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EEMITh, MR OBEEEEET 2NAOEDETHEEKRLTHSY, F
ab, F (ab’ ) ,. Fv. scFv, diabody. i@RAKRVHE
B & U BRI NS REERFEEET, £/, F (ab’ ) ,2&8xiME
TTRELHAOAEBREO—MOMATHZF ab’ BHMKEOHERE
BrricEEh s, BL. MREDEEEZBLTWBRY INLD9FICKR
EINRW, . INOORRBEEHAICK., MREREDERI F2 B
LUABRTUELAEOOA ST, BEFIZFNICREI N AREERERT
ZRAVWCTHEHHAGBEIMBICEVWIEEIN ZERELEENS,

AREEMIZICSEWT, THBeMRTR ] 3. | g GEHOF cBEHICBVTE
CIRBEINANBERBRICL2BMEZZTE5T7R/I5FY (Asn297
) RUZORBOT7 I /BERFEL. BORREOESEEE LTV 5168
HRTE 2 2T,

AFEBORE—RERTLEF I V25— bOELEICHER I DI,
RE/SOT)VEEKRL, MREABERENICEES T 2NERBABAEZEE
TE2RFTHD, AEPROIMAEELT, | gG. 1 gE. I gM, | gD,
l gART I gYDOWTHDISZATHELWD, | gGHIFELW, Fi
H7052&0LT. 1gGl, 1gG2, 1gG3, 1gG4, IgAlK
TIgA20OVWTNTH>TELIWA I gG1, | gG2XIE | gG4htF
FLW (| gGEBEDF c$BHICADCCRUADCPEMHICHETZER
EROMAEED) .

AFRBORGK—RERECH IV V25— NORBICERINZAEDOT
AVIA4TELTI gG1EZRAWVWIHER. EBEBOT I/ BEED—E
EBMTDHIEICE ST TT7 09— BEEAET DI ENARTH D (
W088,/,07089, WO94 /28027, WO94 /2935 1%
) o | gGT1OEEFELTE, HlZIE. 1 gG1 LALAZE (149G
1—-L234A, L235A) »*BIF>h3, giEcL234A, L235A

IZFEU index (Proceedings of the Natio
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[0251]

[0252]

[0253]

[0254]

nal Academy of Sciences of the Un:i
ted States of America, Vol. 63, No. 1 (
May 15, 1969), pp. 78—85) ICLYBEIND23414
RUO235MOO42YDT S5 V~NDBBRERT,

NAESFOEHRUCRHEICIZZTN TN SEFTOBFMEREES (CDR :
Complementarity determining region
) BHBENIMSNTWS, CDRIE, BIZLSEE (hypervari
able region) &HEMIh, MEOEHKRCEHEDOTERIZEAIC
Ho>T. —REBEOEEUNIMRFICEVWEMUTHY., EFERTBEHOR) T
FREO—REELICBEWT, TREN3 +FATICOBEL TW3, ABEMEES
IKBWTI, MEOCDRICDWT, EHOCDREZEHT I /BRINDOT
T /REEAMNSCDRHT, CDRH2, CDRH3&%EL. B#H0DCD
REBETI/BENOT7I/ RKikflIn5CDRL1, CDRL2, CDR
L3 &RELT S, INODEAIFIIABED ETHEISERL, BEY 25
RICHT 2HREMEZREL TWS,

FElE, WIFhOBICHELTELVA, FFELCIE. BEb Sy <
DARVI G FEHIRTES, £ NAADEICHET 25, BRMORAM
EFRVWT, FASEXIEE MET B2 EFE LV, AFRBOHEIE. KY
JO—FIHETH>TH, E/70—FIUAETH>TELWVWD, £/ 7
O—FIHFESFE LWL, T/ 270—FILREICIE. 5y MRk <920
&, DY XFHAEZOEE NEWIBREOE/ 7 O—FILHE. FASHE, &
Mefivls, & MR, Th o OeedTHh. XIEETh o DBfmENZEND

AR, FF LI, BEEEXIEREMIEZENICT 2ATH D
INHICREINGW, JiiFE, SYFE LR, EREMEREEZENICT 540
wTH 3,

nEOESME~AORKEMIE. 70— 41 MX M) —ZFVWTHERTE?
o EBMERAOIMEOERYIAKIE. (1) BAEREICEEST 2 ZRNE (
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[0255]

[0256]

[0257]

[0258]

HAER) 2RV THERICEY AN iAs BEMECTIRLT 27
vt4 (Cel |l Death and Differentiation
(2008) 15, 751—-761) . (2) AERRFIHEET 2 RRIE
(BAERE) Z2AVTHERNICIRYAZFN ZEXEZANETSE 7y 4 (M
olecular Biology of the Cell Vol. 1
5, 5268—-5282, December 2004) Xi& (3) AEmn
HIHEET DML/ MFIVERBVWT, HIBEBNICIRYAZN 2 EEHRISIHE
SN THEEE EISNE WSO Mab—ZAPFPytqS (Bio Te
chniques 28:162—-165, January 2000) %
AWTHERTEZ, 16/ 822 ELTR. Y77 7EROMIBEE &
TOF4 G0 aAVEFY MNEEEHELHERAIRETH 2,

AFRBOREK—-RERECLH IV Y25 — MIEEMEEAENRE LA
EAVSIEE. MAEBEIMESYREET DI EIE, FELWH, HET
ESA AN

REBELFCSCICHAEA—REREEH I Y 25— bOmEREMEIE
. EREREAOMBEEEEY. HHERENR. BREEABOREELV D, 2RO
in vitroXikin vivoDiEMREAWT, MESEEEMHESR
THIENTES,

REBELFCSCICHAE—RERELF IV D 25— NORERIELE
MElE, REMIRICN T 2 EREMEORSIEAENIZESHERE N LR
BORELEEWNS, D80 in vitroXidin vivodilfiiks
AWT, RERELEHEZHERTEIENTES,

AFRBOREK - RERECH IV V25— FNORBICERINZ G E L
T, BIAIE. MHER 244k, iHE R 3454k, iDL L 3#ilk, #F A
Pinfd, :iCDH 1 14k, CDHG6#Ek, MA33HAE MmCanAg
ifE. ;CD 1 94k, ;,CD 2 0#ifk. :;aCD 2 24k, #iC D 3 O#ulk
. ICD 334k, CD5 64K CD7 Ofifk, ;,iCD 9 84k,
TROP2#Hitk, MMCEAH. :iCr i pt ofifk. $E p h A 2%k,
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[0259]

[0260]

[0261]

[0262]

G 25 0Hufk, IMUC 144k, :iGPNMBHiA, Hilntegrin
ik, MPSMAHE, fiTenasc in—CHifk, SLC44 A4
&, iMesothe | i nfiifd, ENP P 34k, :iCD 4 7Hlk
EGFR#fk, iGPR2 OHAEXIEIMD REMMADEFOLNDEN, Ihbd
ICBREI NV, AERBOHAEE LT, FFELLIE MHER 2H&F (Al
W FSRYZXTTXBERIVYZX<T) . ;CDHGHE, $1CD 3 3#Huk
. MEphA2#k :iCD7 0fufk, T ROP 24k, XIFMEGFR
nETHY., LFYHFF LI MHER24/F, :iCDHGHK, $1CD 7
Offs, MTROP2Hifk, XIIMEGF RIAETH %,

AFRBOMGE—REBELEF I V15— NOREEIERI NS TEIE.
CODBHTEREEREINDIFEEZAVWT. MIREERBZRYRTF REFHWIC
BEL. ERRICEEINDINMFAZHRI BRI EICEL>THDIZEN
TX3, MIEOBERIFE MIBEINT, YUR. v MEOE FUADEH
MICHRXT 2MEZEHWICRETDHIEEHTES, JOFEICE. BEIH
EBNMRICEES T2 MIREDREMZHABR TS EICL T,
E N DOEZBISERTREATIALZERNTE 3,

e, PHOAZE BlAE, Kohler and Milstein,
Nature (1975) 256, p. 495—-497, Kennett,
R. ed., Monoclonal Antibodies, p. 365—
367, Plenum Press, N. Y. (1980)) ICf>T. #
RICHT 2K EELETIMFAELEMEE I T O0-—VHREZRSSIE S
EILE2>TNAT) =T %&BIUL. E/ 78 —FIHk%eBE5 &1 TE
%,

BE. MERBNMEREREZI— N2 ELFL2ERTFREICL > TEEM
BICEEIEZZEICL>TRDZIENTES,

AFEROMA—RERELF IV 25— NORBIERINSE Mot
wIZNEDAEE (BIZiE, Proc. Natl, Acad. Sci. U. S
. A., 81, 6851—-6855, (1984),. Nature (198
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[0263]

[0264]

[0265]

[0266]

6) 321, p. 522—-525, WO90, /0786 1) ICfit>THET
BTENTES,

BlziE, MHER 2%k (USBE821337, WO2004,/0080
99, W0O2020,/050406%) . :iCD 3 34tk (WO2014
0567687, WO02020,/050406%) , HfiEp h A2#ifx (WO
2009,/028639, W02020,/050406%) ., tiCDH6#H
A (W02018,/212136, WO2020,/050406%) , #C
D7 0%k (WO2004,/073656, WO2007,/038637,
W02021,/177438%) ., iTROP2#itA (WO2015,/09
8099, WO2021,/177438%) . iEGFR#E (WO199
8,/050433, WO2002,/092771, WO2021,/1774
38%F) IF. PHIDFERICL>TERBIZIENTES,
<4-1-2. fkOFEHY EF)VT>

EE, REY—RMEORE#EE, BRERBICE>TYETY VI L. B
AT HAEREAY—ICEATAHEIREINTVWS (ACS Chem,
Biol, 2012, 7, 110—-122, ACS Med. Chem. L
ett. 2016, 7, 1005—1008) , COEHE) 5 v IRl
ZARAWT, BMIRENICEYZEAL, H—LQADCEZENRT 2HAADART
nTtwsd (Bioconjugate Chem. 2015, 26, 223
3—-2242, Angew, Chem. Int, Ed, 2016, 55, 2
361—-2367, US20163614386),

WESEOYETY VI, ETNKSMBEBREZFIAL T, E0E (E%H)
IAAIINTWB R —HEEARIKEDG | cNAcDAFEZLTUIERL, G
| c NAc ML —AEREHMI%ANTZ (UT. 7I/E2745—
1 &EWD) RIS, BIRAR LAAEROEEEZAREL (UTF. TRkF+—1 &
Ed) . ZOTFIETIY—ERF—%E, HEBBREBVWOERT S, &
NICEY., FEOEEEEAR Y- ABEEREAEAMTE %,

AEEMZICEWT, T &1k, 2O EOBEASY I MESICE
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[0267]

[0268]

[0269]

[0270]

YREINBERENEEKT 5, EAMREBEECEHEEZ, Al “Glc
NAc—=" ., “SG—=" O&HIl. BEEL LTERIT D& H3, BEX
RTINSDBRSTREELLEE. BoRGETHOBSEMEDS Y IV R
BEILEE T 2BRRTXIIBRRETIE. BHRERI’HIBEZRE. H
IEEARTIEESICIESENRVEDE LTRRIIN S,
RPHZEICEWT, BHOEARBMEALZBEORHIE. BICEDZBE
ERE. EEL. TOBESICHVWT, BEERTIBREFICEAL. B
O, EROFVE (RIFF) I RBESICREYT 2BRET) SEERS
FRBRRFEIAM (TILVBICBWTOHA2460) & LTKRET %, EFEHLIL
BYMOEIIE. EEBELEFE L TRINAEEDOTHY., ZOIL—ILIEKT
LEBEAI NG,
AEPMEICHEWT, EHERES B, SG. MSG., Gl cNAcH
) ELTEREHTZBE. ICEREINIHZEZRE. BETRmOKRETE
. BHFESICEHDEDNDEL. N=XIE0—-7) Y RESILRETANX
IZ01E. YEHEBILESENRWVEDET 3,
AFRBOREK—RERELH IV Y215 — FORBICERINE—R
EEECF I Y25 —ME kA (XXX TV)
[1£69]

.
Ab-%;"L'—"D]ma (XXX 1V)

THRIN, HiFA b RIS ZDOHBEEMRTFIZ., 207 I /BEE B &
2740, VI UE) OUEISEELICHEET 2D, AbDREEXIEY E
FYUTINLEEIASLICEALTWS, 73 /VBEREOMEE. M
TYREETEHINTULWTE LKL,

Z T T,

Abld, MAEXIBMEOKEENFEZRL. BSNEOBHEZYET) VT
TINTWTH LKL,

miE1 A5 1 0DEETHY,

Lid. Ab&sD%EERTZ)H—%TL.

i
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J>h—LIiEd. —Lb—La—-Lp—Lc—%TrRrIN.
A, PRATVRVIGE, RERELFDEF/ELTWSE I %R,
LpA. —GGFG—ThY. T, GEIYYvaERL, FIdoz=
W75 =v%xrL.
Lah, —C (=0) —CH,CH,—C (=0) —%mL.
L b A kR :
[1k70]

oy Ay

\* ELLE

(ERBTTRINZL bOBERICEWT, PRTJRVEELasEALTWY
B5lE%RL. BIRIEA b OREENIZ) ET ) v IIhcREHEBEA L TW
52 &%RY) ERL.
LeH. —NH—-CH,—%7FR7,
D 3.
[0271] [{£71]

Q
HS—P i Q0
| o Al
O OH
o F
N N o 1
cU, O P—SH

ETRTo

[0272] ABAMAZEICHEVT. AbDHEHEIZ. NESEBEHECORSREMEETHY.
FFE LK, NEEREREHETH D,

[0273] N#EESEMEEFIEINT Y IY MEE, OBESRBERIZO0J ) Y FEEICE
Y. iEOT I VERAIEEEE LTV,
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[0274]

[0275]

[0276]

[0277]

[0278]

[0279]

AEFEZEICBWT, Abld. | gGTHY., FFELIE. 1gG1, |g
G2XIE 1 gG4TH5,

| g GIZZDESHDF cBEHICHIT 229 TBEBEOT AN FUEE (B
T TAsn297XIEN297 ] &WD) ILEKREINNBESINEH
(LT, TAsn29 7HEHEXIIN29 7TH#H] WD) #ALTHY. )
EDFOFEEPHRFILEFESTE M5 TWS (Eon—Duvall
, A. et al, Biotechnol. Prog. 2012, 28, 6
08—-—622, Sanglier—Cianferani, S., Anal
. Chem. 2013, 85, 715—-736),

| g GOEBBBICH 727 I/ BEINELIFEEINTSY, Ede |
manbMDiHELE (Proc. Natl, Acad. Sci. U. S. A, ,
63, 78—85, (1969)) IKBWVWT, ENTNOFTI/BMIPEUE
5 (EU INDEX) TREINTWS, flXiE. FciBigiicE W TN
BEREEMINT2Asn2971F EUBSICBWT29 7AICHEHETS
HLOTHY., DFORAIEPHEEREBICL > TEREOT7 I /BUBHIEEHL
BB TH>THEUBESTRRT DI EILE>TT I /B —BMICETE
TN,
TRIEAFEPOTRAE - REBELH I Y 15— MDA E ORBEN
BT DORIEEN 2 9 7THEHEHNS LICHEE L TWBIEEZRT, m2iE1XiE20
BHEETT,
[1£72]

Ab | (N2oTER L ——D | ,

BE BRFVETIVVIINCREHEEBT NG EREE) ET) v Ak
EWD,

SGP (2, 6—SGP) &, Sialylglycopeptide
DBTHY., NEEEERTF RORKRUABEDTHD, SGPIE. HlxiE
. WO02011,/7027868ICRBEDAEICHKST. BIPDINEL Y 5



WO 2024/024935 122 PCT/JP2023/027716

[0280]

[0281]

[0282]
[0283]

 BHTBIENTED, T, SGPOBESHIRIRITER R RE
M SERFTINTWS, KBMEICSVWT, SGPOEHEBIESGER
2L, SCGOETKRIHDG | cNAcH1DODRIELLHEEESG (10) &
KRBT D, SG (10) & HAEK #WISOH,E (Biochim., Bi
ophys. Acta 2010, 1800, 1203—-12009) 4233
LT. SGPOBRMLIMKSMBICLYARTZZENTES, /. SG
(10) tRFRIEBMIZERVCREREERNSEAT DI ENTE S,
RPHMZICHVWT, SG (10) ODB—ManDBIFEOWTIIA—HD
HTIEBETTRIFED Y PIVBBHRK L/ HEHEEEEMS G (9) &XREL. o
IZSHD 1 — 3FEEOAICT TILBEETZHDEMS G 1, FIKED1 -6
FEHEOHOTIEEETZEDEMS G2, EFhTIhRET %,
AFRBORMGK—RERELH IV V25— MIERBINZYETY VIS
n7i-#EsEIE. N297— (Fuc) SG, N297— (Fuc) MSG 1,
N297— (Fuc) MSG2, XIEN297— (Fuc) MSG1&N2
97— (Fuc) MSG2DREMTHY., FELIE. N297— (Fu
c) SG, N297— (Fuc) MSG1XIEN297— (Fuc) MSG
2THY, YFFLKIIN297— (Fuc) SGXIEN297— (Fu
c) MSG1T#H3,

N297— (Fuc) SGRUTOBEAXIZEIATRINS,

[1£73]

H
*—(CH,-CH,-0jns c:H2 CH,-N

}OH \ o
ﬁ 0
~~H o Hok _om
o )
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:< HO
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5 o HO S &5__-0 oH
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[0284] [1t74]

Fuco 1
!

*- L{PEG)-NeuAca 2 -6Galf} 1-4GIcNAcf 1-2Manid — 6 3
Manf} 1~4GIcNACS 1-4GIcNACp 1—§-

% - LIPEG)-NeUAG0. 2-6Gal 1-4GItNACH 1-2Mana 1 3
[N287-(Fuc)SG]

[0285] LSRR, BIRIEHEDA S n 29 7ICEALTWBZ &5 R0,

L (PEG) &, — (CH,;—CH,—0) n5—CH,—CH,—NH—-%R
L. %L (PEG) OAHKDTI/ENN29 7THHEDB —Ma n DHIKHE
D1 —3EAKRCT — 6HRAOEAEDIEETRIHD > 7ILEED 2 AiD ALK
FUINBETINEELTWE I EZRL.

FATYRVWE, misg) vh—L, HIZVVHA—LIZBITFTZLbD1,
S—hMIT7YV—ILEREDTRXEIMOBRREFEF[{ELTWVWDE I EER

2

L.
T,

N297— (Fuc) MSGTRUTOEBSEAXKIEINATRIND,

NSik2~100EHTHY, FELIk. 2~50BHTHD,

[0286]
[0287] [1575]

H?(OH (OQ
HON )
on HO/%H/O
0= HO
:< HO
HO TOH
HO | 5 OH
% —(CHy-CHy-ONZCH,-CHy-N S -0
Ho \ og _OH o
OH HO i :i 00 <
‘ ° Ry SR e
HO- [ g~0 HO‘?\{) NH NH
N HO\?‘\O o= 0=(

\%H HO Hok/ Ho_ HO
HO O\ o-\-lwo

OH HOL?;’O

<

[0288] [1576]

Fucal
|

Galp 1-4GleNAG1-2Manc 1~ § 8
Manp 1-4GIcNACH 1~4GIcNAGH =

+ —L{PEG)-NeuAca 2-6Gal3 1-4GIcNAcH 1-2Mana 1— 3
IN297-(FucMSGH]

[0289] EEEXA., FERIIMAEDAsn 29 7IHEELTWS I &%&R L.

L (PEG) &, — (CH;—=CH,—0) n5=CH,—CH,—NH—-%5R
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TI/JENAN29 7THEHEHDB —Ma n DoIREE

L. &L (PEG) OFIED
FUNEETIRES

1 — 3EAIOIEBTRIFEOS PILEED 2 D HILR

LTWwadZ &%,
FATYRVWE, migg) vh—L, HICYA—LIZEIFBLbDT, 2
, 3= M)FPY—LEBREDTAXIEIMOBRREFEHFELTWVWE I AR
L.

