
11.6, 6.0 Hz, 1H) -

[0240] {E&%72b 1TH NMR (400 MHz, DMSO) d 9.34 (d, J = 5.4 Hz, 1H),

8.57(d,J=7.0Hz, 1H), 7.97 (d,J = 8.2 Hz, 2H), 7.79 (d, ] = 9.2 Hz, 1H), 7.55 (dd,
J=12.0,3.9 Hz, 1H), 7.45 (d, J = 8.2 Hz, 2H), 7.20 (t, ] = 6.9 Hz, 1H), 4.59 (d, J =
5.2 Hz, 2H),4.33 (dd, J = 12.7, 3.4 Hz, 1H), 4.24 — 4.10 (m, 1H), 3.20 (d, J = 13.5

Hz, 2H), 2.93 (dd, J = 17.6, 12.3 Hz, 1H), 2.33 (dd, J = 6.4, 4.4 Hz, 1H), 2.12 (qd, J
=11.5,5.8 Hz, 1H) -

100K » 3t 152 HEEHEHE)
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{E&3ab s £k

N
o, ANl
NH N CF,
\KN {
\N/k\N

[0241) f£rt T > FHFHATU [148893-10-1] (286 mg, 0.52 mmol))NIIE >
DMF (5 mL) 7 d1fif#71-10 (125 mg, 0.86 mmol) ~ HfEIYI1-3a (93 mg, 0.45
mmol) + FzDIPEA [7087-68-5] (0.38 mL, 2.26 mmol) 7 JE &Y o R &Y+t
TREEE16/NR © 2 IR0 M Na2CO3/KER » MRPRE S EtOACZEHY © i
ARIERZEEMgS04) ~ 1 - MREARIE EZE 253k - Kot EY R et
@t A4 (L (WA 5 EtOACABEGEH0/1002100/0) - WEERTAUR Y ~ L HZE
HR4E - WRPrRerFE i fHHPLCH4li{E ( Phenomenex Gemini C18 100x30
mm 5 um’EFE 5 70% [25 mM NH4HCO3] - 30% [ACN:MeOH (1:1)]£27% [25
mM NH4HCO3] - 73% [ACN:MeOH (1:1)] ) = WEERTAICR (75 WAL 25 HH R4
LI 2 H RS 2 {E&9)3ab (12 mg, 7%)

[0242] 1H NMR (400 MHz, DMSO) d 9.15 (dd, J = 2.3, 1.1 Hz, 1H), 8.51
(d,J =2.4 Hz, 1H), 8.47 (t, ] = 5.9 Hz, 1H), 7.69 (d, J = 8.2 Hz, 2H), 7.53 (s, 1H),
7.34 (d,J = 8.2 Hz, 2H), 4.52 (d, J = 5.9 Hz, 2H), 4.16 (dd, J = 12.5, 3.6 Hz, 1H),

398 (td,J =12.2,4.6 Hz, 1H), 3.12 - 3.05 (m, 2H), 3.01 (q, J = 7.5 Hz, 2H), 2.78

(dd,J =17.3, 12.8 Hz, 1H), 2.34 (s, 3H), 2.23 (d,J = 11.3 Hz, 1H), 1.95 (ddd, J =
24.8,11.9,5.6 Hz, 1H), 1.27 (t, ] =7.5 Hz, 3H) -

F101H > 3t 152 HEEHEHE)
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{b=P13af3b &K

%DJQ @JQL
\A\NAAN\\ i\AA\\

N N N

[0243] —dtt{b&)3ab (350 mg, 0.69 mmol) - FRIZEAL F HCAE PP AR {DIHYRE
FERnEifE - (RS ZEMESFC E)asco SFCEIAEAY £ | - (i F{Phenomenex Lux
Amylose-1 250 mmEx30 mm LD.5 pmirf& » £L30 mI/minfJCO2 (50%) Z5fE 2k
AR 2-NEF(50%) + 0.1% _ 2/ » 1£30CT » BPR 12025k 4{{L - DAD{MI
es HITHIPRR RS E F5220 nm « UWERFRRRIR 7 ~ 283 ~ RATEEZE NHZkE -
SFCERE I & B FE M PR B BT AFAE (WA 5 EtOACHBHEH0/100
£100/0) o WEERHUR (7 IAE H 22 FUR4E - RS —SFCRIRIEEYIH1:1
DIPE/DCM Z B &Y ENIAE60C MMER HEZE Mgtk » 7318 FIDIPERHENIAE
HZE TR - DIEHERAGER 2 (EEY)3a (40 mg) - K5 - SFCHEIRRIEEY)
F1:1 DIPE/DCM RS YRRBIGE60C M s EZE Mzl DEHE KA ®
[&8S < (E&P3b (71 mg) -

[0244] {E&%)3a 1H NMR (400 MHz, DMSO) d 9.15 (d, J = 1.1 Hz, 1H),
8.51 (d, J =2.4 Hz, 1H), 8.47 (t, ] = 5.9 Hz, 1H), 7.69 (d, J = 8.2 Hz, 2H), 7.54 (s,
1H), 7.34 (d, ] =8.2 Hz, 2H), 4.52 (d, ] = 5.9 Hz, 2H), 4.17 (dd, J = 12.6, 3.3 Hz,

1H), 3.98 (td, J = 12.2, 4.6 Hz, 1H), 3.14 — 3.05 (m, 2H), 3.01 (q, J = 7.5 Hz, 2H),

2.79 (dd, J =17.3, 12.6 Hz, 1H), 2.34 (s, 3H), 2.24 (d, ] = 11.3 Hz, 1H), 2.02 — 1.88
(m, 1H), 1.27 (t,J = 7.5 Hz, 3H) -

102 > 3 152 HEEHEHE)
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[0245] {E&%73b 1H NMR (400 MHz, DMSO) d 9.19 — 9.11 (m, 1H), 8.51

(d,J=2.4Hz, 1H), 8.47 (t,J = 5.9 Hz, 1H), 7.69 (d, J = 8.2 Hz, 2H), 7.55 (s, 1H),
7.35(d,J =8.2Hz, 2H), 4.52 (d,J =5.9 Hz, 2H), 4.17 (dd, J = 12.6, 3.5 Hz, 1H),
398 (td, J =12.1, 4.5 Hz, 1H), 3.15 - 3.05 (m, 2H), 3.01 (q, J = 7.5 Hz, 2H), 2.79

(dd, J=17.4, 12.6 Hz, 1H), 2.34 (s, 3H), 2.28 — 2.19 (m, 1H), 2.03 — 1.87 (m, 1H),
1.27 (t,J=7.5Hz,3H)

{E&idab” R

N~
O ﬁ< >—<//'\©\
NH NT B2
FN \

[0246) ALrt T > EHREII-16 (150 mg, 0.48 mmol)FsII1Z A DMF (10
mL) 1 FR#I1-3a (189 mg, 0.67 mmol) ~ HATU [148893-10-1] (272 mg, 0.72
mmol) + FDIPEA [7087-68-5] (0.58 mL, 3.33 mmol)” #@HEE&YT - KEREY)
TErt R HPEL6/ NS - B2 IRIIBEAINaHCO3 /KA » WHEHRE S FIDCM (3x)
ZEHL o BETFC ATRIZRZEEMgSO4) ~ M8 - ALRARIE A2 F 28 - fitHE
YiFEH R BE I ETEA(L (A 5 DCM/MeOH 9:1jADCMA - 0/100%
100/0) - UWIEERTAIOAR D - AL EZEHRYE - ALK erY) FADIPERHEL » DIEME

H & ERE Z (be4ab (105 mg, 49%)

[0247] 1H NMR (400 MHz, DMSO) d 9.16 (dd, J = 2.3, 1.1 Hz, 1H), 8.50

(dd,J=7.1,4.1 Hz, 2H), 7.94 (d, J = 8.3 Hz, 2H), 7.43 (d,J = 8.3 Hz, 2H), 4.57 (d, J
F103H » 3 152 HEEHEAE)

111140815 FEHESE A0202 1123049662-0



202325274

= 5.8 Hz, 2H), 4.22 (ddd, J = 12.6, 5.6, 2.8 Hz, 1H), 4.15 — 4.01 (m, 1H), 3.08 —2.93
(m, 3H), 2.47 — 2.39 (m, 1H), 2.37 — 2.31 (m, 3H), 2.05 (dt, J = 18.1, 13.1 Hz, 2H),

1.74 (dtd, J = 13.4, 10.9, 5.8 Hz, 1H), 1.28 (t,J = 7.5 Hz, 3H), 1.10 (d, J = 6.6 Hz,
3H) -

{E&5ab s £k

~H~<
Pese fobe

[0248) £t R > $EFREI¥I-6 (130 mg, 0.33 mmol)FRHNZE FADMF (5 mL)
b HHRE#11-8a (167 mg, 0.60 mmol) ~ HATU [148893-10-1] (191 mg, 0.50
mmol) + FDIPEA [7087-68-5] (0.41 mL, 2.34 mmol) ~ {BHEE &Y - BPREY)
FErt NERE16/ NS - BF3E » IRINEEFINaHCO3/KIAK @ Wik E& Y FEOAC (2X)

201 o AT 2 ARIETZEMgS04) ~ s - ALREABE B2E Rz 3% o RifHE

ViEEH AR T AS(E (A - DCM/MeOH 9:1jADCMH » 0/100%
30/70) - WEEFTAUM T - fEEZEHRLE - DUED ZE O aEiE 2 (E&5ab (92
mg, 56%) °

[0249]  1H NMR (400 MHz, DMSO) d 9.20 (d, J = 7.0 Hz, 1H), 8.46 (t, J =
5.5 Hz, 1H), 7.95 (d, T = 7.9 Hz, 2H), 7.44 (d, T = 7.9 Hz, 2H), 7.06 (d, ] = 7.0 Hz,

1H), 4.56 (d,J = 5.6 Hz, 2H), 4.39 — 4.09 (m, 2H), 3.19 (d, J = 13.1 Hz, 2H), 3.01 (q,

J=7.4 Hz, 2H), 2.97 — 2.88 (m, 1H), 2.55 (s, 3H), 2.32 (d,J = 11.3 Hz, 1H), 2.18 -
2.05 (m, 1H), 1.27 (t,J =7.4 Hz, 3H) -

1045 > 3 152 HEEHEHF)
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{b=PI5aRsb. 2 &K

3 O, o OO0,

/(\/L J\/l

ba 5b

[0250] —Ht{b=¥)5ab (1.34 g, 2.87 mmol) - FRIZEL Eaiie FPAR{bIHYRE
Fern@ifs » AFEhEMESFCH A FTasco SFCEUFAIZ 45 | - {5 Hi-Cellulose-C
& F¥(Regis Technologies) 250 mm&Ex30 mm 1.D.5 pm#{& > £L100 ml/minfljCO2
(65%) 2 F FE F AR A -FEE(45%) » 7£30°C T » BPR 150224l (L - DAD{=HI
ESRREUPER (53 E £5220 nm » WERATHUR (DR 2R - MEHES®
&8 < (L &Y)5a (430 mg, 79%) K ALEY)ISb (420 mg » FER=T1%) -

[0251)] {E&%)5a 1H NMR (400 MHz, DMSO) d 9.20 (d, J = 7.0 Hz, 1H),

8.45 (t,J=6.0 Hz, 1H), 7.95 (d, ] = 8.2 Hz, 2H), 7.44 (d, J = 8.3 Hz, 2H), 7.05 (d, J
=7.1 Hz, 1H), 4.56 (d, ] = 5.9 Hz, 2H), 4.33 (dd, ] = 12.8, 3.8 Hz, 1H), 4.26 — 4.07
(m, 1H), 3.24 — 3.13 (m, 2H), 3.01 (q, J = 7.5 Hz, 2H), 2.96 — 2.85 (m, 1H), 2.55 (s,

3H),2.32 (d,J = 10.8 Hz, 1H), 2.11 (ddd, J = 17.3, 12.2, 5.8 Hz, 1H), 1.27 (t, ] = 7.5
Hz, 3H) -

[0252)] {E&%)5b 1H NMR (400 MHz, DMSO) d 9.20 (d, J = 7.0 Hz, 1H),

8.45 (t,J =59 Hz, 1H), 7.95 (d, ] = 8.3 Hz, 2H), 7.44 (d, J = 8.3 Hz, 2H), 7.05 (d, J
=7.1 Hz, 1H), 4.56 (d, J = 5.9 Hz, 2H), 4.37 - 4.26 (m, 1H), 4.23 —4.11 (m, 1H),

3.19(d, J =13.3 Hz, 2H), 3.01 (q,J =7.5 Hz, 2H), 2.92 (dd, J = 17.2, 11.8 Hz, 1H),

105K > 3 152 HEEHEHFE)
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2.55 (s, 3H), 2.30 (t, I = 10.4 Hz, 1H), 2.20 - 2.03 (m, 1H), 1.27 (t, J = 7.5 Hz,
3H) -

