WO 2021/157684 1 PCT/JP2021/004231

B M &
DL :

BRDAZEHELRFZEEAEBITDANKYTIRHBEWIIRILT 4V
7IREEMRCZFDEREE LTORER

[0001]

[0002]

[0003]

P o BF

AFEBRIL. PAMRICH T 2HMBEEER. PAMRICHII2BRD4AE
HEDHMREEETSFEHE. BLUBRDABAEETFEFILLLER MV E
DOREEHEEERICEBN. iNAK. BRDAZHEDHHEFEFIKXRUBRD
AEAEREERE LTERRRIVEYTIRHDIWERILT 1 VT X KbE
ML DEZENICHERINDIRICET 2,
p-ss30i

EREYOINAIZ, VAT FUBEEER L TRRICIHINTWS, 20
BREMTHDIX I LAY —Lid, 4EEOER b, H2A, H2B, H3, H4DE
2RFFOTHHRIND LR N VBEEICDNASEE ODWEEEEZ L TWS, &
A2 NV ONKBRIOB+EREIZEZ b F—ILEEN, PEFILE XFIL
fbe Y VBE, AEFFUILEV SR A RBIREBEBHIEEL WS,
DEZR byI—RFEEEEINSEREEMIE. DNALDERIERE WDl H
ZWE TECT] HIRTI2DVERDDIIED T RT 14 v VREGTEIROH
HAEBSHEOI DER>TWS, EX NVESMTTEHTHY., ER MY
IR A XA EBEEER (writer) | BEIE%E A T IRISEESR (eraser
) . BIUEBEHEINAEZA NV ZRENICHAIMSDEX M) —4— (reade
P ICEYBBEMICHEI N TWS, 5 LATHEEEDL. BEFEECHERS
IBICKELSKEMT D EABIC. TIEDIRXRT AV ROEBNIFIERER
ICEAELTWAZ &ML TWS,

TAOERXAVE EAMNOTEFIVE) OV ERFHTH1 1073
JBD SR BreaderERETH D, TOERASA VERBELTWEREREID
. CNETICWE OFFEIZEAHSLNTEY, ERMYOTEFIL) VY



WO 2021/157684 2 PCT/JP2021/004231

[0004]

[0005]

[0006]

KEET2ETRREOBRERFORSZEREE L THET I EHIC. B
DEZR N TEFINEBEREECFF—EEFEEZNLTI/OYF VOB
Bl LVEEREZED L, MR TR LEEZRELTWS, 70
ERXAA VIZEEEBEDOBET (bromodomain and extraterminal) 77 3 1) —
E0E (KEPHERCFFBROERICSW T, BETEREEREET D &N
Hb, ) IC2FENBBRD2, BRD3, BRDAES LUBRDTIE, 77 I ) —NTREE
DEWNRIGRAIO 2 D07 AE KA A v & CRKRImAIDExtra C-Terminal K X
AVERBELTEY., ThENOBETERERMBICH. HEMICHEEEL T
WBZ ERRBhTWS GEFEFKHi 1)

BET7 7 IV —EHBHEDHTHBRIML, NAFREBERFTHSc-WCOFRR%
FELTWB & GEREFE2) . . Ba AR, Bz BHA
GERFEFXR 3) « IRERAA GERFEFER4) . WA A (GERFEFCHRS) .
TN A GEEFIFXE6) . REBLEERNA GEESEHXET7) . BRES GE
BT 8) « KRB A (EREFXER9) . RIIZERD A (FERFEFCER 1 O)
CHAA GEEFXXE1 1) . KEBEAA GEREFGER T 2) BLoBmE (
JERFAXHE 1 3) TFREOEBIMBREINLTVWI I ENS, PABRERILS
FRRIROENE L THREIhTWS,

INZETIC, BRMAZEN & LM AZIE LT, BRADE R b AD#ES
%#PAE7 2BRA[EEFIABARFERINTWDS CGERFEFxEi14) . LHL. B
RDABREHIIL. BRADERE AR TDICHHBRUMRERI AW & (3
FFEFXik 1 5) . /. BRADERZREIL I SEEEVBRMAZN L f28x
ESEMATOE R VIFRENICH LI 2BEHEORRICE YT E
"FINBZEND GEREFXER1 6. 17) . FBRFRICK 2BRMAZEHN
ELIEMDAFIOREN RO DN T WD,

HE, AEFFUY H—EEEEFDOE3Y H—+[Von Hippel-Lindau (VHL
). Cereblon (CRBN), Cellular Inhibitor of Apoptosis Protein 1 (cIAP1)
NI 2IHY RE, EHNEHEIRET 2N\ VY —2E/IEbtaw
EAVWT, MIENTE) H—EEENENEDATESAHAEZTRI . i



WO 2021/157684 3 PCT/JP2021/004231

[0007]

NOEHELNRBEETHZIEXFF Y —OFTT7Y—LJREZFMETZET
BHNEREDONMBEZETIRM (FIAIN/ v o5 0Y) BEFERAIER
fiiE LTEBINTWS GEFEEX#E18) . TNETIC, AEMEFBL
7-BRAZEHEHMFEFI & LT, VHLIZH T 2 ) HY REFIAE L 72ARV-T71%
. CRBNICX 921 HY RAEFIE L/ARV-82572 EAMREI N T WD (GEREFX
w15, 19),
NALZEEICBEWT, AEFRBIN SN AFICEN TH % B AR
MPAFERIAICERT %2 & TOMRMET T 2BEM D LRI K X AR
RBER->TWS GERErXm20) . COMBAFRICH T BMtEDTRIE.
DAL REEDBBERBER LICDORND ZEAPFIN. ChETICHRAR
B OEFEENBELONMIINTE L GERErXEk2 0) . BRAERE S
FBERICOWTIE. ERESBER%E £/ 5FE3Y H—HVHLSH 2 L ILCRBND
EERDOHERBICE > THAAMBICESTMAFTEINS I EFMRESN
TW?2 GEREFmE2 1) , F/-. VHLEGFOZEENER & A2 BHEIS A
BREDESETIE GERFFXHE2 2) . VHLICXW T2 ) A K% R L /BRD4ZE
HESBFEFICERATMMELART &E X 5N, ERDOBRMAECE S EFEH
DiftE%ETIRT 5. FRE3Y H—EIIHT 2 ) A K&FIFH L /=$737BRD4
ERENMRFEFNOERNEEND, EFE, FHLQE3)HA—EIIHTZIH
vhE BRNEREBEICNT NS VY —2REIELENERES#EFEL
EMHELLIHMEINTWS GERFIFFXE 2 3) . BIXIE #F<ICE3!) H—+D
CAF15%ZFIM L /zBRAERENMRFEFN’MEINTWD GERFEFXER 2 4)
o LM L. ZTOBRMAECESMZSERSICHBGEERIEZ+2EEEV
B\, BBUAH—FIIHTZ)AY REENEREICTT 2/34 45 —&0DH
EERREDOECARONTHY (FEREFXEA2 3) . BRMAEREICNT S
NAVF—=IIR L, A AFIE LT+ BRMEAERESMFEIER S L UHE
BEEERE NI LODBUREI) A—FICHTB) A RBLUT) v h—
BEDHEAGEDLEEZRET I LN RDOLND,
SeAT AT R



[0008] JF4FEFCART
FERFRFSTHR2
FERFRFSTMAS
FERFRF TS
FERFRFSTHAS -
FERFRFSTHAG
:Yan Y., Int J Clin Exp Pathol. 2014, 7: 4231-4238
FERFRFSTHAS
FERFRFSTHA -

WO 2021/157684

FERF SR

SERFEF KT

FEAFETSCHR10
FEAFETSCRR 1
-6385

FERFETSCMR12 ¢
FEAFETSCAR13 ¢
FEAFETSCER14
FEHRFETSCAR1S ¢
FEHFETSCHR16 ¢

FERFETSCERTT

FEHFETSCER18 ¢
FERFETSCER1O ¢

9
FERFEF R 20
SERFEF A2

SERRFSR22 -
SERER SCR23 -
SERE R4 -

FBA D E

: Taniguchi Y., Int J Mol Sci. 2016,

4 PCT/JP2021/004231

17: E1849

Kanno T., Nat Struct Mol Biol. 2014, 21: 1047-1057

Zhu Y., Oncotarget. 2017, 8: 31092-31100

Ucar D., Mol Clin Oncol. 2015, 3: 1291-1294

Liao YF., Oncotarget, 2016, 7: 9491-9500

Zhang P., Int J Immunopathol Pharmacol. 2015, 28: 36-44

Stathis A., Cancer Discov. 2016, 6: 492-500

Segura MF., Cancer Res. 2013, 73: 6264-6276

:Dai X., Nat Med. 2017, 23: 1063-1071

: Crawford NP., Proc Natl Acad Sci U S A. 2008, 105: 6380

Hu Y., Int J Mol Sci. 2015, 16: 1928-1948

Herrmann H., Oncotarget. 2012, 3: 1588-1599

Liu Z., J Med Chem. 2017, 60: 4533-4558

Lu J., Chem Biol. 2015, 22: 755-763

Dai X., Nat Med. 2017, 23: 1063-1071

: Shu S., Nature. 2016, 529: 413-417

Toure M., Angew Chem Int Ed Engl. 2016, 55: 1966-1973
Raina K., Proc Natl Acad Sci U S A. 2016, 113: 7124-712

:Neil V., Nature. 2019, 575: 299-309

: Zhang L., Mol Cancer Ther, 2019, 18: 1302-1311,
Iliopoulos 0., Nat Med. 1995, 1: 822-826.

Schapira M., Nat Rev Drug Discov. 2019, 18: 949-963.
Li L., Signal Transduct Target Ther, 2020, 5: 129,



WO 2021/157684 5 PCT/JP2021/004231

[0009]

[0010]

[0011]
[0012]

[0013]

FEANMBRL LD & T 2FE

AFBRIE, E3YUHA—EDCAF15IIFTRAY REFIBLA. BRD
AERENWEFESERICEBN. PADEEFIE LTERXMEEMXIEEDE
EHNICFESNBBERMT DL %2HREET 2,
RAERERT DO DFE

AFEPELSIT., LEFBEHRIANIHEARLALER. B3V H—EDC
AF15II893YHY RZFBLAE. BRDAEBEHENRSZSZEREZET
2tEWERHL. PADERFIZRHLEZIEZRHL, HICDCAF
1582 AY NICERERY VH—BEEZRETEICL > TARPBEE
Y 2ICE 2, TabE. ARBOEERIUTORBY TH 5,

11X (1)
(1]
Rﬁb
e R&a
N
R SN
R [ X 5/N w/Z\Z4
J R5 . I,
(:) ; L
Nw>mﬁ4. a
[ A,

ARG QIRBEWIMIIL T, FEKRRILKRER ; BR. MERVERDL DL
BRINDEFZ 1 ~3BEECHFEHEERE; /0
F. MERVZERNSEBERINZIETFZ 1 ~3EETEMHEERE ; 1 oR
REINBETEERL.

ZIRIE.
NOTVRTF;

ErOFE;

T E;



WO 2021/157684 6 PCT/JP2021/004231

EROFHILRZILE;
THFVE;
FAFVE;
NOFVEF, EROFVE, ZIAFIERCV T/ ENLBIRINZE
TEBHREINTVWTHERWTILFILE;
NOFVEF, e ROFPE, ZIAFDERVPIDT/EHISLBIRINZE
TEBEHREINTWTHERVWIZILIFVE;
NOFTVEF, eROFVE ZFLAFDERVCV T/ ENLBRINWSGE
TERINTUWTHERWZILIF D AILRZIVE;
—CO—N (R72) (R7¢p)
—N (R72) (R7b) ; ITIC
—N (R7¢) —CO—R7d;
HNOBRINZETEHRINTLWTERL,

Z'd. CRUNDLEIRINZETHY.

Z2ld, CRUNDLBIRINZETHY.,

Z3lg, =CRZZI—RU=N—-DSBIRINZETHY.

24k, =CRZ4—RU=N—-DSRBRINZETHY,

Z51%, =CRZ5—RU=N-DSRBRINZETHY,

Rz3, Rz4, RURZSIIEWIMIIL T,
KERF; NAOFVERF; erROFVE; 7 /& ; e ROFvHILRZIL
B, nN\OryVEF. EROFDE ZILAFPERVCIOT/ENLERI N
ZETERMINTVWTERVWTZIFILE; NOFVRF, e ROFVE 7
WIAXRVERCIVT/ENMLBRINZETERINTWITERVW/0O7
WHERIVE ; NOFVRF, e FOFVE PIAFVERCOT/ENLE
RINBETERINTWTERWZILIFVE ; NOSFVETF. EROF
E TLNAXFTVERCVT I/ EHNLSFRINZIETERINTLWTERV
FIAFTAIRZINE; —CO—N (R72) (R7¢) ; =N (R72) (R
7) ;=N (R7¢) —CO—R7¢; FEERKILKRE ; RUBR., MERV



WO 2021/157684 7 PCT/JP2021/004231

[0014]

[0015]
[0016]

[0017]

BERDVOBRINZREFZ 1 ~3BE2C 5~ 6 EDFEHERERE ; HOE
REINBEZERL,

EROHEE -
[162]

98
R~

(2,
=T
(&, F&2xX (Ea) . (Eb) XiF (Ec)

[1b3]

Og : 9a
A R RYa R9b R

d . R%__// S\ | M

G N G N G N

(Ea) (Eb) (EC)
OWIFhhERL.

L., T. RUMIE. ZNEFNEWIIHIIL T, BEESERTH.
-0—;—-S—-—; —-NR72—; -CO—; —-S0O0—; —-S0,—;—CO—N
R7¢—; —NR7¢—CO—; —S0O,—NR7¢—; —=NR7¢—=S0,— ; —N
R7a—~CO—-—NR7p—; — (OCH,CH,) ,—; —O—R7r—; —R7r—
O_;_S—R7r—;—R7r—S—;—NR7a—R7r—;—R7r—NR7a
—; —CO—-NR7¢—R7r—; —R7r—CO—-NR7¢—; —SO,—NR7¢

—R7r— ; RU—R7 =S 0O,—NR7¢c— ; hSBIRINZEERTH.
2 MDFERRILKERE ; 2MOBEMHEREREE ; —HAKREINTVWTE
ROLW2MOFERERERE; PILFLYE; /07 LFLVE; PILT=
LYE ;IS PLFZLVE; AOBRINZEEZRL,

ZER. NOFVEFEROFCE VT /E FFVE; EROFY



WO 2021/157684 8 PCT/JP2021/004231

AIVKRZIE; NOTVEF, e ROFTE PLIAFERCOT/ED
SLERNINZETERINTVWTHERWIIFILE IO T VIRF.
ErOFIE FLOAFVERVCIT/ENOBIRINZETEBRINATYL
THRWTIILIFVE ; ASBRINZERETEHRINTVWTERL,

—L-T-M—id. 2BX:—Ho#EslL . —0-0—, —S—S—
. —NR7a—NR7a—, —0—S—, —S—0—, —O—NR7a—_ —NR
7a—0—, —S—NR72—RU—NR7a—S—H5BIRINDZEERT &
<

GIFNXIEC%ERL.

JIENIZOERL,

BB HEE -

[0018] [1b4]

[0019] (&.
[0020] [1b5]

[0021] A HBIRINZEOEEERL.

nix 1 XIE2THY,

miz1Hh5 6 DEHERL.

REEIKFRRT ; McNOFVREF. e ROFPE, PLIFOERTY
TIENSBRINZETERINTVWTERVLWTILFILE ; ASBIRI N
BETHY.

REOARUROPIFIEWIHIIL T, KERF; NAYVRERF; e FOFTE



WO 2021/157684 9 PCT/JP2021/004231

s T/ NOFVETF. EROFVE, FILAFCERCIVT/IEDNDS
BRINZETERINTVWTERVWTZIFILE; TICNOFVREF. &
FOFPE, PLOAFVERUVCUT/ENLBIRINZETEBRINTWVWT
ERVWZILIAFVE; AOBIRINZETHY,

R7aRUR7PIEEWIRIZ LT, KREF ; XBNOFVEF. e ROF
E, PILAFVERCIT/ENLBRINZETERINTLWTIERL
TIVFIVETH DD,

A—DOBRZRRFICHEETIRT2RURIEESL T ZBRRFEEBHIC
CANATVETF, EROFVE PLAFTERVCIT/EHNLBRIND
BETBEHINTLWTIHERV., BRETE 1 BEUBHERERREAEHRL TW
TH &K<,

R7CRURTIFEEWIHIIL T, KRET ; XENAFVEREF, ERFOF
VE, PILAFVERVCVTI/ENLGBRINZETERINTVWTERYL
TILEIETHY.

R7E, NAFVERF. EROFVE IAFPERCI T/ ENLE
RINZETERINTOWTERVWZILFLYE ; N"OFVEF. EROF
VE, TIAFVERCVT/ENSBRINZETERINTVWTERL
TILGZLYVE; XENOFVEF. e ROFPE, ZIAFVERVVT
JENSBIRINZETERINTVWTERVWTIILFZLVE ; HhOBIRY
nNaETHY.

ReaRU'RerIE, EWIHMIIL T, KRRF; NOFVREF; EROF>
E;v7 /&, \QF5VEF. eROFVE FLOAFVERVVT/ED
SERINZETERINTVWTHERWIIFILE IO T VIRF.
ErOFIE, PLAFVERVCIT/ENLBIRINZETEBRINATYL
THERVWZILIFVE  AOBIRINZETHY.

ReaRURoPE, BEWIHIILT, KRREF; NOTFVREF; e ROFY
E;o7/&; e ROx2AHNRZIE ; NOFVEF, EROFVE 7
WIAFDERCD T/ ENSBIRINZETERINTVWTERVWTILFIL



WO 2021/157684 10 PCT/JP2021/004231

E; N\OFVEF, erOFVE, PLOAFVERVCUT/ENLEIRIN
PETERINTVWTHRVWIZILIFVE ; NOFVETF, EFOFTE,
TIVIAFIERCD T/ ENLBRINZBRETEBRINTULWTIERWT
WAFSANRZIE ; FIC—CO—N (R72) (R7b) ; h5BIRI N
LETH B\

ReaRURIF—HICA>T, NOFVREF. e ROFIE, 7)3F>
BERUCYT7/ENLBERINZIETEEINTVWTIERVWIILFLVE ;X
. NOFVEF. EFOFIE FILAFPERTCT/ENMSEIRIN
BETERINTVWTHERWIILIZLVE 2R L THET 2RE &BGE
REWMHRLTH &L,

R10aRURIOPIE, BEWIRIZLT, KRRF; ErOFTE ;27 /&
; —N (R72) (R7¢) ;=N (R7¢) —CO—OR74; RUTIFILE;
MHBRINZEHRELZRL.

T I FIVEE,

NOFVRF; erROxVE; 7/, \OFVREF, EROFVE 7
WIFVERCV T /ENLBIRINZBHRETCERINTVWTERVWTIL
JAFVE; N NOFVETF, EROFVE FILAFVERTOT/IENLGER
RINZEHBLETERINTVWTHERVWZIAFVAHLRZILE; E ROF
SAINKRZNLE; WCIC—CO—N (R72) (R7p) ; ALHBIRINZEHR
BETEBRINTULWTHERL, S,

R10aRURIOPIF, —RICAR>TNOFVRF, EROFVE, 7+
VERUCY T/ ENLBERINZETERINTOWTHERWIILF L VEE
~LULTERZEEK L.

RTMUE, KFRRTF; IS, NOFVEF. e FOFPE 7ZIIFVE
RO TI/EDNGBRINZETEBRINTVWTERVWTILFILE ; IR
REINBETH B, ]
TRINDIEEMXIETOERNICHEINZE (KRBEMEEHR. TtaH (
1) | &BREET BIBEDH D)



WO 2021/157684 1 PCT/JP2021/004231

[0022]  [2] BROHEE
[0023] [{6]
N./ ziz4

TO%

12
Q

[0024] A%, T&EER :
[0025] [1k7]

[0026] [z,
Raldk, KRERF; XENOFVEF. e ROF2E FILAFPERTY
T)EDNSBIRINZEBETERINTVWTERVWTILFILE ; R0,
R 3, KEREF; NOFVRF; erOF2E; 7/ &, NOF5 VR
F.ooEROFVE ZILAFPERCVT/ENSBRINZBEHRETER
TINTWTHERWTIFRILE ; NOFVEF. EROFPE, 7IIFVE
RO T7/EDNLBRINZBRETERINTOWTERVWTZILIXF S AL
RZIVE; XIF—CO—N (R72) (R7%) &rRL,
Ra' &, KREF; N\NOFVEF; P7/8; \OFVEF. eRkOFY
B ZILAFVERCOT/EHNLBRINZIBVETERINTVWTIER
WZILFILE; N"OFVETF, eROFVE FLIAFPERTI T/ ED
LERINZBRETEHRINTVWTERVWTZILIF D HILRZILE ; X
—CO—N (R72) (R7P) %Y, ]
TRIND,
(1] CREFEDLEMXIETOERNICHRINSIE,
[0027] [3] ADBEEERILKFRR. BR MERVEZRILBRINDIRETZ



WO 2021/157684 12 PCT/JP2021/004231

[0028]

[0029]
[0030]

1~3BEL5~6 BDFEHERERVCY/7OTIAVENLERIND
BRTHY.

RzZ3A%,
KERF; NAOFVRF; erROF>E; 7 /& ; e ROFThILRZL
E;N\OFVEF. EROFVE ZIWAFPERVCVT/ENSERI N
BETERINTUVWTERVWZIFILE; NOFVEF, EFOFPHEH 7
WAFERCI T/ ENLGBEBRINZETERINTVWTHERW 207
WERIVE; NOFVEF, EROFVE FIAFTERTIT/ENLR
RENBZETERINTVWTERWIZILIAFVE  NOFVEF. EFOF
VE PIAFVERVCVT/ENSBRINZETERINTVWTERYL
FIAFTHIVRZIE  AOBRINZEEZTRL,
RZ4RUGRISHPEWIIRIIL T, KRREF; NOTVRF; T/ &E ;N
AOFVEF. EROFTE, ZIAFVERTVT/ENSBIRINZEBER
BETBHINTOWTHERVWIILFILE ; N"AFVRTF, eROFT & 7
DAFVERPC T/ ENLGBRINZETERINTUWTERVWZILOFY
H; hoBBRINBEARL.

R IEIE -
[1£8]
Rgb Rga

&7

». T (Ea) XiE (Ec)



WO 2021/157684 13 PCT/JP2021/004231

[189]
Rga Rgb o RQa
o
X
G N ¢}
(Ea) (Ec)
[0031] Z7~ L.
BB HEIE -
[0032] [{k10]
e
ﬁ%}
~J

[0033] #%,
[0034] [1611]

[0035] %=~ L.
ER OIS -
[0036] [1b12]

[0037] A%,
[0038]



WO 2021/157684 14 PCT/JP2021/004231

[0039]

[1613]

Zm L.

LA, 20FERKRIEKRE ; 2MOBHEERRE ; —BKHELIH
TWTHRW2MDOFEBRERRE ; 7IFLVE; > oO7IFLUVE;
TITFZLVE; IS, PILFZLVE; DORBRIRINZETHY.

ZEE. NOFVEF;eEROFVE; T/ E EROFVALRZL
E;N\OFVERF, EROFVE, ZIAFPERVCVT/ENSERI N
ZETERINTVWTERVWTIFILE; TICNOFVYRF, EROFY
B FIIAFVERVCITI/ENSBRINZETERINTVWTERWT
WIAFVE DAHEBRINZEBLETERINTULWTHERL,

TH, S, —CO—, —CO—NR7¢—, —NR7¢—CO—, Xl&—
O—%Zmdh.
NOTVEF; efOFxFPE ;D7 /R AFVE; EROFD AR
E;nN\OFVET. eROFVE, TIAFVERVCVT/EHNLERIN
ZEBMETERINTVWTHERVWIZIFILE; BCNOFVERF. B RO
FUE TLAXRVERCIT/ENSBRINZBRETERINTVLT
HERVWZILIAFVE AOBRINZEBRETERINTLWTERVWTILF
LYETHY.

MDY, BEETHBDH\

-0—-;—-S—;—-NR72—-;-C0O0—;—-S0—;—-50,—; —-CO—N
R7¢—3; —NR7¢—-CO—; —S0O,—NR7¢—; =NR7¢=S0,—; —N
R72—CO—-—NR7p—; — (OCH,CH,) ,—; —O—R7r—; —R7r—
O0-;—-S—R7r—; —R7r—S—; —NR72—R7r—; —R7r—NR7a

—3; —CO—NR7¢=R7r—; =R7*—=CO—-—NR7e—; ¥ ic/nNOFT VR



WO 2021/157684 15 PCT/JP2021/004231

F. EROFVE, FLAFPERTIT/EDNSLBRINZBRETER
TNTWTHRWIILFLVE ; NOFVREF, e ROF2E, 7IL3FY
ERVOVT/ENGBRINZEBEBLETERINTLWTERWIIF =LY
HE;HtiCa) NOFVEF. b)) eRkOFTPHE, ¢c) PTF7/E d) F+F
VE, e) NOFVETF. EROFVE FLAFTERUVCIT I EHLE
RINZEBETERINTVWTERVWTIILFILE, BT ) NOFVE
F. EROFVE PIAFDERCIT/ENLBRINZIERETER
TNHTWTHERWIIIAFVE  HOBRINIBERETERINTVWTD
RW2HDEMBEERERE ; NoBIRINBETHY,

REDWKRRFTHY.

REARUROPHNEWIMIIL T, KERF; NATFVEF; e rOFTE
s VTP /E RUNOFVRF. EROFVERUVI T /EHNSRIRIND
ERETEBRINTVWTERVLWTILLFILE ; hOBRINZETHY.

R7<HNKREFTHY.

Re2RUREHNEWICHIIL T, KRREF; NAITVETF; e ROFTE
s ROV T /B DO BIRINWBZETHY.

RO2RURIH, BEWIHILTKRREF; NATVRTF; 7/ E ;N
OFVEF, EFOFERVCCT7/ENLBIRINZIBEBRETEBRINT
WTHERWTILFILE ; AOBIRINZETHY.

R10aRURIOBIFHEWIMITL T, KERF; —N (R7¢) —CO—0OR
T4 RUTIVFIVE  BOEBRINSZIBEHREEZTRL.

LT ILFILEIL,

NOFVBEF; e ROFPE ;7 /E; NOFVEF. e ROFVE, 7
WAFVERCV T/ ENLBRINZBHRETCERINTOLWTERWVWTIL
JF2E; N NAOFVETF. EROFVE FLAFIERVCIT/EHNLE
RINZEBLETERINTVWTERWIZILIF P AILR-NLE; —CO—
N (R72) (R7°) ; #ICE ROFVAHILRZILE ; hOBIRINZEHR
ETBHINTWTERL.



WO 2021/157684 16 PCT/JP2021/004231

[0040]

[0041]

[0042]
[0043]

[2] CREDLEMXIETOERNICHRINSIE,

[4] AR, RUEVE; BEYIYVER,; Iy /07 LA VELLRR
TNBETHY.,

Rap, KREF; XENOFVEF. e ROFPE RV T/ENLE
RINZEBLETERINTUVWTERWVWTIILFILEEZRL.

R A% KREF; XBNOFVERF. e ROFVE RCVT/EDDL
BRINZEBETERINTVWTERVWTZILFILEERL,

Re"" A KREF; NATFVEREF; NATVEF. e ROFIE RUTY
T/EMNSBIRINZBBRETEBRINTVWTERVWTILFILE ; XV 7
JEERL.

RZ3p KREF; NAFVEF; >7/&; NaFVEF. e rkOx>
ERVCOT/ENSBRINZEBETERINTUVWTERWTIILFILE
NOFVEF, EROFVERCI T/ ENLRBIRINZEBRETEBRIN
TWTHERWY /7 O7ILFIE ; RiENOFVEF. E ROFVERUVYT
JENSBRINZEBETERINTLVTHERWIZILIFVE ; £#RL.

RZ4BRRISHPEWIHIIL T, KERF; XIENQTYVRERF, e rFOF
VERVCVT /I ENSERINIERETERINTVWTERVWTILFILE
; 2 L.

RIS -

[1614]
Rga

N
v
A, FER (Ea)

R

0L ~E



WO 2021/157684 17 PCT/JP2021/004231

[0044]

[1£15]

S,//Sf
o T(

G N

(Ea)
N VR

LA, NOFVEF. EFOFPERCI T/ ENLBEIRINZIBHRET
BEBRINTOWTHERWIILFZIE; a) NOAFTVEF. b) erFOFIE
c) YT/E Jd) NBFVEF EROFVERTIT JENLRIRY
NZBMETERINTVWTHERWIILFILE, BiCe) NATVETF.
EROFERVCIT/ENSBRINZEBETERINTVWTERVT
LAFVE HAOBRINZIBH|ETERINTVWTERV 2D B EKK
LKFRE ; NOFVEF. EROFVERVIVT7/EHNLBIRINIEHRE
TEBRINTVWTERWV., BERRTA 10857 2 2MOMHEEREE ;
WL —BBKRIEINTVWTERW, BRETF. BRREFRUMERTNS
BIRINDETE2 1 ~2@EET 2 2MOBEHERRE ; HOEBIRIND
BETHY.
SFEHERBERNQSVEF. EROFVE YT /ERUAFVE
DOBERINZBHRETERINTVWTERL,

TH, BEE; —CO—; —CO—NR7¢—; —=NR7¢—=CO—; Xl&—
O—; #xL.

M#Y, BEETH DD\
—R7r—0—; —R7r=NR7a—; NOFVEF., EROFTE RUVT

JEMNSBIRINIZBEETCEREINTWIEHERWIZIFLVE ; NOF Y
BF. RO E, ROV T/ EINSBIRINZIEBRETERINTWT



WO 2021/157684 18 PCT/JP2021/004231

[0045]

HBRWIZILFZLVVE B, 2MEDBEHEERERE ; NOBRINZE
THhY.

REaRUREPHNEWIRILL T, KRRF; NATVRTF; 7/ & &
tNOTVEF, EROFVERVCIT/ENSBRINIEBERETERX
NTWTHERVWTIILFILE  hOBRINBZETHY,

R7aRUGR7eH, BEWIMIZ L TKRRETF ; XENOFVEF. e ROF
VERUOVT /I EDNLGERINSIEBLETCELINTULWTHERVWTILFILE
=L,

R7AKFBRFETRL.

R74ANOFVET. E ROFVERVV T/ EINLBRINZEBEHRET
BRINTWTERWTZIFILEERL.

R7rANOFVEF. EFOFTE ROV T/ENLBRINZBEBRE
TEBBINTUWITERVWZILFLVEERL.

ReaRUREIANEKRRTTHY.

ReaRUROH, BEWIIRIILTAASVEF. e ROFLERVOY T/
ENSBIRINZERETERINTLVTERVWTIILFILETHY,

R1CaNKRERETF ; WHIT/NATVRF, e FOFPE 7 /&, —NH
—CO—0OR7¢4, =CO—N (R72) (R7¢) [ ZAAFTAIKRZIER
e ROFVANRZIENLGBIRINIBRETERINTVWTERWT
WHRIVE  AOBEREINZETHY,

R1ObAKRRFTHY,

RUANATVEREF. EROFPERVCI T/ ENSGBIRINDZIBEHRET
BRINTVWTERVWTILFILETHS.

[2] F/4E [3] KEBBDILAENXIEZTDODEENICHFEINDIE,

[6] Rap, KFERF ; XTI FILEZRL.

Ra' A KBREF; XEF7IFIEEZRL.

Ra"" A KREF; NOATVERF; PIVFILE; I 7/ E%ZxRL.

RZ3p, KREREF; NATVRF;; Y7/ &; \OFVEFRTE ROF



WO 2021/157684 19 PCT/JP2021/004231

VENSGEBRINZ 1 ~3D0BHETERINTVWTHERWTIILFILE
2oO7IIFIVE; RIFT7ILAFVE; R0,
RZARURISHPEWIHIIL T, KBRREF ; RIETFILFILE ; ZR L.
RIS -
[0046] [1r16]

Rgb RQ&
v%; séﬁff
¢ N

[0047] A, F&ER (E a)
[0048] [1£17]

[0049] Z=~L.

LA ZIF=ZLVE; NOFVRF, eFOFVE 1~3EONDOYT
VERFTEBRINTWTIERVWZIFILE, HCICT7ILIFVE, HEHER
INZ 1 ~2@EOBRETCERINTVWTERV 2MOEERKILKRE ;
BRETZ 122692 2M0OEHEERRE ; T*IC—EKHELIhTW
THRW BRETF. BREFRUMEREFILOBRINZIETFZ1~2E
BET 2 2MMOFEHRERERE ; MoBRINZETHY.

SFEEHERRER. —HKREINAL BRETF. BREFRUOMEER
FHOLBRINDIRFZ 1 ~2BAEE IS 2MOFEHEERRETHD EX
AFVETEBRINMTWTERL,

TH, BREETHBEH\



WO 2021/157684 20 PCT/JP2021/004231

[0050]

—CO—;—CO—-NR7¢—; —NR7¢—CO—; XIZz—0—; &R L.
MDY, BEESTH B\

—R7r—0—; —R7r=NR7a—; TEDOE ROFVETBBRINTVWTD

RWPILFLVE ; PILFZLVE SIS, 2HOBHEEREE ; 5

BIRINBZETHY.

R6aRUREPHAEWIHIIL T, KRRF; NATVERF; V7 /& &k
UTILFIVE ; DOBRINBZETHY.

R72RUR7PHD, BWIHIILTKRERET ; XIET7ILFILEEZRL.

R7AKFBRFETRL.

R7IBTFILFIEERL.

R7 " A7ILFLVEAERL.

ReaRUREIANEKRRTTHY.

RO9ARURIPH, BWIHMILTIEDOE RKOFVETERINTLWTER
WPILFILETHY.

R10apNKERF ; HLP®IC—NH—-CO—-0OR7d, —CO—N (R72) (
R7p) Y7 /&, PLIAFVALRZLERCE RAF T HILRZILEHD
HEBRINDIMEOBRETERINTUVWTEHERVLWTILFILE ; HhHERI W
2ETHY,

R1OPAKRRFTHY,

RIATFILFIETH S,

[2] ~ [4] oWThh 1 BICREHOLENIETTOERMICHFEIND
18,

[6] AN, RyEVERERL.

Rap, KREF%ZrL.

R1oap, 1TEOFZINIAFIAINRLETERINTVWTERVWTILFIL
AETHY.

LA, NAOFVEF. 1 ~3BONAOTFVRFTERINTVWTERWT
WHFIIVE, BCICTNIFVE MOBRINS 1 ~2@OEHRETERT



WO 2021/157684 21 PCT/JP2021/004231

[0051]

[0052]

[0053]

NTWTHRVW 2HDBFEHRRIEKZRE ; T CIC—ERKRIELINTWTER
W, BRRT. BREFTRUMERTHILBIRINZIETEZ1~2@BEET
2 2{iDFEEHRERRE ; HhOBRINZETHY.

MA, EROFTERCIT/ENLERIND 1 OBHMETERI N
TWTHERWTIFL VETH S,

[2] ~ [5] oWFhH 1 HICEHOIELENMRIETOEENICHFRIIND
18,

[7]1 R N, KFEEF=ZxL.

Ra"" M, 7/ E%&=RL.

RZ3N, 1 ~3EONAFVEFFALIGEROFVETERINTWVWTE
BUWZILFILE; RIE7ILaAFVE; #RL.

RZ4HKFRFETL.

RZSHAKRRFERT.
[2] ~ [6] oWTFhh 1 BICREHOIELEMIEETODEEMICHFRIND
18,

[8] Re3aRUREAMNEKKRRFTHY,

RO2RURIH, BEWIHIZLTIEOE FOFIETEBBRINATWTE
BWZILFILETHY.

R10aps, MEADTZILIFVALNRZNETEBRINTVWTERVWTILFIL
HETHY,

RIOOANKREFTHY,

RUATFILFILETHD.
[2] ~ [7] OWTh 1 HICEHDEEMXIETDERNICHEIND
18,

(9] LANASFVEFRUTZILFILENGBIRING 1 ~2EOEHRE

TEHRINTWITHERWIIZLVE  XBESYYIAILE; THY.
TH—CO—-NR7c—=ThHY, RIHAKERFTHY,



WO 2021/157684 292 PCT/JP2021/004231

[0054]

[2] ~ [8] oWFhH 1 HICRHDIELEMIETOERNICHFRIND
=

[10] xF) [(6S) —4— {4 —[({4-[(83=->7/—
4—XFI—TH-AYR=I—T—4)) AIT7EAIN] Tz} X
F) ANREAN] [1, 1V —ET7z=0] —4—4J)} —2, 3, 9
—MN)XAFIN—6H—FT/ [3, 2—Ff] [1, 2, 4] MY F7YVDO [4
, 3—al] [1, 4] o7EEY—-6—1)L] 7EH—H,

XFI [ (68S) —4— {4 —[(2—-{4-[(B3—-2T7/—-4~—
AXAFIV—TH-AYR=I—=T—A)) ANTF7EAIN] Zx=Z)} TFI
) AREAN] [T, 17 —EZ7z=Z0] —4—4J)} —2, 3, 9—k
JXFI—6H—-FT/ [3, 2—F] [1, 2, 4] vYF7VO [4, 3
—al [1, 4] 7FEY—6—a)L] PEF— I,

AXFI [ (68) —4— {4 —[({4—-[(3=2T7/—4—-XF}
FU—AH-—AYR=IL—T7—4)) ZANT7EAIN] T} AFI)
AWREAN] [1, 17 —ET7zZ)] —4—4a)} —2, 3, 9—K1)
AXFIV—6H—-FT/ [3, 2—Ff] [1, 2, 4] vhYF7YDO [4, 3—
al [1, 4] Y7EEY—-6—a)L] 7EH—,

XFI [ (68) —4— (4 —{[(1R) =1—-{4-[(3—-¥
T)=4—AFIL—TH—AYR=I—T—4qJ) RIWT7EAIN] 7=
VY TFI] ANSEANLY [1, 17 —ET7z=)] —4—14) —2,
3, 9—MNYXFI—6H-—FT/ [3, 2—F] [1, 2, 4] pYTVY
of4, 3—al [1, 4] o7EEY—6—q1I] 7EH— K.

XFI [(6S) —4— {4 —[({4-[(3=>7/—-4—-xI7F
W=TH=AYR=)b—=T—=AJ)) RAWNT7EAN] T} AFIL) A
WIREANL] [1, 1V —E7zZ)V] —4—4JL} —2, 3, 9—hKU X
FIV—6H-FT/ [3, 2—F] [1, 2, 4] vY7VHO [4, 3—a
1 [1, 4] v7EEY—6—a4L] 7EY—K,

XFI [ (68S) —4— {4 —[({4-[(B=>F7/—4—XF



WO 2021/157684 23 PCT/JP2021/004231

W—=1TH—AYR=Ib=T7—4)V) AWNT7EAIN] Tz} XFI) B
WIREAIJL] —2° =207 [1, 17 —E7z=)] —4—4AJ} —2
, 3, 9—MUXFN—6H—FT/ [3, 2—F] [1, 2, 4] NUT
Vo (4, 3—al [1, 4] Y7EEY—6—1)L] 7EH—H,

XFI [ (68S) —4— {4 —[(2—{4-[(B3—=vT7/—4~—
AFIW=TH-AYR=)—T—4JI) RANT7EAIN] JzZI} TFIL
) AWNREAN] -2 =74 [1, 17 —ET7z=)0] —4—1I)L}
-2, 3, 9—RNYUXFIN—6H—-FxT/ [3, 2—F] [1, 2, 4] b
y7yvno [4, 3—al [1, 4] Y7EEY—6—94)L] 7EH—H,

XF)I [ (68S) —4— {2 —ynoO—-4" — [ ({4—-[(3-v
T/)=4—AFI—TH-AYR=I—T—qI) RINT7EAIN] 7=
Y XFII) AsEANL] [1, 17 —ET7zZ)] —4—14L} —2,
3, 9—MUYXFI—6H—FT/ [3, 2—F] [1, 2, 4] NUTVY
04, 3—al] [1, 4] o7EEY—-6—a1I] 7EH— k.

XFI [ (68S) —4— {4 —[({4-[(B=>7/—4—XF
W—=1TH—AYR=Ib=T7—4)V) ANT7EAIN] Tz} XFI) KB
WIREAIL] =3 —XFI [1, 17 —E7z=)L] —4—4)} —2,
3, 9—MNYXFIN—6H—FT/ [3, 2—F]1 [1, 2, 4] NYTVY
of4, 3—al [1, 4] o7EEY—6—q1] 7EH—K.

XFIN [(6S) —4—(4—{6—-[({4-[(3—=2T7/—-4—
AFI—TH=—AYR=)b—T—=q)V) RIWT7EAN] T} AFI
) AVNREAN] EYD Y =3 —a)} 7)) —2, 3, 9—KUXF
W—6H-—FxT/ [3, 2—F] [1, 2, 4] pvYy7VO [4, 3—a]
[1, 4] 7EEY—-6—9J)] FEH—hK,

t—7F)I [(6S) —4— {4 —[({4-[(3—>7/—4-
AFI—TH=AYR=)b—=T=A)) RINT7EAN] Tz} AFI
) AWREAN] [1, 17 —EZ7z=0] —4—4J} —2, 3, 9—k
DAFIV—6H—FT/ [3, 2—Ff1 [1, 2, 4] vY7V0O [4, 3



WO 2021/157684 24 PCT/JP2021/004231

—al [1, 4] Y7EEY—-6—a)L] PEH—,

t—7FI [(6S) —4— {4 —[(2—{4—[(3—=-vT7/—
4—AFIV—TH-AYR=I—T—4J) ANTF7EAIN] 7z=)V} T
FI) AREANL] [1, 17 —ETZz=)] —4—4a40} —2, 3, 9
—~NUXFIN—-—6H—-—FT/ [3, 2—F] [1, 2, 4] NYyF7YVHO [4
, 3—al] [1, 4] o7EEY—-6—1)L] 7EH—H,

XFJI [(6S) —4— (44— {6—-[({4=-[(3=-vF7/—4—
AFIV=—TH-AVR=I=T—=AJ) ANTF7EAIN] TxZ)L} AFI
) AWVNREAN] ESDY—2—a)} 7z=Z)V) —2, 3, 9—RUXAF
VW—6H—-FxT/ [3, 2—1f] [1, 2, 4] bYF7VO [4, 3—a]
(1, 4] Y7EEY—-6—a)IL] PEH—h,

XFI [(68S) —4— (4 —{[(1R) —1—{4-[(3—¥
T/)=4—AFIL—TH-AYR=I—T—qJ) RAINT7EAIN] 7=
WYy TFN] ANEAN}Y -3 =740 [1, 1V —E7z=Z)] —
4—4J)) —2, 3, 9— MY AFI—-6H-FT/ [3, 2—F] [1,
2, 41 py7PYVO 4, 3—al [1, 4] Y7¥EY—-6—-1)] 7t
2l O

XF)N [ (6S) —4— (3" —yoO—-4" — {[ (1R) —1—{
4— [ (3=VTF/)—4—AF)I—TH—AYR=I—T—4J) ZILT7
EA4N] 7=} TFL] ALNREANY [1, 17 —EZ7zZ)] —4
—qI) =2, 3, 9—hFUYXAFJI—6H-—FT/ [3, 2—F] [1, 2
, 41 vYF7vVOo [4, 3—al [1, 4] o7EEY—-6—9L] 7t%¥
— k.

5—00-N— ({4=[(3=Y7/—=4—AFI—1TH-AYR=—
W=T—=4)) ZNT7EAN] T} AFIN) —2—-7)b40O0—4’
- [(6S) —2, 3, 6, 9—FhFSAFI—6H—-FT/ [3, 2—F
1 [1, 2, 4] hYy7vo[4, 3—al [1, 4] oF7EEY—4—41
V1 01, 17V —E7z=Z)] —4—HILKRFHI K,



WO 2021/157684 25 PCT/JP2021/004231

XFI [ (68) —4— {4 —[({4-[(B=>TF7/—-4—-4F
W—1TH—AYR=Ib=T7—4)V) AWNT7EAIN] Tz} XFI) KB
WINEAIN] -2, 3 =2oAo0 [1, 1V —E7z=)V] —4—4
IV —2, 3, 9—FNYXAFI—-6H—-FT/ [3, 2—Ff] [1, 2, 4
1 dy7YO [4, 3—a] [1, 4] V7EEY—-6—1] 7EH—F

XFI [ (6S) —4— (4 —{[(R) —1—-{4-[ (3%
T/)=4—AFI—TH-AYR=I—T—4J) RINT7EAIN] 7=
WY TFIV] AINEAINY -2 =740 [1, 1V —ET7z=)] —
4—q)N) =2, 3, 9—hNUXFL—6H-—FT/ [3, 2—F] [1,
2, 41 M)y7vOo [4, 3—al [1, 4] 27EEY—-6—4)] 7t
&=k

XF)I {(6S) —4—[4—(6—-—{[(1TR) —1—{4—-T[ (3
=T ) =4 —AFI—TH-AYR=)b=T—4)V) ANT7EAIL] 7
TV} ITFI] AUNEALY EYIY =3 —q)b) 7z=)] —2, 3
, 9—NYAFIL—6H—FT/ [3, 2—1F] [1, 2, 4] ~YF7VDO
[4, 3—a] [1, 4] Y7EEY—6—9J)} FEH—hK,

XFI [ (68) —4— (4 —{[(1R) =1—-{4-[(3—-¥
T)=4—AFIL—TH—AYR=I—T—4qJ) RIWT7EAIN] 7=
LY TFI] ALNEANY =27 , B —You40 1, 17 -7z
W] —4—4N) =2, 3, 9—RYAFIL—-6H-—FT/ [3, 21
1 [1, 2, 4] NYy7VOo [4, 3—al] [1, 4] oF7EEY—-6—41
V] 7EH—hK,

XFI [ (6S) —4— (4 —{[(R) —1—-{4-[ (3>
T)—=4—XF—TH-AYR=I—=T—A)V) AINT7EAILN] 7=
VY TFNL] ALNEAN}Y =2 —7)040-5" —XFIL [1, 17 —
E72z=)L] —4—4J)) =2, 3, 9—NUXFI—6H—-FT/ [3,
2—f1 [1, 2, 4] vYy7YO [4, 3—al] [1, 4] oF7EEY -



WO 2021/157684 26 PCT/JP2021/004231

6—A1I] 7EH— K,

XFIL [(68) —4— (4 —{[(IR) —1—-{4-[(3—¥
T)=4—AFI—TH—AYR=I—T—qJ) RIWT7EAIN] 7=
LY TFI] ALNSEANY =27 , 3 —You40[1, 17 -7z
)] —4—-4qJ)) -2, 3, 9—KNYAFIN—6H—FT/ [3, 2—f
1 [1, 2, 4] vYy7PvyAa [4, 3—a] [1, 4] oF7¥EY—-6—41
W] 7=k,

XFI [ (68S) —4— {4 —[(2—-{4-[(B3—-2T7/—-4~—
AXAFIV—TH-AYR=I—=T—A)) ANTF7EAIN] Zx=Z)} TFI
) AIVREAN] —27 , 37 =y7u40[1, 17 —EZ7z=)L] —4
-4} =2, 3, 99— MY XFI—6H—-FT/ [3, 2—F] [1, 2
, 41 hUyTPYVO[4, 3—al] [1, 4] OF7EEY—6—4q)] 7ES
— b

XF)N [(6S) —4— (4—-—{6—-[(2—{4-[(3—v7/—
4—AFIV—TH-AYR=I—T—4J) RAINT7EAIN] 7z=)V} T
FIL) BINREAIN] ESYY—2—-q)V} 7z=)V) —2, 3, 9—KY)
AFI—6H—FT/ [3, 2—Ff] [1, 2, 4] vYy7YDO[4, 3—
al [1, 4] Y7EEY—-6—a)L] 7EH—h,

XFI {(68S) —4—-[4—-(BE—{[(1TR) —1—{4—-1[ (3
=27 ) =4 —AFI—TH—-AYR=)b=T7—4)V) ANT7EAIL] 7

, 9—NUAFIL—6H—FT/ [3, 2—F] [1, 2, 4] v)YF7VDO

[4, 3—a] [1, 4] PT7EEY—6—1qL} PEH—H,

XFI [ (6S) —4—(4—{6—-[({4-[(B3—-2T7/—-4—
IFNL—TH-AYR=I=T—=4J) RINT7EAIN] 7L} XFI
) BINEAN] ESYV—2—4J} 7)) —2, 3, 9— KM XF
V—6H—-FT/ [3, 2—F] [1, 2, 4] pYyF7VO [4, 3—a]
(1, 4] Y7EEY—-6—aL] 7EH—,



WO 2021/157684 27 PCT/JP2021/004231

AXFI {(6S) —4—[4— (B—{[(1R) —1—{4—1 (3
-7 /)—4—IFI—TH-AYR=I)b=T7—4)) ANT7EAIN] 7
T2} TFIV] AIVNEAILNY ESVV-2—-94)) Jxz=)] —2, 3
, 9—MNUXF)I—6H—-FT/ [3, 2—F] [1, 2, 4] NYFVYDO
[4, 3—a] [1, 4] YT7EEY—-6—1qL} 7EH—h,

AFI [(6S) —4— (44— {6—-[(2—{4—-[(B3—=vF7/—
4—TFL—TH—AYR=I—T—4J)) AILT7EAIN] 7))} T
FI) ALREAN] ESTVV—2—-a)} 7z=)) =2, 3, 9=~V
AFN—6H—-FT/ [3, 2—Ff]1 [1, 2, 4] vUy7VDO [4, 3—
al] [1, 4] V7EEY—-6—1J)L] 7EH—H,

AXFIL [(6S) —4— (4—{6—[({4—-[(3—>F7/—4~—
IFNL—TH-AYR=I—T—4J)) RIT7EAIN] 7=} AFI
) BIVREAN] EYD Y =3 —a)I} 7)) —2, 3, 9—KUXF
V—6H—-FT/ [3, 2—F] [1, 2, 4] pYyF7VO [4, 3—a]
(1, 4] Y7EEY—-6—a)I] PEH—h,

*FI {(68S) —4—[4—(6—-—{[(1TR) —1—{4—-T[ (3
27 /)—4—-IFIV—TH-AYR=I)b=T7—4)) ANT7EAIN] 7
T} TFIV] AIVREAILY BEYSY =3 —-94J)) 7z=)] —2, 3
, 9—RMNYXFI—6H—FT/ [3, 2—F] [1, 2, 4] rYF7YVDO
[4, 3—a] [1, 4] Y7EEY—6—9J)} FEH—hK,

XFI [(6S) —4—(4—{6-[(2—{4—-[(3—2T7/—
4—IFIV—TH-AYR=I—T—4J) ANT7EAIN] 7z=)l} T
FIV) AWNREAIN] EYSY =3 —4a4J)} 72z=)) —2, 3, 9—hKV)
AFN—6H—-—FT/ [3, 2—F] [1, 2, 4] vYT77VO [4, 3—
al [1, 41 Y7EEY—6—a)] 7EH—h,

XFI [(68S) —4— {4 —[({4-[(3—->7/—-4—xIF
W—=1TH—=AYR=Ib=T7—=4)V) ANT7EAIN] Tz} XFI) B
WINEAQN] =27, 3 =YouA4Ao [1, 1V —E7xz=)b] —4—4



WO 2021/157684 28 PCT/JP2021/004231

[0055]

Yy =2, 3, 9—MYAFIN—6H-—FT/ [3, 2—F]1 [1, 2, 4
] hU7VO [4, 3—a] [1, 4] Y7EEY-6-4I] 7ESH—+}

XFIN [(6S) —4— (4 —{[(R) =1—{4-[(3—-¥
7)—4—IFI—TH—AYR=Ib=T—4JV) RIT7EAI] 7=
Wy TFN] ANEANY [T, 17 —ET7z=0] —4—4)) —2,
3, 9—MNUYXFI—6H-—FT/ [3, 2—F] [1, 2, 4] pYTV
0 [4, 3—al] [1, 4] o7EEY—6—9)] 7FEH—F KV

t—7F)I [(6S) —4— (44— {6—-[({4-[(B3-2T7/-
4—=AFI=—TH-AYR=I—=T—4JV) AIT7EAIN] 7z=Z)} X
FIL) AVNREAN] ESVY—2—-q)V} 7zZ)V) —2, 3, 9—KV)
AFI—6H-—FT/ [3, 2—F]1 [1, 2, 4] vYT7VO [4, 3—
al] [1, 4] v7EEY—-6—q4L] 7EH—h
MNOBIRINZEEY. XIETOEENICHFEINSIE,

(111 XxF) [ (6S) —4— {4 —[({4-[(B3=->7/—
4—XAFI—TH-AYR=I—T—A4J)) AIT7EAIN] ZxZ)} X
FN) ALNREANL] [1, 1V —EZ7zZ0] —4—4)} —2, 3, 9
—MN)XAFIN—6H—FT/ [3, 2—Ff] [1, 2, 4] M) F7YVDO [4
, 3—al] [1, 4] Y7EEY—-6—q)] 7EH—H.

XFI [(6S) —4—{4 —[(2-{4-[(3—-2T7/—-4—
AFI—TH=—AYR=)b—=T—=q)V) RINT7EAN] 7=} TFI
) ANEAN] [1, 17 —E7z=0] —4—14J)} =2, 3, 9—+
DAFI—6H-—-FT/ [3, 2—Ff] [1, 2, 4] vYyF7VYDO [4, 3
—al [1, 4] o7EEY—-6—q4)] 7EH—h,

XFI [ (6S) —4— (4 —{[(R) —1—-{4-[ (3%
T)—4—=XF)—1TH—AYR=)L—T—AJ)) ANT7EAN] 7=
IV} TFN] ANEANY [T, 17 —ET7z2=0] —4—4)) —2,
3, 9—RKNUYAFI—6H—FT/ [3, 2—F] [1, 2, 4] NUTY



WO 2021/157684 29 PCT/JP2021/004231

Al4, 3—al] [1, 4] v7EEY—-6—4a4)I] 7EH—H,

XFI [(6S) —4— {4 —[({4-[(3—>7/—-4—-xF
W—=1TH—AYR=Ib=T7—4)V) ANT7EAIN] Tz} XFI) KB
WNEAN] [1, 1V —E7z=)V] —4—4)} =2, 3, 9—KJX
FI—6H-FT/ [3, 2—F] [1, 2, 4] vY7VO [4, 3—a
1 [1, 4] v7EEY—-6—q1I] 7EH— K,

XF)IN [ (6S) —4— {2 —ypoO—-4" — [ ({4—-[(3-¥
T/)=4—AFI—TH-AYR=I—T—4J) RINT7EAIN] 7=
VY AFIN) ANEAN]T [T, 17 —ET7z2=0] —4—4)} —2,
3, 9—MUYXFI—6H—FT/ [3, 2—F] [1, 2, 4] NUTVY
of4, 3—al [1, 4] Y7EEY—-6—94J)L] 7EH—H,

XFI [(6S) —4— (4—{6—-[({4-[(3—>7/—-4~—
AFI—TH—AYR=IL—T—AI)) RIT7EAI] 7T} XFI
) AIVNREAN] EYD Y =3 —a)} 7)) —2, 3, 9—RUXF
IM—6H—FxT/ [3, 2—F]1 [1, 2, 4] vYyF7YO [4, 3—a]
(1, 4] Y7EEY—-6—a)I] PEH—h,

t—7FI [(6S) —4— {4 —[({4-[(3—->7/—4-
AFIV—TH—AYR=)L—=T7—=AJ)) ANWNT7EAIN] 7ZzZ)b} AFI
) ANEAN] [1, 17 —E7z=0] —4—14J)} =2, 3, 9—+
JAXFJ—6H—FT/ [3, 2—F] [1, 2, 4] NYy7VYnO [4, 3
—al [1, 4] Y7EEY—-6—a)L] PEH—I,

t—7FI [(6S) —4— {4 —[(2—{4—-[(3=v7/)—
4—XAFI—TH-AYR=I—T—4)V) AIT7EAIN] 7=/} T
FI) ANREALN] [1, 1V —ETZz=Z)V] —4—4a4L} —2, 3, 9
—fNUAFIN—-6H—-FT/ [3, 2—1F] [1, 2, 4] hYF77VO [4
, 3—al [1, 4] Y7EEY—-6—9aL] 7EH—k,

AFI [(6S) —4— (44— {6—-[({4—-[(B3=v7/—4—-
AXAFIV—TH-AVR=I—=T—A4)) ANTF7EAIN] ZxZ)b} AFI



WO 2021/157684 30 PCT/JP2021/004231

) AIVREAN] ESPVY—2—a)} 7)) —2, 3, 9—KUXF
W—6H—FT/ [3, 2—Ff] [1, 2, 4] vYy7PYDO [4, 3—a]
[1, 4] O7EEY—-6—aIL] PEH—h,

XFIN [(6S) —4— (4 —{[(R) =1—{4-[(3—-¥
T)—=4—=—AFI—TH—AYR=Ib=T—4JV) RIT7EAIN] 7=
VY TFI] ANREAIY -3 =740 [1, 17 —EZ7z=Z)L] —
4—4J)) —2, 3, 9—MYAFI—-—6H—FT/ [3, 2—F] [1,
2, 41 py7YVO 4, 3—al] [1, 4] V7FEY—-6—-1)] 7t
ol NN

5—08-N— ({4—[(3=Y7/—4—XFIL—1TH-AYVR—
W—T—=4N) RIWNTF7EAIN] 7TV} AFIIL) —2—7)bx0—4’
—[(68S) -2, 3, 6, 9—FhIAFI-—6H—FT/ [3, 2—f
1 [1, 2, 4] hYy7PvVO[4, 3—al] [1, 4] oF7FEEY—4—4
L1 [1, 17V —E72z=Z)0] —4—-ALKRFHIR,

XFI [ (68S) —4— {4 —[({4-[(3=>T7/—-4—4F
W—=1TH—AYR=Ib=T7—4)V) ANT7EAIN] Tz} XFI) KB
WINEAN] -2, 3 =YoA0 [1, 17 —E7z=)V] —4—4
WY —2, 3, 9—KNUAFI—6H—FT/ [3, 2—F] [1, 2, 4
1 Ny7PvOo 4, 3—a] [1, 4] o7EEY—-6—aI] 7EH—K

AXFI {(6S) —4—[4— (6— {[(1R) —1—{4—1[ (3
=27 ) =4 —AFI—TH—AYR=)b=T7—4)V) ANT7EAIN] 7
T IFI] AIVNEAINY EYOY =3 —9J)) 7xz=)] —2, 3
, 9—MNUXFI—6H-—-FT/ [3, 2—F] [1, 2, 4] NYFVYO
[4, 3—al [1, 4] YT7EEY—6—1qJ} 7EI—h.

AFIN [(6S) —4— (44— {56—-[(2—{4—-[(B3=vF7/—
4—=AFN—TH-AYR=I=T—4J) AIWT7EAIN] 7z=Z)L} T
FI) AINREAN] ESTVV—2—-4a)} 7z=)) =2, 3, 9=~V



WO 2021/157684 31 PCT/JP2021/004231

AFIN—6H—FT/ [3, 2—Ff] [1, 2, 4] NYFPYO [4, 3—
al [1, 4] Y7EEY—-6—aL] 74—,

XFI {(68S) —4—-[4—-(E—{[(1TR) —1—{4—-1[ (3
—YTF ) =4 —AFI—TH—AYR=)b—T—4q)) ZAINT7EAN] 7
T2} TFIV] AIVNEAINY ESVV-2—-94)1) =] —2, 3
, 9—MNUXFI—6H-—-FT/ [3, 2—Ff] [1, 2, 4] NYFVDO
[4, 3—al [1, 4] YT7EEY—6—1qJ} 7EH—H.

AFI [(6S) —4— (44— {6—-[({4—-[(B3=v7/—4—-
IFN—TH=—AYR=Ib=T—=AJ) RAITF7EAIN] Tz} XFI
) AIVNREAN] ESVY—2—a)} 7)) —2, 3, 9—RUXF
VW—6H—-FxT/ [3, 2—1f] [1, 2, 4] bYF7VO [4, 3—a]
(1, 4] v7EEY—6—aL] 7EH—I,

XF)I {(6S) —4—-—[4— (5—-—{[(1TR) —1—{4—-T[ (3
-7 /)—4—IFI—TH-AYKR=)b=T7—4)) ANT7EAIL] 7

, 9—NYAFIL—6H—FT/ [3, 2—1F] [1, 2, 4] ~YF7VDO

(4, 3—a] [1, 4] oF7FEEY—6—q)} FEH—K,

XFI [ (6S) —4—(4—{6—-[(2—{4—-[(3—>y7/—
4—IFIV—TH-AYR=I—T—4J) ANT7EAIN] 7z=)l} T
FIV) AVNEAIN] ESTVV—2—-q)} 7)) —2, 3, 9—KV)
AFI—6H—FT/ [3, 2—F] [1, 2, 4] vYy7YDO [4, 3—
al [1, 4] Y7EEY—-6—aL] 74—k,

XFIN [(6S) —4— (4—{6—-[({4-[(3—=2T7/—-4—
IFNL—TH—-AYR=)b—=T—4)) AT 7EAN] 7T} XFI
) BNEAN] EYVO V=3 —=4J} 7xz=)0) —2, 3, 9— KM XF
W—6H-—FT/ [3, 2—F] [1, 2, 4] vYy7VO [4, 3—a]
(1, 4] YT7EEY—6—9)] 7EH—b.

XFI {(6S) —4—[4—(6—{[(1R) =1— {4—-[ (3



WO 2021/157684 32 PCT/JP2021/004231

[0056]

27 /)—4—IFI—TH-AYR=I)b=T7—4)) ANT7EAINL] 7
T} TFN] ANNREALY EYDY =3 —9)) 7z=0] -2, 3
, 9—RMNYXFI—6H—FT/ [3, 2—F] [1, 2, 4] rY7YVDO
(4, 3—a] [1, 4] V7EEY—-6—AL} PEHY—I, RV
AFI [(6S) —4—(4—{6-[(2—{4—-[(3—=vF7/—
4—IFI—TH-AYR=I—-T—4)) AIT7EAIN] JzZ)} T
FIV) ANWNREAN] EYSY =3 —4a4J)} 7xz=)) —2, 3, 9—hKV)
AFI—6H—FT/ [3, 2—F] [1, 2, 4] bUYF7VDO [4, 3—
al] [1, 4] v7EEY—-6—4a)] 7EH—k
HOBIRINZIEEY. XIETOERNICHRINDIE,

[(12] [1]1~[11] oWwFhh 1BICEBHDILEMIEZTDERN
AN 2B250. EEBENRY.

[1 3] BRMAEAEDHEFED/HOD [1 2] ICEEHDEEREKRI.

[14] BAERETDLHOD [12] Xk [13] ICRHOERMENRY

[15] AN, HSHELMRE. BEEREDNR,. SREEESHEE.
T EAMRMARE B ) » /. A THRMEAME - )Y/ E /S—
Fou b URE BIZRSA. IRDNA. BN A. ADA. FEBRDI AL
FERE. BHA. itA. KEEDNA. T)F—<. ENVA. FLA, IBE
A, BHIEEDA. RUCIRHRENSBRINZEZDVATHS. [14] I8
B D E RN,

[16] AN, BMESHEFME. BEERERLRE. R »/3Es
M. CEAMKRMEREBMEREM v/ E. SREEHE. N—Fv b)Y
NE J)F—<. BHA. KEDNA. BN A, DA, BIIZLERD AL 3B
MRS A, AP A, MRERDPABIVCFERENSBEIREINEDATH S,
[15] ([CEEHEHDERMERY.

[17] BRAD, BUEBEEANE. XA BN >/ &
. ZRUEEHE. RIRIA. BRIPARTVIDADSEIRINEINATH



WO 2021/157684 33 PCT/JP2021/004231

[0057]

[0058]

[0059]

[0060]

[0061]

5. [16] ICEEEHDOEREENY.