FELLIE, 2~5DEBETHS

nsig, 2~100DBHTHY.

T,

[0290] N297— (Fuc) MSG2IEEUTOBEAXIFENRTRINS,

[0291] [1£77]

H
—(CH,~CHy-OIn> CHy-CH,- N

HO oy \,o
RO 47070
-— H E
‘:( HO  HO| _on
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[0292] [1£78]

Fuca1
|

- LPEG)-NeuAcu2-6GalR 1-4GIcNAcR 1—2Manu ! — § 6
Manpi-4GicNACR 1-4GleNAcp +E-
Gaip1-4GIcNACR 1 ~2Mang 1~ 3
[N2O7-(Fuc)MSG2]

FERP, RIEERAEDAS N 29 7TICHEELTWSZ EETRL,
L (PEG) I&. — (CH,—CH,—0) n5—CH,—CH,—NH-—-%R
L. %L (PEG) OAWROTI/ENN29 7THEHEDB —Ma n DYIREE
D1 —6HRADIERTRHD Y PIVBBO 2D ANKRFIINEET I NEES

[0293]

LTWdZ&%ZxmL.
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[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

FAFYRVIE, gisgY vh—L. BIC)YA—LIZBIFBLbD1, 2
, 3= M)FPY—LEBREDTAXIEIMOBRREFEHFELTWVWE I AR
L.

ZZT. n3ld2~10DEBHTHY., FFELIE. 2~50EBHTH D,

AFEBAOIMAE—REEFLEH A2 75— MIBITH2MEDON2 9 7 #EH
. N297— (Fuc) SGTH2BAE. MEFERIZEFTHZH. Rk
—REEELEFH OV ar— M MI4DD) v A—L R4 DORERELE
DMEEINAEDTF (EEEm2=2) &5,

AFEBAOIMAE—REEFLEH A2 75— MIBITH2MEDON2 9 7 #EH
A, N297— (Fuc) MSG1HL<IEN297— (Fuc) MSG2
XIEEFNSDREMTHZBEE. MEBEZBRHRTH D720, k- RERE
EFAvTarF—MMI2D20) v A—LERUV2 DDORERELFDIFEEX
hi=nF (LdEm2=1) &4% (H19%8R) .

N2 Q7. FEL<IE. N297— (Fuc) SGHLCIEN29
7— (Fuc) MSGI1XIEN297— (Fuc) MSG2THY., LYiF
FL<IE, N297— (Fuc) SGXIEN297— (Fuc) MSG1T
HY, ISICHFFELLIEIN297— (Fuc) SGTH 3,

AFEBAOIMAE—REEFLEH A2 75— MIBITH2MEDON2 9 7 #EH
MAN297— (Fuc) SGHLCIEN297— (Fuc) MSG1XIiEN
297— (Fuc) MSG2THh2HEE, H—MHOBVWADCERBYT S
ENTED,
<4-2. FEH)ET) Y ITRHEOEE>

yESE ) BT U, BIAEW02018,/,003983, WO20
20,050406, WO2021,/177438, W02022,050
300, PLos ONE 2018, 13, e0193534AXICES
DODREICEL T, RACRTAETHRHET DI ENTE S,
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[0300]

[0301]

[1679]

W Fuc

& GicNAc

nT 1 & Man

< Gal

X £ Sia

M Azide-PEG-linker

[,9] D1 D2 " ddmn
_ " oo

(1 (2)

(n1,n2)=(1,0),0, 1), 1, NDOLThHh

(D—1I%8)

AIRRIZ. BHOMAICH LT, AMOBRRIGEZAVWTREDT I /B
512 9 THEEHDT AN X VICHETZNBEESEMEE (N2 9 7#EHEHE
) DBTRIFEF NEF—REEDG | cNAcB1—-4G I cNAcCEDY
)Y FMEEZMKDERICE Y EIRT L. BRUNTGZz8ET 2TRETHD
. BHOHMAE (1) (10mg/mL) #E@E®R (U VEEEKRS) H. O
THS540CETICHEVWT, BERE nd o SERZOMAKLBEEEZBW
TETRFEOF FEF—ZAEEDG I cNAcB1E4G I cNACREDY
)Y REEOMKIBRIGEER L, RISEEIE1 005 7 285/,
FELLIRTHEANMNS 6ETH D, HFEREnd o SERIEHME (1) 1
O0Omgi®LT. 0. TmgHmhH10mg, BELLIEO. Tmgh3
mgZBWk, RINTH®, 774=714—20%rJ7374— (HiTr
ap rProtein A FF (5ml) (GEAIRFYTEH) ) BV
SXENA RAFP 794 Mh5LL (Bio—Scale Mini C
HT Type IA—rYvy2 (Eml) (BIO—RADH) ) THEH
L. (Fucal, 6) GlcNAcHifx (2) 2187%,

(D—2TI%)

AIFRIZ. D—1IRRTHESNE (Fucal, 6) Gl cNAcHE (
2) I L. 2ANOBRRIGEBWTTY REZEUCPEG) Y AH—%E8Y
2SGHEXIEIMSG (MSG1, MSG2) Bt x4 vik (LT,
(7Y REESEAFH V) Vik] ) 2EaStE. BHEYET) Y IRE (3)
HELESTRTIRTH D,
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[0302]

[0303]

[0304]

[0305]

s (2) 28ER () VEBEERS) B, 0CTH540TETICBNT

. EndoS (D233Q/Q303L) Z0HEEGHEREET. 7Y K
HA XYV Y VR ERBIEZIET. BHEHEBRISEEREL L, RGRHE
109057 2858, FE LI 1AL O6ETHS, Endo SE
% (D233Q/7Q303L) IFHETO0OmMgICHLT, Tmghs10
mg, FELLIETmgMsE3mgZRAWL. 7Y REHEHAFHFV) EFEF2
LENLBRYUE, FFELIRA4LEENL20LBRAVVE, RIBKRTHER. 7
J4=-F4—0O0%rI5T74— (HiTrap rProtein A
FF (6ml) (GEALRTTH) ) RUON RAFITNREA MAS A
(Bio—Scale Mini CHT Type |IHA—rYwY (5
ml) (BIO—RAD®) ) TH&EL. BHYET) v Ik (3) 25
1o

FEEOREE) ET) VIRAOESEICE W T, MAKAERDEE. RER
E. WY 77 —RBUE, BROHBRBEANLCIRE>TITOIZEN
TZ %,

BB, SGEOTY REgHAFHY ) v FIEW02018,7003983
ICEREDOFRICELTER L, —BI&ELT IN;—PEG (3) ] ,—SG
(10) —Ox (WO2018,7003983ILkmDILEW1—-10) O
BRAEERRICRT,
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9) —0Ox (W0O2018,/003983|c2&HDILEamW1 —11) OAK

(

FiEERAICTRT,



WO 2024/024935 129 PCT/JP2023/027716

[0307]

[0308]

[1£81]
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ATIRRIE, D—1IRTESNE (Fucal, 6) Gl cNAcHk (
2) ITHL., 2BEODEnd o BBRAEA LAHEEEBRISICE Y. FEEY
EF) TG (3) 2HETIIRTHD, 2EAOBREZRBICAVS
ZET, BRABNAEELINTVWAWVWSGP® (SG) As niRE%EHEH
Nr—& LT, MADON2 9 7 i, BEEBEGERIEIE&NTE S,
EAT22EDENndoBRICEAL T, B%RA (EndoMEKER) XU
3= B (Endo SHER) 2BUICHEESZENTES,
BRAELTIE. EndoM, EndoOm, EndoCC&ZDIMKDER
EEEETIEAZENdoMZEEAKR, EndoOmZEK, EndoCCZE
ERBEEFRTES, BRAELTHFELWEDIE, EndoM N17
5Q. EndoCC N180OH, EndoOm N194QTH»5,
B#EB&E LTI, EndoS, EndoS2 (EndoS49) RUEZENRD
DMK EEEEEBETFTIE/ZENdoSZEEAK, EndoS2 (Endo
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[0309]

[0310]

[0311]

S49) ZERLREEFRTES, BRBELTHEELWLWEDIE, Endo
S D233Q . EndoS D233Q,Q303L, EndoS D
233Q/E350A, EndoS D233Q/E350Q, EndosS

D233Q/E350D, EndoS D233Q /E350N, End
oS D233Q/D405A, EndoS2 D184M, EndoS2

T138QRRETHSB,

FEHRF—& LT, ([N;—PEG (3)],-SG) —Asn—PEG

(3) —N3;. [N;—PEG (3)] —-MSG1—-Asn—PEG (3) —
N; [N;—PEG (3)] —=MSG2—-Asn—PEG (3) —N;Ahtx%
AW ENTE S,

miE (2) 2@ER (M) RBERE) P, BERA (EndoMEKER)
RUEHRB (Endo SHKER) ORGBERELET. ([N;—PEG (3
)1 .,—SG) —Asn—PEG (3) —Nz;&ERIGIHBZ&T, HEHEER
RitERELE, RINEEIZ. AVW2BROEEREICK U GEERIRT %
ENTEZN, BEI15~50ETHY., HFELIFK, 25~40FETH
%, RIGEEIIX,. 285HE~4 SIHEEOB T, BEEIRTE 3,

REETE RBRT—IVICELEREAE (F74=F714—o0O% N3
TJ4—. N ROFTTRIA MASLRE) PEAZERE (RA2RE
) HBIRL. #EHYETY Y IHE (3) 587,

FEROEHEY TV IREOESICE W T, MAKERDBERE. BER
. WY 7 7 =T, BROEBREANSCIE-TITO &N
TZ %,

BB, ([N;—PEG (3)]1,-SG) —Asn—PEG (3) —N,i&
. WO02018,/7003983ICEEBDHEICELTEMR L, WO201
8,/003983ICEHLOIRI —2AICSBVT, Fmoc— (SG—) A
sn (1S2S—11NC—Asn—Fmoc, METHMERYM»SHE
BL/Fmoc— (SG—-) AsnZ7YY—f&&11—-F7YK-3, 6, 9—
M) ZFHOUTHY -1 -FIVERIBIET ([N;—PEG (3) 1,
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—SG) —Asn—PEG (3) —N; (W02018,7003983I(lxH
DItEW1 —13) &8/,
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EICELCTENRTE S,
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FEICR>THET DI ENTES,
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[0315] HE—REBELHIVY25—b (Rp, Rp—13) & #EVET
Vo THk (3) ECDNIvYabs—hailkEs (Rp, Rp—12) 21§
EAMRISICLYRBEIE, RETEHIENTES, BibfMImkibeE LTI
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[0316]

[0317]

[0318]

. BlziEDiel s—Alde rxis, R, 3-IUBFRIMMRIGD
Eifoh, #ELLET, 3-WBFRILANMRIGEAVWTHET 5, 1,
3—FEBFRILMMREE LTI, BlziE, 7Y RERHT7ILF Y EDRIE
RIG. RCSPAAC (BEAMEERTY F—TIF U AMRIERE s
train—promoted azide—alkyne cycloa
ddition:J. Am, Chem. Soc. 2004, 126, 150
46—-15047) RIgHZEFTLN, FELLIESPAACKRKZAWTH
&Y 5,

RENERIZ, EEEOD—-2TXIED -3 IR TEShAEH) ET) v
Tk (3) ECDNIavYas— baikE (Rp, Rp—12) #SPA
ACRIMCLYIEESIE, MiF—REBMELF IV 25—~ (Rp, Rp
—13) 28ETZHETH 2,

(E-1I#) (IRa9)

V) ETY v UmE (3) ORERKR () UBRER EFEBEER. K
VERERE) & CONIvYas—haikE (Rp, Rp—12) %@
WA (UXFINRAIKRFY R, N, N=IAFIKRILLTIR, N, N
—IAFILTERNTIR N=—XFiEO) Ry, 7OELYSFYI—-ILX
EENLDRERE) BRI BLBRERETSIET. SPAACKIL
“ERELE, CONIvYas—baiE (Rp, Rp—12) & #EHY
EFV VT4 (3) 1ELICHRLT, 2ELHDLBEITIL. FELLIF4
EINS30EILTHY., EHAEDLLERIE, MAOREERICHTL 1%H
5200% (v./v) BIFFELV, RIGEEIROTHS3 7T, FFELLIE
15CHL25CTHY., RIGIHEIXT1FENAS 15 0FE. IFELLIX6
REOND 7 2B TH D, RIGBRDp HIZEHN5 9D FF LW, RINEKR
EHRBOHBRIEDICEBOFEICHK > THE L, MiA—RERBE LRI
Yas5—bh (Rp, Rp—13) 261,

RFE—REEEEH I Y275 — M, BROREBREDALGICE ST
Ny 77— B, EREOAERCRG—DFHicY OREREL
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BT SBORAEEZTV. A -—GERELH IV V15— MOBEETT

DIENTES,

[0319] HBIRFA : MAEKBRDIRNE

Amicon (B&@EE) UltragEbXT74L5—FT/ 1R (50
, 000 NMWL, Merck Millipore Ltd.) [l
XigmE—RmERELFR I V25— NaREAN, 20 (Al legr
a X—15R, Beckman Coulter, Inc.) Z#zHWVWEE
DEE (2000GHN54000GTEAEMNL 2 09EED) ICLY. T
FERUCMAE-RERECH IV a5 — NaRZBEL

[0320] HBE#RFB : ADRERIE

UVElE2s (Nanodrop 1000, Thermo Fisher

Scientific, Inc.) ZRAWVWT, X—A—REDHTEICHKL
. MAEREDOREZIT o, TOKRIC, AT EICELS 2 8 0 n mIRAgE
B (1. 3mLmg-"cm-"A51, 8mLmg-'ecm-1) BV,

[0321] HBEREC : AED/Ny 77 -

MAEKERICEER (V) VERREEERIEK (pH6. 0) . ) VEES
W (pH6. 0) %) ZMx. HBRFEAICTEHOTEICHKE > TRFEL 2,
CODBEERET > %, HBREEBICEEBOFEICKE > TIAREZAIE
L7, COMKRERRIC. BEERER () VEEELEEREK (pHG6.
0) . VVEEERE®R (pH6. 0) %) ZMAT. BMORE (BIZIEX. #
10mg /mL) OMFREAREREL .

[0322] H@E#RFD : A —RERELF IV V27— bOBR (FVERBOY
NS 4—)

BEERFEE® (10mM Acetate Buffer, 5% Sorb
itol, pHS5. 5 ; RNEAMIETIZFABS &EMT 2) XIFETNUADEY
BIEEMRTCNAPASL (NAP—-5, NAP—-10, NAP—-25 (GE
ANV THE) ) RS EE, TONAPASLIL, k- REREL
HAvyasr—bMRBBREFv—Y L. X—H—HREEORERZBAR
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[0323]

[0324]

[0325]

TIE, MAEQEPBR LU, COBSZBEENAPASLICFv—Y L,
A—H—HREEOREHREERRTIE. MEFESEPR L, ZOBRESE
BET2EN S IMOIRYIRT & T, KEEORERELEFY v hH—PIAF
WZNERFY R, FOEL YY) a—LEBRWRA—-REREER IV Y
27— MNafG, BREIKKRUT, RBREARUVCICELY A —REREL
Flarvyalr— NABROREZREML &,

HBREE A —RERE LRIV Y145 — MBI 2 REEBER VR
B—aFHY ORERFLHTLHEEHRORE (U VE)

ME—RERELF I 25— MBI 2BEREBELFREIZ. W
02020,/050406, WO2021,/177438ILRHDAEICHE

T. WMAEHEET (UV VIS Spectrometer Lambd
a 25, PerkinElmer, Inc.) ZBVWT, k- REESE
BFATaF— b KBERD280 NnmEUV 250 nmDRRICHIT DR
HEEZRNETDIEICIYERTEIENTE S,

HBREF - i —RERE LRIV Y145 — MBI 2 REEBER VR
E—oFHY ORERECHTEHBERORME (FEREREAI/OT N
>74—%:RP—-HPLC)

R —REREEHIV 25— MBI IMBBERVIK—DFH
Y ORERF(LETEFBEEEIL. RO EREEICMEZ. WO2020/
050406, WO2021,/177438ICEHOAEICEL TEERE
VO MNT S 714 —DICE>TRDBENTE B,

HBEREG : ;E—REREEF IV 25— MIBIT2MERERVR
E—oFHY ORERECHTEHBERORME (BKEEEER—BEK
#woO<x hJ>374—EF:HI-HPLC)

R —REREEHIV 25— MBI IMBBERVIK—DFH
Y OREEFLHTHEBESHIE. SRORBRIEFERCFICMA. WO20
20050406, WO2021 /177438 ILEHOAEICELTE
BRAEIOTN TS24 —DMICEL>TRDBZENTE D,
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[0326] AHEBOAXICLYEEINIRFE-—GRERFLF I Y25 —MXIET
DELGERBMAICIE, AR ED D WVEAFRRRFICHRET 2A2EME
. BAEMA, BEEEMEXIEdE, & 7 NOTERFSONEEMSE
BEETDEEHID. TNHOEME. AFEEREERVPINSDREEY
OWTFNhEARFEBICEETN S,

[0327] AFEBOFEICLYEEIh A -REEELF IV Y 25— MIBW
T. A1 DFAORBERE LR ORHESEIE. TOEWMME. REMICHE
PEERTCTHD, ME—REBILEF I Y 17— No&ER. RERT
EFIDEERD —EDHEAD LD, RISTEIER - ZROEHREZFDOR
INFREERELTERINDD, BLFILEMOLLERBEIZERY, B
DHOBERFLFNEE LICEEME LTELONDZONEETH D, il
1 DFAQRERECHOBSIITHE, TALE, FTHRERTLRE
A8 (DAR:Drug to Antibody Ratio) &LTH
ETDIENTED, MBEDFAOBRRY XV LA F REEROBEEILT
YhO—ILTEETHY. 1 HREHLY OREEF CHTEHFBEHE LT, 1
51 0DHEEDERRY RV LAF RFEREFBEILDIENTEIH
FELLIZTIAS8ETHY., LUBFELLIEI1HMSEETH D,

[0328] AHEBHOFELIYBEIh MG -—RERE LRI a7 —MIBW
T, ALY, MAEALDYEFT) Y ITINEHEMSLICEELTWS
e, R -—REREEHIY V25— MBI 2RE 1 DTFHLYORE
BUBERESE M2 FLE20EBTHD, UZEHNMN2 9 7THEHTH
Y, BEMN297— (Fuc) SGDFH, m2ig2THY., DARIF3I~
S#EE (FFELCIE. 3. 2~4, SOEETHY., LYFFLIE. 3
. B~4., 2M#E) THd, N29 7HEHAN297 — (Fuc) MSG
1. N297— (Fuc) MSG2XIEN297— (Fuc) MSG1&N
297— (Fuc) MSG20DEAHMDIBAE. m2ik1 THY, DARIET ~
SEE (FEL<KE., 1. 0~2, So#EE, LYFHELLE. 1. 2~
2. 20%EB) TH 2,
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[0329]

[0330]

[0331]

[0332]

BH. YEETHNIEABEOEEHORED, SMAICHELBORERTE
EHEREIEEIRIGERFTZIENTE, BRYRX I LA F RFEED
BEREIY PO—ILEMBZRBTSEIENTES,

BE. AEPAOFEICLYREI NI RA—RERECFH IV V25— k
XidEDHEEFEFIE, AKJPICKREBELEY. XIFBERRTDIEICELY.,
KPZERIRL, REKADWY, KMICAZHZBENEY., TDL D WK
Z2ULEMRTIBELAERBICEEZINDS