{E&6ab” £hK

N~
o, < Y NRS
MeO NH N~ CF,
—
z/\N \
NS
N/A\N

[0253]  fErtF > fHEI-6 (130 mg, 0.33 mmol)75/j1 2 F*DMF (5 mL)
1 R 4)11-8b (171 mg, 0.60 mmol) + HATU [148893-10-1] (176 mg, 0.46
mmol) + K, DIPEA [7087-68-5] (0.38 mL, 2.16 mmol) » @R &4 - BHEEY)
FErt FHEPEL6/NEE o B2 SRIIEAAINaHCO3/KIEIR - iR &1 FEtOAC (2x)
ZEHL - e ft AR (MeS04) ~ 8 WRHARIERZE 723 - RiHE
ViFE R E I AL (4 : DCM/MeOH 9:1/*DCM# - 0/100%
30/70) - WERRTHA MY - EEZETRGE - DIEHE B aER 2 E&7)6ab (113

mg, 67%) o

[0254] 1H NMR (400 MHz, DMSO) d 8.97 (d, J = 3.0 Hz, 1H), 8.52 (d,J
= 3.0 Hz, 1H), 8.47 (t,J = 5.8 Hz, 1H), 7.96 (d, J = 8.2 Hz, 2H), 7.45 (d, ] = 8.2 Hz,
2H), 4.58 (d,J = 5.8 Hz, 2H), 4.37 — 4.28 (m, 1H), 4.23 — 4.11 (m, 1H), 3.86 (s, 3H),

3.21 (s, 1H), 3.17 (d, J =5.2 Hz, 1H), 3.03 (q, J = 7.5 Hz, 2H), 2.98 — 2.87 (m, 1H),
2.32(d,J =8.7Hz, 1H), 2.19 - 2.02 (m, 1H), 1.28 (t,J = 7.5 Hz, 3H) -

106 - 3 152 HEEHEHFE)
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(E&¥Taby &k
N~N
4
LA
FNAs
N

[0255] #ErtF - fHATU [148893-10-1] (450 mg, 1.18 mmol);RANE R
DMF (5 mL)51 2 F1 5416 (196 mg, 0.59 mmol) ~ HfE#/11-8c (100 mg, 0.43
mmol) + K¢ DIPEA [7087-68-5] (0.6 mL, 3.53 mmol) & &) » BHEEYHEN T
A 16/NEF © 8258 INI01 M NaHCO3/KF IR » Wik EEYIHDCMEERT - #H
PRIETZR(MgSO4) ~ 8 - AAEARAE B 22 P 255¢ - R EYRE e
trisife (#4 : DCM/MeOH (9:DxDCM# » 0/100%30/70) - WERATHUR

Ul A A ZE FUR4E - DUEH 2R S 2 (E &%) 7ab (97 mg, 34%) -

[0256] 1H NMR (400 MHz, DMSO) d 9.03 (dd, J = 7.5, 6.2 Hz, 1H), 8.46
(t,J =6.0 Hz, 1H), 7.95 (d, J = 8.2 Hz, 2H), 7.49 (dd, J =9.8,2.6 Hz, 1H), 7.44 (d, J
= 8.3 Hz, 2H), 7.06 (td, ] = 7.6, 2.7 Hz, 1H), 4.57 (d, ] = 5.9 Hz, 2H), 4.32 (dd, J =
12.8,3.6 Hz, 1H), 4.17 (td, J = 12.1, 4.9 Hz, 1H), 3.26 — 3.13 (m, 2H), 2.99 (dd, J =

15.0, 7.5 Hz, 2H), 2.95 — 2.87 (m, 1H), 2.37 —2.26 (m, 1H), 2.11 (qd,J =114, 5.8
Hz, 1H), 1.27 (t,J = 7.5 Hz, 3H) -

{E&¥8ab” £k

N\N

RS
N CF,

/g

ZE107H - 3152 HEEHHRREEE)
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[0257) f£rt T » FHFHATU [148893-10-1] (306 mg, 0.81 mmol) N2>
DMF (5 mL) 7 1 f5#71-6 (134 mg, 0.40 mmol) ~ FE#711-6b (105 mg, 0.48
mmol) ~ ZDIPEA [7087-68-5] (0.41 mL, 2.42 mmol) /;E-&¥)1H - B E&SY){Ert
TR0/ © PEERPEEYIF 1 M Na2CO3 /K5 B R /K SR Il FHEtOAc 22
0 - KA EEZ R (MgS04) ~ iR - WREARIEE 22 P23 - RetHEYRE R
HEMEITEA L (A BtOACHRBEEF0/100£100/0)  » WERRTAUM (T ~
FEREZE RS - AR R e YIRS H 2 fHHPLCH4l{E (Phenomenex Gemini C18
100x30 mm 5 um%EFE 5 59% [0.1% HCOOH] - 41% [ACN:MeOH (1: 1)1 £17%
[0.1% HCOOH] - 83% [ACN:MeOH (1:1)])  WEERTAICR (7741 B 28 HHR4A -
I H R eRFEth PR E MLt Adi b (B9F 5 EtOACHBElZH0/100%
100/0) - DAEMEHEEEE 2 (LE&18ab (13 mg, 6%) -

[0258] 1H NMR (400 MHz, DMSO) d 9.18 (s, 1H), 8.64 (t, ] = 5.8 Hz,
1H), 8.48 (d,J =2.1 Hz, 1H), 7.95 (d, J = 8.1 Hz, 2H), 7.46 (d, J = 8.1 Hz, 2H), 4.59
(d,J=5.8Hz, 2H), 4.32 (dd, J = 12.4, 4.1 Hz, 1H), 4.20-4.11 (m, 1H), 3.19 (d, J =
13.3 Hz, 2H), 2.92 (dd, ] = 17.6, 12.2 Hz, 1H), 2.47 — 2.40 (m, 1H), 2.32 (s, 3H),

2.31 - 2.28 (m, 1H), 2.11 (ddd, J = 24.4, 11.6, 5.7 Hz, 1H), 1.06 (d, J = 6.4 Hz,
4H) -

108 > 3t 152 HEEHEHF)
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{E&19ab” £k

N~
N
4
2 /J\/Q\
D' A
=
L
N
N/k\N

[0259) f£rt T » FHFHATU [148893-10-1] (114 mg, 0.30 mmol))NIIE >
DMF (1.5 mL)d 7 FHfE#771-6 (100 mg, 0.30 mmol) ~ FPE#/11-8d (114 mg, 0.52
mmol) ~ ZDIPEA [7087-68-5] (0.21 mL, 1.20 mmol) ;& &% - B R ESY){Ert
THEREI/NIF o 5 IRINBEFINaHCO3 /KA @ SRS FADCMEZELEY - 4
ARG FEKEIR - Hate(MgSO04) ~ 388 - IR BIE 2= T 2238 - RitHEY)
FEREEEAME (894 © MeOHFADCMAT » 0/100£2/98 )« WEERTAR
SO B 22 R4 - DUE T 2 5@ E#E 2 (E&179ab (15 mg, 6%) -

[0260] 1H NMR (400 MHz, DMSO) d 9.06 (s, 1H), 8.42 (t,J = 6.0 Hz,
1H), 7.95 (d, J = 8.2 Hz, 2H), 7.44 (d, J = 8.2 Hz, 2H), 4.56 (d, J = 5.9 Hz, 2H), 4.32

(dd,J =12.7, 3.8 Hz, 1H), 4.17 (td, ] = 12.1, 4.9 Hz, 1H), 3.23 — 3.15 (m, 2H), 2.99

(q, I =7.6 Hz, 2H), 2.96 — 2.87 (m, 1H), 2.51 (s, 3H), 2.35 — 2.29 (m, 1H), 2.27 (s,
3H), 2.17-2.08 (m, 1H), 1.26 (t,J =7.5 Hz, 3H) -

{E&9110ab” &1k

~H<
O Aok

109K - 3 152 HEEHEHE)
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[0261] /& DMF (7.8 mL)H 2 fifE#11-8e (105 mg, 0.42 mmol) -
HATU [148893-10-1] (229 mg, 0.60 mmol) + FDIPEA [7087-68-5] (0.31 mL, 1.80
mmol) ZJE&E Vet MRFA10578 - 28R ANI1F E1-6 (100 mg, 0.30 mmol) -
EREVHE MRFE16/NE - B2 IRINEERINaHCO3 /KA - kbR & YIH
EtOAc B3x)ZFEHY - & ff Z AIRERZEMgS04) ~ #E » WRHARIEEZ 2%
3 - K EYIAHDIPERR ~ JFERDCMAE ~ K FHEAINaHCO3KFRAZHL © 1K
ARERZEMeS04) ~ )8 « RAEEZET RS - LEHEOGRERZ(EGY)

10ab (15 mg, 10%) °

[0262] 1H NMR (400 MHz, DMSO) d 9.43 (d, J =2.6 Hz, 1H), 8.69 (d,J
=2.6 Hz, 1H), 8.62 (t,J =5.9 Hz, 1H), 7.95 (d, J = 8.2 Hz, 2H), 7.46 (d, ] = 8.1 Hz,
2H), 4.58 (d,J =5.8 Hz, 2H), 4.33 (dd, J = 12.6, 4.2 Hz, 1H), 4.17 (td,J = 11.9, 4.8
Hz, 1H), 3.19 (d, J = 13.1 Hz, 2H), 3.05 (q, J =7.5 Hz, 2H), 2.93 (dd, ] = 17.8, 12.3

Hz, 1H), 2.32 (d, J = 10.5 Hz, 1H), 2.11 (qd, J = 12.0, 5.8 Hz, 1H), 1.29 (t,J =7.5
Hz, 3H) -

{E&Y10af10b & 1Y

N N
Cl\f\ NH NTNE CF4 CI\(\ 3 NH NT N CF4
N e
S \ N
N/L\N 10a \N/Q\N\ 10b
[0263] —fit{L&®r10ab - RIZEL AR R DIEVAR P 1E R RIIT-6
(0.74 g, 1.89 mmol)Fe4AFTELE » (538 M E M:SFCHy A Tasco SFCELFE AN 2445

_F > {£FPhenomenex Lux Cellulose-1 250 mmx30 mm 1.D.5 pmifiz % » LL30

FHI0H » 3 152 HEEHEHE)
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ml/minfyCO2 (50%) & S5 &R - EE(40%) + 0.1% . 2Kz » £30C | »
BPR 15052k &fi(L - DAD{ERIESHIRERUHAR (Ra% 8 £5220 nm o WEERTAIR (7300
EEZEHRYE - DUETEREERE 2 (EE&)10a (107 mg, 11%) K AE&1/10b
(118 mg > ER=12%) -

[0264] {E&%710a 1TH NMR (400 MHz, DMSO) d 9.43 (d, J = 2.6 Hz, 1H),

8.68 (d,J =2.6 Hz, 1H), 8.62 (t, ] =5.8 Hz, 1H), 7.95 (d, J = 8.2 Hz, 2H), 7.46 (d, J
= 8.2 Hz, 2H), 4.58 (d, ] = 5.8 Hz, 2H), 4.33 (dd, ] = 12.9, 3.6 Hz, 1H), 4.17 (td, J =
12.2,4.9 Hz, 1H), 3.23 — 3.14 (m, 2H), 3.05 (q, J = 7.5 Hz, 2H), 2.92 (dd, J = 17.7,

12.2 Hz, 1H), 2.32 (dd, J = 10.8, 2.1 Hz, 1H), 2.20 - 2.03 (m, 1H), 1.29 (t,J=7.5
Hz, 3H) -

[0265] {L&%710b 1H NMR (400 MHz, DMSO) d 9.43 (d, J = 2.6 Hz,

1H), 8.68 (d,J =2.6 Hz, 1H), 8.62 (t,J =5.9 Hz, 1H), 7.94 (t, ] = 8.3 Hz, 2H), 7.46
(d, J =8.3 Hz, 2H), 4.58 (d, J = 5.8 Hz, 2H), 4.33 (dd, J = 13.1, 3.4 Hz, 1H), 4.17
(td, J =12.0, 4.8 Hz, 1H), 3.24 — 3.14 (m, 2H), 3.05 (q, J = 7.5 Hz, 2H), 2.92 (dd, J =

17.5,12.1 Hz, 1H), 2.32 (dd, J = 10.9, 2.1 Hz, 1H), 2.19 - 2.04 (m, 1H), 1.29 (¢, J =
7.5 Hz, 3H) -

{E&¥11ab 2 &hY

_— CF3

N

N\

N~
< > /N
4
Q —L_ RS
_0 NH N
\

N
N

FUIHE > 3 152 HEEHEHSE)
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[0266]  fErtF - fHPREIH1-6 (110 mg, 0.33 mmol);FANZEHDMF (4 mL)
o1 fS4I1-8f (106 mg, 0.36 mmol) ~ HATU [148893-10-1] (189 mg, 0.50
mmol) + K¢ DIPEA [7087-68-5] (0.40 mL, 2.31 mmol) 2 J&ik  #HRSYIHE T
FEREIO/NEE - B SRINEAINAaHCO3/KIEIR » AR &9 FEtOAC (2x)ZE
0L - &0 2 ARERZER(MeSO04) ~ 38 - Al REERNE R ZE T 755¢ - FHEY)
EHREEREITASMIE (74 DCM/MeOH (9:)*DCMH - 0/100%
30/70) ° WERATHURIAE R ZE FIREE - IEE 2R G EEEE 2 (EG 1) 11ab

(27 mg, 15%) o

[0267] 1H NMR (400 MHz, DMSO) d 8.88 (s, 1H), 8.36 (t, ] = 5.6 Hz,
1H), 7.95 (d,J = 8.1 Hz, 2H), 7.45 (d, J = 8.2 Hz, 2H), 4.57 (d, ] = 5.6 Hz, 2H), 4.36
—4.28 (m, 1H), 4.17 (td, J = 12.0, 4.7 Hz, 1H), 3.86 (s, 3H), 3.23 — 3.14 (m, 2H),

3.00 (q,J =7.4 Hz, 2H), 2.97 — 2.86 (m, 1H), 2.46 (s, 3H), 2.36 — 2.27 (m, 1H), 2.19
—2.05 (m, 1H), 1.26 (t,J =7.5 Hz, 3H) -