[18] AAZEBRETSLHD [12] ~[17] owFhh 1 IBICREH
DEZEMEMADDOER,

[19] NAZBRTDLOOERMERMERIET 270D [1] ~ [1
1] OWTh M T IHICEHOEEYMXIZZTOEENICHRINZEDER,

[20] [1]~[11] oWTnMTIBICEHEDOIELEMELLIEETDE
EWICHFAINZEXIE [12] ~ [17] owFhnhs 1IHICEEHOEZEME
B E’RE5ET 5l a2, NADEBEAE,

FEADHR

ARBOEEYIE. BRDAEOENHBBEFRICEN. PADBERRE

LTERTH®5,

il S RAG T

[(E1]E&8RBI4 DBRD 4 EAENRFEFROBERETRT,
[E12]55401 6 DIMEBREVROERETRT.
FPEERT 2 7-ODHE

AFEBPOLEWIZ. —KX (1) TRINDEEVXIZZEOEENICHS
INZIETHD, AFEEICSVTE. —HBKX (1) TRINZEEHX
BXEZOEEMICHFEINDIE] 2L T ARBOLEMERT ZHED
H5,

RIS, RBMHEICSWTHWONZBEORKEEH L. AFBFICOW
THRICFHMICERAT 5, b, UTORZEOHBITAFKPBEMSIRET 3
D TIEIRL,

AREMEZER. HhOFVEF] & LTUE BIXE. 7vREF. BREF
 RREF. AVREFIESFSND,

AREMEES. [T7IFIVE] ELTE BIZE. XFI. TFIL, FOE
o 4V 7o, T7FIb, 41V TFI, sec—TFI, tert—TF
We RUFI. AYRVYFI, KRARVFIL, 1 —IFNTOEIL, AFY
We AYNFDI 1, 1 =IUAFITFIV, 2, 2=IAFINTFIL, 3



WO 2021/157684 34 PCT/JP2021/004231

[0062]

[0063]

[0064]

[0065]

[0066]

y S=IURAFINTFI, 2—IFINTFLED IC_FILFIE] BEFS
ns,

AEBMEES. 2707 FILE] LT fIZIE »oo7OEl,
Yo7 FI, ARV FIL, oanFUIL, oanTdFIIL. o0
FOFIN, BV [2. 2. 1] ATFIL, B O [2. 2. 2] 7
Fiv. E>o0 [3. 2. 11 FV0FN. FHIIVFILED IC5_,,>00
TILFIVE] BNEFLN B,

AEEMESR, T7LaFVE] ELTUE BIZIE X hFY, ThFY,
7ORF, 4vFAORFEY, ThEFY AVTREFY sec—ThEFY
Ctert—T7hEY RUFLFFU AFUILFTFIED IC,_¢7IO
FUE| NBIFLN B,

ABMEER. T7IFLVE] & LTE BIZIE, —CH,—. — (CH,
) 2=+ — (CH3) 53— — (CH,) 4—. — (CH;) s—. — (CH,) &
—. —CH (CH3) —. —C (CH3) ,—. —CH (C,Hs) —. —CH (
CsH;) —. —CH (CH (CH3) ,) —. — (CH (CH3) ) ,—. —C
H,—CH (CH3;) -, —CH (CH;3) —CH,—, —CH,—CH,—C (
CH3) ,—. —C (CHj3) ,—CH,—CH,—, —CH,—CH,—CH,—
C (CH3) ,—. —C (CH3) ,—CH,—CH,—CH,—%D IC,_s7J
FLVE] BEIFLN S,

ABRMAER. [PALT5=LVE] LT, BIZE —CH=CH-, —
CH,—CH=CH—-, —CH=CH-CH,—, —C (CH;) ,—CH=C
H—-, —CH=CH-C (CH;) ,—, —CH,—CH=CH—-CH,—, —
CH,—-CH,—CH=CH—-, —CH=CH—-CH,—CH,—, —CH=C
H-CH=CH—-, —CH=CH—-CH,—-CH,—CH,—, —CH,—CH,
—CH,—CH=CH—-%® IC,_s7IHr=LVE] IBEIFELNS,

AEBMEAR. T7ILF=LVE] ELTE, flAE, —C=C—. —CH,
—C=C—-, —C=C—CH,—, —C (CH,) ,-C=C—-, —C=C-C
(CH3) ,—. —CH,—C=C—-—CH,—, —CH,—CH,—C=C—, —



WO 2021/157684 35 PCT/JP2021/004231

C=C—-CH,—-CH,—, —C=C—-C=C—, —C=C—-CH,—CH,—
CH,—, —CH,—CH,—CH,—C=C—%0D IC,_¢7ILFZLVE]
NEFLN B,

[0067] ABHMZES, >oO7IFLVE] ELTE HAE »o2o07o0EL
V. oa7FLy, yoarRVyFLY vyvaOaFy LYy, vyoanTF
Ly, 903 9FLYED (Ci_ o707 IFLVE] BEFLNDS,

[0068] ABAMEES. [FZIAFTAHIKRZIE] &LTE BIZIE. A MFTH
WARZI, TRFIHIKRZIN, 7ARFIALRZIN, 41V TORFEIH
WRZI, TRFZAINKRZIVL, AVTRFIAINERZI, sec—TbF
SANKZI, tert—TrFIAHIKRZIIL, RYFIAFTHIRZIL
CAFUNAFVANRINLED TC_7INAFTY —HILKRZILE] KT
bhd,

[0069] ABEMZEH, >oOF7IAVE] ELTE. fIAEK >oo7Oonsy,
voa7yv, voaRvEY voanFty ooy v o0
FOHVED [Cyio oV ATIAVE] BBFLND,

[0070] ABRMES. [FBERRIKRFRR] & LT BIZE RvEY, 774
Ly, PUYRNSEVED [Co_ 1, BERRILKERER] BEIFSN 5,
[0071] ABAMESR. [BERRIEKRE] LT BIZE 7z=0, 1—F
TFI. 2=FTFN, 1=FYhrYl, 2=FY R Y, 9=FY )

ZEDCe_ 1,7 —ILEIEISFLND,

[0072] ABRMAES. [2MEOFERKICKRE] & LT FIZE 7z=LY
CFIFLY FURNILYEDC T LVERETFLNDS,
[0073] AHAMIEH. BR. MERUCZRILBRINZETFZ 1 ~3BETHE
BRRERE] & LTI, Bz, BEBHRERETE L TURRRTUAICERE. i
BERUZZRIOLBRINZEFEZ1~3EEEITH3IR/VWLI4E (FFL
<IF472WL108) OIEBEEREIZEIFON S, &% IBIHEKERER] O
FERBlE LT, POV IY ARSI FASY, TEFI Y, FF
TSV, FIHSY. FhZeEROFAT7zY. TSRO, EOY



WO 2021/157684 36 PCT/JP2021/004231

[0074]

[0075]

[0076]

. BAQYTY AIFIV U ATV FXxHV YU FFYY
DT, ESVYY ESVIIY FTYIY, FTYYIY TRSE
FOqAVFF7Y—Ib, ThZeROAFHY -, FhSEROMYTFY
V=i, ERYTY ERZTY FhSEROEBYYY, YeROEYY
v, veROFAFESY, FhSeEROEYIYY, FhSeEROEYSY

S ROFAESY, T
RYY, FFAELRY Y, PERZY, DF7ERY, 7EEY, 7VhAY,
STFVAY. FFERVEEDI LWL 8 EBBRIEHKERE ;
veErRORY YISV, JeERORYYAL IS =), e RORY VT F
Y=, JeERORVYFTY =), DERORVYYVAYFTYI =), ¥
ErkOr7hk[2, 3—b]l FA7zv, FhZErOAVFIYY FhH
serkOx/ Yy, AH-F /YD ARy AVYAV RV T b
SeROFT/ [2, 3—-cl EYYY, FhZERORVYTEEY, T
NSeROF/FHYY, FhSeRO7zF Y MNITY AFHEROY
T/ FTIVAFHEROTI/ FHIY FASEROTSSTV T
FSeROF272FUTY, FheRkOF+HVYY Y, T3ROSV /Y
Y. ThIeEROALNY =, FThSERO-B—HLARYY, ThSE
FOr7o2 Yoy, 707z Y0, FhSEROFFFHF T,
FoHerROq4VF/ ) UREDIBTVWL T 4ERESERA (FFELLIF2
FRI3RN) BUHBREREIZTFSN S,

ABRMER, 2REFZ1ESCEBBRERR] & LT AIAE £
i B3R, MEBERUVERNILBRINZETE 1 ~3BASCEBHKERER]
D256, BREFZ 1 BEUEBHEERENSETLONS,

AEEMESR, T2MMOEBMEERERE] & LTE. BIAE. £ TEik
BRE] 1 OBFEIND 2MEORRKEERERENZEITF SN2,

ABEHESR, [2RETE 10867 2 2MOBHKEREE] & LTIE
. BlAE. LR TEEKRERRE] O BERRTE 1 D56 2hkER
BNSHEEIND 2MOEBHEERRENEIFSN S,

v. YeRoEZY, FhZeRKAOESY, F



WO 2021/157684 37 PCT/JP2021/004231

[0077]

[0078]

AERMEH, MR MERCZRNILBRINZIETZ 1 ~3B@ZLH

BEERE] & LT A, BERRTE L TRRRFUMCER. i
BERUVZERDILBRINZEFEZ1~3BEEHEITH58WLT14E8 (FFL
KIE52WL108) OBEEEERBIREITFONS, & BFEEKERER] O
FEAflE LT, FA7zv, 7257, EO=l, 15V =, ESY
= FPY—=. AVYFFI—=I. TFHV =, AVFFHY—I, E
DIV, BV BYVIVY EVEYY T, 2, A—FFHITV—
e 1, 3, 4—FFHIT7J—. 1, 2, 4—FFIT7J—I. 1, 3
, A=FTFITV=l. NUTV=Ib, TRIV—I, N)TIVREDD
BV 6 BERAFERERER ;
RV FFTY, RUVISY ROVALZIF =), RyVAFHY—
We ROVJAVYAFFRY Y —)b, RUVFTY—b, RXRVIAYFTV =,
RV KNYFTI—=), 4135V EYYY, FT/EYY Y, 720E) IV,
ooy, ©svoryyy, #x4voey oy, FrVOoEYY
V. AIFVESTY, 41FVEYIYY, FI/EYIYY, JaOEY
VY, KOOy Ivy, ESVaEY Yy, A5HVneEy Iy,
FrvoryIvy, Esvoeyzvy, Esvaoh) 7oy, F7b8[
2, 3=bl FAT7zV. Jx/FHYFAV. AV K=, AVLAV =)
cTH=A YT =), TV AVYFIVY, FI)0, 7850, F
TFIVIV, FIFYFYY FFIIV V)Y ALY =L, B—
AWRY Y, Tz )Py POIVIY, J2FTPV, T2/ FF7IV
7T FBOURED8RVWLTI4EHESEN (FFELIEF2FLE3
BR) FERERENIESFLN D,

AERMEEH., MR MERCZRZNILBRINZIEFZ1~3BZT5
~B6EDHFEHRERBRE] & LTE A2 BERRTE L URRERTUU
HICERR. MERUVERIOEBRINDIREFAE1~3EEETS5~680
BEBRBERBREI/ BTSN D,

¥ [ BEBRERRE] OF@ERFlE LTE, FT=L. 7). EOYL



WO 2021/157684 38 PCT/JP2021/004231

CAZIFTVYI, ESVVI. FTYVIL AVFTV )L FFRYVYIL
CAVIFRBYYIL, BEYVIL, ESTVZ, BUIZVZ)L, EYEFIZL

1, 2, 4—FFHIT7YYI, 1, 3, d—FFHTF7YYI, 1, 2
, A=FTFITIYN 1, 3, A=FFITVII. NUTYYIL, FTh
SYI, NYTIZLRBREDE RV 6 BEBRAEERERBENSBTS
na,

[0079] ABMAEH., T—EKREINMTVWTERV2MOEEREREE] &L
TiE. BlAE. L& B ERR] $LULE FEERERR] HoFE
I3 2MORENSEFSLN D,

[0080] ABRMAESD. [—EKFREINTLWTERV., BREF. BREFRUH
BERFHOLBERINZIETA 1 ~2@SET 2 2MOBEERERRE] &L
Tl BlAE. L5 TEERERR] BLULR BEKRERE] OOBE
RET. BRETRUMEBERTHISBRINIETE 1 ~2@E2FT 28D
LEEINZ 2MOBENBTLND,

[—EAKREINTVWTERW, BRET. BERTFRUMBRTH OB
RINZBETE1~2@EET 2 2MMOFTEHRERRE] O>5. 8K
FbIhie, 2207, BRETRURERFILBRINSZETEZ1~2
BEEY 2 2MOFEEHEERRE] OFERHELTE. Fh>EROMY
FIUUIALN B, 1, 2, 3, 4—=FhSEROqMVYFIYY -2,
6—I9I) BNEFLND,

[0081] ABEMAZICHEWVWT. (BERINL] BEOBREDOHIZ. HICHRINT
WRIBEERE. 1XIE2UETHY, BREDOEEIIA—TH>THER
D2TWTH L,

[0082] RICEE—MBX (1) BT 2FFE LVWEREEHICOWTEHRAT %,

AlF. FFELLIE. BEBRRIEKERER (fl. RVEVE) | BR BER
VZERIOBIRINDIEF A1 ~3BEL5~6 BOFERERBERVY Y
A7NVAVER (Bl >o0749VIR) hHoBRINDIETHY., LYFEL
ik RYEVER BYIVER; BRIy 7O7IAVER (Bl o074



WO 2021/157684 39 PCT/JP2021/004231

[0083]

[0084]
[0085]

[0086]
[0087]

[0088]

[0089]

VIR) DHBIRINDZEBETHY., ILIKFFLLIE RVYEVIRTH 3,
QiF. FFELLE, BR MERUVRRZISEBERINZEFEZ1~3EE
UE5~6 BNFEEHRERE (fl. EO—-LE) TH?,

OIS -
[1618]

NP’%’ o~

! |

.'1223
. Q

i, FE LI, FER:

[1k19]

THbd, §R8HE, 211, FFELLIFE, CTHY., Z2iF, FFELLCIE, C
THY., Z3F, FFL<IE, =CRZ3-THY., Z4F. FFLLIF, =C
Rz4—THY. 2%k WHFFELLIE. =CR2Z5—THY., Qi&. FFLLIE
EO—IIERTHS,

RZ3k, FELLIE. KFREF; N\OFVEF (B, ERXEF. BEREF
) sEROFVE ;DT /E; EROFVALRZNE; NOFVET ()
C7YERERT) . EROFVE FLAFTERCVT/ENSERIND
ETBHINTWTHERVWILAFILE (B, XFI. TFIV) ;BT VIR
F. eEROFVE, PIDAXFVERCIT/ENLERINZETEBRI N
TWTHRW7O7ILFILE (B, »oo7OEl) ; NOFVETF. &
FOFPE, PLOAFVERUVCOT/ENLBIRINZETEBRINTWVWT
ERWZILIOFVE (Bl X hFY) ;AT VRF. e FOFVE T
AFVERVCT/EDNLBERINZETERINTOWTHERVWZILOFY



WO 2021/157684 40 PCT/JP2021/004231

[0090]

[0091]

AIWKRZIVE ; DOBIRINZETHY., LYFFLIF KREF; /NO
FUBRF;VT/E; NOFVEF, EROFVERUVIUT/ENLBEIRX
h31~3EOEBRETERINTVWTHERVWIILFILE; NOFVRF.
EROFERCUT7/ENLBIRINS 1 ~3EOBEBRETEBRINATYL
THRWY 7OF7LFIE ; XENOFVEF, EROFVERPVT/E
NOBERINS 1 ~3EOCERETERINTVWITERVWIZILIAFVETH
Y, IHICFELLIE. 1 ~3EoNOFVETFEFLZEE ROF O ETER
TNTWTHERWTILFRILE ; RIFT7ILAFVETHY., EYbITFFELL
BET7IFIETHY., BICEYDITHEELLRAFILIEITIIFILETHS

RZ4RURZE, FFELLIE. EWICHIIL T, KERF; NAO¥FVERF
s T /R NOFVETF. EROFVE PILAFPERCIVT/IEDLDS
BRINZEVETERINTVWTERVWTZILFILE (Fl. X FIL) ;O
FYBRF. eROFVE PILAFVERCVT/EHNLBIRINZETE
BINTOWTHERVWZIIAFVE  AOBRINZETHY., LYFFLL
&, AEWIHIILT, KEEF; NOaFVEF. EROFVERUC T/
ENSBRIRINZBERETEBRINTVWTERVWTILLFILETHY., ISIC
FELLCIE, &EHICKERERTTH S,

Rald, #F L<IE. KERT; XEINOFyVEF. e ROFVE, KUY
T)ENSBRINZEBETERINTVWTERVWTILFILETHY., &£
YirE L<IE, KREF; XIETILFILETHY., ISICFFLLIE KE
JRFTH %,

Re' [&, LI, KEEF; NAFVETF. e ROFVE, RUYVT
JENLBRINZIBR/ETERINTLVTERVWTILFILE (I, XFI
) THY., FYFFLLIE, KREF; XIETILFILETHY., ILHICHFE
LLIE. KREFTH5,

Re " i&, iFF L&, KERTF ; NaFVETF (B, BRETF) ;/N\OF
VEF. erOFTE RCVT/ENLBRINZERETEBRINTWL



WO 2021/157684 41 PCT/JP2021/004231

THERWILFILE (B, XFIV) s RIBCTI/ETHY, FYFFLKE
CKREF;NQTVET; TILFILE XIS T/ETHY, ILHICHEE
LSk, 7 /ETH?,

[0092] EBROHEE :

[0093] [1t20]

9.—

EY)
£

[0094] (&, wFFE LK. TEX (Ea) Xk (Ec)
[0095] [1k21]

Rﬁ»a ‘Rgb

A
G N
(Ea)

[0096] THY., FYUIFFL K.
[0097] [1b22]

M
G N
(Ea)
[0098] T#h B,
ReoaRURoPIE, HIZIX, EWIHIIL CKERF; /N\NATVRF; V7



WO 2021/157684 42 PCT/JP2021/004231

[0099]

JE S NOTVETF. EROFVERVVT/ENGBRINZEBRETE
BINTUWTHERWTILFILE (Bl AFI) s RONOSVEF, RO
FUOERCGITI/ENLGERINZIEBRETERINTVWTIHERVWILOF
E Bl AMFY) THY., FELLIF. BEWICHII L TKREF ; /\E
FUBRT; DT7/E; NOFVEREF. EROFPERTI T/ ENLREIRS
NZBEHRETEHRINTLWTERWTILFILE (B, XFIL) ; HHBIRT
NB2ETHY., FYFFLE, BEWIHIZILTNOSVET. e ROFY
BERUCYT7/ENLERINZIBEBLETERINTVWTERWTIILFIVET
HY, IHIFFELLIEF EWCHIZLTE ROFDETEBRINTWTE
ROWZILFILETHY., tYDTHEELLREBROTILFIVETHY. B
ICEYDIFFELLIE. XFILETH B,

Lidk, #E LI 2MHOFERRIEKRE (Bl 7z=L V) ; 2ffE0D
RERhfRERERE (. EOV YV Iq L) ; —HAKREINRTLWTERW2
MOBEEEEREBE Bl. FA7z0IV4)L, EVI VIS, TRSER
AUy IAI, ESTUIMI, RV TSI, Ry FFHY
VIO, RUVFFTzvIA0, ThIeROQF/ ) UIAN) 5 TN
FLVE; >oO07LFLVE; PLOZLVE IC, PTLFZLVE
(fl, —C=C—. —C=C—-CH,—) ; »oBRINZETHY. ZEIE
CNATVERF B 7vREF. BREREF) s efOoFE; VT E;
ErROFHILRZLVE; NOFVEF (Bl 7vyREF) . e kOFTHE
CZILAFVERCIVTI/ENLBRINZETERINTVWTIERVWT L
FILE (B, XFI) s BicnNOFVEF. e ROFPE, ZILIFVE
ROST7/ENLGBERINZETERINTOWTEHERVWZILOFVE (fI,
ARFY) S HOLBRINZIEBEBLETERINTVWTERL, LYFFELL
. NOFVEF. EROFPERCI T/ ENSBRINZEBREATER
TNTWTHERWIILFZILE; a) NAFTVETF. b) eFOFTE ¢
) PT/E, d) NAFVEF. EROFVERVTVT/EHNLBIRIND
BRETBHRINTVWTHERVWIZILFILE, HtiCe) NOTFVEF, ER



WO 2021/157684 43 PCT/JP2021/004231

[0100]

OFSERVVT/ENMSBRINZEBRETERINTVWTERVWTILO
FUOHE DOBRINZEBETERINTVWTE RV 2HlOFEEKRKILK
RE;N\OFVEF. EROFVERVVT/ENGBRINZEBEBRETE
BINTWTHERW, BRETE 102387 2 2MORBHEERERE ; L
IC—EAKRIEINTWTERW, BRETF. BREFRURERTH SZER
INZETFE1~2EEET 2 2MMOFEHREREE ; B ORBIRINBZET
HY. BFEHRERBEEINQATSVEREF. e ROFVE Y7/ ERVLF
VENSLBRINIEBETERINTVWTERL., ILHIKFELLE. 7
WEFZLVE S NATVEF. NATVRERFTEREINTOWTERWIILF
WE, BRICTIAFVE, HOBIRINIBERETERINTVWTHERL
2MDEELRIEKERE ; BRERF%2 1 0287 3 2MOEHEEREE ;
WHIC—EKRIESNTVWTERW, BREF. BREFRUMERFH S
BIRINIETE 1 ~2@EET 2 2MOBEERERRE ; HNOBIRIND
EThY., BEEHERBEEAFVETBRINTVWTERL., BICFE
LLiE. NAFVREF. NATFVRFTEBRINTUVWTERWTIILFILE,
WHICTILIFVE, HDOBRINSZBHBETEBRINTULWTERVWESK
RIEKFRE ; TCIC—ERRIEINTVWTHERW., BRET. BRETEV
MEBEBRFHIOBRINDIET 21 ~2ESEY 2 2MOBFEEERRE ; H
LBRINDZETHY., BICHIKFELLE, 1~2@ONOFVREFTE
BINTWTHRVW 2MHOEFEHRRIEKZRE ; RUBREFEZ 1 ~2EE2E
T2 2MOBEHEREBEENLBRINZETHY. EYUDIFHFE LI
1~2@ONOFYRFTERINTWTIERVWIIZLY ; EYY YIS
W ROESZDVIAUDLBRINZETHY., BICEYDITEFFELLIZE

1~2@ONAFVEFTERINTVWTERWI =LY RTESY
VIUANDLREIRINZETH S,

BIDEKRTIE, Lid. FFLLIE, 2MAOFERRIEKRE (Fl, 7=
L) THY., ZEEGFE. NaFUVRF Bl 7vRRF. BRREF) ;R
AFYE; Y7/E; e ROFVALRZLVE; NOFVERF Bl 7vHE



WO 2021/157684 44 PCT/JP2021/004231

[0101]

BF) . EROFVE PIIAFPERCIT/ENSRBIRINZETE#R
INTVWTHERWTILFILE (Bl XFIV) ; BXICNAOTVRF. B RO
FOR, PIAFVERVIT/ENSBERINZETERINTVWTER
WZILOFDE (Bl A MFY) s ASLBERINZEBRETERINTWVT
HERL, LYTFFELLIFE. a) NAFVEF, b)) EROFVE c) V7
JE. d) NOFVEF. EROFTVERCIT/ENLERINIBEHRE
TEHRINTUWTHRVWIILFILE, TtiCe) NOFVEF. EROFY
BERUCYT7/ENLERINZIEBEBETERINTVWTHERVWIILIAFVE
DS BRINZBBETERIN TV TERV 2MOEERRKRIEKRET
HY. FICFFELLLIE. NATVRF. NOFVEFTERINWTWTIER
WZILFIVE, T AFDE, HAOBRINZBHRETERINTY
THERVW2MOBEERRIEKRETHY., BICKICHFFELIE. 1~2@D
NOTFVRFTEBRINTWTHRVW 2MOFERRIEKRETHY ., &Y
bIFFFELLIE. 1 ~2@ONOY VYRFTEBRINTVWTERWI =L
VTHD,
FBIOBKRTIE. Lid, FE LI —EAREINTOUTERWV 21
DEEHERERE (B, FA7zvI140, BEUDYIC I, TSRO
BUIYIa, ESTVVIAI, RUVITISUTLII, RyVFFHIY
AN, RUVFFT7z0P4), FhSeEROF/DUIAM)) ; TILF
LYE; o7 FLUE; PILFZLVE I, PILF =L VE (
5, —C=C—, —C=C—-CH,—) THY. ZE R, nNaFrvEF Hl.
JyREF. BREF) ; eROFPE; T /E; e ROFTAILRZIL
E;nOFVETF B, 7vRRTF) . EROFVE ZIAFIERVY
T/ENLBERINZETEBRINTOWTERWTILFILE (Bl XFIL)
s WICNARTVEF. e ROFVE PLAFTERCY T/ EHLER
INZETERINTVWTERLWTZILAFIE (B, X MFY) ; HAHER
INZEBERETERINTUVWTHERL, JYFF LI, —BKFRELINT
WTHERW., BREF. BREFTRURERTHIOBIRINWDZIRFE1~2



WO 2021/157684 45 PCT/JP2021/004231

[0102]

[0103]

BEET 2 2MOFEHRERRETHY. ZERINOSFVEF. EROFY
B ST/ERUCAFVELNSBIRINIBEBETERINTVWTBEEREL,
IHICFFELLCE, —BKRIEINTVWTERW, BRET. BRETRY
MEBERTFHIOBRINZIETF %21 ~2BSEFY 2 2MDEFEEERRE ; »
LERINDZIETHY., ZFEHERRERIAIFVETERINTVWTILER
O BIFFELLCIE. NABFVEF. NATVEREFTEBRINTULWTERL
TILFIE HCICTILIFVE MOBRINZEBBETEHRIATVWT
HRVW2MMDOFERRIEKRETHY., BICKICEFE LG, BRETFA 1
~2EEET 2 2MOBERERRENSBIRINDZETHY., &YbTE
FLLLIE BEUIUOAI ;s RUVESDUYIAMIUDLRBIRINBETHY.
BICEYDITEELLIE, ESYVYIAMILTH S,

TiE, FFELLIE, BEA —CO—, —CO—NR7¢—, —NR7¢—=C
O—. XIE—0—%mRdHMN NOFVEF; erOFPE,; >T7 /& ; FF
VE,eEROFCAIRZNE; NOFVEREF. EFOFVE 7IOFY
ERVOT/ENGBRINZEBETERINTUVWTERWTIILFILE;
WHICNATFVEF. EROFSE, FIAFIERVOT /EHGBERE
NZ2BRETERINTVWTERVWIZILIFVE ; MOBRINZIBHMET
BEREINTWTHBRWIILFLVE (I, —CH,—) THY. LYFFELL

I3, B#ES; -CO0—; —CO—NR7¢—; —NR7¢—CO—; Xlg—0—
ThHY., &YDIFFFELLIF-—CO—-NR7c—TH3,

Mik, FFE LI, BREETHZID. —0—; —S—; —NR7a—; —C
0O—;—-S0—;—-S0,—;—-CO—-—NR7¢—; —NR7¢—CO—; —SO
,—NR7¢—; —NR7¢=S0,—; —NR7a—CO—NR7¢b—; — (OCH
,CH,) ,—;-0-R7r—; —R7r—0—; -S—R7r—; —R7r—S—
; —NR7a—R7r—; —R7r—NR72—; —CO—NR7¢—R7r—; —R7

r—CO—NR7e—; fMI/NAFVEREF, e ROFIE, ZILAFIOERDT
ST I)EMNLBRINZIEBLETEBRINTVWTERWTILF L VE (FI,
—CH,—, — (CH3) ,—. — (CHy) 3—) ;s n\AFVEF. rOF



WO 2021/157684 46 PCT/JP2021/004231

[0104]

[0105]
[0106]

B TLNIAFVEROCIT/ENSEBRINZIEHBETERINTWILR
WPILFZLVE (fl, —CH,—C=C—) ;#tica) NAXFVERF. b
) EROFVE, ¢c) YT/E d) AFVE e) NOFVERF. ERO
FUOR, TIAFVERVIT/ENSBERINZIEBRETEHRINTWVT
ERWFIFIVE; BT ) NAFVEF. e ROFIE, ZIDAFVE
RUOST/E DOBERINZEBETERINTLWTERVWZIIOFVE
; AOBRRINZEBRETERIN TV TERV 2MOEBHKERERE (4
CERYTVIAI) G DHBIRINBZETHY., JUFELIE, BES
THdMN —R7"—0—; —R7*=NR7a—; NOFVEF, EFOFIE
ROV TIENSBRINZEBETERINTUVWTERVWIILFLVE
s NOFVERF. EROFVE RUVT7/ENSBIRINZBRETER
INTVWTERWTILFZLVE; NS, 2MOBBHEERERE ; OB
RINBETHY., ILIKHFFELLIE, BESTHEHN —R7"—0—; —
R7r—NR7a—; EROFVE, RUVT/EHNLBIRINZBHRETER
INTVWTHERVWTILFLVE,; ZILFZLVE; BN, 2MOAEHESE
FRE  MOBRINZETHY., HICFFLE, EROFIERVDT
JENGERINSG 1 BOBHRETEHRINTVWTHERVWILFLVETH
Y, EYUDIFIFELLIE. —CH,—. XIE—CH (CHj3) —ThY. %I
EYDIFHFELLIF, —CH,—XI&,

[1823]
XA
TH b,
BL., —L-T-M—-i&, £8BXIE—HoOEEELT. —0-0—, =S

~S—, =NR7:a—NR72a— —0—-S—, —S—0—, —O—NR72—,
~NR7:—0—, —S—NR7a—RU-NR7a—S—ALBRINZELET
TR,



WO 2021/157684 47 PCT/JP2021/004231

[0107] —L—T—M—id.

FFE LI

LANOTVEFRETILFILENSBRINDG 1 ~2EOEBRETER
INTWTHERVWEEERKIEKRE ; MICBRRETFE 1 ~2@26F9 22
MOBERERBREN SBIRINDIETHY.,

TA, —CO—NR7¢—=THY., R7HPKRRFTHY.

MM, —CH,—., — (CH,) ,—XI&—CH (CHj3) —THY.

FYUFEL I

LANATYRFRETILFILENSBRINDG 1 ~2EOBRETER
INTWTHERWIZZLVE S EYVDUIMIL RICES VY IAILE
NMOFEIRINZETHY.

TH, —CO—NR7c—THY, RI<HKRRFTHY.

M#A, —CH,—, — (CH,) ,—Xl&—CH (CH;) —THVY.,
BICHFEL I

LA ~2@ONAOFVRFTERINTVWTERVW Iz ZLVE ; B
IKESIVIAIWETHY.,

TH, —CO—NR7c—THY, RIHNKFERFTHY.

M#A, —CH,—XIE—CH (CH;) —THhY.

EYDIFEFE LI

LA ~2@ONAOFVRFTERINTVWTERVW Iz ZLVE ; )
ICESY VI IETHY.,

TH, —CO—NR7c—THY, R7IHAKRRFTHY.

MA, —CH,—, X,

[0108] [1t24]

XA

[0109] TH 5.



WO 2021/157684 48 PCT/JP2021/004231

[0110] ERDHEE :
[0111] [1625]

RBa L-'%

Ei  \R%

[0112] &, @FE L <&,
[0113] [1b26]

e

[0114] TH 3,
[0115] EROHEE :
[0116] [{b27]

[0117] (&, TFFE LI,
[0118] [1k28]

[0119] TH 3, ThbE, GiE. FFL<IE. NTHY., JiE. FFELIE NT
Hb,

[0120] RS, #FF L <&, KRERFTH 3,

[0121] Re=2RUROPIE, HFFLLIF, BEWIRI LT, KRREF; NATVRTF
(Bl, 7yREF) s erfOF>E; >T7/E; RUNOSFVERT. RO



WO 2021/157684 49 PCT/JP2021/004231

[0122]

[0123]

[0124]

[0125]

[0126]

FUERERUVCO T/ ENSERINZERETERINTVWTHERWTILFIL
H . XFI) ; BhHBRINBZETHY., LYFFL K, BEWITHIL
LT, KERF; NOFVEF; 7/ ; RUNOFVEREF. e ROF>
ERVOVT/ENGBRINZEBLETERINTUVWTERWVWTIILFILE;
HMOBRINZETHY. ISHIKFFELLIE. KRRF; NATVERT; ¥
TI/E, ROFIFIVE  DOERINDZETH S,

R7aRUR7PIE, $FFE L <Id. BWICHI L TKERRF ; XENOFVE
F. EROFVERGOT/ENSBRINZIBBETERINTLWTER
WZILFILE (Fl. XFI. TFIL) THY., YFFEL<IE. BEWIHT
LTKRETF; XIFE FOFVETBRINTOWTERVWILFILETH S

R7¢id, BELLIE. KRRFTH 5,

R74E, #FFLLLIE NASFVRF, EROFIERTO T/ EHLHER
INZBRETER/INTOVTERVWTILFILE (B, XFIL) THY. &
UIFE LI, ZILFILETH S,

R71d, FELLCIE. N"AyVEF. e ROFVE ROV T/ ENLE
RINZBH|ETERINTUVWTERVWTILFLYE (fl. —CH,—. — (
CH;) ,—. — (CH,) 3—) THY., YFFLLIE. ZPILFLVETH
%,

ReaRURerIFE, BFFELLIE, EWIHRIILT, KRERETF; NATVET
s EROFVE ROV T/E AOSBRINZETHY., LYIFELLIF
. fAINMBKREFTH S,

R10aRURIOPE, FFELLIE, EWIHRIILT, KEREREF; —N (R7¢
) —CO—OR7d; RUTIFIE (Hl. XFI) ; MoBRINZEHLRE
AL, HETFZLFILEEF, NOFVEF; e ROFVE; 7 /E ;O
FURF. erOFIE PLAFVERUVIT/ENLBIRINZERA
TERINTUWTHRWZILIFVE ; NOFVEF. EROFVE 7
OAFVEBLCI T/ ENLBIRINZERETERINTVWTERWT L



WO 2021/157684 50 PCT/JP2021/004231

[0127]

[0128]

[0129]

OAFTAHIRZIVE Bl X MFOHIRZIL, t =T REF2HILKRZI)

; —CO—N (R72) (R7¢) ;WMCE ROFZHILRZILE ; HSER
INZEBERETERINTUVWTERL, FYFF LK R10aHKFERT ;
WA VEREF. eRAFVE, v7/8E —NH-CO—-0OR74, —
CO—N (R72) (R7p) [ ZIAFTHIRZIE RUEROFZHIL
RoWENLGBRINZBMETERINTVWTHERWTILFILE ; HHE
RINBETHY., DDORIOPPKRRFTHY., IHITHTFHERLLIE, R1oe
AKEREF ; WHRIC—NH-—CO—-—0OR74, —CO—N (R72) (R7b) |
ST/E PIIAFTANRIE RUOE ROFTHILKRIILEDL SFER
INEZBEHRETBERINTUVWTERWTILFILE ; AHRBIRINZETHY

. ORIV KERFTHY., EUDFFELLIE RO TEDOT7ILD
FUANRZNWETBRINTOWTERWIILFIETHY, NDRTOPHK
REFTHY., IDICEYDIFFELLIE, R1%2Ftert—ThFThHIL
RZNWERVA MFIHIVRZIEDNSBIRINZEOBRETERINT
WTERWAFILETHY, BREFELCEX MFYALRZINETERY
NEXFILETHD,

RTUE, FELLLE NABTVREF. e ROFPERVCO T/ ENSER
INZERETERINTLVTERVWTIILFILE (B, XFI) THY. &£
YIFE LI, ZILFILETHY., EYDITHFELLREXAFILVETH S,

—X (1) TRINZEEDOFELRHIE LT, UTOEMHES
bhd,

[b&m | — Al

AN, BEERKRIEKRR BR MERCZRILBRINDIEFEZ 1~
SEELE5~6EDFEEHRERERV I V/7OT7INAVENLRBIRINZIRT
HY.

R HEE -



WO 2021/157684 51 PCT/JP2021/004231

[1629]

N?:T/ziﬁ

¢ |

. 4R 2'23
. Q

[0130] A%, TFEER :
[0131] [{b30]

[0132] #~L.

Rap, KREF; XENOFVEF, EROFIE, ZIAFERTY
T/ENOERINIBEBETERINTVWTERVWTILFILE ; 7R L.

Ra' A, KEEREF; NOAFVEF; erOxPE; >7 /&, "y VR
F.ooEROFVE ZIAFPERCVT/ENMSBRINZBEHRETER
TNTVWTERWTZILFLE ; N"OFVEF. EROFPE 7ILOFVE
ROLT7 /) EDNLBRINZBRETERINTOWTERVWTZLIXF S AL
RZIVE; XIF—CO—N (R72) (R7%) &rRL,

Re " A, KRRF; NOF¥VERF; Y7/&; \Oy¥VEF. e ROFY
B ZILAFIERVCOT/EHNLBRINIBEVETERINTVWTIER
WZILFILE; N"OFVEREF, e ROFVE FLIAFPERTO T/ ED
LBERINZEBBETEHRINTUVTERVWZLIF D HILRZILE ; Xid
—CO—N (R72) (R7p) %&7RL.

RZ3A%,

KERF; NAOFVRF; eROF>E; 7 /& ; e ROFvhlLlRZL
E;N\OFVERF, EROFVE ZIWAFPERVCVT/ENSERI N
ZETEBRINTVWTHERVWZIFILE ; NOFVEF, e FOFPHEH 7



WO 2021/157684 52 PCT/JP2021/004231

WAFVERVPO T/ ENLBRINZETERINTVWTERWS 2 O7
IWFIVE; NOFVEF, EROFDE ZIAFPERVCOT /I ENLE
RINZETERINTVWTHERVWZILIAFDE ; NOFVETF, EROF
VE TIAFVERCVT/ENSBRINZETERINTVWTERW
TIVAFDAIKRZIVE  DHBRINDZEZRL.
RZARVGRZISPBEWIHIIL T, KREF ; NATVETF; YT/ E N
OFVEF. erFOFVE, PLAFVERVCIT/ENLBIRINSEMR
ETBBRINTWTERWIIFIVE  NOFVEF. e ROFVE TIL
OAFVERVCT/ENSBIRINZETERINTVWTHERVWTZIILOFY
E; hOBRINZELERL.
EROHEE -
[0133] [1£31]

R‘9,a
Ob ’
(&),
&1

[0134] A% F&ER (Ea) Xk (Ec)
[0135] [1£32]

(Ea) (Ec)
[0136] =~ L.
BB EIE -

[0137]



WO 2021/157684 53 PCT/JP2021/004231

[0138]
[0139]

[0140]

[0141]

[0142]
[0143]

[0144]

[1£33]

AN
[1k34]

R%I/;\“};
'N“‘N/ -
N IR

ERDHEIE -
[1£35]

RTQ% XJL-—%-‘-
?31 A _,{‘Rgb

N
(16361

N VR
LAY 2MM0FERRIEKEE ; 2MOBEMEERRE ; —8KRLEIh
TWTHRW2MDOFEBRERRE ; 7IFLVE ;v oO7ILFLUE;
TILTFZLVE; T, PILFZLVE; DORIRINZETHY.
SER. NOFVEF;EROFCE T/ E EROFCAILRZL
E; N\OFVEF, eROFPE, ZPLOAFVERVCUT/ENLERIN



WO 2021/157684 54 PCT/JP2021/004231

ZETEBINTVWTERVWZLAFILE  ®ICNOFVRF, e ROFY
B TLIFVERUVCIT/ENLERINZETERINTVWTHERWT
WIAFVE DAHBRINZEBETERINTUVWTERL,

TH, S, —CO—, —CO—NR7¢—, —NR7¢—CO—, Xl&—
O—%mR9I I
NOFVEF; EROFVE; 7/, AFVE; e ROF ALK
B, NOFVEF. EROFVE FIAFIERVCVT/ENSGERI N
ZERETCERINTVWTEHERVWZLLFILE  ICNOSVRF,. RO
FUOR, PIAFVERVVT/EHNSBIRINZEBEBRETEBRINTWVWT
HERVWZILIAFVE AOBRINZBRETERINTLWTERVWTILF

LYETHY.

M#A', BEIFETH DN\
-0—-;—-S—;—-NR72—;, -CO—; —-S0O0—;—-S0,—; —-CO—N
R7¢—3; —=NR7¢—=CO—; =SO,—NR7¢—; =NR7¢=S50,—; —N
R7a—CO—-—NR7°—~; — (OCH,CH,) ,—; —0—R7r—; —R7r—
0-;—-8S—R7"—; —R7r—8§—; —NR72—R7r—; —R7"—NR72
—;—CO—NR7¢=R7r—; —=R7r=CO—NR7c—; #ftMI/NOFT VR

F. EROFVE, FLAFPERTIT/EDNSBRINZBRETER
TNTVWTHRWIILFLVE ; NOFVREF. e ROFPE, 7L3FY
BERUVCIT/ENLBRINZEBEBETEHRINTVWTERVWIILF =LY
E; ¥t a) N"AaFVEF, b) eRkaF>E c) YF/E d) £FF
VE, e) NOFVEF. e ROFVE, FIAFPERVTIT/ENLR
RINZEBLETERINTVWTERWTZILFILE, BCICT) NOyFVE
F. erFOFVE, PIAFTVERCIT/ENLBRINZERETELR
INTWTHRVWZILIAFVE  AOBRINZERETERINTVWTE
RUW 2 HOEMEERERE ; MORBIRINZETHY.

RSDNKREFTHY.

REaRUREPHNEWIHILL T, KRRF; NATVRETF; e FOFIE



WO 2021/157684 55 PCT/JP2021/004231

[0145]

[0146]

[0147]

s VT /E S RUONOFVEF. EROFVERVIVT/EHNLBEIRIND
BRETEBRINTVWTIERVLWILLFILE ; hOoBRINZETHY,

R7<HNKRRERFTHY,

R8aRURENHEWIHIZ LT, KREF ; NATVETF; e ROFTE
s ROV T /B DOBRINBETHY.

R9aRURILHA, BEWIHIILL TKRRF; NATVERTF; VT /&,
O VEF. EFOFVERUVCVT7/ENLBIRINZBEBRETERINT
WTHERWTPILFILE ; DHERINDZETHY.,

R10aRURTOPIIHWIHI LT, KFEERERF; —N (R7¢) —CO—-0OR
4 RUTIVFEILE ; hOBIRINIZB|EE L.

LTI F IR,

NOFVEF; eERAOFVE; Y7/ E; NOFVEF, EROFVE T
LWAFVERCV T/ EHNLBRINZBERETERINTULWTERWTIL
JAFVE; N NOFVETF, EROFVE PIAFVERTIT/ENLR
RINZEHBLETERINTUVWTERWTZILIAF S ALRZILE; —CO—
N (R72) (R7¢) ; #VICE ROFTHILRZJLE ; HhOBIRINDEHR

ETBEBRINTWVWTHERL,
ke (1)

[ft&# | —B]

AR, RVEVER; BEYIVER; BRI /7O7ILAVENSRIRI N
BRTHY.

OIS
[1£37]

fo

Q

M. FEER



WO 2021/157684 56 PCT/JP2021/004231

[0148]

[0149]

[0150]

[0151]

[1£38]

Zm L.

Rep', KRRT; XIENOFVERTF, e FOFPE RUVT/EHNLE
RINZEHRETERINTVWTERVWTIILFILEERL,

Re A% KREREF; XENOFVERF. e ROFVE ROV T/EDDL
BRINZBHBETBERINTOVWTERVWIILFILEERL.

R, KREF ; NATVETF; NATVEF. e ROFTE RUY
T)ENSBRINZEBETERINTVWTERVWTIILFILE ; XIET 7
JEERL.

Rz3p, KFRERF; NAFVEF; PT7/&E; \OFVEF. erfOox>
ERUCYT7/ENLERINZIEBETEBRINTVWTERVWTILFILE
NOTVEF, EROFERVV T/ ENLBRINIZEHBETERIN
TWTHERW /7 OF7LFILE; RIINOFVRF. E ROFVERUVYV T
JENSBIRINZBRETERINMTVWTERVWZILIFVE; R0,

RZ4RUGRZSHPEWIHIIL T, KREF; XIEFNOSVRF, e ROF
VERUVGIUT /I ENOSBRINZEBETERINTUWTERVWTILFILE
; 2 L.

EROHEE -

[1£39]

R B
S

A Tk (Ea)



WO 2021/157684 57 PCT/JP2021/004231

[0152] [{t40]
F{QEE FQEN}

e %
G N
(Ea)
[0153] %=L,
EROHEE
[0154] [1k41]

S

[0155] A%,
[0156] [1b42]

1 o5
RW!’“‘}
P
N‘N
[0157] %= L.

oS -
[0158] [1643]

[0159] A%,
[0160]



WO 2021/157684 58 PCT/JP2021/004231

[0161]

[1644]

R&a -~

N VR

LA NOFVEF. EFOFPERCI T/ ENLBEIRINZIEBHET
BEBRINTOWTHERWIILFZIE; a) NOFTVEF. b) erFOFIE
c) YT/E Jd) NaFVETF. EROFVERVI T/ EHNSBIRT
NZBEMRMETERINTVWTHERVWIILFILE, TtiCe) NATVET.
EROFERVCIT/EDNSBRINZEBETERINTVWTERVWT
WIFVE AOBRINZIBH/ETCERINTVWTERV 2MOFEEKIx
IEKRE; NOFVEREF. EROFPERVCI T/ EHNLRBIRINZEBRE
TEBRINTVWTERW, BREF4E 122367 % 2MOIEHEERERE ;
WL —BBKRIEINTWTERW, BRETF. BRREFRUMERTNS
BIRINIETFE 1 ~2@EET 2 2MOBEEERRE ; HAOBIRIND
BETHY.
SREEEERBEGNOSFVEF, EROFVE, VT /ERUVTFVE
HNOBRINZBBRETEHRINTLWTERL.,

TH, BEE; —CO—; —CO—NR7¢—; —=NR7¢—=CO—; Xl&—
O—; &L,

M2, BIEETHBH\
—R7r—=0—; —R7r=NR7:—; NOFVEF. EROFTE RUVVT

JENLBRINZBRETERINTVWTERWIZILFLYE ; NOY Y
FEF. EROFVE, ROV T/ENLBIRINZEBETERINTWVWT
ERVWIILFVLVE; NS, 2MEOBHHREREE ; MOBIRINZE
ThHY.

REaRURCPANEWCHIIL T, KRRF; NATVERF; V7 /& &k



WO 2021/157684 59 PCT/JP2021/004231

[0162]

[0163]

tNOTVEF, EROFVERVCIT/ENOBRINIERETERX
NTWTHERVWTILFILE  DOBRINBZETHY,

R7aRUGR7eH, BEWIMIZ L TKRRETF ; XENOFVEF. e ROF
VERVVT I/ ENSERINIERETERINTVWTERWTILFILE
L.

R7AKBRFERL.

R74NNOFVEF. EROFIERVCI T/ EHNLBIRINSIEBRET
BRINTVWTHERVWTILFILEETRL.

R7rANOFVEREF. EROFVE, RUVT/ENLBRINZERE
TERINTVWTEHERVWTZILFLVEAERL.

ReaRUREIANEKRERTTHY.

RoaRURoPA, BEWIHMILTHANAYVEF, e ROFVERTV T/
ENSRBRIRINZERETERINTVWTERVLWTILLFILETHY,

R1WOaNKFRRT ; ICNOFVEF, e ROFTE 7 /& —NH
—CO—-0R74, =CO—=N (R72) (R7°) [ ZIIAFTHIKRZIER
e ROFVAIRZIENLGBIRINZIBRETERINTVWTERWT
WHRILE  AOBEREINZETHY,

RTOPHKRERFTHY,

RUANOFVEF, EROFVERVCI T/ ENLBIRINSIEBRET
BMINTLWTHERVWIILFILETH D,

k& (1),
[ft&¥ 1 —C]

AR, RVEVER; EYSVR, HECICO 707 IAVENLERINS
BRTHY.

8IS -



WO 2021/157684

[1£45]

N}{[/Ziﬁ

4 |

. 4% 2'23
. Q

[0164] A%, T&ER :
[0165] [1k46]

[0166] %= L.

Rap, KEEF; XIFT7ILFIEERL.
Ra A, KERF; XIEIF7ILFILEERL,

60

PCT/JP2021/004231

Ra " A, KRRF; NAFVEREF; PILFILE;, XE>T7/&E%=RL.

RZ3p, KERF; /NOFVERF; Y7/ &E;n\OFVERFFLIFe RO

FUETBHINTWIHERVWIZILFILE ; >o2O07)0FI)LE ; k703

FOE; ERL.

RZ4FRURZSAEWIIHIIL T, KERF; XIET7ZILFILE; #RL.

EROHBIE -
[0167] [1t47]
RQ&

F%?j‘{j‘

=L
R
c” TN(
[0168] #'., Tz=® (E a)
[0169]



WO 2021/157684

[0170]

[0172]
[0173]

[0174]

[0175]

[0176]
[0177]

[16.48]
F{QEE FQEN}

S

G N
(Ea)
I IR
ER DS -
[1£49]

[{k50]
1 o5
RW!’“‘}
P
PJ‘PJ
L.

EROHEIE
[1651]

P

61

PCT/JP2021/004231



WO 2021/157684 62 PCT/JP2021/004231

[0178]

[1652]

R&a -~

N VR

LA NOFVEF. EFOFPERCI T/ ENLBEIRINZIEBHET
BEBRINTOWTHERWIILFZIE; a) NOFTVEF. b) erFOFIE
c) YT/E Jd) NaFVETF. EROFVERVI T/ EHNSBIRT
NZBEMRMETERINTVWTHERVWIILFILE, TtiCe) NATVET.
EROFERVCIT/EDNSBRINZEBETERINTVWTERVWT
WIFVE AOBRINZIBH/ETCERINTVWTERV 2MOFEEKIx
IEKRE; NOFVEREF. EROFPERVCI T/ EHNLRBIRINZEBRE
TEBRINTVWTERW, BREF4E 122367 % 2MOIEHEERERE ;
WL —BBKRIEINTWTERW, BRETF. BRREFRUMERTNS
BIRINIETFE 1 ~2@EET 2 2MOBEEERRE ; HAOBIRIND
BETHY.
SREEEERBEGNOSFVEF, EROFVE, VT /ERUVTFVE
HNOBRINZBBRETEHRINTLWTERL.,

TH, BEE; —CO—; —CO—NR7¢—; —=NR7¢—=CO—; Xl&—
O—; &L,

M2, BIEETHBH\
—R7r—=0—; —R7r=NR7:—; NOFVEF. EROFTE RUVVT

JENLBRINZBRETERINTVWTERWIZILFLYE ; NOY Y
FEF. EROFVE, ROV T/ENLBIRINZEBETERINTWVWT
ERVWIILFVLVE; NS, 2MEOBHHREREE ; MOBIRINZE
ThHY.

REaRURCPANEWCHIIL T, KRRF; NATVERF; V7 /& &k



WO 2021/157684 63 PCT/JP2021/004231

[0179]

[0180]

tNOTVEF, EROFVERVCIT/ENOBRINIERETERX
NTWTHERVWTILFILE  DOBRINBZETHY,

R7aRUR7PH, BEWIHI L TKERRF ; XEINOTFVRF. e FOF
VERVVT I/ ENSERINIERETERINTVWTERWTILFILE
L.

R7AKBRFERL.

R74NNOFVEF. EROFIERVCI T/ EHNLBIRINSIEBRET
BRINTVWTHERVWTILFILEETRL.

R7rANOFVEREF. EROFVE, RUVT/ENLBRINZERE
TERINTVWTEHERVWTZILFLVEAERL.

ReaRUREIANEKRERTTHY.

RoaRURoPA, BEWIHMILTHANAYVEF, e ROFVERTV T/
ENSRBRIRINZERETERINTVWTERVLWTILLFILETHY,

R1WOaNKFRRT ; ICNOFVEF, e ROFTE 7 /& —NH
—CO—-0R74, =CO—=N (R72) (R7°) [ ZIIAFTHIKRZIER
e ROFVAIRZIENLGBIRINZIBRETERINTVWTERWT
WHRILE  AOBEREINZETHY,

RTOPHKRERFTHY,

RUANOFVEF, EROFVERVCI T/ ENLBIRINSIEBRET
BMINTLWTHERVWIILFILETH D,

feam (1) .
& | — D]

AR, RYEVETHY,
BRI HS -
[1£53]
N./ Z2%

’T/ z*

£

|
s
-



WO 2021/157684 64 PCT/JP2021/004231

[0181] A% &= :
[0182] [1£54]

RZﬁ
N, /

[0183] &7~ L.
Rat, KERF%ZRL.
Ra" A KREF ; XIET7IFILEERL,
R, KREF; NATVETF; TILFILE ; XIFT T/ E%ZRL.
RZ3A KBREF; NATVEF; 7/ &, QT VEFELIEE RO
FUOHETERINTUWTERWZILFIE ; /07 )LFIVE; XiET7I/IL3
FOE; EZRL.
RZARUVRZSPEWIHIIL T, KREF ; XET7ILFIVE; R0,
ERDHEIE -
[0184] [1k55]
Ro%

Rgbf }
WS
&

[0185] »'. T&x® (Ea)
[0186]



WO 2021/157684

[0187]

[0189]
[0190]

[0191]

[0192]

[0193]
[0194]

[1556]
F{QEE FQEN}

S

G N
(Ea)
I IR
ER DS -
[1£57]

[1£58]
1 o5
RW!’“‘}
P
PJ‘PJ
L.

EROHEIE
[1£59]

P

65

PCT/JP2021/004231



WO 2021/157684 66 PCT/JP2021/004231

[0195]

[1k60]

R&a -~

N VR

LA NOFVEF. NAFTVEFTEBEINTVWTERWTIILFILE,
WICTINIFVE, DOBRINZIEBETERINTVWTHERW 20
BERKRKIEKERER ; MTIK—FKREINLTVWTERVL., BERRTF. BRR
FRUMEBRFHIOBIRINDIEFE2 1 ~2@2ET % 2MOFEKRERER
H; NOBRINZETHY.,

THA, S : —CO—:; —CO—NR7¢—: —NR7¢—CO—; Xix—
O—; %#mxL.

MA, EROFERVV TP/ ETEBRINTOWTHERVWIILFLVET
HY.,

REaRUREHEWIHIIL T, KREF; NAFTVRTF; P77/ &
tNAOTVEF. EROFVERVCI T/ ENSBIRINIERETER S
NTULWTERWTILFILE ; DSERINBETHY.

R7aRUR7oH, BEWIHIZ L TKREF ; XREINAOQTVRF, e FOF
VERVGUT I/ ENOSBRINZEBETERINTUWTERVWTILFILE
] N

R7AKFRRFERL.

R74NNOFVEF, EROFVERVCI T/ ENLBIRINIEBRET
BRINTUVWTHERWZILFILEERL.

R7ANAFVEF., e RAFVE, RV T/ENGBRINZEHRE
TEBRINTVWTERVWTILFLVEERL,

Re&aRUR HPANEKRRFTHY.

ReaRURH, BEWWIHIZILTNAFVEF. E ROFVERTI T/



WO 2021/157684 67 PCT/JP2021/004231

ENSBERINIBHRETERINTVWTERVWTIILFILETHY.
R10a PIAFVAINKRIIIETEBRINTOWTERWTILFILETH
Y.
RIOOAKREFTHY.
RUIANAFVEF, ERAFVERVVT/ENGBRINZEBHRET
BRINTVWTERVWTILFILETHS.
e (1),
[0196] [{t&%¥ | —E]
AR, RVYEVIRTHY.
R HEIE -
[0197] [1k61]

N;,{[/. ziz N

L
oz
a

[0198] A% TFEER :
[0199] [1E62]

[0200] %Z7~L.
Rat, KERF%ZRL.
Ra' A KBEFERL.
Ra" "M, 7/ &E%&=RL.
Rz3p, 1~3BONAFVEFELIGEROFETEBRINTWVWTE
BWZILFILE; RIF7ILIAXFVE; 2R 0.
RZ4NKFRFRFZRL.



WO 2021/157684

RZ8MWKFERFERL.

BRI -
[0201] [1663]

[0202] A%, T&Ex (Ea) :
[0203] [{k64]

(Ea)
[0204] %L,
M -
[0205] [/565]

[0206] A
[0207] [1£66]

[0208] %= L.

68

PCT/JP2021/004231



WO 2021/157684 69 PCT/JP2021/004231

[0209]

[0210]
[0211]

[0212]

oS -
[1667]

8a Qs
Rt
291@4
.
[{668)

N VR

LA, NAaFvVEF, 1 ~3BONOFVREFTERINTULWTIERWT
IWHRIVE, WRICTINIAFTE, MHERIND 1 ~2EOERETEHRS
NTVWTHRWVW 2MHDFEHRKIEKRE ; IC—HKRIEINTVWTER
W, ZBRETF. BRRFRUOBERFHILOBRINZETEZ 1 ~2@2E7
3 2MHDFEEHRERERE ; MOoBRINZETHY.,

TH, BfEFE; —CO—; —CO—NR7¢—; =NR7¢—=CO—; Xl&—
O—; #mrL.

MDA, ERFOFVERCIT/ENLFERING 1 BOBRETERIN
TWTHERWILFLVETHY.

Re2RUREPHNEWCHIIL T, KREF; NAFTVRTF; P77/ &
UNOFVERERF. EROFVERVTVT7/ENSBIRINS 1 ~3EDE#R
ETBHINTWTERVWILFILE ; hoBRINZETHY,

R72RUR7PH, BEWIHI L TKRETF ; XENAOQTVERF, e FOF
ERVVT/ENSBIRING 1 ~3EOBHETERIN TV THRL
TILFIEERL,



WO 2021/157684 70 PCT/JP2021/004231

R7AKRRFERL.
R74ANOAFVEF. EROFVERVI T/ ENGEBIRINZ 1 ~3 @
OBHMETCBERINTVWITERVWTZILFILEERL.
R7ANASFVEF. e ROFVE, RCVT/ENLERINSZ1~3
BEOBHMETERINTVWTERVWTILFLVYEERL.
ReaRURHPANEKRRFTHY.
Ro9aRURoA, BEWIHIZILTNAYVEF, EROFOERTY T/
ENGERIND 1 AOBHRETERINTVWTHRVWIILFILETHY.,
R1Cap TEOT7ZINAFIAINRNETERINTVWTERVWTILFIL
HETHY.
RTOPHAKRRFTHY.,
RUANASFVETF., E ROFVERVPI T/ ENLEBIRINZ 1 ~3
DOEBBMETBERINTVWTIERVWTIILFILETHS.
t&t (1),
[0213] [{t&¥ | —F]
AD, RVYEVERTHY.,
ERDHEIE -
[0214] [1£69]
N;,’_I Zizﬁ,
; 52&3

[0215] A% &= :
[0216] [1b70]

R25
N.-

2

- %i\‘xgiﬂi
T
L\-"’%za

R*  ar

Ra

£



WO 2021/157684 71 PCT/JP2021/004231

[0217] Z~ L.
Ra' p, KRERERF%ZEL.
Ra"" M, 7/ E%&ZRL,
RZ3A, ZIFIE; RET7ILIFPE; &R0,
Rz4NKFRFRERFEZRL.
RZSAKFRFETL.
R HEE -
[0218] [{k71]
Rgt; , Rga‘
Eé S
&1
[0219] A%, T&ER (Ea)
[0220] [1£72]

G N
(Ea)
[0221] =~ L.
ER IS -
[0222] [1673]

[0223] A%,



WO 2021/157684 72 PCT/JP2021/004231

[0224] [1£74]

[0225] %7~ L.
EROEE -
[0226] [1575]

[0227] AN,
[0228] [1k76]

[0229] %7~L.
LANOTFVYREFROETIVFILENSRBIRIN S 1 ~2@EOEHRETER
IR TVWTERVW 2D FEERRIEKRE ; RUBRRTE 1 ~2@EET
2 2MMDFEEHRERRE ; MOoBRINDZETHY,
TH, —CO—NR7c—THY, RIHNKFRRFTHY.
MM, —CH,—, — (CH,) ,—. XI&—CH (CHj3) —ThY,
ReaRUREIANEKRRTTHY.
ROAKRURIPH, BEWIHIZLLTTILFIETHY,
R1CaHIBEDTINIAF AR ETEBRINTOWTERWTILFILE
THY.
RTOPAKREFTHY,



WO 2021/157684 73 PCT/JP2021/004231

RUATFILFILETH S,
it&d (1) .
[0230] [1b&¥ | —G]
AD, RYEVETHY.
EROFEE
[0231] [£77]
4 5
N;/. CZ>\Z4
Fi i
71 2.23
x Q
[0232] A%, TR :
[0233] [1£78]

RZfﬁ
1

[0234] %Z=~L.
R #, KREREF%ESRL.
Ra'" M, 7/ EB%RL,
RZ3A, ZIFIE; RIET7ILIFPE; &R0,

Rz4HKRRFZr L.
RZ5HAKRRFZr L.
EROHEIE ¢
[0235] [{k79]
Rgb Rgﬁ
GF



WO 2021/157684 74 PCT/JP2021/004231

[0236] A T&ER (Ea)
[0237] [1£80]

(Ea)
[0238] %R L.
EROEE -
[0239] [1£81]

[0240] A%,
[0241] [1£82]

11 J"\"\‘
RWTN};
5t
N
[0242] %=L,

EROHEIE ¢
[0243] [{£83]

[0244] A%,



WO 2021/157684 75

[0245] [1£84]

R&a -~

[0246] %7 L.

PCT/JP2021/004231

LANATYRFROETIVEFNENSRRINS 1 ~2BEDOERETER
INTWTHERWITZLYE EYIVIAMILE RUES IV IS IVE

; DOBIRINDZETHY,

TH, —CO—-—NR7°—=ThHY, R7THKRRFTHY.

MZ‘){\ _CHZ_\ - (CH2) 27 s
ReaRUREAANEKRRTTHY.
R9aRURH, BEWIHIILTTZILFILETHY,

Xig—CH (CH3) —ThY.

R1CaAEDFZIAFVAILRZNETERINTOWTERWIILFILE

THY.
R1OPAKKRRERFTHY,
RUNRTFZILFILETH S,

tEwm (1),

[0247] [{t&% | —H]
AN, RVEVIRTHY.
EROHEIE

[0248] [1£85]

1’&4‘,'{7'_5.,24
" 50O

Rty 320
Q d

[0249] A*, FEEX :
[0250]



WO 2021/157684 76 PCT/JP2021/004231

[1£86]

[0251] Z7~ L.
Ra" », KRERF%EL.
Ra"" A 7/ E%ERL.
RZ3H, ZIFILE; RET7INIFVE; R0,
Rz4NKFRFEFEZRL.
RZ5NKFRFEFEZRL.
EHEE -
[0252] [1t87]

b R‘Q‘a
S

[0253] A F&ER (E a)
[0254] [1£88]

Rg‘a | R.Qb

A
G N
(Ea)

[0255] %7=L.
EROHEIE ¢

S



WO 2021/157684 77 PCT/JP2021/004231

[0256] [1£89]

[0257] A%,
[0258] [1£90]

11ﬁf
R\H’N} ‘
P gi
Nog
[0259] A#x=L.

ERDHEIE -
[0260] [1£91]

RSa __,%,__.
NS

|
EL)QL%

[0261] A%,
[0262] [1£92]

[0263] %=L,
LANATVYRFRETILFILENSBRINS 1 ~2EOEBRETER
INTWTERWIIZLVE RUESYVYIAILE ; hORIRIh2E
THhHY.
TH., —CO—NR7c—THY, RIHNKFERFTHY.
M#A, —CH,—, XiZ—CH (CH;) —THhY,



WO 2021/157684 78 PCT/JP2021/004231

ReaRU R PMAINBEKRRFTHY,
ROAFURIPH, BEWIHIZLLTTILFIETHY,
R1CaHIEDTINAFI AR ETERINALTIVFRILETHY,
RTOPHAKRRFTHY.,
RUHTILFILETH S,
e (1)
[0264] [db&# 1 — 1]
AR, RVYEVIRTHY.
OIS
[0265] [{£93]

N./ .72
0%

; ?\ 2,23

[0266] A%, T :
[0267] [1£94]

RZE%
1

[0268] %7~ L.

Rat, KERF%ZRL.

Ra' A KREFERL.

Ra""p 7/ &E%ERL,

Rz3p, 1~3BONAFVEFEAIGE ROFETEBRINTWVWTE

BWZILFILE; RIF7ILIAXFVE; R0,
RZ4NKFRFRFEZRL.
RZ5NKRFRFEZRL.



WO 2021/157684

EROHBIE -
[0269] [1b95]
-
Rgb R™
(&,
RN
e .
ST

[0270] A%, T&Ex (Ea) :

[0271] [{£96]
FQE%B F!gt’

S

G N
(Ea)
[0272] %7~ L.
ERD S -
[0273] [1697]

[0275] [1£98]
11 Jﬁfd
R\ITN}
T
Ny

[0276] == L.
EROEE -

i g

79

PCT/JP2021/004231



WO 2021/157684 80 PCT/JP2021/004231

[0277]

[0278]
[0279]

[0280]

[1£99]

N VR

LA, NAaFVEF., 1 ~3BONOFVRERFTERINTULWTIERWT
IWHRIVE, WRICTINIAFTE, MHERIND 1 ~2EOERETEHRS
NTWTHRWVW2HDFEHERIEKRETH Y.

TH, S ; —CO—; —CO—NR7¢—; —NR7¢—CO— ; Xl&—
O—; Z#mrL.

MDA, ERFOFTERCIT/ENLERINS 1 BOBRETERIN
TWTHERWTIFLVETHY.

R6aRUREPHABEWIHIIL T, KRRF; NATVERF; V7 /& &
tNAOTVEF. EROFVERVCIT/ENLEIRINS 1 ~3EDEM
ETBEHINTUWTERWIIFILE Mo BRINZETHY.

R72RUR7PH, BEWIHILTKRET ; XENATFVEREF, EROF
VERUVTIENSERIND 1 ~3EOBHRETERINTVWTHRL
TILFIEERL.,

R7eNKREFERL.

R74NNOFVEF, EROFIERVCIT7/ENLBEIRIND 1 ~3E
OBHMETBERINTVWTIERWVWTZILFILEERL.



WO 2021/157684 81 PCT/JP2021/004231

R7rANASFVEF., e RAOFVE, ROCVT/ENLRERINSZ1~3
BEOBHRETEHRINTVWTERVWIILFLVYEERL.
ReaRURHANEKRRFTHY.
R9aRURIPHA, BWIHIZILTNAFVEF, e FOFPERTY T/
ENLBRIRINS 1 BOBRETERINTVWTERVWTIILFILETHY.,
R1oap, 1TEOFZIIAFIAINRILNETERINTVWTERVWTILFIL
AETHY.
RTOPANKRREFTHY.
RUANOFVEF, EROFVERVIT/ENLBERINS 1 ~3E
DEBRETERINTVWTERVWTIILFILETHS.
tad (1),
[0281] [{b&¥ | —J]
AD, RVYEVERTHY.,
EROHEE -
[0282] [1b101]

t\J,j.ﬁ/ziZﬁi
PIONS

et
Q

[0283] A% T :
[0284] [{b102]

Ran

[0285] %=L
Rap, KEEF%TRL,
Ra A% KFIEEFExL.



WO 2021/157684 82 PCT/JP2021/004231

Ra"" A, 7/ E%ERL,
Rz3p, 1~3@ONAFVEFELIGE ROFVETEBRINTWVWTE
ROWZILFILE; XIEF7ILaAXVE; 2RL.
RZ4AKEBRFERL.
RZ5NKFRFRFEZRL.
ERHEE -
[0286] [15103]

[0287] »'. T&E=® (Ea)
[0288] [1104]

(Ea)
[0289] %= L.
ERDHEIE
[0290] [15105]

[0291] A%,
[0292]



WO 2021/157684 83 PCT/JP2021/004231

[{k106]

[0293] %= L.
RIS
[0294] [{E107]

[0295] A%,
[0296] [{c108]

[0297] %7~ L.

LA, BRETE21~2@EE7T 2 2MOFEHRERRETHY.

TH, B#ES; —CO—; —CO—NR7¢—; —=NR7¢—=CO—; Xi|&—
O—; ZmxL.

MA, ERAFPERTCT/EHNLBRIND 1 BAOBRETERI N
TWTHERWILFLVETHY.

RE2RUREPHNEWICHIIL T, KRRF; NATVERTF; Y7/ B &
tNOTVEF, EROFVERVCIT/ENOBRINS 1 ~3EOEHR
ETBEBMINTVWTERVWIILFILE ; hOBRINZETHY.,

R72RUR7PH, BEWIHIZ L TKRREF ; XRENAOQTVRF, e FOF
VEHEVCVT/ENSERINS 1 ~3EOEBRETERINTVWTERL



WO 2021/157684 84 PCT/JP2021/004231

FILFILEERL,
R7ehHKRRFERL.

R7IANOFVEF, EROFVERVI T/ ENGEBIRINS 1 ~3 @
OBBMETCBERINTVWTIERVWTZILFILEERL.

R7rANOFVEF, EROFVE, RUCVT/ENLERING1~3
EOEBEMETERINTVWTIEHERVWIILFL VEEZRL,

ReaRUREMANEKRERERFTHY.

Ro9aRURoA, BEWIHIZILTNAYVEF, EROFOERTY T/
ENGERIND 1 AOBHRETERINTUVWTHRVWTIILFILETHY.,

Ri1oaps, TEDOFIIAFSALNRIIETERINTOWTERWTILFIL
HETHY.