AREROFEICLYHESIN DA - RERELF IV D275 — MIE%E
DOHEFE AL, 7/ BEEOHREMEELET 258, FTEICLYEENIC
FAINZIBETEIENTES, TOLOWIEE LTE. HIAITIREEIE.
3 VL KRBIEZFD/NO T VLKRERIE ; HERIR. BIRRMIA. MR, B
BRIREDEMERIE ; AV RIKRVERR. M)A OXS Y RIVRVEER
 IAVANKRVBEBSEOERT VAV RAINEVERE ; RVEY RINEVEE
B, P MLVIVRIVKRVBBIREDT ) — IV RIVRVERIR  FEEIR. EFERIR
YATEIR, JIIBRIR. ONVBRIR. VT UBRIR. BAMIE. BHEIE.
RUAVEBIBEDOEKEERE ; RUAIN=ZFUVEBIE. JIL9IVEBIE. 7N
SXVBEBEEDT I/ BIBEEIFRIENTES,

AREROFEICLYHESIN DA - RERELF IV D275 — MIE%E
DOELEFREEN, )V UVBERT / XIEFF ) VEBEAEFOBEICSU 0,
—MREICIEEMANEETMRT 2 &N TBEETH D, Tz, TOEEHBEN
CALRFOEZOBMEEEET 250, —BNICEENINEZTNT 2
CENARETH D, EXEMICHFTINZIEELTE, A, FhYTLIE
CAVILIE, VFOLEBEFEOTIAVERIE AVYULE, TRV Y
LIEZEDOTIAY) THEERIE; PTVEZVLIESOEME ; DRVIUILTE

VB, BENRV VB 7TV VT FINIRATIME. IFLVIT
IUEB. N—AFLTILAIVE, SIFLTPIVE. NJIFLT7IVE

P

.tert—JFILT B, oyOnxy) |, Joanxii

IV L v
7IVIE. N, N = IRVIUNIFLVYITIVER YIH9/—LVTIYV
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[0333]

[0334]

[0335]

B N—-RYVJI-N— (2—7zZIThFY) PIVIRE ER
T IISAFLUTUVEZOLR, MR (ERBFIXFIV) 7
BEOERTIVIE FEESFIIENTES,

AREROFEICLYHESINZIA-RERELF IV 25— M RUE
DHEPEEIZ. ZIPOKDERINT B2 EFICLYKMME LTHEET
22&5HD, AFEPEOBRENYE LTE. EENICHRTLBZ2EDTHN
ERFICIREINAWD, BEAEMICIE, K., =4/ —ILF%. 2 -0
J—IIAENFE LW, T AEBOMG-RERELH IV V25—
FRUZDHREFEFPICBRETINETT I2HEICEN—FF RFEQ
STWTHELL, INSABHNMRUN —FF> RELARBPOHEICEE
Nz, . AEBORAFE-—FREREICH IV D 27— MRTZORIEHE
FBRICHERFAEFEET IBEICIERILAFY REEA>TLWTHLL, &
NOBRENMR R EFY RESARREBOHEEICEEN 5,

. ARBOFEICLIYEEINZIRGFE-GERELEFH I V25—
RUOZEQOEEFEFEICIE. BrORSEMEEFERNEBLAETSNILEIN
bEMEBEIND, AKBOAEICLYEEIN NG - RERELE
AV Tasr—MRUOZOHEEFEGEZENT 2ETFO 1 ULIC, BFRAMEK
DIXRREEGEER/ LB, BRTFERMAEE LTI Bz, EKE (2H)

RNYFoL (3H), 39E-125 (1251) FEERE—14 (1
4C) FEBITBHIENTED, T, AFEREESWIE. BIZE. N)FD
LH (BH) . A9%K—-125 (125 1) FhkidrkE—14 (14C) D&
D R EHER LA THREHEZ# I NE S, BEMHESI N baid. A&
TIFFRF. AREE, FIZE. 7y taHE RUBHE. fIZE 1
vERBBREZEFE LTERTH D, AKPOMG—RERELLH IV Y2
F—rORTORMAKREEREIL, MAMTHI ETEEMDT. ARBOLH
HiICadzINnd,
<5. EE>

AEROFEICLYVHESIN DA - RERELF IV D275 — ME D
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[0336]

[0337]

[0338]

[0339]

AKBRRICK L TIHREBSREEMEX ISMESEHER~T enb. BEREL
T, BICHAILR T 2AREFIRT/ XIEFHE. XidRESEE L TERTY
B5IENTED,
AREROFEICLYHEI N IMAF—RERELF IV 27— M2ER
INBZNADEEE LTI, fidA GENERL A, NMERRFADSAZE) |
BENA. REELEERNA. KRB A. BILLERDNA. SHBRBERE. INRSA
(RELR4EE. BEMEER. THRERS) . Bl A, ADA. X5/
—<. DA, BN A, BH A, BENA. FEGDNA. BREIA (X
J—=%. ¥ktI/—7) . FEENA. BEBESA. KES. BERIBN|A
. FRERD A, PRE. HIEERERER (Gastrointestina
| Stromal Tumor, GIST). BHOIHA. BBEHA. Bl
BENA. HENA. ENA. BRIVA. WERDSA. MDA, BRRHMEESA
. B, B B REMRE. S6E. RESFEZEFIENTE
P, k- REBELCH IV V17— MIOWTIE, ARNREADZ DA
MREICBWTHE—RERFCH IV Y245 — NhOREIRETE 28N
BERBELTWADPAMBTHNIEINSIZEREI NS Z &EARW,
AEROFEICLYVHEINZ G- RERECH I D 25— M3, B
AP L THFBICIREG T ENTESZN, JYFFELLIEENTHS
AREROFEICLYHEINDIMGF-—REBRELF IV V27— MEF
NZEZMEMICBWTERINIYES LT, BREEPHREEREICEW
T. ZOPHICSVWTREFER I N 2EFIRNYZOMmA SBEERR L TFE
AT2ZENTES,
AREBAOFEICLYHEINZTMAF—RERELF IV V27— ME 1
BLULEOEZHICESHOR D = SCERMMYE LTHEINES, fix
(. DEESEMERTIE. RROICTIE. 1TBULEORZNF Y7 (BIAE
BE Lok (B2, KsLom (B 2. B, LRERERD
B (B2, Zyhtam. KM, 58, JFhAE) ) 288) ) 28
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[0340]

[0341]

o Kid., LRERMEXIIZBIRARSINZHEIC. LYRKHNLF v )
TThd, RIBKBKR BROoWIKTFRAMNO—RKBRSE LTI EO—
KBREE, RAF Y YT ELT, BIC, EFABRROLDICERINSG
%, EYIREFHBERIE. UZPTFTRMTHD, LRERMIEE . A
EThniE. HEORERD L IFHAF. FLEp HEELRZEH1E2
o BEHIRERZNF Y FORIEZ. E. W, Mart iniC&sd [Remin
gton’ s Pharmaceutical Sciences] |ICEEH
INd, TONFR., ESORBRICHIET %,

ErDFEEY AT LDIRFTHY ., XEROMG—RERELH I Y2
F—NE5T2OIERINGEZ, BAAEE LTI BR. AN,
SRR, 8RN, BL TR TORBIZEFTLNZDN, ThALICREINARL
o 5. I, FAFLERR—FAFRFICLZ2BDTHYES, FHED
FELWEREBREICBWT, LA -—GERELHIY 27— bORE
. FAILLDEDTH D, EROMIZSE, FFELWIREREBTH 2,

REMERPRERICEVNT, LKA -RERELH IV V15— 220
EEMERMIE. £ hADOBIRRIZSIOES LAERBERYE LT, EBNF
IRICHE> TUA I D, RERMICIE, BIRRBESOLOHOHEKDIE. BEOD
FRMEDOKEEFRTIOBRTH D, LETHDIHE. LEERRGTL T
BB S L USEHELA TOERBAEN ST 2O DBRIFES (FIZIE VT
JAAY) EEXRD, —MIC. LREKDIE. BIAE. EFERIOEETRTT
VINELIFT Y IREILBH LT -V INEREBTOEEGZIEM KT
ISEKDRMEYE LT, BMEIC. FEEEMFIFEHT—HISESL T, O
TIHTHIBEINS, LEEEERMNEIAICL>THSINEZFTETH D
BaE. Thid, Bl BEOEESL — ROKELRIREKESTIEAR
MLTHREINES, LEEESEIFICE>TREINDBE. THARE
KELIGBEKOT Y TG, Bz, LERSHIERSRICEEINES &
T, REINBZ, LREFMERYIE. BRE L TREINIZBESEHD

(o)
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[0342]

AEBOTHEICLYRESN BTG - RERELH IV V25— 220
EEERDEAFEPOTEICIYRES NI E - GERE LRIV
— MDA ZESOCERMERM TH-oTH LWL, FRPOFEICLYEEIN
A -—REBELH IV 15— P RUOBOEEERR = SUERMERMT
HoTHEW, KEPADTERICIYRHEIN DMK - RERELEHIVVa
F— M MOBBERRIEHICEETHIEETE. ThIZL > THRERY
ReBRITDIENTES, ZOLDRENTERINSMOEEERIE
A -RERECR IV V25— MERBC, BRI, HBWIRERLT
BEICHREEINTELIVWL., TNETNOREERZEA TG LTH LW,
D& REEFTAIE LT, (REFETRAL 7ILFILEEL, BMUNERSFRFO
{tZEEF (abraxane, carboplatin, cisplat
in,. gemcitabine, irinotecan (CPT—11) .
paclitaxel, docetaxel, pemetrexed, vi
nblastineXIERAREWO02003,/0380435/8v7L
v MIGEHORRSE) . RVEVRER (LH-RH”7F707THBY) 21—
7OLYYE dELYY, TAMNSLRFY, IR MAYVIVERETH
29X Ty, SAOFYT7IVE) . TORY—EBEER (FFA O
V—Iib, LhOYV—I, TFEARSVE) . ¥ F—EHEEF. PARPHE
EF. BRFRIEER. BHRERER., @mZIHF, 2FENE (TEGFR
ik, MVEGFHA, MIVEGF RIARSE) . REF v IRA 2 MAS
E MPD-1Hf&ATHZoRNILTT,. Ry7JA) A< TE, ;iPD—-L 1
RRTHZTTY)ITT, PRIV T, FTolbw 7% HPD—-L2
ks, MCTLAAMGBTHZME) LY TE, A2 aRk, A2a%
BARTESTZZA M SILAG3HMAE, ;T | M3HESE) . MBI T M
BE MCTLAA4AHA CD 254k G | TRiA, :iGARPH
B mTIGI Ttk MCCR8HMHKE) . REEMHLF (114 —-1BB
ik, ;10X 4 O#ufk, $1CD 4 Ofinfk, #1C D 34ufk, #:1CD 2 8#Hufk,
|L—27+0a%, Y14 hha4>, TLR7IZZMNE) . RERSH (R
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[0343]

[0344]

CD4 7k, S | RP afnfk, MHEMEI IO REEHFIE) . ADCC
(Antibody Dependent Cellular Cytot
oxicity) 3 E%, ADCP (Antibody Dependent

Cellular Phagocytosis) FHFrdmrEtss
OHFEE, BiTE (Bi—specific T—cell enga
gers)., Antibody—Drug—Conjugate (ADC)
(731X, Deruxtecan, DM1, Pyrrolobenzod:i
azepine, MMAF&%Z2CE® VY25 —r (GHER2-AD
C. iTROP2—-ADC. iHER3—-ADC%) ) . XHhFEELEH»
EHEADCE. ILICHESRY VTV, miESHEEE (CAR-T,
TCR—T, Bk, NKHREE) . HEEHESAR. mEEV ML XA
BEZRZITHENTEDD, MERETHZETI2EANTHNIEREINDS
ZEEEBRW, IHIC, AREBORG-GERELHIV V27— ML A
BROMDIMA—RERELF IV ar— e HITKETEIEHTE, &
NICE > THESDRAEBRIEZENTES, g KEPORKE—R
ERCEEFI IV a5 — MNIRERELEILZ T TR, MEBUREZB DL

B, BIAIEKREHR. EETHR. ARNFM, SHBESEOHBICL S
THEBMREZIERITZENTEIN, MEBUREET I EETHN
EREIND T &IERW,

D& BRERMERMIE. BRINHEREVELAMEEFOEAIE LT
. RIEEIREIEID B WIETREH & L TEEIE T IR LV, HiEEIREE &
L CEAEIET ZBRICIE. CONFICEVWTHERINELREFRRINYIE
ENDIHFTH>THEIW, FTLBFICBVWTHRAKRICLT. ZORFICH
WTERAINIREOHFR I Z2ORRER & LTEHALTZZENT
x5,

EEEROMER R CEBEIZIRESEAEICL>THELT B, AFEBEOAH
FBICLYEEINIMAF - RERFLEFH IV Y21 s — N2 EUEEERMIC
SENHE-RERELCH IV Va5 — ME. - RERELERIVY
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27— MOMRICH T MMM, T4abs, MRICHTSEHER (KJE
) DRICBWT, FHMELABEL (KJEMEW) FE DPEOHRSETH-
THEMNZREIFIENTES, LED>T. ix—RERELEHIVY
27— FOBRESEDREICH > TR, mMAEA—RERELF IV a5 — K
ETREDBEMEDIRRICEDVWTHREEZRET DI LB TES, AHEH
OIAFE—REEELCFI I Y2 75— bab MIR L THRS T 2BICIE. Bz
¥, 0. 001 ~100mg kg% 1OHdWE1~180HMEICTE
DERTEHREZRES T NIE L,

[0345] LDATARPZRFEMICTEHRIAT 2D, AFERBREINSICREINDEDT
RV, B, UTFICBWT, e (1 A) | XIBEXAF—LFD T
(TA) 11 TX (1TA) OEW] IKHETEZEZRL. TNLUED
ILEMBESICOVWTERAKTH S,
=115 51

[0346] LITOEBHICEWNT, BIEORELNHBFEZMRE. ERIF15CTHE
35C%IRT, AT /OOXA Y VRELTAINLNAMEISHRFTINT
Wwayooax4sdy (BEK) AW, BRK7EM M)LK EL74
WALARHHENSRFTINTWETE =ML GBERK) 2RV, BRK
VIV, BREENSRFTINTWREY DY (FK) 2RV, ¥
AN Aa<x NS 74—lZFBiotage Sfar HC D (20u
m, Biotage®). PI/YUASINASLIATNIST714—I4B
iotage Sfar Amino D (50um, Biotagef)
. 9ERHPLCIZAgilent Preparative HPLC S
ystem (Agilent Technology®) #HWTEELE
o P ASLIE. XBridge Prep OBD (5um, C18, 1
30A, 250X30mm, WatersH) B0\,

[0347] BEIXRI M T—FDOREICIELATOREEZA WL, "H-NMRRU3!
P-NMRZARJ hLiZ, JEOLEECZ500RZAVTAIELE, <
AARY MILIESh imadzu LCMS—2010KULCMS—20
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20 (B2HFEAHE) ZAVWTAE LK,
[0348] <1. ERMLEMDENK>
1—1. BRHMEEY (1 A) OERK
CDNDAMAF—LA—1, A—2RUB—1ICAVWZERLEY (1
A) Z, LTFOEMRAF—LTIZHK>T, L7,
[ERAF—L1]
[0349] [1£83]

0] 0]
H Teoc-OSu H O._N Teoc
N
HO)J\/N\H/\NHZ HO/U\/NW/\N/Teoc \([)]/ \[(])/\H
0 T#E1 o H T2
(XVIII)
Gly-Gly
Br\/\OH I?ES
e} O
NH NH
Ny 2 N 2 '
KN N kN N Br/\/OvN\[(\N/Teoc
HO DMTr—0 xXvy o H
fe) :O:
=] i
HO  OH T4 HO  OH #o
(XIv)
Teoc Teoc
o NN o NN
(0] -~/ o -
N\ N
L L
DMTr—0 N DMTr—0 N
0 0
IF¥6
HO OH t-Bu(Me),Si—O  OH
(XVI) (1A)

[0350] Z&4H11 :
[ (N= {[2= (FRDUAFILIYII) ZThF2] AILRZIILY TYTII)

TIJ]IAFIL TET—K (EH (XVI T 1)) OEK
[1£84]
H
\H/OVN\[(\H/T%C
(o] (o]

[0351] (I#&1)
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TgYINT)ry (60g, 0. 45mol) ., PYITFILTIV (69
g. 0. 68mol), K (600mL) ., Fh>EROT7SY (600m
L) OFE&REOTCITHANE. N— [2— (MUXFLIYI) ThF2HIL
RZWAFV] APV V4ZXTR (130g, 0. 50mo |) #FHmML, 2
BECT2 2R L, RIBRERBET. 90 0mL FTRiEER, BT
FIL (600mL) Z&RMLA, PJITFILTIY (699, 0. 68mo
1) ZRM. W LR BRBEEZEELL, BOoONKBICHRBIFIL (
600mL) Z&KML., REEE (1169g) ZRMULE, KEBEZRELED
L, BON-BHEZT1Owt%RIEK (600mL) T2E%%LE. &
MEZRBETTERMEL. N— {[2— (FUXFIL2YIL) ThFT] AL
R TIVONT) O VOBBRIFIEKR (120mL) 287k,

[0352] (T#&2)
PUBERRSA (3029, O. 68mol) ., M (360mL) . >k
RO75> (600mL) OB®KE3ISTITMEER. N— {[2— (b X
FILT D) ThFT] ANRZY TIVDNT ) OEBERT FIVIER (
120mL) IZFb5EROTZ75Y (600mL) #RMLAARKREBTL
fzo 35CTIBEIR®E LK. TEWZREERL T, BT FI)I (600m
L) THE L. 2HE20wWt %L AAB=F MY LZKMMKER (
300mL) T7E%%ELE, BonBHEIC20wt %RIEK (180
mL) Z&RME. 25wt RKBEFN) D LKEREZEERNMLTpHE
6. 5& L7, KBEEEL, BoNEHREBEERET. W600mMLET
BfEL, 1, 2—-YXMFYIHY (1200mL) #HML. BETT
HWEOOMLETRMELL, COREEZBEERL. EMLLEHOT, 2-
IARNFIIHIVAR (W600mL) 5B,

[0353] B&HI2 :
N—[(2=7BEITbFY) AFI] —N2— {[2—= (FRUXFLZYL
) ThFD] AR UV TIR (bEY (XV) ) OFEK

[0354]
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[0355]

[0356]

[1£85]
o_N T
PN ~leac
Br \é(\”

(I#E3)

SZEF1 TELNELEEYD1, 2-IAMFVITHVEKR (W600m
L) 121, 2—=IARMFST4HY (300mL) #FML, EREFC2—-7
OFEIT49 /=) (114g, 0. 91mo |) &#FMLE, OCICARLL
#%. 1O0mo | /LKEIEF M) D LKAKR (66g., 0. 50mo |) %
AmL. 3. bElEE® LA, RIVRICERE (419, 0. 68mo 1) %
AWMU, IHICK (300mL) Z&RMLT, EMEEYY (60mg) O
EfEsmamMmA<T, K (600mL) ZARMLE, BONCRBRBRIOER%
WELL. BO0%EKT, 2—-IAPMFPITHY (360mL) THRRBERS
L7, fam%z4 OCTHRKRREL T, BENtEMZzaERES (159, I
80%) & LTHL,

TH—NMR (500MHz, DMSO—-dg) 8. 66 (1H, t, J

=6, 6Hz), 7. 23 (1H, t, J=6, OHz), 4, 58 (2H

, d, J=6, 9H=z) , 4. 06—4, 01 (2H, m), 3. 69 (2
H, t, J=6. OHz), 3. 58 (2H, d, J=6. 3Hz), 3.
56 (2H, t, J=5, 7Hz), 0, 95—-0., 90 (2H, m), O
02 (9H, s).