{E&¥12abr &%
R {i
[0268) 1FOC P =& A H[76-05-1] (2.7 mL, 36.35 mmol);F 1t sl
#1-17a (179 mg, 0.24 mmo)F - EKHESYH Lt MBREUNEG o RSP A0
NaHCO37K&7% AN FHDCM (x3)Z£HY © #F & 0f 2 ARz e (MgS04) -

e~ RALEZEHRYE o P EYFE M HPLCA (L (Phenomenex Gemini C18

30x100 mm 5 pm’EFE 1 95% [0.1% HCOOH] - 5% [ACN:MeOH (1:1)]%£63%
F112H » 152 HEEHEAE)
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[0.1% HCOOH] - 37% [ACN:MeOH (1:)]) ~ WEEATFRlr » AARIANIIER
NaHCO3/KER - WikHREVIFDCMERL - & 0F 2 A HRERZEMgS04) ~ i
B~ RALEZENURGE £ LR SRS FIDIPE K IR It - DUE HE H EERE

7 (E-&47712ab (30 mg, 24%) -

[0269] 1H NMR (400 MHz, DMSO) d 8.74 (s, 1H), 8.06 (t, ] = 5.9 Hz,
1H), 7.95 (d,J = 8.1 Hz, 2H), 7.42 (d, J = 8.2 Hz, 2H), 6.86 (s, 2H), 4.52 (d, ] = 5.8
Hz, 2H), 4.33 (dd, ] = 12.5, 3.9 Hz, 1H), 4.17 (td, J = 12.1, 4.7 Hz, 1H), 3.23 - 3.15

(m, 2H), 2.98 — 2.91 (m, 1H), 2.87 (q, J = 7.5 Hz, 2H), 2.33 (d, J = 11.5 Hz, 1H),
2.18 — 2.10 (m, 1H), 2.06 (s, 3H), 1.22 (t, = 7.5 Hz, 3H) -

(E&%713ab 2 &1k
< > :N‘N
74
N
(A
N

[0270] #ErtF o YSHATU [148893-10-1] (570 mg, 1.5 mmol)RAIZE R
DMF (10 mL) . 1 RE#1-6 (250 mg, 0.75 mmol) ~ FPF4II-17a (248 mg, 1.28
mmol) + & DIPEA [7087-68-5] (0.21 mL, 1.20 mmol).” S&&#)h - ¥PRSYfrrt
TIEEE16/NE o BEE > IRINEEAINaHCO3 /KA » I ERE S FIDCMELRY « ¥
e FHEE /KR ~ 52BE(MgS04) ~ 788 » Wik AR EZE T 243 - FHEY
e R E gt A4t (A 5 DCM/MeOH (9:)ADCMH » 0/100%
40/60) - WEEFTAUR T ~ fEEZEFRYE » LR aRY) RS i AHHPLC A& L

( Phenomenex Gemini C18 100x30 mm 5 um’&E1E ; 95% [0.1% HCOOH] - 5%
FI113H > H 152 HEEHHRRIEE)
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[ACN:MeOH (1:1)]£63% [0.1% HCOOH] - 37% [ACN:MeOH (1:1)]) = Ur&HT
ORI R ZE T RGE - LUED 2 B3 GRS 2 (E51)13ab (79 mg, 22%)

[0271] 1H NMR (400 MHz, DMSO) d 8.25 (1, J = 6.0 Hz, 1H), 7.93 (d, ] =
8.2 Hz, 2H), 7.38 (d, J = 8.3 Hz, 2H), 4.45 (d, J = 6.0 Hz, 2H), 4.36 — 4.28 (m, 1H),
4.17 (td, J = 12.0, 4.9 Hz, 1H), 3.99 (t,J = 5.8 Hz, 2H), 3.18 (dd, ] = 9.5, 8.3 Hz,
2H),2.92 (dd, J = 17.6, 12.2 Hz, 1H), 2.71 (1, ] = 6.3 Hz, 2H), 2.64 (q, ] = 7.5 Hz,

2H), 2.36 — 2.27 (m, 1H), 2.18 — 2.03 (m, 1H), 1.91 - 1.73 (m, 4H), 1.10 (t, J =7.5
Hz, 3H) -

{E&¥14ab 2 &hK

F

N~
< > / N
4
2 ?@\
NH N CF,
e
N
Cr
N

F

[0272) fErt T o BFHREP1-6 (110 mg, 0.33 mmol))fN12 FADMF (4 mL)
7 cBRS#11-17b (120 mg, 0.46 mmol) ~ HATU [148893-10-1] (189 mg, 0.50
mmol) ~ 5 DIPEA [7087-68-5] (0.4 mL, 2.31 mmol). 2 /5K E - ¥ERSWI{Et T8
PET2/NES o 353 IRINBEAINaHCO37KATR - iR & YIFIEtOAC (x2)ZEHY »
AT E B /KEIR - R2MgS04) ~ )8 - WHRIARIEE 2 283 - KofHE
YiFER PR EET AR (B A - DCM/EEZI: 17ADCMH > 0/100%
30/70) - WERRRHUM T ~ AL EZEHRAE @ W IRaR#E i AHHPLCH 4l L

( Phenomenex Gemini C18 21.2x100 mm 5 um’&E+FF ;5 72% [(65 mM NH40Ac¢) +

114 > 3 152 HEERHEHFE)
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ACN (90:10) pH 7] — 28% (ACN/HI£1:1)£36% [(65 mM NH40Ac) + ACN
(90:10) pH 7] - 28% (ACN/HEEL:1)) = WERRTAUR (ol AL A ZE RdE » DU
EHEEREZ(EGY)14ab (41 mg, 25%) -

[0273] 1H NMR (400 MHz, DMSO) d 9.04 (1, J = 5.7 Hz, 1H), 8.82 (d, J =
7.0 Hz, 1H), 7.96 (d, J = 8.2 Hz, 2H), 7.76 (d, J = 9.1 Hz, 1H), 7.56 — 7.50 (m, 1H),

7.48 (s, 1H), 7.45 (s, 1H), 7.35 (t, J =53.8 Hz, 1H), 7.17 (td, J = 6.9, 1.1 Hz, 1H),

4.59 (d,J =5.7 Hz, 2H), 4.37 — 4.29 (m, 1H), 4.23 — 4.13 (m, 1H), 3.24 — 3.16 (m,
2H), 2.93 (dd, J =17.8, 12.3 Hz, 1H), 2.36 — 2.28 (m, 1H), 2.18 — 2.05 (m, 1H) °

{E&¥15ab 2 &hk

N~
N
N
C\
N

[0274) EHHATU [148893-10-1] (420 mg, 1.10 mmol);;5fJ1 £ S DMF (4
mL) 7 i #71-6 (234 mg, 0.55 mmol) ~ FEP1I-17¢ (440 mg, 1.06 mmol) ~ iz
DIPEA [7087-68-5] (0.6 ml, 3.31 mmol) 7 ;&&% » iR EESY{rt M ERER24/)N
5 o KPR &Y FAEEFINaHCO3/K ARkl FIDCMZEHY - AR fE il - 2%
(MgSO4) ~ )& » WARNERIEEZE P 2kEE o Rt EY R R - AR EE
R PRIREHEITA LR A B4R (20 5 MeOHFYDCMA? » 0/100%5/95) ~ Yk
FTACHU G ~ AEEZE R4S - TR ERYIHKFF FIDIPE:DCM (9:1) ~ DIPE:DCM
(1:9) ~ DIPE:DCM (1:1) ~ KER2OWEL - (KBRS H 22 Rzl - WiFE A

HPLCH4fi{t ( Phenomenex Gemini C18 30x100 mm 5 umE+FE 5 70% [25 mM
FI1I5H » 3 152 HEEHHRRAE)
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NH4HCO3] - 30% [ACN:MeOH (1:1)]%27% [25 mM NH4HCO3] - 73%
[ACN:MeOH (1:1)]) = WERATHIR D ~ JR4E ~ FAE60C MEEZE Mizkk » LUE
H = BB 2 (EG1)15ab (69 mg, 26%) -

[0275] 1H NMR (400 MHz, DMSO) d 8.81 (s, 1H), 8.40 (t, ] = 6.0 Hz,
1H), 7.96 (d, J = 8.3 Hz, 2H), 7.51 (d,J = 9.1 Hz, 1H), 7.45 (d, J = 8.3 Hz, 2H), 7.25
(dd,J=9.1, 1.7 Hz, 1H), 4.57 (d,J = 5.9 Hz, 2H), 4.37 — 4.28 (m, 1H), 4.17 (td, ] =
12.1,4.9 Hz, 1H), 3.24 - 3.11 (m, 2H), 3.03 - 2.95 (m, 2H), 2.92 (dd, J = 16.0, 10.6

Hz, 1H), 2.36 — 2.32 (m, 1H), 2.31 (s, 3H), 2.18 — 2.04 (m, 1H), 1.26 (t, J = 7.5 Hz,
3H) o

{b&¥16ab K {L&¥17ab 2 & kY

N~ N
H,N NH N CF3 _ NH N CF3
" LA
\/Q\N \N/A\N

N 16ab 17ab

[0276] AErt | o BF4M HCl_FEHEEAE(0.42 mL, 1.66 mmol))[RIIE Y
DCM (5 mL)H 2 HfEl#1-17b (165 mg, 0.28 mmol) Z{RFFRT » FER S
YIErt MRFELO/NTF - ANBREABIE B2 283 - fRolHEYFEh B Eth
EaiE (WA 0 12 5 DCM/MeOH/NH3 9:1:0.15ADCMA » 0/100%100/0) - Ug
ERTAOR AT B2 HoRdE - DUE T EXEaEiE 2 (LaY16ab (33 mg, 23%) K
{E&%)17ab (35 mg, 27%) -

[0277) {L&%16ab 1H NMR (400 MHz, DMSO) d 9.24 (d, J = 2.4 Hz,

1H), 8.61 (d,J =2.4 Hz, 1H), 8.52 (t,J = 5.8 Hz, 1H), 7.95 (d, J = 8.2 Hz, 2H), 7.45
F116H » 3 152 HEFHEAE)
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(d,J=8.2 Hz, 2H), 4.58 (d, ] = 5.8 Hz, 2H), 4.32 (dd, J = 11.7, 4.4 Hz, 1H), 4.17
(td, J =12.0, 4.9 Hz, 1H), 3.80 (s, 2H), 3.24 — 3.13 (m, 2H), 3.03 (q, J = 7.5 Hz, 2H),

2.92(dd,J =174, 12.0 Hz, 1H), 2.36 —2.27 (m, 1H), 2.19 - 2.02 (m, 1H), 1.28 (t,J
=7.5Hz, 3H) -

[0278) {L&%17ab 1H NMR (400 MHz, DMSO) d 9.34 (dd, J =6.9, 2.0

Hz, 1H), 8.63 (dd, ] =4.2, 2.0 Hz, 1H), 8.56 (t, J =5.9 Hz, 1H), 7.96 (d,J = 8.2 Hz,
2H), 7.46 (d,J =8.3 Hz, 2H), 7.18 (dd, J = 6.9, 4.2 Hz, 1H), 4.59 (d, ] = 5.8 Hz, 2H),
4.33(dd, J =12.7,3.8 Hz, 1H), 4.17 (td, J = 12.1, 4.9 Hz, 1H), 3.25 — 3.14 (m, 2H),

3.05(q,J =7.5Hz,2H), 293 (dd, J = 17.5, 12.0 Hz, 1H), 2.37 — 2.27 (m, 1H), 2.20
—2.05 (m, 1H), 1.30 (t, J = 7.5 Hz, 3H) -

{E&¥)18ab” &hk

N
{NH N CF,
=
A
N Ny~ CFa

[0279) AErt T > EHRRI1-10 (122 mg, 0.33 mmol)fsI1ZE A DMF (1.7
mL)H > FRFI-6a (132 mg, 0.57 mmol) ~ HATU [148893-10-1] (126 mg, 0.33
mmol) + 5 DIPEA [7087-68-5] (0.23 mL, 1.33 mmol) /AR F - ¥ERSYMILt T
PEPES/ NI o BFE 0 IRIDIBEAINaHCO3/KIATR » kN E S ADCMEEEY - #H
P R AORMR - RaRMeSO4) ~ 18 - W RFARIE R ZE 2% - FHHEYFE
HRERETEImEAIL (WA 5 EtOACHBEEEH0/1002280/20 ) < UXERFTAUR
(G EEZE R RE - DUE 2 0 EERE (L& 1)18ab (85 mg, 48%)

FUTH > 3 152 HEEHEHFE)
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[0280] 1H NMR (400 MHz, DMSO) d 9.28 (t,J = 5.7 Hz, 1H), 8.56 (d, J =
7.0 Hz, 1H), 7.80 (d, J =9.2 Hz, 1H), 7.72 (d, J = 8.2 Hz, 2H), 7.59 — 7.53 (m, 2H),
7.35(d,J=82Hz, 2H), 7.21 (t,J = 6.9 Hz, 1H), 4.54 (d, J = 5.8 Hz, 2H), 4.17 (dd, J

=12.9,3.5Hz, 1H), 3.99 (td, J = 11.9, 4.4 Hz, 1H), 3.17 — 3.03 (m, 2H), 2.79 (dd, J
=17.3,12.6 Hz, 1H), 2.24 (d, I = 11.5 Hz, 1H), 2.06 — 1.93 (m, 1H) -