R1OPHAKREFTHY.

RUANASFVEF, EROFVERVI T/ ENLEBIRINZ 1 ~3
DOEBEBMETERINTVWTIERVWTIILFILETHS.
tet (1),

[0298] = (1) THRINBZEEMOEGHIE L TR, BRI, BBROERGI1 ~
1260kEYMIEFLN, IFELE, ERFIT1, 11, 15, 26, 4
3. 45, 46, 47, 50, 53, 63, 64, 65, 69, 70, 71
. 74,85, 92, 97, 98, 99, 100, 102, 103, 105
. 106, 107, 108, 109, 110, 118, 1271480
bemTHhyY., JYFHELIFE. EkBl1, 11, 26, 43, 47, 53
. 63,64, 65, 69, 71, 74, 92, 102, 103, 105,
106, 107, 108, 109RU110DLEMTHY. ISITFFL
CIEERBIT, 47, T4RUP106DILEMTH %,

[0299] AFEBRICBWT., ERXNICHFEINZE] &k, ERELTHEIND
BTHNIE, FICHIRIGAL, BB DI BHEBEDIRE. 7ILH)EE
EDR. PILAYTEEBE DR, BRIBEE DR, AREE S OENIET
bhd, IHIC. BKETHZKMYRCEBEIRTH 2BENIE AFH



WO 2021/157684

[0300]

[0301]

[0302]

[0303]

[0304]

[0305]

85 PCT/JP2021/004231

ILBIT2ERNICFBEINZBICEEINS,

EENICHTIND] &, ABBEEICSVWT. —BHICRENDES
T. EMFENICEFZLLABVEDTH>THEDOMORTHFELWEDTH
niEE<. EMNDERE LTOFERLZITTIIAKBEZTOERICEERL
FOESCERMRY%RAHT 2RICERATHD I EE2BKT 2,

AFEBDOILEWIE. UTOHEA~FICL>THESTBIENTES, &
NSDOFEPIREIEWVCHAEGDETERVA, TOREREREINSIC
[REINDEHDTIEAL,

IR, RTOER"0aFIER'0b%&RL, R'02aFALIEROPD—DAHAKSRR
RFOBEEFE LTEET S RICPARICBIMINTWIER
WZILFILDBETH>TH. UTOAZEICELS, (R0, RI1ObIFHE[E
EEETH D, )

R10a\

(FFEA)

(1) TZTRHRRBEEREEE. —HBX (1) TRINZLEDD D BER
ENLEdRDO—HKR (Ea) THRIN, GHERETF. B2 I HNERFEFTH
ILEMOHREE. TADETEOLLEYW (A—1) ZEETZDICHET S
o]

[1£109]
v o g o g e
i ot - < rma-s SAp xma so  zeA-s el
i)*‘am ::Té\{“ Swace a;},;\{; ' R &:{ S s ;«:{: QAH R&”} "F\m
N C\F\ £ ¢ { L HQ'\RT:;NE,Q‘:\, q F'{,\,'g(os\
94 (12) 133 (RS {48) {18}
119
S T o e
TEAE ﬁ\jl"’/( EHA-T R“s\;&«(", TEA-8 “5'\‘}/ 5 mEa-s Slg
SRR me TS S a T
ROy oS Bl G
{7} ©8) (RS {23}
(Rp, RESIFRIGERETH D, )
TEA-1
tEW (1-2) &, 2F0HE FZE, J. Med. Chem. 19

73,

x5,

16, 214—-219) [CELUTLED (1-1) MEELLZENT



WO 2021/157684 86 PCT/JP2021/004231

TRA-2

& (1-3) & (1 -2) 272 )T &icLUFEOND
o RISFBEZBWT, BYQBED. BE-20CHoRAEEREETHE
793, RIGFKEIZ. ERT2EBYERE. RIGEEICLYELRSZDY, BF
O. SEENL24BETHD, 7VIEFIE LT, MY 7L OFBRE
Ky, EKEFER., K 7ONRVER, 7EFLo0Y REFZEIFOLNhS, BE
ELTRE. BIZIERN)IFLTIV, EUDVENEIFOND, BEELT
& BlZEF b RO73Y, YoOOxey, MLy, 1, 4—-UF
FHUELEITFOLND,

TFRA-3

e (1—4) i 88 (1 -3) 2FAT7IRETEIEICLYE
bNd, F47 I NMRBIE. WEFERWT, BYRBREHR, BE=EH,
SREERRE CTHTT 5. RIGEEIIL. FRT2REPRE. RIGEEIC
JYUELRDZHN, BFEO. SEBEHNS24BETHS, MiLFIELTIE, Hlx
EO—Y VEEPEMEZ Y VEIRIFONDS, BEE LTI AIXET,
2—vsonoOxdv, Fh3eRkO750, 1, 4—-IAFHUENETFS
ns,

TRA—4

e (1-5) i &YW (1-4) EERSTVEDRIGICLYED
hz, ERSYVEDRIGIE., B RS I Y—KNWEBWT, BURAES
T. BEERIORBEEREETETT 2, RLEFHEIK. FRT2EMYEA
#® RIGEREICLYERSDY, BEI1RELIL24ETHS, BEELT
&, FhSERATZSY. 1, 4=IFFH Y. N, N=IXFLKRILLT
I REHEITFOLND,

IfRA-5

e (1-6) &, R1OBHREAFOAILRVEE (1-10) %,
NOT MR ERBWTEBNS A FICEBR LR, 6688 (1 -5) ERIEE
HT22&IKLYBELND, RIGIEBEEEZBAWT, BYQBREHT, BEO0T



WO 2021/157684 87 PCT/JP2021/004231

HMORERREETENTT 2, RIGKEIL. FRTRACHRE. RIGVEE
ICLYERZD, BE1HENL24ETHS, NOTVIERIE LTI,
BIZIEEEFA =, AFHFYLo0OY R, 2zZKRRAKRZ)LY o0 R
ENEFOoND, BELLTEMNIIFILTIV, EVIVENEFLND
s BMEELTR, flAEY 700X >, 1, 2-Y/0QIdr, /00
RIVL, EVYY. MLIVEDNEFLNS,

I/2A—6

e (1—7) k. 1t (1 —-6) OBRERBICLYEBSNS, B
RRER, BEEENSABEERRETETT 2. KISEREIRK. ERT 2R
BPBE, RIVBEICLYELRZDY, BEI1RBENIS24KETHZ, BE
ELTE. HlaE2—-an/—, 1—-J% /=), ThZEROT75Y
ERFEIFO N5,

TRA-7

e (1-8) ik & (1-7) OBRRERINICLYESNE, K
INSEEEAWT, BYRBRER, BEERNSBAEERREETETTS. R
HEER. ERT2ERCERE. RISEEICIYERZD, BF 1ENL
24B5ETH D, BBE LT, AIZIEEER. MY 7 A OEBRESZETFLN
%, BREELTIE. BIAEEBIFIL. 1, 4—-2FFHY, FhZERO
Jov. o0axs Yy, 7O0KRIVLENEFLND,

I/RA—8

e (1-9) & &YW (1 -8) ORERBICLYBTLNDG, RIK
RBiEEHZzAVWT, BEYQNBEEDHFET. BUBREHR. OC~AEERE
ETHETY 25, RGKER. ERT2ERPEE. REBEBEICLYVELRSZD
BE1TREIS24KETH D, MEFELTUE AIXE 1 —TFIL—
3= (3=UXFNTFTI/FOENL) LRI A X RIGEIE (WSC - HC
1) . 1= [EX(IAFITI/)AFLY] —TH=-1, 2, 3—K )7
vo [4, 5—b]l EVZ=UL 3—FFYRRAFHIINAORIT 7—
N (HATU) . 4—(4, 6—=IUXKr+x2[1, 3, BINYT7YY—-2—4



WO 2021/157684 88 PCT/JP2021/004231

[0306]

[0307]

[0308]

W)—4—XFIVENKRYZ=ZDL s0OYK NAKRL—F (DMT—-—MM)
2=00-1—XFIEYI LAY RQERBEIFOND, BAEE
LTl X%/ =) N, N=IXFIKRIVLTIR, sO00KML, TY
AEX8Y, ThZEROT7SVEDNZETFOND, . 1 -ERFOFIAR
YYREY)TYV—=) (HOBt) #HRMNT 2 ETRIGNMEEIND Z E0'H
%3, BEELTE, HIZEN)ITFILTFIY. N, N=24yT7OELIF
WT7Iv, EYVIUERBEITFLNS,
TIRA-9

e (A—1) i & (1-9) onarvibic&yBEsohsd, K
&, NaOFUERERWT, BEERNSAEEREETENT %, KK
R, ERT2EMCAE,. RINREICLYELSDY, BE 1RENS 2
AFETH S, NATVIEEIE LT, BIZIFEBIERRARYIILVENEFLN
%,

(2) TTTHRRBEEREF. —HBX (1) TRINZELEDDD BER
ENERO—fEX (Ec) TRIN, GHABRRF. HDOINBERRFTH
I6EMOPRREE. TAabETROEEYW (A—2) 28ETIDICHET S

o

[E110]

(X, BESIERIEZERAETH S, )
e (A-2) 1k, 2F0EE (BIZE, J. Med., Chem., 20



WO 2021/157684 89 PCT/JP2021/004231

16, 59, 1426) ICELTEEY (2—1) HHBIZENTED,
[0309] (3) TZTHRARBHEEHEEF. — KX (1) THRINZIELEMDIBEG
NRBREFEHD IPBREFTHIILEMOFEE. DL TEROELEY
(A—3) #8ET20ICET 2,
[0310] [{k111]

{5y Py 3273 FA3y

[0311] (KA, B'EAOVEBXEEREAELTVWTE LW AROVBI AT, Z

AINOFVETF. PAIREREARL. HORESIEAIREEARTH D, )
AFOB ' OEBREAFLTVWTHLIWRAVEEIRFIL &, EFO5—
ROV, RARVYFLIY)AS—bROVREERL, ZAONOTVRF
siF. BREF. RRETF. IVRETETRT,. RFPOPADREE ST HI
REVINEERETZ2HEOTHY., baW (3-7) 552D THN
ERFICREINRV, BIZETILFIL (BEMICIEAFIV, TFIV) EHE
Fonz,
& (A—3) . AMorE FIAE wo2012,7075383
) IKELTEEY (3—1) HHBLZENTES,
[0312] (53%B)
(1) =&KX (1) TRINDZEEMOFEE. TAhDLETROLEEY (
B—1) @ROFETERTE S,
[0313]



WO 2021/157684 90 PCT/JP2021/004231

[0314]

[1b112]

R?‘;;NR&R ;:29.;‘3 Hga Rji}\/z?’
H“Eié el Réa 7@ ey 1)
RSN TEE-1 ko 0 e

‘?T;G}“ N /,L o \.y(‘w(\f\’u%m N

{ A4} {4-1) {B-1)
(K. ZPIHERETFAKBELRL, BORBSXNEERABETH 2,
)
T#EB—1

ke (B—1) & k&YW (A—4) &ROVEESHK (4—-1) &0
Ay TV IRIBICEYRBOND, RIS IDLME K274 UH
VRECBEEOFEET. BHWAREHR, OC~MNMEAT. SYUDITERNLE
EORRTHBEICETT %, RIGEHEIE. AT 2EAPEAE. RINEEIC
SYERRZN BEIREIS24KETH D, /STV U LAES LT,
BIZIEEBR/ANZV DL (1 1) BIENZTUOL (1) MR (IRY
JYFUTENY) YRSTUIL (0) RIEFFOY OORIL LSNP ED
Bifohzd, RRA74 VAV RELTE, M7z ZIVKRRT74V, 2—
(yovanFv )k 747) =2, 4’7, 6" — )4y 7O —
1, 17 —EZ2z=Z)b, 2— (¥27O~FIINEKRRT1/) =3, 6=
XhFP—-2", 4,6 —KYq4av7FOoElL—1, 17 —ET7z=I,
2— (YyoanFIIKRR74/) —2, 6=I4vyFORF>—1, 1
T -E7zZN 2Vt —TFIKRRT74 /-2 -4 —6" —RKY
AvV7aEilEZ7z=ZL, 2-J>/OnFIINKRRAT4 /-2 -6 —
DAMNEVETIZN, 2— (2oOANFIUINRRT 4 /) —2— (N,
N=—UXFILFTI/) ETZxZ. M)A b=RMYILKAT 1V, 2~
(yoyanEI )RR 74/7) E7zZ)0, 2— (V—t —TFILNKRY
1/7) EZ2z=Z0, 2= (Y=t —TFINEKRT74/) =1, 1-EFTF
We M=t =TFINKRRAT4>, M) =t —TFIVKARZDLT~FT



WO 2021/157684 91 PCT/JP2021/004231

[0315]

WAORL — MR EDBITFEND, RNSTUITLMBERRAT 4V )HY RH
BREMHRLERZEEZRBVWTH L FIRETRSFR (M) 72 2R
J4V) RSTYYL (0) . 1, 1—-ER (Y7 IKRT (/) 710
=S TOL (1 1) YOk 270X (M) T7xZI)VIRRT
1Y) RXZTTL (L) yoO0ER (M)2oOndFYILRR 74>
) INSYUTL (1 1) EXR(KNY—t =TFILKRT 1Y) RFTT 4L (
O0). voo (2—-yysanxv)VikR74 /-2’ , 4, 6" —hKY
A4v7oEL—-1, 17 —E7z=)) (20 —=7%X/—-1, 17 —E7=zx
ZW=2—=AN) RXSTUTL (L 1) [ (2=220O0~NFYIKRRAT 14
J—=3, 6=UXIFv=2", 4", 6" —NY)qavyFOEL-1, 1’
—E7zz)) —2— (2" =7X/—-1, 1" —=E7z=L) K5V94
(1) X%Y2Kx—r (2=IvoO~FIIKRRT4 /-2, 6
—-vqy7aR*y—-1, 1V —E7z=Z)l) [2—- (2" —=F73I/-1,
17 —E7zZ0) 1185996 (1 1) XOVRILEKRR—b, [ (2-¥
—t—TFIERRT 4/ =3, 6=UXIFL-2" |, 4" | 6 —hUA
v7oELr-1, 1V —E7z=Z)V) —2—- (2" =73/-1, 1" —E
Jx=) RSTUTL (1) X9V 2)ER—b [1, 3—EX (2,
6—Y—3-—RUFITIZN) 4AXFY—-I—-2—-4)FV] (3—70O
AEYDI) voaansIos (1) ENEFoN3, IBEE LTI
t—7 b ESFN)DL BFEEL) VL. VVB=AY VA KEBEIU L
REBBAY UL, REBBKFRF RN DL, UFTLER(N) AFILS)IV)T
IR MNIIZFUTIV, J4YTAELIFILTIV, DO~ FU)
IFITIV, 2VibAUDT L, 2vibtEd v LRENBETFLNE, AES
LT, B2, hZerO752, 1, 2=UXNEF2ITHV 1, 4
—IFFYUREODI—FTINRBE, A5/ —. TH/)—Ib, TR/ —
We TEH/—=NBREDTIIA—IIRBE. N, N=IXFILRILLT IR,
RIFIhSBEHBEEKEDRABBEREN BTSN D,

(2) TTTHRRBEEREIF. —BKX (1) TRINZELEHDHIEG



WO 2021/157684 92 PCT/JP2021/004231

PEZRRFED INBRRFTHLLENOFEME. TRDLETELEDLED
(B—2) ZHET2DITHEY %,
(03161 [16113]

L peeRt A T
g RE 2 R }Q"i‘f ¥R 7P rn f R
R(ﬁ f‘j ras-z VA AL TRE—3 RPN I8B-d el A
\/\.\ ..... T e — g;—’\r/i'\;f ~~~~~~~~~~~ S R
1 £ h R N N
HzN (5 ’\, & T NH o H)}g & .\’{-O}-{
HO™ D R -0 Pt N ko
Qs ‘{}‘% & v
(543 (440 (52} {5y (B2

[0317] (R, BEBSIEFAIELEARTH D)

T#&EB—2

tE&®W (5—2) & R'VOOBHMEAZRODAILRVEEE (1-10) &/
O BRI TEBANS A NICERLUEE, &% (5—1) ERIBIEDR &
ILEYBELND, RINGEEEZBWVWT, BEURAEHR, B —-20CTHSHEA
EREETETT 2, RIGERE. FRT2REVEE. RINBEICE
B35 H, BEO. SKENL24FETH D, NOTVIEFIE LTIE. B
ZEEEFAZI, AFBUo0) R KRRz o0 RE
REFOND, EEELTE HIZIEN)IFILTIY, EY O VENBF
bha, BEE LT FlaEyrsooxs>r, 1, 2—-2700I4 7,
soOmivis, EYVY Y. MLIVENETFLN S,

[0318] T#&2B—3

e (5—3) &, ta¥ (56—2) OBRMRERBROCBILRBICEY
Soh 3, RRERGIEBEAWVC. BURAEH, BE0CTHLBEER
BRETETT 2, RIGIEIR. ERT2RHCEE. RINEEICLYERS
N BEO. SEEAMNL24KETHD, BBELTIE. BIZAENY 74O
BEER. IBEBEAN/B T LN D, BEE LT flaiEysoox4 >, s00
FIL, FRSEROTSVENBIFONS, RERRBIEBOZHTIT
EHTED, BERBIEEBERWT, EUAAAEHS, BEEEHLSBEER
BETENTT 2, RIGKREIIZ. FRT2ERHYEE. RIGEEICLYELRS
. BEO. SIEANS24BETH D, BE LTE FZXIENY 740



WO 2021/157684 93 PCT/JP2021/004231

[0319]

BEEg, BFENSZEITOND, AEE LT, fIZAEFTMSERO75Y0 N
s N=IXFINRILLTIR, 1 =TH /=)L, 2=7T0/R) —ILEHZEF
bhd,
Ii2B—4

Itet (B—2) & 1t&¥ (5—-3) BhEUTD2D0HEICLYES
ZENTES,

1D2BIE RSY VM. PUNMEEBRERINICEYEBZ I ENTE D,
ERSDVEDKRIGIF. BEEE RS I VERVWT, BYRAEH, BEO
CHLERTHEITT S, BEE LT, BIZEKREFNIDL t =T
FOFRN)DL, t =T hEIZAYILEREIFONS, TVILERIGIE.
TR ERWT, EQBEP, BEEENSAERREBETETT S
o RINEEEIE., FRTIRAVAE. RINEEICIYELRSD, BFO0. 5
RO S 2 4B TH D, 7IWERIE LTE, BIZE MY 20 F4 OB IE
Ky, EOKEEER. BAKTONVEBENZFOND, BEELTE AIZET
SEROZSV. 1, 4=UFFHY N, N=IUXFIKRILLT IR,
ToOoaxyvELRrEIFLNG, E RSV ERI/OY RPBEXKYE RV
ZRHYUICTUVILVERS Y REBWTLEREBRIGEITDZEETES, 7V
ERSYRELTE. BIZET7EFILE RS UVERETFOLNDE, RIERIG
. BERAWT, BUARESR BEEERIOCAEBRREE CENTT S, R
INEFEI. EAT2EMCEE. RIGEEICLYELRZA, BEO. bH5HE
No24RETHD, BB LTIE. BIXIEEER. M) 7 F OFBEN T
bha, BEELTE. Th3eRO75Y. N, N=IUXFIRIVLT I
K. 1=7% /=, 2=/ —=LEHBEFLNE, BBARIGIE. E
RSTUDEMBICHIET DAL NI RAFILEEZBWT, BYRAARED, &
FEENSAEBRTBE THETT 2, RIGKEIE. ERT2EHNCEIE. K
INEEICLYELDZN, BEO. SKENS24ETH S, ZILNIRT
MERELTE, AI2ET, 1, 1=k hF>xThH>, 1, 1, 1=KV
ANFIORVGVEDNBEITFOND, BEELTUE FIZE MLV, TS



WO 2021/157684 94 PCT/JP2021/004231

[0320]

ERFOT7SVENEFLSND,
2DOBRT7IRNREEZFATIRNREELLAE. ERSY VMM 7ULbE
BRIERMICLYBTDIENTES, FF 73 MeRBIFE. REFEZRBWT,
BURBEA, BEERNSBEERRECTENTT 2. RIGKAR. EAT
ZEMCEE,. RIVEEICLYELZD, BEO. S5RBELNDL24FETH
miEFlE LT, flzido—y vERCRmEZ) YEFBIFLNh D,
BEELTE BIAET, 2-Yson0xdy. FhIeRkO7Sv0 1,
4 —IFXFYUENBIFONE, E RSTY VARSI, ERSTVERAW
T, BYARERT, BEEENOBREERERE THEITT 2, RIGKEII.
FAT2EACAE. RIGEEICLIYELZD. BE 1AM 24ET
Hd, BEE LTI Fh3rkO7520 1, 4—IFFH>2 N, N—
IAFIVRIVLT I REDNEFLND, PYUIIMERBIE. 7YILEREBW
T, BYABREFRTEEREENSBERMBE TETT 2, RIGKEIX, &
AT2RACERE. RWNBEICLYELRZD, B 1EEIL 2 4ETH
%, PUNMEBIE LTIE. MY 704 OBFEREKYD. SKERER. K 7O
VBENEFOND, ERSTUVERI/OY ROPBREXYERVWEIRDYIC
TPUNERSYREABVWTLERERIEZITICEDTED, PYIERSY
RELTE, BIZIETEFILE RS VERZFOND, BEE LT, 7
FSEROZSY. N, N=IUXFILRIVLAT I RENZEIFLNS, Btk
. BERWT, BEQREHR. BEEENSBEEREETETT 2,
RGFEEIE, FRT2ERPEE RIGEEICLYELRSZD, BEO0. 5
BOL24BETHD, BEE LT, BIZIEEEE. Y 704 OBEEENEE
Fonz, AEELTE, 7h3RfO75 Y0 N, N=IXFILKRILLT
SR =TH /=, 2=FOn) = LELIBFOND, BRBARIKIE.
ERSTVOMMBICRBT 24 NI RFIIEEBWT, EHQRES,
BEERNOAHEENEBE CETY 2, RISHEIRK. EHRT5ERALAE,
RIGEEICLYERLRZD, BEO. SHEMNIS24FETHS, I FIR
FIERE LTI BIZET, 1, T—rYIZhFYTHY 1, 1, 1 -k



WO 2021/157684 95 PCT/JP2021/004231

DARFIRVEVENRBIFOND, AEE LT, FIZE LIV, T K
SeRrO7>UENBITFLND,

[0321]  (3) —&=X (1) THRINZEENDD ECGHERRTED JHIERR
FTHZLEMOFERE. TabETEOEEY (B—2) IZRDAFETH
BRTE D,

[0322] [{k114]

R&: RER ZA R&a R&i z»\

R® R_Ss Fh R REa» ZA Rw“i\ 2O R R
R® % S RIS e § ) ER “
@ L] Tees B mmeee AL smer TR W
Fij”\? 3 \Rab I P I Y\:«R& R R\r;:\,\ L’ R RH-—N ;(q B
Bt T P p0 Q.
N It Wy iﬁf: R - N gl
OF
39} (B9Y (63 (82}

[0323] (AR, PRIIREEZRL. MDESIZRIEEERFTZTH D)
RAHDOPBRAIRFUNEZRETZ2EDTHNIERKICREI NV, B
ZETILFI (BEMICEAFIVL, TFI, t —TFILERE) . TIILFIL
(RVINBRE) ENEITFLND,
&Y (B—2) E. 28M0AEFE BIxiE, WO01993,7007129

. WO01998 /7011111 [CEBEINTWEAER) ICELTEEY (6
—1) hHoBEKRTBIEHTES,

[0324] (4) ZZTHBRBHEEREIF. —MX (1) TRINZEEMWDIERT
OM—=N (R7¢) —CO—OR7ITHBZILEWMOHREREF. TAabLLETRDEE
¥ (B—3) . 1t&W (B—4) 28ETZDICHET S, (R7<RUR7IZE
AIEEERAETH S, )

[0325] [15115]

[0326] (X, BESIIAIEEAETH S, )
T#B—8
EEW (B—3) &, 2FDFEZE (BIZEEERRAR : HBRAFE7—-17



WO 2021/157684 96 PCT/JP2021/004231

[0327]

[0328]

[0329]

[0330]

94 1) ICEULTERINLLEEY (7T-1) L. BT IENTA K (
Cl—-CO—-0OR7d) XIFEEMAY (R7¢O-CO—-0—-CO—-0OR7d) &
RISEEZZ&ICLYELND, RIGIIBEZRWT, EZEQAEH,
—20CHoRAEDEREETETT 5, RIGRKAEIZ. ERT2EBLAE
 RINBEREICLYRGRZA, BB, 309~24KETHS, IBEEL
T BIZEN)ZFILFTIY N, N=2A4YTFOELIFLTIV, E
DI VRENBEITFLND, BEE LTI, AIZEYsoOxXs>, 1, 2—
vsooxz4dy, yookibhs, N=xFLEQl) kv, VDY, MLI
VRENBFLNG, 4B, ARINTIHAWVWIEREAREE LTHERT S
EHTED,

I#&B—-9

tet (B—4) (&, t&¥ (B—3) #7ILFITEHIEICLYED
ha, PILFIVERBIZBEENOTSETILFRILEDOTIILFILIEFIEZRW

BB EH, BEOCTHLREEREE TETT 5, RIGKRIIK, &
AT2REACEE. RVBEICLIYELRZD, BE1 09052 4ETH
5, BEE LT KRIEF M) DL, KEBEAY T L, REBHY T LED
EHIBE., H)ILt -7 hFIREOT7IIFY REDFBEITOND, AR
ELTE, BIZIEN, N=IXFIKRIVLTIR, Fh3eROZ75Y, ¥
AFIANEFY RENEBIFOLN S,

(5) TZTHNBEEHEF. —HX (1) TRINBLEHDIERT
ONKBETHZILEWOFEE. TabETROIEEY (B—5) 285E7

2DICHET 5,
[1E116]
R‘*Eg% ?S“"&A TE-10 ”3(‘/ TEE-11 f{ e S
Y e s .\(I e *l‘>*b """"""""""" - Rﬂwgi*ki‘*éw
s - m%*gm ot
(8:1) {8-2) (83) {B:8)

(Reh, FRSEHRBERABTHZ, )
k& (B—5) & AHOAE Blxid, US4959361) (C#L



WO 2021/157684 97 PCT/JP2021/004231

TEEY (8—1) BHBLLZENTED,

[0331] (6) TITHRNBZHEFERK, —HRA (1) TREINZEEHDDIBRT
opt— (CHz) \«—CO—=N (R72) (R7%) THBILEHOHE K. 72
HETEDEEY (B-6) 28EYTHDIET %,

[0332] [16117]

[0333] (KA, PCIEAKRRFRIZREEEZRL. ki1 ~6DEBEHVWThAERT
. BEESIIRIGCERAETH S, )

RPDOPCORERE LTEANRFVINEERETD2EDOTHNIEHICR
EINQW, FIZET7ILFIL (BEBMICEAFIVL, TF. t —TFILRE
) L TIIFIL (RYVILKBE) EXNEBIFS N D,

T#B—-13

e (9—2) 1E, &YW (9—1) DREHPCERET B ETED
h3d, PHKERFTHDIBAR. COIREEBRTZIENTES, BiR
EDOREE LT, PCORREBICAVWONZEDTHNITFICREINZW
B BIRIE. PCAXFIL, TFILTHNETII—ILRBEEKEDREER
WHRTKEBEFT M) D LEOEBEBEREABWEAE t —TFILTHNIE,
BEE® M) LA OFBREDEEBWHESENIEITFON S, 4B, PCAR
VINRIGEBBEARY I, RUDIIAFIAFINETHNIE, ERRKERN
Rit&ERBWAENZETFSN S,

I#&B—14

ket (B—6) & btea¥ (9—2) &I BR72, R7P2EFTBT
IVEEMEIEBZILILL>THELNS, RIGIBEEFIZAWVWT, BYER
BEDHERET. BUQAED. OC~RAEEREE CTEITT %, RISFKHEML



WO 2021/157684 98 PCT/JP2021/004231

CICERT MEEH. B RIMREFIRCEREIL, TEA-8LRAKTH
%o
[0334] (7) TTTRHRRBZEEFER. —MHKRA (1) TRINZELEMD D BER
EAXALERD—MKN (Eb) THRIN., GHEREFHD IDNEREFTHD
EEMOHREE., TALETROEEY (B—7) ZRETDIDICET 2,
[0335] [15118]

TER—~195

SR

[0336] (Xrh., PPIdREEZRL. BRESIFRICEARTH S, )

RFOPPIET7I FEEZREL. b8 (10-9) HMELNZEDTHN
FRFICREINRWV, BIZIE4 X MFIRVYIUJE, 2, 4—IUXAFFY
NUIIWEEIETLNDS,

& (B—7) &, SYNLETT, 2008, 15, 2360—23
64&J. Org. Chem,, 2009, 74, 4975—-4981IC&
BOFEICELT, &% (10—1) ASARTBIENTE S,

[0337] (8) —f&xX (1) THRINZELEHMDI B, BEALBRO—HKRX (Ea
) THRIN, GHEREFHED INZBHRET. RNV T/ XFIVERTIE
BYOFEE, TROETEOEEY (B—8) & FIZEUTORESE



WO 2021/157684 99

THEEY B I EAHKD,
[0338] [1k119]

DAC OH
HsG ree & L ope R 5\ o R
A Fign TER-24 S F N asm-28 =7 r"ﬁ““,.zﬁ
5 s N <L o ] - S‘
et }H i NI e T v\}{)\i{\\?&' R Ri‘! J"A\’ ")\psn
- - Bt
N W e N ke

[0339] (RADEFIFFIEEBEETH D)
T#EB—-24

B (11 -2) & & (11 -1) 2B TR DA
. EFER. EOKERR CRMEBRORESYME ERTHE

LYFELHND,
T#EB—-25

{114y

PCT/JP2021/004231

ZIKF¥
LARRE., RISSESZ &I

&% (11 -3) & k&YW (11 -2) LBEEORIETELNS,
RitsiE. ERRER, BEOC~EETENTT 2, RGKBIXERT 2R

BB, RINEEFICLYELSD,

BEO. SIFEANL24BETHS

o BEE L TIE, BIZIEKEBIES MY D LKEK,. KEBIEAH) DU LKBRE
NEFOND, BEELTE, FIZIEXS ) —)ILb, T4 /)=, ThSER
o755, 1, 4=IFFHUEREFSN D,

T¥B—26

bet (B—8) ik t&®W (11 -3) OKBEEZRBMEANTHL %

YT JEICER (V7 /1) TR EICLYE
. RELFHEEEABWT, BULBRES,

EHRF N3, REBEIZERT2REPEE RFRESICL

BEOC~ZEETEITT %,
EhFELTE PlAEp— ML VRIFEZLZEY R, X2)yAQY) R

5Nd, BRBEANDERIL

=

YRELD

M. BEIRBEIAS24BETHZ, BEEELTE, BIAEN)ZFILTE
o N, N=IA4YTaEILNIFILTIVEIREIFLNDS, BiEE LTI,
FlziIEysoox4dy, FhSeERO7SUEIBIFONS, V7 /ERIG

&, Y7 /FEEVBIEICLY, @D
BETHETT 3, RIGKEIZERT 2FEAPAE. RIGEEFICL

QIR

% 0 C""/ﬁtia)l_um

YELD



WO 2021/157684 100 PCT/JP2021/004231

[0340]

[0341]

[0342]

[0343]

[0344]

BN EBR1REIS24BBETHD, Y7 /LFIE LTS HIZIE> TV
FRIDL, MIXAFLDYILSTZRENBEIFOND, BEE LT, 6l
ZIEOAFIVAIEKRFL R, PRV, T ROT7 S VENZES
bhd, BEMIAFIVO NIV TZROFK, TN TFILTVEZV L
0T ReRAWS,

(9) — %=X (1) TRINZEEMDO>B. BEFLRO—KA (Ea
) THREIN, GHBREREFAED INZBHRRTF. RO T7/ETERINEL
RFEH~6DT7ILFILERTILEMOFTREGF. TADETEOLEY (B
—9) & BIAFUTORERETHHRIET 5 ENHERD,
[15120]

TRe-27
o
{(12-1) (B8}
(XA, kiZ1~6DEHVNITIDETRT, TOMDESIZRIEZERARTH
%, )
T#&B—-27

b (B—9) k. k& (12—-1) 27 /952 &ICLYBES
h3d, RIGFHEELTE, EROTEB—2 6 ERAKOFELIEFSND,

(10) —f&=X (1) THERINZLEYDS>E5. REN ERO—HKX (E
a) TRIN, GHAZERRFEDIHNRBERTF. RNV T/EZRTIE
WoFREE, $AabE5TEOLEYW (B—10) & AIZIEUTORESE
THIET 2 I ENHED,



WO 2021/157684 101 PCT/JP2021/004231

[fE121]

o

L N ;;3“' &

{113 £I3Y (B30}
[0345] (R, BRESEHARLEAETH D)
T#&EB-—28
e (13-1) 1k &M (11 -3) Z2BtT22&ICLYBELN
%, RIGEHE LT, BIZE &M (11 -3) [ ZBtvvHAVSL
VT O00X9 VDREWEELLE. ERTRIGIEIRENET LN
%,
I#EB—-29
IteH (B—10) ik &% (13 —-1) 27632 &ICLYE
bhd, RIBFMHELTE. FIZIEE ROF VLT IVERBEE I XFILR
WRF Y ROREEW 2 EYRIFE. MBTTRISIEZ2RENEITFSND,
[0346] (1 1) —f&xX (1) TRINBZLAMDO> B, BEN ERO—KX (E
a) TohIh, GHAZRETEDIDNERERET. RUDPKRRETERTILE
MOFRREE, bbb TEDEEw (B—11) & FAEUTORESZE
TEETHENHEES,
[0347] [1k122]

[0348] (X, BESRAIEEAETH D)
T#B-30
ey (14—-1) 1. &M (13-1) 2Btd22&ICLYEDN
%, RIGBEFHZAWT, BUAFTEFR. BEOCHLAEERERE TE



WO 2021/157684 102 PCT/JP2021/004231

7935, RIGEKEIZ. ERT2EBYERE. RIGEEICLYELRSZDY, BF
O. 5HIFEMND 2 4B TH D, BEEFIE LTI, BIAISEBEEIEKR. t —
TFeRORLAFS R BRREFT N DL BYVAVEL) D LE
BNEFOLND, BEELTE, BIZIEXSY /=, FEbZ NI, KER
Bifohsd, RIS, BIZET7EN=RMNYILE) VBEBTKERF M) D LKE
BOREERHP., O0C~ZERT3 5 %BEILKRK, BRRES M) DU LKEA
WENMASD I ETETT %,
T#&EB—31
ke (B—11) i 1b&® (14—1) 2BREBETZIIEICLYEDS
ha, RIBRHEE LT, BIAEEEEF /)R, 150CTRIGIES
KEIBF LN B,
[0349]  (A3%C)
(1) — %=X (1) TRINZEEMOFREE. ThALETROLEEY (
C—1) & BIZIEUATORERETHET S D HEKD,
[0350] [{t123]

{1823 (1833
[0351] (KA, ZARINOFVEREFEZRL. ZPIEKBEDFR®EEZRL. B2iZXK
RRF. PIv,. AL 71y, PEFLY, FA—II, ZIO—I, AV
BYIEEBREAELTWTELWRAVYEBIAFILETRT, MHOESILAIE



WO 2021/157684 103 PCT/JP2021/004231

EAETHD, )
XPZA0N\OTFVEFEIF. BREF. RREF. IVREFEZRL. Z
PTRINDKEBEDEMILEE LTIE., M) 740X 5 Y ZNKRZILP b
WIVRIWKRZIVEDZRIVRZIENEFONS, XFPB2OEBHREZBLT
WTHELWROVBIZAFIVLEE, EFaS5—bROY, XARVYFILTY
15— bhROVREETRT,

IRC—1

e (16—2) OKBELZFHEEO ZVIIERTZIIRTHD. Kb
TEEDOEET. BYRBREP, —50~50CREE. EUbFOTHLE
BTIEICETT 2, SEMHEEEE LTENY 23 0X9 Y ZILKRVERE
KR 1 — (MY TZNAORXYVRIKZI) A5V —), BTy
ZIIRZIEWS FEMIEI NN KR VBFEEEIBVWONG, FLAIL
RVBERARIEEADLETEI CEICE > TERRBETIZENTES
c BEELTRNIIFALTIV, BUIDY, LFIVERBFLND, B
e LTk, Ay soaxsy, 1, 2-ysOO0x4v v, yO0RKL
L, BYT Y MLIVERBIFLNS,

TI#]C—-2

ke (C—1) & k& (16—-1) XideéEY (16-3) &ibE
M (16—4) aRIGIEZ&ICLYBLNS,

et (16—1) Xidta&®w (16—-3) & PcOC (0) —L—B?
(XA, L. PCRRRIGCERSE, ) TRINDBFPIV, AL 74V, PEFL
V. FA—I. PIL3=), L—B (OH) ,XIEZFDOIRFI (X, LIF
Bt E A&, ) TRINZ 7Y —ILROVEBFEEFEDAHY ) v IRIGT
AEEW (C—1) AELNS, FRTZINSVVLME, RXT742)H
YR RSTUTLEERR T 4 V) Ay RPBERERKR LCEE BER
CREIRTREB -1 SA%TH S,

Fr. LARERE~1207Y -, BOBREFHS~120A~A570
T)=l, L7414 VXETEFLYOEFE., LOEKERE BIxIE. R



WO 2021/157684 104 PCT/JP2021/004231

[0352]

[0353]

[0354]

[0355]

[0356]

X, B ARE) [ HDEIWRELOTILFILAYILFESE BIAIE. 7ILF
WTIVE = LFEER. PIVFIWAZIZEE, TILFILRS VBEERRE)
BmEE kEWM (16-1) X3bEYW (16-3) £Dhy TV IRB
ICE>THELEY (C—1) ZBBHIENTES,

(2) =X (1) THRINZIEVOFEE. TabETROIEEY (
C—1) & BIZEUTORERETHEET 2 & HkD,
[1b124]

et
&

bty {Ce1]
{172)

(R, BEEBIFRIECEARTH D)

e (C—1) 13ed (17—-1) EROVERSEERK (17-2) &
DAY T)VIRIGICEYEONS, RIGFHFE LTIE., EROTEB— 1
ERBROEGEDBTF LN B,

(3) TEEOIREIL k&Y (C—1) O>B, LAKROVEE (1 8—1
) EDRMICE>TEATEZLEY B, LAREBRIIERI N
RFRFO~1007 ) —I), |MEBRXIIBHRINL, BRRT. BERTK
UMERTHLZBRINIATORTEZ 1 ~5@EH. ROBHRERERTHNS
~10THIATOTY =, LT VRUTEFLVE) 28ETID
ICEY %,



WO 2021/157684 105 PCT/JP2021/004231

[0357]

[0358]

[0359]

[1£125]

(X, RESEFAIGEEERAETH D)

IfRC—4

Ite& (16—1) & ROVEEFESHAF BIZE. EXEFIS—FIR
Ay, EXRARVYFLTYIAS—bIROVRERE) EORMBICLY., KO
VEE (18—1) HELND, RIBI/ASSTDLME. KXAT74VUHVER
ROBEDEET. BEYABED., OC~MNAT. EYbITEEHISHEED
BRCHFEICETT 5, NSUYVLME, RAT74 VYAV R BERW®E
i, TB—1THEISFLEDIERTE S,

T#C—-5

ROVER (18—1) &, &Y (18—-2) tORMBICLY., 1£&W (
C—1) IEoNhd, RININNSTVDLEE, RRX742V AV RRTIER
DHEET. BUWAEHR, OC~MBAT. YDTERIOAEDHRRTH
BICETT %, NSYDLME, K274V ) HY R, BERTBREIRK,. T
EB—1TBFLEONMERTE S,

(4) — %=X (1) TRINZEEMO>B. BEFLRO—KA (Ea
) THREIN, GHBEREREFED INZEHRRTF. RoeaPNOFVEFTHB1E
EMOREE. TabETEOLEEW (C—2) & FAIEUTORERE

THHETDIENHRXD,
[{b126]
TEC-6 THCT
Lo
Ei‘ o
e (o



WO 2021/157684 106 PCT/JP2021/004231

[0360] (X, BEEBIIRIEEEABRTH D, )
T}RC—6
& (19-1) FEYW (B—11) &tEYW (16—-4) Z2RIGS
BRI EICLYBLNG, RIGFMEE L TIE, ITRC — 2 EARDEUEHLE
iFoha,
If8C—7
e (19-1) %, BFBXEEERCIO0O0KRILLDREERFT. &L
27, N=TOFEIAINIBEBAINREE, ER~50CTRIGTES
&Y, EAEM(C—-2)11E5Nh 5,
[0361]  (A3%D)
(1) —f&xX (1) TRINBEEMDIBE, TH-CO—NH—, »"Dn
N2 THZDLEY. THabBTEDEEY (D—1) & BIAEUTORE
FETEET B &ENHES,
[0362] [15127]

b
OH RY o
oF RIERE e : %
o P R*\z‘y,_% Rg\b—f;‘) ﬁs,h,g‘ “"% L7 RB\K | _}g\iwmﬂ A 502
‘E:!)\ I ey N B TED—2 SRR N
it ;/ \”\Rsn ,,._‘E’E.D....__i___....,. LT \Rh W««E e RY 7"*\“/ \‘y\J n R? \l;\_)i
YN N - e (pEe
Netr= Togwe £ £ 'O>- {. tats
SR i AT NG
{3 ;
A hgo,
£y P01 f; ? [GSF
& O
ot
\&
(202}

[0363] (R, BEBBIFRICEARZTH D)

ITED—1

e (20—1) &, 1t&W (C—1) OREEPCERETZIETHE
bhd, POAKERFTHZHE, COLRIIERTZIENTE D, R
EPCORREDEEE LTIE. PCOBRFREZICAVWLONDEDTHNIEHIC
REINBRWA, BIZIE PCAXFILTHNIZEEAFL VAEFT=E(
ROREDOINA RBERWEFZEP I I-IILRBEEKE DRERAEHAT
KEBIEF MU LEOEBEREZRAW AR IFILTHNETILI—ILR
A E K E DESREHRTKEBET N Y LFEOEBEEERAWVLEEA t



WO 2021/157684 107 PCT/JP2021/004231

[0364]

[0365]

[0366]

—7FLTHNE BB M) I A OEBREORE BV ERSENETS
h3, BB, POOERVINIIEEBB-R YD, RUINAFIAFIVETH
i, BERKERRNREEBWEAEIESFSN 5,

IfD-2

&Y (D—1) E. AIVKRVEESESHE (20-1) &T7IVESEHK (2
0—-2) LOBERBICLYELND, RIGFRHEE LTI, EBOIREB—
14 EREROFENESF LN,

(2) — %=X (1) THRINZEEMOI>SB, TH-CO-NH—, /D
N2 TH3LEW. TADLETEOELEH (D—1) & FIZIEULTOR
EHETHEET D &N HES,

[16128]
Rﬁb
R
o PRE | % RS PR AL
s Ef@@ R;QAL—1<D B, IW B RIS, ﬁ&fL Y ,EO‘;\,
i }* }/\} THED~3 Y W IRD~4 gl \”&- \,\Rab =5 ?;‘)i‘
P R - \ X ?‘q
g@‘*( N N(‘.'JJ}\,- i Sl f\"g\%‘}\(‘?ﬂ { 2
SN 3 ot P\?\\’R He
(2013 (214) J\SO (81
j/“\lq
202}
(XNep, ZFIIBRETF. RREFE2RL. HORSERIEEAZETH D, )

I#&D-3
e (20—-1) . BANZAR (21-1) ILE#TDZIRETH D,
RGEABREHR T, BEOCHLBREEREET. EE 1BENIS24
BREEITHEITT 2, NOTVEBIE LTE BIZIEEBIEFA =L X850
209U R, ZZZNERARILTY o0 REFMBIFOLND, BEE LT
DIFLTIV, EVIVERRFOLND, BEE LT Hl2Ey o0
X&vo1, 2=y/OOxd Yy, sO0KRMA, EYTU MLIVED
Bfond,

T#RD—-4

te&¥ (D—1) F BNSAR (21-1) &7IVEEEK (20-2
) EORISICEYBOLNE, RBVIFIEEZBAVWT, BULBEH, BEOT



WO 2021/157684 108 PCT/JP2021/004231

HMORERREETENTT 2, RIGKEIL. FRTRACHRE. RIGVEE
BREICIYERZD, B, 309~12KBETHD, BEE LT, Hlx
ERVIFILTIV, EVDOURENBEITOLND, BEE LT, HIAEY
sO0xX4%y, yoyoOox4dy, yO00KIVAL, N=XFiEOQ)Y Ry, E
DIv. MVIVREDNEITFLONDS,

[0367] (BEE)

(1) ==X (1) THRINBZELEYMDI>SE, THN-CO—-—NH—-, »D
NnH2TH2LEY. TAaHLETEROLEEH (D—1) & HIXIEFLUATOH
EAETHHET DI ENHRS,

[0368] [16129]

5 R & }“\“R&
R : 5 R y M- A
R £ Yaa8a Lt h .
Hablyy 25 TRE-1 i THE-2 R
NN i B S T § =, i GRS N,
N zli y Z"f ® “N"'%"\ wmpse B ORY wY‘\V{/RB“ @
e o BOTE RS R § 7o
RN E e 1 B &
R, Z N R TY R R
(202} (e {222 e (01}
g

[0369] (R, BEESIERIECERAETH S, )

TRE—1

ket (22—-2) F, 73 (20—-2) £&HOC (0) —L—2Z~ (R
. ZAIRIEEERAETH D) TRINDADILAVEE (22—-1) EDRIGIC
FUBLNDE, RIGEHEELTIE, BROTEB— 14 EAKOEEHLES
bhd,

IRRE—2

COIRIE, taW (22-2) EROVEBILZEZTDOIZXTILEERE (
18—1) tORMICLY., &M (D—1) 282ITRETHD, RINEH
ELTH. IB— 1 LABDEHEIBIFEN B,

[0370] (2) —f&xX (1) TRINZELEHDIB., THA-CO-—NH—, HD
NnAN2TH2LEY. TADLETEOLEEY (D—1) & HIZIEUATOHR
EHETHEET D &N HED,

[0371]



[0372]

WO 2021/157684 109 PCT/JP2021/004231
[1£130]
& &
ng.'\M__@R? R e R;Yﬂsa
Yo, - . TEE-5 s ML
JN\,(L\N& Tie-3 Noeay S, R A \\O EO«)
SN 9 . =N N
e
(2021 (231} (23:2] ! {81}
o
N
o §ORIE oM RERR O o RS g
WA e W < o
Ri;,? \LN i n‘\r G; *“\: e XL un Y Fa
; G o
“Qf R oy “Ts;-:o EQ} o
(G {iea) {181y
(AP DESIFFIERERETH D)
IT#&E-3

[0373]

[0374]

EE®W (23 -2) & 7IVHEEHK (20-2) EALKRVEFERE (
23-1) EORBICLYBTLNDG, RIGFMHELTIE, EROTEB -1
4 ERROFHDNETFOND, B2ATIVTHBIRE, BCHEET 2 TN
BHBiEEIE. BERE. REREOIEZAND ZEHNTES,

TRE—-4

tEW (16—-2) OKBEZFHEEOZPICEMRTZIRTH D, Rib
FHEELTIE. EROTEC— 1 EAKOEFELETLND,

T#}RE—-5

e (16—-1) . XEFIRE-4ICLYBLhiEl (16-3)
EbEM (23 -2) EORIGICELY., 8EY (D—-1) 2B2IRETH
%, RISFEMHEEL TR, EROTIREC -2 EAKROFGIEIT SN D,

(3) =M= (1) THRINBZELEWDIE, THA-CO—-NH—- »D
N2 THBEEY. $RDLETEROLEEN (D—1) & FHXELUTOR
EITETHRET DI ENHKD,



WO 2021/157684 110 PCT/JP2021/004231

[1E131]

o s as o )
il s o fR wER
Bl ?(A % HN‘M“‘Q‘; q’i A‘,ﬁ.ﬁse
503 Rerr k% \SOZ [ R Rl \:«HN‘ML' Ei}\
s’NTfé\'Z‘ LRE-6 ‘Fﬁ"x 9 ,N‘\/:%z THEET R¥eh ¢ (\O ;30; 2
LR - 3 05 S - O e,
G A TR rl N G g™ & 1%
& R L / (n] % e kR (aF"
v Blo L :
o RY B
sy Nt 7
(202} s ® (2r2) R e
134 ¥ pw

[0375] (XAPDEBIFRIEZEAETH D)
ERIFTEED (2) IZBEVWT, &YW (23 -1) oRDYICLEY (2
4-1) EBVWTRAVEFEEHE (24-2) 87L& 1I/7AY K (
A—4) EDORIGICEYIEEH (D—-1) 25257 ETH 5,
TRE-6DORIGRMHELTIE, ITRB—14 EROFHIETSND

TRE-7ORBEGELTIE. IEB—1 EAKROFEIETFOND,
[0376]  (AH&F)

(1) — %=X (1) TRINZEEHDI>E, TH-CO—-NH—, HD
NnA2TH2LEW. TADLETEOEEY (D—1) & HIZIEUATOHR
ERETHEET 2 &N HED,

[0377] [1£132]

By fS OH HN— Aj\ o g
wl e by o RGNy N Aty
13 L R ¢ k " RE b 3
M X1 XEL e TRF-2 S S
RUL T TR I e P N B
O N el N B rR i e
4 § LR by
N fw Rf:i_ o Ng}‘gc o &9}42
) N
{2013 N A {352) (26:3) (25-4)
PLE
R e F(fi-\.ﬁ"’“
HN—R—( A ) _ Hig—t—{ A7)
R 1 SO0t L Lo,
8- e Y Tz | WY AR
T Rti (3}“ \?j ‘\Rw Rllc l, .\;\}iﬁb Rb E{Jéa
Vﬁ)m(‘ 4 . N \\'?'j}
N N e -

[0378] (R, PEIFREEEZRL. HORELESERIRERAETH D, )
AFDOPERZFA—IEZREL, L&Y (25-5) HESNDHLDTH



WO 2021/157684 1M1 PCT/JP2021/004231

[0379]

[0380]

NIEFFICREI NGV, BIZERVYVIIEENEFON D,

TFRF-1

& (25 —-2) &, DIVKRVEEFESEHE (20-1) &T7IVHESHE (
25—1) EORBICLYBLND, RIGFRHEELTIE, EBROTEB— 1
4 CABOEEDETF LN D,

IRF—-2

k&t (25—2) &, PESH (25—-3) EORIGICEY., &% (2
5—-4) #82IRTHD, RIGFHEELTIE. LROTIEC -2 EAHKD
KEIBF LN B,

TfRF—-3
EEem(25—5)F & (25—-4) &, FErZMJIL—EEROERE
A, XidEfEEHh, N—27Oo0O0a/n\J8B4 I Rigde, 0OC~50CTR
BIEBZEICLYBLNG,

TRF—4

L& (D—1) & RIAKRZLI OS54 REFEEE(25-5)&T7IVE
B (25—-6) #RISIEHDZEICLYBOENE, RIGIKIEEEZBWT,
BRBREA, BEOTHLBREERRETENTT 2, RIGIKAEIR. ERT
ZEAPRE,. RIGEEICLYELZD, BF0. SEBENL24BETH
%, BEELTE. FIZEMN)IFLTIV, EYDVERRSFONDS, B
e LTE, BT ke RO75 Y, Yooaxsy, FEA=RJL
EREIFON D,

(2) E3dD (20—-2)THRINBZIEEMDO S, BWREHMNS —2T/
—TH—A Y R=ILTHBILEW. TabbTiRROEEY (F-1) & fl
ZEUTORESRETHET DI ENHXDS,



WO 2021/157684 112 PCT/JP2021/004231

[{6133]
/% R = R
2 [&N/st REE A R\/J\ R st /\ RIS
Ty ' ! LB > ‘\”} . TEF~7 Y
Pt g 20 5 > - N ( e -GN
NG Auoar AN
(a8t {268-2) {362y {264} {265}
&%
. gt R ,Rﬁ/& ;Rs
P j Kby .
ol A gt A
- S $0z RS I w A G, BR
g S
,,,,,,,,,,,,,,,,,,,,,,,,,, - HNI —® HN /‘\Y,R“
) &8 — i q Y/\R 73 HN/\‘ /‘L\
CET TN s
g "
RyieR]
(26-6) {267 ) (1)

[0381] (R, PFIE7I/VEDRFREREEZRL. HORESIFRIREEARTH S, )
RPOPFIET7TI/VEAREL, tEW (26-6) HELNZEDTHN
ERFICREINRWV, BIZIEt —TFILAFOHILRZIE, RUILAF
SAIRZWEENZETFOLND,
IfF-5
e (26—3) &, —bOkea® (26—-1) EEZLULITRVIL
7JOXN (26-2) EORIBIKIYRBLND, RIGIKBEDBEH, BE
—7 8CHHERTENTT S, RIGIKAEIIX, AT IIRERMCEE. RIGVEE
ICLYERZD, BEO. SEHEMNML24KETH S, BAEELTE. HIX
EFhSEROTSURBFLND,
TIRF—6
e (26—4) & BIzE. 1V F—ILEEHK (26—-3) ORI
Wb, <A F T LDERK. BRAKRBICEYTOND, BRI I IV ERIGIE,
NaATFVIEFIEDMFZRWT, BEEENOBRERNEE TESTT 5, R
INBEE. ERT2EMCEE,. RIGEEICLYELRZA, BE 1AL
24BETH D, NOFVEHEIE LT, BIZIEEBIERRER) I, 72=)b
RAKRZT 70O RERFZEIFONS, BEE LT FIAIEDMF, 5
wikrsooNnrtEry -DMFREBRENIETOND, L& (26 -4
) 1 ERREEPICERE ROFOLTIVENZ, MRTEIEICE
Y/bhad, Rihid, BE4O0OCHLABEREE TETT %, RIGEREIE



WO 2021/157684 113 PCT/JP2021/004231

. FRTIEECEAE. RIGREICLIYELRSDN, BF0. bEFENMS24
BB TdH 5,

IRF—7

&M (26—5) 13, b8 (26 —4) ERVYITIVAIVED
hy PV ITRE. BRRERINICEYELNDE, Ay TV IRBDOKR
R E L TR, IRC -2 EEAROFENETFON D, RIFEORIGEE
ELTI, BRAEOBEERIEZN EROFVLTIVELERSE
%, RiNid. BEEBNOAEBREE CETT 2, RIGKKEIZ. RT3
FERPRE, RIGEEICLYELRZD, BE1RBEIS24BBTHS, &
WELTIE. X9 /=), ThSeROT75Y, 1, 4—UFFHUHBWN
BRERSDREBRENZF SN,

IfRF—8

£E& (26 —7) & AARZLo054 REEFHE(26—-6)&T7IY
FEAK (26—-5) sRrbhItdI&ICLYBONS, TEF - 8DRIGE
HELTIE, IRRF -4 CAROEZEIBF SN S,

TRF-9

ke (F—1) & k&Y (26-7) OREEP T 2RETEHIETH
bhd, RIREDFRHEELTIE. PFORREICAVWVONZEDTHNIEEIC
REINGWA, BIZIE PFAt —TFIAFPHALRZNETHZEA.
BICk > CHRETE D, TOEEDEEE LTIE. EBEOEEEY N 7
VA OMBENEITFOND, TEREFGEELTRE, T4/ —LFEOT7ILD
—IVHEREPT S EROVSVEDI—FTILRAE. K. XIEZThO0E
EREP, KA T~80CT. 109~ 1 2KEARENSETLND, PFAN
VIONARVANKRZNETHZHE. BERKBRRNICEZETEZITIE
THRENTE D, MEE LT FIRIENRS YD LRFRENEF SN,
TORGEER. BEER~AEORTEETHY., KREZX1H520%
ET. RIGBEIZERT2RECEE. RINBEEREICIYERZNERE
BRI~ 4 8B TH 5,



WO 2021/157684 114 PCT/JP2021/004231

[0382]

[0383]

[0384]

ERUAFERCLIYEEINDZ—RA()TRINDEEWIL. ERORE
BFER. BIAIE. BB . 709 NS0 —, BIER BRERZFOF
BEET I EICLY., EROMEICHERTDZIENTES, T BEILS
COBYARE (K. ZIO—)b, T—FIF) A, BXIEESZ 0BT
5 ETEENICHEEINDIEETEZIENTES, IHIL. BFONLEAE
B EMXIEEDEREMICFAEINZEEZK. EKAEXIZEOMHORE
EMET B EICLY, KMMRUISBENMETZ &N TE S,

AEBOILEMRITZTOERENICHFEINDIEIG. SEILEYM. IHhE
HE. RUCChSILEMOREMEEH. RAMFES. RUBEEERLLE
MEEST, COLDBRERFEIDIBRROCFINAZTLIARN I ST 4
—HEUBENROBERMICE > TEBTE 2, T, AFEPOLEMIET
ERERFE2ET S, 2T TFVFAT—FLREITATFLAT—%5
O, VTRATLAT—EEWIE. ThOOYEN/(EENERICESWT, #
ERMICBWTRARMOEZET. fladsax b5 7 4 —RGY/ FIE055E
RBICE>2T. TNODBADITFTRAT LAY —IIDBETE S, TFVFA<
—@FZFINHZSLOINITZ T4 —FE. TFVFAT—LEMEE
BAEEHEEMERBIE T, VPRFLAT—EEMICERL. &8YV7
AFLAT—EDBLEE BAOVTRFLAY—EWETE2IFVFA
R—ICEERTZIEICE>THRETE %, ARBOLEEMELTE. VTR
TLAYT— TFVFAT—RUINOLDREENESHIERDEMEEDM
nNTHLL,

AFPEOLEYRIEZTOEENICHETIN DG, PAMBICHE L THERE
BEEREBLTWS, LI, PAMBICSIT2BETELEOS#EAE
EY92FEAY. BETEHEELT7EFIEERA N EDRBEBEEREEL
TW3, 2T, AEFOILEMIETZTDERMICHEINZEIFHIAF
ELTHWRZENTE, SSHICBETEREDHREEXNPBETELHE
FEEXE LTERWVWE I ENTES, £ AERICINIE AFEROLE
MXIEEOEZENICHFREINZEEZAVENADEBERZE BETERED



WO 2021/157684 115 PCT/JP2021/004231

[0385]

[0386]

[0387]

DRFBHERVBE TEHEMEESAZHIRETETH 2,

I5IC, AEAOELEMXIBETOERNICHFEINZEIRX, FPAMBICS
l732BRDA4AEHEDODHNHR%=ZET 2/EHAY. BRDAEBEELT7EFILE
EX M EDOBEEREEREELTWS, > T. AEBPOLELEMXIETD
EXNICFEINSBIEIBRDAEREDHAFZSHCPBRDA4ERERE
Bl LTHERAWDZENTED, o ARBICLNIE, AFEBOELEYX
X ZDEFENICHFEINZEBEEZRAWVENADEBESREA BRDAZEREODSD
EZESAERUBRD4AEAEMREAEEHREARETH D,

AFEBICBWTHAEIF. ZOEEREEZBHLAVWS, TOEGKHIE LTI,
OEA A HERD A BRENA. BRENA. BEDA. BFA. T21EB
Bh. MNEHA. RENA. DA, FFESA. BBENA. BRESA. B
LEREER. frtA. EEHIFA. I A, FENA. RS A. BIILRH

. FBRER. BERLSA. BESA. RELEN A, KESR. SEREES.
B B UNE SRUEEBHE. BE BIAE. 22— v (Ewi
ng) NIE BIHRE SERHARE) REEFETFRIENTEDS,

EEODTFTIE. RBHPARBBIAISEBI A S, FEI A LT
NAE, BBEDNAIZBEENAXIIIED D HNA L. BENAIZEENAXITE
W BES S, MAAEIENERERA A, MBS A. KBRS A. B
MRERREISHRESR . RNENAGREEEESXIGEE) v/ EE
. FELARTFERIBIVA. FTEARBPAXITFERES. BESAISEHM
fartAs. REEEAARBERENIARIIRENAL., BESBIES VA —T&
MiIhdledHd, o ADPAIKEN) TR HAT 1 THIA. HE
R2IBHADA. W FIAGAL THARARPILI TILBEY A THANARKRE
EMENDZ Y TH A TH. BIULBRDAICIERIVE VKEERIZIRD A, RV
T VHEKEMALBENARCEBBRMRIIRIARE ERENZ Y TH A
7H. AMEICIEAMEREAME (AL) . 2MATEBERER M (APL)
CBEY YAFHREAIE (ALL) . U U /RFERMEY V/REE (LBL) | IBHE
BErER M (CML) . SEEEFEMERER (MPN) | 181" /3 a M (CLL).