[0357] &&13 :

5" —O0— [FR (4—AFF2T7xZ)) (TxZI) AFN] 42V
ea (X1 V) ) OB
[1:86]

DMTr—0 N
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[0358]

[0359]

[0360]

(IL#&4)

4/ (5. O0g., 18. 4mmol) . EYYY (30mL) ., X
FILZIVEFS R (20mL) OBFBRICERTM . ERT4, 47 —IUX
£ RYFLIOYR (7. Og., 20. 5mmo |) #FRMLE, 28
BiRE®E,. 4, 47 —IAMFINY)FLZAYR (1. 3g. 3. 7mm
ol) ZBMULE, 4BFEIHELRE. RIGKICE w t BIREEKES MY LK
B (50mL) . MLITY (50mL), 20wt %B&iEK (25mL)
ERMU, KBEEEL, BHMBICOSwt BIREEKFEF M) I LKBER (
50mL) . 20wt %BIEK (25mL) #RMLE. KEEZREER A
MEBZ20wt%RIEK (50mL) THELL, BohEAHMEEZRET
M20mMLETRBELTEONLBRICEERIFIL (100mL) Z@&ETF
L7, 50CT1REHERE. RICHH L TREER L, B5NBE
WA SR EEIL, BRI FIL (40mL) THELE, BRERET.
40CTERELTENLEYEHERESR (9. 09, INEK85%) & LTHE
1o
"TH—NMR (500MHz, DMSO—dg) 812, 39 (1H, br
s), 8. 19 (1H, s), 8. 00 (1H, s), 7. 35 (2H, d
, J=7. 4Hz), 7. 26 (2H, t, J=7. 4Hz), 7. 24—
7. 18 (5H, m), 6, 86—6. 81 (4H, m), 5. 91 (1H
, d, J=4. 6Hz), 5. 60 (1H, brs), 5. 23 (1H, b
rs), 4, 58 (1H, t, J=4, 9Hz) 4. 24 (1H, t, J=
5. 2Hz), 4. 06 (1H, g, J=4. 8Hz), 3. 73 (6H,
s), 3. 23—3. 17 (2H, m) .

SEH4

5" —0—[EX (44— X bF2T7xz=)) (=)L) XFI] —1— (
2— {[L(N=A{[2—= (FMUXFLZYNL) ZTbF2] AINK=ZNL} TY
W) PRI ARFDY IFIIV) A/20DT, 3—UAFI—2—-4X%
FgIVT sy (ke (XV 1)) O&ERK
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[0361]

[0362]

[1687]
H N,Teoc
RS
M\i?

DMTr—0 N

=

HO OH

(L#5)

SE[ 3 TELIEEY (3. 0g. 5. 3mmo |) . SEF2THELN
EN— [ (2—=70FTbFY) XFIN] —N2— {[2— (RYUXFILDY
) ThFV] ANKRZWN}Y YY)V FTR (B, 6g, 15, Tmmo |
)1, B3=IUXFL-2—A438FV)I /Y (30mL) OBRIC3 5 —
40CIKmM&LE, 1, 1, 3, 3S—=FhSAFLITT7=YY (1. EmL

11. 8mmo ) #EFL/A, 35—40CT 1 6B LAE. =

BETAEILE, MILITY (45mL) . 10wt %BEK (30mL) %
WL TR L%, KBEEELL, 1, 3—-IAFIL—2—-4(3I4YY
/v (15mL) . 10wt%REK (165mL) ZHRML TRLLALE
KBERZEL, BONAEHEBA 1 Owt %RIEK (30mL) T2[O
WL, BET. M16mLETRMLA, BEKRICT, 3—-IAFIL-2
—AX4FYV YT/ (15mL) ZRMN. BETFTTREELT. BLEEYOD
1, S=IAFN—2-AIFJ)I I/ VBHK (W24mL) 58/,
SEHS :
5 —0—[EX (4—APFTT7xzZ)V) (7)) AFI] =3 —
O—[tert—T7FI (XFNL) 2UYN] —1—(2— {[ (N={[
2— (MYXFLZYI) TRFD] AIVKRZILY TUDI) TX/] A b
ForIFN) A2y (R (1TA) DEEMICHEE) OERK
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[0363]

[1£88]
H N/Teoc
N
0 N/\/O\/ \KO(\H
DMTr—0 N
O
t-Bu(Me),Si—O  OH
(L 6)

BEF A THLNAEMD1, 3—IAFIL—-2—-(4IFV)I ) VA
B #24mL) IZ1, 3=IUAFIL—-2—44ZFYY)T /Y (15mL)
Emmi. 1, 1, 3, 3=FrSAFLIFP=YY (4. OmL, 31,
S5mmol) . tert—7FLIAFINrOB Sy (2. 2g. 14,
S5mmo | ) Z&RMLAE, 55—60CICIEL. 7HEEHRLLE. EB
FTHIM U, RIGBRICMILIY (60mL) K (30mL) #&HML.
Wir L, KEZEEL. BONEREZRBET. W1 5mLITEMHEL
1= BERICTFSEROZ7SY (30mL) &#&ML. BET. #15m
L ¥ TR L 2. REROBEZ20OYIRL, 5 —0— [EX (4—A K
Fo7xzZ)) (Zz=)b) AFI] -3 —0— (2, 3, 3—KMUXF
W7sgv—=2—4)) —1— (2= { [ (N={[2= (FRUXFLZYIL
) ThFT] BRI TIDIN) PRI ARERSY ZFIN) 4120
(BMEEH) &5 —0— [EX (4—XbhFPTzZ)) (7))
AFI] =2 —0— (2, 3, 3—KYAFILTHVY—2—4I)) —1—
(2= {L(N= {[2= (PYUXFLIYIL) ThFI] AIKRZLY ¥
DON) TR/ ARV} IFL) A/ VDREY (6:4) OF S
EROTZSVEKR (W15mL) 287%, h>rO075> (30mL)
1,1, 3, 3B=FrSAFALYIFT=ZYY (0. 0O7mL, 0. 5mmo
1) . BEMtEHORES (1. Omg) KM, 25CT3 0ONERL
etk n—~TFHY (30mL) ZHML. 25 CTHRERERLE, 85N
BRSO REREBERL, T ROV n—~TFEHY (1 /1,
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30mL) TH&EZ®%E L, BRERETTLEL. BNLEYZEER
(3. 7g. INET73%) &L THE,
[0364] "TH—NMR (500MHz, CDCl3) 87. 99 (1H, s), 7.
93 (1H, s), 7. 42 (2H, d, J=7. 7THz), 7. 33—7
29 (4H, m), 7. 29—7. 24 (3H, m), 7. 23—-7. 1
9 (TH, m), 7. 08—-7. 01 (1H, m), 6. 83—6. 78 (
4H, m), 5, 92 (1H, d, J=5. 2Hz), 5, 46 (1H, b
rs), 4. 70—4. 65 (1H, m), 4. 64 (2H, d, J=6.
QHz), 4. 50 (1H, dd, J=5. 4, 3. 7THz), 4. 19 (
2H, t, J=4. 9Hz) 4. 18—4. 12 (3H, m), 3. 81—
3. 76 (8H, m), 3. 73 (2H, d, J=5. 7Hz), 3. 48
(1H, dd, J=10. 9, 3. 4Hz), 3. 26 (1H, dd, J=
10. 9, 4, OHz), 3. 16 (1H, d, J=6. 9Hz), 0. 9
9—-0. 93 (2H, m), 0. 89 (9H, s), 0. 09 (3H, s)
, 0. 02 (9H, s), 0. 01 (3H, s).
[0365] 1 —2. REMEE® (XX 1 1) O&RK
£EY (XXV - TsOH) OAERAF—LIICAWVWDIEE{LEY (XX
L1 1) &, UMFORF—L2ICRK>T. &L,
[BRRAF—12]
[0366]
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[1£89]
Ero_OFt
I NH, | \\ NH,
am / x\“ am
m T N /) T2 N N/)
H Boc Boc/
(XXX1) (XXX11) (XXVII)
N,Bz
J \N
T3 H N If4 N N/ I35 ﬁ N/
XXIX) (XXX) (XX

[0367] &&%16 :
tert-7FNV—4—-—FX/)—-5—3—K-7H-FoOol[2, 3—d]
VXV —-T7—-AlERFIL—F (F (XXX 1) OIbEWICHEY)

DEK

[1£90]
I NH,
/7 N
N ‘ N/)

Bod
[0368] (T#1)

5—3—RKR-7H—-FonOo [2, 3—d] EYZYY-4—-TF73Iv (31
8. 5g, 1. 225mo |) ®hILITY (1750mL) BEKRICZREEY
—tert—7FI (294, 1g, 1. 347mo ). 1—XAFJAZ3
V=) (50. 28g, 0. 612mo |) ZMA. ERTORHEBIHEL
foo RIBHRICANTH Y (7000mL) #FFL. EBT1 O9BEERLE
%, OCETHEIL., 1REIRHE L, TELERZ28BL. MLy )/
ANTHY (280mL 1120mL) BEKRTHEE%E. 4 0OCICTRER:
BLUEMLESY (416, 79, 1. 154mol, INE94., 2%) %17
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720
[0369] MS (ES 1) m/z:361 [M+H] -,
"TH-—NMR (500MHz, CDCl,) 8. 46 (1H, s), 7.
55 (1H, s), 5. 81 (2H, brs), 1. 65 (9H, s) .
[0370] 5&617 :
tert-7JFIN—4—-—TFTX/)—-5— (3, 3—YIbFoIOnN-1—+«
v—=1—4J)) —7TH—-FOBO [2, 3—d] BEYVIYY—-T—hILKRF>
L—F (X (XXVII11) OEWIEYE) O&EK

[1691]
E1O OEt
\\ NH,
/1 N
o

[0371] (I#&2)

BEF)6 THLN/{LEY (285. 4g, 0. 792mo |) ®N, N
—IAFIVEINLTIR (1500mL) BREZBETICTHRSEBELZTS
fzt&. 018 () (1. 51g, 0. 0079mo )., EX (MYTzx
ZIWRZRT4v) RSTUY L (II) YoOY KR (3. 89g, 0. 0055
mo |) . ZANILFLTFILTERIIFILTESY—I (182, 89, 1
. 426mol), NYTFLFPZIY (240, 5g, 2. 377mo l)
Az, ERT18. SBEEE#H LA, RIRICMLIIY (6000mL)
c 10O%EIETVEZDLKSER (1500mL) A#MATESRL, 9%L
TKBERYBRWE, BoNABREZ 1 0%BIETVEZD LKBER (1
500mL) T2[@. 20%R\LF M) D LKER (1500mL) T1[g
W L, SEMR (309) AMATERTH2EBRERERLALE. EHxE
BRIL, EMRERMITY (600mL) THELTARESAHL, 150
OMLETHRERMELIE, NT¥> (6000mL) Z@TFL. ERETHI
ONFEEHLALE. OCHTHAL., 1EIER L, THLLERZ5E
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L. MLIZIV/ATHY (240mL,/960mL) BEKTHESE%. 40
CICTHTER LENEE (269, 9g, 0. 749mo |, INE94
6 %) %187,
[0372] MS (ES 1) m/z:361 [M+H] +,
TH—NMR (500MHz, CDC 1) §8. 47 (1H, s), 7.
60 (1H, s), 5. 71 (2H, brs), 5. 49 (1H, s), 3
81 (2H, dg, J=9. 5, 7. BHz), 3. 67 (2H, dd,
J=9. 5, 7. BHz), 1. 65 (9H, s), 1., 28 (6H, t,
J=7. BHz) .
[0373] ©ZE48 :
5— (3, 3=yIbFxoFan-1—-q4v—-1—qJ)) —7TH-FOO [
a4

2, 3-dl PY3IYY 72y (R (XX 1 X) OEamiciy)

DEK
[{£92]
EtO OEt
L\
% |\N
e

[0374] (I#*&3)
BEH T TELNLELEY (250. Og, 0. 694mo ) T4/

—JL (1500mL) @®RICAmo | JLKEEIEFNY ILEAEK (260,
ITmL, 1. 040mo |) Z#MA., EETH1. SEE®RLL. RIEK
ICK (1500mL) #mMAKE. 2MEMTpHA 7. BICHEL. =8
TH4 5 EERLE, WT, K (3000mL) #®TL. ERET26
BE# L, THLAEREABL. T4 /- K (250mL 7750
mL) BAKR. OCICAIILAZ7Er=rYJ (1000mL) THELL
s BONLEERE4OCICTRELELEMNEEY (162, 5g, 0. 5
86mo |, INE84. 4%) w15/,
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[0375]

[0376]

[0377]

MS (ES1) m/z:261 [M+H] -,

"H-=NMR (500MHz, DMSO—d,) 6§12, 01 (1H, br
s), 8 09 (1H, s), 7. 655 (1H, s), 6. 50 (2H, b
rs), 5. 58 (1H, s), 3. 68 (2H, dg, J=10. 0, 7
5Hz), 3. 58 (2H, dg, J=10. 0, 7. 5Hz), 1.1
6 (6H, t, J=7. 5Hz) .

SEZH19 ¢

6, 7, 8, 9—-Fh5ERA-2H-2, 3, 5, 6 —-FrSTHRVY
[cd] ALY (R (XXX) OLEMICHEY) OEK

[1£93]

(IL#&4)

BEF 8 THLNLEY (63. O0g, 0. 242mo ) M1 —XF
QY Ry (189mL) EBEMIC. 5% NSV hLxE (13, 44,
K353, 2%) EMzx. KRFEKT (300kPa) . 40CTH20;
EE#S L, RISRANEZEREHEL, B (630mL) ., K (32mL)
BRUOBE%/I5TY U LKER (13, 49, K53, 2%) 2mMA. KEFH
ST (300kPa)., 50CTH2I1BEERLEL, RISRANEERER
L. K (300mL) ZMATHLNRSIITLRFREDR L. /NI T LK
=ZaHEE (150mL) . K (150mL) ORAKRTHEHR. 2KE55
OmLETREEMLA, 50CTK (620mL) R4 8%KEEIEHY
I LKBK20mL) ZFTFL., O~5TICAMLTH2 OBFREHEM LA,
MEME»8L. I LEERZSE LT —XFEOQY KV K (36
mL/144mL) BERTHEFL., IHICK (320mL) THRELE,
BONERERETS0CTHREL, BHELEW (37. 0g, 0. 21
2mo |, IN¥E87. 8%) ##5/,
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[0378]

[0379]

[0380]

[0381]

MS (ES 1) m z:175 [M+H] +.

TH—NMR (500MHz, DMSO—dg) §11. 24 (1H, s)
, 7. 34 (1H, s), 6. 86 (1H, s) 3. 34—3. 38 (2H
, m), 2. 80 (2H, brt, J=6. OHz), 2. 49—-2, 51
(2H, m) , 1. 85—1, 91 (2H, m) .

ZEH11 0 :

Jz=) (2, 7, 8, 9—FhSkERO—-6H—-2, 3, 5, 6—-Fhr5
THRYY [cd] FALY—6—4a4)) x&%/> (FH (XX 11) oD
EEWICHEY) D&

[1£94]

Ii?:j
\ =
N_Z t\jNu

(IL#5)
SEROTHLNLEM (4. Og, 23. Ommo ) ®1, 3—-¥
AFIN—2—-—A43IFJYT /)Y (40mL) DREEMWIC. NUIFILTIV
(10. 6mL, 75, 9mo |l) . 4—IAFILTFI/EYTY (280
mg, 2. 3mmo |) ZFFTHMALE. O~B5CITAFMLTRYY A
7/8YY KR (8. 3mL, 72. Ommo |l) #mMAl, #2 1 BEREEHLRLE
#. RIGRICAZ /=)L (20mL) . RYUZTFLFTIY (12, OmL)
ZMA. 2 SFEE®R LA, B (6. 7mL) [ K (102mL) =&
mL., O~5CTH2IFEIER L. MEMZE2BL. 25 LAMKREZ DA
LEF7ER=ZMYIL K (2mL 18mL) BEBRTEELE, BN
EMRET7EN=ZMYIIL (A0mL) ICEEBEIH. O~5CTHI1EEER
Lic. Mz 58L. 2RILEMEKRZST7EN=ZMYIIL (10mL) T
LT, BONEHREFBEFSOCTERL, BMLEY (5. 134,
18. 4mmo |, IN&E80. 0%) %#HE7,

MS (ESI1) m/z:279 [M+H] +,
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TH—NMR (500MHz, DMSO—dg) §11. 99 (1H, s)

, 7. 93 (1H, s), 7. 32—7. 39 (4H, m), 4. 18 (2
H, m), 2. 98 (2H, t, J=6. 3Hz), 2, 12—-2, 18 (
2H, m) .

[0382] 1 —3. REMLAY (XXV - TsOH) O&RK

CDNOERAF—LA-TICAVWLNZEAMEEY (XXV - TsOH

) B, UTORAF—L3ICH>T. &M LE.

[EMAF—13]

[1£95]
0 B 0 h 0
HO N" "0 HO N" 70 BzO N™ "0
O fe) ——— o [—
k ; I#1 k ; T2 T3
HO F L HO F _| BzO F
(XIX)
— o — N/Bz
Bz =y
1 s
” N
BzO N 7O BzO o BzO o (XXIID)
o] » OH | .
BzO F BzO F BzO F
(XX) (XXI) (XXID)
Bz NH
N o
=N 7\
I\ ) N

HO N

BzO N
0 N o
IF87
BzO F

HO F TsOH

(XX1V) {(XXV+-TsOH)
[0383] &=&H11 1 :
2" —=FFFxv—-2" —7x*O-3, 4, 5, 6—-FhSkerOooyIv
DEK
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[1£96]

Cy

mkﬁﬁ o
HO F
[0384] (T#&1)
1LA—rIL—=TIC2" —FFF2-2" —TJLxav )Ty (70.
Og, 28. 4mmo ), A% /—JL (420mL) #A. 5%/
D Lk%E (13, 579, K952, 2%) #HmML. KRFHEKT (30
OkPa). 50CT7HREBKLE REXNEZZRERE, /FTTVL
RKEZHBL. AF /=LK (189mL 21 mL) BERTHEZLL
o DREZ2T1TOmMLUTETREREL. N, N=IXAFLTEITIR (
350mL) . MlLTY (350mL) ZMAT350mL EZTREREMEL
fco ZOEMLIY (350mL) ZMATET3IEOmL EZTRERMEL
foo PIRRDBEZISIC2EERL. BRLEYERFT,
[0385] &E&fHI1 2 :
37, 8 =0 RVYJAIN-2 —FTHAFP-2 —7)AO0-3,
4, 5, 6=FhSERODYIY {tEH (X1 X)) OEK
[1£97]

[0386] (T#2)
SEF1T1THELSNEN, N=IXFILT7EIPIRNBER (340mL)
i, YTy (76, bg, 96. Tmmo |) ZMA. KATICT. &It
RyYJAI)L (85. 4g, 60. 5mmo |) &FETH. EAWEERTIC
T2. 5EEERLE, RINEEWICK (6. 8mL) . 2—7O/8/—)
(408mL) &M%k, 50CICHEEL. K (102mL) &FTF L&,
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FIREE T3 ONiEHR%E,. K (136mL) #RML3IONERLAER. =8
FTHEIML T2 2B5@BH L7z, OCITAHL 1 I5EEBH LRI LG
mAEHBL. 2—7O//—)L/K (204mL 122mL) BREKTHE
HE, 40CICTRERZZELEMILEw (117, 29, 25, 7Tmmo |
, INE9 3. 0%) #EBEMGKE LTHE,

[0387] MS (ES 1) m/z:457 [M+H] +,

"TH—NMR (500MHz, CDCl,;) §8. 05 (4H, dd, J=
23. 5, 8 OHz), 7. 62—5, 56 (2H, m), 7. 48—7
41 (4H, m), 7. 38—-7. 32 (1H, m), 5. 85 (1H,
dd, J=22, 3, 2. 3Hz), 5. 54—-5. 37 (2H, m), 4
81 (1H, dd, J=12. 0, 2. 9Hz), 4. 59—4. 49 (
2H, m), 3. 53—3. 44 (2H, m), 2. 69—2. 58 (2H
, m) .