{E&¥119ab 2 &1k

N

o H\/ /QL
NH N CF,4

\KN{L\/

\N/Q\N

[0281] #EOC FAEN2'F - i EAI-22 (200 mg, 0.52 mmol)/AIE Y
DMF (2.9 mL)H 2 fifEj#/11-3a (140 mg, 0.58 mmol) + HATU [148893-10-1] (199
mg, 0.52 mmol) + F,DIPEA [7087-68-5] (0.37 mL, 2.1 mmol) 2 &R RS
TEt T EPELO/NEF © 352 > IRIIEAAINaHCO3/KAR » iR &4 FAIDCMEZE
B - A PR BT ~ R2ER(MgSO4) ~ #JE - WREETIE RZE RS - i
HEVFEMREEREIT AL (B4 : MeOHFYDCMA » 0/100%2/98) © UX
SERTACR AR ZE R4 - UEH 20 GREIEE 2 (EG1)19ab (127 mg, 48%) -

[0282] 1H NMR (400 MHz, DMSO) d 9.16 (dd, J = 2.3, 1.1 Hz, 1H), 8.51
(d,J=2.4Hz, 1H), 8.48 (t,J = 6.0 Hz, 1H), 7.57 (d, J = 8.2 Hz, 2H), 7.37 (d, ] = 8.3
Hz, 2H), 4.54 (d,J = 5.8 Hz, 2H), 4.11 — 4.03 (m, 1H), 3.79 (td, J = 12.0, 4.7 Hz,

1H), 3.09 - 2.98 (m, 4H), 2.75 (dd, J = 17.0, 12.5 Hz, 1H), 2.34 (d, J = 0.4 Hz, 3H),

FUISH » 3t 152 HEEHEHF)
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2.33 - 2.23 (m, 4H), 1.94 (ddd, J = 24.6, 11.7, 5.6 Hz, 1H), 1.28 (t,J = 7.5 Hz,
3H) o

{E&920ab” &1k

—l_ RS
i/\ {/ CF4

(0283  Fert & RFEIP71-27 (126 mg, 0.34 mmol)/AA 12 /A DMF (5 mL)
tr - IRS#II-3a (120 mg, 0.41 mmol) ~ HATU [148893-10-17 (194 mg, 0.51
mmol) + &z DIPEA [7087-68-5] (0.42 mL, 2.39 mmol) 2 /&R F - BHREYIEt
FEREL6/NES o BEE S SRINBEFINaHCO3 /K% » 1 ERE S FEOAC (3x)%E
0 o & 0F 2 ARERZEEMgS04) ~ )8 - I AR EZEF R - BHEY
PR ERETEA(L (WA 5 MeOHADCMH » 0/1004100/0) - UZEERAT
AR ~ AEEZE RS - oRRERYFE T AH F 4L (Phenomenex Gemini
C18 30x100 mm 5 pmFE 5 59% [25 mM NH4HCO3] - 41% [ACN:MeOH (1:1)]
Z%17% [25 mM NH4HCO3] - 83% [ACN:MeOH (1:1)]) ° WERAUR{TIATE

ZedigdE - DUE N 2 0 aERg 2 (B4 120ab (85 mg, 51%) -

[0284] 1H NMR (400 MHz, DMSO) d 9.18 — 9.11 (m, 1H), 8.53 — 8.45

(m, 2H), 7.73 (d, ] = 8.2 Hz, 2H), 7.38 (d, J = 8.2 Hz, 2H), 6.52 (s, 1H), 4.54 (d, ] =

5.9 Hz, 2H), 4.30 (dd, J = 12.9, 3.6 Hz, 1H), 4.11 (td, J = 12.3, 4.8 Hz, 1H), 3.13 (dd,

J=15.9,4.0 Hz, 1H), 3.02 (q, J =7.5 Hz, 3H), 2.79 (dd, J = 15.8, 11.2 Hz, 1H), 2.34

FUI9H > 3 152 HEEHEHF)
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(s, 3H), 2.27 (dd, J = 13.3, 2.2 Hz, 1H), 2.04 (qd, J = 11.8, 5.7 Hz, 1H), 1.28 (t,J =
7.5 Hz, 3H) -

{E&¥21ab 2 & HK

N~
N
4
Q _— RS
NH CF
%N \
N\
N/L\N

[0285) #ErtF - S ePRI1-32 (59 mg, 0.15 mmol);f/1% HADMF (3 mL)
th- thRS#11-3a (63 mg, 0.22) - HATU [148893-10-1] (88 mg, 0.23 mmol) +
DIPEA [7087-68-5] (0.19 mL, 1.08 mmol) S o BRESYIEn FigRE16/)
I o BEE - IRINEAINaHCO3/KIER - kR S YIEIOAC Bx)ZHY © R& 6
CAMRIEHZEEMgS04) ~ EE - WRPARIE B2 283 - REHEYFEHEE
HEEtmZEsE (B4 5 MeOHFADCMH » 0/1004100/0) « WEERTAR (7 ~ 1E
Bz s RS FE M M 4{L ( Phenomenex Gemini C18 30x100
mm 5 um&HE 5 70% [0.1% HCOOH] - 30% [ACN:MeOH (1:1)]%27% [0.1%
HCOOH] - 73% [ACN:MeOH (1:1)]) « WEERTAIUR (71 B 22 FUR4E - LAEH
EHEMEEZ(LEY21ab (25 mg, 32%) -

[0286] 1H NMR (400 MHz, DMSO) d 9.19 — 9.13 (m, 1H), 8.51 (d,J =

2.4 Hz, 1H), 8.50 — 8.47 (m, 1H), 7.59 (d, J = 8.2 Hz, 2H), 7.41 (d, J = 8.2 Hz, 2H),

4.56 (d, J = 5.8 Hz, 2H), 4.31 — 4.22 (m, 1H), 4.07 (td, J = 12.3, 4.6 Hz, 1H), 3.08 —

120K > 3 152 HEEHEHE)
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2.96 (m, 4H), 2.72 — 2.60 (m, 1H), 2.34 (s, 3H), 2.30 — 2.22 (m, 1H), 2.08 (s, 3H),
2.06 - 1.93 (m, 1H), 1.28 (t, J =7.5 Hz, 3H) -

{E&¥r22ab 2 & HK

F

N~
o A Nl
—_ RS
NH N CF
—_
NS
N/k\N

3

[0287) f£rt T » FHHATU [148893-10-1] (434 mg, 1.14 mmol))NIIE >
DMF (10 mL)H 7t fEI#771-37 (200 mg, 0.57 mmol) ~ F1fE#711-3a (140 mg, 0.68
mmol) ~ ZDIPEA [7087-68-5] (0.58 mL, 3.42 mmol) ;& &% - B RSV {Ert
THEFE16/NE - 23BN IIIM Na2CO37KAR% » PRSI FEIOACEERY « #&H
TS il ~ FIERZKOR - 52ke(MgSO04) ~ iR - RO RIE R ZE R 283 - R
EVFER TR ENEA(L (85 5 EtOACiBEEH0/1004100/0) - Yde
FRAR T ~ AEEZEFURAE - LR er#s th i E (L (Phenomenex Gemini
C18 100x30 mm 5 um’EFE 5 81% [0.1% HCOOH] - 19% [ACN:MeOH (1:1)]1%
45% [0.1% HCOOH] - 55% [ACN:MeOH (1:1)]) -~ WERMSURITIERZEH 2
45 > DUEHEO®ERE 2 (L&1)22ab (122 mg, 42%) -

[0288) 1H NMR (400 MHz, DMSO) d 9.33 (s, 1H), 8.68 (s, 1H), 8.67 (d, J

= 8.6 Hz, 1H), 8.11 (t,J = 7.8 Hz, 1H), 7.46 (d, J = 9.8 Hz, 2H), 4.75 (d, ] = 5.8 Hz,

2H), 4.51 (dd, J =12.7, 3.9 Hz, 1H), 4.35 (td, J = 12.1, 4.8 Hz, 1H), 3.40 — 3.31 (m,

FI21H > 3 152 HEERHEHS)
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2H), 3.20 (q, J = 7.5 Hz, 2H), 3.10 (dd, J = 17.6, 12.2 Hz, 1H), 2.66 (s, 3H), 2.47 (s,
1H), 2.29 (ddd, J = 23.7, 11.2, 5.2 Hz, 1H), 1.46 (t, ] = 7.5 Hz, 3H) o

{E&¥23abr &hk

3

:/< N~
N

7/
< /J\/Q\
NH N CF
%\N {

N

N/A\N

[0289)  frt T - FHHATU [148893-10-1] (0.44 g, 1.16 mmol); NI ERY
DMF (5 mL)H 7 F1fE1#1-42 (0.2 g, 0.58 mmol) ~ F1fE#11-3a (0.18 g, 0.89
mmol) + ZDIPEA [7087-68-5] (0.59 mL, 3.47 mmol) ;& &#F - B R EY){Ert
THEPE16/NF o AR INEFAINaHCO3 /KA - Wi RE & FADCMZERY - 1475
TS il ~ FIERZKOR - 52ke(MgSO04) ~ iR - RO RIE R ZE R 283 - R
EEY) R FADCMBR 8L « YR ER)I0RY) - I RhRAE 22 FURYE - A0 RER
YiFE R E R EAL (WA 5 EtOACYBEGEH0/10042100/0) - UZEEFT
AR ~ AEEZE RS - oRRERYFE T AH F 4L (Phenomenex Gemini
C18 100x30 mm 5 pym’E+E 5 70% [25 mM NH4HCO3] - 30% [ACN:MeOH (1:1)]
227% [25 mM NH4HCO3] - 73% [ACN:MeOH (1:1)]) - WERARID ~ £ E
ZEHURYE - W RVES C BB RTEG B A6 - LEHEOaREE (LG

#723ab (108 mg, 37%) -

[0290] 1H NMR (400 MHz, DMSO) d 9.15 (s, 1H), 8.51 (s, 2H), 7.87 (d,J

=7.8 Hz, 1H), 7.27 (d, ] = 8.7 Hz, 2H), 4.54 (d, J = 5.7 Hz, 2H), 4.34 (dd, J = 12.3,

1221 > 3 152 HEEHEHFE)
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4.2 Hz, 1H), 4.18 (td, J = 12.0, 4.6 Hz, 1H), 3.20 (d, J = 13.4 Hz, 2H), 3.03 (dd, J =

14.9,7.5 Hz, 2H), 2.93 (dd, J = 17.3, 12.1 Hz, 1H), 2.58 (s, 3H), 2.34 (s, 3H), 2.31
(s, 1H), 2.13 (ddd, J =24.9, 12.2, 5.9 Hz, 1H), 1.29 (t,J = 7.4 Hz, 3H) -

{E&¥24ab 2 EHK

3 O,
FA .

[0291]) ErHfE#-3a (173 mg, 0.49 mmol); A1 EFADMF (5 mL)H 7 tf
fE197)-1-47 (173 mg, 0.64 mmol) ~ HATU [148893-10-1] (282 mg, 0.74 mmol) ~
DIPEA [7087-68-5] (0.60 mL, 3.46 mmol) /&K - B E RSVt N EHEL6
/NEF > FHEAINaHCO37KE MR » Al FEIOAC (x2)ZEHY - & < AR EH
Be(MgSO4) ~ e ~ RAEEZETURYE - RO EYIFSH PR EE @ A4t (B
£ ;5 DCM/MeOH 9:1FADCMH » 0/10030/70)  UEERTEUR I EZ=E g
48 - DUE 2 H B8 2 {E&1)24ab (149 mg, 62%)

[0292] 1H NMR (400 MHz, DMSO) d 9.16 (s, 1H), 8.51 (s, 2H), 7.95 (d, J
=7.9Hz, 2H), 7.45 (d,J =7.9 Hz, 2H), 4.57 (s, 2H), 4.51 — 4.42 (m, 1H), 4.19 (t,J =
11.2 Hz, 1H), 3.44 — 3.35 (m, 1H), 3.17 (s, 1H), 3.08 — 2.99 (m, 2H), 2.98 — 2.89 (m,

1H), 2.34 (s, 3H), 2.25 (d, J = 11.8 Hz, 1H), 2.09 — 1.95 (m, 1H), 1.28 (t,J = 7.4 Hz,
3H) -

123 > 3 152 HEEHEHF)
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{E&¥25ab 2 &hk

N-
N
\Zj/\ NH N CHF,
=
"
\/k\

N™ =N

[0293) ErfE#1-51 (120 mg, 0.34 mmol);N 12 FADMF (3 mL) 7 tf
947113 (151 mg, 0.52 mmol) + HATU [148893-10-1] (194 mg, 0.51 mmol) ~ %
DIPEA [7087-68-5] (0.42 mL, 2.38 mmol).Z 755 o ¥ HE RSV FIEREL6
/NEF - FHERAINaHCO37KE M RE » Il FHEtOACc (x3)Z£HY - Ri&6f < Aikfgiz
JE(MgSO4) ~ #BE ~ AT HZEHRHE - RAtHEY#Em RSB AdIE (B
£ ; DCM/MeOH 9:15ADCMH > 0/100%100/0) o URBERTAR {7 WA B2
46 > LUE M EoREEIEE 2 {b&Y25ab (89 mg, 55%) -

[0294] 1H NMR (400 MHz, DMSO) d 9.20 — 9.12 (m, 1H), 8.56 — 8.45
(m, 2H), 7.95 (d, J = 8.2 Hz, 2H), 7.44 (d, ] = 8.2 Hz, 2H), 6.20 (td, J = 56.2, 4.1 Hz,

1H), 4.57 (d,J =5.9 Hz, 2H), 4.35 — 4.26 (m, 1H), 4.13 (td, J = 12.1, 4.9 Hz, 1H),