WO 2021/157684 116 PCT/JP2021/004231

[0388]

[0389]

N BRI RfE (SLL) . BEEEMEREIREE (MDS) & & MEn 2
THATH B vREICIERREMEY) /8 (FL) . MALT!) »/R[E, 5D#&
w ) RE ) v AREMREEY) VN (LPL) . LTV R NL—AT o0
Ja7Y) vmiE (W) . w2 MVEEREY v /RfE (MCL) . P FAMKRIERREB
#HRE ') > /8fE (DLBCL, NOS) . /S—F v 1) /XfE (BL) . RHEMTHIE"Y
v/NfE (PTCL) . ABRA THEREE IR - 1) /3 (ATL) . ESAVMEN K/ THERE
) NfE, 28 (ENKL) ROKRIFV ) UNE (H) REEMENh3H T4
A THEFEELTWS,

1 DOEBEBRICHEVWT., AFEADILEYIEZTOEENICHETINDIE
id. SHEEMEONRE. BEEEMYOIR. SREEHE. U'F AR
ZIBHEREME ) »/ . A THIREMERIE - U /S, N—F v M /R E
. BILRD AL BIRD A BN A. DA, FEEI A, TERE. BN
A, DA, KIBDYA. TV Fd—<. BEDA. A, BEDNA. BN
ABITIFHREDBERICERTHYES,

BIOEBERICEVWT, AFEBOILEMXIETOEENICHEINDIEIZ
. RUEEHMEONLE. EBUESEMEOIE. 2% V/MMEIE. CFAMKX
R BHERRME ) v /NfE. SHEMEME. N—Fv N)UARE JUAF—7
. B A, KEBED A, BEDNA. FFDA. BIILERD A FENMREIA A, A
Ay BBRDABSLVCFEREDERICERATHYES,

I LICHIDEBEBRICBENT, AEPOILENXIEETOEENICHETIN
3513, RMESHEMELIK. CFAMRMIRE BN v/ E. SRES
BEfiE. RUZERD AL FENMERERIA A, IIEDNAS S VADNADEBRICERT
HYEF5,

BRBILADZFOEBRERKICEWVWT, AFEBADILEMXITETDEREMNICET
BINZEF. SUBREAR. CFAMKMEE BMREKEY v /B, %
HUEBBE. RIIRNA. IRFMABSLVADPADBRICERATHYE S,
REBMEZICEWT, MAAFIEEHINAFK., MEBFIREZSOHITHY
. BPAGHET2ENT,. PAMBVCEZSERICEELSAEI 2505



WO 2021/157684 117 PCT/JP2021/004231

[0390]

[0391]

[0392]

[0393]

LT, MEASEEICEATHCFYICR>LE0EHENE L IBRIE
D, NIFBRIBRVWHREBETZEDTH D, Fio. AEREEEICHER
PEBVEREFE LZEFICH L TAREBOLLEDNE L IZTOEENIC
FEINZEXRB NS Z2ECERMEMEZRET 51T8%Z8EKLTWS,
> T, BRICHRK[IPERPERZFE LEEFEICH L. EREOFBELY
BRBLEDEOICIRET 21TAITEBEO—RBKRTH S,
AFEPEOILEYEERE LTHWSHE., AFREBAOLEYMERELHEL
S 2%mEl (EEA. BaF. BREF. BuwF. BRAL ALH. BIRAL
ARREMBEARE) SRALTELONZERMERY S L TROMNXIZIEHEOM
ICRET22ENTES, BEREARMIEGEBEDOTEIC L > TEALT 2
ZENTED,
AHEBOLEMXIETEEERME1HE5T 2HRIE. FICREI RV,
HELEMIAFE LW, EETE LTk, FIZIE. BERE BIAE. B,
Hib, FrRvI—=) [ o (BIZIE TUR Zv b ELEYR)
Ry N BIRE AR 230 0FF) | EEEIXIERE BIZE Y
. UR, TH BYD VX)) BBIFLNBEN. ERBSITFE LWL,
ABPEMZICSVWTHERO S, B TEHN, #IRAES. BHARESN. EiF
WER. SEEH 2 WIERAES (BfiRiES. BERNES. RRIES.
it - REXNRE. REMNKREIREBNIRERE) REEETHDT
H5,
AFBOLEYO/RSEIR. Fih FE. —ROERRE M5, /S,
BERRE. #E5A%. HEEE. BEOTORISAEET> TV 2RIRORE
EBIZIHLC, Zhb, HE2VWETOMOEREZER L TRO BN D, AFERAL
EMD1HELYOKREEIR., [BEDREYHE. tE&WOFREH. BH5RK
BEILEI>TERZN LEAFFEROMITITRT. BIRW. AN, BE
M. BEH. BRI, B [EXHN. BEHNXEERBRIC. 0. 001
~100mg /A/B#53h, FLEOMICIFHO. 01~1000mg
S N/BEEEIN S,



WO 2021/157684 118 PCT/JP2021/004231

=30

[0394] AT, AFEBPAEZSEF. ERGIKROCERGICL YEMICEHRAT 20 &~
BRIZChSICLYRILGIREI NS B DTG,

[0395] &4 1
(1=1) XxFu [(6S) —4— (4—/rpoO7z=N) —2, 3, 9
—MN)XAFIN—6H—FT/ [3, 2—Ff] [1, 2, 4] MY F7YVDO [4
, 3—al [1, 4] $F7EEY—6—qL] 7EH— L (BEHILEYI
)

[0396] [1k134]

[0397] (6S) —4— (4—/OO7z=)) —2, 3, 9— kY XFJI—6H
-¥x/ [3, 2—Ff1 [1, 2, 4] vY77vVO [4, 3—a]l [1, 4
1 v7EEY—6—®iEg (300g) A%/ —Jb (1. 5L) BEBKIC.
KATTEEFAZIL (320g) ZIBEMNFITETF (10~25C) L.
ERTAREBIY LA, RBETHR, BELZREZESEL. 70AFRLL (1
. 5L) LUK (1L) ZmaaE L. 5700k A (500mL
) THH L7z, BBBAREMEEK (500mL) TH%. J|KREBF~Y
DLTRIRE L., BEAERESE (X9 —)LTH#E20) Lk, BEE XS
J =/ (300mL“300mL) TH%L. EELEYW (2509) %
87, MS (ES 1) m/z:415, 2 [M+H] +

[0398] &2
(2—-1) 3— (4—7OE7xz=)) —3—AFv7Onv=_r)IL (B
EZFbEm2-—1)



WO 2021/157684 119 PCT/JP2021/004231

[0399] [16135]

[0400] ERICTHMNUDLANEFIR (12, 49) OIAFILZAINEKEFIR (
23mL) BBEBBEATENZMYIL (12, 3g) ZMA. ERICT 205
BRLER 4—TOTREEFHIFIL (22, 99) OIAFIRILKF
PR (23mL) BREW->KYMA., 4 5CICTIFEBRRLE, RINA
WEKASTAY L, KEREBEBZINA 0. SEEERLALE. WEYE HE
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Do oandPIVikRA742) 5906 (446mg) 27> RO7
SUBRERT2 5REAMBAER L, IHICY/700ER (M) oOA*
SIWKRRT4V) INSYTL (4456mg) . EXR (EFO5—F) YiRO
v (1. 539¢g) 2MATTHEAMBERE. EX (EF35—K) YRO
v (1. 53g) . BB&AYDL (1. 18g) . ¥yOOER (M) Y
ANFUNKRRT42) 859D L (445mg) ZEMLTIT 6EEEMER
BRL, BRETANL. BRI FIEAVTIRLBEEEZSA M2BELE
o DRERAMBIIBAKT2EEE L, BREEZRETTRELZ, BEE>Y
AFNAS LA NS 74— (o OQKRNML/ A/ —=)b=100: 0~
97 : 3)ITTHREL. BWTYYAFILAZL O NIZ7 1 —(BFEET
FIN/AF)—I=100:0~95 : 5)ICTHMTZI&ETEELEY (
5. 279) ZEEGBEKE L THE, MS (ES 1) m/ 2:507. 2
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[0413]

[0414]

[0415]

[M+H] +

2EH 4

(4—=1) t—7FN 4 —[(68S) —6— (2—XAhF¥—-2—FF
YIFI) -2, 3, 99— IUAFIN-6H-—FT/ [3, 2—Ff] [1,
2, 4] NYyFPvYVAa [4, 3—al] [1, 4] vT7EEY—4—q] [1
, 17 —E7zZ0] —4-hIRFOS—K (ZEBIUEDML—1)
[16140]

SEHILE®1 (5. 00g) . t—7TFI 4— (4, 4, 5, 5—F
FSXFI—1, 3, 2=IUFFHROSV—-2—4)L) RV I—hF (4
. 03g). ZyilthUwL (2. 10g) ., 2=/ O~NFYIIKRRT
1 /=2 =6 —TUAPMFIETZZI ('R, S—phos&RELTS
, 495mg)  BFB/AST UL (27 1mg) . Th3EROTSY (4
0. 2mL) . XK (0. 78mL) OREMEMERRT T4 OREIFEIRL
foo IBIC (A—t—TRFYHALRZNTzZIV) ROVEE (803 mg
). S—phos (247mg) . BFEE/NSY UL (135mg) . K (O
. 78mL) ZMAT2O0BABER UL, RIGRICEEBIFILZMA. Rib
BOTRBYEERLTICLYIRE LR, BREBERELL, FEIC/700
R L, KEMATARBEAHME L, KB2/70OKLLTERME L, &
BEEERO TEKREST MY U LATRIBRE. BETCTAELEEL. BE%
SOATNAZ LAY NS 74— (V08KRIML A5/ —)L=98 :
2~95:5) ICTRAELE, ISICYYAFLVASLIOAR NS T 41—
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[0416]

[0417]

[0418]

[0419]

[0420]

(/O0AFRILAL : XF/—)L=100:0~95 :5) |[CTHEL., B
he LTERBLLEY (6. 559) 2HEBEMGKE LTH/L, MS (ES 1)
m/z:557. 3 [M+H]+

(4—2) 4 —[(6S) —6— (2—ANFY—2—FFVYIFI) —
2, 3, 9—NYXFJI—6H—FT/ [3, 2—F] [1, 2, 4] ~V
7vo [4, 3—al] [1, 4] v7€EY—-4—4a)] [1, 1" —ED
T=)] —4—HIRVEE (BEFEEY4)

[16141]
Q

Jfﬁjbﬁ
Nt N
s ;\}3
< ;‘I j«;

O=
/’O
S2HtEM4—1 (7. 05¢g) #s/00KNL (8. OmL) AR
IH, FRICTMY) ZUA0O8EE (8. OmL) Az, =EBT7EEER
L7co RIGEERBERBL. ML IVEHRE2@IT o>/, BRI FIVICHMR
L. OCIZAREL., SAMEEKEZD LT DMATpH=8IC Lk, BHRE%
DREL. BFEET FILTHE L2, KEBICT NIBBZW > YNMATpH=5
EL. 700FRIVALT2OHE L, BRBEZRERET 22 &ICELY, #&
EWERK (6. 299g) #8%, MS (ES1) m/ /z:501. 2 [M+
H] +
5E6)5
(6=1) N= (3=27/—4—XFI—TH-AYR=)b=T7—1))
—4 —FKRILIRVEY =1 -RIVKRVYT IR (BZFLEHME—1)
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[1b142]

N~

“ Tl
R ?#0

HNafl
Y

[0421] ZEHEEHO (100mg) . 4—RILIIRVEVRLKRZNIOY
K (132mg) OFbZEROZ735Y (6. OmL) AKIC, BRICTE
JYv (0. 29mL) &MA. RIRICT 6BERH LA, 4 —FILIN
RYEVZIFE=ZNIAY R (48mg) ZEML. EBRICTIREERERLEL
o RINVEICT NIBREZMABEMES Lk, BT F T2EME L, B
B%aEBKBE< /x>0 LTERRERR. BETREELEELEL, 85Nk
BEBEEVVATNAZLIAT NI S 74 —ICTHRE (NFHY BT F
IV=100:0~40:60) L. Bon/BEMY/OO0RILLEZNMAE
bk, REBMEITZZ&ICLY, ZEELEEY (126mg) 2EFEBHAEEL
Bk, MS (ES 1) m/z:340. 1 [M+H]+

[0422] (5—2) 4— (PYRAFI) —N—= (3=YF7/—4—XF)—1H~—
AV R=I—=T—=AL) RVEY—1-22NKVT IR (BEHLEWS —
2)

[0423] [{£143]
M/\EDLQ

S

HN\ ’ -
A -
HN -

\:;:K
S
N

[0424] HEHUEE®WS5—1 (730mg) OX4%/—J)L (21. OmL) BKIC
. BRICTKZFIEEADEFN)DL (163mg) M4, BRICT20S,

N
/

]
i
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[0425]

[0426]

[0427]

B\ U, RIGRICT NIEEE — K- BEKRY, BRI FL -7 MY
EMADH LIz, KBEZHFEIFIILTIEHEL. 8Hht/-E8E % EKR
B~ /X0 LTEERAR. BETAELBE L, BONLEEET b
SerOo73> (30, OmL) IKAMBIHE, 1, 8—-YF7HEYIDO [b
4. 0] —7=-mvFEY (0. 49mL) E2—FYR=-1, 3—Ux
FIAIHT)ZOLANFYIAOARAT 77—~ (736mg) #FBIC
TMA. BERICT 1 SERIE®R LA, 1, 8—Y7HFEYSO [5. 4. 0
1—-7—-9vFt> (0. 486mL) &2—-7YR—-1, 3—IXAFILA
THVYZOLAFYINAORIAT77—h (73 6mg) 2#FRICTEM
L. ERICTARBEER L, RIGRICT NEBEZNA. BT FILT2(0
HH Uz, BEAEKRET /227 ATHIRRER. BETAR+EX
Lo BONEREES Y ATINASLIOT NI ST 4 —ICTHE (ANF
Y FEEIFIL=100:0~60:40) L. Bohi=Eaycron
R LEMAELE. BEBETSZEICLY., ZEEEEYW (355mg)
EREEMMEAE L THBE, MS (ES 1) m/ /z:365. 3 [M—H] -
(6—=3) 4— (FPX/AFIN) —N— (3—=>F7/)—4—AF)J—1TH—
AV R=I—T—4)) RVEY—1—-JKRVYT IR (BEH{ILEYWS)
[16144]

BEFLEWS5 -2 (350mg) EMYTTZIKRRAT4Y (326m
g) OREMIC. ThSEROZ75Y (10, OmL) &K (1. OmL)
A, BOCICTIREBER L, RIREZRBERMEL. SOoNLEEI
s00FRIVLENA. THEYERIRT 22 &ICLY, ZEEEYW (300m
g) zAREMBEELTEEL, MS (EST) m/ /z:341. 1 [M+H] +
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[0428] &6
(6—1) 4—[(3=2F7/—4—AFIL—TH-AYR=L—T -4
) ZNT 7 EAN] REEE (BEFEEYW6)

[0429] [1k145]

o
HO™
S L
H =0
HMN /’\T
S
HNK/K\
N
N

[0430] ZEHILEWO (1. 00g) . FhZERATSY (30. OmL) O
BAYIC. KAT4—-/00RNVKDNLEERE (1. 42g) #Ma. =
SET2 4BSRIEIS Ls, RIGRIC T NIBERA A, EFEE T FILCHIHE LK,
ERELEKRES MYV LATERRERER, RETBAEELEELL, Boh
EREBCVIFNI-TIVEMA. HEYMERINT I EICLY, EELE
# (1. 819g) 2R/BEEHKELTHEL, MS (ES 1) m/ z:354,
1 [M-H] -

[0431] =417
(7—=1) 7—=7OF—4—AFI—1TH—-AYR=)L (BEFILEHWT)

[0432] [15146]

[0433] 1—-7OFE—4—-AF)—2—=—raA~RVEY (1. 08g) OFrS5k
FOZSv@EK (35. OmL) I, —40CIKTIME=ZLIR TRV I L
JOIR/FhSEROZ7SVEK (15, OmL) #MAk, BRICTSA
O NiE%. RINRICREFIEL 7 Y EZ Y LKEKR, KEMATH®RL .
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[0434]

[0435]

[0436]

KEZEBIFILT2O#E L. 6bt/BEELBNRIEKTHES. |K
WEEF b)Y LTERBRREBR., BRETRELAEE L, BONLEEEY Y
ATNASLIARRNTZ 74 —ICTHRE (NFHY BRI FIL=98:
2~95:5) §32&I4Y, EBELEW (600mg) ZzHEHMKME
LTHB”~, '"H NMR (400MHz, CDCIl;) § ppm 2. 52
(3H, d, J=0. 77Hz), 6. 63 (1H, dd, J=3. 28,
2, 25Hz), 6. 80 (1H, dg, J=7. 71, 0. 81Hz),
7. 22—-7, 27 (2H, m), 8. 32 (1H, brs)

5% 8

(8—1) 7—7OF—4—AFI—1TH—AYR=J—3—-HILK=FY
v (BEFUEEWS8)

[16147]
h
i
l“‘i/{
DN,
H
Br
SZEZRILEMT (284mg) ON, N=IUXFILKRILLT I REKR (1

. 35mL) I, BRICTZ7zZIIEARKR=ZHLY 270 K (0. 23mlL)
EMA T, BRICTO. SREIE#HER. 7z ZILARRKR=Z)ys0Y) K (0
. 04mL) ZEIMIL. BRICTISHICO. SRAEER LA, RINEEWIC
ERICTEROFVIILTIVIERRE (188mg) #MA. 60CICT1H
. 100CICT2RBEMERER L, RINRICEERT FIL %00 X F]RE.
BIFIEEKICT 2@, BEMBEKTIENEE L. BKHRES MY DL TER
BR%. BETAEEBELL, BohiEAEEY Y ASILAS L O N
TJ274—ICTHRE (/O00FRIVL : AF/—)L=98:2) T5Z&ICL
Y, ZBLEW (220mg) #RBEEFE LTHEL, 'H NMR (40
OMHz, CDCl;) § ppm 2. 75 (3H, d, J=0, 6Hz)
, 6. 92 (1H, dg, J=7. 6, 1. 8Hz), 7. 36 (1H, d
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, J=7. 7THz), 7. 78 (1H, d, J=2. 8Hz), 8. 73 (
1TH, brs)

[0437] &%&419
(9—=1) 7=F7I/)—4—AFI—1TH—AYR=)L—3—AILK=ZHY
WV (BEHUEY9)

[0438] [1£148]

NH:

[0439] ZEHILEWS (215mg) . XY Iz /43Xy (240mg) .
[1, 3—ER (2, 6—Y—3—-RVYFIT7zZ)) 1IFY—)L—2~—
A4)7>] (3—vonEYY)) yrsoanzooh. (1) (Pd—P
EPPSI—I1Pent catalyst,. 22mg) . Th>SbkO7
SV (2. 3mL) OEEWIC. BRICTT. SMUFILER(MN) AFIL
SYIMTIR/FhZEROTSVEBKR (2. 5mL) #Ma. ERFHS
YA VOKBHRT., 120CTO. SRFREEM LA, ERETRAHR. X
IRICKZMA, BRI FIC2EHE L, BBELZEDHE. WHMRIEK
THEBICEKHES M) D LICTRE BBL. BRETREEBE L,
BonfkEEETNSEROTZSY (2. 3mL) — X% /—J)L (2. 3m
L) ICAfEL, BRICTEROFVIIT7IVIERIE (159mg) &EEES
MUDAL (225mg) 1A, BIRICTAREER L, RIGRICAEFE
HEKEMA, BRI FIT2EME Lz, BBEEZESHLE. RWANRIBEKTHE
BRICEKREE S M) DU LICTRER. BBL. BETREEBELL, B5
NERBESV ATV AS LAY NS 74 —ICTHRE (V00K A :
X5 /—=)b=98:2) ¥ &ICLY. ZEELEW (139mg) %HKE
BEGE LTHL MS (ES 1) m/ z:172. 1 [M+H]+

[0440] =111 O
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(10=1) xF) [(6S) —4— (4 —{[(4—-TpnE7Z=)l
) XFIL] AMNEANY [1, 17 —ET7zZ)V] —4—9J)) —2, 3
, 9—RMNYAFIN—6H—FT/ [3, 2—F] [1, 2, 4] hYTVO
[4, 3—a] [1, 4] OF7EEY—6—4q4L] PES—F (BEHLE
M10-—1)

[0441] [15149]

cdon
A
e
o
[0442] ZZHHULEW4 (500mg) ( 4—TOERVYINTIY (223 mg
) DN, N=UXFIRILTIR (5. OmL) &&EIC. ERICTN, N
-4y 7aELIFILTIY (0, 52mL) ., HATU (456mg)
ZMA. EERICTIRERE L, RIBGERZEBR I FILTHERL. BIRIE
K=K (1 :1) T3[E., BME\KTIEZREEL. BEKTEFN)DLT
RRREBE%. RETAEZELE L, GoNCEEZY VATV AZ L0
TRMNTST74—ICTRE (/O0AFRIVL : XS/ —)=98:2~90 : 1
0) 32 &ICkY, EEILAY (643 mg) AREEMMEAE LTEE,
MS (ESI)m/z:668. 3, 670, 3 [M+H]+
[0443] (10—2) XxFJI {(6S) —4—[4" — ({[4— (RvILRWNL
77Z0) 7] XFIY AILNEAN) [1, 17 —E7z=)] —
4—4)N] -2, 3, 9—MUXFN—6H—-FT/ [3, 2—F] [1,
2, 41 py7PYO 4, 3—al [1, 4] V7FEY—-6—-1)} Tt
Y—k (BEHEEW1 0—2)
[0444]

O

saney
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[0445]

[0446]

[0447]

[1£150]

0
PN
SN
o>“* ’ W/E%V/I::;J/ i \Lﬁuﬁi\s”ﬁ‘”fﬁﬁa
Q>/I A k;’/J
N T
it

I

N N
m£%WL€O
O—

SEFILEM10—1 (635mg) . RUVILANATHY (0. 14
mL) . N, N=Y4q4Yy S aEILITFILT

1

v (0, 50mL), 4, 5—
F2 (YT7xZ)RRT74/7) —9, 9—-UXFLFHYTFY (Xantp
hos., 1T10mg) . NJR (IRYVYFUTEIY) VRSTYA (
87mg) . T (9. OmL) . Fh3EFOTSY (3. OmL)

DREEME. ZREFESI. VA 7OKREHT. 150CTO. SEHEIE®RL
oo BRETHAR. RIGREZERE. NHY YISV AS LAY NI ST
{4— (NFHY  HEETIFINL=50:50~0:100) [CTHETZZE
K&y, FBELEYW (61 3mg) ZRBBMAELTEL MS (ES |
)m/z:712, 4 [M+H]+

(10=3) xF) {(6S) —4—-[4" — ({[4— (/OBRILK
Z) 7] AFNY AIVKSEAN) [1, 17 —ET7xz=Z)] —4—
A4N] -2, 3, 9—bMYXFIN—6H—-FT/ [3, 2—-F] [1, 2,

41 vYywPvo [4, 3—al [1, 4] D7EEY—-6—AL} 7EH—
kN (BEHILE®10)
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[0448]

[1E151]
£ B N / =
A i . .
Lo AT H Ul
8 - PF0
) S i
NN
Ty N
N\N/’\i{o
O

BEFILE®HW10—-2 (594mg) ODFEr=FYJL (12, OmL)
—2NigEE (2. 4mL) BRIC. KATF. N—/Oonzxoso 43K (3
90mg) ZMA. RURICTT. SREIER LA, RIBRICN—2OOR Y
YUA4XIR (23mg) ZEML, RIRICTO. SEREIR®H LA, RIVRIC
FAFIERIEAK—K (1 :1) ZMA, BFERTFILC2EHE LE, abtiE
HWE % RFIRIRKTHSE L, BARET M) D LTERERAR. RETAE
EEEL, BONLRABEVUNDTFNASLIOR NI ST 4 —ICTHER
(/O00FRILL : XF)—=98:2) §3Z&ICLY. EELEYW (5
70mg) EREEMEELTEL, MS (ES ) m/z2:670. 4 [
M—CIl+H,0]+;"H NMR (400MHz, CDCIl;) & pp
m 1. 75 (3H, d, J=0. 64Hz), 2. 41—2, 46 (3H
, m), 2. 70 (3H, s), 3. 66 (2H, dd, J=7. 06, 3
72Hz), 3. 79 (3H, s), 4. 44 (1H, d, J=5, 65
Hz), 4. 67 (1H, dd, J=7. 77, 6. 36Hz), 4. 80
(2H, d, J=6. 04Hz), 7. 55—7, 63 (6H, m), 7.
68 (2H, m, J=8., 61Hz), 7. 90 (2H, m, J=8. 61
Hz), 8. 02 (2H, d, J=7. 74Hz)

[0449] ZEHI1 1

(11=1) t—TF)N (2—{4—[(3—=>F7/)—4—XF)—1H
— AV R=I—=T—=4I)) AT 7EAI] Zz=I} TFI) HIL/AX—
b (BEHHLEYT1-1)
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[0450]

[0451]

[0452]

[0453]

[0454]

[0455]

[16152]

W sa raan

SEFEHW9 (120mg) . t—7FJI N—2—-[4— (¥OOR
WRZI) ZxZ)] ITFILANLNRA—K (250mg) . EYTY (0.
28mL) . FhSEROTZ7S5Y (5. OmL) ORAAKAE., =RICT3
RS L, RISREEBIFIIL THERL. 1 NEBT2E. SHANREK
TI1EESE L. B|AKMEBFT N 7 ATRERRR., BRETAEZEBE L
BONEEBEANFTYTRERSR. BRI &ICLY, EELEY (
301mg) ZX"EBEHKELTHEL MS (ESI) m z:455, 4
[M+H] +
(11-2) 4= (2=FIJ)IFIN) —N— (3=YF7/)—4—XF)—
TH=AYR=I—=T7 =) RVEY—-1-2NUEKVTIR ERE (&
ZHLEW1 1)
[15153]

RN

\/,

j /\ / é‘—jN
HZM/f\\,/L

EEflibam1 1 -1 (301mg) ICAMIBIEKER /1, 4—UFFY
VAR (3. OmL) 2ERICTMAL, FRICT 1 RKERKRE. RIGKEE
BERBL, BBEEYIFILII—TITREBRSER. BINYT 52 & TIZEE
te¥) (260mg) 2#HHBEGFELTERL, MS (ES 1) m/ z:3
55. 1 [M+H]+
SERI 2
(12=1) t=7F) 3—27/0#4#O—-4" — [ (6S) —6— (2—X
FY—2—-—FFYIFI) —2, 3, 9—MNY)AFIL—6H—FIT/ [3
, 2—f1 [1, 2, 4] v)77vVEa [4, 3—al] [1, 4] Y7EEY
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[0456]

[0457]

[0458]

[0459]

—4—q)] [1, 17 —E7z=)] —4—-HILKFIS—k (BEHIL

E%12-1)
[16154]
F o

\ /gﬁkbjg

5 MLW,;«»*
\\r/r\z/ ’lf

i ./\}=—- N

N~ (Méa

O-.

2ZEZB/ILE®M3 (300mg) #57h>bRkAO75Y (3. OmL) IT&A

I, 4-7JOF-2-7)WA0KREEH t—TFI (196mg) .

ThSFZX (M T7ZZIEKRRT4Y) NSTUDL (0) (69mg) . Y
VEEHY DL (377mg) LUK (0. 038mL) #mMa. BRFHES
. YAV DREBHT. 90CTO. SEEERLE. RBREEBIFILT
FML. REYMEESELTREE L, 2REBETICEBL. BEE> YA
FILVASLIOT NS T74— (4/O0OKILL : A%/ —)=100:0~
98:2, FLASL: NHYUAFI) THRETEZZ&ICLY., EBELELS
¥ (346mg) ZHBMAEDHEBEYE L THL, MS (ES 1) m/z
:575. 4 [M+H]+

(12—2) 3—=7)40-4" — [ (6S) —6— (2—AKRFv—2—
FHEYIFI) —2, 3, 9—hUYXFI—6H-—FT/ [3, 2—F] [
1, 2, 4] vYy7vyno [4, 3—al [1, 4] o7EEY—4—1)1]

(1, 17 —E7xz=)] —4—-hIKRVE (BZHHEH1 2)
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[1£155]
o9

\ &S OH
o A

‘ \f// \‘\/(\/f

"N

\f}/ P AN

N T\ 0

[0460] ZEHHLE®W12—-1 (240mg) A#¥s/0O00X%> (2. OmL) I
BEEIE, ERICTMN) A0 (2. OmL) ZiMx. FIRT1RHE
B, RBREZREREL., REEEBIFIVICEHEL. BNEEKT
2O L7z, KBEGhtE, KATIC2NEREZLLTOMATpH=4
WKL, 700FILALT2EHEL,. b ERELXRBMAIRKTHSEL
. BKERET N D LTRERBER, BETABEEABETLIIEICLY., &
Biba® (205mg) #ABMEE LTH/AL, MS (ES 1) m/ z:5
19. 1 [M+H]+

[0461] &EHI1 3
(13—1) 3—s00—-4" — [ (6S) —6— (2—XhFv—2—7#
FYIFI) -2, 3, 9—hKYXFIL—6H—-FT/ [3, 2—F] [1
, 2, 41 NYyF7YO[4, 3—al [1, 4] oT7EEY—-4—q)] [
1, 17 —E7z=Z)0] —4—-hIKRVEE (BEFEEY1 3)

[0462] [{156]

[\~AEH
>% N

5 Jr !

A A
NN T
L

“N “i%p

O

[0463] BEHEEW3 (11 7mg) #F > RO73Y (1. OmL) II8A
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[0464]

[0465]

[0466]

X, 4-7J0€E-2-/00%B&EM® (48mg) . 2—-I>/OnF
UWKRRT7 4/ —=2" , 4", 6" —h)4VTOELETZZIL (X—P
hos., 10mg) . X—=Phos7I/E7z=ZN/A5YvA90)R
T (16mg) . ZvibtEsvh (93mg) LYK (0. 25mL
) A BRFESK. YA VEBHET. 120CTIRERRE L R
R EBBITFILTHRE. RAANEEKT20HME L, KBEEDLE, K
ATIC2NERBEZD LI DOMATpH=1IC LA, KEBEEBRIF/IL T2[O
HHEL., AhtARBEHNRIEKTHEEL. BKRES N VL TELE
BR%. BETAEEBETECEICLY. EBLELAYW (73mg) 2#AR
MixELTERL, MS (ESI) m/ z2:535., 1, 537. 1 [M+H
] +

SER1 4

(14—1) 4—7O0F—-N— (3=YF/—4—AF)I—1TH-AV K-
W—T—=4IL) RyEY—1-JKRVYT IR (BEFLEHW 4)

[1£157]

Br-.,

L
7

BEfEEW9 (622mg) EEYTYY (2. 92mL) OFFSER
O75V@KR (12, OmL) IZ. EBRIKT4-TOERVYEYRILKRZIL
o0Y K (929mg) #mMA. BIRICTIHEEBER L, RIGREZEERT
FILTHRL, BMEEAK—K (1 :1) T1E. WMEEFKTIEMEL
 BEKEREE TS M) U LTERBRAR. BETAELEELL, BONALREE
7 O0ORILTRERR%R. BRI 2&ICELY, E&ELEYW (1061
mg) ER—UaB¥MEELTHEL, MS (ESI) m 2z :390. 2,
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[0467]

[0468]

[0469]

[0470]

392. 1 [M+H]+

SEH|1 5

(156—=1) 7=73X/—-4—-7OF-T1TH-AYR=)L=3—-HLKR=Zk
VL (BEFILEM15)

[1£158]

NH,
N, N=IAFIHRILLTIRK (11, OmL) KTz ZIEKRRAKFZILY
sOY K (1. 27mL) ZmMx. 70CICTT1 OMEIE#HE. N— (4—
JOE—-1TH—-AYRK=ILb=T7—4J)V) —2, 2, 2= ) 7)4O07€HL
IR (929mg) RUN, N=UXFILKRILLTIR (11, OmL)
ZMZ. 70CICTIREERERLE, RWTEROFIVIITIVIGHIE (2
. 42g) ZMA. 100CICT2RERE®H L, BICTFLYITIV (
2, 02mL) RUX4/—JL (22, OmL) A0x. 7 O°CICT 15[
Wi L, ERETAIE. BETAY/—ILEBEL. BohLEREICE
BIFI. BINEEKRUTHENRIEKEMADR L. BEELRNEEK
ERIMBIEKDRARICT2E, KICT1E, SHARIEKICT 1 EGESL.
BKREET M) D LTRERBR, BETAELEBELL, BONLEKEE
FFEE T FILICCRBHRS L. ML CREREIEZZ&T. EBLEW (
260mg) 2®BEMEE LTHBL, k. 2BRERETAKEELL, B85
NERBESVATIVAS LAY NI ST 4 —ICTHRE (NFHY : BB
IFIL=50:50~75:25) §32&ICLYENLEYM (104mg
) aREEKELTE~E, MS (ESI) m/z:236. 0, 237. 9
[M+H] +
SEF11 6

(16—1) 7-70F—4—IFN—1TH-AYR=L—-3—HLK=F
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[0471]

[0472]

[0473]

[0474]

[0475]

DL (BZH1LEm16—-1)
[16159]

7-70€E—-4-IFIN—TH-AYK—=JL (3. 90g) ®ON, N=¥
AXAFIVKRILTIRAEKR (17, 4mL) 1T, KAT. ZTZIVRARZI
ooy R (3. 64mL) iz, BRICT3IONE. 70CICT40y
B L, EFOFDITIVERE (2. 429g) #MA. 70TICT
S04, 80CIKTI O Lz, BRI TAHINE., RINKICEET
FILEMAFZREBEKD L., ERLAPSHEMEEKEMZ 2, BFEETFILT
2O L. HiEREZELE. BMRIEKEHENEEKOREGKT2E.
MBEKTIENS L. BKHRET M) DL TEREERR. RETAES SR
Ll BONEKREED)ATFINAS LA NI ST 4 —ICTHEE (N
FHY HBIFIL=90:10~70:30) L. BAEICMNLIVENA
BERMBET 2 &A220EYRT C&ICKY, BELLEW (3. 129) &
EEEKRE LTEBRE, MS (ESI) m/ z2:246. 9, 248, 9 [M
—H] -

(16—-2) 7—-73I/)—-4—IFI—1TH—AYR=)IL—3—HIKR=F
YL (BZHLEW1 6)
[1160]

A {

. Y4

i H

NH5
Z2EHEEM16—1 (2. 12g) . RyYI7x /)43y (2.16¢

). [1, 3-EZ (2, 6-Y=3-RYFLITTIL) 135V~
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[0476]

[0477]

[0478]

2—4)Fv] (3—sooEy i) ryoanRsoon (1) (Pd
—PEPPSI—IPent catalyst, 202mg) DOE&YIC
1. SMUFTLER(MNYAFLY)IVITIR/Fh5ERO7S5 VA
B (23, OmL) ZERICTMA. ERFHK. V1 70REHT. 12
OCT 1B L, BRFTHAR. RISKRICKEMA CEBIFILT
2@ Lz, BREE ST, BANRIEK THREARICEKREBT N YA
ICTRIE. AL, BRETAEAZBE L, B5NEEET NS EROY
S (11. OmL) —X4%/—)L (11. OmL) I[IAEL. BRICTE
FOFIITIVIEMIE (1. 489g) EFRRSFMN)DL (2. 099) %
Mz, EERICT 1 6BFEIRIE Lz, RIGKRICEEMEEKZMA THBIFIL
T2EHE Lz, BEZELE, SENREKEKORBEKRTIE. SBIMRIE
KT EREEBICEKREEF MY D LICTER, BEL. BHETAEE+EEL
Lico BONEREBES YAV AS LA NS T7 4 —ICTHRE (/O
OFRIMAL: A9/ —)L=100:0~98:2) F32&ickY, EELE
M (954mg) #RBEEMKE LTERL, MS (ES 1) m/ /z:186
1 [M+H]+
SEZFI T
1M7-1)t—=7F) [(IR) —1— (4—7OFE7x=)) TFI
1 AN X—=K (BEFLEWMTI T —1)

[1E161]
: 0 =
i i :
/{ \Q/B\ﬁ. ”/\\E«jf;\' ’
gy
(R) —1— (4—-7AE7zxz=)) THVF7Iv (3. 00g) &HY

IFLF7IY (2. 50mL) o¥yyOQx x4 ViEK (45, OmL) T,
ERICTY—t—T7FIA—Rx—b (3. 60g) ZMA. BRET148
BiEE L, RIGRICT NIBERZINA., DR L7, KEZ/OOKRIVATI
Ot L. &bt/ BRELEKRET N U ATRERBR., BETAE
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BELk, BohkBREEAFY Y TREBESR. BT &ICLY,
EELEYw (4. 369) 2ABENRKE LTR/AL, MS (ES 1) m/ z:
300. 2, 302. 1 [M+H]+

[0479] (1 7—2) t—=7F) {(1R) =1 —[4— (RYIILANT7ZI
) 7T =] IFIY A X—K (BEHIEEW1 T —-2)
[0480] [1k162]

>L1L\ )
N \s/’\@

[0481] SEHILAW1T7—1 (4. 34g), RUIIUALATHIY (2. 04
mL) . N, N=YqvFOELIFILF7IY (3. 75mL) ., 4, 5—
R (T7xZNWNEKRRT4/) —9, 9—IUXFIFHYTFY (Xantp
hos., 1. 67g). MVR (IRVYDYFUTEINY) IRSTUTL (
1. 32g). bLTY (10. OmL) DREME. ZBRFHEHI. ¥17
MREBH T, 150CTO. SEEIEH LA, RIBRICEBEIFILZMX.
FaMEEELICLYBE LR BREBERELL, HEEZY ) ATV
WS90 MNT5T74— (ANFHY  BFBEIFIL=90:10~80:2
0) ICTHHEL., BELEW (4. 919) 2REBBENKE LTH/L, MS
(ESI)m/z:344, 3 [M+H]+

[0482] (17-3) t—7F) {(1R) —1—=[4— (/OBRILKEZIN) 7
TZIU] TFIILY ANNAA—K (BEFLEHT17-3)

[0483] [{£163]

o
[0484] HEFEEW17—2 (2. 72g) OF7Er=rYJ (50. OmL)
—2N#EE (10, OmL) &®REIC, KAT. N=2O0BQRI VA2 R (
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[0485]

[0486]

[0487]

[0488]

4. 309g) ZmMA. RIBICT26RMEIER L. RIBVRICKZMA, FiET
FLT2EME Lk, AbEERBERMREREKTHRSE L. BKHRES
)0 LTRRRER, BETAEELEBELE, BohALRBES Y ATILA
LAY T5T74—ICTHERE (NFYY BRI FIL=90:10~7
5:25) $52&ickY. EELELEY (2. 219g) 2HBEAKELTE
o '"H NMR (400MHz, CDCl;y) & ppm 1, 32—1
.51 (12H, m), 4. 87 (2H, brs), 7. 48—7. 60 (
2H, m), 7. 93—-8. 06 (2H, m)

(17—-4) t=7F) [(IR) =1—{4—-[(3=>T7/—4—-X
FIL—TH-AYR=I—T—4J) RINT7EAIN] 7=} TFI]
HIWISX—h (BEHUEEH1 T —4)

[1E164]
ST
O_Ef\fmi
S \%gg
waﬁﬂ\
HM¥“
o
*

SEfEEW1 7-3 (2. 209) OFb>ERATSY (66. Om
L) ®RIC. BRICTSEMIEEHM (1. 18g) &EYYY (2. 77
mL) ZMx. ERICT2HEER L. RBREEBIFILTHERL. 1
NIGEET 20, fAFNKIEKTI @4 L. B|BAKHEEST N D LTEIERAR
HETREAZEELE, BEZ/700KRLLTERSREL. BBT 2L
L&Y, ZEEEEY (1. 679) 2RBEEGKE L THL, BREBRLR
L. BEZUASNAS LA NI ST 4— (VOOKRIML 1 X5 )
—=98:2) THRETZZELICLY. EBLEYW (0. 84g) %%4B
BEKE L TERE, MS (ESI) m/ /z:455, 3 [M+H] +
(17-5) 44— [ (1R) =1-7XJIFN] —N— (3—vF7/—4
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[0489]

[0490]

[0491]

[0492]

[0493]

—AFIW—TH=AYR==T—A)) RVEY =1 -RJKRYT IR
1BEE (BEBEEM1 7)

[1£165]
Hﬁfoi
HCI S ﬁp
HN o
e
]
TV
N
N
\N
EHEGILEM1 7 —4 (2. 47 g) ICAMIBILKE 1, 4—UHxY
VWK (25, OmL) 2EBICTMAL, FIRICT 3RRHEME. RISK
EVIFNI-FILTERL. BEE2HBE4E%. BRI IIEICLY., &

Biba? (2. 279) 23HBEFE LTEAL, MS (ES 1) m/ z:
355. 2 [M+H]+

ZEHI1 8

(18—1) t—=7FI 2—-2)40—-4" — [(6S) —6— (2—X%
hFo—2—FFYITFI) -2, 3, 9—KMNYAFI—6H—FT/ [3
, 2—f1 [1, 2, 4] vYy7vOo 4, 3—al] [1, 4] oT7EEY
—4—q)] [1, 1V —E7z=)0] —4—-HILERFLS—F (B3FHL
am18—-1)

[16166]

SEH11EW3 (300mg) 257 hSEROZ75Y (3. OmL) I8
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[0494]

[0495]

[0496]

[0497]

fFxXE, 4-7J0E-3-JNA0REEHE t—TFIL (180mg) .

ThZFRX (M) TZZWWRRT4v) RSPV TL (0) (69mg) Y
VEEAY) DL (378mg) LYK (0. 039mlL) ZiMx. BRFEST
YAV OKEET, 90CTO. 5iEIE®R LA, RIBEEFBRITFILT
FRLU. TAYEERTTRE L, 2HRERMETICEMEL. BEEZNHY
DATNAZLIAR NI Z 74— (NFHY BT FI=50: 50~
0:100) THETZCEICLY., EBRILEW (300mg) #HEMAE
ELTE~E, MS (ESI) m/z:575, 3 [M+H]+

(18—-2) 2—-7)bA0—-4" — [ (68S) —6— (2—AKF¥—-2—
FFYIFN) —2, 3, 9—MIXFI—6H-—FT/ [3, 2—F] [
1, 2, 4] v)7vAa [4, 3—al] [1, 4] o7EEY—4—1)]

(1, 17V —E7zZ)] —4—-HLKRVEE (BEFHLEHT 8)

(151671

SEHLE®M18—-1 (290mg) 270X FY (2. OmL) (T
BEEIE, ERICTNY 7008 (2. OmL) ZMA. BETI1KH
B L, RBRZRBEREL. BEEHBRIFIICERL. AMEEKT
2EHH L, KBEGDE., KATIC2NEBED LT OMATpH=4
ICL7, 700KRILALT2EHEL. EbEBREZRMBIBKTHESEL
« EBKRERT M) U LTRERBER, BRETAEEZEET I &ICLY. B
Bitey (246mg) 2ABMEE LTHEAL, MS (ES 1) m z:5
19. 3 [M+H] +
SEF1 9
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(19—1) 2—40O0m—4" — [ (6S) —6— (2—XhFv—2—7F
FYIFIL) —2, 3, 9—hFUYXFJI—6H—FT/ [3, 2—F] [1
, 2, 4] NYFTYVO [4, 3—a] [1, 4] o7EEY—-4—1)] [
1, 1" —E7z=)L] —4—-HIULKRVEE (BEHLEWT1 9)

[0498] [1168]

>\r /\j\j)LaH

”/\\f/ k/
Lo
O

[0499] ZEHHULEMI (364mg) Z2F7h>EROT7FY (3. 2mL) A
3, 4-70€E-3—/700%8&M® (150mg) . 2-I> oA
FUNKRT74/-2" , 4, 6 —hMNJAVYTOELETZZZIL (X—
Phos, 30mg) . X—Phos7I/E7xzZ)L/XS5ToLo0Y KR

TUfE (50mg) . ZvibtEyoA (290mg) LUK (0. 8
OmlL) ZmMzx. BRFHEIK. VA 7OKEHT. 120CTO. S5EHEER
Lz, RIGREZEBRTFILTHRE. AMEEKT2EME L, KEZE

B, KATIC2NEBBED LT OMATerH=1IC0Lk, KEZEBRIF
JT2EHE L, aht/BRELAHMRIBKTREL. EBKREF YD
LTERRBR. BRETBREAEETICEICLY, EBLELEH (24 7Tm
g) EREEMRAE LTEL, MS (ESI1) m/z2:535, 3, 537
. 3 [M+H]+

[0500] &&412 0
(20—-1) 4 —[(6S) —6— (2—XAPMFY—2—FFYIFI)
-2, 3, 9—NUXFIN—-6H—-FT/ [3, 2—F] [1, 2, 4] b
yryva [4, 3—al [1, 4] Y7EEY—4—4)L] —=3—XFIL [
1, 1V —E7zx=Z)V] —4—-HhILRVEE (B3EHHLE®20)
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[0501] [16169]

[0502]

[0503]

[0504]

SEZFLEM3 (23 1mg) 275 RATSY (2. OmL) &
X, 4-7J0OE-2—XFILLEBBE (87mg) . 2—-I>/OnF
YWKRRT74—=2" , 4", 6" —h)4VTOELETZZZI (X-P
hos, 19mg) . X—Phos7I/E7zZ)L/ASYDLs0OYR
T (32mg) . ZvibtEdUL (185mg) LUK (0. 50
mL) ZMA. BRFER. Y4 7OREHFT. 120TTO. LiFHEEHL
oo RISGREHETFILTHRE., HNEEKT2EME L, KEZED
t, KBTFIC2NERBZD LT ODMATpH=1IC Lk, KEZHBRITFIL
T2E#HE L. b AREZRMBRKTHREL., BKRESN) DL
TEREEAR. BRETAEEABETI &Y, ZBLELEW (229mg
) EHEREOBEBEYE L TEBE, MS (ESI1) m/z2:515, 3 [
M+H] +
SEF 21
21-1) t=7F) ({4-[@B—-Y7/—-4—-ITFIN—TH—-A
YR=I=T—=4)) RANT7EAIN] T2} XFIL) AILISA—hK (
SEZFLEm21—-1)
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[1E170]

[0505] ZEHILEM16 (347mg) OFFSEROTSY (9. 4mlL) &
WIS, BRICTt—7FI N— [ (4—700RNKZILTTZIV) XF
W1 AN A—K (630mg) &EYYY (0. 76mL) #MA. AR
ICTTREER L, RISGREFBIFILTHERL. 1 NBEBT2E. &5
BIEKT1EBES L. EKFET M) D ALATHEEAK. HETAEE®EX
L7 BONEERBEEZVIFILI—FTI—AFHY (1 :1) ILTREES
%, BT B &ICLY, BELEY (730mg) axR—VaEHKEL
T8k, MS (ES 1) m/ z:453, 3 [M—H] -

[0506] (21 —2) 4— (FX/AFIN) —N=—(3—>F/—4—-IF)—1H
— AV R=I—=T =)L) RvEY—1-RKVT IR BERIE (BEH
tEem21)

[0507]1 [{£171]
HaN
HC \[;vjl“$§g

w\ijL

H%Eiv/

w\\

'\\
N
N

[0508] S&H1LaW21—1 (720mg) ICAMIEILKE1, 4—FFY
VAR (7. 2mL) #=RBICTIMA, BIRICT 1 6EFRE®RE,. RIVK
HEUIFII—TFTINTHERL., BERERERER. BT &ICLY, 2
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[0509]

[0510]

[0511]

[0512]

[0513]

BibE&? (663mg) AaXR—Ya1@BEKELTH/E, MS (ES 1) m/
z:355. 0 [M+H]+

BEH 2 2

(22-1) t=7F0 [(1R) —1—-{4-[(3—->v7/—-4—-I
FIV—TH-AYR=I—T—4J)V) AINTF7EAIN] 7x=)} TFI]
HINA— K~ (BEHILEW22-1)

[16172]

BEfLEW16 (300mg) ®Fh>RkAO75Y (8. OmL) &
WIS, ERICTBEGLA®W17-3 (570mg) &EYTY (0. 65
mL) #Mx. ABICTIRBEERLL, RBREFBIFILTHERL. 1
NIGEET 20, fAAMKIEKT I EH%E L. B|AKHES N D L TEIER AR
. BETBEEZBE L, BOohEEREEAFYY—/00FRIL AL (15
1) ICTREBRSRE. RINT A2 &IC&Y. EELEY (710mg) &4
BEEKEELTERE, MS (ESI) m/ /z:467. 3 [M—H] -
(22-2) 4—-[(1R) =1-=7X/IFN] —N— (3—vF7/—4
—IFNL—TH-AYR=IL—T—AL) RYEY—1-ZJKYTIR
1BMIRE (BEHILEY2 2)
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[0514]

[0515]

[0516]

[0517]

148 PCT/JP2021/004231

[16173]
HoN ﬁﬁL
e ! % ,/C}
HC %,
HN
m‘\l’/
\-;::{
N
N
SEFLEM22—1 (701mg) IC4MIEILKE /1, 4—AFYH

OmL) Z=RICTMA, BRICT1 6 IFERIE. RISK
EYVIFINI—TITHRL, BREZRNT S EICLY,. BEIELEY (6
53mg) aX—Ya1BEKELTEL, MS (ES 1) m/ z:369.
1T [M+H]+
SERI2 3

(23—-1) t=TFN
— AV R=I—T—4)) ZANT7EAIN] T} TFI) AILIRX—
b (BEHEEHm23-1)

[16174]

Vinw (7.

(22— {4—[(3—>P/)—4—ITFI—1H

7 \O

BEFEE®16 (300mg) OFhSEROTSY (8. OmL) &
WIC, BRICTt—7FI N—-2-[4— (/OORILKEZL) 7=
1 IFLANAX—K (B70mg) &EYYY (0. 65mL) &M,
FELRICT 1 BERH L, RINEREZFB T FILTHRL. 1 NEET2O,
FMRIIEKTI @RS L. BKRET Y VL TEREE%R. BRETAES:
BEL, BONERRAEVIFILII—FIL—AFHY (1 :1) ICTHB
k., BT &Ly, FEELEY (710mg) Z2X—Ya1aEK
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[0518]

[0519]

[0520]

[0521]

[0522]

[0523]

ELTHE, MS (EST) m/ 2z:467. 3 [M—H] -

(23-2) 4= (2-F3I/IFL) ~N= 3=V F/—4—TFL~
TH=A Y R=JL=T7—qJL) RyEY—1-)KEYTIK EHE (B
ZhitEMm2 3)

[1£175]
g
2o
A SN
Hel \/E:D Nt

SEFLEM23 -1 (702mg) IC4MIEILKE 1, 4—IUAFY
Vi (7. OmL) #=RICTMA L, FBICT 1 6ESREERE. RIGK
EIFNI—FTILTHERL. BRERETEE. BT &ICLY, &
BtEY (61 0mg) aXR—Y1BEEKELTHEL, MS (ES 1) m/
z:369. 1 [M+H] +
e
(1=1) xFN [(6S) —4— {4 — [ ({4—-[(B—v7/~—
4—XAFI—=TH-AYR=I—T—A4)) AIT7EAIN] ZxZ)} X
FN) ALNSREANL] [1, 1V —EZ7zZ0] —4—4)} —2, 3, 9
—MN)XAFIN—6H—FT/ [3, 2—Ff] [1, 2, 4] MY F7YVDO [4
, 3—al [1, 4] $PEEY—6—qL] 7EH— bt (ZHEHIILEYI
)

[1£176]

Z2EQLEW4 (50mg) . BEFULEWS (38mg) R ITF
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[0524]

[0525]

[0526]

[0527]

IWF7IY (0. 042mL) ®ON, N=UXFJIKRILATIRK (2. OmL
) MABRICHATU (46mg) Z2ERICTNA. RIRICT 5 EFEER L
KAT, RIGKRICKZNA, 700KRKILVAT2EMHME L, GhE/-BKE
HKT2E%%E L. BKMEEST M) D ATERERER, BRETAEEZEEL
= BONEBEEZ, PERHPLC (1 OmMEKE T VEZY LKEKR—T7
ThZRMUW) IKTHRETZ&ICEY., EELLEY (49mg) ZHER
MEE LT/, MS (ES 1) m/ 2:823. 5 [M+H]+
il 2

(2=1) AxFN [(6S) —4— {4 —[({4-[(B=v7/~—
4—=AFI=—TH-AYR=I—=T—4JV) AIT7EAIN] 7z=Z)} X
FI) AILNREAN] =37 =240 [1, 17 —EZ7z=Z)V] —4—41
MV =2, 3, 9—RNUXFI—-6H—FT/ [3, 2—Ff] [1, 2, 4
1 dy7YOo 4, 3—al] [1, 4] Y7EEY—-6—a4L] 7EHY—L
(EREHIEEM2)

[16177]

SEZfLEM12 (78mg) . BEHLEHMS (56mg) . N, N—
SAYFaCILIFILFTIY (0, 0652mL) , HATU (86mg) O
BEMAEN, N=IXFIKRILLTIR (3. OmL) &, ERT20HER
Bl RIDRICKEMATHEL L, £CEEFREZRI L. ¥V ATILA
SL70OXMNZS74— (VO00OKRML : AH/—)L=100:0~95:
5) THRETIIEIKLY. EBLEY (86mg) Z2HBEMGKE LTHEEL
o MS (ES 1) m/z:841. 6 [M+H] ~
sl 3
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[0528]

[0529]

[0530]

[0531]

(3=1) xFN [(6S) —4— {3 —yop—-4" —[({4-1T
(3=YT7 /=4 —XFI—TH-AYR=JL—T—4)) RIT7EAI
1 7=} XFI) AILNEAN] [T, 17 —ET7z=Z)0] —4—1)
} =2, 3, 9= hFUXFI—6H—FT/ [3, 2—F] [1, 2, 4]
fy7vo [4, 3—al [1, 4] oF7EEY—-6—q4)L] 7EH—K (
EEHE & 3)

[1£178]

SZFtE&®W1 3 (80mg) . &EFLEHS (56mg) . N, N—
JA4yFaeLTFILTIY (0. 052mL), HATU (86mg) O
BEWAEN, N—IUXFIFRILTIR (3mL) ., EET2REERLL
Too RIGRICKEMATHRSL, ECELEGFERERN L VATV HS L
vO%X NS 74— (OORIML : X5/ —)=100:0~95:5)
THRETDIIEIKLY, EELEY (115mg) ZREGEGKE LTHL
s MS (ESI)m/ z:857. 6, 859, 6 [M+H] ~+
ErEhl 4
(4-1) t—7F) (3R) —1—{4—-[(6S) —6— (2—XF}
FO—2—FFYIFI) -2, 3, O—hFUAFI—-6H—-—FT/ [3,
2—f1 [1, 2, 4] v)y7vVOo [4, 3—a] [1, 4] oF7EEY -
4—4)] 7z} EAYT Y -3 -hILRFTS— N (ERFlEEH4
-1)
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[16179]

T N N

)5 ,.:?»m 8
N‘N‘V \

0
i
o

[0532] ZRZART. &EFLEWT (200mg) . t—TFI EOUIY-—
S—AIKRFIS—HM (99mg) . (2=I2OO~NFIUIVKRAT 4/ —
2", 6’ =vqvyrFaRrRxy—1, 1" —7z=)) [2— (2" =7
/-1, 10 —E7xZ)) TRSTUDL (1) X VRLER—F (
40mg) . YVEEHY DL (256mg) . K (0, 043mL) #Fk
ZerkO73> (1. OmL) BAEH, 1 009MBER L. RIGKREK
WU, BT FILTHRL. K. BHMRIBKICTESE L, BAKRET Y
U LTRBRRISCEMRTAEL, X4 /=)L, b3 ROT75VTHEL
. PREBERME L, BEEL ) ATNASLIOR NI ST 40— (V0O
AFRIL : XH/)—)L=100:0~95:5) THRETZI&EICLY, &
Bibet) (266mg) AXkEBMEAELTHERL, MS (ES 1) m/ z:
550. 3 [M+H]+

[0533] (4—2) (3R) —1—{4—[(6S) —6— (2—XhFP—-2—-F
FYIFI) —2, 3, 9—bMNYAFI-6H—FT/ [3, 2—Ff] [1
, 2, 41 pUFTVO [4, 3—al [1, 41 v7EEY—-4—4q)] 7
T} ERQYYY -3 -hIRVEE (REMEEHM4 —2)

[0534] [{c180]
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[0535] ZXEHIEEM4—1 (266mg) OdI/O0XxA%Y (1. OmL) AR
IChY A0 (1. OmL) Z2MA. ERTIRKEARER L, RIGK
FREREL. BE2/00KRVL— MLIYTI3OH#BLL, BESEEE
IFIVICBEREL, B LANS, N, N=24y 7oL FILT7IY (0
. 30mL) ZHLEDOMATc, AFH Y (2. BmL) ZFTL. ERIC
TI1EER L, £ CEEGZERAL. BRI FIL—~FHVRER (2
2 1) THHTBEICLY, ZBLEEH (181mg) #FEMAEELT
B, MS (ES 1) m/z:494. 3 [M+H]+

[0536] (4—3) XFJ [(6S) —4— (4— {(3R) =3—-[({4—-1[
(3=Y7 /=4 —XFIL—TH-—AYR=)=T—4)V) RINT7EAI
1 72z XFIV) AMNREANL] EOYDY—1—aL} 22=)b) —
2, 3, 9—MNYAFIN—6H—FT/ [3, 2—F] [1, 2, 41 ~V)
7va 4, 3—al [1, 4] Y7EEY—6—9L] 7EH— (£
BlibEm4)

[0537] [15181]

o,
Ve

N

[0538] EHEFI2ICEVWTSERUELEY 1 20D Y ICEEFILEHE —2 (74
mg) ZAWT (2—1) tRAKORIG. NB%ET B &ICLYIERILED
(11 1mg) 2E&EMEELTHRE, MS (EST) m z2:816. 3
[M+H] +

[0539] =HEHI5
(6—=1) XFI {(6S) —4—[4— (3—kRrROF>7FONR-1-—
A=1—4)) 2z=)] —2, 3, 9— K YXFI—6H—FT/ [3
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, 2—Ff1 [1, 2, 41 vnYy7VO[4, 3—al] [1, 4] o7EEY
—6—qL} PES—b (EEHEEHE5-1)
[0540] [1£182]

[0541] ZEHIEEYT (100mg) . 7R/ALFILTILI—IL (27mg) .|
2=y oanFEFyNRR T4/ =2" , 4, 6 —KNYq4VFOELE
7z=) (X—=Phos, 12mg) . X—=Phos7XI/E7zZ)L/INS
oLy R TFLEE (21mg) . YVBHAYIL (102mg) &
FUFhSEROTSY (1. 2mL) OREYE. ERFTHEHSK. 1 70K
BHT. 90CTIREERLL RIGKREZEEIFILTHERE, BNRIE
K=K (1 :1) T2[@, BHMRIEKTIEEEL, BKFBSNIILT
RIRRBE%, RETAHEEEBELL, BEBEEY VATV AS LA NS
74— (V0O0OKRIML : A5/ —=)L=98:2~90: 10, FLAHSA:
NH>YAZI) ICTREL, BELEY (63 mg) ZREGBMGELT
B/, MS (ES 1) m/z:435, 3 [M+H]+

[0542] (B5—2) XFJI {(6S) —2, 3, 9— M NUXFI—4— [4— (3
—Fxv7anN-1—-4v—-1—4JL) 7z=)V] —6H—FT/ [3, 2
—f]1 [1, 2, 4] vYy7vOo [4, 3—al [1, 4] oF7EEV-6
-} TEY— b (EEflica®ms —2)

[0543] [1183]
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[0544]

[0545]

[0546]

[0547]

vooox gy (1. 2mL) POEREFAEEHME5 -1 (60mg) I,
1, 1, 1—hYZ7ErFY—1, 1-YERO-1, 2—-RyY3I—RF
V—)I—3— (1H) — 4> (Dess—MartinzH%E 71mg) %
Mma. BRICTIONER LA, RIGRICENMEE K &AM F RIS ~)
D LKBREMA, BRI FIC2EHME L, EbELBREZRNEE
KT2E%% L. |BAKREST b UL TEREEER. BETREELELLL
o BONIEREBEV)ASNAZ LAY NI ST 4— (P OOFRIML 2 X
/—=)=98:2~90:10) THRETZIEICLY., EZBLED (5
O9mg) AREEMEELTEBE, MS (ES 1) m/ z:433. 3 [M
+H]+
(6—3) xFN [(68S) —4— (44— {3—-[({4-[(3—-v7
J=4—XFN—TH-—AYR=IL—=T—AL) RZWLT7EAILN] 7z=)
Y XFN) FR/] -3 —FFvSOnR-1—-a4Y—1—-4L} 7))
-2, 3, 9—MNYAFI—6H—FT/ [3, 2—F] [1, 2, 4] b
y7vo 4, 3—al [1, 4] P7EEY—-6—1)] 7EH—K (£
HEGIIE &M 5 )

[1b184]

\?&M%
Ny o
<

O

EREAEEHM5 —2 (57mg) . 2—XF)I—T4—-2-xT> (0. 0
21mL) OF7EN=MYIIL (3. OmL) AKRIC. BO%HIEREBS Y
DL (18mg) &YVUVBBTKFFN)DL (19mg) OK (1. OmL
) BRAEMA, BRICT3IONEH LA, REBRIC2—AFIN—TH—2—
T (0. 021mL) ., 80%MHERESF M) VL (18mg) KRGV
BEZKFRSFRY DL (19mg) #FBICTEML, FIRICTEIC3 09H
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[0548]

[0549]

[0550]

Bl RIGEERERBRELZE. T4/ - ENABERTRELL, B
LNEBREICERICT, 3Z0Ea™WMS5 (47mg) . N, N—Jqv 70O
ELIFILTIY (0.1 1mL) . N, N=UAFIRILLFTIRK (2. 0
mL) ZMA. FRICHATU (57mg) ZMMA/k, BIRICT1 6K5EIR
Bl RINREHBIFILTHRL. BAMRIEAK-—K (1 :1) T3,
FIFIRIEAK T 1 EME4E L. |AKWMEES M) U A TRERAR. BETAES
BELk, BONELREESYASFLASLIOAR NI ST 4 —ICTHRE (
s0aFRIbL X9 ) —)L=98:2~90:10) §3Z&ICkY. BE
e (1 7mg) ZXR=—V180EFELTHL, MS (ES 1) m z:
771. 4 [M+H]+

=t 6

(6—1) XFN {(6S) —4—[4— (3—72/7O0/1=1—qY
—1—4q4J)) 2z=)0] —2, 3, 9—bMYXFI—6H-FT/ [3, 2
—f1 [1, 2, 4] hYPVYVO[4, 3—a] [1, 4] o7EKEY—6
-} TEY— b (EEblitEme —1)

[1£185]

O
SEZFILEM1 (25mg) . 7O/SULFEILTIY (0. 019mL) .
2—vvoanFoINkrRI74/-2" , 4, 6 — K NYyqvy7FaoELE

7xz=)l (X—Phos, 3mg). X—Phos7I/ETJzZI/IRSY
oLy R FUL#E (Emg) . YVEBAYTIL (64mg) BLUT
FoEROZ35Y (0. 3mL) OREEWE. BRFHEHR. V1 VOREHT
. 90CT2KEIRH L, RISRZEF I FILTHRE., KT2E. 8/
RIEKT1EES L. HKREST N D LATRERRER, RETREZEES
Lo BEEYVATNAS LAY NS 74— (/00K L : X5 )
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[0551]

[0552]

[0553]

[0554]

[0555]

—J)L=95:5~90:10) ICTHHEL. EELEW (15mg) Z~X—
JaamAEELTE/E, MS (ESI) m 2:434., 3 [M+H]+
(6—2) XFI {(6S) - 4—-[4—-(3— {4-[(3—27/—
4—AF)—=TH=AYR=I—=T—=4J) ANT7EAIN] RVZATIR
} A= 1—q4v—=1—4J)) 72z=)0] =2, 3, 9=—hMUXAFI—6
H—-FT/ [3, 2—f] [1, 2, 4] vYy7YO [4, 3—a] [1,
4] I7EEY—-6—A)} FEy—b (RRfEHmo)

[151861]

Efle®me —1 (14mg) . 2EHEEYWE (13mg) ON, N
—VUAFNEINLT IR (0. 4mL) &HEIC. BRICTN, N=JqVY 7
AELIFILTIY (0.1 1mL) EHATU (15mg) #mx. BRIC
TI1BREEE L, RINEEFBET FILTHIRL. SEAREAK—K (1 : 1
) T3, MMAEKTIEHSEL. B|AKKEES N D LTEIRRAR. B
ETAEEEE L. BONEREEY Y ATV ASLIOR NI ST 41—
ICTRE (y0abibbs : X9/ —)L=98:2~90:10) §352&IC
Y. BELEY (20mg) 2HEMAFE LTHBLZ, MS (ES 1) m/
z:771., 4 [M+H] +
=l 7
(7—1) 7—70F-3—-s00-1TH—A Y R—J (EEHILEHT —
1)
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[0556]

[0557]

[0558]

[0559]

[0560]

[16187]

Gi

7-70FE—-1TH—94YR=JL (500mg) ®N, N=IAFIKILL
7IR (5. OmL) BRIC. BBICTN—-200RIY V143K (358
mg) ZMA. FEIRICT 2FF@EER Lz, RIGKRICREMES K &M F AW
B N D LKBREMA, BT FIILCTHIE Lz, BEEZ&EMRIEKT
WL, BKREST MY U LTRERER, RETHAEEZEELL, 8O0
ERBEV)VATNASLIARNTZ 74— (NFHY BRI FIL=9
5:5~90:10) TRAEITDIZEICLY, EBELEW (57 7mg) %
KEAEGKE LTEBE, 'TH NMR (400MHz, CDC1l,;) 8§ pp
m 7. 09 (1H, t, J=7. 77Hz), 7. 24—7. 27 (1H
, m), 7. 41 (1H, dd, J=7. 71, 0. 64Hz), 7. 59
(1H, dt, J=7. 96, 0. 77Hz), 8. 25 (1H, brs)

(7—2) 3—7O00—1TH—AYR=IL—T—-73IY (EEficeh7 —
2)
[1£188]

.
NH,

BEFOICEWVT. SEFLEWSDRDLY ICEEHEEMT —1 (57
Omg) ZAWVWT., AKORE. WBEFTZZEICLY., ZEELEY (16
3mg) ZRBEEGKELTESE, MS (ESI) m z:167. 0, 1
69. 0 [M+H]+
(7=3) xFN [(6S) —4— {4 — [ ({4—-[(3—vnoo—
TH=AYR=Jb—=T7—4q)) ZINT7EAIL] 7T} XFI) AN
EA4N] [1, 1V —E7zzZ)] —4—q4L} =2, 3, 9—RNUXFI
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[0561]

[0562]

[0563]

[0564]

[0565]

—6H—-FT/ [3, 2—Ff] [1, 2, 4] vYy7YynO [4, 3—a] [
1, 4] o7EEY—-6—q4)] 74—t (EE[ILEHMT)
[1£189]

REHEEMT7 —2 (18mg) &BEFILEW10 (50mg) OF k
SeRE7ZY (2. OmL) BRIC, ERICTEYYY (0. 060mL
) ZMA. FEERICT T 6BAEIE®R Lz, RIGREZFBIFITHRL., 1N
BT, BANRIEKTIEHRSEL. B|KHEES N DL TEIRRAK.
BETAEEEE L, BONEREE Y ATV AZ LAY NS T4
— (/AR L : XF/—=)L=98:2~90:10) THRETEZ &I
Y. BELEY (37mg) 20BEHFELTHELZ, MS (ES 1) m/
z:818. 4, 820, 4 [M+H] +
=t 8
(8—1) 7—70F—-3—/00—-4—XFL—TH—-AYR=J (EfE
Blitam8 —1)

[15190]

EHEFI7ICBWT, 7T-7OF—1TH—AYR=—LOKRDYICT—TOE
—4—XFIN—=1TH—AYKR=J)L (200mg) ZHAVT, (7—-1) &H
BRORIG. BEFTZ&ICLY., ZBEEH (21 2mg) 2FEHRY
ELTHE~E, '"H NMR (400MHz, CDCIl3) & ppm 2. 7
5 (3H, d, J=0. 64Hz), 6. 77 (1H, d, J=7. 87H
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[0566]

[0567]

[0568]

[0569]

[0570]

[0571]

z), 7. 20 (1H, d, J=2. 70Hz), 7. 24 (1H, d, J
=7. 71Hz), 8. 22 (1H, brd, J=1. 67Hz)
(8—2) 3—/O@—4—XAFI—TH-AYR=IL—-T—-F7IV (£
Blit&Hm8 — 2)

[1£191]
1 /Ci

\‘\
b
Wi ke g
S N
:

%J4
BEFHICEWVWT, BEFALEHMB DRHOY ICERFILEME8—1 (20
5mg) FAWVWT. ARORG. NEBEFTZIEICLY., EEELEY (56
mg) ZREARGKELTEE, MS (ESI) m 2:181. 0, 18
3. 0 [M+H]+

(8—3) xFJI [(6S) —4— {4 —[({4-[(3—-vOn—
4—=AFN—TH-AYR=I—=T7—4)L) AT F7EAIL] 7xT=)L} X
FI) AWNREAN] [1, 1V —EZ7z=Z)V] —4—4a4L} —2, 3, 9
—NUXFI—6H-—FT/ [3, 2—F] [1, 2, 4] pYyF7VO [4
, 3—al] [1, 4] Y7EEY—-6—1)L] 7EH— b (EEFLEWS
)

[1£192]

EEfl 7 ICBWT, ERULEM 7 — 20RO Y ICREFIEEW8 —2 (
20mg) . RU'BEHLE®W10 (50mg) ZAWVWT. (7-3) &H
BRORIG. WBETBIEICLY, EBILEY (44mg) ZREBMEEL
TE~, MS (ESI) m/z2:832. 4, 834, 4 [M+H] +
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[0572] =HEHI9
(9—1) 7-7O0F—-TH—-AYR=IL—=3—-HIR=MYII (EEHt
amo—1)

[0573] [{£193]

[0574] ZEHI8ICEVWT., BEHLEMT ORDYIC7T—-TOE—-TH—-A4V K
—J)L (600mg) 2AVT. AHKOKIK. WEBETDZI&ICLY. ZEFEE
&%) (54 8mg) ZRBEBEMKRE LTH/L, '"H NMR (400MH z,
CDCl3) & ppm 7. 20 (1H, t, J=7. 83Hz), 7. 5
O (1H, dd, J=7. 71, 0. 77Hz), 7. 73 (1H, d, J
=7. 96Hz), 7. 80 (1H, d, J=2. 95Hz), 8. 84 (

1TH, brs)
[0575] (9—2) 7—73X/)—1TH—-AYR=)L—3—AhHIKR=rYI (EEFIt
a9 —2)

[0576] [16194]

NH»

[0577] ZEHIQICBVWT., SEFUEMB DRDLYICERHELEWI—1 (54
2mg) ZAWVWT, BHRORIG. LEBETZEICLY., BEELEY (32
2mg) ZHB\BEEMGKELTHL, '"H NMR (400MHz, DMSO-
d6) § ppm 5. 33 (2H, s), 6. 47 (1H, dd, J=7

58, 0. 90Hz), 6. 81 (1H, dd, J=7. 96, 0. 90
Hz), 6. 94 (1H, t, J=7. 77Hz), 8. 13 (1H, s)
, 11. 73 (1H, brs)
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[0578] (9—3) xF) [(6S) —4— {4 —[({4-[(83=>T7/—
TH=AYR=IL=T7—AN) RIWTF7EAIN] T} XFI) AN
EA4N] [1, 17 —E7z=0] —4—4)} -2, 3, 9—NUXAFIL
—6H-FT/ [3, 2—f] [1, 2, 4] vYF7YO [4, 3—al [
1, 4] I7EEY—-6—-4)] 75—t (ZEhLan9)

[0579] [{£195]

[0580] EmEHI7ICHEWT. EEFEEDT7 — 20D YICERHIEEMI —2 (
15mg) . RUBEFULEH10 (44mg) ZAVT, (7-3) &M
BORMG, WBETZIEICLY, EBLEYM (40mg) 2R—VaEH
e LBk, MS (ESI) m/ 2:809. 4 [M+H] +

[0581] =HEHI1 O
(10=1) 4—XFI—TH-AYR=L—-T7-TIV (REHILEHI
0—1)