[0388] &=&H411 3 :
3—RYYVAIN—=3" , 5B —I-0-RVYJA)I—-2 —FTHF>-2’
—7)40-3, 4, 5, 6—Fhr3ErOuyTy  (EH (XX))
DE K
[1£98]

[0389] (T#&E3)
SER12THEONELEY (67, Og, 14, Tmmo |l) OF7Eb
Zh)J (402mL) BEBRIC, 4 —IAFLT7I/EYYY (18, 0
g, 14, Tmmol) . NYITFIF7IY (26, 8g, 26. mmo
) ZFHMmE. KalLl, \BlexyYya14I (33, 1g, 23, 5mmo
1) ZE T L. ERICERR. 1TRERELL, RVEZKSL, ¥70OR
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[0390]

[0391]

[0392]

[0393]

VFILAFINI—FTI (670mL) ZMATHRE. 1 0%RIEK (67
OmL) #MATS5HMIBEHL. D LE, BEEZO0. 5M K VILBEKEA
R (670mL) THEFHE., IHICK (335mL) THFELE BohiEk
BEMEBICYI/ORVYFIAFII—FI (670mL) #MAT670mL
ETHERWEL. BENIEMER,

SEFI1 4 -

3, 5=V -0—-RVYAN-2-FFF>—2—-7)40-D-VR7>
J—=2Z2 (&Y (XX 1)) O&EK

[1£99]

(IL#&4)

SEF1 3THELNAESIVORYFIAFILI—FTIVER (67 0mL)
Ie pP— MLIZVRNKRVEE—KFIY (139, 89, 73. 5mmo |)
DKAE®R (134mL) £z, EEWENEL 6 0OCICT6RERE®RLE
o RIGNEEWMEEREITHRANLEDEREL. KEBZS /7 ORVFILAFIV
I—7J) (335mL) THIHLE, BBREEZEHLHE T8 %KMAKEF )
JLKBHR (603mL) T2EH%. K (335mL) THRELEDSE,
EMEZ335mLETHEREL. BEMILEYESL,

BEHF15

3, 5=Y-0—-RVYAN-2-FTFF>—-2—-7)F0—a—D—-YRK
727/o000) K (eEW (XX 1 1)) OERK
[16100]

(L#5)
BEF1ATEONEYIVORYFIMLAFIILI—FTIVEKR (50mL) I
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[0394]

LPooax4sy (50mbL) A, KAT. M)oOoOq4 Vo7 XIVEE
(1. 55g, 6, 66mmo ), PUR (2, 4—Y—tert—TF
IM7x=Z)b) RAXA774 k8 (8. 649, 13, 35bmmo |l) ZMAT,
FREETIEEERLN) 7004 Y2 T7XILEE (1. 55g, 6. 66m
mol)., NJ)R (2, 4—Y—tert—TJFIT7xZI) KRAT7A b
(8. 649, 13. 36mmo |) ZMA1FEBHLL, RIGRICY Y
AORYFIAFILI—FTIL (100mL) ZMATI150mLUTETRE
BELZDB 2MKBEIEFT MY D LKEKR (50mL) . 1 0%FAHES
)Y LKZAER (50mL) #MAT209BBHRLE. RENEEYE DK
L. BHE%Z 2 MKE{LF M) DLKAR (100mL) T2, 6%k
KRFRMNIDLKER (100mL) . K (100mL) T2LO9®&%%FL
o BHEBEZ3O0OMLLUTETRERBEL. AT4> (100mL) #mMA
T3OMLUTETRERMHELIZ, ~AT749%> (100mL) . =KV
JV (100mL) ZMATH®R. FEr=ZRMJILBEATHY (100mL
) TILICHWREE L, PEMZMNYIBISEMER (0. 59) 2#MAT
SOLMEIBHRL2B%E., >/ARVYFIAFILII—FTI (50mL) TH#%
Lz »B=50mLETRERE L. CPME (100mL) #iNATH
OmLZETRERMELZ, S0TICMMEL. A% (50mL) AT
50mLFTRER®EE. ~T¥> (50mL) #@FLAk, AEBET30
SEBIE L. ZO®5 OmL ZTRERMEER. ~749> (50mL) #mx
oo AICBREZISIC2EBYRLAEZR. >0ORVFLAFILI—TIL (
1O0mL) ZmMA. OCITHENE., B LAEREZBL. ATSHV 2D
ORYFIAFILI—FTIV (4EmL " EmL) BERTHEER. EETIC
TRELZELEN{LEEY (6. 29, 16. 4mmo |, IXK61. 3%)
ZHBERKE LTHEL,
MS (ESI) m/z:396 [M+NHz;+H] -,
TH—NMR (500MHz, CDC1lg3) 8. 13 (2H, d, J=7
. 4H=z), 8. 01 (2H, d, J=8, OH=z), 7. 63—-7. 58
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(2H, m) , 7. 49—-7,. 43 (4H, m), 6. 38 (1H, d, J
=4, OHz), 5. 61—-5, 59 (1TH, m), 5. 26 (1H, dd
d, J=50. 4, 6. 9, 4. 6Hz), 4, 86—4. 84 (1TH, m
), 4. 73 (1H, dd, J=12., 6, 2. 9Hz), 4. 62 (1H
, dd, J=12. 0, 4, OH=z) .

[0395] &&611 6 :

[0396]

6 —RUYAI—2— (3, 5—-I—-0—-RYYIAMIN—2—-FFFx>—-2—
VA0 —-B—-D—-YKRI5/J)) —6, 7, 8, 9—FhrSbRAO-2
H—2, 3, 5, 6 —FhrST7H¥RYY [cd] 7XLY UE™ (XX

V) ) O&EK
[16101]
Bz
N
=N
BzO ¢ \ N/)
o N
BzO F
(I#E6)

SEF15TELNEEYW (1. 0g, 3. 59mmo |) OIAFI
ZNRFYR (8mL) BEICKREBEY VAL (3. 51g, 10, 77mm
ol) ZMA104REHLLE. BEH10TELONLEY (2. 724
, 7. 18mmo |) Z34QFTMA. RIMCAVWEEFEREI XA FIN AR
FOR (2mL) THWI A, ERTIREER LA, BB (1. 199,
19, 756mmo ) . ZEbZbrUJJ (15mL) . X% /—J)L (EmL
) ERmMUE, 40CIKMEL. K (5mL) Z#ETFLE, ¥4 0CTHEN
e nEiEs (0. 5mg) ZRML. K (7mL) Z1KENMNITET
L7, @T#. ERITRL. BREFEHL L, BONLBRBRDOBREZR
BL., PEMZNYWL K (73, 25mL) ( RWTIH /=)L (5m
L) T¥H& Lk, BRICTY/—J)L (20mL) #R/MLT, EEFTHSI
OfE# L, BBRLOBEEZREIML, T4 /—JL (5mL) THFELL
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. HEMRZE4 0 CTHREELT. BEMitEYEZEaEESR (1. 49, INK6
3%) & LTHEEL,
[0397] MS (ES 1) m/z:621 [M+H] +.
"TH-—NMR (500MHz, CDC1l,) §8. 11—8. 08 (3H,
m), 8, 03—8, 00 (2H, m), 7. 64—7. 55 (2H, m)
, 7. 50—7. 44 (2H, m), 7. 42—7. 34 (5H, m), 7
27—7. 23 (2H, m), 7. 09 (1H, s), 6. 47 (1H,
dd, J=19. 5, 2, 3Hz), 5. 93—-5, 74 (2H, m), 4
86 (2H, dd, J=12., 6, 3. 4Hz), 4. 75 (1H, dd
d, J=7. 4, 4. 0, 3. 4Hz), 4. 61 (1H, dd, J=12
6, 4. OHz), 4. 31—4, 22 (2H, m), 2. 88 (2H,
dd, J=6. 9, 6. 9Hz), 2. 24—2. 17 (2H, m) .
[0398] &=&H11 7 :
2— (2—=FAF —-2—-7)74AO—-B-D-YKRIS /) —6, 7,
8, 9—Fhr>SkERO—2H-2, 3, 5, 6—FhSF7HERYY [cd]
FALY - p—MUVIVRIKRVERE (EE®W (XXV-TsOH) ) @
=i
[1£102]

NH

=N
I\ 2

N

pd

HO

HO F TsOH
[0399] (T#&7)
22/ 1 6 TtHELNILEYw (300mg, 0. 48mmo |) OTH ./
—J)b (1. 5mL) WRICFMNIIDLIMNFLROISN /—IBER (20%
, 0. 012mL, 0. 03mmo |) #KML., 65 CTO6RMIBIHL
o ERFTAIE. p— MVLIVRIKVE—KNY (184mg, 0. 9
7mmol) . T4/—J)L (0. 6mL) #Mx. ERETI0ONBEERLL
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o TODH. MLIY (6. 3mL) &Mz, BBETHREIERLLER. 0CHE
THE L7, OCTAREEIR LR, WELAERESEL. 0CTITNH
L4 /—)L/ b ILITY (0. 3mL, 0. 9mL) RAKTHEEL-,
Bon/ER%E40CICTREEZEZLEN(EE® (215, 9mg, 0. 4
Emmo |, IN¥L93., 0%) #1571,

[0400] "H—NMR (500MHz, DMSO—dgy) 89. 02 (1H, brs
), 8. 37 (1H, s), 7. 56 (1H, brs), 7. 48 (2H,
dd, J=10. 3, 1. 8Hz), 7. 12 (2H, d, J=7. BHz
), 6. 40 (1H, dd, J=16. 1, 4, OHz), 5. 24 (1H
, m), 4. 34 (1H, dt, J=13. 0, 5. 2Hz), 3. 98 (
1TH, brs), 3. 69—3. 58 (4H, m), 2. 87 (2H, t,
J=5, 2Hz), 2. 29 (3H, s), 2. 00—1., 98 (2H, m
) .

[0401] <2. BRI XL FF K (CDN) OENK>
1—1. CDN A—-10&8K
BIRUXOVLAFRK (CDN A—1) %, UFTOERAF—LA—-TIC
WMo TEAM Lo BRAF—LA—TIZBWVWT, A2HATeoc—Fhr57
HRYY [cd] PALVE, PGIATBSE, PG2ADMT r&E, P
G3ATeocH . PGasrLevE, PGEHNA I lockH, PG7AT
FAcCETH?,

[ERAF—LA—1]
[0402]
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NN (Re-2 DMTrQ o N o
e
™SO OH  (1a) Than TS0 (Reeah)
P
Q Nj
T4
MH NH Mitiaed (I1a2)
- HCI N =N
BN, PN B,
HO N MMTrO N HO. N
o ;0_\( - io?‘ o
T2 TiE3 [e]
HO F -TsOH (T#Ea0-1) HO F (I8a0-2) )J\/\[fo F
(XXV-TsOH) (4A-01) ° a)
2 H i 4
New Py ™S O N NTeoe NfLN/\/O\/N N
2 4
DMTYO <NI:I\/) \C[JI/\H HO. <N lN/) \IOK\H
o o
o o
WLO TBSO i) NO TBSO /0
o K s ° K -
\\\\ P R==S
o o \O o - o O \O o —_—
N e TR5-1 N e e
: Ti2ad-1) § Ti2ad-
g§5 O = g§5 O *
N= N
N N
Teoc {Rc-5A) Teoc (Rc- 6 A-gq)
o " Q H
O N \]/\ _Teac N AN ~Teac
» N N 7 N N
AllocO. <N ‘ N/) ’o H AliocO <N ! N/J \([Z)(\H
o o &
WO TBSO O wo  TBSO /O \_,)
0 F y‘.!:zs R R=S (Rc-2)
o o \O Q o] o" \O Q
N h\.—r\x»\cF3 (%;E (fl) g | \—N)LCFB IE7
é 2a g 2
&S N = {f% S (TH2aD)
== N=
N (Rc-6A) N (Re-7A)
Teoc Teac
Fs0
o//J\N/>
o N Teoc N A~ O N Teot
5e /O <INfL)N/\/ ~ \[(\N/ HS\P// (/f\j' he W\ﬁ
‘P""“O NN o [ o NN ©
F O % o FQ
Waso /o Tus Wsso /o
NN 5 M N
ﬁ?/)) o RS LY oS R
o] o «2EtzN
Teoc’N }){\)\\CFS HN 3
(Re,Rc-8) (Rp,Rp-9)

[0403] =EJEH 1
5 H

—0—[EX (4—AKFTT7TZ=))

(7)) AFN] —3°
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[0404]

[0405]

O—[tert—7FI (¥XFI) ¥YN] —2" —0—-[ (1S, 3a
R) —5h>kKO—-1H, 3H-FOO [1, 2—c] [1, 3, 2] #
FHHFRAKR=—IN—1—a4)] —1— (2— {[ (N— {[2— (MY XF
W )I) ThF2] ANRZNY TJYUDN) PR/ ANFD) TFI)
147> (X (Rc—3A) OEEMICHEY) OEK

[16104]
O H
Pt N _Teoc
RO RReS
DMTrO N" N
@]
TBSO O
(T2 1)

5 —0— [EX (4—XbFPT7xzZ)) (7)) XFIL] =3’
—O0—[tert—TFIL (XFI) Y] —1— (2= {[ (N— {
[2— (RUXFILZYIIN) ThFD] BRI T)2I) TXJT X
¥} ZTFI) 4722 (10, Og) IKRAKY 700X (1650m
L) Z2MAT—-5CIT®»IML. MJITFALT7IY (1. 73mL) Z&HmL
7oo EEAMRICXCHAEXE] (Tetrahedron Letter, 199
8, 39, 2491—-2494) ® (3aR) —1—sOO0Fh>kRO-—
1TH, SH=-¥oBo [1, 2—c] [1, 3, 2] AFHHFRIAKR—IL DR
Kooox4y (50mL) @EZETL. RIEE T3 09[R L.
ERICERL., SONMEBRE REREBMELL, BELAHEERYMEY
700XV THFBREL, 7I/2VAF VO~ NS 74— [¥00
OX& Yy /BT FIV] THEEL. BEEW%ERSE (10, 49, K9
1. 7%)

MS (ESI) m/z:1088 (M+H) +, 1086 (M—H) -,
TH—NMR (MeCN—d;) §:7. 94 (1H, s), 7. 93 (1H
, s), 7. 44—7. 42 (3H, m), 7. 31 (4H, d, J=9.
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[0406]

OHz), 7. 27 (2H, t, J=7. OHz), 7. 21 (1H, t,
J=7. OHz), 6. 84 (4H, d, J=7. OHz), 5. 88 (1
H, d, J=6, 5Hz), 5. 83 (1H, brm), 4, 94 (1H,
m), 4. 56 (2H, m), 4. 33 (1TH, m), 4, 17—4. 02
(6H, m), 3. 74 (6H, s), 3. 69 (2H, m), 3. 61—
3. 57 (3H, m), 3. 43 (1H, dd, J=5., OHz), 3. 2
8—3. 19 (3H, m), 2. 48—2. 44 (1H, m), 1. 65—
1. 49 (3H, m) 1. 26—1., 17 (1H, m), 0. 94—-0. 9
O (2H, m), 0. 87 (9H, s), 0. 10 (3H, s), 0. 06
(3H, s), 0. 00 (9H, s).

3T P—NMR (MeCN—d3;) §:151, 93,

ERERI2 -

2— {2—=FAFxv-2-7)040-5-0— [ (4—A+FTT7zZ))
(7zxz=)) AFINV] —B—-D-VRIZ/I} =6, 7, 8, 9—7F
hSeERO—-2H-2, 3, 5, 6—FrhS7H¥RVY [cd] 7XLVig
BiE (X (4A—,,) DIELEWICHEY) OEK

[1£105]
NH
=N
MMTrO N
o}
OH F +HC
(C#&2)

SEZBI1 T THRONEENDPp — MVIVRIVKRVERE (34, 249,
71. 2mmo |) OEYZY (17 1mL) BRIC,. BRETE XA MFY
NYyFioBaY R (26, 4g, 85. 4mmo |) #RMMLE, EETH
2 ARFRERET Le®, SRRBKRFNIDVLKAER (17 1mL) ZFET
L7s MILTY (684 mL) ZHRMLT, BREBICKBEEZRELL, B85
NEE#EBE 1 0%REK (17 1mL) THREL., AELESL, )Y
VIEERIE (8. 29g. 71. 2mmo |) ZHmML. TEBEERLEL, X5



WO 2024/024935 166 PCT/JP2023/027716

YT UiEEE (12, 3g. 106. 8mmo |) ARMLTH2 3B
BifH L, SoNRBRERI SEREZRENRLT, MLy (103mlL)
THRREES LT, BNtLEYOERIEDEFREINE Lk,
BonEFERO—I (BEH1 7 THRLNAEEMD P — MLIVRIL
RUBIED 6. O gRmEHESD) Z27th=FYJL (120mL) IZEEBL
ERICTH2EBR L, FBORRE2BTES, BET40CTE
BB EICE>T. BWIELEMERS, (7. 599, INEI8. 5%)
[0407] "H—NMR (DMSO—-Dg, D,0) &:8. 35 (1H, s), 7. 3
9—7. 13 (14H, m), 6. 91—6. 85 (2H, m), 6. 40
(1H, dd, J=17. 8, 1. 7Hz), 5. 36—5. 22 (1H,
m), 4, 59—4,. 49 (1H, m), 4. 14—4, 08 (1H, m)
, 3. 62—3. 55 (2H, m), 3. 32—3. 27 (2H, m), 2
74—2, 61 (2H, m), 2. 01—1, 88 (2H, m) ..
[0408] =EfI3 :
2— (PYXFILTUL) IFI 2—-[2—-FHFFY—-2-7)403—
O— (4—FFYRVEHI/AN) —B—D-YUKRISZ/IN] -2, 7, 8
, 9—FhSERO—-6H—-2, 3, 5, 6—FrSTFHERYY [cd] 7
Abrv—6-—hiRFL—F (X (4A) ODIEEWITHY) ODERK

[1t106]
Teoc
N

o

W

HO NN
(¢]
. 5
Mo F
0
(C#&3)

Eiefl 2 TELONELEMDIEERE (4. 00g. 6. 48mmo |) %
JoOoOox4dy (80mL) ICEBIHE. N, N—Jq4vy S aEILITFILT
(1. 69mL, 9. 72mmo |) #HRmMLB—WBKICLE, BE

i
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[0409]

WEICLTYVER (796 ul, 7. 78mmo ), SAFILTI/EY

v (79. 2mg,. 648umol), 1—IFI—3— (3—=IXF)
2/70F)L) ALVKRYA4IR (1. 49g, 7. 78mmo |) %JER
AMUERICTIFEB®R L, RINAKRIC S BREEKERFT M) D LKBER
(80mL) Z&HRML., BERRICKEZS®R L, Boh/iKEZY /700
X85> (A0mL) THH LA, SONEEBEZEHLETRET. BE%
BEL7%&,
SonfkEEET7EMN M) (20mL) THEEIEN, N-2q4V T
OFLIFLFIY (8. 82mL, 51, 9mmol), Teoc—ON
P(11. O0g,. 38. 9mmo |) Z&KML 6 O0OTICHEL 4 4 5@E1BE
L7ze BRI THINULBERAY 7O (44mL) . 1 0%ELLT Y
EZULKB®R (44mL) ZMATHEL. KEZEBEIFIL (44mL
) THIE LA, BohBREBZEHLET. 1 0%IBLET7YEZY LKAR
(44mL) . 10%&REAHY VLKEKR (44mL) . 2TOWVWT1 0%k
BAh) ULKAER (44mL) THELEE BET. BEEZBELE,
BonikEEY7OO0x4yY (80mL) TEEL., MeOH (10,
EmL) ., Y/00FE (2. 70mL., 32. 9mmo |) #5MLEER
TI1EBEB®R L, REERIC7O0088 (2. 70mL, 32, 9mm
ol) ZARMULERT 6REBH L, RIGAEKRICY /7 OOFE (680
wl, 8. 29mmo |) ZHRMLERTOREBIHLALE. OTITHEL
R)ZFLF7IY (11, 3mL, 81, Tmmo |l) #FTFLE, RINA
BREBELRBLEONLEEZSVATNASLIOR NI ST 4 — (X
/=l onOxAsy) TREEL. BREEYMZESKE (2. 6949, ¥
KT 5%) .