3.10 -2.97 (m, 3H), 2.85 — 2.73 (m, 1H), 2.70 — 2.56 (m, 1H), 2.34 (s, 3H), 2.20 (d,
J=13.5Hz, 1H), 2.02 - 1.88 (m, 1H), 1.28 (t, ] =7.5 Hz, 3H) -

{E&¥26ab &1k
N~
N

NH N OMe
\KN \
N\
N/Q\N

124 » 3 152 HEEHARREAE)
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[0295] #ErtF - fHATU [148893-10-1] (523 mg, 1.37 mmol);RANE R
DMF (5 mL)51 2 14156 (202 mg, 0.68 mmol) ~ FFfE#11-3a (239 mg, 1.16
mmol) + K, DIPEA [7087-68-5] (0.7 mL, 4.1 mmol) ZS&&HH © BERESYHE
PR I8/NES - MR INEEAINaHCO3KER - WRHE S YIFIDCMAERL » K %
OTHE ~ FZER(MgSO4) ~ MR o WREERIER ZE P AREE - AHEYRE R REE
HEEATASE (B4 © MeOHFXDCMA > 0/100£10/90) = WERFTHUR 7 ~ 1E
EZEHURAE - W RRERYIERRTY95/SHIDCM K R R & rh - MRS IR R 6
FINaHCO3ZFRZEH » A TRE T8 ~ F2RR(MeSO4) ~ #J8 - WREARIER
ZEFRZEEE o KR ERYFDIPE/DCM (9:1) K DIPE/DCM (1: DB BEIAE R ZE 52
fe > LIEH 2 B &g {b&P)26ab (179 mg, 58%) -

[0296] 1H NMR (300 MHz, DMSO) d 8.35 (s, 2H), 8.00 (d, J = 8.2 Hz,

2H), 7.55 (d,J = 8.2 Hz, 2H), 4.28 — 3.99 (m, 4H), 3.95 (d, J = 3.9 Hz, 1H), 3.33 (s,
3H), 3.15-2.91 (m, 2H), 2.34 - 2.09 (m, 2H) -

{E&¥)27ab (B 5V)28ab 2 Ak
FOLGB e OHIG
FA T

27ab 28ab

[0297) EHfE#71-60 (154 mg, 0.45 mmol);N1E FADMF (4 mL) 7 tf

fEIP11-3a (575 mg, 1.96 mmol) ~ HATU [148893-10-1] (803 mg, 2.11 mmol) ~

DIPEA [7087-68-5] (1.71 mL, 9.86 mmol) Z /&R T ° i R & VIEr NEH:16

F125H > 152 HEEHEHE)
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/NEF > FHEEATNaHCO3ZKERFAFE > 1 FHEtOAC (x3)Z5HY - Ri ff 2 A1 ERZ
JE(MgSO4) ~ #8JE ~ RALEZETIRYE - Rt EY R et i A4iE (1
7 1 DCM/MeOH 9:17ADCM » 0/100Z£100/0) » UTEERTAUR Y ~ fEEZE
48 o B eRYEE FR i AHHPLC4E (. ( Phenomenex Gemini C18 30x100 mm 5
um’EFE 5 72% [0.1% HCOOH] - 28% [ACN:MeOH (1:1)]%36% [0.1% HCOOH] -
64% [ACN:MeOH (1:1)]) » WERAHUR MRS - LUEHE 5 aER (e
27ab (28 mg, 14%) J;28ab (84 mg, 40%) -

[0298] {E&%727ab 1TH NMR (400 MHz, DMSO) d 9.19 — 9.12 (m, 1H),

8.55 — 8.46 (m, 2H), 7.94 (d, J = 8.3 Hz, 2H), 7.43 (d, J = 8.3 Hz, 2H), 4.57 (d, ] =
5.9 Hz, 2H), 4.30 — 4.18 (m, 1H), 4.10 — 3.99 (m, 1H), 3.08 — 2.96 (m, 3H), 2.71 —
2.59 (m, 1H), 2.34 (d, J = 0.6 Hz, 3H), 2.20 — 2.08 (m, 1H), 2.01 — 1.84 (m, 1H),
1.28 (t, J = 7.5 Hz, 4H), 0.81 — 0.71 (m, 1H), 0.51 — 0.41 (m, 2H), 0.28 — 0.15 (m,
2H) -

[0299) {L&%28ab 1H NMR (400 MHz, DMSO) d 9.16 (dd,J =2.4, 1.1
Hz, 1H), 8.54 — 8.46 (m, 2H), 7.94 (d, J = 8.3 Hz, 2H), 7.43 (d, ] = 8.3 Hz, 2H), 4.57

(d,J =5.8 Hz, 2H), 4.27 — 4.16 (m, 1H), 4.12 - 4.00 (m, 1H), 3.07 — 2.95 (m, 3H),

2.46 —2.40 (m, 1H), 2.34 (d, J = 0.6 Hz, 3H), 2.16 — 2.05 (m, 1H), 1.97 (s, 1H), 1.80
—1.66 (m, 1H), 1.45 - 1.34 (m, 4H), 1.28 (t,J = 7.5 Hz, 3H), 0.98 — 0.85 (m, 3H) -

{E&1129ab > &%
N
NH N OH
i%“ \
NS
N/k\N
S1261H - 3 152 HEEHHERIAE)
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[0300] &eF[EYI1-64 (92 mg, 0.32 mmol) AN FYDMF (3 mL)H 2 H1[&]
#J11-3a (85 mg, 0.27 mmol) + HATU [148893-10-1] (103 mg, 0.27 mmol) ~
DIPEA [7087-68-5] (0.33 mL, 1.88 mmol) 757 o ¥4 MRS YErt FHgREL6
/N > FHERAINaHCO3/KERMifE - I FIDCM (x3)22HY - K&0F < ARk
(MgSO4) ~ 18 ~ AT EZEHRME o ietHEY) R 7KL A TR e e DCMH
gl DIEHE el 2 {EEY)29ab (77 mg, 66%) -

[0301] 1HNMR (400 MHz, DMSO) d 9.16 (s, 1H), 8.50 (dd, J = 7.6, 4.1
Hz, 2H), 7.94 (d, J = 8.2 Hz, 2H), 7.44 (d, ] = 8.2 Hz, 2H), 5.21 (d, J = 3.4 Hz, 1H),

4.57 (d, J = 5.8 Hz, 2H), 4.26 (s, 1H), 4.17 (t, J = 6.2 Hz, 2H), 3.09 — 2.97 (m, 3H),

2.79 (dd, J = 17.0, 4.9 Hz, 1H), 2.34 (s, 3H), 2.18 — 1.98 (m, 2H), 1.27 (q, ] = 7.8
Hz, 3H) -

{E&9130ab 2 & hk

3¢ {O~
11 Sas

[0302]  (EHRE1-68 (199 mg, 0.41 mmol)7Ef1 % HADMF (3 mL)H 7
R9#11-3a (134 mg, 0.49 mmol) ~ HATU [148893-10-1] (156 mg, 0.41 mmol) ~
DIPEA [7087-68-5] (0.5 mL, 2.85 mmol).Z % » ¥R RS W{rrt FHgRE16
/N > FHERAINaHCO3/KERMifE - I FIDCM (x3)22HY - K&0F < ARk

(MgSO4) ~ g ~ RAEEZEFURYE - Rt EYRE M EtEEimAei(t (1
F127H > 152 HEEHEHFE)
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7 DCM/MeOH 9: 1/ADCM T » 0/100Z100/0) W EEFTARF (G AE B 2e s
45 - DIEHEw=EERE 2 (LE)30ab (83 mg, 40%)

[0303] 1H NMR (400 MHz, DMSO) d 9.16 (d, J = 1.0 Hz, 1H), 8.50 (dd, J
=7.1,4.2 Hz, 2H), 7.94 (d, J = 8.2 Hz, 2H), 7.44 (d, ] = 8.2 Hz, 2H), 4.57 (d, ] = 5.8
Hz, 2H), 4.22 — 4.03 (m, 3H), 3.70 — 3.56 (m, 2H), 3.43 (1, J = 4.7 Hz, 2H), 3.22 (s,
3H), 3.10 (dd, T = 17.1, 4.2 Hz, 1H), 3.02 (q, J = 7.5 Hz, 2H), 2.93 (dd, T = 17.1, 4.4

Hz, 1H), 2.34 (s, 3H), 2.29 — 2.20 (m, 1H), 2.15 (dt, J = 13.4, 6.6 Hz, 1H), 1.28 (¢, J
=7.5Hz, 3H) -

(EE3lab 25
WO g
9s

[0304] #4DMF (10 mD)£Ert A2 # fE10-3a (0.19 g,0.67 mmol) -
ARG ESYHE M RFE105788 - B8 > JIIDIPEA [7087-68-5] (0.58 ml, 3.33
mmol) » REE SV e N RFE105758 © #2280 IRHATU [148893-10-1] (0.26
g, 0.69 mmol)fErt MANINEREYIF - ARNEGYHErt MREFF1077 8 - fRi&ikt
EP1-73a (0.21 g, 0.42 mmol /AN IR &I » Wikt SR S Ert M RH18/)N
LA E o REEEYIH BAINaHCO3 /K05 RARTE - ZA& FIDCM (x3)ZEHT - & ff
ZHAMEHERMgSO4) ~ s ~ R AEEZE RS o A EHYDMFELHZE(100 ml
x 3)HLZREH o RITRERYIERDCM A » R HAH H 8 AINaHCO3 /KE L

W o RATRIEEZ R (MgSO4) ~ 8 - RALEZE IR © i HEYFE R RAEETE
12877 - 3 152 FH(HHIRHE)
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EHEM(E (75 : MeOHIDCMEF » 0/1005/95) USRI AE ELZE
bR - FEERRA 2B R B DCMBF A B2 s - DI R [ (e

ZAE&%r31ab (128 mg, 72%) -

[0305] 1H NMR (400 MHz, DMSO) d 9.16 (dd, J = 2.3, 1.1 Hz, 1H), 8.50
(dd,J=7.4,4.2 Hz, 2H), 7.94 (d, J =8.2 Hz, 2H), 7.44 (d,J = 8.2 Hz, 2H), 4.57 (d, J
= 5.9 Hz, 2H), 4.13 (t,J = 6.0 Hz, 2H), 3.02 (q, J = 7.5 Hz, 2H), 2.85 (t,J = 6.3 Hz,

2H), 2.34 (s, 3H), 2.05 — 1.98 (m, 2H), 1.94 — 1.85 (m, 2H), 1.28 (t,J =7.5 Hz,
3H) -

{E&Y)32ab 2 &HK
F
N

’
9) /4
NH :/< N=
%\N \
\N/A\N

[0306] IREBHANEHF Y3 1ab 2 12 RV ER - R PRIYI-
73b (150 mg, 0.45 mmol){E REaa st - 2B (L5 ¥32ab (116 mg, 59%)

[0307] 1H NMR (400 MHz, DMSO) d 9.17 (dd, J = 2.3, 1.1 Hz, 1H), 8.51
(dd,J=9.1,4.2 Hz, 2H), 7.94 (t, ] = 7.8 Hz, 1H), 7.28 (d, ] = 9.8 Hz, 2H), 4.57 (d, ]
= 5.9 Hz, 2H), 4.15 (t, ] = 6.0 Hz, 2H), 3.03 (q, ] = 7.5 Hz, 2H), 2.86 (t, ] = 6.3 Hz,

2H), 2.34 (s, 3H), 2.07 - 1.98 (m, 2H), 1.96 — 1.85 (m, 2H), 1.29 (t, ] = 7.5 Hz,
3H) -

F129H > 3 152 HEEHEHF)
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{E&¥)33ab 2 &hk

3 O,
11 Aol

[0308)  ¥HR#1-75 (100 mg, 0.26 mmol) A4 FADMF (3 mL)H - o
FS#711-3a (110 mg, 0.39 mmol) + HATU [148893-10-1] (100 mg, 0.26 mmol) ~
DIPEA [7087-68-5] (0.32 mL, 1.82 mmol).” 75 o ¥ HE RSV FHEREL6
/NEF - FHERAINaHCO37K7E M EE » I FIDCM (x3)22HY « & i < A IRIEHz R
(MgSO4) ~ #J8 ~ RATHZZHURYE - RAHEYFEmREEN BT A (B
£ > MeOHADCMH » 0/1002100/0)  UZEEFRACR T ~ I EZEHR4E » Wik
FEERYIEE F 3 AHHPLCTR4E{E ( Phenomenex Gemini C18 30x100 mm 5 pm ; 70%
[25 mM NH4HCO3] - 30% [ACN:MeOH (1:1)]%27% [25 mM NH4HCO3] - 73%
[ACN:MeOH (1:1)]) - ARG REZE RS - IEHE=EER (L
&¥133ab (10 mg, 7%)

[0309] 1H NMR (400 MHz, DMSO) d 9.16 (dd, J = 2.3, 1.1 Hz, 1H), 8.51
(dd, J = 6.6, 4.2 Hz, 2H), 7.95 (d, J = 8.3 Hz, 2H), 7.45 (d, ] = 8.3 Hz, 2H), 5.25 —

5.19 (m, 1H), 4.57 (d, J =5.9 Hz, 2H), 4.31 (dt, J = 11.2, 5.5 Hz, 1H), 4.25 - 4.15

(m, 1H), 3.36 (dd, J =17.4, 4.4 Hz, 1H), 3.17 (dd, 1 =17.3,4.9 Hz, 1H), 3.02 (q, J =
7.5 Hz, 2H), 2.40 (dd, J = 11.3, 5.6 Hz, 2H), 2.34 (s, 3H), 1.28 (t, ] = 7.5 Hz, 3H) -