[0582] [{£196]

b
w,
[0583] ZEHIQICHEWT., ZEHLEWMB DRHLYICEEILEMT (92mg
) ZAWT, ERORIN. WBET B &ICLY, FEEEW (29mg)
ERBEEEELTERL, MS (ES 1) m/ z2: 147, 1 [M+H] +
[0584] (10—2) xFJ) [(6S) —2, 3, 9—hFUXAFIL—4— {4 -—
({4 [ (4 AFI—TH-AYR=J—T—4I) RIWVT7EAIN
1 72} AFI) ANKREAL] [1, 17 —ET7zZ)0] —4—-4)
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} —6H—FxT/ [3, 2—Ff] [1, 2, 4] rYF7YO [4, 3—a]
(1, 4] o7EEY—-6—4a4)] 7EH—b (ZEHIEEYT10)
[0585] [15197]

[0586] ZEHEHI7 ICHWT. EMFULEM T — 2 0RDYICEEFILE1 0 -1
(28mg) . RUBEFLA®W10 (120mg) #BVT, (7-3)
EERDORIG. WBETBI&ICLY, BEEEHW (107mg) 2=
2EBMAE LTER, MS (ESI) m/ /z2:798. 5 [M+H]+

[0587] =EnEHI1 1
(11—=1) xF) [(6S) —4— {4 —[(2—{4—-[(3—¥
T/)=4—AFIL—TH-AYR=I—T—qJ) RAINT7EAIN] 7=
Y TFI) ANSEAL] [1, 17 —ET7zZ)] —4—14L} —2,
3, 9—RKNUYAFI—-6H—FT/ [3, 2—F] [1, 2, 4] NUTY
0 [4, 3—al [1, 4] Y7¥EY—6—1)] 7EH4—b (EEHIL
a1 )

[0588] [{£198]

[0589] S=&HHbE4 (75mg) . SZHILEHW11 (65mg) . N, N—
oAy 7OELTFILTIY (0. 078mL) . HATU (86mg) ®
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[0590]

[0591]

[0592]

[0593]

[0594]

BAEMAEN, N—UAFILKRILLTIR (3. OmL) A, ERBT205ME
Bl RIBBRICKEMATERL, £CELEAFREZRR L, >V ATILA
SLAOOXKNIS 74— (O0OKRIML : X9/ —)L=100:0~95:
5) THRETDIIEICLY. BELEY (1 15mg) ZHEBEMGKRELT
87, MS (ESI) m/2z2:837. 4 [M+H]+

EhEfl1 2

(12=1) xF 3= [(3=YF7/—4—AFIL—1TH-AYKR=)L
—T7—=4L) AT 7EAN] RV T— (EfEflEEH12-1)
[1£199]

SEZFLEYW9 (200mg) . 3— (V/OORINKRIIIL) REEBAF

J (302mg) . PYUIFILT7ZXY (0. 33mL) #/00OKILAL (5
. OmL) A, EETT7THBEE®R L, REBRICKEZMZTR#FEL, KBZ
PhaseSeparatorThEk BEEBEZREIRELL, BEEDY
ATNAZLIARNTZT74— (NFHY BT FI=70:30~3
0:70) ., 8LV VAFNVAZLYORMNIZT7 14— (VOOKRIML :
A% ) —=)b=100:0~95:5) [CTHEL., EELE®W (190mg
) EkEEERE LTERE, MS (ESI) m/z:370, 3 [M+H]+
(12—=2) N= (3=Y7/—4—4AFIL—TH-AYR=—T—1)
) =3 — (ERAOFVYXAFI) RyEY—1-RNKVYT IR (EEHLE
w12—-2)
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[0595]

[0596]

[0597]

[0598]

[16200]

EEBlibe®w12—-1 (190mg) OFhSEROTZ5Y (5. OmL
BREOCICHAHIL., 2MAKRILERDRYF VL ThSEROTZS VA
77mL) RUX%/—J)L (0. 063mL) #MATERICER
LAars4m@EE®RLE, 2MKRIERIDRY FIOL/ ThZEROD
SvdR (0. 77mL) #EML., EETIFKEFER L, RIFRICTN
BERAED LT OMATHERL, HBVWT/O00KRLLEMATERLL, KE
“PhaseSeparatorThREL, BEBERERBEL-. BE%E
SYUATNASLIARMNIZ 74— (VOOKRILL: X9/ —)L=100
:0~95:5) ICTHRETZZ&ICLY, EEELEW (124mg) &2H
BEKELTER, MS (ESIT) m/z:342, 1 [M+H] +
(12=3) 3= (FPYRAFL) —N= (3=vF7/—4—XFL—1H
—AYR=I=T—AN) RVEY—1-2JKRVT IR (REHbey 1
2-3)
[1t201]

)

R
Fim

&

~

EEFLEEHW12—-2 (124mg) OFb>ERATZ75Y (5. OmL
) BRIC2—TFIVR—1, 3—IUAFIAISFVY 29 AAFH T A0OKR
277—hk (207mg) . 1, 8—S7HE>4O [5. 4. 0] —7—
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[0599]

[0600]

[0601]

[0602]

[0603]

Tty (11 1mg) ZMA. ERTAFEIER L, RIGKICT NIG
B, BRI FILZMATERLE BREZDREL. RIBKT2E%ESRLE
%, BEBELL, BREAEVVASNASLIAR NI S T4 — (NFHY
BRI FIL=80:20~50:50) ICTHETIZEICLY., EEL
&Y (69mg) 2HBEHRKRELTHEL, MS (ESI1) m/ z:367.
1 [M+H] +

(12—4) 3— (FPI/AFL) —N— (3= 7/ —4—XFJ—1H
—AVR=L=T =) RVEY—1-22NFEYT7 IR (ERfiteii
2—4)
[1£202]

EEplitE®m12—-3 (69mg) . MYTTZIKRRT4Y (64mg
). XK (0. 5mL) #Fh>ERO75Y (5. OmL) 5, 50CT6
BRI L, RISBRERERMEL. £ CLEAEZ /7 OOKRIL L TRELS
%, BEL. RTDEICLYIEELEY (60mg) Z2HBERKELT
B, MS (ES 1) m/ z:341. 1 [M+H]+
(12=5) XFJ) [(6S) —4— {4 —[({3=[(3=>7/
—4—AFI—TH—AYR=—T—4N) RILT7EAIL] 7=}
AFI) ALNEANL] [1, 17 —ETz=Z)] —4—1L} —2, 3,
Q—KNYXFI—6H—-FT/ [3, 2—F] [1, 2, 4] pYyPVOL
4, 3—al [1, 4] Y7EEY—-6—a)] PEHY— (EEHLEY
12)
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[0604]

[0605]

[0606]

[0607]

[0608]

[0609]

[16203]

E=HEFI1 1ICBVWTESEGLEM1 1 ORDYICEREAILEW1 2—4 %
BWT (11-1) SAKORB. WBETZIEICLY, EELEYMERT
BEKE LT/, MS (EST) m/ z2:823., 4 [M+H] ~
EMEHIT 3
(13=1) 7=7OFE—6—XFI—1TH—aYR—=)L (EEHLEHI
3-1)

[15204]

S ’“N/‘
.
Br

SEFTICBWVWT, 1 —70F—4—AF)I—-2-—=bORVEVYOKRD
Yic2—-70F-3—=bOKLIY (2160mg) ZHVT. AKOK
i WEBETDZZEICELY, ZEEEW (1108mg) 2HBEKELT
B87~, '"H NMR (400MHz, CDCI3) 8§ ppm 2. 52 (3
H, s), 6. 58 (1H, dd, J=3. 21, 2. 18Hz), 7. 0
O (1H, d, J=7. 96Hz), 7. 19 (1H, dd, J=3. 08
, 2. 44Hz), 7. 46 (1H, d, J=7. 96Hz), 8. 27 (
1TH, brs)

(13—-2) 7-70F—6—AFI)—1TH-AYR=JL—3—HILK=F
Vv (EfEFHEEm1 3 —2)
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[0610]

[0611]

[0612]

[0613]

[0614]

[0615]

[16205]

SERIBICBWT, BEFULEMT ORDY ICERAEEH1 3 -1 (5
O0mg) ZAWVWT. RAKRORL, RBETZI&ICLY., FELEY (4
61mg) ZX—Y1@BEEKELTHEL 'H NMR (400MHz, CD
Clg) &8 ppm 2. 54 (3H, s), 7. 19 (1H, d, J=8.
1Hz), 7. 61 (1H, d, J=8. 1Hz), 7. 72 (1H, d,

J=2. 8Hz), 8. 72 (1H, brs)

(13-=3) 7-73/-6—4AFI—TH-A Y R=)L—-3—HLKR=K
Y (EEfibEE#m1 3 -3)

[16206]
N
SEFIICHWVWT, ZEFULEMB DRDLYICERFIILEN1 3 -2 (4

55mg) ZAWVWT, AHKORML,. NBETZI&ICLY, EELEY (1
46mg) #RBEGKE LTEL, MS (ES 1) m/ z:172. 1 [M
+H] +

(13—=4) xF) [(6S) —4— {4 —[({4-[(3=>7/
—B6—AFI—TH-AYR=IU—=T—4)) ZNT7EAIN] 7=}
AFI) ALNREANL] [1, 17 —ET72z=Z)] —4—14L} —2, 3,
9—NYXFI—6H—FT/ [3, 2—F]1 [1, 2, 41 vy7YO L
4, 3—al [1, 4] YF7EEY—-6—1)L] 7EH—b (REHILED
13)
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[16207]
i
e o N ey
H
NN
N N \\ {C) )
L . N N

[0616] EEHI7 ICHBWT, ERFUCLEMT —2DRDY ICEREFIEEW1 3 -3
(17mg) . RGESEHLEM10 (60mg) ZFWVT. (7-3) &
ERORG, LBETBIEICLY., BEBLEW (34mg) ZHEBMEE
LCB%s MS (ES 1) m/z:823. 5 [M+H] +

[0617] Z=HefI1 4
(14—-1) xF)b [(6S) —4— {4 —[({4—-[(4—7v0On
—3—=YF7/)—1TH—AYR==T7T—=4I) RANT7EAIN] 7=}
XFII) ANNEAN] [T, 17 —ET7z=0] —4—4J} —2, 3,
Q—KNYXFI—6H—-FT/ [3, 2—F] [1, 2, 4] pYyPVOL
4, 3—al] [1, 4] O7EEY—-6—4L] 7ES— N (EEHILED
14)

[0618] [1£208]

o
\ g
Y H
P
S
. .
A
s \‘N

[0619] EHEHI1 3ICHVWTC, 2—7OE-3—=bOMLIVORDYIZT -7
OE—-4—-s00-2—-=-—tARVYEVYEAVT, (13-1) — (13—
4) CAKORIG. MBETBEICLY,. BELELAMEABEGFSE LTE
<o MS (ES 1) m /z:843. 4, 845, 56 [M+H] +
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[0620] =B 1 5

[0621]

[0622]

[0623]

[0624]

(15—=1) xFJ [(6S) —4— {4 —[({4—-[(3=>7/
—4—APMNFY—TH—AYR=IL=T—4qJV) RIT7EAIN] 7=
} AFI) ANNREAN] [T, 1V —ETzZ)N] —4—-a0F -2, 3
, 9—MNUXFI—6H—-FT/ [3, 2—F] [1, 2, 4] NUYFVYDO
[4, 3—a] [1, 4] OF7EEY—-6—4q4L] PEH— b (EEHILE
#15)

[15209]

EREFI 3ICEVWT, 2—7OF-3-—=rOMLIVOKRDLYIC4—T
RE-3—=hA7=ZV—ILZAVWT, (13-1) — (13—-4) &Rk
DORIG. NBETZZ&ICLY, BELEYERBERKRE LTEL, MS (
ESI)m/z:839. 5 [M+H] +
EhEl1 6
(16—=1) xF)L [(6S) —4— {4 —[({4—-T[ (2, 3=
AFIV—TH-AYR=I—T—AJ) ANT7EAIN] 7z=)} XFI
) ANNEANL] [1, 17 —E7z=0] —4—4)} —2, 3, 9—Fh
YXFI—6H-—FT/ [3, 2—Ff] [1, 2, 4] vYF7VO [4, 3
—al] [1, 4] o7EEY—6—a)] 7EH—K (EEFILEW1 6)
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[1k210]

[0625] M7 ICHEWT. ERPULED T —20RHDYIC2, 3-IXFIL—1
H—A Y= =7-73X> (1 7mg) . RUSEHHEH10 (50m
g) ZAWT, (7—-3) tEKOKIG. BETDZEICLY. BELELE
M (22mg) #@8BEKELTHEL, MS (ES1) m/z2:812, 5
[M+H] +

[0626] =HEHI1 7
(17—=1) xF)I [(6S) —4— {4 —[({4—-[(3=>7/
—4—70F0—-TH-AYR=)Lb—=T7—AJ)V) ANT7EAN] TzZ)
} XFIN) ANNEANL] [, 17 —ET7z=0] —4—qJ} —2, 3
, 9—RNUXFI—-6H—-FT/ [3, 2—F] [1, 2, 4] bhUF7VYAO
[4, 3—a] [1, 4] F7FEY—-6—4a4L] PEH—F (EHEHLE
#17)

[0627] [1£211]

. i 5
SN i

P ,/N
~4

Q.

[0628] =M1 3ICHVWT, 2—7OF-3—=—hkOkLITvOoRbYIZT -7
OF—4—27)A0—-2—=—baRvErva#HVWT, (13—-1) — (13
—4) CABRORIL. WBETBZEICLY., EBLLEWMER— 1 BHE
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[0629]

[0630]

[0631]

[0632]

[0633]

ELTHEB~, MS (ES 1) m/ z:827. 5 [M+H] +

=EhEfi1 8

(18—=1) xFJ [(6S) —4— (4 —{[ (4= {[3—->7/
—4— (M) 7NAAAFN) —TH—AYR=IUL—=T—A)] AT 7E
A} 7)) AFII] AILWNEANY [T, 17 —ET7z=Z)L] —4—
A1) —2, 3, 99— MYAFI—-6H—FT/ [3, 2—-1F] [1, 2,
41 NYPYVO [4, 3—al [1, 4] ¥v7EEY—6—q4L] 7EH—
b (EFHEEY 1 8)

[1b212]

S

o Sy

EHEF1 3ICEVWT, 2—-7JOFE-3—ZrOMLIVORDYICT—T
OF—2—=-hO—4—-hMYZLAAXFIRVEVERBVT, (13-1
) — (13—4) EAKOKRIG. NBETZI&ICLY., EELEYMELR
MiEE LTI/, MS (ES 1) m 2:877. 5 [M+H]+
EHEfI1 9

(19—1) XFJ [(6S) —4— {4 —[({4—-[(3—-v7/
—5—XFI—TH-AYR=I—T7—qJ) ANT7EAIN] 7=}
AFI) ANREAN] [1, 1V —ET7z=Z)0] —4—4a)} —2, 3,
Q9—NYXFI—6H—FT/ [3, 2—F] [1, 2, 4] vY7YVOL
4, 3—al] [1, 4] OF7EEY—-6—4IL] PES— N (EHEHLED
19)
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[0634]

[0635]

[0636]

[0637]

[1£213]

EREH1 3ICHVT, 2—-7JAOFE-3—=rAMLIVORDYICI—T
OE—-4—-—=bOMLIVERAWT, (13-1) — (13—-4) £E&KD
ki, WBETBIEICLY., BERBELEWEREMEE L THE, MS (E
S1)m/z:823. 5 [M+H]+
=Bl 2 0
(20=1) XFI 5—-—[(3=2F/—4—XAFI—1TH—-AV =)
—T7—=4N) ZNWT7EAN] EYVIY—2-ALKRFIS—F (MR
a%20—1)

[1b214]

SEHEE®HI (300mg) . 5— (VAARIEKEZIL) EYYY—-2
—AWRVEXFIL (454mg) . EYTY (0, 71mL) 257 +5k
FOZ75> (6. OmL) A, ERTAKEREL L, RIBRICHERITFI
RO1TNEBEMATERL, EUEEKRZRR L, BHRICHEFESK,
FThSEROZ7SVEZMATERL, 20o®I7O00KVLZMX. KEZP
haseSeparatorThRE BRBEZRIRELL BEEZYITF
WI—FIVICTREBEESE,. BIRT2Z&ICLY, ZEELEEW (210mg
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[0638]

[0639]

[0640]

[0641]

) aEAEEKELTEA, MS (ES 1) m 2z:371. 1 [M+H] +

(20-2) 6= (FPYRAFIL) —N= (3=vF7/—4—XFL—1H
—AYR=IU—=T—4)) EYIY—=3—-JKVT IR (REHEH2
0—2)
[16215]
;g%iH
i

"N

ERTA . ERfEE®w20—1 (210mg) OF RO SY
(5. OmL) BBRICZMAKRERVRVFIL/ TSRO VA

v
R (1, 14mL) 2MXATCEETOSBEERLL, RERICEEMELT v
EZVALKBREMATERL, VT2 OO0RLLEMATERL, KB
%“PhaseSeparatorThsE BREEZREERBLL. BEEY
DATNAZLI7BTNIS5 74— (VBBKRIVL: A5/ —=)L=100:
0~95 :5) ICTHEAETZZ&ICLY., HBEMRKR (76mg) 25k, Z
DEE, RUP2—TIR=1, 3=IUXAFIAIHV) ZDLAFH IS
ARZA77—h (125mg) . 1, 8=YF7HEY-O[5. 4. 0] —
7—-ovFt> (0. 066mL) 275 ROT75Y (5. OmL) &
. ERT2REER L, RIGRICBEEMIBLE TV EZVLKBKR., 700K
WALEMATERL, KBZPhaseSeparatorTRE BHE
ERERE L, BBEEV VATV AZLIOR NI ST 14— (NFH Y
MEETFIN=70:30~30:70) ICTHEAEL. EELEYW (63mg
) =RBE&EKE LTS, MS (ES 1) m/z:368., 2 [M+H] +
(20—-3) 6= (PI/AFI) —N— (3= F7/—4—XF)L—1H
—AYR==T—4)) EYI V-3 -JKRVT IR (EEfiEin2
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0—3)
[0642] [16216]

[0643] EHEHIT 21ICBWT. EEGIEEW 1 2 -3 DRDYICEREFIIEEH2 0
—2 (63mg) #2BVT (12—-4) tAKORIS. WEBETDIEICL
YIZBELEY (24mg) 2ABEGE LTH/E, MS (ES 1) m/ z:
342, 1 [M+H]+

[0644] (20—4) xF)I [(6S) —4— {4 —[({5—-L(8B3=>7/
—4 —AFI—TH-AYR=L—T —AJ) ANLTF7EAN] EYI V-
2—A)} AFI) AIWNREALIN]T [1, 1V —ETz=Z)V] —4 -4}
-2, 3, 9—NUXFI—6H—-FT/ [3, 2—F] [1, 2, 4] b
yrvno 4, 3—al] [1, 4] VF7EEY—-6—4J)] PEH—bF (X
HEflib&¥ 2 0)

[0645] [15217]

O N
[0646] EHEHIT 1ICBWTSEREEM 1 1 ORDY ICERFIEE®YW20-3 %
BAVWT (11 -1) tABORD. NBETZZ EICLYEELEYEXE
BEEKELTERE, MS (ESI) m/ /z:824, 3 [M+H]*
[0647] EHEHI2 1
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[0648]

[0649]

[0650]

[0651]

(21—1) t—=7FIN 4— {4—[(6S) —6— (2—ArF¥—2
—FFVIFI) -2, 3, 9—hMUYXAFIL—6H-—FT/ [3, 2—f]
(1, 2, 4] NYy77VO [4, 3—a] [1, 4] 27EEY—4—a)
1 72z=)} =3, 6=2ebraEYYr—1 (2H) —AHILKRFLF—H
(EmEfltEm21—1)

[1218]

FILIVERT. BEHLAYW1 (500mg) . N— (t—TrFoh
JWiR=J) —1, 2, 3, 6—FhZeROEBYYY—-4—-FROvEE+rO
—)VIZAFI (447Tmg) . BEfE/AS5< 9L (Tmg) . S—phos (
99mg). ZvlthUHL (210mg) . kK (0. 078mL) &5k
ZerfO73Y (6. OmL) AEA, 75EMBERLE. BFBRIFIL%
AWTRIBREERLICTRAL, BREREREL, BEENHI U A
TWAZLIAT NS 74— (NFHY  BFBIFI=70:30~20
:80) ICTHEL., EEEEYW (680mg) ZXEBBEEE LTHL,
MS (ESI)m/z:562, 5 [M+H] +
(21-=2) xF) {(6S) —2, 3, 9—hFUXFI—4—-[4— (
1, 2, 3, 6—FhSEROEYYY—4—qJL) 7zZ)] —6H—F
T/ [3, 2—F]1 [1, 2, 4] vYyF7YDO [4, 3—al [1, 4]
TEEY—6—4I} 7EH— EBIE (REfbam21-2)
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[16219]

[0652] EMEHIEE®21—1 (21 7mg) X% /=)L (0. 5mL) BRIC
4AMIBIEKER 1, 4—2FFHFVBEKR (2. OmL) ZMA. ERTI1H
BiER L, RIBREZRERHEL. BEE2 AV 7OENLI—FTILTREBER
L. BE. SR TDI&ICLY. EEELEY (198mg) 2EBEGKE
LTHB%e MS (ES 1) m/z:462, 2 [M+H] *

[0653] (21—3) xF) [(6S) —4— (44— {1—-[({4-T[(3—-v
T/)=4 = AFIN—TH-AYR=L—T—4J)) RINT7EAIN] 7=
LY AFI) AIVREAINL] -1, 2, 3, 6=FrSkROEEYY V-4
—qJI} 7)) —2, 3, 9—KUXFI—-6H—-FT/ [3, 2—fF
1 [1, 2, 4] pYyPYa [4, 3—al [1, 4] P7¥EY—6—41
W1 7ES—F (EEBlEEm2 1)

[0654] [1£220]

[0655] HKUKRRTY (22mg) OFhZEROT7ZY (3. OmL) BRICE
ZHILEWS (68mg) . BLUN, N=V4V7OBLIFILTIV (
O. 11mL) ZMAEERTI1 59E®RL. W TERIEEM21 -2 (
100mg) . RN, N=IAFIHRILTIR (0. 5mL) ZmMA.
ERT2HEER L, RIGRICKZMATR®E L, BT F)L T3 EHE
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[0656]

[0657]

[0658]

[0659]

[0660]

[0661]

L. BBZRERE L, BEEZVATIVAZLVOTRNTI ST 14— (
J008KRIML : X9/ —=)IL=100:0~95 :5) ICTHHEL, YITFI
I—FLICTREREL, BEL BHREITDZIEICLYEELED (60mg
) A BEMEELTEL, MS (ESI) m/z:828. 4 [M+H]+

Ehefl 2 2

(22—=1) 7-70F—TH—-A4YR=I—4—-HIKR=M)I (EHEH
tem22-1)

[18221]

BEFTICEVWT, 1 —TOF—4—AF)—-2-=—bORVEVORD
YIZ4 -7 O0F-3 - RVYYZM)JI (2270mg) ZAVT., AKDOK
i WEBETDZIEICLY., ZEEELEYW (540mg) 2XF/EERKRELT
B85, '"H NMR (400MHz, CDCl3) § ppm 6. 86 (1
H, dd, J=3. 21, 2. 18Hz), 7. 36 (1H, d, J=8.
36Hz), 7. 41 (1H, d, J=7. 83Hz), 7. 46 (1H,
t, J=3. 21Hz), 8 65 (1H, brs)

(22-2) 7=7X/—1TH—-AYR=I—4—-HIKR=M)I (EHEH
t&m22—-2)

[16222]

SEFICHWVT., BEFULEMS DRDLYICERIEE22—1 (1
OOmg) ZAWVWT., EHORIG. WEEFTZEICKY., EBEILEY (5
3mg) EHEABEGKEE LTE~E, '"H NMR (400MHz, DMSO—
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[0662]

[0663]

[0664]

[0665]

[0666]

[0667]

d6) 8§ ppm 6. 06 (2H, s), 6. 34—6. 41 (2H, m
), 7. 22 (1H, d, J=7. 96Hz), 7. 49 (1H, t, J=
2. 83Hz), 11, 15 (1H, brs)

(22—=3) xFJ [(6S) —4— {4 —[({4—-[(4—->7/
—TH=AYR=I=T—=4I) RIT7EAIN] 7L} XFI) Al
NEAN] [T, 1V —ET7z=Z)] —4—4a)L} —2, 3, 9—KUXF
VW—6H-—-FxT/ [3, 2—Ff] [1, 2, 4] byY7YnO [4, 3—al
[1, 4] >F7EEY—-6—94)] 75— (EEHEEM2 2)
[1£223]

EREF 7T ICBWT, ERAIMEEDT —20RDYICERGILEm22 -2
(29mg) . RUSEHILEE®WT10 (80mg) #AVWT. (7-3) &
BEHRORG,. BETZIEICLY. EBLEEW (26mg) Z2EHEBMEE
LTHB%k, MS (ESI) m/ z2:809. 4 [M+H]+
EMEHI2 3

(23—-1) 7-70F—TH—-A4YR=IL—3, 4—=TJAHLKR=ZL)I (
EREfEEm23—-1)

[16224]
Br
SEH8ICBWVWT, SEFUEMT ORDLYICERAIIEEM22 -1 (1

OO0Omg) ZAWT, AKORIL. WBETZIEICLY. EELEY (4
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[0668]

[0669]

[0670]

[0671]

[0672]

[0673]

8mg) EMEABEGKE LTHE~E, MS (ESI1) m/ z:246, 0, 2
48. 0 [M+H] +

(23-2) 7—=73I/)—1H—AYR=)IL—3, 4—UAILKR=FNYI (
EEflibe®m23 —2)
[1t225]

SEZHIICBWVWT. ZERULEM B DRDLY ICERHILEM23 -1 (4
5mg) ZAVT. EBRORML. WBETZI&ICLY, EEELE®W (10
mg) AXEAEEELTEE, MS (ESI) m/z:183, 1 [M+
H] +
(23—=3) *F) [(6S) —4— {4 —[({4—-T[ (3, 4—2
TP/ =TH—AYR=I—T—4J) RAIWNT7EAIN] 7z=)b} AFI
) AINREAN] [T, 17 —EZ7z=0] —4—4J)} —2, 3, 9—k
JAFI—-6H—-FT/ [3, 2—Ff] [1, 2, 4] v)Yy7VnO [4, 3
—al [1, 4] Y7EEVY—-6—4L] PEH— b (EfEfE®23)
[1t226]

ERefl 7 ICBEWT, ERAEEMT —20RDYICEREFEEHN2 3 -2
(9. 4mg) . RUBEHLEMW10 (72mg) #HVT, (7-3)
ERBRORIG. WBZET DI &ICEY. BEIELEY (15mg) ZREEYN

K& LTH/Rl, MS (ES 1) m/ z2:834. 5 [M+H]+
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[0674]

[0675]

[0676]

[0677]

[0678]

[0679]

EHEHI2 4

(24—-=1) N= (3= {4—[ (3=YF7 /=4 —XF)I—1H—-qAVKR
—I=T7—=4N) ZWNT7EAIN] 7z} FAENL) —2, 2, 2— Kk
Doao7E 7 IR (EfRblicE®m24-1)

[16227]

EREHI2 0ICHWVWTE— (YO0RILKZIV) EYIY—2—-HILRVER
AFILDORHLYICA4— [3— (MY 7407 b7IR) 7OEL] RV
EYRNRZLsOY REBW (20—-1) EAKRORIG. WBETBI &
KLY BBLEYEBEMEAE LTERL, MS (ES 1) m/ /z:465.
2 [M+H] +
(24-2) 4— (3—=72/70ENL) —N— (3—=YTF7/)—4—XF)
—TH=—AYR=I=T =)L) RVEY—1-2)EKYT IR (L
a4 —2)

[15228]

T UNH;
EEpitem24—-1 (61 0mg) . KBAVDIL (545mg) , K
(0. 8mL) #x4/—JL (8. OmL) FA, EE2C2mFEERL], X
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[0680]

[0681]

[0682]

[0683]

&) —IERBRETICEEREL, KEMATHER LA, 1NIEE (5mL) %10
ZTHBL, £CEEGFER Lz, KTRBEEL. BRI &ICLY
REEGEZGL, COBKICKED) DL (273mg) . K (0. 5mL
). A% /=)L (5. OmL) #MNA. GEEMEBARR L. X9/ —IL%&
METICBEL. KEMATHESR LA, 1 NEBEMATERL., £ULE
HERR Lz, KTREHNEL, B RBITIIEICLYEELEY (4
53mg) #KEBEMKRELTEE, MS (ES1) m/z:369. 2 [M
+H]

(24—-3) xF) [(6S) —4— {4 —[(3— {4—-[(3—-¥
T/) =4 —AFN—TH-—AYR=—T—4)V) ANT7EAIN] 7=
LY ZFoeEn) AvsEA4NL] [1, 1V —EZ2z=Z0] —4—4)} —2
, 3, 9—MNUXFI—-6H-FT/ [3, 2—F] [1, 2, 4] pUY7T
va [4, 3—al [1, 4] Y7EEY—6—1L] PEH— (EiEH
tE24)

[15229]

EHEFI1 1 ICBVWTESEBLEM1 1 ORDY ICERESIEEW24 —2%
AVWT (11 -1) EEAKRORE. BEBETZIEICLY. EEELEWENR
—YaEFE L TR/E, MS (ES 1) m 2:851, 7 [M+H] +
EEfl2 5
(25—1) xF) {(68) —4—-[4" — ({[4— (/OBRIK
Z) —3=70FB 7] AFIY AIWNEAN) [1, 17 —ED
)] —4—4)] —2, 3, 9—KUXFI—-6H—FT/ [3, 2—
f1 [1, 2, 4] vYy7PYVOo[4, 3—al] [1, 4] v7EEY—6—
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1} 7 — b~ (ERHEEW25-1)
[0684] [1b230]

o

Q’J\ﬁfo

/;ijv o

SFN K

ﬂé“(%;
O

[0685] ZEHI1 0ICHEWVWT, 4—TOERYINL
S3=T7NFOTT oAV TIVEREEZRAVWT (10—-1) — (10
—3) tAKORIG. NBETZZEICLY, EBILLEDEXRBEREE L
Bk, MS (ESI) m/z:688. 4 [M—CI|+H,0]+

[0686] (25—2) xFJ) [(6S) —4— {4 —[({4-[(3=>7/
—4 —AXF—TH-AYR=—T—4J) ZLT7EAIL] =3 =T
FZR7TZ)} AFI) AIVREAN]T [T, 1) —ET7z=Z)] —4—4A
IV —2, 3, 9—FNYUXAFI—-6H—-FT/ [3, 2—Ff] [1, 2, 4
1 dYFPYO [4, 3—al] [1, 4] o7€EEY—-6—94)] 7EH—Fh
(EHEHEEm25)

[0687] [1£231]

T7IVOKDYIL4A—TOE-

[0688] ZEHMEHI7 ICHWT. ERBULEMT —20RDYICSEFILEMO (26
mg) . RUOERFILEM1 ODKRDLYICEREFIEEM25—1 (97mg
) EAVWT, (7-3) tAKRORE. VBETBZI&ICLY, FELED
(69mg) EXR—Ja1BHMEFEELTHERL, MS (ES 1) m z:841
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. 5 [M+H]+

[0689] =fEHI2 6
(26—1) xFJ) [(6S) —4— (4 —{[(O1R) —1— (4—
JOE7x =) ITFIN] AINEANLY [T, 17 —ET7z=Z)L] —4—
A1) —2, 3, 99— MYAFI—-6H—FT/ [3, 2—-F] [1, 2,
41 fNYyPYVO [4, 3—al [1, 4] ¥v7EEY—6—q4L] 7EH—
b (EEfE®m26-—1)

[0690] [{6232]

Q =

\ ‘T/j/u\ N/\@

\ % H ,

Siﬁ(j/\/ e
\ A

5 - f
YN N
] N
Mgkiﬁﬁ
&

[0691] BEHlLE®W4 (100mg) . (1R) —1— (4—-TJOE7z=))
I¥VF7IY (48mg) . N, N=Yq4vy7FoELITFILT7IY (0. 1
OmL) . HATU (91mg) ®N, N=SXFILRILLATIR (2. 0
mL) ORGBARE. BRICT 6BEE®R Lz, RIBREHBIFI TH
FRU. fBAFIBIEK—K (1 : 1) T30, #BMEEKTI LS L. EXKRE
B M) D LTRRRERR. BETAELEZELEL, BONEREEY ) D
FIWAZLIAT NS 74 —ICTHRE (VO00QFRIVL : X5/ —)L=98
:2~90:10) §32&iC4Y. ZBLELEW (156mg) ZXKEBKH
KOS S LTE, MS (ES 1) m/z2:682. 4, 684. 4
[M+H] +

[0692] (26—2) xFJI {(6S) —4—[4" — ({(1R) —1—[4~-
(RVYINANT 7)) 72201 TFLY AMKREAN) [1, 17 —
Eoxz=N] —4—4a4)V] -2, 3, 9—FNUXFI—-6H—-FT/ [3,
2—f1 [1, 2, 4] vYy7vYOo [4, 3—al] [1, 4] oF7EEY -
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[0693]

[0694]

[0695]

[0696]

66—} PEY— (EEFILEW26—-2)

[16233]
noc
\ SERe
\ . ,'J H K}\ _
N N
N ¥N(
I
mg“(%ﬁ

O

=LA 26—1 (133mg) . RYTVILAILATHY (0. 02
8mL) . N, N=Y4vyFOELTFILTIY (0. 10mL) ., 4, 5
—ER (PT7I2ZNKRRT4/7) —9, 9—IUAFLFHYFTY (Xant
phos, 23mg). NJR (IRVIYFUTEINY) VIRSTDL (
18mg) . bbTY (2. OmL) , FhZEROTZSY (0. 70mL
) DREEME. BRFESK. Y4 VOKEHT. 150CTO. SMEER
Lz, BRIFTHAR. RIGREBENHI ATV ASLIOR NS
41— (ANFHY HEEIFN=50:50~0:100) [CTHEHRTZZ&
IC&Y, EELEY (126mg) ZREEEBMEELTHL, MS (ES |
)m/z:726. 5 [M+H] +

(26—3) *F) [(6S) "4— (4 —{[(1R) —1— {4-—
[ (3=YF /=4 —XFIN—1TH—-AYR=)L=T—4J) RAIVT7EA
V] 2=} TFI] ANEANY [1, 17 —ET7zZ)V] —4—41
V) —2, 3, 9—NUYAFIL—6H—FT/ [3, 2—F] [1, 2, 4
1 vy7vo[4, 3—a] [1, 4] V7EEY—-6—94)L] 7EH—+
(EREfEE2 6)
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[16234]

[0697] EHEHIEEM26—2 (124mg) OFEr=K)J) (2. 5mL) —
2NiEE (0. 50mL) #®&IC. XkAF. N—s/OoARI> V13X K (8
Omg) ZmMx. EIRICT 2B5EHER Lk, RINRICBEEMEIEK—K (1 :
1) #MA. BT FIC2EHE L, E@bEAEHEBEBMBIEKTHE
B L. KBS MY U LTERREER. BETREELZEELL, BoNk
BEESEGILEW (33mg) OFhSEROZS5Y (5. OmL) &
I, BRICTEYYY (0. 14mL) #MA, BRICT1 6BEEE#L
foo RIGARICBEFIBIEAK—K (1 : 1) #MA. 200KNLL—X% =)
T1E. 700FRIVAT2EHE L, &b /-ARELBKREF N
LTHEEAR. BETAEEE LR L, BONLBRBEENHY Y AT LA
SL/0OX NS5 T74— (VO8KRIML : A9 —=)L=90:10~50:
50) THRER BUOYVAFILASLIOR NS 74— (VOOKRILLA
XY/ —I=98:2~90:10) THREITZZEICLY., ZELED
OB =T, HEEYLEZPNMHPLC (1 OmMEKET7VEZD
LKBBR-—TEIZRM)IL) ICTHEETEZEICELY, FEELEY (16m
g) #ABMEE LTH/AL, MS (ESI) m 2:837. 5 [M+H]+

[0698] =HEHI2 7
(27—=1) XF) [(6S) —4— {4 —[({4=-[(3=>7
—4—AFIN—TH-—AYR=I—=T—q4I) RINTF7EAIN] —2-T)
AO7 TN} XFIL) ALNEAL] [1, 17 —E7z=Z)] —4—41
VY —2, 3, 9—NYAFI—6H—FT/ [3, 2—F] [1, 2, 4
1 vy7vo 4, 3—al] [1, 4] v7EEY—-6—aL] PEY—
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(Rreplita27)
[0699] [{6235]

!
i

NN
O

[0700] SEEHI25ICHVWT, 4—TOE-3—J)AQTIZIAYVTIY
BIEORDYIC4—TOFE-—2—-7)0A07 A9V T7IVIERIESH
WT, (25—-1) — (25—-2) &AKDORIG, NBETFT B EICLY,
BELEWER—Y 280K E LT/, MS (ES 1) m/ z:841.
5 [M+H] +

[0701] =EHefl2 8
(28—=1) xF)L [(6S) —4—-— {4 —[(1—{4-[ (83—
T/)=4—AFN—TH-AYR=I—T—4)V) RINTF7EAIN] 7=
L}y —2—eRAOFYIFN) ALREAL] [1, 17 —E7z=Z)0] —
4—A)N} =2, 3, 9—hFUXFI—-6H-—FT/ [3, 2—F] [1,
2, 4] vYFPYVB [4, 3—al] [1, 4] 97EEVY—-6—a1I] Tt
& — b~ (EfEBEE®2 8)

[0702] [1£236]

[0703] E=MEBI25ICHVT. 4—TOF—3—TINAOTIoIAASVFTIVE
BIEORDYIC2-T7I/—-2— (4—7OF7x=)) T4 /—LERV
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[0704]

[0705]

[0706]

[0707]

T, (25—-1) — (25—=-2) tEA®DORIL. DEBETZIEICLY, &
Bltemeatmds LTEe, MS (ES 1) m/ z:853. 5 [M+

H] +

EhEfI 2 9

(29—1) 3, 4=UAFI—TH—AYR=IL—-T7—-T7IV (EEhlt
a29—-1)

[{6237]

NH,
BRI/, 7—-70F-3, 4—IAFI—TH—AYR—=JL (443
mg). . "RvVYI7x /)43 (601mg) ., 1. SMYFILER(NY
AFLTYVIV)TIR/FhSeRO75VEK (5. 3mL) . [1, 3—
EX (2, 6=Y—3—-RUFITzZI) A5V —=Ib—2—-41)FT]
(3—vonEYY)) yrsoanz2on (1) (Pd—PEPPSI

—IPent catalyst, 47mg) Z7b>FOT75> (3.
OmL) A, 7HEEMEBERR LA, RINRICBEMIRET V€= 7 LKBRK,
SO0OFRIVLAENMATERL, KBEAZ#PhaseSeparatorThE
. BEMBEARERELL, BRERCERBE FOF I TIY (344mg)
. BB M) UL (487Tmg) XY /=)L (3. OmL) —Fh3ZER
O75Y (3. OmL) REBHEF, ERETIKERE®R L, RIBRERE
BREL. BFERK. 700KRINALAEMATERL, KBEEPhaseSe
paratorTlRE BREZRERELL. BEEY)VATNASLY
AY NS5 74— (YOAKRIML : X9/ —=)L=100:0~95:5) I
THETZIEICEY, FELEY (279mg) ZRkBEMGE LTEL,
MS (ESI)m/z:161. 2 [M+H] +

(29—-2) XFJ [(6S) —4— {4 —[({4—-10[(3, 4->
AFIV=—TH-AYR=I—=T—AJ) ANTF7EAIN] TT=)b} AFI
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[0708]

[0709]

[0710]

[0711]

) ANEACN] [1, 17 —EZ7z=Z)] —4—4)} —2, 3, 9—+
DAFI—6H—-FT/ [3, 2—Ff] [1, 2, 4] N)F7VnO [4, 3
—al] [1, 4] Y7EEY—-6—4aI] PEH— b (EEfLE®H29)
[1£238]

EEHMEEHM29—1 (19mg) . BEHEEMT10 (70mg) | E
)Yy (0. 041mL) 255k RO75Y (3. OmL) i, =RT
SRR L, RINEEZREBMEL. MLIVHB L, BEEVUAY
WASLY AY NS 74— (VOAKRIML : A5/ —)L=100:0~9
5:5) . BLTVVAFNAZTLIAT NI S T4 — (BFBBTFI : X%
J=I=100:0~95:5) [CTHEEL. EHELEY (57mg) &
"EEGFHE LTH/RL, MS (EST) m 2:812. 7 [M+H] +
EMEHIS 0
(30—1) xFJ {(6S) —4—[4" — (4— {4—[(3—-v7
J=4—AFI—TH-AYR=—T—AJ) RIVT7EAIN] 7z
} EXRY Ty =1 —=-HhiR=Z) [1, 1V —ET7z=Z)] —4—-9)L] —
2, 3, 9—NYAFIN—6H—FT/ [3, 2—F] [1, 2, 4] R~V
7VOo [4, 3—al] [1, 4] V7EEY—-6—1)L} 74—t (e
Blib&am3 0)
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[0712]

[0713]

[0714]

[0715]

[16239]

EMEFI25ICHEWVWT, 4—TOFE—3—7)WA0T7 AT IVIE
BIEORDHYICA— (4—TOFET7zZ)) ERYIVIEBEEZRVWT. (
25—1) — (25—-2) LtEKROKRE. WEBETZI&ICLY. ZEBELES
MEBPEREE LTERE, MS (ESI) m/ 2:877. 6 [M+H]+
s 3 1
(31=1) t=7F) (3—{4—-[(3=2F7/—4—XAF)—1H
—AYR=I—T—4J) RANT7EAIN] 7)) FONR-2—(V—
1T—AJ) ANNA—F (ERFlEHm31-1)

[1£.240]

BEFEW14 (300mg) . N— (t =T rFohiRz)L) 7O
WFITIY (239mg) . 2—Iv/ankI)bikR74/-2" , 4
', 6 —N)qsyFaELETZZ)L (X—Phos, 37mg) . X—
Phos7I/E7z=Z)/RZYoss0) R FL#E (61mg) . Y
VEBHYTDL (490mg) BLUTFISEROTSY (4. OmL) OEE

e, ZBRFEHT. YA 7OKRNT. 120CTIRERERLL RIER
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[0716]

[0718]

[0719]

[0720]

ICRAFIRIEAK—K (1 : 1) ZmMx, BT FIC2E#H L, &btk
ERBEZHMRIBKTESL. KRBT N U LATREREER. BETE
WEBEL, BBEZYASNAZSLIOR NS 74— (VOOKRI A
A ) —)b=98:2~95 :5) ([CTHRELLER. BENHIYASIL
AZL70OXNIST74— (/0OOKRIL : AH/—)L=95:5~50:
50) ICTRETZIZEICLY., ZEBIELEYW (209mg) 2 XBEMAEE
LT#E~, MS (ESI) m/ z:465, 3 [M+H]+

(31—-2) 4— (3—7zx/7aR—1—4Y—1—4J) —N— (3—
DT =4 AFI—TH—AYR=I—T—4)) RVEY—1—-RJK
YF7IN EEIE (EREGIEE®M3 1 —2)

[1£241]
HNT
4
EEHeEw31—1 (205mg) ICAMIBIEKE"1, 4—-TA %Y

Vs (6. OmL) #=RBICTMAL, RIBICT1. SEREERE. RIG
BAERTEMRLE, BEAVIFILII—FILTEHRENEL., BRTBZIET
EEEEY (150mg) 28BEGFE LTHEAL, MS (ES 1) m/ z:
365. 2 [M+H]+

(31=3) AF) [(6S) —4— {4 —[(3— {4—-[(3—>
T)—4—XF)—TH—AYR=)L—T—AJ) ANT7EAN] 7=
Wy F7OnR=2—-4rv—=1—=4J) AILNEALN] [1, 1V —ET7z=)
1 —4—a0} =2, 3, 9= RFYXFI—6H—-FT/ [3, 2—F] [
1, 2, 4] vYy7vyOo [4, 3—al [1, 4] I7EEY—-6—1)1]
Ty — b (EEGILEHmS 1)
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[18242]

[0721] EMEFIEEH3 1 -2 (65mg) . BEHULEYS (80mg) DN,
N—UAXAFIRILLFTIR (1. 6mL) JFRIC. BRICTN, N=Y1qVY
FOELIFILTIY (0.083mL) HATU (73mg) #MA. &
BICTTREEER L, RISREAY /=L THERL. BRI FILEBNE
BAK—=K (1 :1) RIZMATe PEORBMERELLDS, BREDR
L, BBBEZMAMEBIIRK—K (1 : 1) T20, fEMRIFAKTIEMEEL
 EBKEREET M) U LATRERBR, BETAEREEEBELL, SONLEE
ZENHYYAZINAS LA TZ74—ICTHEE (/00K A - X8
J—=I=95:5~50:50, FLASL :Y)ATIL) §BHIZ&ICLY
. EEEYW (103mg) 2808MAEELTHRL, MS (ES 1) m/z
:847. 5 [M+H]+

[0722] S=HEHI3 1
(32—=1) XFJ) 4" —[(6S) —2, 3, 6, 9—F KRS AFI—
6H—FxT/ [3, 2—F1 [1, 2, 4] vhYy7YVO [4, 3—a] [1
, 41 vT7EEY—4—4)] [1, 1" —E7zZ)] —4—HAILKRFY
>—h~ (EfEfEEM32-1)

[0723] [{t243]
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[0724] ZEHIEE®W2 (150mg) . 4— (A RFIHILKRZN) 7T ZUR
AOVEE (81mg) . 2—Y¥VONFIUINERRAD /-2, 47, 6’
—fM)qavFoELEZ =)L FR/ETZZZN RSP L OYR
T (15mg) . KBBF M) DL (79mg) . 1, 4—-2FFHY
(3. OmL) . K (1. OmL) #EB&L. ¥4 J0OKBHT. 100TC
T209#E® Lk, RISEEMICKEMACEHBRIFILCHE L, BHE
HRIFIRIEKTHS L. BKMEEST N YV ATHERICAZAL. BRERE
BREL. BMEENHYDASLASLIOR NI S T4 — (NFH Y BE
BBIFI=80:20~0:100) THRETZIIEILLY. EBELEY (
161mg) 2HEHEELTEL, MS (ESI1) m/ /z:457. 3 [
M+H] +

[0725] (32—2) N— ({4—-[(3=Y7/—4—AF)I—1TH—-AYK=)
—T7—4)) ANWT7EAN] 70} AFI) -4 — [ (6S) —2
, 3, 6, 9-F b SAFN—-6H-FT/ [3, 2—Ff] [1, 2, 4]
f)7vo [4, 3—al [1, 4] 27EEY—4—1q)] [1, 17 —
E72x=)] —4—-HILRFHI RN (EEGLE®DS 2)

[0726] [{r244]

[0727] =EHEHEE®32—1 (73mg) OXF/—)L (3. OmL) BKIC1
NKERIEF M) D LKBAKR (0. 32mL) #MA. ERETIOREERLE
o RIGHRICT NIBERZMA THRH L, BEREL ., S5NEEGK, LU
SEFILE®WS (60mg) . N, N—=JqvyF7OILIFILF7IY (0.
082mL) ., HATU (72mg) #N, N=UXFLKRILLT IR (3
. OmL) A, BETIRBEE®R L, RERICKEZMATEEL, £CKk
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[0728]

[0729]

[0730]

[0731]

[0732]

B@FREEN Lz, YVATNASLPORNIZT74— (VO00ORIML @ X
#/—)=100:0~95:5) THRHETZZ&ICLY, EBLEY (1
OOmg) ZHBE®KE LTHEL, MS (ES 1) m/ z:765. 6 [M
+H] +

=3 3

(33—1) XFJ) 7—-7O0F—TH-AYR=—IL—4—HILRFLS5—
b (EEFHEE®HM33—1)

[1£245]

AF)N 4-7OF-3-=pbORVYYT—hK (2600mg) OF+S
EROZSVEBE®R (30, OmL) I, —78CIKTIMEZILIYTRIY
L7OXIR/FhZerO75VEKR (25. OmL) Z59@THNA .,
FIRICT 1 BEESE. RIGRICBEFEL T VT LKBR. KEMA.
ERETHRB LA, 2RE. KBEZHBIFITIEME LL, &btk
WEARFRIEKTHS L. BKHES N D LTERIERAR. BETAE
EBEL, BONBREEAD ATV AS LA NI ST 1 —ICTHE
(NFHY BT FIL=90:10) 22 &ICkY., ZBLEEY (12
23mg) #EBERKELTEE, MS (ESI) m/z:254, 1, 2
56. 0 [M+H]+

(33—=2) xFN 7—-70F-3-YF7/—1TH—AVR=IL—4—-1
WRFY5— b (EEFIEEH3 3 —2)

[1£246]
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[0733]

[0734]

[0735]

[0736]

EREAEEM33—1 (1000mg) ON, N=IXFIKRILLTI
R (4. OmL) IS, BRICTZzZIARRARZLY 0) KR (1. 0
mL) ZMX7, 100CICT209FEHE. N, N=IAFIKRIVLLT I
K (4., OmL) #EML., 100CICTEISIC409ER L, EROF
UITIVIEMIRE (54 7mg) ZMMx. 100CICT2KA. 140TIC
TO. SEEMBIEL L, ERFTHAR. RISRICERBIFILEZMAR
FRU. BEFRIESKICT3 M. FEMNREKTIERSEL. BEKMEBTN DA
THIRRAR. RETAEEBE L, BONLEEBEE )V ATIVAT LY
AR NS 74 —ICTHE (/00KRNML : AH/—)L=98:2~95:
5) §32&iC&Y., EELAYW (703 mg) #BBEGOMERBEYE L
Bk, MS (ESI) m/z:279. 2, 281, 2 [M+H]+
(33-3) 7-70F—-4— (EROFIAFI) —TH-AYR—JL—
3—HNR= bV (EEFEEHD3 3 —3)

[1b247]
HO.

N
1L
o
N
: H
Br

EEplitE®W33—2 (391mg) OFrZEROT75Y (16, Om
L) BBRIC. KATF. 2. BMUFILTILI=OLER) K/ TSk
FOZSv@BKk (1. 70mL) @ T LA, BRICTT O #R%E, 1N
\EEEMA,. BRI FIL T20OHE L, b LEHBEBNRIEKTH
M, EKWREEF MU LTERIBRER. BRETNIEEZEE L, EO5NE
BEIVOORILLICTREBERS. BT &ICLY, ZEEEEH (221
mg) ZKREBEEAFE L THEE, MS (ES 1) m/z:233. 0, 235
. O [M—OH]+;'H NMR (400MHz, DMSO—d6) § p
pm 4. 94 (2H, d, J=5. 27Hz), 5. 33 (1H, t, J
=5, 33Hz), 7. 10—-7. 27 (1H, m), 7. 48 (1H, d
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[0737]

[0738]

[0739]

196 PCT/JP2021/004231

NE
)

83Hz), 8 31 (1H, s), 12, 44 (1H, brs

(33—-4) 7T- [ (7z=Z)AxAFVFTY) 7X/] —4— (eFOFY
AFI) —TH—AYR=IL—-3—-ALKR=Z Y (EEFLEHW33 -4
)
[15248]

HO. ﬁ
aha
Ry s N

) Q

[

ERHEALEM33 -3 (267mg) . RYYIT/VA4IY (270m
g). [1, 3—ER (2, 6—Y—3—RVYFJITzZI) 1IFY—I
—2—4YFv] (3—=2ooEyIi) rvoanRsyos (1) (P
d—PEPPSI—IPent catalyst, 26mg). Fh5k
FOZ75> (7. OmL) OEEWIC. 1. SMUFVLER(MN) AFILY

DIVFZIR/FhZRO75VEAK (2. 9mL) 2FRICTINA. X%
FHES. Y4 70OKRBHT. 140CTO. S5HEEERLAE, Pd—PEP
PSI—IPent SMYFILE
ZA(MYAFIIYVIVTIR/FThZRO75VAK (2. 9mL) %Zi&
mL. EBRFEK. M VOEBHT. 160CTO. SHEEE®RLA,
BETHAR. RISRICKEMACHBIFILT20HE L, ABES
b, SHNREKTHERICEKRES MY D AICTERE KAL, BET
BREBE L, BONCEBEEL VATV AZLIOR NI ST 4—ICT
BE (yOOFRibbs : X9/ —)IL=98:2) L. BENHYYAFLAS
L2OTNTS 74— ICTHRE (/7O00KRILMAL : X9/ —)L=98:2) F
&Ly, EELELEY (59mg) ZRHEBEGKE LTHL, MS (E
SI)m/ z:352, 2 [M+H] +

catalyst (85mg). 1.

N
P
o
ES
PN
(=
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[0740]

[0741]

[0742]

[0743]

[0744]

(33-5) 7-73/—-4— (EFOFIAFI) —TH-AYR—I—
3—ANKR=tYII (REftEH3 3 —-5)
[16249]

MH»
EHEFEEM33 -4 (57mg) #F b5 rkO75Y (1. OmL)
—X% /=)L (1. OmL) ITBEL., ERICTE FOFVILT I VIR
(28mg) EEFERF MY DL (40mg) EMNA. FESRICT 2B5EE#R L
oo RIGBRICBENEEKZMA THEBIFILC2EHELEL, AREEZED
B, RMBIEKTHARICEKRET M) D AICTERER, BBEL. BRETE
WEBLE L, BONEEBENHI Y ASFILASLIORMNIST 1 —IC
THS (/O0KRILAL : A9/ —)L=98:2~80:20) §32&ick
Y, ZELEYw (14mg) 2XBEERE LTHRL, MS (ES 1) m/
z:170. 1 [M—OH]+, 'H NMR (400MHz, DMSO—d
6) § ppm 4, 74—4,. 83 (3H, m), 5. 22 (2H, s)
, 6. 42 (1H, d, J=7. 7THz), 6. 91 (1H, d, J=7.

7Hz), 8. 12 (1H, s), 11. 75 (1H, brs)
(33—-6) AF) [(6S) —4— (4 —{[(4—-{[3-vF7/
—4— (eFAOFIAFIV) " TH-AYR=IWV—T—4a4)] AT 7EA
WY 72z =) AFIV] ANEAINY [T, 1V —ET7xz=)] —4—4A
V) =2, 3, 9—RFYAXAFIN—6H—FT/ [3, 2—F] [1, 2, 4
1 vNy7vYo 4, 3—al] [1, 4] v7EEY—-6—a4L] 7EY—F
(ZHEHEE3 3)
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[0745]

[0746]

[0747]

[0748]

[1£250]

/J)\
jk HN.\/\

d N;L\/]‘w/OH
p .
O ﬁh
EfEE®33 -6 (13mg) &£&EHILEW10 (73mg) OF
FoEROZ7ZY (1. OmL) BRIC, BRICTEYZY (0. 1 7mL
) EMZA. BERICT 1 4B L, RIBREFBIFIL-—XH/—LT
ML, ENRIBAK—K (1 :1) TIE, BMBIRAKTIEMESEL, EX
W~ LTRERBR. BRETIEZEBEELL, BOoNLEEEZY Y
AFNAS LAY NI ST 4— (/O0OKRIML : X5/ —)b=98: 2~
90:10) T2[ORAETII&ICLY. ZEEELEYW (29mg) AR
A ks LTB~, MS (ES 1) m/ z:839. 5 [M+H] +
EhEhl3 4
(34—1) [ (6S) —4— {4 —[({4-[(B3=2T7/—4—-4
FI—1TH—AYR=)b=T7—=4A)) RINT7EAIN] 7T=I)L} AFI)
ANVNREAN] [1, 1V —ET7z=)] —4—4qJ} —2, 3, 9—KV)
AFN—6H—-—FT/ [3, 2—1F] [1, 2, 4] vY77VO [4, 3—
al [1, 4] Y7E¥EY—-6—1)] B (REFLE®H3I 4)
[15251]

EEpEm1 (295mg) OFZERATSY (2. OmL) —X
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[0749]

[0750]

[0751]

[0752]

&= (2. OmL) BABKIC. 2NKEBILY FILKER (0. 72
mL) ZMA. BET2REFER LA, 1 NIEBEMA TR L., BRITRTE
L, BBZKTREBERSL. B RZRID&ICLY, BELEY (2
58mg) A#EEMAELTEBE, MS (ES1) m/z:809. 4 [M
+H] +

EhEfI3 5

(356—1) t—=7FI 5— (4, 4, 5, B—FhrSXAF)L—1, 3,
2—IFFHROFV-2—qAN) —1—-RUYVYISU—-2—-HILKRFS
— b (EfEflitE®m35—1)

[15252]

t—7FI 5—-TOF—1-RVYISV-—2-AIKRFIS—F (1
509). EX(EFaZ—MyHROY (1. 41g) .1, 17 — (¥
TIZIRRT /) 72z0tY—nR_STH4A (1) oonxsd vtk
(206mg) . ErEEHY DL (991 mg) DEEWICT, 4—IAFH
Y (1 7mL) #MARZERE. <A VOREBEHT. 130CICT3I0H
MEEH L, RIGRICK, BRI FIL S L OEEREMA. NAMEER
TIC&YBELLE. 2MERBIFILTESE L, 2REDRL. BHBE
ERFIRIEKTHS. \BAMEBS MY VLICTREL., 2ARBELRES
ElLk, BEEVV ATV AS LA NI ST 14— (NFHY  BFBRT F
IW=100:0~90:10) ICTHHEL., BEELEY (1. 389) &%k
HEEAKRE LTHERE, '"H NMR (400MHz, CDC 1) Sppm
1. 37 (12H, s), 1. 63 (9H, s), 7. 40 (1H, d, J
=1, OHz), 7. 56 (1H, d, J=8, 7Hz), 7. 87 (1H
, dd, J=1. 3, 8 5Hz), 8 15 (1H, s)

(356—=2) t=T7FI 5—{4—-[(6S) —6— (2—XhF>-2
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[0753]

[0754]

[0755]

[0756]

—ZFFYIFI) -2, 3, 9—hYXFI—6H-—FT/ [3, 2—F]
(1, 2, 4] hYFPYVE [4, 3—al] [1, 4] vT7EEY—-4—1)
1 7z} =1 —-RYYISVY=2-HLRFIS— b (ERHIEH3
5—2)
[15253]

SZFtE&%1 (80mg) . EEFIEEM3I5—1 (73mg) . 2—
JvoankFYIVRR T4/ -2, 4, 6" —hNJA4yTOELETT
Z)I (X=Phos, 9mg) . X—=Phos7I/JE7zZWNRSIIL
o) K FULfE (165mg) . YVBAYIL (123mg) . K (O
. 013mL) 8&LTF b5 ROZ75Y (1. OmL) OEEHME. BRF
BS. Y17 OKBHT. 90CTO. S5EEERLE, RINVEEFERTF
IWTHERE, KT1E. SHNRIEKTIEES L. BKMEBST N Y LT
BEE%. BETREEZEBE L, BEENH VATV AS LAY N
ST74— (NFYY  HFEEIFIL=50:50~0:100) ICTHEL.
EEEeYW (115mg) 2ABMEE LTHEAE, MS (ES 1) m/ z:
597. 5 [M+H]+
(36—3) xF) [(6S) —4— (44— {2—[({4—-T[ (83—
T)=4—AFIL—TH—AYR=I—T—qJI) RIWT7EAIN] 7=
WY AFI) AIWNREAI] —1—RYYVITSY—-5—4)L} 72z=)b) —
2, 3, 9—NYAFIN—6H—FT/ [3, 2—F] [1, 2, 41 R~V
7vVOo [4, 3—al] [1, 4] V7EEY—-6—91)] 79—t (i
Blit&m35)
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[0757]

[0758]

[0759]

[1£254]

EEplitE®m35—-—2 (11 1mg) @¥s/O00x4%>y (1. OmL) &
WIC, MY TZILAOBEE (1. OmL) #iA. ERICT1EEERLL,
RISHEERIER. MILIVEMABEEEE L, BohEEEN, N-
UAFIVRIVAT IR (2. OmL) ICR@EIE, ERICTSERILEYS
(64mg) . N, N=YqvFOELITFLF7IY (0. 32mL) | H
ATU (85mg) #mMa. ERICTIREE#R LA, RDEEZEEETFIL
THMRE., BRNEHKFPICMA. £CTEY (A) ZRERLE, BRZD
WL, KEEZEBRIFIILCIEHE L, AbE/BEHRE (B) #RMBIEK
=K (1 :1) T2E., BFNRIEBEKTIOEELE, BY (A) 2/00K
IWAICARIE, BH#E (B) sabt., KM MY YA TEIERER
RETBREEBELE, BONEREES Y ASNASLIORNISD
A —ICTHREE (/O0AKRIVL : AF/—)L=98:2~95:5) §52¢&
L&Y, ZEEEYW (104mg) 20EBMEE LTHER, MS (ES 1)
m/z:863. 5 [M+H]+

X3 6

(36—1) xF) [4— (4—yoO@7z=)) —2, 3, 9—hUX
FN—6H—FT/ [3, 2—F] [1, 2, 4] vYyF7VYO [4, 3—a
1 [1, 4] 97EEY—6—aI] Al A=t (EEFEEH3 61
)
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[0760]

[0761]

[0762]

[0763]

[1£255]

BARREFAEAER WRFE7-1794 1, REARM) B&HO6—7
2/—-4—- (4—yo0O7zx=)) —2, 3, 9—KUAFI—B6H—FT
J[3, 2—%f]1 [1, 2, 4] vYy7VYO [4, 3—alll, 41 o7
Y (200mg) orysoOx4> (6. OmL) B&IC, KAT, /00
XBAFI (0. 048mL) &N, N=-24vy7OoELIFILFTIV (O

15mL) ZmMx. EURICTO. bEAEEBH L, RBRKICKZMX. 7
OORNALT2OHEHE. |BAKRES MY DLICTEIEL., 2BRBFELR
EZELE, BBEVVASLAS LAY NS 74— (VOAKRIA
A5 /)—=)b=100:0~97:3) ICTHHETZZ&ITLY., ZELEY
(233mg) ZXKEBEMAEELTHRL, MS (ES ) m/ z:4186.
3 [M+H]+
(36—2) t=TFI 4 —{6— [ (ANFZHIKR=ZN) 7T /]
-2, 3, 9—-MYXFIN—-—6H—-FT/ [3, 2—F] [1, 2, 4] b
yrvo 4, 3—al [1, 4] oF7EEY—-4—qJ)} [1, 17 —E
ZxZ)] —4—-HANERFTS—b (EEFEDNI 6 —2)

[152561]

EREpHEEm36—-—1 (30mg) . t—TFI 4— (4, 4, 5, 5
—FRhSAFI—1, 3, 2=UFFHROSV—-2—a)) Ry FT—}
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[0764]

[0765]

[0766]

(25mg) ., 2—=yyyaO~nxIIKRRT714/—-2" , 4", 6" — K
A4V 7O0ENMETZ7 =)L (X—Phos, 4mg) . X—Phos73I./E
JIZWRSTYoLAY R TLME (6mg) . UVEBAYDL (46
mg). K (0. 005mL) 8&UFrZErOT7Z> (0. 36mL) ®
RBEWE, 2RFEK. Y1 VOREHT. 90CTO. S5REERLL,
RGREHETFII CTHRE. KTI1E. BAREKTIEHEL, EBKEE
B N LTERERER. BETBEEZBELL, BEENHI YRS
HAZL00OXMNTS714— (NFHY  HBIFI=50:50~0:10
0) ICTHRL., ZBLEW (39mg) ZHBMELE LTEL, MS (E
SI)m/z:558. 4 [M+H]+

(36—=3) xFI (4— {4 —[({4-[(B=>yF7/—4—XF
W—=1TH—AYR=)b=T7—4)V) ANT7EAN] 7z} XFI) 5B
WREAN] [1, 1V —EZ7z=Z)] —4—4JL} —2, 3, 9—F X
FI—-6H—FT/ [3, 2—F] [1, 2, 4] ph)YT7VO [4, 3—a
1 [1, 4] Y7EEY—6—1J)1) HIbN\A—h (ZEHHLEH I 6)
[1£257]

EHREFULE®36 -2 (37mg) O¥r/OOx%> (1. OmL) &K
o MUZILAOFEE (1. OmL) ZmMx. ERICTIEERERLE, R
R BMER, MIIVEMABEEELE L, BONALRKEEN, N—
AFIFEINLTIR (0. 6 7mL) ITARBEIE, ERICTSEMLEDS
(25mg) . N, N=yqyFaoEiLTFILF7IY (0. 12mL)  H
ATU (31mg) #MMA, FRICT 1 SEREERLE, RIDREEBETF
IWTHRL., SBAEEKTIE, BAREAK—K (1 :1) T2O, fENE
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[0767]

[0768]

[0769]

[0770]

BAKT1ENES L, B|AKREET MY O LTRRRER. BRETAEELEE
Lo BONEREEV ) ATV AS LAY NI S 74 —ICTHERE (/0O
ORIA : X9/ —)b=98:2~95:5) §3Z &L, EBELAY
(43mg) #HEMHKELTEL MS (ESI1) m/ /z:824, 5 [
M+H] +

EMEBI3 7

(37=1) N= ({4=[(B3=YF7/—=4—XF)—1TH-AV K=
—T7—4N) ZIWT7EAN] 7)) AFI) -4 — [ (6S) —6
—{2-[(2—-kk@F>TFI) PI/] —2—-FFVIFI} -2,
3, 9—NUXFIL—6H—-FT/ [3, 2—F] [1, 2, 4] pUTY
nf4, 3—al [1, 4] ¥y7E¥EY—-4—4q)] [1, 1" —E7z=
W] —4—ANLKRFHIN (EREGEEHS 7)

[1£258]

EEplite®mw34 (100mg) . 2—F73/T4%/—)L (12mg) .
N, N—=Yqy7aoELsTFILT7IY (0, 064mL), HATU (56
mg) ZN, N=UXFIKRILLTIR (3. OmL) A, EET2HEIRE
Bl RIGRICKZMATESRL, BRI FILT2EME L, &btk
EMBEKT2LOE%E Lk BERELL, BEEZY ) ATXLVAZLIO
RNTST74— (VO0OKRML : X9 /—)L=100:0~80:20) T
BETaZEICLY, EBELEEYW (97mg) 2#ABENKRSE LTEL, MS
(ESI)m/z:852, 5 [M+H] +

e’ 3 8
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[0771]

[0772]

[0773]

[0774]

(38=1) N= ({4—-[(3=>F7/—4—AFI—1TH-AY K=
—T7—4)) ZAWTF7EAN] 7L} XFI) -4 — {(6S) —6
—[2— (UAFNTZ/) —2—AFVYIFIL] -2, 3, 9— K XF
VW—6H—FT/ [3, 2—F] [1, 2, 4] vYy7YDO [4, 3—a]
(1, 4] o7€EY—4—4)} [1, 1" —E7z=)L] —4—AHLKR
FHIR (EfEHEEY3I 8)

[15259]