MS (ESI)m/z:552 (M+H) +, 610 (M+AcO) —

‘0
\

N

TH—-NMR (500MHz, DMSO—-d6) §:8. 52 (1H, d,
J=1, 1Hz), 7. 62 (1H, s), 6. 50 (1H, dd, J=1
5. 8, 4. 9Hz) , 5. 68 (0. bH, t, J=4. 9Hz) , 5.
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[0410]

[0411]

58 (0. 5H, t, J=5. 2Hz), 5. 46—5. 42 (1H, m)
, 5. 29 (1H, t, J=5, 2Hz), 4. 26 (2H, tJ=8. 0
Hz), 4. 19 (1H, s), 4. 04—3, 91 (2H, m), 3. 6
8—3. 59 (2H, m), 2. 90 (2H, s), 2. 78 (2H, t,
J=6. 6Hz), 2. 64—2. 62 (2H, m), 2. 13 (3H, s
), 2. 00 (2H, d, J=8. OHz), 0. 99 (2H, t, J=8
. OHz), —0. 01 (9H, s).

EHefl4

(2R, 3R, 4R, 5R) —2— ({[L(R) — ({ (2R, 3R, 4R
, BR) =5— {[EX (44— X FTT7xzZ)) (7z=I) X bhFY]
AFIY —4—{[tert—TFI (AFI) PUN] #F>} —2—
[1— (2, 2—UXFL—6, 9—-UFFY -5, 12-IFFH-7,
10-Y7H—-2-VS5F S5TAY—14—4A)) —6—-FFY—1, 6
—YeRO-9H-TYY—-9—q)] FFVYSV-3 a1} F*>) |
[ (2R) =1 = (MY TNABTEFI) EOYTY—-2—-a)L] X F
DYy RARAFFAN] FFDY AFN) —4—-T)F0565— (6— {[2
— (MYXFLZYIIL) Th*F2] AR} —6, 7, 8, 9—FT 3
ERO—2H-2, 3, 5, 6—Fr5F7H¥RYY [cd] PXLY—2—
1) FxYS0=3 -4 4—FFYRV4H/)1—kF (R (Rc—5A
) DIEEMICHE) DEK

[16107]
o H
N O N _Teoc
DMTrO </ | /)N \é(\H
o N
0]
TBSO [¢]
o o\ 0
N O—\‘N>\\ CFy
i 3
N=
/N
Teoc
(I#E4)
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[0412]

2— (MUXFLIYN) ZFIL 2= [2—-FFF>—2-7)L7403
—0— (4—FFYRVHIAN) —B—-D-YKRIZISI/IN] -2, 7,
8, 9—FrSkERO—6H—-2, 3, 5, 6—FrSTF7HFRVY [cd]
TALy—6—hIRFL—b (EREFIITELONILEH) (660mg
1. 20mmo ) 7=k Y (4, EmL) BRICENLF25—
Y—73A (198mg) Z#HRMUTEET 1 IFEEH L, BIBR/ICTE
EH1 TRLONEEY (1. 579, 1. 44mmo |) OF7Er=FY
J (6. 6mL) BRICELF25—Y—T3A (198mg) #HRMLT
ERETIREBHLRE L. EVF25—2—T3A (132mg) =K
ML, BMEEZRXERL0. 92mo | /LDT—AFIRVYYIAIFIYY
LMYT7S5—bDTF7EMZMYIIAKR (2. 6mL, 2. 40mmo |) %
Bk, BRICTTREBHE. NIFLF7IY (666ul, 4. 7
O9mmo ). 1— (MNYZNAOTFEFI) 125V —)L (246 ul.
2. 16mmo |) Z&KML. EETER L, #1EIRRE. U048
YERYKR (234mg, 1. 56mmo | ) ZHRMLT, EETI1EHEIE
Bl RBREZREBLELF25—2—T%KRE 7Er=ZMYJIL (3m
L) TH& L, BRERBELEOKWEEREREEZYVAX IV ASLOTNY
574 — (BRI FIL/~NFHY) THREL. BNEEMESKL (1. 15
g. INE54%) . RISFHICENRT D) VEFLEDODITRAFLAT—IEHP
LCRIEDNESR, 95. 7:4. 3THor,

MS (ESI)m/ /z:1767 (M+H) +
"TH—NMR (DMSO—-Dg) &6:8. 65—8,. 60 (1H, m), 8

52 (1H, s), 8. 24 (2H, s), 7. 44 (1H, s), 7.
32—7. 14 (9H, m), 6. 85—6. 79 (4H, m), 6. 43
(1H, dd, J=18, 3, 3. 4Hz), 6. 20 (1H, d, J=3

4Hz), 5. 71—-5. 58 (1H, m), 5. 56—5. 46 (2H
, m), 4. 77—4. 73 (1H, m), 4. 54—4. 48 (2H, m
), 4. 33—3. 83 (13H, m), 3. 74—3. 71 (1H, m)
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[0413]

[0414]

, 3. 71 (6H, s), 3. 65—3. 33 (7H, m), 3. 10-3
. 05 (1H, m), 2. 88—2, 80 (2H, m), 2, 76—2, 7
1 (2H, m), 2. 64—2. 58 (2H, m), 2. 10 (3H, s)
, 2. 01—1, 91 (2H, m), 1., 75 (4H, q, J=91, 1H
z), 1. 00—-0. 82 (6H, m), 0. 73 (9H, s), 0. 04
——0. 03 (24H, m).

31P—NMR (500MHz, DMSO—d,) 6§:68. 8
=I5

(2R, 3R, 4R, 5R) —2— ({[L(R) — ({ (2R, 3R, 4R
, BR) =4 —{[tert—TFI (FAFI) YN] TF>} —2—
[1— (2, 2=UXF)—6, 9—IUAFVY—-5, 12-IFFH4-7,
10-Y7H—-2-VS5F S5TAY—14—4A)) —6—-FFY—1, 6
—JerO-9H-FYr—-9—q)] —-5—- [ ({[ (FAR-2—-TV
—1—=A4J) FTF2] ANKRZL} FF2) AFL] FFYSIU—-3 -4
Y AFY) {[(2R) —1— (MYZFO7EFIN) EOYYY—2—
AI] ARFD} RAROAFFAN] FFD} AFII) —4-T)405 -
(6— {[2— (FRUXFILZYN) T hF2] ARz} —6, 7, 8
, 9—FhSERO—-2H-2, 3, 5, 6—FrSTFHERYY [cd] 7
ALy=2—4N) FYSV=-3 -4 4—FFYRVEII—K (
N (Rc—6A) DILEWICHEY) OEK

[1£108]
o H
N SO N _Teoc
AllocO o quN\/)N \Q/\H
o]
TBSO O
*\}7\ /.
o o o)
N O_\_N>‘0F3
=
/N
Teoc'
(L#E5-1)



WO 2024/024935 171 PCT/JP2023/027716

EHEHI4 THEOSNhEAY (1. 1459, 0. 65mmo |) @Y% 0O
OX4&> (20mL) @®w®ICT/—J)L (1. 5mL) . Yo/OOBEE (1
60ul, 1. 94mmo |) ZHRMLTERTIKER LL, IHICVY
OO®#E: (80ul, O. 97mmo |) #i1x. =ERT5. SEREEBHL
feo RICKNYIFITIY (540ul, 3. 89mmo |) TYIVF#H
cIKABUS%KEKFEFN)TLK (10mL) Z2HATHRO—MIRL
BB EKB1NICOR UL, BHME 1125 %KEEKEST M) D LK (1
OmL) ZMATHREL, BERE2 EKB2IC2R L,

RICSKEB1ICY780AX49Y (10mL) ZmMATHEL, BRE3 &K
B33ICHBLI, SHICKB2ICEARBIZMATHEL., BHES KB
4ICDB LT, BRE2 CABEA4 ZEOETRETEBEL. FEICHEKT
Eh=ZhUN (10mL) ZMATHETREREL., Z7)— RO MY FILE
TH3>3X (Rc—6A—,,) ICHHETZILEMZET1. 1374 g5,
(T#25—2)

RICEBER Y FIE (849mg, 0. 58mmo |) oy soOxsy v (
18mL) &@&IC. N, N, N” |, NN =F rSAFILIFLIYITIV (
86ulL, 0. 58mmo )., yOOKE7YIL (61 L, 0. 58m
mo |) ZMA. ERTIHE209#E#HLAE, N, N, NV, NN —F ¢
SAFIIFLYITIY (86ul, 0. 58mmo |) ., YOQKET
JJ (61 ul, O. 58mmo |) #BIL. 200EHBRK. ISITN,
N, NN, N =F Kk SAFIITFLVYIFTIY (86uL, 0. 58mm
ol). voOxEE7)I (61 ulL, O. 58mmo |) ZEML. =&
T1O008#BEN, N, NN, N =F R SAFLIFLYITIV (21

5ulL, 0. T44mmo |) ., 70O00kE7YIL (15uL, O, 14
2mmo |) ZEMULK, ERT30NBIHE. 5WKEKERF M) D LK
(10mL) ZMAEBHE. 9K LEL, EREZRETEBEERL. BEE>
VATNAS LAY NTST 14— (BRBRTFIV/ANFHV) ICTHERL,
Bt am%iE- (757mg, INES80%) ,
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[0415]

[0416]

MS (ESI) m/z:1548. 9 (M+H) +
"TH—NMR (DMSO—-Dg) &6:8. 65—8,. 60 (1H, m), 8
51 (1H, s), 8. 26 (1H, s), 8. 23 (1H, s), 7.
45 (1H, s), 7. 21—7. 16 (1H, m), 6. 41 (1H, d
d, J=18. 9, 3. 4Hz), 6. 16—6. 14 (1H, m), 5.
93—-5. 85 (1H, m), 5. 70—-5, 57 (1H, m), 5, 51
—5, 42 (2H, m), 5, 33—5, 28 (1H, m), 5. 25—5
20 (1TH, m), 4. 72—4, 67 (1H, m), 4, 61—4, 5
6 (2H, m), 4, 54—4, 49 (2H, m), 4. 46—4, 41 (
TH, m), 4, 32—3, 90 (15H, m), 3. 65—3, 41 (7
H, m), 2. 89—2, 82 (2H, m), 2. 78—2. 73 (2H,
m), 2. 66—2. 57 (3H, m), 2. 53—2. 35 (1H, m)
, 2. 12 (3H, s), 2. 03—1. 94 (2H, m), 1, 86—1
73 (2H, m), 1. 00—0. 95 (2H, m), 0. 94—-0. 8
9 (3H, m), 0. 85 (9H, s), 0. 10—0. 07 (6H, m)
, 0. 02——0. 03 (18H, m) ..
31TP—NMR (500MHz, DMSO—dg) §:68. 7
ERERI6 -
[ (2R, 3R, 4R, B5R) —=3—{[tert—TFI (XFI) ¥
Y] #F2} —5—[1— (2, 2—UXFI—6, 9—IA4FY—5,
12=VFFH—-7, 10-VF7H¥-2-VSFRSTHY—-14—-4))
—6—FFY—1, 6-—YeRO-9H-FYr—-9—q)L] —4— {[(
R) — ({ (2R, 3R, 4R, 5R) —4—-7)#03—-kkrO*>-—5
— (66— {[2— (PYXFILZYI) TbF2] AIKRZL} —6, 7,
8, 9—F kS RO—2H—-2, 3, 5, 6—FrSTF7HFRVY [cd]
TALY=2—q4) AFYSv—2—4L} xrFx2) {[ (2R) —1
— (Myzirx07€FI) EOQYYY—2—4)L] X XY} RREOF
FAN] FFY AFVYSV-2—A)] XFII TOR-2-TV—1-—
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A4 A—Rx—F (K (Rc—7A) OILEWIHEY) OEK

[{£109]
Q o
N N/\/O\/N _Teoc
AllocO </N IN/) \[O(\H
:O:
O
F HO TBSO ,—S
OT"O
"o N>\\C|=3
SO
Teoc”
(T#6)

Eifl s TEoNEW (0. 7469, 0. 48mmo |) Y/ O
OX%Y (15mL) BRICERS Y VEEERE (53mg., 0. 58mmo
1) ZRMUTERTIMIBER L, 2%REBKEREFMN)TLK (10mL
) EMATELL, 9K L, BMEEZRETNREERL. BEE VAT
ASLYPOR NI Z 74— (BRI FIL/A~FHY) ICTHEEL. BHESE
M (552mg, INK79%) #EEE LTEE,

[0417] MS (ES 1) m/z:1448. 65 (M—H) —
"TH—NMR (DMSO—-Ds) &6:8. 65—8. 60 (1H, m), 8

51 (1H, s), 8. 26 (1H, s), 8. 24 (1H, s), 7.
37 (1H, s), 7. 23—7. 16 (1H, m), 6. 39 (1H, d
d, J=19. 5, 2. 3Hz), 6. 15 (1H, d, J=5. 2Hz)
, 5. 94—-5, 85 (2H, m), 5. 50—5. 44 (1H, m), 5

35—5, 20 (3H, m), 4. 71—4,. 67 (1H, m), 4. 6
1—4. 58 (2H, m), 4. 54—4. 51 (2H, m), 4. 46—
4, 35 (2H, m), 4, 31—-3. 87 (16H, m), 3. 66—3
44 (6H, m), 2, 87—2. 81 (2H, m), 2. 05—1. 9
2 (2H, m), 1. 86—1. 65 (4H, m), 1. 02—0. 96 (
2H, m), 0. 94—-0. 90 (2H, m), 0. 86 (9H, s), O

11—-0. 09 (6H, m), 0, 03——0. 01 (18H, m) .
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31P—NMR (500MHz, DMSO—d,) §:68., 6
[0418] =f&f7 :

2— (MIXFLZYN) ZFIL [2— ({[2— (9— { (2R, BR
, 7R, 8R, 10R, 12aR, 14R, 15R, 15aR, 16R) —
16— {[tert—TFIL (AFNL) PYN] AF} —15-T1IF
0—2, 10—-EX (R77=YFv) =2, 10-EX {[ (2R) —
1T— (M)onu407€FI)V) EQYYY—2—a4)L] A bF} —14-—
(6— {[2— (FRUXFILZYN) T hF2] ARz} —6, 7, 8
, 9—FhSERO—-2H-2, 3, 5, 6—FrSTFHERYY [cd] 7
AlLv—2—4J) #24%RO—2H, 10H, 12H—-5, 8—x%J
—2A5, 10As—7@1[3, 2—1] [1, 3, 6, 9, 11, 2, 10
1 RUSFFYIRRAI 7L IQF VTV —T -4} —6—FFY—
6, 9—YbRO-TH-TYY—1—qJl) ThFI] AFII} 7I/)
—2—FFVIFIN] A—1X—F (X (Rc. Rc—8) OILEMICHE

H) DEMX
[1E110]
FaC
07N
A
0 N NSO N Teoc
Sse/ 415 N
Prungy P
AT °
oty
v L/ o P\:iS o
Teoc N o~\— >\CF3
(T#&7)

EiEhl 6 TRONEEY (100mg, 68. 9umo |) YO0
X2 (1. OmL) BRICELF257——T3A (30. Omg) &R
MUTE=EERT SFEBHR LE, BEBREO0TCITHEAL., MJIFILTX
v (14, 4ul, 103 umol) & (3aR) —1—20057hK>
EkO—-1H, 3H-EOO [1, 2—c] [1, 3, 2] #FHH¥FKAK
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[0419]
[0420]

—)L (13. 7Tmg, 82. 8umo l) #¥svOOx4%4> (1 -0mL)
WA LIEBRERML, ERICFREL T30 LA, mWTIARY
(19. 3mg, 137umol) . FrSIFAM)TTZIKRAT 4 N
UL (15, 9mg, 13, 8umo |) Z&HmML 15EE#RLE. R
BEBRREOCITHHAML. PEb=FYJIN (2. OmL) . 0. 8mo | /L
RS LAET—T7 A5V YD LN)IDL—MOBRKTZEN= NI
AR (1 72ul) ZRMUERTTIRHEEBHLE, TORN)IFILTI
v (38. 4ul, 275umo ) 1= (KYTZN4BT7EFI) 13
V=)L (11, 8ul, T04umol) ZHML., EEBT2EEBHL
oo IBICFHYHVERYR (20, 7Tmg., 138umo |) #FmML
 2HFEBR L, RIBRZBEAELTELF25—Y—T&RWEE. K (
1. OmL) Z&RML., BREICKEEZEEZLL, BONLERE3 467
mgD>53084mgaBETRMEL. BMIELEYOEE (170, 6m
g9) =187,

MS (ESI)m/z:1623 (M+H) +, 1621 (M—H) —
=518 :

X (N, N—-YIFJIITH¥YF7I=94L) (2R, 5R, 7R, 8R, 1
OR, 12aR, 14R, 15R, 15aR, 16R) —16— {[ter
t—=TFI (IAFI) PDN] FFY} —15—-T)40-2, 10—
FFY—-T7—-[6—FFY—-1— (2= {[ (N= {[2—= (PUXFILY
JIL) TRFD] AR JUDII) PRT/] AMFDY ITFIIL) — 1
, 6—YErO-9H-FY>Y—-—9—4a)] —-14—- (6, 7, 8, 9) —
FhSeRO-2H-2, 3, 5, 6 —FrSFPHRVY [cd] PXLV
—2—4JV) A% RO—2H, 10H, 12H—-5, 8—x4/—22
5, 10A5-70([3, 2—11 [1, 3, 6, 9, 11, 2, 101 R
VEAFFHIRRAT AT STV -2, 10-EX (FF5—H)

(X (Rp, Rp—9) OLEMIHEY) OEK
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[16111]
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[0421] (T#8)

Ehefl7 TELNEE (170, 6mg) ZX4%/—)Lb (1. 7TmL)
IR E, 28%7VE=TKEAR (838ul) #hKmML., 45CILE
BL T2 OBsEER L, RIGRZKRL THRAYERE, BETRELE
o BBEAY ) —IVIIABIE, X9/ —IABS5057TmgDHI>BLE502
Omg&BETEBMELL, BEICS0%AY /—LKBRBELVCNIIFI
TIVERMLULTERAL., 247 3mgDREERRERT, TDHI>H238
OmgDBEREMEHPLC (PEA=ZNYIL/ 1OmMMEEEEN) ZFILT
VEZULKBR) ICTHERL, 2BEKTHERLE, ZOBRICHL. ¥
VAT IV ERWEERMEETW,. 0. O6%NJIFILFPIV / FEIZ
NJIWBBRTAREIE, BoNoBELRETZ22&T. BHEEY (20

Omg, 2TIfBINE26%) 2EHKE L TiHL, ITR7~8TEXT S
VRFEDIT AT LAY —LIdRGE. BEAIOHPLCREDRER. 8
9:11Th-o7,

[0422] MS (ES 1) m/z:1121 (M+H) +, 1119 (M—H) —
TH-NMR (MeCN—d3) §:8. 61 (1H, s), 8. 10 (1
H, s), 8 07 (1H, brs), 7. 84—7. 82 (1H, m),
7. 50 (1H, brs), 7. 03 (1H, brs), 6. 37 (1H,
dd, J=16. 5, 3, OHz), 6. 10 (1H, d, J=8. OHz
), 6. 06 (1TH, brm), 5. 51 (1H, dt, J=52. 5, 4