130K > 3t 152 HEEHEHE)
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{E&¥34ab 2 &k

3 O~
fx

[0310]  HHRE#1-10 (202 mg, 0.52 mmol)iff1Z HDMF (10 mL)H .
RH#11-8a (200 mg, 0.73 mmol) ~ HATU [148893-10-1] (297 mg, 0.78 mmol) ~ &
DIPEA [7087-68-5] (0.64 mL, 3.65 mmol) 75 o ¥4 MRS Vet FHgREL6
/N > FERAINaHCO3 /KA R FHDCMZSHY i & 5F < AT Rz le
(MgSO4) ~ )8 ~ AT EZEHRAE o RitHEYFE MR E AL (1
£1 5 MeOHFXDCMH » 0/100%30/70 ) WERRTACR (AL B 22 FUR4E - DUE
HEREERS 2 {E&Y)34ab (177 mg, 69%) -

[0311] 1HNMR (400 MHz, DMSO) d 9.18 (d, J = 7.0 Hz, 1H), 8.42 (t,J =
5.9 Hz, 1H), 7.69 (d, J = 8.2 Hz, 2H), 7.52 (s, 1H), 7.33 (d, ] = 8.2 Hz, 2H), 7.05 (d,

J=7.1Hz, 1H),4.51 (d,J =5.8 Hz, 2H), 4.20 — 4.11 (m, 1H), 4.05 —3.90 (m, 1H),

3.12 - 3.04 (m, 2H), 2.99 (q, J = 7.5 Hz, 2H), 2.83 — 2.72 (m, 1H), 2.54 (s, 3H), 2.27
—2.18 (m, 1H), 2.01 — 1.85 (m, 1H), 1.26 (t,J = 7.5 Hz, 3H) -

{E&¥)35ab &hk
O~
1 RS
_ NH N
A1
N

FI31H > 3 152 HEEHEHE)
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[0312)] YHATU [148893-10-1] (440 mg, 1.15 mmol);KII1ZE FADMF (6
mL) 7 FfE#71-16 (160 mg, 0.57 mmol) ~ F2fE#11-8¢ (180 mg, 0.86 mmol) ~ &
DIPEA [7087-68-5] (0.6 ml, 3.53 mmol) > JE-&)H » Wi ¥R R-SWArt FIHE20/ N
I o KEREAYI A1 M NaHCO3 /K735 iFIE FIDCMEEEY « B t&fE ik ~ dzke
(MgSO4) ~ & » WiRHARIHEE 22 2x%E - K EHYDMFELH (100 ml x 3)3k
ZLE o RERERYARE S DCMAR - iR A B AINaHCO3 KRN - R A
T2 o7l ~ RZER(MgSO4) ~ )8 » IR ARIIE B 22 78t - REHEYA
DCM:DIPE 1: 1B LUE HH L E#S  ARFEIRSAE B 22 Raz e s iR E e
A& E (BA 5 MeOHFADCMH » 0/100210/90) - WIEEFRTAUR (7 ~ L HZE
rhsfEyE - W EERERYFEDCMEDIPE 1: 15F %L > DIE T R a@E R 2 (E&Y35ab

(50 mg, 22%) o

[0313] 1H NMR (400 MHz, DMSO) d 9.03 (dd, J = 7.4, 6.2 Hz, 1H), 8.45
(t,J =59 Hz, 1H), 7.94 (d, J = 8.2 Hz, 2H), 7.49 (dd, J = 9.8, 2.6 Hz, 1H), 7.43 (d, J
= 8.3 Hz, 2H), 7.06 (td, J = 7.7, 2.7 Hz, 1H), 4.56 (d, J = 5.9 Hz, 2H), 4.22 (ddd, J =
12.6, 5.6, 2.9 Hz, 1H), 4.13 — 4.02 (m, 1H), 3.29 (s, 1H), 3.05 - 2.92 (m, 3H), 2.09

(d,J=5.4Hz, 1H), 2.05 (dd, J = 13.7, 2.7 Hz, 1H), 1.74 (dtd, J = 13.4, 10.8, 5.8 Hz,
1H), 1.27 (t, J =7.5 Hz, 3H), 1.10 (d, ] = 6.6 Hz, 3H) -

{E&¥36ab” & Hk

7\ /J‘\/l
o)

N{-|_<:N>_(N\/ > CF
O
N S~ CFs

132 > 4t 152 HEEHEHE)

3
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[0314) f£rt T > FHFHATU [148893-10-1] (229 mg, 0.6 mmol) 5z DIPEA
[7087-68-5] (0.56 mL, 3.22 mmol);1 2 FADMF (5 mL) 7 ffE#711-6a (202 mg,
0.74 mmol) KT - REEEVHRA 1078 - Z4(% > IAIIFEYI-81 (171 mg,
0.46 mmol) » i S R &P Ert M BFE16/NE © REERIIENATNaHCO37K3%
KRR ESYIFEOAC (x3)ZHY © & L AIRfEHAEMgS04) ~ 1#JE ~ K
FEEZEFURYE © KB EHYDMEBEIFHZE(10 mL x 3)4L75 8 - R EIRS/AE Y DCM
Il F B AINaHCO3 /R R ZE ] » R TR o7l ~ #2R(MgSO4) ~ 38 ~ KAt
HZ2qUR4E kP EYRE e g A4 E (B4 > DCM/MeOH 9: 152
DCMPO/100£30/70 ) = WERRATAIUR AT B 22 TR4E - R ERYRE 2
HPLCFH4fi{E (Phenomenex Gemini C18 30x100 mm 5 um ; 95% [0.1% HCOOH]
- 5% [ACN:MeOH (1:1)]%£63% [0.1% HCOOH] - 37% [ACN:MeOH (1:1)]) -~ UJ
AR A EZE RS - DUEHEHBER 2 E&Y)36ab (41 mg » E
RI17%) o

[0315] 1H NMR (400 MHz, DMSO) d 9.30 (t, ] = 5.8 Hz, 1H), 8.57 (d, J =
7.0 Hz, 1H), 8.49 (d, J = 1.6 Hz, 1H), 7.85 —7.73 (m, 3H), 7.66 (s, 1H), 7.59 — 7.52

(m, 1H), 7.20 (td, J = 6.9, 1.0 Hz, 1H), 4.56 (d, J = 5.6 Hz, 2H), 4.27 — 4.16 (m, 1H),

4.00 (td, J = 12.3, 4.5 Hz, 1H), 3.17 — 3.04 (m, 2H), 2.80 (dd, J = 17.4, 12.6 Hz, 1H),
2.29 ~2.19 (m, 1H), 2.04 — 1.89 (m, 1H) o

133 > 4 152 HEEHEHF)

111140815 FEHESE A0202 1123049662-0
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202325274

B (pI0 - et E - F R ) o DUEES b EY R
7+ (molecular weight, MW) Z B~ - FlZEE SN TERHER -

(0318 (L&A 2 E5RT B 5 (retention times, Rt) K HET- 21K
o FAEBERERPARAAEREE - RIFTRLIl o7 T8 T HER M+HI+ (BT
b+ REIM-H]- (RETEDT) - SlbaW T E#zTE - AlfEEMN
pEEAL (JRED > [M+NH4]+ ~ [M+HCOOI- ~ %) » HIEAZHEELER

fEEU(Br, CL)Z 53T > ARt ilERIEREFRUREE L —& &R - Fra&ERs

(A EARTEE A 2 AR < B R i IS -

[0319]

TP > TSQD ) EfEHEMUEAREMES - T RT, EiErt

"BEH , et 2 S5 ALY RLRIREY - THSS, EiEmmE Al

%> "DAD, &

5 fEAe (RS - " MSD EfEHE EEHEENE -

&1 LCMSJARES R LimL/min#or  BEARE(MLICEoR © T

LLoys8For) -

52 .
e . . AR | E TS
RS | s ShE Bt s S R
T | E
Agilent 1100 Yé\gé-ljfck A:0.1% |7F 4.8 538879 95%| 26
o | HPLCDAD | 25 on HCOOH 1t |A % 5% A » {55 1.0 s
LC/MS t6mm 3 | 2O |9 E0257HA| 35 '
G1956A ' | B: CH3CN % 95% A o
um)
Agilent 1290 | Phenomene A 0.1% 1E 1.6 77 SN 12
Infinity 1T x Kinetex | HCOOH # 90% A £ 10% A
B HPLC DAD | C18 (50 x H20 RFF 0.4 7758 1 2.2
LC/MSDiQ | 2.1 mm, 0.2 5358 % 90% 60
G6160A 1.7 um) | B:CH3CN Ao
Ainlefrllt‘126O Yé\]/[)(é—pAaCk A:01% 7F 4.8 53889 2.6
C nfinity “AQ | HCOOH# | 95% A % 5% A 6.8
DAD TOF- | CI8(50% | o e 35
LCMS | 4.6 mm. 3 R 109 % - &
BE137H - 152 HEEHRAE)
111140815 FEH5E A0202 1123049662-0
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G6224A um) B: CH3CN | 0.2 538N %E 95%
A (e}

%2 a2 RKEER - RUSTERERERE (LUr#EsT)  MWERRLEY 2o

T IMtH+EFELaV BT EEE - HARERARIEEYIZLCMS iz

JiZ e
(L&RY: s R | UVIEH | MW [M+H] | ik
(C) (DSC (%)
MT)
1ab N.D. 2.57 99 483.5 484.2 A
la 255.1 (MT) 2.57 99 483.5 484.2 A
1b 263.1 (MT) 2.57 99 483.5 484.2 A
2ab 213.3(MT) 3.09 98 508.4 509.1. A
2a 226.1 (DSC) 3.08 99 508.4 509.1 A
2b 226.5 (DSC) 3.08 99 508.4 509.1 A
3ab 220.0 (MT) 1.86 99 482.5 483.2 A
3a 223.3(MT) 1.82 99 482.5 483.2 A
3b 224.7 (MT) 1.83 98 482.5 483.2 A
4ab 236.7 (MT) 2.37 97 4295 430.2 A
S5ab 255.0(MT) 2.43 99 483.5 484.2 A
S5a nd 0.78 99 483.5 484.2 B
5b nd 0.78 99 483.5 484.2 B
6ab 224.9 (MT) 2.64 99 499.5 500.2 A
7ab 228.3 (MT) 2.44 99 486.5 487.1 A
8ab 271.8 (MT) 2.81 99 495.5 496.2 A
9ab 256.8 (MT) 2.50 99 497.5 498.2 A
10ab 229.9 (MT) 3.02 97 503.9 504.1 A
10a nd 2.86 99 503.9 504.1 A
10b nd 2.99 99 503.9 504.1 A
11ab 271.1 (MT) 2.53 98 513.5 514.2 A
12ab 272.5 (MT) 2.24 99 498.5 499.2 A
13ab 181.9 (MT) 2.17 99 472.5 473.2 A
14ab 206.9 (MT) 3.10 99 490.4 491.2 A

138 H > 3 152 HERHEHFE)
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{LEMERTE Jaat R¢ UV @i, Mw [M+H]* 3k
(‘C) (DSC B¢ (%)
MT)
15ab 226.8 (MT) 2.29 99 4825 483.2 A
16ab 172.9 (MP) 1.81 96 498.5 499.2 A
17ab 251.1 (MT) 2.34 99 469.5 470.1 A
18ab 183.1 (MT) 2.85 99 507.4 508.2 C
19ab 252.4 (MT) 1.92 99 496.5 497.2 A
20ab 225 (MT) 3.05 99 4825 483.2 A
21ab 236.7 (MT) 3.18 99 496.5 497.2 A
22ab 251.7 (MT) 2.56 99 501.5 502.2 A
23ab 211.6 (MT) 2.73 99 4975 498.2 A
24ab 257.4 (MT) 2.63 99 4835 484.2 A
25ab 246.7 (MT) 2.35 99 465.5 466.2 A
26ab 216.7 (MP) 2.18 99 4455 446.2 A
27ab 221.7 (MP) 2.70 99 455.6 456.2 A
28ab 213.3 (MP) 2.90 99 457.6 458.3 A
29ab 274.2 (DSC) 1.82 99 4315 432.2 A
30ab 137.9 (DSC) 2.3 97 489.6 491.2 A
31ab 252.1 (MT) 2.06 99 4155 416.2 A
32ab 243.9 (DSC) 1.99 99 4335 434.2 A
33ab 226.6 (MT) 2.63 99 499.5 500.2 A
34ab 265.6 (DSC) 1.68 99 4825 483.3 A
35ab 235.2 (MT) 2.16 98 4325 433.2 A
36ab 210.4 (MT) 1.94 99 508.5 509.1 A
SFCMS &

FIRSFC-MST7A2Z — 827
[0320]  fER M A EE G SR RS JE tT& (Supercritical fluid

chromatography, SFC) %4 2K {TSFCHIE - 8% 28 AR IR E F(EHR(COy)

139K > 3 152 HERHEHFE)
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KEER.Z— 0% ~ —HEHRES - —ErEHH - Bl R 2 E 240082
—= B ENE Z —UVEHIZSFTaHRL - FHEETESTERHER -