2

vig

i

EHEFISTICEWT, 2=FI/IH/—ILOKRDYICIAFILT
BIEZAWVWT (37—-1) CERORIL. WEBETZI&ICLY. EE
MEIBAEEKE LTS, MS (ES1) m/z2:836. 5 [M+H
I3 9
(39—1) xFJ [(6S) —4— {4 —[(2— {4—-[(3—¥
T)—=4—=—XF)—TH-—AYR=)L—T—AJ)) ANLT7EAN] 7z
FY TFN) ALNEANL] [1, 17 —ET7zZ)] —4—14L} =2
, 3, 9—MNUXFI—-—6H—-FT/ [3, 2—F] [1, 2, 4] pY7T
va [4, 3—al [1, 4] Y7EEY—6—1L] PEH— (EiEH
t&Mm39)

[1£260]
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[0775]

[0776]

[0777]

[0778]

EEH25ICHVWT, 4—TOF—3—JINAQTIZNAY VYT IV
BEORDYIC2— (4—70OF7z/FY) THVTIVERVWT, (
5—1) — (25—-2) tEAHROKRIG. VEBETDZI&ICLY, BELE
ER—V1EBMEELTHERL MS (ES 1) m/ 2:853. 5 [M+H
]+
=4 0
(40—1) xFJ [(6S) —4— {4 —[(2— {4—-[(3—-¥
T/)=4—AFI—TH-AYR=I—T—4J) RINT7EAIN] 7=
WY TFIV) ANEAN] -3 =740 [1, 17 —E72z=Z)L] —
4—4N} =2, 3, 9—hNUXFIL—6H-—FT/ [3, 2—F] [1,
2, 41 M)y7vOo [4, 3—al [1, 4] 27EEY—-6—4)] 7t
& — b~ (ERfEa40)

[1£261]

SEFILEM1 2 (63mg) . BEHFLEHMTI 1T (53mg) ON, N
—IAFIIFILLTIR (1. 3mL) BKRIC, ERICTN, N=YA14VYT
AELIFILTIY (0.063mL) EHATU (56mg) #iMA. R
ICT1. SRR L, RISRICKZMZ., FTEYMEEER, KLk, B
WesoOmILAISEFS S, BEKREF N U LATLREGR. BETE
BEBELL, BONCEEEZI VATV AZLIOTKNTIZ 714 —ICTHR
8 (/OAKRILL : X9/ —)L=98:2~95:5) §3Z&ICLY.
Bbew (6 1mg) &REBEMEE L THE/L, MS (ES 1) m/ z:8
55. 5 [M+H]+
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[0779] =fEH4 1

[0780]

[0781]

[0782]

[0783]

(41—-1) xF)b [(6S) —4—- {3’ —vpo—-4" — [ (2— {
4— [ (3=VF)—4—AF)—TH—AVYR=IL—T—4J) ZILT7
EAN] 7z} IFL) ALSEAN] [1, 17 —E7z=)] —4
-4} —2, 3, 9—NYXAFI—-6H—-FT/ [3, 2—F] [1, 2
, 41 fyFPYVO[4, 3—al [1, 4] YPEEY—-6—q4L] 7S
— b (EREGILEY4 1)

[18262]

EEFI4 0ICHBVWT, BEFULAW 1 20RDYICSEFILEH1 3 (8
Omg) #AWVWT. EAHRORM. REBETZIEICLY., EBEELEY (11
5mg) #REMEELTEBL, MS (ESI1) m/ /z:871. 5 [M+
H] +
k4 2
(42—1) xFJ [(6S) —4— {4 —[({4-[(4—7DO%
—3—YF7/—1TH—AYR=IL—T7—4J) RILT7EAN] 7=}
AFIN) ANLNREAN] [1, 17 —ET7z=Z)V] —4—9)} —2, 3,
9—RMNYXAFIN—6H—FT/ [3, 2—F] [1, 2, 4] Y 7YVO L[
4, 3—al] [1, 4] OF7EEY—-6—4L] PES— N (EHEHILED
42)
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[16263]

SN N

&NMYJO
O

[0784] EHEGI7ICHEWT, EEGEEHM 7 —20KHYICSEREEH1 5 (2
4dmg) ZAWVWT, (7—-3) cAKRORIG, NBETBHIEICLY., EE
e (66mg) Z#KEBEEGFE L THAL, MS (ES 1) m z:88
7. 3, 889, 3 [M+H]+

[0785] ==jEfI4 3
(43—1) xF) [(68) —4— {4 —[({4-[(3=>7/
—4—IFN—TH—AYR=I—=T7—=4AL) RINT7EAN] 7=}
AFI) AUNREALNL] [1, 1V —ET7z=Z)0] —4—4A)} —2, 3,
9—KNYXFI—6H—-FT/ [3, 2—F] [1, 2, 4] pYPYOL
4, 3—al] [1, 4] OF7EEY—-6—4L] PES— N (EHEHLED
4 3)

[0786] [1£264]

[0787] ZEHLEM16 (14mg) . EYIY (0. 069mL) . Th3E
Roo5v (2. OmL) . 3EHLE®W10 (50mg) DREEWE. F
BICT2 47T L, RISRET NSEROTZSV—EBBIFIL (1 :
1) ORER. RUDLEDAY /) —ITHR BELL, BBEZHENERE
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[0788]

[0789]

[0790]

[0791]

K& 1T NIBHKDRESRTIE, SAMREKTIE, EMEEKTIE, &8/
BIEKTIENE L, \BAKREST N D LTRERER., BETAEEZEEL
o BONEEEZ, PERHPLC (1 OmMEKERT Y EZD LKEBER—T
EhZRMUW) KTHRETDZZEICEY. EELLEY (42mg) ZHEE
BFEE LTR/%E, MS (ES 1) m/ 2:837. 5 [M+H]+
EhEhl 4 4

(44-1) 7—-72/—-4->/070EEL—1TH-4YR=)L—3—%
WRZ= MY (REhiieems 4 —-1)

[{b265]

—
¥4 N

i
i

NH,

SEZFEE®W15 (90mg) . AV [ (M=t —TFILEKRAT 1YV
) —2—(2=73/E7xz=0) 1 XS0 AL (1) OF+ZEROT
Zv (1. 9mL) BRIC. E2ERFEK[T. KABICTO. MR /O
OELESR T hSERATSVBKR (4. 6mL) Z#MA. BRICT50
DEER L, RIBRIOKAT, SBMBLET7YE-V LKBRENZ. R
ICTC 1 BSEESRE. I FILIRCKEMADBR L. BEEARMNEEK
T1[E., SBMSRKTIERSES%. BKREBT N DU ATRERER, BET
BREBE L, BONCEBEL VATV AZLIOR NI ST 4—ICT
BE (ANFHY BT FIN=50:50~20:80) . RVWTHEHP
LC (1OmMRETVEZIVLKABR-—TEIZNMN)IL) ICTHETZZ
EIC&Y, ZEBLEY (26mg) 2ABEGKE LTH/E, MS (ESI)
m/z:198. 1 [M+H] +
(44—2) XFJ [(6S) —4— {4 —[({4—-[(3—-27F/
—4—->070EEL—1TH—AYR=)b=T7—4)) AT 7EAN] 7
TV} XFI) AUNEAL] [1, 17 —ET7z=Z)] —4—1)b} —
2, 3, 9—MNYXFJ—6H—FT/ [3, 2—F] [1, 2, 4] ~V)
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7vno [4, 3—al [1, 4] P7EEY—-6—4)] 7PEH—b (EfE
plitE4 4)
[0792] [1b266]

[0793] EMEFI7ICHWVWT. EHEGEEM T — 2 DR D Y ICEEFIEEM4 4 — 1
(18mg) ZAWVWT. (7—-3) &EAKOKRIN. WEBETBI&ICLY,
EELEEYW (4 7Tmg) ZREBEEGFE L TEAE, MS (ES 1) m/ z:
849. 5 [M+H]+

[0794] =EJEHI4 5
(45—=1) xF) [(6S) —4— {4 —[({4=-[(3=>7/
—4—AFI—TH-AYR=I—T7—q)) ANT7EAIN] 7=}
AFI) AILNREAN] -2 —7)0AO [1, 17 —ETZ7zZ)V] —4—
A} —2, 3, 9—KNYAXFI—6H—FT/ [3, 2—F] [1, 2,
41 fYyPYO [4, 3—al [1, 4] S7EEY—6—qL] PEH—
b (EREGIEEY4 5)

[0795] [{£267]

[0796] SEHILEMW18—1 (85mg) ¥ O0x4> (1. OmL) &%
IS MU ZLAOEEE (1. OmL) i, RICTIHEERLL K
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[0797]

[0798]

[0799]

RERIMER. MLIVENMABEEEE L, BONLEEBEEN, N—-
AFIHRIVLTIR (1. 5mbL) [TREIE, BRICTSEMEEMS (
56mg) . N, N=Yq4vy7aELTFILTIY (0. 26mL) . HA
TU (68mg) #MA. BERICT1 6BEHEH LA, RINRICKEMA.
WY ERE., KELz, BYME/O0ORIVAISERIE, BKEEBFMY
D LTRIERE%R. RETBAREEELE L, BONLERBEEY VATV AS
LYOIMNTST74—ICTHRE (700K L : X5/ —)L=98:2~9
5:5) §32&icdY. EBILEY (87Tmg) #HEMAE LTEL,
MS (ESI1) m/z:841, 5 [M+H] +

X4 6

(46—1) XFJ [(6S) —4— {4 —[(2— {4—[(3—-¥
T/)—=4—AFI—TH-AYR=I—T—qJ) RINT7EAIN] 7=
VY TFI) AIVNREAIN] -2 =740 [1, 17 —ET7zZ)L] —
4—A)N} —2, 3, 9—MUXFIL—6H—-FT/ [3, 2—F] [1,
2, 41 py7YVO 4, 3—al [1, 4] V7¥EY—-6—-1)] 7t
& — b~ (ERficai4 6)

[1268]

SEZFEEW18—1 (85mg) O¥o/OOx49> (1. OmL) &R&
e MYTLAOBEE (1. OmL) ZMA. BRICTIRERE®RLE R
RERIMER, MLIVENMABEEEE L, BONLEEBEEN, N
AFIHRILTIR (1. 5mL) ITREIHE, BRICTSE[EEW1 1
(64mg) . N, N=YqvyFOoELTFILF7IY (0. 26mL) | H

n
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[0800]

[0801]

[0802]

[0803]

ATU (68mg) #MA. FEIRICT 1 6EREER LA, RINRICKEZMZ
. Y EIRE. KE L, BYMAE o 0ORIVLISEBI S, \EKEEB S
)Y LTERBEER. BETIREEZEE L, GONECERAEZS ) ATILA
SLVOXNTST74—ICTHEE (VOOKRIMAL : AF/—)b=98: 2~
95 :5) $52&iCkY. EEILEY (65mg) Z2HBMAEELTEL
s MS (ESI) m/z:855. 5 [M+H]+

Ehefl4 7

(47—-1) t=7F) 2—-0OO—-4" —[(6S) —6— (2—XF
FY—2—FFYIFI) -2, 3, 9—KUXAFI—-6H—-FT/ [3,
2—f1 [1, 2, 4] vY7YRO [4, 3—al] [1, 4] I7EEY -
4—4)] [1, 1V —EZ7z=)] —4—-ALRFTS5—b (LS
Ma47—1)

[1£269]

BEZF)1 8ICBVWT, BEFLEM3 (300mg) & 4—70FE-3
—7NA0LREEHB t-—-TFILORDYIC4-TOE-3—-/700REE
B t—7FI (207mg) #AVT, AHEORIS. BIBETBI EICK
Y, ZBLEW (374mg) 2HEBMEOHEBEYE LTERL, MS (E
SI)m/z:591. 4, 593, 4 [M+H] +
(47-2) xF) [(6S) —4— {2" —yoo—-4" — [ ({4—-
[(B3=YF7/—4—AFI—TH-AYR=IL—T—4I) ANT7EA
W1 7=} AFIN) AIWREAN] [1, 1V —ET7z=Z)V] —4—4
I} —2, 3, 9—RFUYXFIN—6H—FT/ [3, 2—F] [1, 2, 4
1 Ny7PvOo 4, 3—a] [1, 4] o7EEY—-6—aN] PEH—K
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(RiEBlitEWm4 7)
[0804] [11270]

Tz

v }:' :\’r ) / 3'\1
NN/ \M‘ /O

O

[0805] =EfEHI4 5ICHWT. BEFULEM 1 8 — 1 ORDY ICERBULEW4S 7
—1 (180mg) #AVT. AKOKIL. MBET B &ICLY. ZEL
B (221 mg) AR—=V21BMAEELTEL, MS (ES ) m/ z:
857. 5, 859, 5 [M+H] +

[0806] EHEHI4 8
(48—1) xFJI [(6S) —4— {2 —yoOa—-4" — [ (2— {
4—[(B3=YF7/) =4 —AXAFI—TH—AYR=I—T—AJ) RAINT7
EAIN] 7z} TFN) ALNEAL] [1, 17 —EZ7z=Z)] —4
—q)} =2, 3, 9—MNYXFIN—6H—FT/ [3, 2—F] [1, 2
, 41 hUTPYVO[4, 3—al] [1, 4] OF7EEY—-6—4qI] 7ES
— b (EEflitEm4 8)

[0807] [{b271]

[0808] ZEEHI4 6ICHWVWT, ZEZHLEM1 8 — 1 DRDYICERAIELEY4 7
—1 (180mg) #EWVWT, EHORIL. WEBETBZEICLY, EEL
& (189mg) #XR—UaBREELTHEL, MS (ES 1) m/ z:
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[0809]

[0810]

[0811]

871. 5, 873. 5 [M+H]+

EhEfi4 9

(49—-1) XxF) [(68) - 4—-— (4—-{2-[({4-[ (33—
T/)=4—AFI—TH—AYR=I—T—4qI) RIWT7EAIN] 7=
VY AFI) AIVLREAIL] —1, 3—RUYFFHY—)L—-5—14JL} 7
=) —2, 3, 9—MYAFI—6H—FT/ [3, 2—F] [1, 2
, 41 NYy7va [4, 3—a] [1, 4] o7¥EY—-6—1I]1 7t%
— b (EEflitEm4 9)

[1b272]

SZFEH3 (200mg) . AFIN 5—-TOE-—RVYFHY—)
—2—ALKRFLS—F (121mg) ., BBE/SSY YL (I9mg) . S—
phos (32mg) . ZvithY VL (69mg) . K (0. 0O26mL
) #7F A RO75Y (5. OmL) A, ERFHEHS. 1 VOEBRHT
. 100CTI1REEBERLEL, FFBEIFIZHEWVWTERAL. BR%ZBERTE
TR EICLYF LI BMGEERSL, BoniE. B8LUSEHLED
5 (134mg) . TH=1, 2, 4—ryF7Y—J)L (6mg) . N)ITF
WF7XY (0. 055mL) #5735k RO75Y (5. OmL) A, 60F
BMEER L, RIGREZRBERFEL. ZREE VATV AS L7 NS
S574— (/OAKRNL : A9/ —=)L=100:0~95 :5) |[CTHEHET
2Z&IC&Y., ZELEEYW (190mg) #ZABERKSE LTHE, MS (
ESI)m/z:864. 4 [M+H] +
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[0812]

[0813]

[0814]

[0815]

[0816]

XEFIS O
(60—-1) t=7FI 4> —[(6S) —6— (2—XPFP—2—F
FYIFI) —2, 3, 9— K UAFI-6H-FT/ [3, 2—-F] [1
, 2, 41 pUFPYO [4, 3—al [1, 4] o7EEY—-4—q1)] —
S—=AFI[1, 1" —ET7zZ)V] —4—-HALRFIS— (EEhLE
mM50—1)

[1273]
e 1
BN & A
SEZHLEW3 (100mg) #57 >k RKO75Y (2. OmL) IR

BIE, 4—TJOF-2—AFILLEEHE t—T7FIL (65mg). Fh
SFZXA(M)TZZIEKRRT74Y) R"STYTL (0) (23mg) . VB
AVYL (126mg) LUK (0. 013mL) #Mi. BRFES. <
1 ERFET. 90CTO. SIAEERLL, REREFBITFILTHR
L. FeMaERTTRE Lz, 2RERETICRBL. BEENHI ) A
FWAZLIAI NS 74— (NFHY  BFEIFIL=50:50~0:
100) THRETZICEICLY, EBEEY (11 7Tmg) 2RBMEADHE
BEE LTEB~E, MS (ES 1) m/2:571, 3 [M+H]+
(50—2) XFJ [(6S) —4— {4 —[({4—-[(3—v7/
—4—AFI—TH-AYR=I—T7—qJ) ANT7EAIN] 7=}
XFIV) AIWNEAI] =37 —XFI)L[1, 1" —ET7z=)L] —4—4
I} —2, 3, 9—RMYXFIN—6H—FT/ [3, 2—F] [1, 2, 4
1 My7YO[4, 3—al] [1, 4] P7EEY—6—94)] 7EH—t
(ZREBIEE S5 0)
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[0817]

[0818]

[0819]

[18274]

EREAIEEHE0—1 (113mg) O¥ OOXxX4%> (2. OmL) &
WIS, MU ZIAOEEE (2. OmL) Z#iMA. ERICT1REERL L.
RIS ERIE®R. MLIVEMABTEREBE L, BohAEEAEN, N-
IXAFIHRINLTIR (2. OmL) ICABEIE, ERICTSENLEDS
(74mg) . N, N=Yqvy7OELIFLT7IY (0, 34mL) . H
ATU (90mg) #iMx. RRICT1BEER LA, RIGRICKEMA.
MM AR, KLUk, BMEZ 700KV ALAISARI S, BKHREF MY
D LTERERB%R. BRETAEABE L, BONCEEEY Y AT ILAS
LAY NTS 74 —ICTRE (vO0AKRNL : XH ) —IL=98:2~9
5:5) §22&ICkY. EBLELEYW (121 mg) 2HEHEE LTEE
s MS (ES 1) m/2:837. 5 [M+H]+

SERERI S 1

(51—1) XxFJ [(6S) —4— {4 —[({4—-[(3—>7/
—4—XFN—TH—AYR=IL—T—AJ) ZAILT7EAN] 7=}
XFIV) AIWNEAINL] =37 — (M) xFi) [1, 17 —EZ
)] —4—4)} —2, 3, 9—KNUYXFI—-6H—FT/ [3, 2—
f1 [1, 2, 4] vYyFPYVOo [4, 3—al] [1, 4] v7EEY—6—
AN] Y-~ (EfREFHEEWE 1)



WO 2021/157684 217 PCT/JP2021/004231

[1£275]

i

SN N

&(wmg} L

D N

[0820] EEHIS0ICSEVWT, 4—TJOFE-2—XAFIREER t-—-TFILOK
HDUYILA—TOFE—2—-RMNYINLNAQXAFILREESE t-—TFLEAWVT

(50—1) — (50—-2) tEAHKOKIK. WEBETZIEICLY. EE

temEReREsE LTEkE, MS (ESI1) m/ /z2:891., 5 [M+H
:|+

[0821] =HEHI5 2
(562—1) xFJI [(6S) —4— {4 —[({4-[(3=>7/
—4—AFI—TH-AYR=I—T7—qJ) ANT7EAIN] 7=}
XFIV) AIWNEAIL] =3 —XrF2 [1, 1" —ET7z=)L] —4-—
A4} =2, 3, 9—NUXFI—-—6H—-—FT/ [3, 2—Ff] [1, 2,
41 NY)7vno [4, 3—al] [1, 4] P7EEY—-6—1)] 7ESH—
b (EEBHEEYS5 2)

[0822] [{5276]

[0823] E=HEHISO0ICHEWVWT, 4—7JOF—2—AFIREBE t—-—TFILOK
bWild—7JOF—-2—-ANFIRBEHE t—TFILEAVT., (50—
1) — (50—2) tAKOKRIL. WIBAETBZZEICLY., BELELEMED
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[0824]

[0825]

[0826]

[0827]

[0828]

amkE LTB~, MS (ES1) m/ /z:853. 5 [M+H] +
EHEBI5 3

(63—=1) t—=7FI 5—{4—[(6S) —6— (2—XhF¥-2
—FFYIFIN) —2, 3, 9—NUXFI—6H-—FT/ [3, 2—1]
(1, 2, 4] vN)F7vYO [4, 3—al [1, 4] I7EEY—-4—q)
172z} BV =2-ALKRFTS—b (EEHHEEHNE 3 —1)
[16277]

EfEfEE®m3 (100mg) . t—7FI 5—-7OFEEYIrV—2-—

AWRFLZ—M (7TTmg) . ThIFR (M) TZZWNKRZAT 1) N
U945 (0) (23mg) . YVEEAYDL (126mg) . K (0. O
14mL) #2575 ROTZ75Y (4., OmL) B, BRFHES. v140
BEBHT, 100CTO. SREER LA, RIDREIRE. BRZRIEL.
BRBEV)ATNAZLIOT NS T74— (/00KRIML : X8 =)=
100:0~95:5) ICTHRETZC&ICLY, ZBLELEH (109mg
) BEAEE L T8, MS (ES1) m/z:558. 5 [M+H] +
(563—-2) xF) [(68S) —4—(4—{6-[({4-[(3—>
T/)—=4—AFIL—TH-AYR=I—T—qJ) RAINT7EAIN] 7=
WY XFI) AVNEAL] EYS Y =3 —-q4)L} 72z=)b) —2, 3, 9
—NYXFI—6H-—FT/ [3, 2—Ff] [1, 2, 4] hYyF7YVDO [4
, 3—al [1, 4] OF7EEY—6—4IL] PES—F (EHEHILEHS
3)
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[0829]

[0830]

[0831]

[18278]

e
) i

. 13

N

: i
it

N
Nt Ao

e

kS

O,
EEFIEEM53—1 (109mg) @soAKRILA (1. OmL) &K
WKhYZNF0FE (1. OmL) ZiA. ERT2HEERLL REK
ERERMEL. MVIVTHBE 20177, BB I USEGLE®WS (
73mg) . N, N=Y4vy7OELIFILT7IY (0, 17mL) . HA
TU (89mg) #N, N=IUXFIKRILLTIR (3. OmL) #, =&
T2RREE Lice RISRICKEZMZ THE® L., BT F/I C20E Lk
s BbhtEIAEBEZKT2EM%E LK. RERELL, BBEZYATIL
AZL7OXNIST74— (/0OAKRIL : AH/—)L=100:0~95
:5) THRETDIZEICLY, EELELEY (104mg) Z2HBEBEGKE L
THB%. MS (ES 1) m/ z:824. 7 [M+H]+
=155 4
(54—-1) xF)b [(6S) —4—(4—{6—-[({4-[ (3%
T/)=4—AFIL—TH—AYR=I—T—qI) RINT7EAIN] 7=

LY XFI) AVREANL] BEYS Y —2—94J)} 72z=)) —2, 3, 9
—MUXAFIN—-—6H—FT/ [3, 2—F] [1, 2, 4] MYyF7VYDO [4
, 3—al [1, 4] o7FPEY—6—qI)] 7EY— b (ZEFIESY5
4)
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[16279]

gy
Nl
N

N N
by N
' \ - ¢O

O,

N‘N

[0832] EMEBIS 3ICHVWTt—TFI 5—TJOEEIIY—2-ALRFYS
—rORDYICt —TFI 6-TOEEYIV -3 -ALRFUS—t%
AVWT (63—-1) — (563—-2) LAKORM. LEETEIEITLY,
BBtayedatEFkE LTHBk, MS (EST) m/ z:824. 7 [
M+H] +

[0833] =I5 5
(656—1) t=7F) 4> —[(6S) —2— (EFAFIAFIL) —
66— (2=XPFY—2-FFVIFIN) -3, 9-IXFI-6H-FT
s [8, 2—-f]1 [1, 2, 41 hYyPYR [4, 3—al [1, 417
tEvy—4—a40] [1, 17 —E7z=Z0] —4-ALRFIS5— (E
MEfEE®mE 5 —1)

[0834] [{£280]

[0838] WO2006,/129623ICEHINTVWEXFI [ (6S) —4—
(4—s0O7zxz=)) —2— (EROFIUAFIV) —3, 9—IUAF)L—
6H—FT/ [3, 2—F]1 [1, 2, 41 vhYF7YO [4, 3—a] [1
, 41 YT7EEY—-6—-4)] PEH—F (500mg) . (4—t—-Th
FOANKRZNTZZV) ROVEE (386mg) . YVEEAY DL (61
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[0836]

[0837]

[0838]

6mg). Fh>bROZ75> (5. OmL) ., K (0. 52mL) ., 2—
DoAanFUNWNEKRRAT 4/ -2 =6 —IXNEFIETDIZIN T
Bzl RSVUoaynY R L (42mg) . S—phos (
24mg) OREAMAEMBERT CIBEER LA, RINRICKEZMA THEE
BIFILTHE L, BMELZRINRIEKTHREL, BKREBFTN)ILT
RIRRICAMAL. AHRERETBRELL, BBEENHY YA ILAS L O
NTST4— (BEEETFI : X%/ —)=99:1~90:10) THETY
B2ZEICLYEBLLAY (61 0mg) 2#AHBEKSE LTEL, MS (E
SI1)m/z:573, 2 [M+H]+

(65—2) xF)I [(68) —4— {4 —[({4-L[(3=>7/
—4—XFN—=TH=—AYR=I—=T7—=qAL) AT 7EAN] 7z}
AFI) AUNREALNL] [1, 1V —EZ7zZ)0] —4—A)L} —2— (k&
RAFSAFI) -3, 9-UXFI—-6H-FT/ [3, 2—F] [1,
2, 41 py7PYVO 4, 3—al [1, 4] V7FEY—-6—-1)] 7t
& — b~ (ERfEE®55)

[1£281]

e

,$@,%
NN( y
EEFULE®S5 5 -1 (80mg) Od¥s/OOx4> (1. OmL) B
o MUTZLAOBEE (1. OmL) #MMA. ERICTOBEE#RLL R
IRERERELZ, BONERESLUSEHLEMS (57mg) &N
, N=UXFILKRILFTIRN (3. OmL) THEMAL., ZRICTN, N—-%
AV 7aELITFLTIY (0. 073mL) #MA, XK4AF. HATU (
69mg) ZMA., EBRICT7REER®RLEL, RIGERICHERIFIL—T b
ZeERO73Y (1 :1) OREGREMAFRL. 1 NIERRRUCREMNEIEK

L
g
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[0839]

[0840]

[0841]

EMZ. 9B LUz, BREARANRIEKTIE., HANEEKTIE., EANRE
KTIEME L. B|BKHES M) YV ATEREER. RETARELEE L,
BONLEREESVATFNASLYIOX NI ST 14— (BRI FIL : X% )
—Ib=100:0~85:15) ICTHETI&ICLY, EELEW (5
1mg) #kEEEKRE LTEE, MS (ES1) m/ z:839. 4 [M
+H] +

XIS 6
(56—1) XF)IL {(6S) —2, 3, 9—hFUXFIL—4— [4— (

1, 2, 3, 4—Fh3ROa4VYF/Y)Y—6—4J) 7z=)L] —6H
-Fx/ [3, 2—F]1 [1, 2, 4] vYFPVYO [4, 3—a] [1, 4
1 o7EEY—6—q)} 7EH—~ (EEbLEmW56—1)

[1t282]

ZEFLEYW1 (200mg) . t—TFI 6— (4, 4, 5, 5—F
NSXFI—1, 3, 2=IUFFHARAOZv—2—-94J) -3, 4—-YENR
AqvYF/)r—2 (1H) —ALKRFLZ—hF (208mg) . X—Ph
osTI/ETIZUNRZYY LAY RN TLE (38mg) . X—P
hos (23mg) . UVEBAYDL (307mg) . K (0. 031mL
) BLUTFISEROTSY (2. 4ml) ORAYEYA VORBHET. 9
0CTO. 5FAEE®RLAL, RBRICHEIFIRCEMBIRKEMA, &
BYMERAIL, BREDR L, BREZAMRBIRKTIENE L, BKRE
F MUY LTERRRAR. BETRELEE L, BONALEKAEEZ/7OOK
Wi (1. OmL) ([SEMEL. MY DIAOEEE (1. OmL) #FRICT
MA. FERICTORER# Lic, BMETTREZEEL. BICMLIVTH
WRIET DREEITWV. BONEEEREZENHS YAV ASLIOT NS



WO 2021/157684 223 PCT/JP2021/004231

[0842]

[0843]

[0844]

[0845]

[0846]

T4— (BFRITFI : A9 /—)L=100:0~96:4) ([CTHHUTZ
L&Y, BEELLEY (244mg) ZREEMEELTHRL, MS (ES
1) m/z:512, 3 [M+H]+

(66—2) XFJ [(6S) —4—{4—[2— ({4—-[(3=-v7
=4 = AFI—=TH=AVR=I=T—4J)) RIVTF7EAIN] 7))
} XFN) -1, 2, 3, 4A-FhZEFOAMVYF/YY-6-CL] Tx
-y -2, 3, 9—-MNUXAFIN—-6H—FT/ [3, 2—F] [1, 2,
41 NYyrva 4, 3—al] [1, 4] o7EEY—-6—q)] FEY—
b (EREGILESE 6)

[1£283]

REfLE®M56—1 (60mg) . BEHILEME -1 (44mg) .
so0Fibs (2. OmL) OREMICHFNYDLN) PR NF2AROER
DR (50mg) ZERICTMA. RIBICT2 28R L, BICF Y
AN TZERNESROEBERY K (50mg) #2=BICTNAZ. ERICTS
BRI L, RINRICBEMEEKZMA, ERICT3 OoRFER LA, &2
MEBEKEMA, 700FKNLALICTIEHE L, HMERE EKREF YD
LTEIRRBR. BRETAEEBEE LA, BEEPBMHPLC (1 OmMix
B7VEZILKABBE-—TEZN M) ICTRETZEICLY, Z-EE
B (74mg) ZRFEBERKRE L TR/, MS (ES 1) m/ z:835
. 5 [M+H]+
ERERIS 7
(57—=1) N= (3=Y7/—4—XF)—1TH—AYR=)L—T—4AJ
) —4—0FAORVYEY -1 -RNKVYT IR (EEHHLEHS 7 —1)
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[0847]

[0848]

[0849]

[0850]

[0851]

[16284]

SZ2HLEM9 (300mg) . EYYY (0. 71mL) . RUPFT IS
EROZ75Y (3. OmL) OREEWMIC. 4 -2V EY IR
s0Y K (375mg) Z=FRICTIA. BRICTT1. S5R@EIE®RLA, K
R EFBIFILTHRL. BARIEK, K1 NEBEMANKR L. B
WE A BANBIRKT 2E%%%. KRBT M) Y ATRIRRER, BET
AR EBETRIEICLY. EFELEY (580mg) 2#B8BEGKE LR
=e MS (ES 1) m/z:328. 1 [M—H] -

(67—-2) 4—-[(2-72/xTFN) 7X/] —N= (3—=27/—4
—AFI=—TH-AYR=IU—T—A)) RVEY—1-ANKYTIFR (
EEfLEYm5 7 - 2)

[15285]

EEpa®ms57 -1 (200mg) . TFLYIYF7IY (0. 61mL
) . RUFRSEROZSY (1. OmL) ORAWE, <4 VORBHT
. 150CICTO. SHREMEAER LA, RINRICRBNRIEKEMA. BEE
IFL—FrZEROZZ5Y (1:1) ORSKRTIEME L, HERE
abt, PECHEMEBEAKTIEMREEL, |AREBT N Y LTRERER
CRETREEBELELE, BONREBELFRIFIVICTRERS®R. B
THIEICLY, EELEY (180mg) 28BMAE LTHERL, MS (
ESI)m/z:370. 2 [M+H]+
(67—-3) XF) [(6S) —4— {4 —[(2—{4—-[(3—¥
T) =4 —AFIN—TH—AYKR=I—T—qI) RANT7EAIL] 7=
JY TFN) ANEAN]T [T, 17 —ET7z=)0] —4—4)} —2,
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[0852]

[0853]

[0854]

[0855]

[0856]

3, 9—MNYXFIN—6H—FT/ [3, 2—F]1 [1, 2, 4] NYTVY
n[4, 3—al] [1, 4] Y7EEY—-6—11L] 74— (EfEfit
a5 7)
[1£2861]

e

o2
EEfE®W57 -2 (41mg) . BEHILEW4 (50mg) . N,
N—-S4y7aLIFILFTIY (0. 043mL) . RN, N—IUAF
WHRILLTIR (1. OmL) OREEMIC. KATHATU (49mg) %
mx. BERICTS M. ERICTIFEREH L, REREHBRIFIL-T
FSeEROZ73Y (1 :1) OREEERTHERL. HMEEKTIE, EAR
BAKTIEESRL., |BKRET N U ALATERIEEBEER. BETEAEEZEZEEL
oo BABEZTEMNZMY)IL—KTRBEEER, B KEETDI&ITLY
. BB eW (45mg) ERkEMAEE LTERL, MS (ES 1) m/ z:

852, 5 [M+H]+

=MEHI5 8

(68—1) 3— [4— (RVYIWNZRIZ7=IV) 7z=)0] FORY -1
—ZA = (EfEFEEW58—1)

[16287]
\3/}\3-’”\%‘«\
]
V

3— (4—7OoE7zxz=)0) 7anky—1—4—J)L (1000mg) . N
VINANATHY (0. 55mL) . N, N=Sq4y 7 aOILIFILTI
v (2. 41TmL) ., 4, 5—ER (Y7xz=ZIHKRATa/) —9, 9
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FILFHUTFY (Xantphos, 269mg) . FJR (IRVIY
TvTENY) VRSV DL (213mg) . ML (15, OmL) O
BEWE, Z2ERFEKT. 100 CTHREBER L, ERFTHSR. K
INBREBEZE)ATIVASLIORKNTI 74— (NFHY (BT FIL =
60:40~20:80, FLASA:NHYYAHIL) ICTHEETEZZE

. EELEY (681 mg) Z2iBEMGKELTHEL 'H NMR (4
OOMHz, CDC1l3) & ppm 1. 23 (1H, t, J=5., 3Hz
), 1. 81—=1, 91 (2H, m), 2. 62—2, 71 (2H, m),
3. 61—-3,. 70 (2H, m), 4. 08 (2H, s), 7. 05—17.
11 (2H, m), 7. 19—7. 31 (7H, m)

&

[0857] (68—2) 2— (4— {3—[4— (RVUIILZRILTF7=IN) 7x=)V]
JaR£v}y 7x=0) —4, 4, 5, 5—=FrSAFIL—-1, 3, 2=
FFHROS Y (EEHHEEHNS 8 —2)

[0858] [1288]

[0859] 4 — (4, 4, 5, 5=FhrSXFI—1, 3, 2-IAFHROSY—
2—A4J)) 7x/—) (200mg) &EmHILEMS58—1 (281 mg

) DMLY (3. OmL) BWRIC, BRICTYT I/ AFLY M XFIVKR
ARZY (1657mg) ZmMx. ERFHK. V1 7OKRRFT. 1507C

TO. SEEE®R L, RIGREHBIFILTHERL. BNRIEK-—K (1

2 1) T1E. SENRREKTIEREL. BKRES N D LATRZRRER
HRETREEZBEELE, BONEREEZS ATV AZ LT NTST

1 —ICTHRE (NFYY BT FIL=95:5) §52&IC&Y. E&EL

&% (338mg) A\EEKAEELTHEL '"H NMR (400MHz, C
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[0860]

[0861]

[0862]

DCl,;) 8§ ppm 1. 33 (12H, s), 2. 00—2. 12 (2H
, m), 2. 76 (2H, t, J=7, 6Hz), 3. 96 (2H, t, J
=6. 2Hz), 4. 08 (2H, s), 6. 87 (2H, d, J=8. 7
Hz), 7. 09 (2H, d, J=8. 3Hz), 7. 22 (3H, d, J
=8. 3Hz), 7. 25—7. 28 (4H, m), 7. 74 (2H, d,

J=8. 7THz)

(68—3) XFJ [(6S) —4— (4 — {3—[4— (RVYYLZR
W7 7=)) 7xz=)V] FARFYY [1, 17 —E7z=)L] —4—4)
) —2, 3, 9—MNYXFIN—6H—FT/ [3, 2—-F] [1, 2, 4]

f)7vo [4, 3—al [1, 4] D7EEY—-6—4)L] 7EH—F (
EEfl{EY5 8 —3)

[1£289]

X

ﬁi N

SZFtE®W1 (100mg) . EfEFILENS58 -2 (122mg) .

2—vvyanxI VKR I74/ -2, 4, 6 — )4y FOELE
7xZ)l (X—Phos, 12mg) . X—Phos7I/ET7zZ)LINS
Db (1) A9 VRNEKEF—b TLME (21mg) . VVEEAYD
L (154mg) ., K (0. 016mL) BLUFhSErOTZSY (1.

2mL) OREWME. BRFEST. VM 7OREHFT. 90CTO. 5EHEE
BLk, EEAIELEME8—2 (67mg) . X—Phos (12mg) .

X=Phos7I/ETZzZWRZTVIL (I 1) X9VZIEKEF—k 7
LEREE (2 1mg) ZEBML., Z2RFEK. V1 7OKREBHT, 90CT1

BrERH L, RISREHBRIFITHERL. NaPEERITREE L.
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[0863]

[0864]

[0865]

[0866]

BRERETICERL. BEENHYUASLASLIORKNT S 74— (
AFHY  HBIFI=50:50~0:100) THETZZ&ICLY.,
BELEEY (14 7mg) ZRKEEMEE LT/, MS (ES 1) m/ 2z
:713. 56 [M+H] ~

(68—4) xFJ) [(6S) —4— (4 — {3—[4— (yOoorRWL
A=) 7z=0] FaRF} [1, 17 —E7z=0] —4—14JL) —
2, 3, 9—NYXFI—6H—FT/ [3, 2—F] [1, 2, 41 hY
7vo [4, 3—al] [1, 4] v7EEY—-6—1)L] 7EH4—F (£HE
fFlit&ms 8—4)

[1290]

EEplitE®m58—-3 (14 1mg) OF7ER=FJJIL (3. OmL) —
2NigEE (0. 60mL) BFRIC. KATF. N—/onzxosov4 3K (9
3mg) ZMx. BURICTT. SREIEH LA, N—2O0O0RIY VA4 3R
(6mg) #EML. FIRICTO. S5IEEBEH LA, RISGKEZFBIFILT
AWML, BARIEK—K (1 : 1) [ SEMBREKTIRRESE L, HEKEES
MU LTEREREER. BRETBREEZEE L. BOoNEEEEY VAL
ASLIATMNTST74— (VOAFRIL : X9 ) —)L=98 : 2) THKSE
THIEICLY, EBLEEYW (134mg) EREEMNESE LTHEL, MS
(ESI)m/ /z:671. 4 [M—C1l+H,0]+

(68—5) XxFJ {(6S) —4—[4" — (3— {4—[(3—->7
J=4—AFI—TH-AYR=IL=T—=AJ)) RIVT7EAIN] 7=
} FAaRFY) [1, 17 —E72z=0] —4—4)] —2, 3, 9—KV
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[0867]

[0868]

[0869]

[0870]

AFIN—6H—FT/ [3, 2—Ff] [1, 2, 4] pyYF7YO [4, 3—
al] [1, 4] oF7EEY—6—4J)} 7EH—bN (EHEF{EYS 8)
[1£291]

EEAIEEHME8—4 (130mg) &S5EFELE®WO (39mg) DF
FZEROZ7ZY (2. 6mL) BRIC, BRICTEYYY (0. 15mL
) A, BIRICTT. SEREER L. REREZBERBL., BE4/0
ORI ALICARIE, 1 NIRRT, B8R KTIENEL. BKEGE
F M) LTERERAR. BRETAEELBE L, BONALEEENHD Y
ATNAZSLIOXNITS 74— (V0O0OKRIL : XH/—)b=95 : 5~
50:50) THR&ER BUYYYAFIVAZLOXNIS74— (OO
RILL : X9/ —)=98:2~95:5) THETZZEICLY., EBEL
a¥ (52mg) ZRBEMAFEL TR/, MS (ESI1) m/ z:824

5 [M+H]+
XI5 9
(59—1) t—=7FI 5— {4—-[(6S) —6— (2—XAhF>¥-2
—FFVYIFI) -2, 3, 9—KUXFI—6H-FT/ [3, 2—F]
(1, 2, 4] pYPYVO[4, 3—al [1, 4] S7EEY—4—1AL
1 7z=Z0 FA 7z —2—-HIERFPS5—b (EEAULEHS 99— 1)
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[16292]
.y G
o
<\§/ g ')
N. 5 \\ o

s,

[0871] =EEHUELE®M3 (100mg) . t—7FI 5—-TOEFAIzV—-2
—ANLKRFIS—F (78mg) . TFhIFZX (M)TZZIWNKRT14YV)
NRST9L (0) (23mg) . YVEEAY DL (126mg) . K (0.
014mL) 2735 RATSY (4. OmL) . BRFESK. ¥17
RIS T,. 100CTO. SREERLL, RISGKEZER. BREREL
BEEV)ATSINVASLORNI ST — (O0OKRIAL : X5 ) —)b
=100:0~95:5) ICTHETDZZ&ICLY, BEELEYW (89mg
) AREAaEARE L TE~E, MS (ES 1) m/ /z2:563. 2 [M+H]+

[0872] (59—2) XFJI [(6S) —4— (44— {5—-[({4—-[(3—-¥
F/)—4—AFI—TH-AYR=L—T—AJ)) RNTF7EAIN] 7=
WY AFI) AIVREAIN] FATzV—2—-4)L} 2z=)) —2, 3,
Q—KNYXFI—6H—-FT/ [3, 2—F] [1, 2, 4] pYyPVOL
4, 3—al [1, 4] Y7EEY—-6—a)] 7Y — (EEHLEY
59)

[0873] [{£293]
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[0874]

[0875]

[0876]

[0877]

EEFUELE®S5 9 -1 (89mg) dyoAKRILL (1. OmL) BARIC
M) Z)A0OFEE (1. OmL) ZmA. ERT2HEERLL. RIEKRE
BERTEL. M IV THBE20To7%, BESLCSEFLEWE (5
9mg) . N, N=2qvyFoELITFILT7IY (0. 14mL) . HAT
U(72mg) #N, N=JAFIKRILLATIR (3. OmL) A, =EET
2ESEIEM Lc, RIGRICKZMATHESE L., BT FILT2EHE L,
BhEEMBEKT2EEE LR, BERELL, BEESYATILA
SLoO%X NS 74— (vOQKRIML : X%/ —)L=100:0~95:
5) THRETIIEICLY., BEEEY (11 7mg) Z2R—Va1aBEHKE
LCE~E, MS (ESI) m/ z2:829, 6 [M+H] +
ESy IR
(60—1) XFJ [(6S) —4— {4 — [ ({+b>v2—-3—-T[(
3—VTF /=4 —AFNL—TH-AYR=IL—T—4)V) RNT7ESI]
oaTFIVY AFIV) ALNEANL] [1, 17 —ET7z=)L] —4—4
LY —2, 3, 9—KNUYAFIL—6H—FT/ [3, 2—F] [1, 2, 4
1 dy7YO 4, 3—al] [1, 4] Y7¥EY—-6—a4L] 7EH—t
(ZfEBEE6 0)

[1£294]

EREH2 0ICHVWTE— (YO0RILKZI) EYIY—2—-HILRVER
AFILOEHLYIC, AFI b SYR—-3— (vO0RNKZIV) o007
YV—=1—ANKRFLZ—rE2EAVWT (20—-1) — (20—4) £BEHKD
ki, WBETZIEICELY. ERELEMER—V21BEHRHE LTHL, M
S(ESI)m/ /z:801, 7 [M+H] +
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[0878] =f&EfHI6 1

[0879]

[0880]

[0881]

[0882]

(61—1) xFJ) [(6S) —4—(4—{2—-[({4-[ (3%
T)=4—AFI—TH—AYR=I—T—qJ) RIWT7EAIN] 7=
WY AFI) AMNEAIN] =1 —RUVFATTY—-5-4)L} 7z=)
) —2, 3, 9—RKNUXFI—-6H—-FT/ [3, 2—F] [1, 2, 4]
fy7vOo [4, 3—al [1, 4] oF7EEY—-6—a4)L] 7EH—K (
EEGlEE6 1)

[1£295]

EHEFIS 0ICHVWT, 4—TOF—2—XFILLEERE t-—TFILOK
HBYICt—TFI 5-JOERVYFATIIV-2-AILKRFIS—I%
AVWT, (50—-1) — (50—2) tAHKORIS, VEBEFTZ&ICLY
. EBLAYEREREE LTERE, MS (ESIT) m/ z2:879. 5[
M+H] +
X6 2
(62—1) xFJ) [(6S) —4—(4—{2—-[({4-[ (3%
T)—4—XF)I—TH—AYR=)L—T—AJ) ANTF7EAN] 7=
WY XFI) AVNEAN] =1 —RYVFATITV—6—4)} 7))
) =2, 3, 9—-RKYXFI—-6H—-FT/ [3, 2—F] [1, 2, 4]
f)y7vo [4, 3—al] [1, 4] OF7EEY—6—14)] 7TEH—F (
EhEHEE®6 2)
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[16296]

[0883] ZHMEAISOICHWVWT, 4—TOT—2—AFILEERE t—-TFILOK
HDYIKt—TFI 6—TOERVYFA IV -2-ANKRFIS— %
AWT, (50—-1) — (50—-2) &tEKDOKRIG. WBETDHIEICLY
. BBLAYERBREE LTERE, MS (ES ) m/2:879, 5 [
M+H] +

[0884] =6 3
(63—-1)RvYIL 4 —[(6S) —6—(2—t—ThrFxv—2—
FTFYIFI) —2, 3, 9—KMNYAFIL—6H—FT/ [3, 2—F] [
1, 2, 4] v)7vAEa [4, 3—al] [1, 4] o7EEY—4—1)]
(1, 17 —E7z=Z0] —4-ALERFPS—F (REFELEHW6 3 -1
)

[0885] [1£297]

'

7

NNy

N N/':% ) \ e

Ol

[0886] t—7FIN [(6S) —4— (4—oO0O7z=)) —2, 3, 9—Fh
JAXFI—6H—FT/ [3, 2—Ff] [1, 2, 4] phUFPYO[4, 3
—al [1, 41 o7EEY—6—a4)] PEH—K (100mg) . (4
—RUINFFOAINRZNTIZN) ROVE (68mg) . 2—-I2 Y



WO 2021/157684 234 PCT/JP2021/004231

[0887]

[0888]

[0889]

[0890]

ANFUIKRRAT4 /=2, 4", 6" —K )q4vy7OEiLET7z=)L (
X—Phos, 11mg). X—=Phos7I/E7zZ)L/A5YD4A40O
DR Tl (18mg) . YVEEHY DL (140mg) . K (0. O
15mL) L7 b>rRO75Y (1. 5ml) OREWME. BERFHET
YAV OKREET, 90CTO. 5IEIER LA, RIBEEFB I FILT
FIRL. TAYEERLITREE LA, 2BERBETICREL. BEE2 YD
FVhZSLoOMNIZ5T74— (VO0KRNML : AH/—)L=98:2) T
BETZZEICEY., EBIEEYW (107mg) aRBEEMMAE LTEE,

MS (ESI1) m/z:633. 5 [M+H] +

(63—2) 4 —[(6S) - 6— (2—t—TbhF>¥—-2—FFVYIF
V) —2, 3, 9—NYAFIL—6H—FT/ [3, 2—F] [1, 2, 4
1 vy7vo 4, 3—al [1, 4] v7EEY—4—a40] [1, 1’

—E7zZ)] —4-hIULKRVEE (EEFEEH6 3 —2)

[1£298]

EEpiEEme6 3 —1 (103mg) x4 /—JL (5. OmL) (AR
Lo 10%KEEBIENNS YT LKE (46mg) ZMA. RGEBEKRER
L. ERTIREHESELL, RIESEHEBREM LR REKREZBL.
BEERERET S &ICLY ., BELCAYOEBEE (89 mg) E%E
EMAEE LTHB%, MS (ES 1) m/z:543. 4 [M+H] +
(63=3) t—=7FI [(6S) —4— {4 —[({4-[(3—¥
T/)=4 = AFI—TH-AYR=L—T—4J) ANWTF7EAIN] 7=
VY AFI) AILREANL] [1, 17 —ET7z=Z)L] —4—AL} —2,
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[0891]

[0892]

[0893]

[0894]

3, 9—MNYXFIN—6H—FT/ [3, 2—F]1 [1, 2, 4] NYTVY
n[4, 3—al] [1, 4] Y7EEY—-6—11L] 74— (EfEfit
&6 3)
[1£299]

EEHLEM6 3 —2 (43 mg) . ZEHLEMS (30mg) DN,

N=UXFIARILLTIR (1, OmL) BRIC. BBICTN, N=YqvV
JTOELIFILTIY (0.027mL) EHATU (37mg) %A, B
RICT IFEER L, RISRZFB T FILTHRL. SEMRIEAK—K (1

2 1) T3[E. fAFMAEKT 1 EMEE L. BAKMES N YL TEZBRAR
BETBEEZBE L, BONLFBRES VATV AS LB NTST
4 —ICTHRE (VOoOFRibbs : X5/ —)=98:2~95:5) 332 &
IC&Y, BELEY (38mg) ZR—Va1BMEE LTHERL, MS (ES
1) m/z:865., 5 [M+H] +

Ehehl 6 4

(64—1) t—=7F)I [(6S) —4— {4 —[(2— {4—-[ (3
—VT ) =4 AFI—TH—AYR=JL—=T—4J) RIT7EAN] 7
=Y TFII) AIREAL] [T, 17 —EZ7zZ)] —4—1)b} —
2, 3, 9—NYXFIL—6H—FT/ [3, 2—F] [1, 2, 41 ~Y
7vyO [4, 3—al [1, 4] YT7EEY-6—qL] PEH—F (FEiE
BHLE 6 4)
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[1£300]

s
;
;

[0895] EEFIEEME63—2 (43 mg) . BEFLEMT 1 (34mg) ON
, N=UXFIFRILLATIR (1. OmL) BKIC, =RICTN, N—-I4
YFOPLIFILTIY (0.041mL) EHATU (37mg) %X,
FELRICT SHFEE® L, RIGREHBIFII THRL. BFMEEK—K (
1:1) T3E, AMEIRKTIEMESR L. EAKREST N D LTRIERE
%, BRETBREZZELL, BohEEREEZ YA NVASLIORNTS
T4 —ICTCHEE (V00K L : AF/—)b=98:2~95:5) §3Z
EIC&Y, ZBLEY (49mg) 2ABMEE LTH/E, MS (ES 1)
m/z:879. 6 [M+H] +

[0896] =6 5
(65—1) t—=7F)I 5—{4—-[(6S) —6— (2—AbFP—-2
—ZFFYIFI) -2, 3, 9—hYXFI—6H-—FT/ [3, 2—F]
[1, 2, 41 hYyPYO[4, 3—al] [1, 4] SF7EEY—4—4)
1 7z} ESYY—-2-HIRFIS5— b (REFHIEEHE5—1)

[0897] [1£301]
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[0898] =EmEHUELE®MI (100mg) . t—T7FII 5-TOEESIV-2-—
AVRFLS—8 (77mg) . TEIFR (M) TZZWKRRT4V)
V9L (0) (23mg) . YVEEAYDL (126mg) . K (0. O
14mL) #5h>EROTZ75Y (4. OmL) A, BRFHST. v170
BIERHT. 100CTO. 5IEER LA, RIGREZER. BRZRMEL.
BEBEEV)ATNAZ LAY NI S 74— (VOOKRIL : XF ==
100:0~95:5) ICTHRETIEICLY., BELEY (97mg)
EREAEEKE L THBE, MS (ESI) m/ z:559, 3 [M+H]+

[0899] (65—2) xFJ) [(6S) —4— (4—{6—-[({4-T[(3—-¥
T/) =4 —AFN—TH-—AYR=—T—4)V) ANT7EAIN] 7=

—~NUXFIN—6H—-—FT/ [3, 2—F] [1, 2, 4] pYF7VO[4
, 3—al [1, 4] Y7EEY—-6—4aL] 7EH—b (EEHILEHO6
5)

[0900] [15302]

O "N

[0901] EREFIEEME5—1 (97mg) @ OOKRILL (1. OmL) BERKRIC
NYZIAOFEE (1. OmL) #MA. BRT2EE®R L. RIGKRE
HMERMEL. ML ITUTHBEZ 20T/, BES LI USEFLEYS (6
5mg) . N, N=Y4y7OoELTFIT7IY (0. 15mL) , HAT
U(79mg) #N, N=IUXFILRILTIR (3. OmL) A, ERBT
1B R Lice RIBSRICKZNMA THE#H L. BT FI/LT2OHE L7,
Bht/BREEZKT2EMEE LR, BEREBLE, BEEVATILA
SLAPOXMNSS74— (VO0OKRNML : X9/ —)L=100:0~95:
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[0902]

[0903]

[0904]

[0905]

[0906]

[0907]

5) THRRTIZEICLY. BELEYW (11 1mg) EX—Va1aEGKE
LTHBko MS (ES 1) m/z:825. 4 [M+H] +

XJehl6 6

(66—1) XF) [(6S) —4— (4—-{2-[({4-L0 (33—
TI)=4=XFI=TH-AVR=J=T=AN) AINVT7EAN] 7=

WY XFN) AINEAN] =1 RISV —-6—4J} Jz=)b) —
2, 3, 9—FNYUAFIN—-6H—-—FT/ [3, 2—1F] [1, 2, 4] KV
7vo [4, 3—al] [1, 4] v7EEY—-6—1)L] 7EH4—F (£HE
Blit&¥ 6 6)

[1£303]

EHEFIS 0ICHVWT, 4—TOF—2—XFILLEERE t—-TFILOK
HBYICt—TFI 6-—JOERVYYISV—-2-hIRFLS—FEHL
T. (50—1) — (50—-2) tAHKORE. NEBEFTZI&ICLY., Z
Blrementpirs LTl MS (ES 1) m/z2:863. 5 [M+
H] +
EMEBI6 7
(67—=1) [4— (RYIYNZANTZFZII) 72Z)] X8 /—) (EiE
BULEm6 7 —1)

[1£304]
HO™ ™™

; i
i%\\/II\S"{'\\E j

(4—7OF7z=I) A5 —J)L (2000mg) . RyIIIANATS
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[0908]

[0909]

[0910]

[0911]

#> (1. 51mL) . N, N=2Jqv7FOELIFILTIY (2. 78m
L) . 4, 5—EX (YT7xZWNKRT1/) —9, 9= AFILFHUT
Y (Xantphos, 1237mg) ., MR (IRVI)YFUFEIY
) VIRSYYL (980mg) . MLITY (10, OmL) DEEY%E., =
REHEK. YA VOERFT. 150CTO. 5FEEHLAL, BREFTH
Bk, FEMERE L. BYEEBIFILTHRE L, BREREEMEL.

BEBEENHY ) ATIWNASLIARKNTI 274 — (NFHY BRI FIL =
90:10~50:50, FLASL:NHSYAFL) ICTERETZZE
L&Y, ZEEEEY (214 1mg) 2XBEBEGKELTEL, 'H NMR
(400MHz, CDC1l3) & ppm 1,61 (1H, t, J=5. 9
THz), 4. 11 (2H, s), 4. 65 (2H, d, J=5. 91Hz
), 7. 17—7. 35 (9H, m)

(67—-2) 1— (RVYDIZAIT7FZII) —4— (VOOXFIL) RVE
v (ERfEEme 7—2)

[1£305]

L
Lv;

EEHHEE®M6 7 —1 (556mg) ORIV (5. 6mL) BERIC
. EBICTEIFAZI (0. 21 mL) #MA. ERICTO. 5EEEER
L7, RIGREBERTFILCTHIRL. SHMNBIEKT2E%ES L. BKRE S
MU LTERREER. BRETREE2EETIC&ICELY. ZELEYW (5
92mg) HRBEEKOHEBEENE LTHEL, '"H NMR (400MHz
, CDCIl3;) 86 ppm 4. 13 (2H, s), 4. 54 (2H, s),
7. 18—=7. 35 (9H, m)

(67-3) 2— {[4— (RYTNANLTZ7ZI) 7TZ)L] XFI} —
6—-70F€E—-3, 4—YkekRkOoqavx/Yr—1 (2H) —F> (EHEHIt
a6 7—3)
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[0912]

[0913]

[0914]

[0915]

[0916]

[1£306]

6—70F—-3, 4—-YeRO-2H—qYF/Yv—1—-4>v (500
mg) ON, N=IUXFIRILTIR (5. OmL) BRIC. BRICTK
REFMYDIL (115mg, 60%, REVSS 71 VICHE) &MA10
DEH LR, EEALEEW6T7 -2 (585mg) ON, N—IUAFILK
WLTIR (5. OmL) BEEMA. FIBICT2REER L, RIGKIC
TNIEBEFBIFILEMADKRLEZ, BREZBENRIEK—K (1 :1)
T2[E, ANEEREKTIEREL, BKREF N D LICTEEL, 281
BEEBEZEE L, BBEEZY ATV ASLIOIRNT ST 14— (NFY
VBRI FIL=90:10~80:20) ICTHHEL. EELEYW (71
Tmg) ZgEEERGEKELTE~L, MS (ESI) m/z:438. 2, 4
40, 2 [M+H]+
(67—4) xF) {(6S) —4—[4—(2— {[4— (RVYVIR
W727=)) Zz=)V] AFI} —1—-FFVY-—-1, 2, 3, 4—FTh3EL
FOqAvF/Y)r—6—94J)V) 2z=)V] —2, 3, 9— R MY XFJI—6H
-¥xT/ [3, 2—Ff1 [1, 2, 4] vY77vYO [4, 3—a]l [1, 4
1 97EEY—6—4qL} PEH—b (EEflLEHm6 7—4)

[1£307]

SEHLE®HS (100mg) 2735 RAT73Y (1. 3mL) T8
fEst, EEfitewe7—-3 (104mg) . Th3FX (M7
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[0917]

[0918]

[0919]

RAT4V) "5V L6 (0) (23mg) . UVEBEAYDL (126mg
) BLWK (0. 013mL) ZmMx. ZBRFHEK. V1 70KREBRHT. 90
CTTO. SREERH L, RIGREHBIFILTHRL., FEYEEELT
BE L, PREBETIRMEL. BEEZNHI YA ILASL/OT NS
S74— (NFHY  HBIFI=50:50~0:100) TH&ET?CZ
kY, EBEEEY (15 1mg) 20BHAOHEBEYE LTHEL, M
S(ESI)m z:738. 5 [M+H]+

(67—-5) xFJ) [(6S) —4— {4 —[{[4— (yOORNLT
1 ZI) 7] AFIY (ZFI) AMNREAIL] =37 —XF)L [1
, 17 —E7z=0] —4—4aN} =2, 3, 9—MNUXFI—6H-—FT
J[3, 2—1f1 [1, 2, 4] v)F7vVAa [4, 3—al [1, 417
TEY—-6—a4L] 7EH—b (EEFILEHNE6 7 —5)

[1£3081]

Epliteme 7—4 (145mg) OF7E,=MJIL (3. OmL) —
2NiEfE (0. 60mL) BE®RIC, KAT. N—270ORI> VLI (
92mg) ZMA. BURICTT. S5FEIRH L, N—2/O0QRII V(X
K (8mg) #EML., FERICTO. SEEEHLE, RINEREFRIFIL
THRL. BERNRIE\AK—K (1 : 1) | BAFRREKTIRREE L, BKGE
T MUY LTEZERER. BETBREEZEBEE L, GohEEEY ) AT
WAS L9057 4— (O0OKRML : X9 ) —)L=98:2) THK
Iz ECLY. EBLAEY (80mg) 2HBMEAE LTHEL, MS (
ESI)m/ /2:696. 4 [M—CI+H,0]+;'H NMR (400M
Hz, CDCl3) & ppm 1. 74 (3H, d, J=0, 6Hz), 2
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[0920]

[0921]

[0922]

. 43 (3H, d, J=0. 6Hz), 2. 69 (3H, s), 3. 08 (

2H, t, J=6. 7Hz), 3. 59 (2H, t, J=6. 6Hz), 3
67 (2H, dd, J=7. 1, 4, 1THz), 3. 79 (3H, s),
4, 66 (1H, dd, J=7. 8, 6. 4Hz), 4, 91 (2H, s)
, 7. 41 (1H, d, J=1, 3Hz), 7. 681—-7. 64 (7H, m
), 7. 96—8. 07 (2H, m), 8. 20 (1H, d, J=8. 2H
z)
(67-6) xF) [(6S) —4— (4 —{[A-{[(B—->7
=4 = AXAFNL—TH-AYR=I—T—4J)) PIX/] ZINT 1)} 7
=) AFI] (ZFI) ALNEAILY =3 —XFI[1, 17 —FE
Jxz=)WV] —4—1)) —2, 3, 9—KMNYAFIL—6H—FT/ [3, 2
—f]1 [1, 2, 4] pYy7VA [4, 3—al [1, 4] 7¥EV—-6
-] 7S - (EEHlIEEYE 7)
[1£309]

EEFEEHME6 7 -5 (77mg) &BEFLEWMO (22mg) DF b+
ZerkOo75> (1. EmL) A&RIC. BRICTE)YY (0. 085mL
) ZMA. BERICTT 6BEE®H LA, RIGRIC/O0OKRILAZMA, 1N
BEETIE., BARIEKTIONELAE, KEZ/70OKRLATIEHEL
. BbhtEMEABKRES M) YA TERRAR. RETAEABEL
o BONEBRAEEY Y ASILAS LAY NS 74— (VOAQKRILL :
A8/ —)=98:2~95:5) THRETIZ&ICLY., EELEY (7
Omg) #R—Y1BEKELTHE/E, MS (ES 1) m/ 2:849. 5
[M+H] +
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[0923] =f&fI6 8
(68—1) xFJ [(6S) —4— (4 — {[2— (3—7@OE7=zx
=) TFN] ANNEANY [T, 1V —ET7zZ)V] —4—q)) —2
, 3, 9—hMUXFI—6H—FT/ [3, 2—F] [1, 2, 4] NUT
vo [4, 3—al] [1, 4] o7€EY—-6—4)] 74— b (EHEH
t&eme8—1)

[0924] [{£310]

[0925] ZEfEHIT 1ICBEWTSEFULED T 1 ORDYICSI - TOETIRFILT
IVEAW. (11-1) tAKORIG. MBET R &ICLY, EELE
MaHEEkRE LTEB%, MS (ESI1) m/z:682. 2, 684. 2
[M+H] +

[0926] (68—2) AFJ {(6S) —4—[4 — ({2—[3— (RvIWN
ZIT77=I) 2] TFIVY ALKREAIL) [1, 17 —ETZ7z=Z)L
1 —4—-4)0] -2, 3, 9—bMUXFIL—-6H-—FT/ [3, 2—F] [
1, 2, 4] vYy7vyno [4, 3—al [1, 4] oF7EEY—-6—1)}
7ty — b (EREFIEEHNE 8—2)

[0927] [{£311]
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[0928]

[0929]

[0930]

[0931]

BERIAT. EREAMEEWE68—1 (183mg) . RYIILXIHTH
v (0. 038mL) ., NYUR (IR YFUTEINY) VRSTUTL (
25mg) . 4, 5—ER (YI7TZIKRT1/) —9, 9—IUXFI*
v (0. 070
mL) ZhJLT> (3. OmL) —Fh35EFOTZY (1. 5mL) EE
AR, YA OFEEBHT. 150CTO. 5FEIER L, ) AFILA
SL7OXMNIZS 74— (V0O0OKRML : AH/—)L=100:0~95:
B) IKTHRETZZ&ICLY, ZEBEELEH (193mg) 2&EBERKELT
B, MS (ES 1) m/ z:726. 4 [M+H] +
(68—3) xF)I {(68S) —4—-[4" — ({2-[3— (yOO=x
JWRZIV) Z7x=)] TFIY ANEAINL) [1, 1V —E7z=)L] —
4—4N]1 -2, 3, 9—bNUXFIL—6H-—FT/ [3, 2—F] [1,
2, 41 py7YO 4, 3—al] [1, 4] Y7¥EY—-6—-1I} 7t
& —h (EEfibe®e 8 —3)

[1£312]

5> (31Tmg) . N, N=24YFOELIFILT

i

Ny \\) o
EHEAELEW68—2 (193mg) 7 =Y (5. OmL) —
2NiEEE (1. OmL) EABR®REOCICAML., N—/O0O0a/NJBE1
F(124mg) ZmMx. EIRTIRERER L, RIBRICKEZMA TRE
L. BFRTFILC2EHHE Lz, BhE/EHMBAKTHE L% BER
Ml BEED VAN ASLYIOR NS 74— (/OOKRIML 1 X4
J—=I=100:0~95:5) LTHRAETZIZ&ICLLY., EFEELEY (1
83mg) a#EEAKELTEE, MS (ESI1) m/z:684. 3 [M
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[0932]

[0933]

[0934]

[0935]

[0936]

—CIl+H,0]+

(68—4) xFJ [(6S) —4— {4 —[ (2= {3—-[(3—-¥
T)=4—AFI—TH—AYR=I—T—qJ) RIWT7EAIN] 7=
VY TFN) ANEAN]T [T, 17 —ET72Z0] —4—14)} —2,
3, 9—RKNUAFI—6H—-—FT/ [3, 2—F] [1, 2, 4] NYTY
n[4, 3—al] [1, 4] Y7EEY—-6—9aL] 74— (EREHIL

&6 8)
[1£313]
NN o W
EREfFI2 9ICHWVWT. BEFULEM 1 ODRDY ICERERFIEEHE 8 —3

. REUEE®2 9 -1 ORDY ICBSEFEEMIERAWVWT (29-2) &
ARORIG, WBETZIEICLY, EBLENER—Va1B6EEFE LTHE
7o MS (ES 1) m/z:837. 6 [M+H] +

=6 9

(69—1) XFJ [(6S) —4— (4 — {[(1R) —1— {4—
[ (B3=YT7/—4—XFI—TH-AYR=J—T—4J) ZIT7EA
V] 2z} TFI] AINEAINY -3 =740 [1, 17 —ED
)W) —4—qN) =2, 3, 9—PNUXFIL—6H-FT/ [3, 2—
f1 [1, 2, 4] vYy7PYOo [4, 3—al] [1, 4] v7EEY—6—
AN] 7EH— b (EEfE6 9)
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[0937]

[0938]

[0939]

[1£314]

SEfEEM1I2—1 (84mg) Y /OAXHY (2. OmL) &K
I MU ZLAOFEE (2. OmL) ZmMx. BRICT2REERLE, K
RERIMER, MILIVEMABEREEBELE L, BONALRKBEEN, N—-
AFIVHRINALATIR (1. 5mL) ITARIE, ERICTSERLED1 7
(63mg). N, N=Y4q4vy7OoELZFILF7IY (0. 25mL) . H
ATU (67mg) #MMA, RRICT1 6BREE#R LA, RIDREEBETF
V=T R ROT75VTHRL, BFIREAK—K (1 : 1) T3[E, &M
RIGKT1EES Lic, BAMERT M) D A TREERAK. RETAESS
E L, BONLEBEV VATV ASLIOR NI ST 4 —ICTHER (4
OOKRIML : A9/ —)L=98:2~95:5) §32&icLY, EBELS
M (77mg) Z2HEMEE LTHEL, MS (ESI1) m/ z2:855. 5
[M+H] +