OHz), 5. 37 (1H, m), 5. 31 (1TH, m), 4. 57 (2
H, d, J=7. OHz), 4. 52 (1H, d, J=3. 5Hz), 4.
28 (2H, m), 4. 19 (3H, m), 4. 07 (3H, m), 3.
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1 (1H, ddd, J=12, 0, 5. 0, 2. OH=z), 3. 84 (1H
, ddd, J=12, 0, 5. 0, 2. OHz), 3. 70 (2H, m) ,
3. 62 (2H, m), 3. 46 (2H, m), 2. 99 (6H, q, J=
7. OHz), 2. 86 (1H, m), 2. 73 (1H, m), 1. 95 (
2H, m), 1. 17 (18H, t, J=7. OHz), 0. 95—-0. 9
2 (2H, m), 0. 94 (9H, s), 0. 23 (3H, s), 0. 20
(3H, s), 0. 00 (9H, s).
31TP—NMR (MeCN—-—d3) §:58., 31, 57, 22,

[0423] 1 —2. CDN A—-20O&MK
BIRVXVLAFR (CDN A—-2) %, UTFOEMAF—LA—-2(C
H-TEMLE BRAF—LA—-2IIBVWT, A2HABz—T7F=ZVE,
PGIATBSE, PG2HNADMT rE., PG3ATeocH, PG4AHL
eviE, PGSH5A”AIl locHE, PG7TATFACETHD,
[ERAF—LA—2]
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[16112]
o ¢
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TBSO  OH - RSO O
(an) s (Rc-3A)
o\_/Nj
NHBz NHBz (%Eazz)
N =N N =N
DMTrO . </N L HO . /N /LN/)
\/—\( o) ;—\( |

oH ¢ I )WO F

N
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HO A
o NN o NN
a o
o R -5 [ ,/s
O‘““'P\/ o} o P\/
N T3 o
N

0
TI783-2
l o‘\:‘N)’*ch (T#2a3-1) N 01N>’\\CF3 (T32a3-2)
f\? N s O
NHBz N e
(Rc-5A) (Rc-6A-¢1)
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H H
?IU\N/\/O\/NW/\Q/T%C </N\M/U\N/\/O\/Nm/\N,TeQC
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0 o
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&N N (T#ad) O\ U (T#2a5)
N= -
NHBz (Rc-6A) NHBz (Rc-7A)
Facj/\
N
g N
2 i H o
o._N o o_N
Ss L </N ‘ N O NN a0 Ly </N\“)LN/\/ ~ \[(\NHTeoc
B, o 0 P N P o
F9 ° F cg N
b\\TBSO 0 Q\TBSO 5}
N N N
- BRI g —_ (/ e pl—SH
N(\\ N/> ° Y I#E6 N N/> © R\R
NHBz f/*} (L¥2a6) NH, 0
N
(R¢,Rc-8) ey (Rp,Rp-9)

[0424] EJEH9 :

N—ARVYAIN—-2" —FFF> -2 —7)040—-3" —0— (4—F#F
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YRV IAN) PTF/v (X (4A) DILEMICHEY) O&EK
[16113]

(1)
N—~RYYJA)J=5" —0— [EX (4—X+FTTzZ)l) (=)
) XFN] -2 —FFFT -2 —7)A0F7TF /v (2. 509, 3
70mmo |) @Y OOx4Y (25mL) BRICEET. LT VR
(668uL, 5. 56mmol)., 1—-IFI—3— (3—UXFJI T3
J70ElL) ANKRY A X NERIE (1. 069, 5. 55mmo ), 4
—IXFITIT/IEYYY (4. Emg, 0. Odmmo |) #HRML.
=RT—KiB%. LTYVE (189ul, 1, 85mmol) ., 1—T
FIL=3—= (3=UAFNLTI/7OEN) AIKRIA I RIBERE (353
mg. 1. 84mmo |) #BIML. 35CICHFELKE, 1. LEEBHE
A=IAFITI/EYTYY (4, Bmg, 0. O4mmo | ) #BEML
. S5CTAREBIR L, RICERICRL. BFBBTFIL (25mL) [ 5
%REEKFRT M) D LKBHR (50mL) ZMNADEL. Bohi-AREL
20%RIEK (50mL) THEEEK, EAKWMES M) D LTREER BAE%E
BELE, RICEEEZY7O00X%>Y (37. 5mL) . K (0. 667m
L) #MZBERL. 2RTF. 6% /00RO 700X 49 ViRRE RN
Lic. EBT150BRR%. X4 /—)L (12, 5mL) TRIEEIIVF
L. S%RBBKFRFT M) DLKBEHR (75mL) 20 LTDHRML. B#%
I LTz, BSoNBHBEZ20%RIEBK (75mL) THREL. ARE
ERET. BEEEE LAR BEEVVASNVASLIARNT ST 4 —
(X& /= /Tooaxsy) THEEL, BMLEYMERE (1. 644
CINER94%)
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[0425] "TH—NMR (CDC1l,;) &§:9. 08 (1H, s), 8. 80 (1H,
s), 8 14 (1H, s), 8. 03 (2H, d, J=7. 4Hz), 7
63 (1H, t, J=7. 4Hz), 7. 54 (2H, t, J=7. 7H
z), 6. 19 (1H, dd, J=12, 0, 6. 3Hz), 5. 90 (1
H, dt, J=50. 8, 5. 7Hz), 5. 76—5., 66 (2H, m)
, 4. 42 (1H, s), 4. 02—3. 96 (1H, m), 3. 87—-3
80 (1H, m), 2. 93—-2, 84 (1H, m), 2. 83—2, 6
5 (3H, m), 2. 23 (3H, s).
[0426] =fEfI1 0 :
2R, 3R, 4R, 5R) - 5— (6—~RXYZXFPIR—-9H—-Fyv—9—
1) —2— ({[(R) — ({ (2R, 3R, 4R, 5R) —=5— {[E
2 (A—XAbEy7xzzZ)V) (7)) AMFI] AFLY —4— { [t
ert—7FIL (AXFI) PYN] FFP} —2—-[1— (2, 2=I X
FI—6, 9—IUF*xY—-5, 12-IFxH-7, 10-IF7H-2-
SThSTHAY—-14—4)V) —6—FFY—-1, 6-—YERrRO-9H-7
)o—=9—AN] FFYS—-3—-y I} FF>) {[(2R) —1— (b
JoAa7EFIL) EOYTy—2—4)L] X RFT} RRFOQFAAIL
1 FF2} AFN) —4—-T0FAFFYIV—-3 -4 4—-FFYRY
9/I—F (X (Rc—5A) DILEMIHEE) ODEK

[16114]
Q H
;\] N/\/O\/N N,Teoc
DMTrO <N |N/) j)]/\H
:O:
A
o 88O O
N O—_LN)“CF3
SR

[0427] (I #&2)
E=HH I TELNILEYW (800mg,. 1. 70mmo 1) . ELFa
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[0428]

S—Y—TJ2Z4A (160mg) OFE,=RYJ (8mL) BEBLUE
Eefl1 cREontet (2. 03g, 1. 87mmo l) . ELFa7—
S—T24A (160mg) OF7Er=rYJ (8mL) BEEEFTNTIhZE
FT. BETIREBBREREAL. 1 -7z 214389V YILMN)TL—
f (749mg., 2. 55mmo |) ZHRIL7E, ERTH2REHEBRE.
N)ZTFLFPZIY (1, 18ml, 8. 48mmo ). 1— (KUZJIF
O7tEFIL) 4A3FY—)L (271ul, 2. 38mmo |) &FKML. =
BTI1BEEBRLE, ¥ Y9 2YERYK (382mg, 2. 55mmo |
) AL, 1 8EMEIBHE,. BT FIL (30mL) . 5%KEKES b
Vo LKAR (10mL) ZHRmML. BRREICKBEEELL, §5hE
WEEZ20%RIEK (10mL) THEL. BohBRBERET. AK
EBEL, BBEVVATNAS LA NI ST 4— (A5 /=)
BITFII) THEL. BMLEEMESE (1. 349, IXE4ET7T%) ,
MS (ESI)m/z:1688 (M+H) +, 1686 (M—H) —
TH-NMR (500MHz, CDC1l;) §:9. 25 (1H, s), 8
77 (1H, s), 8. 25 (1H, s), 8, 05 (2H, d, J=7
4Hz), 7. 94 (1H, s), 7. 86 (1H, s), 7. 60 (1
H, t, J=7. 4Hz), 7. 51 (2H, t, J=7. THz), 7.
40 (2H, d, J=7. 4Hz), 7. 29 (4H, dd, J=8. 6,
1. 7Hz), 7. 23 (1H, d, J=7. 4Hz), 7. 17 (1H,
t, J=7. 2Hz), 6. 80 (4H, dd, J=8. 9, 1. 4Hz)
, 6. 28 (1H, dd, J=18. 9, 1. 7Hz), 6. 11 (1H,
d, J=4, 6Hz), 5. 81 -5, 61 (3H, m), 5. 43—5,
38 (1H, m), 4. 63 (2H, d, J=6. 9Hz), 4. 50 (1
H, t, J=4, 6Hz), 4. 36 (1H, m), 4, 28—4, 25 (
3H, m), 4. 23—4. 20 (1H, m), 4. 17—4. 08 (6H
m), 4. 03—4. 00 (1H, m), 3. 83 (2H, d, J=6. 3
Hz), 3. 78—-3. 74 (8H, m), 3. 62 (2H, q, J=686.
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9Hz), 3. 49 (1H, dd, J=10. 9, 3. 4Hz), 3. 24
(1H, dd, J=10. 9, 4, OHz), 2. 81 (2H, dd, J=
10. 9, 6. 3Hz), 2. 69 (2H, g, J=6, 3Hz), 2. 2
O (3H, s), 2. 02—1, 89 (4H, m), 1. 26 (1H, t,
J=7.2), 0. 95-0. 91 (2H, m), 0. 80 (9H, s),
0. 00 (s, 15H).

31P—NMR (600MHz, CDC 1) §:70. 0

[0429] =fefI1 1 :

(2R, 3R, 4R, 5R) - 5— (6—-~RXYZXFPIRNR—9H—-FTYv—9
—M4)) —2— ({[(R) —{[ (2R, 3R, 4R, 5R) —4— {[
tert—7FI (PAFI) PYN] FFP} —2—-[1—- (2, 22
AFI—6, 9—UFFY—5, 12—-IFFxH4—-7, 10-IF7H—2—
VSFNSTAYV-14—A)L) —6—FFY—-1, 6—YERO-9H-
TYVY—=9—4J)] —5— (EROFIAFI) XYV -3—4J)L] #
F2} {[(2R) —1— (MNYZLAOTEFI) EOVDY—2—9)
1 ARFV)Y RABROAFFAI] AF}) XAFIV) —4—2)A0FFYS
v=3—q) 4—FFxYRvHI/IT—Fr (X (Rc—6A—,;) ICHY

) DERK
[1£115]
Q H
</Nifj\N/\/O\/N\ﬂ/\u/Teoc
HO o N N 0
o
Y\)J\O TBSO O
e} F, P,’—S
o o\ o
N 01N>\CF3
SCIER
NHBz
(I#E3)

EREFI1 O THELNAEY (1. 24g, 735umo|l) 22400
A& (25mL) ITBEBIEBEK (0. 13mL) , Y7008 (7
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50ul, 9. O7mmo |) DIEICERICTHRMUL, IBEFEIBHLLE
. SWIRBEKFRFT MY DL (25mL) ZFTFL. BBRRIOKBEZEELE
s BONLEMEE20%BEK (25mL) THEL., BoNhAHES
BET. BEZEBE L, BBEVVATNVAZLIAT NI ST 4— (X
&= /BT FI) THEE L. BMLEY%ERFREZ (569mg, INEKS
6 %) .

[0430] MS (ES 1) m/z:1385 (M+H) +, 1383 (M—H) —

ERefFl1 2 :

(2R, 3R, 4R, 5R) - 5— (6—-~RXYZXFPIRNR—9H—-FTYv—9
—M4)) —2— ({[(R) — ({(2R, 3R, 4R, 5R) —4— {[
tert—7FI (PAFI) PYN] FFP} —2—-[1—- (2, 22
AFI—6, 9—UFFY—5, 12-IF4FH—-7, 10-YF7H—-2—
VSFNSTAYV-14—A)L) —6—FFY—-1, 6—YERO-9H-
F)r—=9—a)] =5—- [ ({[ (FOR-2-TIV—1—-9)) FF¥
1 AIVRZIVY FHY) AFL]I FFRYSI=3 -4} FF2) {[ (2
R) —1— (MYZia07EFI) EOYIY—2—4)L] A bFI} K
ZRAFFAIN] AFT} AFI) —4—LAOQFFYSIV—-3 -9
4—FFYyRvH/T1—F (X (Rc—6A) OIELEMICHEE) DEK
[16116]

o]

H
O._-N Teoc
N AN -
N N
.8 I
AliocO NN 0
Q
o]
NO TBSO O

S
d o 0
N Hcr,

N N' N

</\ N

=
NHBz

o/

(I#E4)
EHEH1 1 TELORELEEY (339mg. 245 umo |) #4900
A& (TmbL) ITAEXIE. N, N, NN, N —=F b SXAFILIFL YV
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[0431]
[0432]

JPIv (22ul, 0. 15mmo |), YO00FBF7YIL (26 ul.
. 24mmo |) DOIEICOTCICTARMLE, ¥W3FEEBIKELAZ. N, N
, NV, N —=F K KSAFNLIZTFLVYITETY (22uL, 0. TEmmo
1), yO00FB7JYIL (26ul. 0. 24mmo |) DIEICOTICTH
mL. ERICEBLARNIEEBRZA4LEBYIRL, bRREKES
)L (TmL) Z@FL. BRRIOKBEZEE LA, Soh/-AH#ER2
O%RIEK (TmL) THEL. BONBARBERET. BELEELE
o BBEV)ATINAZLIOARKNIZT74— (X85 —IL/EBEITFI)
THREEL. BMEmESL (215mg, IXEL60%) .
MS (ESI)m/z:1469 (M+H) +, 1467 (M—H) —
ERefl1 3 :
{ (2R, 3R, 4R, 5R) —4— {[ (R) — {[ (2R, 3R, 4R
, BR) = 5= (6 —-RYZXFPIR-9H-FY>r—-9—1q)V) —4—-7)L
AO0-3—-bROFVAFYSY—2—-aL] XbFY} {[ (2R) —1
— (MY ziA07&F) EOYVIY—2—q4)I] X bFP} RREOF
FAN] AF2} =3 = {[tert—TFIL (AFIL) PYN] FF>
} —5—[1— (2, 2=UXF)—6, 9—-UAFY—-5, 12-IFF
H—7, 10-YFPHF-2-23F 8 5THhY—14—-4qJ)L) —6—FFY
-1, 6=YeRO-9H-TYY—=9—Aq)L] FFYSV—2—1)L} X
FI TaR-2-Iv—-1—-4) A—FKRx—F H (Rc—7A) D
EEMICEE) DEK
[16117]

(@)
H
;\l N/\/OVN\“/\N/Teoc
<) o H
AllocO N N/
o]
TBSO O

; L
o oM\ o}
N O—_LN»“C&

e
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[0433]
[0434]

(IL#5)

L1 2TH/ELNEEYW (107mg, 72, Qumo |) 2370
OX4%Y (2mL) ICAEIE, ERSYUVERRIE (6. 7Tmg, 73 um
ol) ZERICTHRMUMIEBH L, EFSTUEEEE (1. 3mg

T5umo ) #FRICTARMULN IFEBH LR, 5%KBKERST b+
)L (1mL) ZF@FL. BRRIOKBEZEE LA, Soh/-AH#ER?2
O%EBIBK (1mL) THEL., SONCEREEZRET. AEZEBELL
o BBEV)ATINAZLIOARKNIZT74— (X85 —IL/EBEITFI)
THREL. BMLEmESLZ (77. Tmg, IXKR78%) ,
31P—NMR (600MHz, CDC ;) §:70. 4
Ehefl1 4 -

2— (MIXFLZYN) ZFIL (2= {[(2— {9—-— [ (2R, BR
, 7R, 8R, 10R, 12aR, 14R, 15R, 15aR, 16R) —
14— (6—-RVYXFPIR-9QH-TYr—-9—-a)) —16— {[ter
t—=TFI (AFIIL) PYN] AFL} —15—-—D)4d0—-2, 10K
A (AN77=z)Fv) —2, 10-EX {[(2R) —1— (MY ZF
A7tFIL) EQ)Ir—2—-q4)] AbF2} A% RO0-2H, 10
H, 12H—-5, 8—X#%4/—22A5 10A5—27Q01[3, 2—11 [1,
3, 6, 9, 11, 2, 10] RUVIAFHIRRAT 7o /QF 05TV
—7—4)] —6—FFY—-6, 9—-YerRO-1TH-FYv—1—AJ}
IRFY) AFN]I TR/} —2—FFVIFIL) A—1"A—=F (X (R
c. Rc—8) DILEWMICHEE) OEK
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[16118]
F3C
a®
S
S\\P/O é\‘ | )N/\/O\/N\[(\NHTBOC
| NN °
F O ©
@uaao f
@I@ ome RS
NHBz
Lo
O)\CFB
(L 6)

L1 3TELONLELEY (35. 5mg. 25. 9umo |) ZF b
SekOo735y (0. 5mL) [TAEBLMN)ZFALT7IY (7. 2ul) %
wmiLrz, (3aR) —1—-20O0Fb>ERO0—-1H, 3H-FEOO [1
, 2—c] [1, 3, 2] #FHYHYPRAK—I (6. 4mg, 38. 7um
ol) #F S RATZSY (178ul) ICBMLEBKRE—20TICT
AL, ERICERBLTIONBR L, HLEEGEZS )T 4104
— Millex LH 0. 45um) ICTHEBLFTMAEROTZSY (
360ul) ICTHE&E L, BRICTANSFAN) TJZZWNERRT 4185
oL (3. Omg, 2. 6umol)  ¥XAKRY (7. 3mg. 52um
ol) Z&RmL 2EBH L, ThSFAMITIZNRRAT A VNS Y
o4 (3. Omg, 2. 6umo |) ZHRML 2sEIBI¥LLAE, 0. 4mo
| JLICRARBLIET =02 A X9V YDILN)TL—bOBRKTEN=
EJIWER (97, 5ul) Z—50CTAHRMLERICFELE. 285E
BYLE BWT, M)IFLT7IY (21, 7ubl, 155umol) .
1T— (MYZA4AQT7EFIL) A5V =)L (4. dul, 2. dmmo |
) =ML, ERTIRERELE ¥4 2ERYRN (11, 6mg,
77. 6umo ) ZRML., 1 6KREB#HE,. BT FIIL (1mL) [ 5
%REEKFIRT MY D LKAR (1mL) #HMNL. BREICKEEREELE
s BON/IBEHMEA20%RIEK (1mL) THEL, BONLEHRELEH
ET. BEEZEBELE, RBEVVATNVAZ LA NITZT7 14— (X%
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[0435]
[0436]

[0437]

[0438]
[0439]

= /EBRTFI) THEEL. BREEMESL (10, 2mg. X2
6%. HPLC (210nm) E—VmE&EL 96. 2%) .