&3 1 SFC-MS A7 CtZBAmL/minderR © BEHRE(TELCRIR © 1 THF

B L #o ¢ B EE(backpressure, BPR)LAEE IR -

PP BH i iy i TR R
T BPR
1 Phenomenex Lux A: CO, £ 10 5788 H 3 20
Cellulose-1 B: MeOH (+ 5% B & 60% | ------- | aceee-
150x4.6 mm, 0.1% DEA) | B {&F35 | 35 100
Sum § o {F 1.9 574
WNZE 5%B o
2 Phenomenex Lux A: CO, £ 10 5788 H 3 20
i-Amylose-1 B:EtOH (+0.1% | 5% B % 60% | ------- |  —ceee-
150x4.6 mm, DEA) B fREF35 | 35 100
sum 5 - {F 1.9 558
WNZE 5%B o
3 Phenomenex Lux A: CO, £ 10 5788 H 3 20
i-Amylose-1 | B: iPrOH (+ 0.1% | 5% B & 60% | - | = -
150x4.6 mm, DEA) B {%f_'f 3 ﬁ 35 100
sum 5 - {F 1.9 558
WNZE 5%B o
4 Regis A: CO, £ 758Nl 3 13
Technologies | B: EtOH (+0.1% | 5% B % 60% | - | —eev
Reflect i- DEA) B R 25 | 35 100
Cellulose-C - -
# o £ 1 778
100x4.6 mm, % 5% B
3um 07

140K > 3t 152 HEEHEHFE)
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24 5THTSFCEERL- RUSFEEINR (M) - MW(LEWZ A TR
MHHMEHE LS 2B FLER kG A R L e
(SFOMS 31t 2 /732 -
L&¥wst | Re | UVEA MW [M+H]* Fk RSV EIER
f5%

la 8.8 99 483.5 484.2 1 A

1b 9.51 99 483.5 484.2 1 B

2a 5.41 99 508.4 509.1 2 A

2b 5.82 99 508.4 509.1 2 B

3a 7.76 99 482.5 483.2 3 A

3b 8.54 99 482.5 483.2 3 B

Sa 8.30 99 483.5 484.2 4 A

Sa 8.64 99 483.5 484.2 1 A

5b 9.84 99 483.5 484.2 4 B

5b 9.24 99 483.5 484.2 1 A

10a 9.18 99 503.9 504.1 1 A

10a 9.03 99 503.9 504.1 1 A

10b 9.95 99 503.9 504.1 1 B

10b 9.90 99 503.9 504.1 1 B
4{LERE AR

(03211 f#FBHTChemEE IR TE(HTChem stab assay) ASFfE L &2 (1

ERREt - HENZSDMSOFIRT - Lt ML ENRpH2 ~ pH4 ~ KpH7H{R

P72/ - HTChem ZF il E (5B B EEEA T T HIG . M - Predicting Drug

Degradation - 25 kR » {E34 fBaertschi, Alsante, Reed ISBN 978-143980179-6 -

[0322]

111140815

AL PR At EY T AL EA (e EY) (B0 > EEHEATE
M bay)) (B2 EERREREES > Flana SOt 2 AEE B E Mt e i Al

FEHESE A0202

F41H > 3 152 HEERHEHS)

1123049662-0
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HTChemZFRfg €~ —RIEFF

[0323] #{E&E¥ZEH (1 pl 10 mM DMSOJFIERY96FLEEF (DMSOfZE
il+3 pHR! ) FRAF—ER) -

[0324]  S3hU7ANI200 WLEYDMSO -~ $EER/DMSOEEYIpH2 ~ ZER
/DMSO;E&YIpH4 ~ K & ER/DMSOE &%)pH7T -

[0325] FE=0R/ FRZ(300 rpm) 72/NEF 2 1% » FEFHLC/UV/MS 73 #THR
zlg o

[0326] Rt EthiE (FREMEMR(:) BLEIREA(DMSO) . JEfTIE

TTECEL © REERS YIRSt E 58 o AR RS HL8 A -

[0327] SCAUEALRE (AFE2%) -

% (7R g

[0328) pH3%&EER © ¥5 11 #§E4.14 g NaH2PO4.H20 > /751600 ml
H20 » J{AMH3PO4ZEpH3 » JRAIH20% 1000 ml © ££0.2 pm_F3E )& {14°C T &5
7 o 30K Z1&EHA -

[0329) pHO%EER « 5 11 #8E4.14 g NaH2PO4.H20 > /7541600 ml
H20 » J#&A01IN NaOHZ pH6 » JRAIH20% 1000 ml » ££0.2 pm_F3EJEW{T4C T

fEF - 30K 2 i&EEA -

1421 > 3 152 HEEHEHFE)
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EENR/DMSORE &5 -

[0330] pH24EENR/DMSO (StabiEH|) : JE&2/7HCI 0N {5

DMSO

pHALZER/DMSO (StabiaH|) © JE&2{r4&ERpH3EE1{7DMSO
pH74E{ER/DMSO (StabiaH|) /R &2{r4&ERpH6EE1{7DMSO
FEEF ZATHIEPH -

[0331] UPLCJ77AHT(LEAEEME:

s P JERUUPLC ; &fF : Acquity HSS T3 » 50 mmfx 2.1 mmi.d. > 1.8 ym

HIAZ o EHIZS © PDA (250-350 nm) & SQD2 (90-1500mv/z) « BHAHA : 0.19% FHEEH

KA EHEB © 0.1% HE LAEH

SEETEERE - S uLl o J7T3#K0.6 mL/min o

PRRE
H% R (min) %A %B
0 100 0
0.3 95 5
1.8 0 100
2.6 0 100
2.9 100 0

111140815

[0332)] fEFIWaters OpenLynx#X A1 TE R - EFRIERE 7 Kakh] o

143 > 3 152 HEEHEHF)

FEHESE A0202 1123049662-0



202325274

RSALERRENER

L&Y S|

DMSO G fEni pH2 & fEni pH4 G fEni pHT
l1a 100 100 100 100
1ab 100 100 100 100
1b 100 99 96 96
2a 100 100 100 100
2ab 100 100 100 98
2b 100 100 100 100
3a 100 100 100 100
3b 98 93 99 93
4ab 98 98 98 98
Sa 100 100 100 100
Sab 94 95 96 96
5b 100 100 100 100
6ab 93 100 100 100
7ab 100 100 100 100
8ab 100 100 100 100
9ab 100 100 100 100
10a 100 84 76 97
10ab 90 72 64 90
10b 96 81 71 92
12ab 99 100 100 100
13ab 100 100 100 100
14ab 100 100 100 100
15ab 98 98 100 99
16ab 77 74 74 80
17ab 100 100 97 100
18ab 98 98 100 100
19ab 98 98 98 98
20ab 100 100 100 100
21ab 100 100 100 100
22ab 98 97 97 98
23ab 100 100 100 100

111140815

1445 > 3 152 HEEHEHFE)

FEHESE A0202

1123049662-0
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L&Y S|
24ab 100 100 100 100
25ab 100 100 100 100
26ab 95 95 95 95
27ab 100 100 100 100
28ab 100 100 100 100
29ab 100 100 100 100
30ab 98 98 98 98
31ab 100 100 100 100
32ab 100 100 100 100
33ab 100 64 100 100
34ab 94 94 95 93
35ab 100 100 99 98
36ab 100 100 100 100

H

[0333] MF(EBEREMEMNPEUAN e AT « HIEmE - kHE
TEHEIERR V) LB ERTE - ZAIM > LR > BRI T - ZELaiEE - 2
REBTAEBRIESE A SR A IR BRI -

5-4: Ve e EEE R T
AR ARSER I EREE A LEHIMICHE
A1

[0334] H#ABMEEYI R2Z(LEVIERFEDMSOF » iRl plEY AR
FEO6FLIE 1 FLLA200x R &R R R - B ERI2A LG > ILRFETE2
ZIULEVIREMRE3E o Joprlin 5omE LR E O EH (GFP) Z &5 1% 0 1517,
B R PREHA. 08 /2 SRR » By 1 BRI - i /IS R R AR 2 =
> AL THOREE R (broth) PEEZ T HIRIRRSX 10 expSEEIERLERAL - Br T/EHE

F145H » 152 HEEFHEAE)

111140815 FEHESE A0202 1123049662-0
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SN

1291 » ESSHIER 1x10 expS{REETETHHCE (L 2 200 pIBHEYIE STLIIH 2 R
o+ 5200 ul THORS & TRITS A RE 1227 71, « BHIBAEIIRILS P 1E37°C TR B L
B51E3E38 - TR » 1EGemini EMAIL MBS |- FI485 83 R 538 nme i i £ 3
B 0 Al (SUAT) FFEICs R/spICsof (SEEMLE » 40 » ICs0 ~ ICop ~

plCoo > Z£) o

A2

[0335] fr96fLEEFFATHOMERRE B Ml k2B (L EV 2 BEE
R o % RAREERH3TRY Z AR 5 B B RIS IS EY) - EIoiit
SIHELUBRAE600 nmi & T 2030 - AMEMREL/100 » JREIEZ
REI5x10 expSEE LR ERAL ZFEREY) - B T EFE129]) > FAERRS5x 10 expd{
& R ER AL 2 100 WYL BT LIRS R B2 (AR - R 2R E37TC T
FEE LG IEAREE - TRI& > REIJR S (resazurin) NN EATHFLE - WIRER » 1&
Gemini EMAREE S #as. B 54375038 K 590 nmag B RME G - I (BH)

S TEMICso 52/30pICsofE. (BEA{LIZE > BI40 > ICso ~ ICqo ~ pICyp » ZF) o

B3+ KRB E

[0336] {ba¥)iimBdE &M ol E S & e A R RO @) )
Bt e HAE - AL » SRR (EPRH37TRvH3TRa) ZEMh#E
fEY){%10° CFU / mljtMiddlebrook (1x) THOEER T - A L&Y BIEEHS
—{b&? (B> BAFEIEREREAZEEY) - st B A i R bdilIHIE )

SIS, - SRR BIAE10-30 tMZE0.9-0.3 uM. eI « BEOE T HIEE

146 > 3 152 HEEHEHF)
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EREEERES - e AMEY AR ZEH3TC THEE - 88
014714~ R21K 1% » FEA{EMiddlebrook 7THO/ & FiE &EfmfE (10°
£10°) UifEMiddlebrook 7H1138A5 FHEAE(100 pl) » BEREEALIAIE B HEL -

RHEEAE3TC B B2 R HIE BB E - AIE R T E 2 1ogi10)CFU
AR SR o A bae?) (BEEERE) JRERUEEE ERBEEINSE
0K Z2-logioi/V (BZFTE/VHICFU)  FEH{EEAEEE P ERH0.4% A8 - LL

KOG GRS T AN L S MR AT e B8 - 2R BEEY R B AL

&R ME (carryover effect) °

AR
(0337 ASIH/EPLALEY) - BlAHE. ESCRT Al HIE2 o HIGET - 4E

HEEEA3E10 (H4 > 4.0%9.0 » 3£415.0%8.5) - pMICs ©

HAER

(0338 ASEIH/EP ALY EARAOEEY) B (B0 RlEERx
Bl UEARSNITT ~ TERRSNMEREI NS (URRD - ARERUE) - PKIEE - BYIRK
IE ~ ZatEr: (ERERENE - S - 5-LORES) ~ RERBEN: - Ames If2
M~ MNTREM: ~ AKMEERRERE (RGRECRETT) ~ R/E0lMERUIEAHRRRIEES -
LUT A AT R < Bt a] i FIRAE A/ e 1S - 40 a] d SR &S 2]
AiftiErgEnT (B0 > MRASTEE MR E -Cyprotex ~ R A5 EE14:(Glu/Gal)ig E
—Cyprotex ~ DLKSEACYPREREBHIHIIRE ) -

F47TH > 3 152 HEERHEHFE)

111140815 FEHESE A0202 1123049662-0
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RFBBAR R SRR 1
[0339] HReHELEYHEEEYE 2 Al Ae T+ - USRI 2 8RS
(—ffml uM) FE—fERPE (0.5 mg/mlffififeEH ~ | mM NADPH » 1 mM
MgCI2 ~ 0.1 MBSFEEE4E @ » pH 7.4 » 37°C ) FA{ECyprotex (Cheshire, UK)#3
B—EEE (—f%(%0~5~10-20 40 - 607388 ) -

[0340]  HReAHBEGLKIAS ~ SZENR - RABMEEYITERE BS54 o NI
RFNADPHRAELG S ME » WFE TR ZRESS IEHE - £ 04 2 miFE HLC-
MS/MS TR LR AS - &g rfatbs - HIEEMSE B FRer S EEY)
MHE RS bazHigEs (=075 ) JHEE -

[0341] (ERAHESALEYIRIER 7o LLEIG IR 5 2 B o ELAY B SR 14 B
BREVRRER (O 2KET B ERR MU F R (1) -

[0342] (ERUEESIMUSH-FER] - EERE - MEETMEES ZE
BAGTREIERRIMNE A EFRF(Clin) (WI/min/mgiliifsEH ) -

ERNEMERE (AmesIIbEZERIENE)

[0343] HEYGRSHEEEY) (R/ECEREY)) A AEE (LR
AFAERAFAERIEN T AR BEER 2P IR B EGERE R BN R E
[l 78 DL A= I F Al i < AH BB IR AORR I R PRHY RE

[0344] APIREBFRRE ZEMEL(His) e T3 £ B2 % - [EllE
AR AR o BB i A UARE (I His BRI HVBKIEES - 24 7B
JEIR BLaE R SR AE R L his-AEVI8G - B AEFBHE - {ERTAUEEERL

RHis AR AR E U RTG 5 [fhis-Ames 1T PR B His ©
F148H » 3 152 HEFHHAE)

111140815 FEHESE A0202 1123049662-0
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[0345] FEDRitEFhis- AV RER B (LRE (LR YE I EHERE
BHAREHEA R ERIEEETET] - (BRI Fak = sHeRE 2 /VE R b B4
HAE Al B AR R his- 22 His 718 > I S AR -