=7 O

(70=1) *xF) [(6S) —4— (3" —sOBp—4" — {[ (1R
) —1—{4—-[(3=2F7/—4—XAFI—TH-AYR=I—=T7—41)
) AT 7EAIN] T=)v TFI] AAREAINLY [1, 17 —ETx
=Nl —4—-q4J)) -2, 3, 9—KYAFI—6H—-—FT/ [3, 2—F
1 [1, 2, 4] vYywYo (4, 3—al [1, 4] o7¥EY—-6—4
W1 7ES—h (EEBIEE®HT7 0)



WO 2021/157684 247 PCT/JP2021/004231

[0940]

[0941]

[0942]

[0943]

[1£315]

SEZHILAW13 (80mg) ON, N=IUXFIKRILLFTIRN (1. 6
mL) BRIC. BRICTEEFE®W17 (65mg) . N, N=YqV7
OELIFLF7IY (0. 078mL) . HATU (69mg) #Mx. @
BICTT 6EEIR# L, RIGREFFBRIFIL-T S FOT75 Y TER
L. 88F0RIEK—K (1 : 1) T3E. #HMBEKTIEHEE L, EAER
B ) LTRRRAR. BETAEELEE L, BOoNALKEEY YA
FWAZLIOI NS 74 —ICTHRE (/00FRIVL : X8/ —)=98
:2~95:5) $32&ICLY., EELELEY (53 mg) ZREEMERE
LTHE%e MS (ES 1) m/z2:871. 5, 873. 5 [M+H]+
SERER 7 1
(71—-1) 5—so00—-2-2)b40—-4" — [ (6S) —2, 3, 6,
9—F KRSAFI—6H—FT/ [3, 2—F] [1, 2, 4] hYF7VYQO
(4, 3—a] [1, 4] v7¥EY—4—q)] [1, 1" —EZ7z=Z)L
1 —4—hNRVEE (EEGILEmT71-1)

[1£316]

SEFLE®W2 (370mg) . 2—4/O0A-5—-27/)4A0—-4— (4,
4, 5, 5—FKhSAFI—1, 3, 2—IAFHROSY—2—-9)) &
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[0944]

[0945]

[0946]

EEHE t—7F)I (330mg) . YVEAYDIL (587Tmg) | 1,
4—-IFFHY (5. OmL) . K (1. TmL) ., 2=YvoOnFIi
RRA74/—-2" —6" =IXRFYETIIZN FI/EZ7zZIL K5
oLy R FLiE (66mg) . S—phos (38mg) DREE
M%7 5CICTARFEMEBIFER L, RISRICKZMA THE T F)L THid
Lz, BREZHRMBIBKTHESEL. BKBEST N UL TERRRICAEL
. DRERERE LI, BEANHY Y ASILASLIOT NS T 14— (
AFYY  EBIFI=85:15~45:55) CEHELE, B5hkl
EMErsoOx4sy (4. OmL) TAMBL. M) 7)LAO8EE (1. 5
mL) ZMA. ERICT2. SEEERLE. RIGREZRTRRERR BEZ
1 MIREEF M) D LKBRTARE. MLITUTHE L, KBEIC2 NIGE
EMATEMEE L, ELEMEYMESIIMTZIEICLY., EBILEY (31
Omg) #HBEGKE L TEL, MS (ES 1) m/ z:495, 3, 49
7. 3 [M+H]+

(71—-2) 5—400-N— ({4—-[(3=Y7/—4—XF)—1H
— AV R=I—=T—=4AI) RIWT7EAIN] 7xZIb} XFI) —2—-T)b
A0-4" — [ (6S) —2, 3, 6, 9—F K SAFIL—6H—FT/ [
3, 2—f]1 [1, 2, 4] NYy7VYyno [4, 3—a] [1, 4] o7EF¥
v=4—4)L] [1, 1" —=E7zZ)] —4—-HLKRFHI R (ML
a7 1)

[1£317]

EZHEAEEHMT7 1—1 (50mg) ON, N=IUXFIKRILLATIR (1
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[0947]

[0948]

[0949]

. OmL) BRI, ERICTSERLE®HS (38mg) . N, N=Y (VY
JOELIFILFTIY (0. 054mL), HATU (46mg) ZiMX.
EPRICT 2HEIR#H L, RIBRZEFBEIFI-T 5 ROT7 SV TER
L. 8BFI&RIEK—2K (1 : 1) T3[@. fEMRIEAKTI LIRS L, J|AKEE
B YD LTRERERER. RETREEZEBEE L, BoNLEAEEZS YA
FIWAZLI7AT TS T74—ICTHEE (VOARILL : X5/ —)L=98
:2~95:5) §32&IKLY. EELEY (31 mg) 2EEHEEL
Bk, MS (ESI) m/z:817,. 3, 819, 3 [M+H]+
EHef 7 2

(72—-1) 3—400-N— ({4-[(3=YF7/—4—XF)—1H
— AV R=I=T—=4a4) RIVT7EAIN] 7T} AFIV) —5—=T)
Z#0—-4" — [ (6S) —2, 3, 6, 9—FrSXAFI—6H-—FT/ [
3, 2—f] [1, 2, 4] vYy7vno [4, 3—al] [1, 4] I7EE
v—4—4)] [1, 1" —E7zzZ)] —4—ALKRFHI R (EfEHt
a7 2)

[1£318]

EREFI7 1ICBVWT, 2—s00-5—-7)40-4—- (4, 4, 5, 5
—ThIAFI-T1, 3, 2=IUFFHYRAZIV—-2—q ) REER t
—7FILORDYIC2-/00-6—-7)40-4— (4, 4, 5, 5—F
RSXFI—1, 3, 2=-UAFHROASV-2—9)) REEHB t-7
FILERWT, (71—-1) — (71-2) EAKORIG. WNEBETDH &
L&Y, EELEYEREMFE LTEL, MS (ES 1) m/z2:817
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.3, 819. 3 [M+H]+

[0950] =j&EHl7 3

[0951]

[0952]

(73—1) [ (6S) —4— (4—/OO7zxz=)k) —2, 3, 9—HV)
AFN—6H—-—FT/ [3, 2—F] [1, 2, 4] vY77VO [4, 3—
al] [1, 4] vy 7EEY—-6—4)] PEr=KVIL (EEHEEHNT 3
—1)

[1£319]

(6S) —4— (4-5oA7z=)V) —2, 3, 9= hMYXAFJL—6H
—-Fx/ [3, 2—F] [1, 2, 4] vYyF7vVnO [4, 3—a] [1, 4
1 o7EEY—6 i (500mg) ON, N=IXFIKRILLT IR (
6. OmL) BWRIC28%7VE=7K (0. 30mL) &mMart 1-—
ErOF>—7 TRV NPV =) (HOAt) (170mg) . 1
— (B3=UAFNTI/7OEL) —3—IFILAILKRIA I NERRIE (W
SC1) (311mg) ZMA. ERICTSEAKEKR L, RIGKRICKZD
ATHBIFITHE L, BREZHBAMNMBEKTES L, BKWES N
DLTHRBRBICAEL, 2REBERMBELE, BEETSENOTS Y (
18. OmL) &N, N=Y4V7OELIFLTIY (0. 85mL) T
ALk, BAKNY LA OFEE (0. 34mL) AMA. BRICT3H
B Lc, IBICN, N=24yFaiLzFL7Iy (0. 43mlL)
CEKNY)ZLAOFE (0. 17mL) £MA. BRICT1 6EEERL
oo RIGERICKZMA THER T FILTHE Lz, BB ZBEMRIEKTHRE
L. EAKREEFT MY D LTEBRRICHEL, 2BRZRBERELE, BEZN
HO RSN AZ LAY NT5T74— (BFBRTFIV) THETDIEICE
Y, BELEW (255mg) 2 EHBMAEELTEL MS (ES ) m
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[0953]

[0954]

[0955]

[0956]

[0957]

/z2:382, 2, 384, 2 [M+H]+

(73=2) t=TFIL 4 —[(6S) —6— (¥T/*FI) —2,
3, 9-hUXFN—6H-FT/ [3, 2—-F] [1, 2, 4] pUTVY
0f[4, 3—al [1, 41 YPEEY—4—q)] [1, 1" —ETz=
W] =4 —ANKRFLS—h (REFEEMT 3 -2)

[1&320]

EheflitEem73—-—1 (114mg) . 4— (4, 4, 5, 6—F KX
FI—1, 3, 2=IFFHROSV—2—q)) REEFE t—-TFI (
227mg) . KBHYVL (124mg) . ThZEFATSY (3. 0
mL) . K (0. 80mL) . 2= /O~AFYIVKRRAT74 /-2 —6
T =UXARNFIETIZIN TI/ETZIZIL KRSYLOYR FL
firt (22mg) . S—phos (12mg) DEEYEMBERTTIHF
BiEHE L, RIGRICKEZEMATCEBRIFIIL THE L, BBEZHIERE
KTHEL, BAKWET M) VATERRERICAEL, 2REBEEMREL .
BBEV)ATNAZSLIOT NS T74— (/00KRIML : X8 ) —)b=
99:1~90:10) THRETIZEICLY, EEELEH (165mg)
EREMEKELTEE, MS (ES 1) m/z:524, 4 [M+H] +

(73=3) N=({4—-[(3=>F7/—4—AFI—1TH-AV K=
—T7—=4N) ZANWTZ7EAIN] 72U} XFI) -4 — [ (6S) —6
— (YFIAFN) —2, 3, 9—NUAFI—6H—-FT/ [3, 2—f
1 [1, 2, 4] hYy7Pvo [4, 3—al [1, 4] v7EEY—4—+«
V1 01, 1V —EZ7z=Z)] —4—-AILKRFHI N (ERFEEHT7 3)
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[0958]

[0959]

[0960]

[1£321]

EEfiEE®m73—2 (50mg) O¥soax4%> (1. OmL) &K
I MUZIAOFEE (1. OmL) iz, BRICTIBERERLE K
RERMER. MV IVEMARAEEBE L, BONAERKREBEEN, N-
AXFIFIVLTIR (1. OmL) ITAFEIHE, EBRICTESEMEEMS (
36mg) . N, N=y44vyFaElLTFILT7IY (0. 17mL) . HA
TU (44mg) ZMA. ERICTIEEERLE, RISREEBRIFIL—
FhSEROTSVTHRL, BRNBEK—K (1 : 1) TIE. HANRIE
KT1ENES Ui, B|AKRMEEST MY DU ATEBREER. BRETAEEEEL
2o BONEBRBEVYASIINASLYIOTNTS 74 —ICTHEA (/00O
RIVL: XA/ —)L=98:2~95:5) §5Z&IcLY. EELEY (
E1mg) 28EHMHAHELTHEL, MS (ES 1) m/ z2:790. 3 [M
+H] +
EhEfl7 4
(74—-1) t=7F)L 2, 3=Y7)40-4" — [ (6S) —6— (
2—ARNFY—2—-FFYIFIL) -2, 3, 9—MNUXAFI—-B6H—-FI
J [3, 2—]1 [1, 2, 4] vYy77VO [4, 3—a] [1, 4127
vty —4—q40] [1, 1" =E7zZ)] —4—-ALKFIS—K (F
EEEEm7 4 —1)
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[1£322]

0 ey

i
g
¥

Qe

[0961] ZEHILEW3 (100mg) 27 b rFOT73Y (2. OmL) IIA
X, 4—-7J0F—-2, 3—-VIILAOREEFR t—T7F)I (70mg
). ThSFZR (M) TZZIWKRRT74V) RSP0 46 (0) (23mg)
CUVBBAY YL (126mg) BLTK (0. 013mL) #MMA. BRF
BR. Y14 70FRET. 90CTO. S5EER LA, RISHEZHBRI F
IWTHRL., FBAMEERTITREE L, 2RERBETICREBEL. BEEY
DATNAZLIAR NI Z 74— (/0ARIML : XF/—)L=100":
0~98:2) THRETZIEICLY., ZBLEW (125mg) #HEH
RS E LTEB, MS (ES 1) m/2:593, 4 [M+H] +

[0962] (74—2) xF) [(6S) —4— {4 —[({4-[(3=>7/
—4—AFI—TH-AYR=IL=T7—4qJ) RIT7EAN] 7=}
AFIN) ALREAN] —27 , 37 =740 [1, 17 —ET7z=Z)b
1 —-4—-q40} =2, 3, 9—NUYAFI—6H-—FT/ [3, 2—F]1 [
1, 2, 4] v)y7vAa [4, 3—a] [1, 4] o7EEY—-6—1J]
Tty —h (ERbltEmT 4)

[0963] [1£323]
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[0964]

[0965]

[0966]

[0967]

EEplitE®m74—-1 (11 7mg) @¥s/00x%Y (2. OmL) &
WIS, MY TZIAOEEE (2. OmL) #MMx. ERICTIEBEERLL,
RERZRRER. MIIVEMABEEZEBE L, SONLEEBEEN, N-—
IAFIRILTIR (2. OmL) [TBR@BIE, BRICTSELLEYS
(74mg) . N, N=YqvFOELIFLF7IY (0. 34mL) | H
ATU (90mg) &M, FRICT 1 EHREERLE, RIDREFBEITFIL
—FhSERO7SYTHRL. BMREK—K (1 :1) T3E HBUOR
BKT1ESSE U, KRBT M) D ATRIRRER, RETAELEEL
Lize BONEREBEEZDY ATV ASLIO NS 74 —ICTHE (/0
ORILL : A9/ —)IL=98:2~95:5) §52&IC&kY. EELEY
(108mg) #R—Y1akE LTH/AE, MS (ES 1) m/ z:85
9. 5 [M+H] +
ERERI 7 5

(756—=1) 4" — [ (6S) —6— (2—AIFY—2—-FFVIFI)
-2, 3, 9—hMYXFJI—6H—FT/ [3, 2—F] [1, 2, 4] b
y7vao 4, 3—al [1, 4] 97EEY—4—4q)L] —2—AF)IL [
1, 1V —E7zx=Z)V] —4—-HIRVEE (EEAUELEMT S —1)
[{b324]

Pl
N. N/ \/O
&
SEFULAMS (55mg) A7 hSEROTSY (0. 8mlL) ICHHE

I, 4-TOE-3—AFILEEBE (22mg) . 2T /OnFY
WKRZRZ74/-2", 4 , 6 —N)q4vy7OEIEZzZI (X—Ph
os, bmg) . X—Phos7I/E7z=)WI5YoAs0) K FL
iR (8mg) . ZJuiltty DA (46mg) BLVK (0. 2ml) ZMA
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[0968]

[0969]

[0970]

. BRFEK. YA ORRAT. 120CTO. 5RMEER LA, RIGK
EHEE T FII CTHRIRK. BMEEKT20ME L, KBEEDLE, KP
IC2NIEBEDLTOMATrH=1IC Lk, KBZEERT FIL T2 O
L. @bt BREEZHNREKTHEL. BKRES ) U LATLEER
%, BETRAEEZEBLETd&ICLY, ZEELEY (52mg) ZHBHAE
ELTH/~E, MS (ESI) m z:515, 3 [M+H] +

(75—2) XFJ [(6S) —4— {4 —[({4—-[(3—->7/
—4—AFI—TH—-AYR=I=T7—4qJ) AT 7EAN] 7=}
XFIV) AIWINEAI] =27 —=XF)L[1, 17 —ET7xz=)] —4—41
N =2, 3, 9—RNYUXFI—-6H—-—FT/ [3, 2—Ff] [1, 2, 4
1 v)y7vo[4, 3—al] [1, 4] V7EEY—-6—94)L] 7EH—+
(EREHEEM T 6)

[16325]
S\,“ ‘\‘ “\ ’ | “
\‘ N ‘ T;\J &
N ‘3\1‘-"/’"-—7{\.“:;;‘0,
o.
EMEHILAMT 5—1 (50mg) EBEMLAME (37mg) ON,

N—UXFIRILLATIR (1, OmL) BRIC. =BICTN, N=Yq1VY
oeNTFILFTIY (0. 0O50mL) . HATU (45mg) &#MA.
ELRRICT 1 BEIR®H L, RBRZEZBFBIFIL-T 5RO SV THER
L. SEFIRIEK—2K (1 : 1) T3[E., SMEIEAKTI1ENESE L, EKHE
B b D LTEZRERER BETREELEE L, BONEEEEY ) D
TNAZSLIOXTNTST74—ICTHEE (VO00KRIVA : X8 ) —)L=98
:2~95:5) $32&ICLY, BEELELEY (59mg) a~xR—J16%
K& LTHEE, MS (ES 1) m/ z2:837. 4 [M+H]+
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[0971] =fEHI7 6
(76—1) 4-7JOFE—-2-Y7/-N— ({4- [ (3—->F7/—-4~-
AFW—TH-A Y R=)b=T =)L) RANT7EAIN] 7T} XFI
) RYZXT7 IR (RefbtEm76—-1)

[0972] [1£326]

G S

[0973] 4-—-JOE-2-Y7/REBEHM (100mg) &5EHLEME (15
8mg) AN, N=IAFIKRILLTIRK (2. 2mL) BRIC. BRICT
N, N=24vy7aeLTFL7I>v (0. 23mL) . HATU (202
mg) ZMx. EIRICT2HEE®R L, RISGREZHBIFILTHRL, 8
MEHAKT2[E, SBMRIIEAK—K (1 : 1) T1E, FENRIEKTI1ERE
Lico BKIREEF M) U LTEIBERIBR, BETAEKEEZEE L, Bohk
BEEVVATFINVAZLIOX NS 74 —ICC2EBE (VO0OKR L :
A5/ —=)=98:2) §HI&ILLY. EELEY (29mg) 2EEE
h&LTHEBE, MS (ESIT) m/ z:548. 1, 550, 1 [M+H]+

[0974] (76—2) xF) [ (6S) —4— {38 —>7/—-4" — [ ({4-
[ (B3=YT7 /=4 —XFI—1TH—-AYR=)b=T—4L) RAINT7EA
W1 7=} AFN) AKREAN] [1, 1V —ET7z=Z)] —4—4
N =2, 3, 9—RNUXFI—-6H—FT/ [3, 2—Ff] [1, 2, 4
1 dy7YO 4, 3—al] [1, 4] Y7EEY—-6—14L] 7EH—+
(EmRBltEm7 6)

[0975]
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[0976]

[0977]

[0978]

[1£327]

BEFLE®M3 (25mg) #Fr>kRkOT75Y (0. 8mL) LA
T, RRHMEHMT76 -1 (24mg) . 2—I2/O~NFVIKRRT 4
/=2, 4,6 —KN)q4vFOELETZz=ZI (X—Phos, 2m
g) . X=Phos7I/E7z=)R5Y9L00) R TLAEE (4m
g). 7vibkty VL (20mg) B&LVK (0. 2ml) #mMA. BERFH
K. VA VOREBRHT. 120CTO. S5FEEH LE. RIGREEERIF
IWTHRE. SBMEEKT2E. BMRIBKTIENE L. EKRES )
D LTEERAR. BRETAEEABE L. BONLEEEY Y AT ILAS
LOARMIZ74—ICTC2EBEHE (/7O0OFRIL : X5/ —)L=98: 2
~95:5) §32&iC4Y, EBLELEH (13mg) 2HEBMEE LTE
=« MS (ES 1) m/z:848. 4 [M+H] +
EREBI 7 7
(77—1) XxF) [(6S) —4— (4—{6—-[({4-[(3—¥
T)—=4—AFIL—TH-AYR=I—T—qI) RAINT7EAIN] 7=
WY XAFIV) AWNEAILN] —5—7)0AOEYIY—3—4Jb} 7z=)b
) —2, 3, 9—RKNUXFI—-6H—-FT/ [3, 2—F] [1, 2, 4]
hy7vo[4, 3—al [1, 4] D7EEY—6—q)] PEH—hH (
EEBUEY 7 7)
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[0979]

[0980]

[0981]

[0982]

[0983]

[1£328]

EHEFIS 3ICHEVWTt—TFI 5—TJOEEYIV-2-HALKFYS
—rORDLYICt—TFI 5-JOFE-3—7.0ABEY)TVY-2-H
R¥FIS—FEAWVWT (63—-1) — (53—-2) ERAKOKRIG. NE%ET
&Ly, EELEYEARBEKE L TRH/E MS (EST) m/ 2z
:842, 3 [M+H]+
EWEGI7 8
(78=1) t—=7FI 5-TOF-—6—AFIEY)IY-2—-hILKR*
v3—bh (EEHHEm78—-1)

[1£329]

Br._ .
¢

5—7JOFE—6—XFILEYIY—2—-hIKRVEE (500mg) . T
BBt —7FI (1010mg) . 4—IXFLTI/EY)IYY (28mg
) 7 hSEROT35Y (5. OmL) A, EETIFERER LA, KINRK
EREREL. BEEVVATFILVASLIORKNTS T4 — (NFH Y B
BBIFIN=95:5~70:30) ICTHETDZ&EICLY., BELEW (
572mg) #EEHRME L THBL, MS (ESI) m 2:215. 9
, 217, 9 [M—tBu+2H]+
(78—-2) *xF) [(68) —4—-— (4—-{6-[({4-L[(3—¥
T/)=4—AFIL—TH—AYR=I—T—qI) RIWT7EAIN] 7=
WY XFIV) AIVNEAI] —2—-XFIE)TV =3 -4} TxT=Z))
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[0984]

[0985]

[0986]

[0987]

[0988]

-2, 3, 9—pMNYXAFIVN-6H—FZT/ [3, 2—Ff] [1, 2, 4] b+
yrvno 4, 3—al [1, 41 Y7EEY—-6—q)] TEH—K (£
fEflE & 7 8)

[16330]

EHEHS 3ICEVWTt—TFI 5—-JOEEYIV-2-HLERFTS
—FDORDLYICEREIEEMT 8- 1%#BVWT (63 —-1) — (563—-2)
ERAKORIN, WEBETDIEICLY., EELEMELAEBEGRE LTHEL
o MS (ESI) m/2z2:838. 4 [M+H]+
EHefI7 9
(79—1) *xF) [(68) —4— {4 —[({4-L[(3—=>7/
—4—XFN—=TH—AYR=I—=T7—4AI) AT 7EAN] 7=}
AFIV) AINEANL] 27 — (M) 70X F) [1, 17 —EZ
=] —4—4)} —2, 3, 9—KMNUXFI—-6H—FT/ [3, 2—
f1 [1, 2, 4] vY7YO[4, 3—al [1, 4] o7EEY—6-—
AN] Y-~ (EREFHUEEWT 9)

[{6331]

ERAIT7S5ICEBVWT, 4—JOF-3 - AFILEBBORKDYIC4—T
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[0989]

[0990]

[0991]

[0992]

[0993]

OE-3— (M)A XFI) REEBEZRWT, (75—-1) — (7
5—-2) tAKORE. NBEFTZZEICLY., EELLEMEAGREE L
Bk, MS (ESI) m/ /z:891. 4 [M+H]+

=18 0

(80—1) XFJ [(6S) —4— {4 —[({4—[(3—-v7/
—4—AFI—TH—AYR=I=T—4AI) RANT7EAIN] 7=}
XFIV) AIVINEAI] =27 =X F2 [1, 17 —ET7z=Z)L] —4-—
1IN} =2, 3, 9—MYXFI—-—6H—FT/ [3, 2—-Ff] [1, 2,
41 fYyPYVO [4, 3—al [1, 4] ¥7EEY—6—q4L] 7EH—
b (EEFHEE® 8 0)

[16332]
Lo
\ T N o ‘:(,;;; 5
S H N | Lo
N HN. o
l,‘,“ r‘i}‘,_/‘N J&x\& l\
N o S
D, \w.-w\\\
N
EHEI75ICBVNT. 4—TOF—3—AFIBREEFERORDYIC4—T

AE-3—XMFILRBEBEZHAVWT. (75—-1) — (75—-2) &Rk
ORIt WEBETZIEICIY, BRIEEMER—V1BMEE LTEL,
MS (ES1) m/z:853. 4 [M+H]+

=l 8 1

(81—1) xFJ) [(68S) —4—- {2 =>F7/—-4" — [ ({4-
[(3=27/—4—AFI—TH—-AYR=I—T—4)) RIT7EA
W1 7=} AFIN) AIVKREAN] [T, 17 —ET7z=Z)V] —4—4
IV —2, 3, 9—FNYXAFI—-6H—-FT/ [3, 2—1Ff] [1, 2, 4
1 dYFPYO [4, 3—al] [1, 4] o7€EEY—-6—94)] 7EH—Fh
(EmfFlitams 1)
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[1£333]

[0994] EHEHI75ICHEVWT, 4—70OF-3 —AFIREFHBOKDYIC4—T
AE-3-Y7/REBEMEAVWC, (76—1) — (75—-2) &EEKRD
Kit., MBET DI &ICEY ., BELELEMER—VaBHREE LTEL M
S(ESI)m/ z:848. 4 [M+H] +

[0995] =HEHI8 2
(82—1) 2, 6—=y7)740—-4" — [ (6S) —6— (2—XFFY
—2—FFYIFI) -2, 3, 9—NUXFI—6H-FT/ [3, 2—
f1 [1, 2, 41 vYyPYO[4, 3—al [1, 4] VF7PEEY—4—
A1 [1, 17V —E7z=Z)] —4—-HLRVE (EEMMEEMS 2 —1
)

[0996] [1£334]

[0997] EWHEHI75ICHVWT, 4—TAOT-3 —AFILLEEBORDYIC4 -7
NE—2, 5—-YI7)LA0NREEE (48mg) ZAHWVWT. (75—-1) &
ARORBG. BETZIEICLY. ZEBEEW (11 6mg) 2HEME
DEFEEE LTEB~, MS (ES 1) m/z:537. 3 [M+H]+

[0998] (82—2) xFI [(6S) —4— {4 —[({4—-[(3—>7/
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[0999]

[1000]

[1001]

[1002]

—4—XFLN—TH—AYR=IL—T—4J) RILT7EAN] 7=}
AFI) ANVREAN] -2, 5 =I7)4A0 [1, 17 —EZ72zx=Z)L
1 —4—-a40} -2, 3, 9—MYXFI—6H—FIT/ [3, 2—F] [
1, 2, 4] vYy7vyno [4, 3—al [1, 4] V7EEY—-6—1)1]
75—~ (EEflEEH8 2)

[1£335]

ERefF7 5ICHWVWT, EFEAUEEMT 5 — 1 DRDLYICEREHIEEYS 2
—1 (40mg) #ZAVT. (75-2) EAKORIG. NEBETDZ I &I
LY, ZEBLEW (39mg) EX—JaBHMEELTHEL, MS (ES |
)m,/z:859. 4 [M+H] +
EhEh8 3
(83—-1) 2—-7/040—-4" —[(6S) —6— (2—XbF¥—2-
FTFYVIFIV) —2, 3, 9—KNYAFIL—6H—FT/ [3, 2—F] [
1, 2, 4] vYy7PVO [4, 3—al [1, 4] o7EEY—4—1)]
—5—=XFI[1, 17 —ET7z=)] —4—-HIKRVE (EEbLEDNS
3—1)

({63361
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[1003]

[1004]

[1005]

[1006]

[1007]

[1008]

EREH T SICEVT, 4—TOF-3 —AFIREEFRORDYIC4—T
OE-5—-7040-2—-XAFINLEEHE (47mg) ZAVWT, (75—
1) CAKOKIG. NBETDII&ICLY., EELLEY (96mg) #HM
MixE LTB~, MS (ES 1) m/z:533, 3 [M+H]+
(83—-2) XFJ) [(6S) —4— {4 —[({4=-[(3=>7/
—4—AFI—TH—AYR=I=T—4AI) RANT7EAIN] 7=}
AFI) AVNREAN] —2" =IO -5" —XxF) [1, 17 —EZ
)] —4—4)} —2, 3, 9—KUXFI—-6H—-—FT/ [3, 2—
f1 [1, 2, 4] hY7VO[4, 3—al] [1, 4] oF7EEY—6—
AN] FES— (EEFEEYS 3)

[1£337]

RHEGI7 5ICHVWT. EEAMEEMT 65— 1 ORDY ICEREFLEY 8 3
—1 (40mg) ZAWVWT, (75-2) tAKRDORIG, NEBET DI &IC
LY, EELEYW (45mg) aX—JaBRAEELTHEEZ, MS (ES |
) m/z:855, 4 [M+H] +
=8 4
(84—1) xFJ [(6S) —4— (2" —yoa—4" — {[ (1R
) —1—{4—-[(3—2F/—4—AFI—1TH-AYR=Ib=T—1)
) RAIWT7EAIN] 72 =)0 TFI] AILREALY [1, 17 —ETx
L] —4—4N) =2, 3, 9—NYXFI—6H—-FT/ [3, 2—f
1 [1, 2, 4] vYy7PvAa [4, 3—a] [1, 4] oF7¥EY—-6—41
W1 7S —F (EEFlILEHm8 4)
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[1009]

[1010]

[1011]

[1£338]

SZFE®M1 9 (85mg) &&EFLEHMT17 (68mg) ON, N
—IXFIFILTIR (1. TmL) BRI, BBICTN, N=-JA4V TS
AELIFILF7IY (0. 083mL) . HATU (73mg) ZMA. @
BICTI1REER L, RISGREFBIFIL-T S RO75 VY THERL
. BAMRIEAK—K (1 : 1) T33O, LBMEEAKTI %% L, BKRE
F MUY LTEREER. BRETIEEEE L, GONCEEREEY AT
WASLIAT M Z74—ICTHRE (/O00KRIVA : X5/ —)L=98 :
2~95:5) §32&ICLY. EBILEY (42mg) ER—IJ1EME
ELTHEB~E, MS (ESI) m 2z:871, 4 [M+H]+
X8 5
(85—1) xFJ) [(68S) —4— (4 —{[(1R) —1— {4—
[(B3=Y7/—4—AFI—TH-AYR=IL—T—4J) RANT7EAS
V] 7z} TFI] AMREALY =27 =740 [1, 17 —E7
TZN] —4—qN) =2, 3, 9—RNUAFI-—6H-FT/ [3, 2—
f1 [1, 2, 4] vYyFPYAa [4, 3—a] [1, 4] o7EEY—6—
AV] 75—~ (EEHEEH85)

[1£339]
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[1012]

[1013]

[1014]

[1015]

SZFtE®W18 (50mg) &&E[ULEHNT17 (42mg) ON, N
—IAFIFIVLTIR (1. OmL) BAKEIC, BRBICTN, N=YA4VY S
OELIFILTIY (0. 050mL) . HATU (44mg) #MA. B
BICTTRERE®R L, RIDREFBRIFIL-T S RFOT735 Y THRL
« BEFIRIBK—K (1 : 1) T3[E., SEMEIRAKTI1EESL . EKIRE
F M) LTEBRAR. BRETAEELEBE L, BOoNLEEEY VAT
WASLAT M Z74—ICTHEE (/O00KRIVA : X5/ —)L=98 :
2~95:5) §32&IC&Y. ZEEEEYW (7T0mg) ZR—J21EBHK
ELTH/E, MS (ES 1) m z2:855. 5 [M+H]+
EHEf 8 6
(86—1) XxFJ [(6S) —4— (4 —{[(1R) —1— {4—
[ (B3=YT7/—4—XFI—TH-AYR=J—T—4J) ZINT7EA
V] 72z} TFN] AWREAN}Y -3 —AFN[1, 17 —ET=x
—N] —4—-q4)) -2, 3, 9—bMYAFI-6H—FT/ [3, 2—f
1 [1, 2, 4] hYy7vYOo (4, 3—al [1, 4] o7EEY—6—41
W1 7ES—h (EfEFlILEH8 6)

[1£340]

SEZfEEW20 (50mg) &BEHEEMT17 (42mg) ON, N
—UAFINHRIVLTIR (1. OmL) &KIC. BRICTN, N=-2q4v 7
AELIFLTIY (0. 050mL) . HATU (45mg) #Mx. @
RICTIRREER L REREEBIFL-FT S ROT7S5 Y THERL
. BAMRIIEAK—K (1 : 1) T33O, BMEEAKTI %S L, BKRE
F MUY LTERERER. BRETRELEE L, BONEEREEY ) HY
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[1016]

[10171]

[1018]

WAZLYAT NS4 —ICTHR (/00OKRIVAL : XY/ —)L=98 :
2~95:5) §32&iIC4&Y, EELEW (62mg) ZXR—IJ1BHAE
ELTHERE, MS (ES 1) m/z:851. 4 [M+H]+

EMEBI8 7

(87—1) XF)I [(6S) —4— {4 —[(2—{4—-[(3—¥
T/ =4 —AFI—TH-AYR=—T—AJ)) RIVTF7EAIN] 7=
WY TFN) ANEAN] -3 —AFI[1, 17 —ET7z=Z)L] —4
-4} =2, 3, 9—KNUAFI—-6H—FT/ [3, 2—F] [1, 2
, 41 MY7vYO [4, 3—al [1, 4] o7EEY—6—4qL] 7%
— b (EEHtE8 7)

[1£341]

S
ZEZFEW20 (50mg) &&EFLEHTI 1T (42mg) ON, N

—UAFILHRILTIR (1. OmL) BKIC, BRICTN, N=-JqvV S
oELZFILF7IY (0. 050mL) . HATU (45mg) ZilA. B
BICTI1RERER L, RIGREFBIFIL-FT S RO75 Y THERL
« BEFIRIEK—K (1 : 1) T3[E, SWMEIRAKTIEESEL . EKRE
F MY LTERRA%. BETBRELEE L, BONALEEEY ) AY
WASLAMTZ74—ICTHEE (/O00KRIVA : X5/ —)L=98 :
2~95:5) $32&IC4Y. ZRELEY (60mg) 2EEMAFELT
8%, MS (ES1) m/z:851., 5 [M+H] +

[1019] =/E#HI8 8

(88—1) xFJ) [(6S) —4— (4 — {[(1R) —1— {4—
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[1020]

[1021]

[1022]

[1023]

[(B=YF7/—4—AFI—TH-AYR=IL—T—4J) ANT7EA
W1 2= TFIV] AIRSEAILY —27 —XFI [1, 17 —ET=x
W] —4—4)) =2, 3, 9—hNYXFIL—6H—-FT/ [3, 2—fF
1 [1, 2, 4] NYy7VOo [4, 3—al] [1, 4] oF7EEY—-6—41
W] 7e45—h (EEbliEE#H8 8)

[1£342]

EHEBI8 6ICHBVT, BEFULEM2 0DRDY ICEEFILEHT 5 —1
(60mg) ZAWVWT, AKRORG. WBETZIEICLY., EELEY (
63mg) EXR—V21EBMEAE L THE, MS (ES 1) m z:851.
5 [M+H] +

=% 8 9

(89—1) xFJ [(6S) —4— {4 —[(2—{4—-[(3—¥
T)=4—AFIL—TH—AYR=I—T—4qI) RIWT7EAIN] 7=
WV} TFIV) AIVNREAI] =27 =XF)L [1, 17 —ET7z=)L] —4
—qI)} —2, 3, 9—FMYAFI—6H—FT/ [3, 2—F] [1, 2
, 41 NYT7YVO[4, 3—al [1, 4] oFPEEY—6—4q] 7ES
— b (E#EfILEHm8 9)
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[1£343]

[1024] FEHEFIS 7ICHWT. BEFULEN2 0DKDYICEREHEEMT 6 — 1
(50mg) ZAWVWT., AKRORG. BETZZEICLY. EBEELEW (
53mg) #EEHAELTHEE, MS (ESI1) m/z:851, 4 [M
+H]

[1025] =HEHI9 O
(90—1) XFJ [(6S) —4— (4—{6—[(2— {4—T[ (3
—2F7 ) =4 —AFI—TH-AYR=)b=T7—4)V) ANT7EAIN] 7
T} IFIN) ALNREAL] EYDY =3 -9} 7z=)) —2, 3
, 9—RNYXFI—6H—FT/ [3, 2—F] [1, 2, 4] rYF7YVDO
[4, 3—al] [1, 4] ¥YF7EEY—-6—q4)] 7EH4—F (ZEHILE
%9 0)

[1026] [1k344]

[1027]  EHEHI5 3 ICBVTBERILEW S DRDY ICBEILEW 1 1 £BLT

(63—2) tAKDKRIG. VBEITZI&ITLY., BELEDER—V2
BEHAKE LTHER MS (ESIT) m/ /z2:838. 4 [M+H]+
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[1028]

[1029]

[1030]

[1031]

[1032]

EHEfl 9 1

(91—1) xFJ) [(6S) —4—(4—{6—-[({4-[ (3%
T)=4—AFI—TH—AYR=I—T—qJ) RIWT7EAIN] 7=
WP AFIV) AIVREAIL] =5 —AFIEYVI V=3 —4J} 7))
-2, 3, 9—hFYXFJ—6H—FT/ [3, 2—F] [1, 2, 4] b
Yy7vo 4, 3—al [1, 4] o7EEY—6—q)] PEH—F (E
HEFEEY9 1)

[{6345]

EHEHS 3ICEVWTt—TFI 5—-7JOEEYIY-2-HLERFTS
—bOKHLYICt—TFI 5—-TOF-3—AFILEVIY—-2—-ALK
FUS—MEBAWVWT (63—-1) — (53—-2) LtAKOKRIK. NEET S
ZEiK&Y, EELEYEAHBRERE LTHEEL, MS (ES 1) m/ z:
838. 4 [M+H] +
EhEh9 2
(92—1) xF)I {(6S) —4—[4—(6—{[ (1TR) —1—{
4— [ (3=YT/)—4—RAFI—TH-AYR=JL—T—4L) RNT7
EAIN] 7z TFN] AINEAILY EYVITV=3—q4I) Tz
1 -2, 3, 9—NUXFI—-—6H—-FT/ [3, 2—F] [1, 2, 4]
hy7vo [4, 3—al [1, 4] Y7EEY—-6—qL} PEH4—b (
EEflibE 9 2)
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[1£346]

[1033] =EjEHIS 3ICHEWVWTSEFULEMS DRDLYICSEFEEM1 7T ZHAWT
(63—2) tEAHKDORIG. WBETZZ&ICLY, EELLEMEZIALBEBE
k& LTHE~, MS (ES1) m/ z2:838., 4 [M+H]+

[1034] =5EHI9 3
(93—1) 3—kkrkOFvy—4" —[(6S) —6— (2—XhFP—-2
—ZFFYIFI) -2, 3, 9—hFYXFI—6H-—FT/ [3, 2—F]
[1, 2, 4] fYPYVO[4, 3—a] [1, 4] FPEEY—4—1(L
1 [1, 1V —E7z=)] —4—-AIKRVE (EEGEEHWI3I—1)

[1035] [16347]

[1036] ZEHEEMS3 (204mg) 257 bZROT75Y (2. OmL) KA
I, 4-7JOFE-3—XFIREEH (83mg) . 2—IvrOAF
VIWKRRT74/-2" , 4, 6 —N)4vTOEBLETIZ)L (X—=P
hos., 18mg). X—Phos7I/E7z=ZUR5YoL640YKR
T (30mg) . ZvilktzyvL (175mg) LUK (0. 5mL
) EMA. BRFEK. YA 7O0RERFAT. 120CTO. 5HFE. THIC
160CTO. SEREE#RLL, RIGREEBIFILTHRE, HMEEK



WO 2021/157684 271 PCT/JP2021/004231

[1037]

[1038]

[1039]

T2@HEHE Lz, KBEEHLE, KATIC2NBBEDLTDOMATpH=
T Uk, KBZ/OOKRILAT2EHE L. &bt EEE % BKRES
MDD LTRERERR. BRETIELZEET I &ICLY. EBLEY (1
30mg) Z#REBEERMMEELTEL, MS (ES 1) m/ 2:517, 3 [
M+H] +

(93—-2) XF) [(B6S) —4— {4 —[({4=-[(3=>7
—4—AFI—TH—AYR=—T—4N) RILT7EAIL] 7=}

XFIV) AIWNEAIN] =37 —erkoFy [1, 17 —ET7zZ)L] —4
-4} -2, 3, 9—KNUAFI—-6H—FT/ [3, 2—F] [1, 2
, 41 vy7YOo [4, 3—al [1, 4] v7EEY—-6—a4L] 7t¥4
— b (EEHIEEY9 3)

[1£348]

EEFEEMI3—1 (68mg) &BEHILEME (54mg) DN,
N—UXFIRILALTIR (2, OmL) BRIC, BRICTT -k RrROFY
—T7—FYRVYYMNY TP =)L (HOAt, 22mg) . 1— (3—IXF
V72 /70E)N) —3—IFIAIKRIA I RERIE (WSCI, 31m
g) AMA. FERICTIIREER LA, REBREEBIFILI-—FT RO
7SVTHERL, BAAAEK—K (1 : 1) T3[E., BAMEEKTI E%E
Ufeo BAKWREES MY U LTEIBRER. BETIEEZEBELEL, BoNE
BREEVVATNASLIOT NI ST 4 —ICTHRE (V/O0KRIAL : X4
J—=I=98:2~90:10) §32&Ic&Y. ZEEELEYW (72mg)
HER—TaamEELTEB~E, MS (ESI) m/z2:839. 4 [M+H
:|+
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[1040]

[1041]

[1042]

[1043]

[1044]

ek 9 4

(94—1) XF) [(6S) —4— {4 —[({4-[(3=->7/
— 4 —AXAFI—TH—AVYR=I—T—a4)) RIWTF7EAIN] —2—XF
W7 =)y AFIV) AIVREAIN] [T, 1V —ET7z=)] —4—4)b
} —2, 3, 9—-KNYAFI—6H—FT/ [3, 2—F] [1, 2, 4]
fy7vOo [4, 3—al [1, 4] oF7EEY—-6—a4)L] 7EH—K (
EiEFULEY 9 4)

[{b349]

ERFI25ICEVT, 4—TOF-3-7)0A0T7zZIAYVTIVE
BIEORDYIC (4—TOF—2—XFI—TxZ)b) A9V TIVERV
T, (256—-1) — (25—-2) EABORIE. WBEFTZZEICLY, &
BLAYEREMESE LTEL, MS (ES 1) m/z:837. 4 [M+
H] +
EEFI9 5
(9656—=1) xFJ) [(6S) —4— (4 —{[(1TR) —1— {4—
[ (3=T7/—4—AFI—TH-AYR=J—T—4J) ZIVT7EA
V1 2z} FaEi] AnnsEq4L} [1, 17 —EZ7z=)L] —4—
AI) —2, 3, 9—NYXFIL—6H—FT/ [3, 2—F] [1, 2,
41 pyYyFPYa [4, 3—al [1, 4] v7EEY—-6—4a4)] PFE4H—
b (EREFIEE®HO 5)
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[1£350]

[1045] EEHI25ICHVT, 4—TOFE-3—JINAATIZAASIVTIVIEE
BEOKHLYIC (1R) —1— (4—7oE7z=)) 7asy—1-7F
VEAWT, (25-1) — (25—-2) LAKDOKIS. NBET D &IC
$Y. BELEMEREMEE LTHEL, MS (EST) m z:851.
4 [M+H] +

[1046] =519 6
(96—1) xF) [(68S) —4— {4 —[({4-L(3—-27/
—4 —AFJ—TH=AYR=JL—T —qJ) ZNTF7EAIN] —3—XF
W7 TZ)b} AFIV) AREAIN] [T, 17 —ET7z=)L] —4—4)b
} =2, 3, 9= hNUXAFI—6H-FT/ [3, 2—F] [1, 2, 4]
fy7yvyo [4, 3—al] [1, 4] o7EEY—-6—4a)L] 7EH4—bF (
EiEFULEY 9 6)

[1047] [{£351]

[1048]

ZRAVWT, (25—-1) — (25—-2) tRAKDRIL, WEBEZTZIEICE
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[1049]

[1050]

[1051]

[1052]

[1053]

Y, EELEWER—Y 280K ELTHE, MS (ES 1) m/ z:83
7. 7 [M+H] +

el 9 7

(97—1) xFJ [(6S) —4— (4 — {[(1R) —1— {4—
L(B3=27/—4—AXFI—TH—-AYR=I—T—4J)) RIT7EA
V] 7z} TFIN] ALNREALY =27, B =Y+ [1, 1
T —E7z=N] —4—qN) —2, 3, 9—RMUXFIL—6H-—FT/ [
3, 2—f]1 [1, 2, 4] vYy7vno [4, 3—a] [1, 4] I7EE
V—=6—4)] TH—F (EREGIEEWI 7)

[{6352]
N Ni‘\}/‘w\\.xf’o
&M E',m ...........
EHEFI 8 6ICHWVWT., SEFLEW2 ODKHLY ICEFEFLEYE 2 —1

(40mg) ZAWT, EBHRORIS. LEBETBIEICEY, BEELELEY (
48mg) #IHBMEELTERL, MS (ESI) m/ z2:873., 7 [
M+H] +

eI 9 8

(98—1) xFJ) [(6S) —4— (4 —{[(1TR) —1— {4-
[(B3=YF/—4—XFI—TH-AYR=)=T—=4)) ZNT7EA
W1 2= TFIV] AIWREALY —27 —=T)0FH-5" —XFIL [
1, 17V —=E7z=0] —4—4J)) —2, 3, 9—KUAFI—6H—F
T/ [3, 2—1f]1 [1, 2, 4] vYy77VEo [4, 3—al] [1, 41
TEEY—6—4a4)L] 74—t (EEFLE®HI 8)
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[1£353]

[1054] REHI8 6ICHWT., ZEHLEW2 0DRDHLY ICEREHALEME 3 — 1
(30mg) #AVT. AKORIG. BET B &ICLY. EBLEY (
34mg) #HAEMEE L THE, MS (ES 1) m/ 2:869. 7 [
M+H] +

[1055] =pEfI9 9
(99—-1) 2, 3—y7)4A—-4" — [ (6S) —6— (2—XpFY
—2—FFVIFIN) -2, 3, 9—hFUXFI—-6H—-FT/ [3, 2—
f1 [1, 2, 4] vy7PYAo (4, 3—al] [1, 4] v7¥EY—4—
A0] [, 1V —E7z=)L] —4—HNKRVEE (EEGIEEH 9 —1
)

[1056] [1£354]

.
N

LN

M e

[1057] ZEHLEM3 (362mg) 275 ROTSY (3. OmL) IR
Xt 4—-7JO0F—-2, 3—-Y7NAOREEHR (150mg) . 2V
SOONFYUINKRRTZ4 /=2 , 4 | 6 — )4y 7FOriETT=
W (X=Phos, 30mg) ., X—=PhosF7I/JET7zZIRSIIA
sO) R FLRE (50mg) . 7vibktEy UL (289mg) BLWK
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[1058]

[1059]

[1060]

(0. 75mlL) #mMAx. B2RFHESK. VM1 70OKEEBHT. 120C7TO0. 5
BEREIRE L. RINRAZBEE T FIL CHREK. RAMEEKT2OHE L,
KEZEDE, KATIK2NERBED LT OMATpH=1ICLE, KB%E
700FRIVALAT20HE L. EbE-EREEZEKIRET N U LATRIER
Bk, BRETAEZBETZEICELY. ZEBLEY (365mg) &KE
BEREOEESEE LTEB~E, MS (ES1) m/ /z:537., 2 [M+H
]+

(99—-2) XFJ [(6S) —4— (4 — {[(1R) —1— {4—
[ (3=YF /=4 —XFIN—1TH—-AYR=)L=T—4J) AT 7EA
V] 2z} TFI] ALNEAIN}Y —27 , 3 =ToA40O [1, 1
T —E7z=ZN] —4—4)) =2, 3, 9—MUXFI—-6H-FT/ [
3, 2—f]1 [1, 2, 4] vYy7vno [4, 3—al] [1, 4] I7EE
v—=6—4)] TtH—F (EREHIEEH 9)

[1£355]

EEpEEM99—1 (50mg) &&EHLEWT17 (40mg) DN
, N=UXFIRILLTIR (2, OmL) BFRIC, BRICTN, N=I4q
y7OoeLTFILTIY (0, 49mL) . HATU (43mg) #MA.
FURICT 1 IFERE# L, RIBREFBRIFIL-FTSERAOT7S5 Y THER
L. BEFIRIBK—K (1 : 1) T3[E., SMEIRAKTI1EMESE L, EKHE
B> D LTEREREBR. BRETBREEZBEELL, BOoNLEEZY D
TNWASLIOINTZ74—ICTHERE (V00KRIVA : X85/ —)L=98
:2~95:5) §32&ICLY, EBILEYW (60mg) ZX—J16H
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HBELTHBE, MS (ES 1) m/ /z2:873. 7 [M+H] +

[1061] =5EHI100
(100—1) XFJ) [(6S) —4— {4 —[(2— {4—[ (33—
ST )= 4= AFN—=TH—=—AYR=L=T—A)L) ANT7EAIL] 7z
ZIY TFI) AIVNREAIN] —27, 3 =v740 [1, 17 —ED
)] —4—4)} =2, 3, 9=hFUXAFI—-6H—-FT/ [3, 2—
f1 [1, 2, 4] pYy7vyOo [4, 3—al] [1, 4] v7EEY—-6—
1N] 75—+ (Efflits’n1 00)

[1062] [1k3561]

SN

N N/ﬁ\\{f}

O

[1063] =EMEFI8 7ICHWVWT. SEFULEW2 0 DRD Y ICEREFIILEYW 9 9 — 1
(60mg) ZAWT, BHRORIG. WEBETBI&ICLY, EELEY (
60mg) I HAEMEELTEL, MS (ESI) m/z2:873. 4 [
M+H] +

[1064] =HEHI1 0 1
(101—-1) 5—78F-N— ({4—-[(3=YTF7/—4—-XF)IL—1
H=A Y R=I—=T7—=qJ) ZNT7EAIN] 7T} XFI) —4—X
FLEYIY—2—-HILRFHI N (EEHEEHT1O01—1)

[1065]
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[1066]

[1067]

[1068]

[1069]

[1£357]

N

RG22 ICHEWTBSEFLEM I 20RDYICE —TOE—4 - XFILE
IV =2 —HIRVBEERWVWT (2-1) EAKORD. VIBETZIE
K&y, EELEWERBEHKE LTHERL, MS (ES 1) m/ z2:536
1, 538. 2 [M—H] -

(101=2) xF) [(6S) —4—(4—{6—-[({4—-L[(3—
ST )= 4= AFN—TH-AYR=L—T—AL) ANLT7EAIL] Tz
ZIbY AFI) AIWNREAI] —4—XAFIEYVD V=3 -4} 7=
) —2, 3, 9—MNYXFI—6H—FT/ [3, 2—Ff] [1, 2, 4]
fhy7vo [4, 3—al] [1, 4] 9F7EEY—-6—4)L] TEH—b (
EHEGILE®W101)
[1£358]

BREAT. ERAEE®w101 -1 (134mg) . BEZHLEDI (
126mg) . XPhos7I/EZ7z=ZURSYvLs0Y R FL#E
(20mg) . XPhos (12mg) . 7vi{ttEyoLs (113mg) %
K (1. OmL) —Fh3kROT75Y (4. OmL) BEBEH. v17
MERBHET. 120CTO. SREER LA, RISREERE. ) HTILA
SO MNsST74— (VOQKRIML : A5/ —=)L=100:0~95:
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[1070]

[1071]

[1072]

5) ICTHAELL, BohiEREBE. YYATIVAZL00O%NIST
14— (BFERTFIN : X%/ —)L=100:0~95:5) [CTHEL., Z&
ke (114mg) 2ABENGKE LTHAL, MS (ES 1) m z:83
8. 7 [M+H] +

Ehefl1 02

(102—=1) xFJ [(6S) —4— (4—{5—-[(2— {4—-T[(
3=3T/)—4—AFI—TH-AYR=I—T—4J) RILT7ESI]
JxZ)b} TFII) AINREAIN] ESDV—-2—4)L} Jz=)) —2,
3, 9—MUXFIN—6H—-FT/ [3, 2—F] [1, 2, 4] YTV
0[4, 3—al] [1, 4] Y7EEY—6—aL] 74—+ (Efehit
a%102)

[1£359]

EHEHEEM65—1 (68mg) @yOORILL (1. OmL) ERIC
M) Z)A0OFE (1. OmL) ZmA. ERT2HEERLL. RIEKRE
WERMEL. M IV THBE 20T, BESLUSEFMEEW1 1 (
47mg). N, N=Y4qyFaEiLTFILF7I> (0. 11mL), HA
TU (55mg) #N, N=IYXFIKRILLTIRK (3. OmL) b, E&
T2BEREER L, RINRICKEMATER L, £UELEKERR. KTHK
BEE LI, VATV ASLYORMN S 74— (O0KRML : X5 )
—)=100:0~95:5) THRAEATSLI&ICLY, BELEY (79m
g) AEBEEKELTERL, MS (ES1) m/z2:839. 2 [M+H
:|+
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[1073]

[1074]

[1075]

[1076]

[1077]

EEHI1 03
(103—=1) xFJ) {(6S) —4—[4—(5— {[(1TR) —1—
{(4— [ (3—=>F7)—4—XFI—1TH—AYR=IL—T—4)) RIT

FEAN] TN} TFI] AMNESALY ESTV—2—9)) Jz=
NV -2, 3, 9—-RNYUXFI—-6H—FT/ [3, 2—F] [1, 2, 4
1 dFPYO [4, 3—al] [1, 4] o7€EEY—-6—9)} 7EH—Fh
(EHEFILEY1 0 3)

[1£360]

EHEFLE®M65—1 (68mg) dyOAKRILL (1. OmL) BARIC
FM)ZILADOEEE (1. OmL) ZMA. EBRT2REERE®R L, RISKR%E
BERMEL., MV IV THBE 207>, BRBESLUSERLEEMT 7 (
47mg) . N, N=Jq4y7FOELIFILF7IY (0. 1T1mL) ., HA
TU (55mg) #N, N=IXFIKRILTIR (3. OmL) b, EE
T2BEHEE L, RINRICKEMATER L, £LCLEKERB. KTH
BEE LI, YVATLMASLYORMNIS 74— (VOOKRLML : X5 )
—J)=100:0~95:5) THEITDII&ILLY, BEELEW (74m
g) ZR—=Va1BEAKELTHEEL, MS (ESIT) m/ /z:839. 2 [M
+H] +
EhEHI1 04
(104—-1) V—t—7F) [ (4—-TJOE—-2->F7/)7x=)) X
FIN] —2—A4XIRIHh—KRF—b (EfEHLEH104—-1)
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[1078]

[1079]

[1080]

[1081]

[1082]

[1£361]

. N

*Q lf

DANf L&

5—70F—-2— (FOEAFI) RYYZhMJYJ (500mg) &¥—

t—TJFI AI/TVANLRESS—K (396mg) ON, N=IXFJ
RILTIR (5. OmL) BWRIC, BRICTKRBEYYAL (1778mg
) ZMA. 60CICTO. SHEER LA, RIGREEBIFILTHRL.
BEFMRIBAK—K (1 : 1) T3[E., FEMRIEKTIEWHEEL, BEKFES ~
)0 LTRER. BETABREZEBEELL, BONLEREBEEY Y ATINVAT L
IAXMIST4— (NFHY BRI FIL=98:2~90:10) TH
BBz EicdY, BELELAYW (703 mg) #HEBMAME LTEL, M
S(ESI)m/z:311. 1, 313, 2 [M—Boc+2H]+

(104—-2) 2= (FPIX/AFII) —5—-—TOERYYZNY) IEEEIE
(ERFta®m1 04 —2)
[1£362]
N
HE N
“Br
EHEFLEEW104—1 (400mg) ICAMEBIEKE1, 4—TAF

HrBER (4. OmL) ZERICTMA /., BIRICT 1 5EE®RE. RISK
ERERE L, BECYIFILI-—FILEMA. BBKEER. BTS2
ETIEELEY (233mg) 2ABEMGELTRH/E, MS (ES 1) m/
z:211. 1, 213. 1 [M+H]+

(104—-3) xFJ [(6S) —4— {4 —[({2-v7/—4—
[(3=27/—4—AXAFI—TH—-AYR=I—T—4J) RIT7EA
W] 72z XFIV) ANEAN] [, 1V —ET7xz=)] —4—4
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Y =2, 3, 9—RYXFIL—-6H-—FT/ [3, 2—Ff] [1, 2, 4
] hU7VO [4, 3—a] [1, 4] Y7EEY-6-4I] 7ESH—+}
(RiEFEEW 1 04)

[1083] [1£363]

SN
o N,

[1084] EMEHI25ICHVWT, 4—7OF—3—7)LA0T A VTIVIE
BIEDR DY ICEREFIEEM1 04 —252BWT, (25—1) — (25
2) EEAKORME. WEBETEZIEICLY., EBRCEMEBEREE LTE
7=« MS (ES 1) m/z:848. 3 [M+H]+

[1085] =HEHI1 05
(105—-1) 5— {4—-[(6S) —6— (2—XhF¥—2—-FFYI
FIN) —2, 3, 9—FNUXFI—-6H—-—FT/ [3, 2—F] [1, 2,
41 vyYyrFyvyo [4, 3—al]l [1, 4] oF7EEY—4—4A4)] 7z=)
} ESYY-2-ANLRVE (EEGEE®HT1056-1)

[1086] [{k364]

[1087] =HEF{tE®w65—1 (218mg) OO0k AL (1. OmL) &K
IChY 7 AOBEE (1. OmL) #MNX. EET2F[EE#RLE. RIGK
ERERMEL. MV IVH#EA 2011707/, BRI FILBLVKEMA THE
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[1088]

[1089]

[1090]

[1091]

BL. BNEBEKEDLTOMATPHBIC L, BREERE., KBEH
BIFILTHEE LR, KBICTNEBZP-KYMATpHEEL, 700
FIVLATIEHE L, BREZREREL. EELEW (161mg) %
wEEEKE LTBE, MS (ES 1) m/z2:503, 1 [M+H]+
(1056—2) xFJ)b [(6S) —4— (4—{6—-[({4—-1[(3—
VF) =4 —IFIN—TH-—AYR=)Lb—=T—=A)) ANT7EAIN] 7z
ZIY AFII) AIVNREAIN] ESTDV—-2—-a)} Jz=)) —2, 3,
Q—KNYXFI—6H—-—FT/ [3, 2—F] [1, 2, 4] pYyPVOL
4, 3—al] [1, 4] oT7EEY—-6—4L] 7ES— N (EEFILED
105)

[1£365]

EREMMEEM105—-1 (63mg) . BLUSERLEW21 (45m
g). N, N=Y4vyFOELIFILF7IY (0. 0655mL) . HATU
(48mg) #N, N=YXFILKRILLTIRK (2. OmL) A, EET?2
REEIRIE Lce RISGRICKZMATIR® L. £ CEEGHZIER. KTREE
BUIe, VANV AZLOTNTZ 74— (/0O0RIVA : X5 =)
=100:0~95:5) TRETIZEICLY., EELEY (65mg)
EgkEEEKE LTERE, MS (ES 1) m/ /z:839. 2 [M+H] +
=RMEHI1 06

(106—1) xF)L {(6S) —4—[4—(5— {[(1R) —1-—
{(4— [ (3=Y7/)—4—IFN—TH—AYR=IL—T—4J) RIL7T
FEANL] T} TFL] ALNREALY STV —2—4J)) 7=
V]l —2, 3, 9—NYAFIL—6H—FT/ [3, 2—F] [1, 2, 4
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] NYy7PYO [4, 3—a] [1, 4] Oo7¥FEY—6—4)} PEH—K
(Emeflit&®1 06)
[1092] [1b366]

[1093] ZXEHMEEM105—-1 (63 mg) . BLTEEHLEM22 (47 m
g) . N, N=2qvFoELITFILF7IY (0. 055mL), HATU
(48mg) #N, N=YXFILKRILLTIRK (2. OmL) A, EET?2
REEIRIE Lce RISGRICKZMATIR® L. £ CLEGEZIER. KTRE®
BmUlce YVATNAZLIORKNTIS 74— (V0OBRIVL : X5 ) —)b
=100:0~95:5) TRETIZEICLY., EELEYW (70mg)
EgEEEKE LTERL, MS (ES 1) m/ /z:853, 2 [M+H] +

[1094] =HEHI1 07
(107—1) xF)L [(6S) —4— (44— {5—-[(2— {4—T[(
3—Y7/—4—IFN—TH-AYR=IL—T—4)) RINT7EASI]
7)Y TFN) AMLNEAN] ESTVV—-2—4q4J)} 7)) —2,
3, 9—MUYXFI—6H—FT/ [3, 2—F] [1, 2, 4] NUTV
0 [4, 3—al [1, 4] Y7¥EY—-6—1)] 7EH—b (EEHIL
AaMm107)

[1095]
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[1£367]

[1096] =E=MEFIEE®105—-1 (53mg) . BLUSEFALEW23 (47m
g) . N, N=YqvyFOoELIFILF7IY (0. 055mL), HATU
(48mg) ZN, N=UXFIKRILLTIRK (2. OmL) A, EBT2
BERIRIR Lce RIVRICKZMA TP L. £ECELEGERR. KTHRE%
Bl YVAFMASLIOR NS 74— (VO0OKRIML : X5 /=)
=100:0~95:5) THETIZEICLY., EBELELE® (73mg)
EREAERKE L TEBE, MS (ES1) m/z:853. 2 [M+H] +

[1097] =51 08
(108—1) 5— {4—[(6S) —6— (2—ArFv—2—FFVT
FIL) —2, 3, 9—RFYXFJI—6H—FT/ [3, 2—F] [1, 2,
41 vyrFyvyo [4, 3—al]l [1, 4] oF7EEY—4—4A)] 7=
Y BTV -2-hIKRVEE (ER{EE%Hm108—1)

[1098] [{£368]

[1099] ZjEHI1 05ICHBWT. ERehLEHmo 5 — 1 0RHLY ICEEELEMS
3—1 (219mg) ZAVWT (105—-1) LAKDOKIS. WEET B
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[1100]

[1101]

[1102]

[1103]

[1104]

EICLYEBRILEYW (150mg) =B BEHKE LTHL, MS (ES |
)m/z:502, 1 [M+H] +

(108—-2) xF) [(6S) —4—(4—{6—-[({4—-L[(3—
YT ) =4 —IFIN—TH-—AYR=)Lb—=T—AJ)) ANLT7EAIN] 7z
ZIY AFII) AVREAN] EYD =3 —-a)} 7)) —2, 3,
9—RMNYAXAFIN—6H—FT/ [3, 2—Ff] [1, 2, 4] MY F7YVO L[
4, 3—al] [1, 4] Y7EEY—-6—4)] 7EH—b (EEHLEY
108)

[1£369]

EfEFI1 05 ICHEVT, EEAMEEY 105 — 1 ORDYICERESIEEY
108—1 (50mg) ZAVWT (105—-2) &AKRORIL. WEBZT D
ZEILLY, BELEYW (51mg) ZXR—Va1BEKELTHE, MS (
ESI)m/ /z:838. 2 [M+H] +

EREHI1 09

(109—-1) xF) {(6S) —4—[4—(6— {[(1TR) —1—
{(4— [ (3=Y7/)—4—-IFI—TH—AYR=)L=T—=AL) RIL7
FEANL] 70 TFIL] AVAEALY EYY V=3 —A)) 7=
M —2, 3, 9—NYXFIJ—6H—-FT/ [3, 2—Ff] [1, 2, 4
1 hy7vVo 4, 3—al [1, 4] D7EEY—-6—AL} 7FEH—
(EREfEE® 1 09)
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[1£370]

[1105] =EjEHI1 06 ICHEWT. EREALEH1 05 — 1 ORDY ICERBILEY
108—1 (50mg) #BAWVWT (106—1) tEHORIL. WEBET S
ZEiLEY, BELEY (68mg) Z2xX—Va1@EKE LTHERL, MS (
ESI)m/ /z:852, 2 [M+H]+

[1106] =HEHIT1 10
(110—-1) xFJ [(6S) —4— (4—{6—-[(2— {4—-T[(
3=YF/)—4—IFIN—TH-AYR=IL—=T—4J) RIT7EASI]
Jx)b} TFII) AINREAILN] EYVDSU=3—-q4)I} 7)) —2,
3, 9—RKNUYAFI—6H—-—FT/ [3, 2—F] [1, 2, 4] NYTY
0 [4, 3—al] [1, 4] o7EEY—6—94)] 74— (EmHt
&2#110)

[1107] [1£371]

[1108] =EfERFIT O 7ICHWVWT. EEHILEEM1 05— 1 DRHLY ICEREFILEY
108—1 (50mg) #2AVWT (107 —-1) tAKOKRIL., NiBET S
ZEIC&Y, EELLEY (63mg) #XR—UaEEELTELE, MS (
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[1109]
[1110]
[1111]
[1112]

[1113]

ESI)m/ /z:852., 2 [M+H]+
Sl 11

(111-=1) xF) [(6S) —4— {4 —[ (77 {4-1T[ (3
—VT) =4 —AFI—TH-AYR=—=T—AJ)) RIVT7EAIN] 7
T} AFI) BIVREAN] [T, 17 —ET7zZ)] —4—4)} —
2, 3, 9—FNUAFIN—-6H—-—FT/ [3, 2—1F] [1, 2, 4] KV
7vo [4, 3—al] [1, 4] Yy7EEY—-6—1)L] 7E4—F (£HE
Blibam111)

[1£372]

EREFI25ICEVT, 4—TOF-3 -7 A0TTZIAYVTIVE
BIEORDLYIC2—-T7I/—2— (4—7OFE7zz)) PEMZMNYLE
AWT, (25—-1) — (25—-2) tEAHRDORIR. LEBEFTZIEICEY
. BB EWERBEBKE LTB, MS (ES 1) m/z:848, 3
[M+H] +

Ehefl1 12

(112—=1) xF)b [(6S) —4— {4 —[({4-[(3—-v7
J=4—IF)I—1TH—AYR=I—T—4J)) ZNT7EAN] 7z=)
} AFN) ANNREAN] -3 =4O [1, 17 —E7z=)] —4
-4} =2, 3, 9—KNUAFI—-6H—FT/ [3, 2—F] [1, 2
, 41 by7PYO [4, 3—al] [1, 4] o7EEY—-6—1IL] 7%
-~ (ERfliEm112)
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[1114]

[1115]

[1116]

[1117]

[1£373]

R J"\
Rt
i

)

HN SN

N
SEHI1LEM12 (60mg) &BERLEEHW21 (50mg) ®N, N
—IAFNLEILLTIR (1. OmL) &&EIC, BRICTN, N=Yqv S
AELIFILT7IY (0. 060mL) . HATU (53mg) #mMA. A
BICT 1 RERRE L, RIGRZER, 2BRHPLC (1 OmMEKEB7VE
ZOLKBR-TENZNYI) ICTHBETIZEICLY., EBEELEW (7
8mg) AR—Y1EBMAEELTHEL, MS (ES 1) m/ z:855. 2
[M+H] +
EHEfI1 13
(113—=1) XFJ [(6S) —4— {3’ —vpoo—4" — [ ({4
— [ (3=YF7/)—4—IFILN—1TH-—AYR=I—T—4I) RINLT7E
AN] 2= XFIV) ANESLIN] [1, 1V —ET7z=)] —4—
4} —2, 3, 9—NYAFI)—6H—FT/ [3, 2—F] [1, 2,
41 pyYyFPYAa [4, 3—al [1, 4] v7EEY—-6—4)] PFE4H—
N (EREGIEEY1 1 3)
[1£374]

EREBI1 1 2ICBWT, BEHLEY 20RDYICSEFILEDT 3 (
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68mg) #FHWVWT, EAHORIG, WNEATZEICLY., ZELELEY (8
8mg) EHREMREELTEA, MS (ESI) m/ z:871., 2, 87
3. 1 [M+H]+

[1118] =mEhi1 14

[1119]

[1120]

[1121]

(114—-1) XFI [(6S) —4—{4 —[({4-[(3=>7
J=4—IF)IN—TH-AYR=I—=T—=q)) ZNT7EAIN] 7zZ)
} XAFI) ANWNNREAIN] -3 —XFIL [T, 17 —ET7zZ)L] —4-—
1IN} =2, 3, 9—MYXFI—-—6H—FT/ [3, 2—-Ff] [1, 2,
41 vy7va (4, 3—al [1, 4] o7EEY—-6—q1L] 74—
b (EmfliEE®114)

[1£375]
g
\ﬁ@ %
Ny T\ \
N
EREGIT 1 2IC8WT. B3EHUEET 1 20D YICSEFILEM2 0 (

50mg) #RVWT. BRORIN. WEETZEICLY. EBLEYW (3
Img) ER—Va2MEkELTHEL MS (ESI) m/ z2:851. 3
[M+H] +

=115

(115—=1) xF) [(6S) —4— {4 —[({4-[(3—-v7F
J=4—IFN—TH-AYR=IL=T—=qJ) RILT7EAIN] 7=
} XFIN) AUNEAN] -2 =240 [1, 17 —E7z=Z)L] —4
—qI)} —2, 3, 99— MYAFI—-—6H—FT/ [3, 2—F] [1, 2
, 41 MY FPVO [4, 3—al [1, 4] Y7EEVY—-6—4a4I] 74
— b (EREGIEEY115)
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[1122] [16376]

[1123]  ZFREHI1 1 2IC8WT. ZEFHLEDT 20RDYICSEHLEEW1 8 (
50mg) ZAWVWT. E#ORIG. LEBETZZ&ICLY, EBLEY (5
6mg) ER—YVa1BHPEE LTHEL, MS (ESI) m/ z:855. 3
[M+H] +

[1124] =fEHI1 16
(116—1) XFJ) [(6S) —4— {2 —yoO—-4" —[ ({4
— [ (3=vF7/)—4—IFN—1TH—AYR=I—T—4I) RILT7E
AI] 7= AFIV) AINEANL] [T, 17 —ET7z=Z)L] —4-—
1IN} =2, 3, 9—MYXFI—-6H—FT/ [3, 2—-Ff] [1, 2,
41 fYy7YVO [4, 3—al [1, 4] v7EEY—6—q4L] 7EH—
b (EEFILEH116)

[1125] [1£377]

[1126] EHEFIT 1 2/1CBVWT. BEHILED T 20RDYICSHEFUEEW1 9 (
50mg) #BVWT. AKORIN. RBAETZZ&ICLY, BELEY (3
3mg) ABMEELTEL, MS (ESI) m/ z2:871., 2, 87
3. 2 [M+H]+



WO 2021/157684 292 PCT/JP2021/004231

[1127] =11 7
(117-1) *F)L [(6S) —4— {4 —[({4-[(3—->7F
J=4—IFI—1TH-AYR=L—T—AJ) RIVT7EAIN] 7z
} XFI) AMNEAN] 27 —XFN [T, 17 —ETzZ)] —4-—
4} —2, 3, 9—NYAFI—6H—FT/ [3, 2—1F] [1, 2,
41 pyYyFPYa [4, 3—al] [1, 4] v7EEY—-6—4A4)] PFE4H—
b (EREGIEEY117)

[1128] [1£378]

NN
Nepy ™ &

&

o
O

[1129] EHEFIT 1 21CBVWT. BEHILED 1 20RO Y ICEBHMEEH T 5 —
1 (560mg) ZAWT, BRORILN. WEBETDZIEICLY. REBIELED
(39mg) 2HEMEELTEL, MS (ESI) m/ z:851, 3 [
M+H] +

[1130] =M1 18
(118—1) xF)L [(6S) —4— {4 — [ ({4-[(3—-v7F
J=4—IFN—TH-AYR=IL—T—AL) ZWT7EAIN] 7z=)
} XFIU) AMNEANL] —2° , 3 =v74a [1, 1V —E7z=
W] —4—4aL}Y =2, 3, 9—hUXFJI—6H—FT/ [3, 2—F]
(1, 2, 4] py7vya [4, 3—a] [1, 4] YPE¥EY-6—-1L
1 79—~ (EEfEEw118)

[1131]
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[1£379]

[1132] ZEREHIT 1 21I2BVWT. SEFULED 1 20RDYICEREHIEEYW9 9 —
1 (60mg) ZAWT, BHORIG. LEBEZTZIEICLY, EELEY
(47mg) Z28BMFEELTERL MS (EST) m/ z2:873. 2 [
M+H] +

[1133] =EHEHIT 19
(119—-1) xFJ [(6S) —4— {4 —[({4—-[(3=-v7
J=4—IFN—1TH—AYR=I=T—=4qL) ZIT7EAIN] 7zZ)
} AFN) AUREAN] 27, B =Y N40[1, 17 —EDJz=
Wl —4—4a4)} =2, 3, 9—KNYXAFI—-6H—FIT/ [3, 2—F]
(1, 2, 4] vYy7VYO [4, 3—al [1, 4] o7EEY—-6—11
1 74— F (EfEHHEEHT1 1 9)

[1134] [1£380]

Nt o

O R

[1136]  EHIT 1 2ICEVWT, BEHEEW 1 20D Y ICERIIEEM8 2 —
1 (26mg) ZAWT, BHRORIG. LEBEZT DI EICLY, FELEY
(29mg) #2ABMEELTEL, MS (ES 1) m/ z2:873. 2 [
M+H] +
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[1136] =EHI1 20

[1137]

[1138]

[1139]

[1140]

(120—1) xFJ [(6S) —4— {4 —[({4—-[(3-v7
J—4—IFNLN—TH—AYR=I—T—AL) RIWLT7EAIN] 7z=)
}XFI) AMNEAN] 27 —T)40-5" —XFIL[1, 17 —KE
Zz=)NV] —4—4a4)} —2, 3, 9—KNUAFIL—6H—FT/ [3, 2
—f1 [1, 2, 4] NYy7VO[4, 3—al [1, 4] o7¥EV—6
-] 7Y —F (ERFIEH120)

[1£381]

EREBI1 1 2ICBWT, BEHLEY 1 208D Y ICEREULEY 8 3 —
1 (19mg) ZAWT, BHRORIG. LEBZT DI EICLY, FELEY
(22mg) ZzHEBMAEELTHEL MS (EST) m/2:869. 2 [
M+H] +

Ehefl1 21

(121-1) xF)b [(6S) —4— (4 —{[(1R) —1— {4
— [ (3=v7/)—4—IFN—1TH—AYR=I—T—4L) AILT7E
AN] 7)Y TFIL] ALNREAN}Y =27 =740 [1, 17 —E
JxZ)W] —4—q4)) —2, 3, 9—KUAFIL—6H—FT/ [3, 2
—f1 [1, 2, 4] pvYywPVa (4, 3—al [1, 4] o7¥EV—6
-] 7EY—F (ERflEMW121)
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[1£382]

\‘ i N\ N
i i /:"?:m P
N A0 e

Qo

[1141] SEH1EEMW18 (50mg) &&ERFLEW22 (43mg) ON, N
—IAFNLEILLTIR (1. OmL) &&EIC, BRICTN, N=Yqv S
AELIZFILFTIETY (0. 0O50mL) . HATU (44mg) #iA. B
BICT 1 RERRE L, RIGRZER, 2BRHPLC (1 OmMEKEB7VE
ZOLKBR-TEINZNYI) ICTEETIZEICLY. EELELEY (3
Emg) 2HEHMEE LTHEL, MS (ES 1) m z2:869. 2 [M+
H] +

[1142] =mEpi1 2 2
(122—1) xFJ)b [(6S) —4— (4 —{[(1R) —1— {4
— [ (3=YF7/)—4—IFILN—1TH-—AYR=I—T—4I) RINLT7E
AN] 7=y TFN] AASEASINY -2, 3 —YoLzn 1,
1" —E7z=)] —4—4)) —2, 3, 9—KNYAFI—6H—FT/
[3, 2—f1 [1, 2, 4] vhYyF7vyO [4, 3—al] [1, 4] o7
Ev—6—4L] 75—~ (EEAMEEH1 2 2)

[1143] [{£383]

[1144]  ZEEHIT1 2 1IZEVWT, BEHLEH 1 8DKRHLYICERBMEEW 9 —
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1 (60mg) £2AVWT, EBHFOKIG. NBETDEZ EICLY, EELEY
(39mg) #HEMWEELTE~E, MS (ESI) m/ z:887. 2 [
M+H] +

[1145] =jEHI1 2 3

[1146]

[1147]

(123—-1) xF) [(6S) —4— (4 —{[(1R) —1— {4
—[(3=Y7/)—4—-IFIL—TH—AYR=IL—T—4J)) ANT7E
AI] 7= TFIV] AILREAILY =37 —XFIL [1, 17 —ED
)] —4—4J)) —2, 3, 9—KUXFI—-6H—-—FT/ [3, 2—
f1 [1, 2, 4] vYy7VO (4, 3—al] [1, 4] o7EEY—-6—
AN] PES— (EEbEEY123)

[11384]
Ny “»\é’:;o
HNV
HN
‘;*‘”T‘N
EREFI1 2 11ICEWT, SEFEEY 1 8ORDLYICSERILEHW2 0 (

30mg) ZAWVWT, BHOKRIG, WEBETZ&ICLY., EFELELEY (3
Omg) a2R—218WEELTEE, MS (ESI) m/ z:865. 3
[M+H] +

[1148] =rEHI1 2 4

(124—1) XFJ [(6S) —4— {4 —[(2— {4—[ (3—
VT ) =4 —IFN—TH-—AYR=)L—T—=AJ)) ANLT7EAIN] 7z
ZIY ITFIN) AILNREAINL] =27 =740 [1, 17 —E7z=)]
—4—qL} =2, 3, 9—NYXFI—6H—-FT/ [3, 2—F] [1
, 2, 41 vYy7VO [4, 3—al] [1, 4] O7EEY—-6—4IL] 7

s — b~ (ERfEn124)
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[1149]

[1150]

[1151]

[1152]

[1£385]

v g e
il

NN

N Nr;ﬁ% - \

0
?ém
SEZfEEMW18 (50mg) &B8EHEEM23 (43 mg) ON, N
—UAFINHRIVLTIR (1. OmL) &KIC. BRICTN, N—-2qv
AELIFILTIY (0. 050mL) . HATU (44mg) ZMx. A
BICT 1 REER L, RIGKREZER., 2BRHPLC (1 OmMEKE7 Y E
ZOLKBR-TEINZNYI) ICTRETZZEICLY. EELEY (4
2mg) ER—Va1EBMEELTEL, MS (ESI1) m/ z:869. 3
[M+H] +

Ehefl125

(125—=1) xF) [(6S) —4— {4 —[(2— {4—[(3~—
VTP ) =4 —IFIN—TH-AYR=L—T—AJ)) ALT7EAN] Tz
ZIY TFIN) ANREAN] 27, 3T =TYT7xr0 [1, 17 —ED
)] —4—4)} —2, 3, 9—KNYXFI—-6H—FT/ [3, 2—
f1 [1, 2, 41 hyPYO[4, 3—al] [1, 4] VF7EEVY—6-—
AN] Y-~ (EfREFHEE®W125)
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[1£3861]

[1163] EREHI1 24I1ICBWT. ZEFED 1 8DKRDLYICEREHEEW 9 —
1 (60mg) 2AWVT, AKOKRE. LEBETZIEICLY, EELEY
(48mg) #HEBMEELTHEL, MS (ES 1) m/ z2:887. 2 [
M+H] +

[1154] EfEfHI1 2 6
(126—1) xFJ [(6S) —4— {4 —[(2— {4—[(3—
ST ) =4 —IFN—TH-AYR=L—=T—AL) ANT7EAIL] 7z
ZIY TFIN) AVNREAI] =37 —AF)[1, 17 —E7z=)L] —
4—-A4J)} =2, 3, 9—bMUYXFI—6H—-FT/ [3, 2—-F] [1,
2, 41 pY)y7vO [4, 3—al] [1, 4] oF7EEY—-6—1)] 7t
&— b (EfEBEEHm126)

[1155] [1£387]

[1156] EEHI1 24ICEVWT. ZEHEEHN T 8DRHLYICEEFLEW2 0 (
32mg) ZAWVWT., AKORIE. LEETZIEICLY. FELEY (2
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8mg) #HEMAEE LTEE, MS (ESI) m/ /z:865. 3 [M+
H] +

[1157] =fEHI1 27

[1158]

[1159]

[1160]

[1161]

(127—=1) xF) [(6S) —4— (4 —{[(1R) —1— {4
— [ (3=Y7/—4—-IFN—1TH—-AYKR=)L=T7—4L) AT 7E
AI)] Zx=)v} TFIV] AILREAINY [T, 17 —ET7z=)L] —4—
A1) —2, 3, 9—MYAFI—6H—FT/ [3, 2—F] [1, 2,
41 vy7va (4, 3—al] [1, 4] o7EEY—-6—q)] 74—
b (Emfliba®127)

[1£388]

N
Nﬁ%ﬁ . HN
< \
O W,

EREBI1ICBWT. ZEFEDS DRDLYICSEREEW22 (39m
g) ZAWVWT, (1—-1) LtEAKOKRILG. BETDZZEICLY. BELE
M (58mg) ZHBEKE LTHERL MS (ESI) m z:851.
3 [M+H] +
EhEfi1 28
(128—=1) xF) [(6S) —4— {4 —[(2—{4—-[(3—
T ) =4 —IFIN—TH-AYR=L—T—4L) RANVT7EAIN] 7z
ZI} TFI) AREAIN]T [T, 1V —ET7z=)V] —4—4A)L} —2
, 3, 9—MNYUAFI—-—6H—FT/ [3, 2—F] [1, 2, 4] NUT
vo 4, 3—al [1, 4] v7E€EY—6—a)L] 75— (EHEH
t&41 28)
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[1£389]

Qs

[1162] EHEGI1ICHWVT, SEFLEYE ORDYICSEFLEW23 (39m
g) #AVT, EHRORIK. WEBETZIEICLY., EELEEY (56mg
) EgEEERELTEE, MS (ESIT) m/ /z:851, 2 [M+H] +

[1163] =mEfBI1 29
(129—1) N=— ({4—-[(3=YF7/—4—AXFL—1TH—-AVR—
W=T—=4I) ANWT7EAIN] TV} XFII) —4— (4, 4, 5,
BE—FhSXAFI-1, 3, 2-IAFHYROFY—2—4q)) RVIXTZ
M (ZEflite®m129-1)

[1164] [{£390]

[1165] =ZRZART. &EHLEYWSE (300mg) . 4— (4, 4, 5, 5—7F
RSXFIL—1,3,2-UAFHROSY—2—1q)L) ZREEH (198m
g) ON, N=IAFIKRILFTIRK (6. OmL) &&EIC. N, N—I4
YOI FILTIY (0. 41mL), HATU (363mg) &#mMx
. FURICT 1 BSEER Lck. 2EMEEME (45mg) A, BILE
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[1166]

[1167]

[1168]

BICT1REER L, RISGREFBIFILTHERL. BEEBELZRNEEK
K BERIRIBKICTESE L, EAKWES N U LTERER. BETSESR
ETB52&ILY,. EELLEMOMEGE (499 mg) ZREERKE LTEE
o MS (ESI) m/z:571. 0 [M+H] +

(129-2) TF) [(6S) —4— (4—/po@p7zz=L) —2, 3
, 9—MNUXFI—6H-—-FT/ [3, 2—Ff] [1, 2, 4] NYFVDO
[4, 3—al [1, 4] YF7EEY—-6—1)] 7EH4—b (EHEHLE
¥129—-2)

[1£391]

(S) —4— (4—/pO7z=l) —2, 3, 9—RNYXFI—6H-
Fx/ [3, 2—F]1 [1, 2, 4] vYy7VO [4, 3—al [1, 4]
vT7EEY -6 —HiE (70g9) OTH/—JL (500mlL) ARIC. BN
(AmL) #ix. OBBEMBERI B, HHK. PELRBEZEEL. K
B h ) LKEREMAZ, 700KV LTHE L, Kk SBMBIEKTHES
L. BEAKIEEF M) D LTHRRL, BEEBELL, BBEEHBIFILTE
fama L. REtEY (45 9) 28571,

'TH NMR (300 MHz, DMSO—d6) &§ ppm 1. 19 (
3H, t, J=7. 1H), 1. 60 (3H, s), 2. 39 (3H, s),

2. 58 (3H, s), 3. 3-3. 5 (2H, m), 4, 0—4. 3

(2H, m), 4. 47 (1H, dd, J=7. 8, 6. 8 Hz), 7.
41 (2H, d, J=7. OHz), 7. 47 (2H, d, J=7. OHz
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)
MS (ES1) m/z:429 (M+H) +

[1169] (129-3) TFI [(6S) —4— {4 — [ ({4=-[(3=v7F
J= 4 —XFI—TH—AYR=)b=T—=4qJL) RIT7EAIN] 7z=)
Y XFI) ANEAN] [T, 1V —ET7z=)] —4—4q4} -2, 3
, 9—MNUXFI—6H-—-FT/ [3, 2—Ff] [1, 2, 4] NYFVDO
[4, 3—a] [1, 4] YT7EEY—-6—4qL] 7EH—b (EEHILE
129)

[1170] [1£392]

O

[1171] ZBRSHET. EFEGEEM129—-1(73mg), EEfMEEY1 29—
2 (50mg) . 7vfttEyHA (53mg) ., K (0. 2mL) . F+5
EkOoZz75> (0. 8mL), X—Phos (5. 6mg) ., X—Phos
TI/EZ7zZWRSTYoL20Y K TL#E (9. 2mg) OREEWE
TAVOREAT. 130CTO09FER LA, RISREHBRIFIL—T
SerO73> (1 :1) IKTHRL, BNRIEKT20O5%%, EKRES
MU D LTEIER. BETBAEZELEL, BBEENH Y ATV AZ LSO
RMNJST74— (VOOKRIVL : AH/—)L=90:10~0:100)
THHEL., EELEY (14mg) ZREABBGKE LTHL, MS (ES |
) m/z:837., 3 [M+H]+

[1172] =HEHI1 30
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[1173]

[1174]

[1175]

[1176]

(130—-1) n—=7OE)NL [(6S) —4— {4 —[({4—-1[(3
—VTF7 ) =4 —AFI—TH—AVR=IL=T—4AJ) RIT7EAN] T
TV} AFIV) ANEAN] [T, 17 —ETzZ)] —4 -1 L} —
2, 3, 9—FMYUAXAFIN—-6H—-—FxT/ [3, 2—1F] [1, 2, 4] KV
Vo [4, 3—al [1, 4] I7€EEY—-6—a)] 74—t (EfE
Blib&# 1 30)

[1£393]

B 31ICEVWT, 41V 7AEL7ILI=-LOKRDbYICn—7OEL
FIA—VERWT, (131—-1) — (131-2) EEKRORIG, LE
HEBHIEICLY. EELELEYW (80mg) #REBEGKRE LTHERL, MS
(ESI)m/z:851, 3 [M+H]+

EREHIT 31

(131=1) 4v7aEl [(6S) —4— (4—vOO07z=)) —
2,3, 9—NYXFJI—6H—FT/ [3, 2—F] [1, 2, 41 ~Y)
7vo [4, 3—al [1, 4] 97EEY—-6—a)] 74—t (EE
BieE®m1 31 —-1)
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[1177]

[1178]

[1179]

[1£394]

(S) —4— (4—/vp@7zx=)) —2, 3, 9—KUAFI—6H—
Fx/ [3, 2—F] [1, 2, 4] pYypPvVOo[4, 3—al [1, 4]
VrTEEV -6 —Bfg (1. 449) . M)ZTFILFTIY (0. 75mlL)
OFhSeErFAT7SY (14mL) BRI, —10C~—20CTE/NROA
o) K (0. 53mL) #mMA. —10CT2REER LL, RIGKIC
AVZTOELTILA—IL (BEmL) &XKFEFIIDL (60%. 430
mg) DFrSERATZSY (20mL) BEBRENSARLAEFT N DL
AV 7ORFYRE-10CTMA, BRT1BEER L, RIEREK (
100mL) i, BEBRTFIL (1 00mL) T3 [EHE. AMALEK
T2E%% L. BRETAKBEE L, BONERBES Y ASNVAS LD
RNTS74— (V0O0OFRML : X5/ —=)L=19 : 1) ICTHEHEL. E&
e (0. 459) #REBEGKE LTEL,
(131-2) 4y 7oL [(6S) —4— {4 — [ ({4—-T[(3
=T ) =4 —AFI—TH-AYR=)b=T7—4)) ANT7EAIL] 7
T} AFII) ALNREAL] [1, 17 —E7z=Z)0] —4—1)L} —
2, 3, 9= NYAFN—6H—FT/ [3, 2—F] [1, 2, 41 hV)
Vo [4, 3—a] [1, 4] o7EEY—-6—a4)] 74—t (EH
pliltEm1 3 1)
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[1£395]

Tz

Efefl1 29ICHEWT. EREAEEM1 29 -20KbY ICERLIEEY
131—1 (50mg) ZAVWT, (129-3) LEROKRIG. LE%ET
BlEICkY. BEEAY (31 mg) ZRRBEMKE LTEL MS (E

[1180]

SI)m/z:851. 3 [M+H]+
[1181] =hEHl1 3 2
(132—-1) t—=7FIN [(4S) —6— {4 — [ ({4-1[(3~-
VT ) =4 = AFI—=TH-AYR=IL—T—=qL) RANWT7EAILN] 7z
WY AFIN) ALNEAN] [1, 1V —ET7zZ)] —4—14)L} —8
—ARFY—1—XFJ—4H-[1, 2, 4] NY7YVO [4, 3—a]

(1, 4] RVYSTFEEY—4—A)] 7ESY—b (EEHELEY1 32

)
[1182]
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[1183]

[1184]

[1185]

[1£396]

REBI1 2 9ICBEWT, ERAMEEMI129-20RDYICt —TFI
[ (4S) —6— (4—2087zxz=)) —1—XFI—8— (XFIFF
¥) —4H-[1, 2, 4] pbYyF7VO [4, 3—al] [1, 4] RVYY
7EEY—4—ANL] PEHY—K (43 mg) ZEVT, (129-3) &
FHRORIG, WBETDIEICLY, ZBELEED (49 mg) ZREBERK
ELTHEBE, MS (ES 1) m/ z:861. 4 [M+H]+
(133—-1) xF)b [(48) —6— {4 —[({4-[(83->7
J=4—AFI—TH-AYR=—T—AJ) RIVT7EAIN] 7z
} XFII) AUNEAN] [, 17 —EZ7zZ)] —4—4JL} —8—X
RES—1—XFJ—4H—[1, 2, 4] hYFPYO [4, 3—a] [1
, AT RUYVIUTEEY -4 —4q )] TEH— b (EEFILEHT 33)
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[1£397]

EZ

[1186] ZXfEHI129ICHVWT, EEAMUEEM1 29 -20KDbYICAFIL [ (
4S) —6— (4—7007zx=)) —1—XFI—8— (XFIAF*Y)
—4H-[1, 2, 4] v)7VO [4, 3—al] [1, 41 RVYITE
Ev—4—4)] 75—k (40mg) ZHAVWT. (129-3) LAk
ORI, WBET B &ICLY. EELELEY (4 1mg) ZREBEGFEL
Bk, MS (ESI1) m/z:819., 4 [M+H] +

[1187] =HEBI1 3 4
(134—-1) t=7F) [(6S) —4— (4 —{[(1TR) —1—
{(4— [ (3=YF7/)—4—XFI—TH-AYR=J—T—AL) RILT
FEAN] 7L} TFI] AREALY [1, 17 —ET7z=Z)L] —
4—4N) —2, 3, 9—bNUYXFL—6H—-FT/ [3, 2—F] [1,
2, 41 py7YO 4, 3—al] [1, 4] Y7¥EY—-6—-1L] 7t
— b~ (ERfMEE®134)

[1188]
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[1189]

[1190]

[1191]

[1£398]

EHEBI6 3ICBVT. BEFULEMS DRDYICSERIEEW17 (40
mg) ZAWT, (63—3) tEAKDORM. LBETEIEICLY., BEE
e (21 mg) #XBEEGKE LTERL, MS (ES1) m/ z:87
9. 3 [M+H]~
EREBI1 35
(135—=1) t—=FFI [(6S) —4— {4 — [ ({4-1[(3~-
TP ) =4 —IFIN—TH-AYR=IL—=T—qL) ZNWT7EAILN] 7z
ZIWY AFIN) ALNEAN] [1, 1V —ET7zZ)] —4—qL} =2
, 3, 9—hMUXFI—6H—FT/ [3, 2—F] [1, 2, 4] U7
va [4, 3—a] [1, 4] S7EEY—6—9L] PEHY— (E5EH
£&¥135)
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[1£399]

[1192] EREHI6 3ICHEWT. BEFILEWME ORDLYICEEFLE® 21 (40
mg) ZAWT. (63—3) tEKEDOKIK. WEBETDII&ICLY. EE
te (26mg) ZHBEERGFE LTHAL, MS (ES 1) m/ z:87
9. 2 [M+H]+

[1193] =HEHI1 3 6
(136—=1) t=7FI [(6S) —4— (4" —{[(1TR) —1~—
{(4—[(3=YT7/)—=4—-IFN—TH—AYVR=IL—=T—=14J) RIL7
7EAN] Jz=Y TFIV] AINEAINY [T, 1) —ET7ZIV] —
4—4)) —2, 3, 9—RFNUYXAFIL—-6H—FT/ [3, 2—F] [1,
2, 41 py7YVO 4, 3—al] [1, 4] V7FEY—-6—-1)] 7t
&—h~ (EfEHEEH1 3 6)

[1194]
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[1195]

[1196]

[1197]

[16400]

EHEFI6 3ICHVWT. SEFULEHS DRDLYICSEFILEW22 (41
mg) ZAWT. (63—3) tEKEDOKIK. WEBETDII&ICLY. EE
tEY (52mg) #XBEEGKE LTERL, MS (ESI1) m/ z:89
3. 2 [M+H]+
Ehefl1 37
(137—=1) t=TFFI [(6S) —4— {4 —[(2— {4—-[(
3=VTF7/)—4—-IFIN—TH-AYR=IL—=T—4)) RIT7EAI]
Jx=)b} TFIIN) ANREAN] [T, 1V —EZ2z=Z)0] —4—4)L})
-2, 3, 9—RNYUXFIN—6H—-FxT/ [3, 2—F] [1, 2, 4] b
Yy7vao 4, 3—al [1, 4] v7EEY—-6—q)] PEH—F (E
HEGIE&#1 3 7)
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[1198]

[1199]

[1200]

[1E401]

X6 3ICHEVT, BEFULEY S DRDLYICSELILEW23 (41
mg) ZAWT. (63—3) tEAKEDOKIK. WEBETDII&ICLY. EE
t&¥ (36mg) ZRBBERKRE LTHERL MS (ES 1) m z:89
3. 2 [M+H]+
EhEI1 3 8
(138—=1) t=T7FI {(6S) —2, 3, 9—hUXFI—4-[
4— (4, 4, 5, 6=FrhIXFI—1, 3, 2=IAFHROF>V-2
—qJ)) 7x=)] —6H—-FxT/ [3, 2—Ff] [1, 2, 4] ~NUTVY
0 [4, 3—al] [1, 4] o7EEY—6—9)L} 74— (EHlt
Aa®m138—1)
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[1201]

[1202]

[1203]

[1£402]

BEFIICHVT, BEFLEMTIORDYICt—TFIL [ (6S) —
4— (4—-yoO7z=)) —2, 3, 9—hMUYAFIL—-6H—FT/ [3
, 2—f1 [1, 2, 4] vYy77vVOo [4, 3—al] [1, 4] YT7EEY
—6—AN] 7EH—F (1. 47g) ZARVWT. (3—1) EAKDORIL
ABETBIEICLY. BELLEW (1. 73 9) ZREEEKE LTRHE
fcfo MS (ES 1) m/z:549, 4 [M+H]+
(138—-2) t—7F) [(6S) —4— {4 —[({4—-T[(3—
ST )= 4= AFN—=TH-AYR=L—T—AL) ANLT7EAIL] 7z
ZIY XFN) AUNEAN] -2, 3 —=ToA4o 1, 17 —ED
=] —4—4)} —2, 3, 9—KNUXFI—-6H—FT/ [3, 2—
f1 [1, 2, 4] hYFYOI[4, 3—al [1, 4] S7EEKY—6—
AN] PES— (EEbEE1 3 8)
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[1204]

[16403]

o

4—-70F—-2, 3—7)0F0REEHE (28mg) £5EHLEHME (
40mg) ON, N=IXFIKRILLTIR (2, OmL) &&EIC. N, N
-4y FOELIFLTIY (0.061mL) EHATU (54mg) %
MA. BERICTO. S5KEREH LA, RISREEBETFIL (30mL) —F b
SerRO735Y (5ml) THRL. FEAMREAKT3E. EAAMREKTIE
B L. BB MY U LTRERBR. RETAEEZEE L.
"FonEAEIC. ERAEEM138—1 (71mg) . ZvibtE>dILh
(64mg) . K (0. BmL) . Fh3ErFROZ35Y (2. OmL) . X
—Phos (6mg) . X—Phos73I/E7z=NR5T9a40Y) KR
T (10mg) OREMAENA. Y4 VOKERHFT. 120CT3
OpFE#H Lic, RIGREZFBTFI (40mL) —Fh>EROT75Y (10
mL) THRL. FHEMNBEKTEE L, KEZHEIF/IL—FT > RO
727 (10mL—2mL) THHEL. BBEZEHLE TEKREFN) D
LTRIEEAR. BETAEEBE L, BONLBREBEES Y ATIVAS L
IO MNTS 74— (/0OAFRIL : AH ) —)L=98:2~95 :5) (C
T2EEHEL. BELEY (23 mg) ZXEFEEMGE L THE, MS (E
SI)m/z:901, 5 [M+H] +

[1205] =EjEHi1 3 9

(139—-1) t—=7F) [(6S) —4— {4 —[({4-T[ (33—
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[1206]

[1207]

ST ) =4 —AFI—=TH=—AYR=)L—T—=AJ)) ANLT7EAN] 7z
ZIY AFII) AWNREAIN] -3 =740 [1, 17 —ET7z=Z)]
—4—q)L} =2, 3, 9—NYXFI—6H—-FT/ [3, 2—F] [1
, 2, 41 vYy7VO [4, 3—al] [1, 4] OF7EEY—-6—4IL] 7
45—~ (EEblEE®M1 39)

[1b404]

Tz

e
S
f />\
N

N

i

EEfea®m138—1 (83mg) . 4—-JOE-2-7040KEE
B (30mg) . Zvibkt>™L (63mg) . K (0. 25mL) . 5k
SERO75Y (1. OmL) . X—Phos (7mg) . X—Phos7
/7RSI LoO) R FLE (1 1mg) OREEME~A
VORBAT. 120CTI30ONIREH L, RIGKRICEFERET FIL—K (1 :
1) OBFBEMA. BEEZEMEEKTHF L, KBEZ2NEBHBTpH
TICL, 2700FRILAT2EmMmER. BRELZSDOE TEKTRES N VA
THBEAR. BRETAEELBE L,

BoONERAIC, ZEMLEYWS (4 7mg) ON, N—IAFIJLRIL L
IR (1. OmL) B®. N, N=Yqvy7OELZFILTIY (0.07
TmL) EHATU (63mg) ZiA. ERICTIRERE®RLAL, RISK
HHDEHPLC (1O0mMRB7ZVEZDLKBR-—TEMNZRNJI) IZT
ERT 2 ickY, EEEAYW (43mg) AEEBEGEE LTEKL, MS
(ESI1) m/ /z:883. 2 [M+H] +
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[1208]

[1209]

[1210]

[1211]

[1212]

=EHEfI1 40

(140—-1) t—=FF)N [(6S) —4— {3 —voo—4" — [ (
{(4— [ (3=YF/)—4—XFI—TH—AYR=J—T—AL) ZRILT
7EAIN] T} XFI) AILNEANL] [1, 17 —ET7z=)L] —
4—4)N} —2, 3, 9—NYXFI—6H—FT/ [3, 2—F] [1,
2, 4] vYy7vYOo [4, 3—al [1, 4] o7EEY—-6—-1)] 7t
& — b~ (EMRfE®140)

[1£405]

EEFI1 39ICHVT, 4—TAE-2-T7IAOREFHRORDYICS
—70E-2—-/00%E&EH (30mg) ZAWVWT, (139—-1) &R
BOKRMG, WBETDZIEICLY, ZEEEEY (24mg) 2HEEGKE L
T#B7ke MS (ESI) m/z:899. 2 [M+H]+
Ehefl 141
(141—-1) t—=FFIN [(6S) —4— {4 — [ ({4—-1(3-
VT =4—=AFI—=TH-—AYR=)L—T—=AJ)) ANT7EAN] 7z
ZIY AFI) ANNREAIL] =3 —AFI[1, 1" —ET7zZ)L] —
4—A)} =2, 3, 9—NUYXFIN—6H—-FT/ [3, 2—F] [1,
2, 4] vYy7YOo [4, 3—al [1, 4] o7EEY—-6—-1)] 7t
&—h (a1 41)
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[16406]

[1213] A1 39ICHVWT, 4—TOF—-2 -7 AOREEFRORDYICA
—JOE-2-AFILLEER (30mg) ZAWVWT, (139—-1) &R
BRORIG. BETBIEICLY, BEELELED (39mg) ZHBEKEL
B, MS (ES 1) m/z:879. 3 [M+H]+

[1214] EfEHI1 4 2
(142—=1) t=TFFIN [(6S) —4— {4 — [ ({4-1[(3-
ST ) =4 —XFI—TH-AYR=I=T—A)V) AINT7EAIL] 7z
ZIbY AFI) AIVREAIN] =27 =740 [1, 17 —ET7z=)V]
—4—-4J)) —2, 3, 9—MNYXFIL—6H—-—FT/ [3, 2—F] [1
, 2, 41 hYF7YO [4, 3—al] [1, 4] S7PEEY-6—94N] T
oy — b~ (ERfEEY142)

[1215]
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[1£407]

[1216] =EHEHI1 3 9ICHVT, 4—TOF-2—-7)LAOREFRORDYICA
—70E-3-7)WF0REER (30mg) ZAVWT, (139-1) &
EERORIG. BETDZEICELY,. BELELEYW (13mg) Z2EEEHKE
LTHEM~e MS (ESI) m/z:883, 2 [M+H] +

[1217] EfeHi1 4 3
(143—=1) t=7FIN [(6S) —4— {2 —ypon—4" — [ (
{(4— [ (3=YF/)—4—AFIL—TH—AYR=JL—T—4qJ) RILT
7EAN] T} AFIV) AINEAN] [T, 1) —ET7ZIV] —
4—4)} —2, 3, 9—RFNUXAFIL—-—6H—FT/ [3, 2—F] [1,
2, 41 py7YVO 4, 3—al] [1, 4] V7FEY—-6—-1)] 7t
H—h~ (EfEGEEH1 4 3)

[1218]
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[1219]

[1220]

[1221]

[16408]

ERER1 39ICHNT, 4—TOFE-2-7)IAO0REEHRORDYICS
—70E-3—-/00%E&EHE (30mg) ZAWVWT, (139—-1) &R
BRORIG. BETBEICLY, EELELEY (23mg) ZHBEKEL
B, MS (ES 1) m/z:899. 2 [M+H]+
Ehefl1 4 4
(144—-1) t—=7F)N [(6S) —4— {4 — [ ({4-1[(3—
ST ) =4 —XFI—TH-AYR=I=T—A)V) AINT7EAIL] 7z
WY AFN) ALNREANL] -2 —AFN[1, 1" —ET7z=Z)] —
4—4)} —2, 3, 9—RFNUXAFIL—-—6H—FT/ [3, 2—F] [1,
2, 41 py7YVO 4, 3—al] [1, 4] V7FEY—-6—-1)] 7t
H5—h~ (EfEHEEH1 4 4)
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[1222]

[1223]

[1224]

[16409]

ERER1 39ICHNT, 4—TOFE-2-7)IAO0REEHRORDYICS
—JOE-3 - AFILEER (30mg) ZAWVWT, (139—-1) &R
BRORIG. BETBEICLY, BELELEY (24mg) ZHBEKEL
B, MS (ES 1) m/z:879. 3 [M+H]+
Ehefl145
(145—=1) t—=7F) [(6S) —4— (4—{6—[({4—-1T[(
3=YTF ) =4 —XFI—TH-AYR=IL—=—T—4)) RIT7EAI]
7T Z)b} AFI) AINREAILN] EYVDSU =3 —-q4)I} 7)) —2,
3, 9—RKNUYAFI—6H—-—FT/ [3, 2—F] [1, 2, 4] NUTY
n[4, 3—al [1, 4] Y7EEY—-6—9aL] 74—t (EHEHIE
aY145)
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[1225]

[1226]

[1227]

[1E410]

EfEHI1 38ICHWVWT, 4—TOFE—-2, 3—-7IFOLBEBRORDY
K5 —T7AEEYYY—2—-AIKRVEE (65mg) ZEWVWT. (138—
2) CtEAKORE. WEBETZIEICLY., ZBEELEYW (67Tmg) #HE
Bkxe& LTHB~, MS (ES1) m/ z2:866., 2 [M+H]+
Ehefl14 6
(146—-1) xF)b [(6S) —4— (4—{2—-[ ({4—-1[(3—
ST/ =4 =XFNL—TH—-—A Y R=)—=T—AL) ZIVLT7EAIN] 7z
Z} XFIV) AMNEAN] EYVIYY-56—-A4)} Jxz=Z)V) —2, 3
, 9—MNUXFI—6H—-FT/ [3, 2—Ff] [1, 2, 4] NYFVDO
(4, 3—a] [1, 4] o7EEY—-6—q4L] PES— I (EEHILE
¥146)
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[1228]

[1229]

[1230]

[1E411]

EREHI1 38ICHBWVWT, 4—TOFE—-2, 3—JIFOLBEBORDY
IC5—7OEEYIVY—2—-HIKRVEE (100mg) . REfHLEY1
38— 10KHLYICSEREEYWS (114mg) ZAVT, (138-2
) CAKORIG. MIBEFTBIEICLY., ZBLELEY (4. 2mg) &Z%HE
BEAKELTER, MS (ES 1) m/2z:825, 3 [M+H]+
Ehefl 147
(147-1) t—=7F) [(6S) —4—(4—{2—-[({4-T[(
3=YT /=4 —AFI—TH-AYR=I—T—4)) RINT7EAI]
TJTZI} AFI) AULREAN] EYVIYY-5—-A)} 7z=)b) —2
, 3, 9—hMUXFI—6H—FT/ [3, 2—F] [1, 2, 4] pNUT
vao [4, 3—al] [1, 4] S7EEY—6—q4L] PEH— (E5EH
t&m147)
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[1231]

[1232]
[1233]

[1234]

[1E412]

EfEHI1 38ICHWVWT, 4—TOFE—-2, 3—-7IFOLBEBRORDY
IC5—70FEEYIDY—-2—-ANKRVEE (80mg) ZAWVWT., (138
—2) tAKORIG., NBETDIEICLY, BELEY (10mg) &H
BEFEELTEBE, MS (ESI) m/z2:867. 2 [M+H] +
Ehefl1 4 8
(148—-1) RyYJ 5—{4—-[(6S) —6— (2—t—Thxv
—2—FFVIFIN) —2, 3, O9—MNUAFIN—-6H—FT/ [3, 2—
f1 [1, 2, 4] vYy7VO (4, 3—a]l] [1, 4] o7EEY—4—
AI] 72z ESTVV-2-ANLERFIS—b (EEFLEY1 48—
1)

[1£413]
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[1235]

[1236]

[1237]

[1238]

EREAMEEM138—1 (89mg) . RV 5-TOEESIV -
2—HIWRFLS—hF (7T1mg) . TEIFX (MYTTZIWRRT 4V
) NSV UL (0) (19mg) . YVEEAY VL (103 mg) . K (O
.01 1mL) 257 h3ERATZ5Y (1. OmL) ., BRFHESK. <1
JORBHT. 100CTO. 5FEERLA, RISREZFETFILTHER
B, FAMEEZA MNEBL, BREZEREL. BEEZ )V ATNAS LY
AYNIZT74— (NFHY BRI FI=50:50~0:100) LT
BRI EICLY, BBLLEAW (97mg) ARERENKE LTEE, M
S(ESI)Ym/ z:635, 4 [M+H] +
(148-2) 5— {4—-[(6S) —6— (2—t—Th*x>¥—2—FF
YIFIL) —2, 3, 9—hMYXFI—6H—-FT/ [3, 2—F] [1,
2, 41 py7PYVO 4, 3—al [1, 4] V7¥EY—4—-4)1] 7z
ZIY ESYV-2-hIERVEE (ERGEEY148—2)

[1b414]

EEflbe®m148—1 (33mg) 27 b5k rFOT75Y (3. OmL
) ICAREL. 20%KBIE/NZP U LKFR (15mg) ZMA. RIGESR%E
KREBH#EL., EETIRBERE L. BIC20%KBIE/ ATV LKE (1
5mg) ZMA. ERT2RERKR LA, RISKRZ2BL. BE%REEE
TR EICLY, EECEMOMEE (24mg) ZREBEGKRE LTEL,
MS (ESI)m/ z:545, 3 [M+H]+
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[1239] (148—-3) t—7FI [(6S) —4— (44— {5—[ ({4—-L[(
B3=YT /=4 —XFI—TH-AYR=IL—=T—=4J) RIVT7EAI]
T )} AFI) AIREAILN] ESDV-2—q)I} 7)) —2,
3, 9—KNYXFIN—6H—FT/ [3, 2—F]1 [1, 2, 4] NYTVY
0 [4, 3—a] [1, 4] o7€EEY—-6—q)L] 74— (EEHIEL
a¥148)

[1240] [{b415]

\‘\

[1241] EHEHI6 SICHWT. EREFIIEEM 6 3 — 20RO Y ICEREFIIEEM 1 4
8—2 (20mg) #AVT, (63—-3) LtABORG. NBETZI &
&Y., ZEEEYw (8. Tmg) #HBEGFKE LTHEE, MS (ES 1)
m/z:867. 5 [M+H]+

[1242] =HEHI1 4 9
(149—-1) xF) [(6S) —4— (4—{6—[({4—-T[(3~—
VT ) =4 —AXAFI—TH-—AYR=)L—T—AJ)) ALT7EAN] Tz
ZIY AFI) AVNREAN] EYVFI -3 -4} 2z=)) —2, 3

9—FMYXFJ—6H—FT/ [3, 2—Ff]1 [1, 2, 4] hY7YDO

[4, 3—a] [1, 4] ¥F7FEEY—-6—4aL] PES—F (EHEHLE
#149)

[1243]
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[1£416]

[1244] FEEHFIESICEVWT, t—7FI 5—-TOFEESIYV—2—-hIKRF>
S—hrDORHLYICt—TFI 6—7OFEYSFIY—-3—-AILRFIS—
h(283mg) 2AWVWT, (65—1) — (65—2) EEHROKRE. L
BETBIEICELY, BBLLAYW (81 mg) ARERBENKE LTEE, M
S(ESI)m/ /z:825, 5 [M+H] +

[1245] =HEHI1 50
(150—1) xFJ 6— {4—-[(6S) —6— (2—t—-ThFxI—
2—AFVIFIL) —2, 3, 9-MNUYAFI—6H-FIT/ [3, 2—f
1 [1, 2, 4] hYy7PvVOo[4, 3—al] [1, 4] oF7FEEY—4—4
W1 72zZ0) BUFIY -3 —-HALRFIS— b (EEFIEEH150)

[1246] [1£417]
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[1247]

[1248]

[1249]

BERIAT. EEMMEAE®W138—-1(100mg). XFJI 6-4-00
BUSIY—3—-AIRFLZ5—h (95mg) . ZvibktEdoL (139
mg) . K (0. 02mL) . Fh5EKATISY (2. OmL) ., X—=P
hos (18mg) . X—Phos7IXI/EZ7zZ)NZYo4L00YR
Ui (29 mg) OREWEMBER T SREER LA, RINRICXF
Vb 6—/00OEYSY Y -3 -hIKRF5—hF (95mg) . 7vikt
9. (139mg) . K (0, 02mL) ., X—Phos (18mg) .
X=Phos7I/E7z=ZARZ5Yo6s0Y K FLiE (29mg)
EMZA. BICMEERT 2BEER L, RINRAFBEIFILTHRL, &
FEEKTHS. BRELEKRES MY Y LATERE RETAESBEL
oo BONEEBEEY Y ATV AS LA NS 74— (VORI L :
A5 /)—=)I=98:2~95:5) ENHYYAHFILASLYORNTST
4— (ANFYHY BRI FIL=50:50~0:100) ICTHETSZZ &
L&Y, ZBEEEY (52mg) 2REEBRME LTHBEL, MS (ES |
)m,/z:559. 3 [M+H] -+
(150-2) t—=7F) [(6S) —4— (4—{6-[({4—-1T[(
3—VTF /=4 —AFNL—TH-AYR=I—=T—=4)) RNT7EAI]
T} AFI) AVREAL] EUFIY—=3—q)L} 7)) —2
, 3, 9—MNUXAFI—-—6H—FT/ [3, 2—F] [1, 2, 4] NU7T
vo 4, 3—al [1, 4] o7E€EY—6—a4L] 7EH— (EfEH
£&#150)
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[1250]

[1251]

[1E418]

EREMMEEH150—-1 (50mg) OFrZEROT7SY (1TmlL) |
A& /—Jb (1mL) OBRIC, KASTKEIEYFUL (7. 5mg) DK
A (0. 25mL) #mMx. AEBETIREER L RISREEBIFIL
THME. BANEEKT20%% Lz, KEBICKAT2NEREZMA T H
SICHAR%Z., yO0OKRIVATIEHME Lz, BEELZSHE TEKRE S ~
) LTERE. BRIETAEEE L.

"JFoNLEAEIC. ZEHLE®MS (21mg) ON, N=IXFILRILL
IR (ImL) B®. N, N=J4Y7OEELIFILT7IY (0.021m
L) EHATU (19mg) #MA. BRICT1RBEAERLE REKEE
BBIF)I (30mL) —FhSERATSY (5mL) THRRL. HHEMNRE
KT3E, SBFMEEKTIEMHEEL, EBKBES N U LTLERER. B
ETAEEZEE L. BONWEREEY Y ATV ASLIOR NI ST 41—
(708KRINEL : X5 ) —)L=98:2~95:5) |[CTHETEZEICE
Y, ZBELtEW (29mg) Z20BEGKRE LTHEL, MS (ES 1) m/ z
:867. 4 [M+H]+
BRI 1
D AKMRRICK T B MRS EEF

AFEBOEEMIIOWVWT. £ MAMRRICHE T 2HBEEER%in vitro
ICTEM@ L AP, AERTIE, BRAEHEEZDY AV REDFBAMEE
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[1252]

EMEBTAZIENMHMONT WS (+)-J0T (Nature volume 468, pages 1067-
1073 (23 December 2010)) %RFMENERESE L THWE:, &#i2%10% FBS/RP
MI1640IT;Z X, 967 =)L L — MIHERE L THY CO, 37CICT—HpiEER
. DMSOITIAHR L /- HER1E &% 10% FBS/RPMIN640CTHEIRL TINA. X 51296
BERIEE U7, EEM%. MPABCAIERWST-8% v b (Fo416%) A@ERALT
SHBEBEAE L, 48, AV M O—LIBBREEME ST AVELETH
E Lk, |1IC, KEBOILAYOD b MEIIIERHALNCaPHRREIC I 2 #REE
EEMEICLETER Lz, Ad. ICufEIbEMRNIBEMEOMIERER%100
& LIeBBIS0E R 2BEDILEMBETHY . MIREFRO%ERT 2 8
OHMIREFEREALAMBELBIERN OB Lz, /4. K21, EbE
MM H IAENV-4-11410. & MEMSEEE H MRKS624IA8. & M SRS
BEREMM. 1SHERE. b MUY E AMERKEREEBHEARME ) >/ EESU-DHL-64ERE. & R T
MR EMABJurkatilife. b b/X—Fw K1Y V/3ERaj iR, B NEBIER
MERIIIAR AN APC-3HERE. b NAR-VTRGIEESHEHMATILAR AN A22RVIAERE, E
NERERAAAT80MIRE. £ kX TS F UIEIMIEINE A ASK-0V-034E/E. £
FEBLACAS63THARE. b NILAYAZR-T5-1HIRE. E N MY T RAT 1« TANA
MDA-MB-231#fif8. b M F=%EM AHelLaffifE. b b FEHEMES-SAHE. & ~
B ASNU-168/E. b bIE/NAREAACANCI-H2126§fE. b MEGFRT790MZ R
R IE NIRRT AN ANCI-H1975402. & N/hMERAAYANCI-H82HAZ. & kK
HRRRRH Y ANCI-HA60#ARE. b b REZHAYAHCTII6HARE, & k1) +—<U-87 MG
MRS, & NEEASABXPC-3#ERE. b MEFAAHLFHERE. & hAEEHYAHUCCTIHER
. B NBHEAATE6-0ME. HLUE MRMEREHT1080IE DR A MR IC
X9 BHRREEEMZICETR L, AFEBOLLEMIE. NAMARICH LT
ARG EER 2R L,
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[&1-1]

EHREULE No. | INCaP SHIREEEME 10, (umol/L)
1 0.14
2 8. 35
3 0. 092
4 16
5 4.1
8 7.8
11 0,074
15 0. 28
21 9.8
25 0,24
28 0.10
31 4.9
32 0. 69
35 7.2
36 1.4
37 3,0
38 5.8
40 0. 42
41 1.1
43 0.23
45 0,22
46 0.19
47 0. 46
48 0. 44
50 0.25
52 0. 55
53 0.16
55 3.0
59 0. 23
82 0.97
83 0.45
B4 0.25
65 0,071

87 2.1

[1253]
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[1254]

PCT/JP2021/004231

330
[&1-2]
69 0,12
70 0.23
71 0. 61
2 5,5
73 1.7
74 0. 21
75 0, 47
77 0. 18
82 0.27
83 0. 83
84 0. 58
85 0.28
86 0.35
88 0. 17
89 0.33
90 0. 19
91 0. 26
92 0. 087
94 0. 42
97 0.12
98 0,22
99 0. 14
100 0,16
101 0.27
102 0. 071
103 0. 067
105 0.13
106 0. 079
107 0. 26
108 0. 23
109 0. 36
110 0. 28
112 0. 44
113 0. 30
114 0.34




WO 2021/157684

[1255]

[5&k1-3]
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17 C. 41
118 0. 32
118 G, 45
120 g.41
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122 $.39
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R EETENE - 1C, {(amel/L)

EEFLAEY 1

My-4-11 g. 18
X562 1.7
MM, 1S . 026

SU-DHL-6 0. 44
Jurkat 1.3
Raji 5,8
PC-3 0. 88
22Rv1 8.71
A2780 0. 18

SK-0V-03 41
5637 1.8

ER-T5-1 27

MDA-MB-231 4.0
Hela 27

MES-SA 1.8

SNU-16 6, 4
NCI-H2128 8.6
NOT-H1R7H 3.6

NCI-HE2 21

NCI-H480 28
HCT116 8.8

U-87 MG 6.0
BxPC-3 3.3
HLF 2.9
HuCCTH 26
7860 660
HT1080 13

[1256] EE&fHI2

NAMIBEIC ST BRUAZAENREFEER

AEBOEEMDOI AHIEROBRMEBEICT T 2 0 RFEER%.

PCT/JP2021/004231

in vi
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[1257]

troll Tk MRTIZERASALNCaPHRE % 8 L CETMf L 7z, LNCaP#ERE % 10% FBS/
RPMI640T;F X, 967 = J)LCell carrier 7L — k (Perkin Elmer) (Z#E

&L T5% €0, 37CICT—RpiEER. DMSOITIAAE L /- #BR1E & % 10% FBS/RP
MI1640THRIRL TIMA. T SICOFREIEE L, HRR. 4% NS RILLTIL

7 & R/PBSTHIREZEELMIE L. X 5120.25% Triton X-100/PBSIC & %1%

BB EITo 7/, TDE. 10% BSA/PBST7Ov F> 4 L. Anti-BRD4 (Sigma
-Aldrich) JA&R%EMA TICT—MeA v F a1 ~R—k L7/, T 5ICG6oat anti-Ra
bbit IgG(H+L) Cross—Adsorbed Secondary Antibody, Alexa Fluor 546 (The
rmo Fisher Scientific) A&, 0.5ug/mL Hoechst 33342 (Sigma-Aldrich)

. BL14uM Acti-Stain 555 Fluorescent Phalloidin (Cytoskeleton) %
AINL TR A »F 2"— &, Operetta (Perkin Elmer) (Cd& > TBRDAZE
HEE%RN8E (excitation: 560 nm, emission: 572 nm) & L TRIE L

feo R3IT. AFEPOILEWDOLINCaPHERZIC 17 5BRMER B RFEEM%
DCsfETHR L 7zo 7085, DCsfEIF L EMIRAIBRMEDHIBE 2 100%& L /15

BICH0RE 2D EMRETH Y., HABESN % ZHE 2 RORNEE &
CLEMREZRIERNSEH Uk, XREBOEDIL. HRRIETEHIHI/ER

ERTIREICBWT. NAMBEAROBRMESED N EFE L1,
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[%&3-1]

FEEELLEY No, | BRM BRESHEEEY DGy (amel/L)
1 0. 15
2 - 0.23
3 ' 0. 42
4 a8
5 15
8 2.4
11 0. 083
15 0. 22
21 8.7
25 0.16
26 0. 14
31 5.9
32 0,42
35 2.7
36 0,41
37 1.4
38 5.6
40 0.19
41 0. 41
43 0. 12
45 0.19
46 0,11
47 0. 30
48 0. 30
50 0.13
52 0. 30
53 0. 078
55 1.4
59 0,22
62 0. 64
63 0. 23
64 T 0.13
65 0. 036
87 2,0

[1258]
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[%3-2]
6o 0, 056
70 0.13
71 0.32
72 65
73 0. 75
T4 0. 092
75 0. 32
77 0, 048
82 0.25
83 0.25
a1 0.23
85 0,074
86 0. 059
38 0. 37
89 0. 8¢
90 0. 091
g1 0. 029
2 0, 041
94 0.13
97 0, 064
a8 0. 098
99 0. 091
100 0. 085
101 . 15
102 0. 036
163 0. 030
105 . 054
106 0. 059
107 0, 046
108 0. 069
104 g. 082
110 0. 063
112 0. 25
113 0,33
114 0.28

[1259]
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[5k3-3]
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[1260] EERBI3

[1261]

ek DBRDAE N E A RFEFICH L Tttt & 815 L 2 AN AMBRIC T 9 2 HliRkE
BEER

AFEBADLAEMICDOWT, EROBRME[EDEFERICKH L T E%E
JFLENAMBICHT SHMIEESER%Zin vitroll TFHEI L 2, b, AX
BRCIE, HEEERE R B ERMBRMAZHENARFEF & LT, VHLDO Y AV R
EBRDAE B REH % @ #E X H7-ARV-771 (Proc Natl Acad Sci USA. volume
113, pages 7124-7129 (28 Jun 2016)) & L UMZ1 (ACS Chem Biol, Volume
10, pages 1770-1777 (21 Aug 2015)) AR\ 7, b M35 AMDA-MB-4364H
fad & UMERDBRDAE B E N RFEF I L Tt % %15 L 7-MDA-MB-436#f
B2 (MDA-MB-436 w/o2#fifE) % 10% FBS/RPMI1640ICiFEXt, 6D )L L —
MICHERE L TH% CO, 37CICT—BRIBEERK. DMSOICIAAE L - RBR1E &% 10%
FBS/RPMIT640TEMRL TN, X SICIBEERIESE L/, HEX%. MBI
FAWST-8% v h (F¥41b%) AFER L CEMBEAERNE LR, &, IV b
O—VIZBREEMEETLVWRETRAE L, KR4I, ARBOLEHOD
ZHEARICN T MG EEE A ICETR Lz, Ad. ICEIRILEPARUNE
ZHDOHIBEFEEZ100%E Lmaicbits R0 ILEMEETHY.,
EER0% AT 2 AOMIBEFREEEYRELBIERNSEH L,
F 7=, MDA-MB-436 w/02#fifZ(C & (7 % ICsyfiE ZMDA-MB-4364ARZ I & 17 B ICxfET
RUZMEE L TEE (fold) & H L7z, MDA-MB-436 w/o2#HREILARV-771
BFIUMZNUIH LTI ZR LD, AFEBROLEEMICH L TEMEEZ RS 4
Nol,
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(4]
D EREE A No, | ARIRSPETEN | IC, (nmol/L) THEEE © (fold)
MDA-MB-436 | MDA-MB-436 w/o2
1 0. 39 0.51 1.3
11 .97 0. 31 1.2
43 0.34 0. 42 1.3
46 0. 20 0. 26 1.3
53 0. 21 0.32 1.5
ARV-771 5.6 860 150
MZ1 1900 >50000 »26

[1262] =HE&RHI4

e DBRDAE QB A RFEFICH L Tt % %15 L 7= 2 AMBZIC X 9 5 BRDA
ERESMRBEEER

AFEBOLEMICDOWVWT, EROBRMEAENEFERICK L THE%E
BLEDAMBICN T 2BRAZEHENRFEER%Ein vitroll TEEL /=,
WB. AERTI, EBNREQDMRDOBRMEFE S EFEFIE LT, VHL
D) AV REBRMAEREMREF % ER- I H/AARV-TITS LN 2BV, &
N 2, A% AMDA-MB-4364AIRE &5 &£ UMER MBRDAZ HE N ARFEFICH L Tl %
¥&15 | 7=MDA-MB-436#f2 (MDA-MB-436 w/02#Hfa) % 10% FBS/RPMI1640(C3%58s
T, 6T — MIHBREL TE% €0, 37CICT—HEIEE%. DMSOICAAR
L 7= #8816 &4 % 10% FBS/RPMIT640THIRL TINA. I SICORFREEE L7
rEE%. MBEEEAAR (10 mM Tris-HCL, pH7.4, 0.1% NP-40, 0.1% sod
ium deoxycholate, 0.1% SDS, 0.15 M NaCl, 1 mM EDTA, 10wg/mL aprotini
n) FRVWTCERLL, COBRBRICOWTESXREEEREL. 72UILT I
FFIWVROEBRE%., EI RS EGEERBELZRVWCAEEOYPVDF X
VIS VILERE L, 5%, XV T7S5vET7OvF I L. —RinE (Ant
i-BRD4 : Sigma-Aldrich, Anti-B-Actin antibody : Sigma-Aldrich) {&¥&IC
4ACT—RR L, IHIC. TRMAARIC 1 BEER L%, ECL Prime Wes
tern Blotting Detection Systemz 7={ZECL Select Western Blotting Detec
tion System (GE Healthcare) Z#FWVWTA Y TSV FOBMEHEARHL
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[1263]

[1264]

7. FTOHER. BM1IC3:T LI, ARV-T7T1E L UMZ11%. MDA-MB-4364HEa (<
BUWTBRMELED DR AFE L 7=, MDA-MB-436 w/02#ffaIC H\W TR
EBRE LMo, —AH. AEBOLEYIL. mHEMKICH W THESZEICBRDS

EREDONMREFE L1
ERBI 5

BRAEHE & ) AV K& DIFEREER

AREBADOILEYODBRMAEHEE ZDY HY RTHZT7EFI{LER b HA
EDESICH T AEEEA%A. EPIgeneous™Binding Domain Kit A (Cisbio)
. BRD4-1(GST) (Reaction Biology Corp) & & U [Lys(Ac)5/8/12/16]-Histon
e H4(1-21)-GGK(Biotin) (Eurogentec) %{HfH L 7zRENMRI;HIBT RIL
F—8x#% (TR-FRET) JRICL YFHE L7z, AERTIE. BRMAEHEEZDT
FILMEER b VHAE OFEREEEEHEZBT 2 EAMONTWS (+)-JQ1 (Na
ture volume 468, pages 1067-1073 (23 December 2010)) AREMWERES L
THW, DMSOICIEE U 7= #BR1b &4 % M B DDi luent Buffer THFRL T384
DT )ABTL— MIMNA. X 5ICBRDA-1(GST) & & U'[Lys(Ac)5/8/12/16]-H
istone HA(1-21)-GGK(Biotin) & NN X /=, %MD, Streptavidin-d2 conjugat
ed & CAnti-GST-Eu*Cryptate ConjugateZ N X TERICTIBFEA Fa N
—h L. BRAZHEE7EFIMEE R NVHAE DA ES BHEE (excitat
ion : 314 nm/emission : 620 nmd L Wexcitation : 314 nm/emission : 665 nm
) ELTRELRE, REIC. AFEBOILEYOBRMEFEREFM%IC,E (
BRMERE & 7 FI{bE R N VHAE DFEE %SONEE T 2L EWMDIRE) T
R, ad. ICEIXMEEYMRDIBEMDERINEBEZ100%E L7355 1250%
ERDEDIELEMRETHY ., HIABES% T 2 ROPHEEELEDIR
EERIERNSOEE L, AFEPOILEMIL, BRMEAEREE VAV FED
BEICHE L TRVWESEEREZT™ L.
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[3R5]
Ef{ S No. | BROAERDEBEEEE 16 (wol/L)
1 9
11 5.7
#H-Jor | &80

[1265] E{5&f56
b b SMEEEMNT B MBEN-4-1THEBE~Y 7 X ICHE T 2 EESR
AFEBOEEYMDin vivoll BT 2MESESIRICOVWTE MREEHERM
EW-4-11HEREFEAE~ U A 2 AW THRRET L7z, HEtE, 6:BERMBALB/cX — K<
D ZDBEAERTICW-4-11#f %= B4E%E (5 x 10° cells/mouse) , 1/2ab? (
AIEBORRZR. bIZER) LYRDLHERBBAEBOLHII00 md(ZE L 72RFR
(1BB) &Y. 18&T 5. 9, 13HBEICARKBOILEYERBHIRNICERS
L7eo WEREFICIZBE T %20% hydroxypropyl-B-cyclodextrinf®RZ %5
L7z, 5HBIKESRZHE LEEERE LE. RINICL Y ESEIBIERE L]
R (%) #8H L7,
fESIETERR IERIR (%) =
{1 —(BREBEOTHERESE FHSHREOTIERES) tx 100 (%)
TORR. ROBLIUVH2ILRT LI, AFRPEOLEMITE NRHEEHE
M E IEMV-4-11HERERBAE < 7 ZICB VW THEBMRARIET 2 &R h
1o
[1266] [k6]

ZRAEAMNo. | BEE (ng/ke/day) B EE W)

1 1 68, 4+
9 a5, 3
AP0, 001 RERERITHT2EES Dunnett’ s test)

[1267] ERGI7
bt b RS EMEN-4-1THIEEREY D 2ICE T2 1 BEBRRERESICLS

MESR
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AFBEDLEHODin vivoll B3 2MEBEBPRICOVWTE MBMESHEMESD
EMV-4-11#EREZAE~ U R Z AV THRET U 7=, HEME, GEBRMDBALB/cX — K<
Y 2 DEREBE T ICMV-4-115A % #84E% (5 x 105 cells/mouse) . 1/2ab? (
AldEBEDORRZE. bIZER) LYKRDLHEEBEAENS K200 mm3(I3F L 72FER

(1HB) &Y. 18LVBHBICARBOILENZEBRIRNICIRS L, W
BHICIXBETH %10% Kolliphor ELP/5% ethanol/85% salineidik =5 L /-
. 1bEBIKESEZHEE LEEZAE LR, RAICLYEEIEMEMELERIR (%
) ZEH L,
fESI8MErE L= RIR (%) =
{1 —(BEBEOFHEREEE FIESWREFOTHIBEES) Ix 100 (%)

ZORR, RTICRT LIS, ARBOLEEYIZE MBS S MBEMY-
H1THEREBEY T 2 ICHBWT 1HERBRRBREILBEWTHNMESYRERET

6 C (\:_ 75(‘%—3 nTCo
[1268] [*&7]
S-S No, #EE (ng/kyg/day) FEREHERELE R R (%)
i 4 56"
12.5 e
47 4 32*
i2. 5 ag™
i2.5 g4
108 4 Ga™
PG, 08, *POUO0L; BEBRESREICETATESE Dunnett’ s test)
[1269] =5R%18
BRAMEZ

AEBFOLEEMITOWVWT, T v MIBITERAMHAE (Maximum Tolerated
Dose, MTD) %JRTE L7z, b, AEERTIE, LLENIRE Q2 HEROBRIMAE
AESRZEEHE LT, VHLO Y H¥ K &BRMAZAEEEH % Eit S iR
{b&¥p157 (PCT/JP2019/026553) % B\ -, HEfE, 6:BERDCD(SD) RS v MIC
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AEBOILEMEIFEEWST A2 S v MCBOEEIRIES5%.
ZiTW. MTDZIRTE L 7o
Z DR, REILTRT LI

—RORRRER SR

. AEBOILEMTIE, VHLO ) Y R&EFIB

L 7=BRDABHE D MRFEFICLE X TMTDICHEZ AR DH SNz,
[1270] [3%8]

RS No. MTD (mg/kg)
il 1 >10
R L& 157 0.5
EXELOF AN
[1271] AFERBOEWIZ. BRDABLEDEFEERICEN. NADABER &
LTERTH?,

AHEEIZ. BATHEINEE2020—-0192275E@ELTH

Y., TORBRABHESICINTEEINZHEDTH %,
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[E5KIR1]

AR DEH

x (1)
[1E1]

8h
RSa ’ RBa
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