[0346] {5k B Xenometric.Z 40 RG-S EITIRE © f£Xenometric
B PIR A W E R (R Ames TR SRR TAIS - Ames I EEHIKEH
Ames II™" TA7001-TA7006 itk < FEEIESY) « (#5H - HhEFREREERGTLUE
AN (EATRE (b P & — (s E i B AU S - NI - EVRaHF > FrA /N (E
AR AR i —EE Y RIR - eI E A AR EAER RS

TA9S o

SEMRER

[0347)] CAERESHEEYCHEEN: (30T ARRETEZ R E
ZALEVIIMICHIZE | B ATl 2 G2 ) K AT Bt fe o < (iR E 1
EfRROTTEIR LG8

6. £EYE R
1L &YI4R5R HHEDEM REEN (FFERRRBEAERE) AR B
pMICso MICo (DL [EBRE (/N | F=H EREE (AN |F=EH AmeslIb %57
uM zt) B, (/Nego |3 (AR
ul/min./mg & [min. ) ul/min./mg & |min.)
=) =)
1ab 8,020 0,028 <7.7 >180 <7.7 >180 1
1a 8,505 0,009 <7.7 >180 <7.7 >180
1b 8,576 0,007 7.8 178 7,81 178
2ab 7,627 0,089 10,7 129 <7.7 >180 1
2a 7,648 0,086 114 121 <7.7 >180 1
2b 7,502 0,098 12.3 112 <7.7 >180 1

FH149H > 3 152 HEEHEHE)

111140815 FEHESE A0202 1123049662-0



202325274

{L&E4RTR AHEEME RETREN (AHRRIAEEASRRE) FEREM
pPMICso  |MICso (L [JEFRE (/| 4=i ERRE (AN | = AmeslIb &% 57
UM Et) B QAN - N
ul/min./mg Z& |min. ) ul/min./mg Z& |min. )
=) H)
3ab 8.450 0,009 13,6 102 15 92.5
3a 8,532 0,008 7,78 178 13,4 103 1
3b 8,483 0,010 23,8 58,3 26,1 53,2 1
4ab 8,152 0,017 8,38 165 1
Sab 8,082 0,023 <7.7 >180 1
5a 7,665 0,060 <7.7 >180 1
5b 7,873 0,044 <7.7 >180 1
6ab 8,459 0,007 14,2 97,4 1
7ab 8,362 0,014 20,5 67,7
8ab 8,148 0,018 1
9ab 8,306 0,011 13,9 99.7 1
10ab 8,260 0,016 <7.7 >180 1
10a <6.301 <7.7 >180 1
10b 8,207 0,021 11,1 125 1
11ab
12ab 7,631 0,064 <7.7 >180 <7.7 >180 1
13ab 8,067 0,024 15,5 89,4 1
14ab 7,877 0,036 <7.7 >180 1
15ab 8,512 0,006 1
16ab <6.301
17ab 7,526 0,105 <7.7 >180 1
18ab 7,431 0,142 11,1 125 1
19ab 7,940 0,047
20ab 9,031 0,003 21,3 65 36,3 38,2 1
21ab 8.457 0,011
22ab 8,641 0,007 13 107 1
23ab 8,081 0,022 14,6 94.9 1
24ab 8,471 0,008 <7.7 >180 1
25ab 8,127 0,014 9,97 139 1
26ab 7,306 0,143 10,9 127 1
27ab 8,336 0,014
150 » 3 152 HEEHAREAE)
FE R A0202 1123049662-0

111140815
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{L&E4RTR AHEEME RETREN (AHRRIAEEASRRE) FEREM
pPMICso  |MICso (L [JEFRE (/| 4=i ERRE (AN | = AmeslIb &% 57
UM Et) B QAN - N

ul/min./mg Z& |min. ) ul/min./mg Z& |min. )

=) =)
28ab 8,436 0,011
29ab <6.301 3,188 <7.7 >180 <7.7 >180 1
30ab 6,964 0,332 9,08 153 1
31ab 7,797 0,052 <7.7 >180 1
32ab 7,098 0,248
33ab 7,895 0,039
34ab 7,024 0,387 <7.7 >180 1
35ab 7.873 0,041 46,4 29,9 1
36ab <6.301

[0348] ASCHATRRZIEEY)
- (ER B AR SAEN: - HARESCE AT AR H AT B
- HREEEEA b EY) (Pl - AR His ) BA(EE EER
TEHVIEEL © I EAA- AP REERY) (40 - JEFTIRRIECE 5 [38IEATE
BIER ) Z1EE
- HEIREEAVIREN: - Pl SeRI T ERL AL EYIELE - PIA0fE
ASCR AT 2 AR E MR, CRLFRAEA S BTl AR vom g Aled o 2
GEHTREM) +
A EARNEIE BE  PIAnE AT 2 BN e e /A = S M
BCASC T 2 S — GRS AR - BIAfEER CVS &R

Glu/Gal g E45 R )

FISTH > 3 152 HEEHEHE)
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[Froarin ]

152 > 3 152 HEEHEHE)
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[ S EEE B A&

(E5°KIE1] —fE=UD &Y -

il
et

=a

ATR6EIR > Hu[fATTHREIETT I -

\
/

X!'FR=N- + -CH,- ~ 5{=C(R'%)- ;

X2~ X0~ X XOR XOE H IR R=N-2(=C(R'*)- ;

R' KR B BT REE R - B9E (FI20C1 -~ F) ~ -R* -~ -O-R% ~ -
C(=0)-R% ~ -C(=0)-N(R®)(R7) ~ -CN ~ K-N(R*)R®Z UL ;

RIFIREHH ~ A (40 C1~F) ~ Ko Eah & —a 2 HEEE g E (f
W0 F) R-O-Cirapik 2 BUVRERU 2 -Crsli s (B ~ S8 - BERIR) 2 HL
A&

RYFERERH ~ F -~ -Coafikt ~ K-O-Crafrkt 2 HUE

ROFER—E % HEEH ~ -OH ~ -R*% » -C(=0)-R® + -SO,-R?® + J-N(R!'®)R!'®
ZHURES

ROK R (G175 HH R -C sl

FUH - 37 HEEH G A EEED

111140815 FEHESE A0202 1123049662-0
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ROFROBIHZRH - Cualifl - BUERBROERr— LY 356 S
Iz

RO ROE T s S S AT AL — B 56 (B E s (il > F) -0
CH; ~ %4 » -N(R®R® I RAEEU 2 -Crualiif

RO(5-Coafiih

ROFR-CN - ol (EHE - <058 - SRR ¢ PRl i B G5
5 (B AR AU » T BAI40-CE; ~ -CHE, » -CE.CH,) ~ 50-0C,4
et (TN AT— B 55 (58 ) R B2 -O-CHL 2 HUOBEER AL )

R4 EE-Cralis (T — S FAE TR

ROFE R AT AT — B0 (B E e (B0 » F) J-O-CH, 2 BRAEEEU A -
Cruafiith ;

RIERIPHITHFITH - (K - Cufith (G TSRS (E (i
o —#) BEEFEE - -CN ~ -R™ ~ -OR™ ~ -N(R"*)R"™ ~ /8-
CONR™R (5{F) BRI - 5-0-Coafiift (A5 TEEE— o
SIF (I —(F) BEERH - R -OR -~ F/E-NRDR (5{H) B
RETR) ;

RUSER! » BrtZors, « Cobift (AT E—m S ERETRMN) -
B-S(0)R% (ECAPRO(4An TR

R!?2 + R1?P + RIZ¢ « RI2d L RIZe . RIZF L RIZe - RIZh L RIZ L B RUIETI I RE,
KOk (TS ERE T

SIHEHE T b -

aAoKIA2] AOERCKIALATAILZ AL EY) > HA
F2H - It T HEEHH A E A EE)
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RARTTIRE
X!#R=N- + 5t=CH- -
RIERYE EB I #FREEE, » -CH; ~ -F » -C1 ~ -OCH; ~ -NH; ~ - CHLNH,
ZHUE -
GERER) BRI s wy=s /R S ei
Rs#R#EEH ~ -CF; ~ -CHF, ~ -CH; ~ -CH,CH; ~ BEEA A HUE

[E5°KIH4 ] ARiTaes KIE FE—IHAT 2B EY) - A ERCHREEE

s R S AR SUAUR SN R
\Clg mj Ugs Ugs
(1) (11) (Iv) V)

E_/E:‘:F‘Rﬁ%ﬁ?i%EH *F» -Q-ﬂ%i—% N &-O-Cl-ﬂ%;_%ZEWJﬁ% °

(E5°KIAS ] AORiaias KIE P E—IHAT I 2B EY) - HPERDREES ¢

SN, s /Rmb S
oy TRy B

R10b

(VT) (VIT) (VIIT)

)
H

FIH - 7 HEEHEH G R EEED
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RSF % (ABEEH ~ -OH - -R® + -C(=0)-R® ~ -SO»-R? ~ F-N(R!')R!'
ZHUCE

R'FIRH ~ B4 ~ CraliiEs (ARG TEEMA—EZ [ (Fila - —(#) %5
&AL - -CN » -R™* -~ -OR™ ~ -N(R"*)R™ ~ F/5(-C(ONR"*)R™*Z (Z{H) H
RERUL) ~ 2-O-Ciafii s (AT AIEE AL —E0Zo(E (flan - —(#) ZEE
EL - -RPE~ -OR™M ~ R/EE-NRIR) 2 (ZAH ) HEUREAUA) -

[E53KIH6] wmi s KIE HE—IEFT I 2 (L&Y - HFRFERH ~ -CH;
-CH,CH; + -CH,CH,CH; - ¥8% ~ -OH ~ -OCHj; ~ -OCF; ~ -OCH,CH,OCH; - -
CF; ~ -CHF, ~ -CF,CH; ~ -NH, + -NH(SO,)CF; » -N(CH3)(SO,)CF; ~ }-SO,CF; ¢

(E5°KIHT7] Q0Riaas K P E—IHAT 2B EY) - HPIRDREES ¢

(VD) (VIIa’) (VIIb’) (VIIIa*) (VIIIb’)

E_;H\:EF‘RS%%;F:{H > —CH3 > —CH2CH3 > —CH2CH2CH3 > f,%ﬁ\j% ~-OH -~ -OCH3 -
OCF; ~ -OCH>CH,OCH3; ~ -CF3 ~ -CHF» » -CF,CH3 ~ -NH» ~ -NH(SO,)CF;3 ~ -
N(CH3)(SO,)CF5 ~ 8¢-SO,CF; ©

[55°KIE8] amTalas K E—TEft 2 E&Y) - HEAZIX)

FAH - 7 HEEIH S R ED
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(IX)

Hr
X' m=N-8(=CH- ;

X~ R XE B FR=N- + =CH- ~ 5(=C(CH>)- ;

R FR2E Y =~ H 4 ~ -CH; ~ -F ~ -Cl ~ -OCH; ~ -NH, ~ - CH,NH,

ZHURES >

R R#EEEH » -CF; » -CHF, ~ -CH; ~ -CH,CH; ~ FIBPNEE 2 HUE -

RIFOREEEH ~ F ~ R-CH ZHURE -

R°%RH ~ -CH; ~ -CH,CH; ~ -CHCH,CH; ~ ¥8P5%k ~ -OH + -OCH; - -
OCF; » -OCH,CH,OCHj * -CF; * -CHF; ~ -CF,CH; * -NH, ~ -NH(SO,)CF; - -
N(CH3)(SO,)CF; * 5-SO,CF; >

SCHEEE Rz 28

(5K ] W05 KIE 1 28 (I —THPT Al Z (5 > HA(EZER

s oKIE10] —EESERH Y - HE &R 48 b nl e 2 B R (F RyiE ek

7y LB E L R KIE 1 E8 R —IERTIL 2 (b &) -
(E5°KIE11]) WEKIE £8P E—IARTAL Z AL EY) - HARER R &

Bt (a0 &tzm) -
FSH - 7 HEEH G A EEED
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[E5°kIH12] AIE53KIH E8 i {E—THFTl Z L &V RN BUE R PG 1%
PRERE (P10 > &R ) 8V iR -

[EA°KIH13] —faB O BAREEG: (P40 - &R ) 257k #&AE
ST ERANE ZAE KA 28 E—IHATL 2 -

(F5°KIE14] —HE ()55 KIE 1 E8 P {E—IHATI Z (B &) R (b)— S AE
fHTRARE (B0 - Pisstzm ) gEm 2 e -

[EA°KIHL5] —fEEA @A KIH E8 {E—THAT Al Z (L&Y K (b)—E%
FEHAM TSR E (PIA0 » JUsEizdn ) S8R E L Hi{alE R o B R E
Ry ~ BLAR ~ BRARRE Y S PR i A

[EF°kIH16] —fER R EMAKIAIATIT 2 DA LGV e - #%iE
FhE

O #HAXZeE?

L

(X)

SR RE PR EE » B0 (LRI

R4
Ag—<X5\(\
e Yivan Y N

SROH - 7 H (R E A EED
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(XI)

Hiez FREHRUFRKAIFATER
E7
(i) XD ZAEEY) -

R4
X4= 13
C J R
O \X3—X2
NH
R1
N
)OS
R2 X1 \N
(XII)

HpZ FREGFAFREITATES - ARV RGEAVER - fl0 ey
e

B(XID 2 tEYIEE

2

XG

”b /\
>(5==<\\”;:7‘F25

(XTIT)

R14

HARYAUFERIAIPATES - AR REBEAVER - fI - SRR -

FTH - 7 HEEH G R EEED
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