MS (ESI)m/z:1545 (M+H) +, 1543 (M—H) —
Ehefl1 5 :

2— (MIXFLZYN) ZFIL (2= {[(2— {9—-— [ (2R, BR
, 7R, 8R, 10R, 12aR, 14R, 15R, 15aR, 16R) —
14— (6—-7X/—-9H-FY>r—9—4aJ)) —16— {[tert—7
FI (XFI) PYN] FFPY —15—-T)402, 10-IAFY—
2, 10-EX (RWT77=)) #%bkO—2H, 1T0H, 12H-5
, 8—X%&%/—22%, 10A5—710[3, 2—1]1 [1, 3, 6, 9, 1
1, 2, 101 RYAFFHIRRAT7>o0F 0972y —T -] —
6—FFY—6, 9—YbRO-TH-FYr—1—qL} ThFY) XF
W1 72/} —2—FFVYIFN) A—nX—F (A (Rp, Rp—9)
DILEWICHEY) ODEK

[16119]
9 H
0] (o] N
R/ }\l NN NHTeoc
HS\F/”’”O <N |N/J 1.(\
F O g ?
o TBSO o
N(/N | Nﬁo """" PLSH
N ||R
NH,
(L#&7)

EREF 1 4TREONEE (2. Omg, 1. 3umo l) X%/ —
V(0. TmL) ICABL25%7VE=7K (20ulL) ZRMIMLE50T
ICIDELB®¥ L, 2BEE%BHPLC (210nm) ZREL. 71. 7%
OE—VEmELETEMEEMNER L & =R L,

MS (ESI)m/z:1082 (M+H) +, 1080 (M—H) —

1—3. CDN B—-10&K

BIRVXILAFR (CDN B—1) %, UTFOERAF—LB—1(C
R>TEAM L. BAF—LB—1ICBVWT, A2ABz—FF=VE,
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PG1ATBSHE, PG2ADMT r&, PG3ATeocH, PG4HL

evE, PGS5”Al locH PGIHNTFACETH?,
[EMRAF—LB—1]

[1£120]

cl
NHBz P NHBz
0" N N
N =N /) =N
DMTIO <N K DMTIO <’N L
:o: N7 N (Rc-2) :o: rooN
—_—— _
OH F TE1 o F
(Tb1) |'3 {(Rc-3B)
0" N
A
I N 5
N NSO N Te0C N N0 NoTEoC (ITFEb2)
S0 I &1 I
DMTIO NN HO. NN
o o
o
TBSO  OH (14) Ti2p TBSO OM (1B)
o
NHBz NHBz
NNy N~ >N
7 v
(N I 7 <N | g

DMTrO HO
O

RIS et s 8Ty e
P P 0 P P o

- o N7 /\o NN
’2 o} _ ") o] _
QN u Q T4 CN u Q IS5

o T oA (Ti63) o0 O~ emy  (THEBY

o

o] (Rc-5B)

NHBz Ci

" f” ES BLN/_U

o N .
<’N \ P \_Q a H
N N O N
Mo\ o (Sc-2) S\\P/o qu\’.‘ Y NHTeoo
o " 1 ..... o) o N N/) o]
o._N I#6
8.2 T Moy ONHTeoe (I%bS) PO
oA NN R TBSO O
¢] N N ,
[) 0 r L2 O P—Ss
N o Nx N \O
TBSO OH (Rc-7B)
7? NHBz Q_/ (R,5¢-8)
o)\
Q H
(o] N O N
N NHT
ws Pl al e
{ o N
F O
—— o 830 P
IfE7 NN T nd
(T2b6) N(\IN; o Posn
© (Rp,Rp-9)
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[0440] &E1 8 :
N—A~RVYVAIJ—5" —0— [EX (44X F2T7xz=J)) (7))
AFN] -2 =FFFP-2" =743 —0— [ (1S, 3aR)
—>hSbERA-1H, 3H-FOoO [1, 2—c] [1, 3, 2] &%
HPHRAK=I—1—-a4L] 7T/ (X (Rc—3B) OILAWICHEY

) DERK
[16121]
NHBz
N =N
0. ¢
DMTrO O J
o F

[0441] (T#21)
N—~RYYAI—5" —0— [EXR (4—AFPTzZ)) (7z=)

) AFNL] -2 =FFFL -2 —J)4arF /v (1. 509, 2
22mmo |) Z¥/0O0OX4Y (26mL) ICAFEL, ELF2153—Y
—J24A (623mg), NJIFILT

i

v (371ul, 2. 66mm
ol) ZRMULEERT 1 RKERBKE L, BEBKRZ—16TCITHEL. BK
rvooax4dy (3mL) ICB#ELE (3aR) —1—/s00F7bkZERDO
—1H, 3H-¥Foo [1, 2—c] [1, 3, 2] #FHYHFRAK—I (
440mg, 2. 66mmo |) ZHRMLE, BRICERRLAEZDS 3 045E
B, REREZREETZIETELFa253—2—T%2RELE. BREZE
MLR BonHEERMEZT /700X 9 Y THRAEL, 72/ %0
Fhoavx hIZ74— (/00X s ) THREL, BREEMESE (
1. 259, N&E70%) .

[0442] "H—NMR (CDC | ;) §:8. 90 (1TH, brs), 8. 79 (1
H, s), 8 29 (1Hs), 8, 02 (2H, d, J=7. 4Hz) ,
7. 64—-7, 60 (1H, m), 7. 56—7. 51 (2H, m), 7.
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41—-7., 38 (2H, m) , 7. 32—7,. 18 (7H, m), 6. 82
—6. 77 (4H, m), 6. 29 (1H, dd, J=16. 6, 2. T1TH
z), 5. 62 (1H, dg, J=52. 1, 2. THz), 5. 13-5
04 (TH, m), 4, 45—4, 41 (1H, m), 4, 36—4, 3
2 (1H, m), 3. 90—-3. 84 (1H, m), 3. 80—-3. 68 (
7H, m), 3. 61—-3. 49 (2H, m), 3. 40—-3, 35 (1H
, m), 3. 16—3, 07 (TH, m), 1. 93—1. 70 (3H, m
), 1. 44—1, 36 (1H, m).
31TP—NMR (500MHz, CDC1l3) §: 155, 65 (d, J=5
8)

[0443] &E611 9 :

[0444]

3" —0—[tert—TJFI (IAFI) ¥YIL] =2 —0— (4—=%
FYRVEIAN) —1— (2= { L (IN= {[2= (RUXFILZYL)
IThFV] BIVKRZWNY TVOV) PRI AMNFDY ZFI) A2
(& (1B) OILEMICHE) OEK

[16122]
Q H
/N N/\/OVN I\‘/Teoc
o <;ﬁ> T
&
(0]
TBSO o}
N
(L& 2)

SEF 5 TELNEEEY (2. 50g. 2. 6 1mmo |) #¥4 00O
X&HY (25mL) AL, LTYVEE (605mg. 5. 21Tmmo |
), IAFILTI/EYYY (31, 8mg, 261 ul), 1 —IF)—
3= (3=UXFNTI/TAENL) AIVKIAIFK (809mg, 5. 2
Tmmo |) ZIEXRAMUERICTAREBRLAE, RINEBIZCES %) Vg
2KFEDVDLKBR (25mL) ZRmML., BERICKEZEELL, 7
LONI-EE%E 5 BREBKFRFT N VLKAEKR (25mL) . 20%BEK
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[0445]

[0446]

(25mL) THEL. SOoNBREBZRET. FEEZESE L.
BoniKEET 700Xy (50mL) IBREL. BEK (470
L) . Y7008 (1. 50mL, 18, Tmmo |) #=RICTHML
SEEEBH L, KaLAS /=) (1mL) ZHRMULAEEERICFEEL.
B%REERKFES M D LIKBR (25 mL) ERML. BREICKEEEE
Lic. BONIEBEZDL BREBKFEF NI VLKAKR (25mL) . 20
%EB\K (25mL) THEFL. SONELBREBZRET. PEEZEELL
o BONERBEEYATNASLIARNIZ 74— (X5 /=)
OOx4>) THREL. BMEEMERSE (1. 499, IXET76%) .
"TH—NMR (CDC1l;) &:8. 05 (1H, s), 7. 85 (1H,
s), 7. 15 (1H, d, J=33, 2Hz), 5. 98 (1H, brs
), 5. 72 (1H, dt, J=6. 9, 5. 2Hz), 5. 63 (1H,
brs), 5. 42 (1H, brs), 4, 79—-4. 74 (1H, m),
4, 71—4, 69 (1H, m), 4. 67—4. 60 (1H, m), 4.
24—4. 11 (5H, m), 4. 00—3., 95 (1H, m), 3. 84
—3. 65 (BH, m), 2. 70—-2, 65 (2H, m), 2. 59-2
53 (2H, m), 2. 13 (3H, s), 1. 00—0. 95 (2H,
m), O, 94 (9H, s), 0, 13—0. 09 (6H, m), 0. 03
(9H, s).
2%EF20 :
(2R, 3R, 4R, 5R) =5—- ({[(R) —{[(2R) —1—-7¢%
FreEnyvr-2—an] A+F>} {[ (2R, 3R, 4R, 5R) —
E— (6 ANYZXFIR-9QH-TFYVr—-9—-q)) —2— {[EX (4—
ARFTT7TZIV) (TxZ)b) AMFV] AFLY —4—T)FOFFY
V=3 —4)] FF} RRAKROAFFAI] 7F2) XFIL) —4— { [
tert—7FI (PAFI) PYN] FFP} —2—-[1—- (2, 22
AFI—6, 9—UFFY—5, 12—-IFFxH4—-7, 10-IF7H—2—
VSFNSTAYV-14—A)L) —6—FFY—-1, 6—YERO-9H-
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TV —9—AN] AFYSV—-3 - 4—FFYRVH/)IT—F (
I (Rc—5B) OILEMICHEY) OAEK
[1£123]

N
DMTrO
(o]

0 H
¢ F N N/\/O\/N\H/\NHTGOC
Ssp S 0
NTON

0"\
o)

SOR=0

[0447] (T7#23)
SEF19THELNLEY (1. 109, 1. 46mmo |) . ELF
15—Y—T7R4A (220mg) OF7Eb=MJIL (5. 5mL) BES
LUSEH 1 8THELNELEEY (1. 29g. 1. 60mmo |) ., EL
Fa153—Y—7R4A (220mg) OF7Er=krYJL (5. B5mL) BRE
ZENETNERT,. ERETI0OEBHEESL. 0. 4MITERELALT -
TSV YDLMN)IDL—bDOTEMZ M) ILAKR (5. 48mL
2. 19mmo |) ZRMLE, ZERICTT OEB®HL. MUIFLT
v (1, 02mL, 7. 28mmo |) . 1MICHABLAEEKERO 7
R=hULEBK (1. 53mL, 1. 53mmo |) &%KEML. EET20
BB L, FH U9 2YERYK (230mg,. 1. 53mmo |) &K
L. 4EZEERTE®E L, RIERZBEAICLYELF215——TR %R
ELEDE, BT FIL (22mL) . 5%REKERF MU D LKER (1
TmL) ZRMUBIRLAER., KBEZEE L, GOoNEEREZ20%E
/K (1 1TmL) THREL. BONELEREZRBRET. AEZ28BELE, 5
ONEREBEEZDVATINVAS LAY NI S 74— (X4 /)= /BT F
V) THREL., BMbEamESL (1. 499, INXK63%) ,

[0448] 31 P—NMR (500MHz, MeCN—d;) §:69. 1
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MS (ESI)m/z:1634 (M+H) +, 1632 (M—H) —
[0449] &EH]12 1
(2R, 3R, 4R, 5R) =5—- ({[(R) —{[(2R) —1—-7¢%
FreEnyvr-2—an] A+F>} {[ (2R, 3R, 4R, 5R) —
E— (6 ANUYZXFIR-9QH-TVr—-9—q)) —4—-T/NFB2— (
EROFXFIV) XYV —3 4] FF>} RAKOQAFAAI] 7
FU AFIL) 44— {[tert—TFIL (XFII) ¥VI] #F}
—2—[1— (2, 2—=UXFIL—6, 9-UFFY—5, 12-IUF*xH
-7, 10-Y7H%-2-5Fh5THY—14—-9)V) —6—-FFY—
1, 6—=YeRO-9H-TFYY—-9—q)L] FFYSV—-3 -1 4-—
AzxyRvEHs/T—k (X (Rc—6B) DILEYICHEYE) OERK
[15124]
NHBz

/N
¢

HO N
’s)
k ; Q H
O F N O
S N NHTeoc
o <IB T
NT N

[OIEAN

[0450] (T #&4)
ZEH20THESLSNIIEEY (400mg, 245 umo |) 224700

X5y (AmL) ITABIEBEK (44ul), Y700 (120w
L. 1. 45mmo |) OIEICERICTRMLA, 4BBEBHLAEE. 5%
REBKFRF MU DL (AmL) ZETL. BEBICKBEZEEZLL, F5h
EREZ20%RIEK (4mL) THEL, BONEEREZRET. &
WEBE L, BEZUEMHEHPLC (FEM=ZNYILK) THEEL, BW
b5/ (103mg, WE3I2%) ,

[0451] MS (ESI) m/z:1331 (M+H) +, 1329 (M—H) —

[0452] ZEH|2 2 -
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[0453]

[0454]

[0455]

2— (MUXFZ)I) ZFL (2= {[(2—{9—-[ (2R, 3R
, 4S, BR) =6— ({[(R) = {[(2R) =1 =7&FAERYY
v—2—a4)] Xt+F*} {[ (2R, 3R, 4R, 5R) —=5— (66—
VATPIR=9H-TYY—=9—q)l) —4—-2)L402— (EROFIA
FI) FFYSI—3—A4)] FFL} RABRAFAAIL] X2} XFI
) —4—{[tert—=—TFIL (AFII) V)] FF} =3 -k RO
FOAFYSIV-—2—4)] —6—FFV—-6, 9-JkrkO—-1H-TY
Y=1—AJ)} ThFY) AFN] TR/} —2—FFVYIFI) B—/ X
—bkF (X (Rc—7B) ObLEWITEHY) OERK

[1125]
NHBz
N AN
¢ 1)
HO N
0
k;ﬁ 2 o f
AN
S\\g F «ij\j KNHTeoc
07\ N
0
L,
N0
f TBSO OH
(L#5)

SER2 1 THELONIEEY (94, 6mg. 71, Oumo |) #375

OOX4&Y (2mL) IR@EIHE, E RSYVEE (6. 54mg, 71
. Oumo |) ZO0CICTHRMUERICTHRML 6REBH LA, K (Tm
L) %ML, BHRBICKEBEREE L, BONEHEESL 2 0%RIEK (
TmL) THEL., BONLCERBZRET. SEZEBE L, BEZY Y
ATNASLI7ATNTST4— (X9 /= /BT FIL) THEL. B
Bt BYW%EB~ (64, 8mg, INET74%) ,
MS (ESI)m/z:1233 (M+H) +, 1231 (M—H) —
31P—NMR (500MHz, MeCN—d;) §:69. 6
SEF2 3 :

2— (MIXFLZYN) ZFIL (2= {[(2— {9—-— [ (2R, BR
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[0456]

, 7R, 8R, 10R, 12aR, 14R, 15R, 15aR, 16R) —
2— {[(2R) =1 —7EFAEOYYY—2—94)L] XbFx>} =10
—{[(28) - 1—=7EFEQAYVI Y—2—9)L] A FP} —14—
(6 —RVYZXFPIR-9H-TFYr—-9—qJ)L) —16— {[tert—7
FIL (XFI) PYN] FFP} —15—-7)40-2, 10—-ER (R
WI77=)FV) #9%ekO—2H, 10H, 12H-5, 8—X%/—
245, 10A5—701[3, 2—11 [1, 3, 6, 9, 11, 2, 10]
RUIFFXRYIRAT 7 90QF 98T —T—4)] —6—FFY—6
, 9—YkeRO-TH-FYY—1—9JL} ThFY) AFIV] T/} —
2—FFxvVvIFN) h—n A=k (X (R

c, Sc—8) OILEMICHY) OEK

[1126]
o]
@
{ i ;
S\\ /O </N t )N/\/OVNY\NHTGOC
o o
F O ©
TBSO o
L S
e TN
3 N (0]
NHBz
>
e
(L#E6)

SER2 2 TELNIEEY (32, 4mg, 26, 3umo |) =T/
OOx4> (0. 65mL) ICBEFELELF*F25—>—TX (6. 5mg)
EARMUERICTIONEEH L, BREBKREZ—20TCITAAL M) TF
W72y (4, 4ul, 31, 6umol) & (3aS) —1—-200
S rZeRAO—-1H, 3H-FKOQO [1, 2—c] [1, 3, 2] FFHH
RAKR—I (4. 4mg. 26. 3umo |) #¥sOOx4> (0. 32
mL) IR LAZBARERNL,. BRICRE L, RINEHREZ 1RHEBHL
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[0457]
[0458]

0. dmo | JLICEAELET —T7zZWMISY)ILRN)TL—MD
fRAKk7Er=bULAEKR (1 78ul) ZRMULERTIREBRLE R
INBRICNYIZTFILFTIY (4, dul, 31, 6umo l) BLT1MIC
AR L EAKEBOTE NN ILEAKR (28. Oul, 28umo |) %
AMUERTIREBIR LA, RBBRICFF VS VERYEN (4. Tmg
, 27. 6umo |) ZHRML2IKEAEETERE LL, RIAREZERBALE
L¥a1S5S—T2%BELEL%K. Yo0Ox4%> (0. 4mL) BLU5 %K
BEKZmF MU D LKEAKR (O, 5mL) ZHML. BEHRIOKBEZEELE
o BON/EAMEEZ2 0%RIEK (0. 5mL) THEL. BohiEHE
ZRET. BEEBE L, BAZHEMEHPLCICTHEL (FEM=ZMY
I/ K) TREL., BMEEMEEL (2. S5mg, INE7%. HPLC (
210nm) E—/JmEMEL 67. 6%) .

MS (ESI)m/z:1436 (M+H) +, 1434 (M—H) —

BEF24 .

2— (MIXFLZYN) ZFIL (2= {[(2— {9—-— [ (2R, BR
, 7R, 8R, 10R, 12aR, 14R, 15R, 15aR, 16R) —
14— (6—-7X/—-9H-FY>r—9—4aJ)) —16— {[tert—7
FI (XFI) PYN] FFPY —15—-T)402, 10-IAFY—
2, T0-EX (RWVT77=)) #V%EFO—2H, TOH, 1T2H-5
, 8—X%/—225, 10A5—70[3, 2—1] [1, 3, 6, 9, 1
1, 2, 101 RYAFFHIRRAT7>o0F 0972y —T -] —
6—FFY—6, 9—YbRO-TH-FYr—1—qL} ThFY) XF
W1 72/} —2—FFVYIFN) A—nX—F (A (Rp, Rp—9)
DILEWICHEE) OEK
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[16127]
Q H
N O~ N 00
HS\T/'/’""O </N [N/)N \g/\NHT
F O ©
r/N NQ\TBS?P/O
n @ o s
o]
NH,
[0459] (T#&7)
ZEZH 2 3THELSNIILEY G&RIEAK) (1. 3mg, 0. 87 umo |

PCT/JP2023/027716

) A=) (BOuL) ICEMBL25%T7VYE=ZF7K (10ul) &5
MULSOCICIELIBH L, 6BFE®BHPLC (210nm) ZAIEL.

21,
[0460] MS (ES 1) m/z:1082 (M+H) +,

[0461] <3. CDN—Y Y H—DERH>

3%DE—VERLTEMEEMMNER LI & &M LT,
1080 (M—H) —

CDN—=YYh—%, UTFOERAF—LAICH>TEML T,

[ERAF—L4]
[0462] [15128]

9 H H
o N T { N
HS\P// <N ‘ N/\/ \[)I/\H eoc HS\P//O (/N :‘ J‘/\/O WC])/\NHZ
""" NN o NN
£ 4 Tig2 cd o)
P S TBSO © (THga7) b%\ OH O
NN @ / NN ©
IE\‘ p \O“”WF{\/SH "L;\\:f O‘,‘,_.F{\/SH
| o] o]
HN “2ELN HN
(Rp,Rp-9) (Rp,Rp-10)
o] o] o] o] Q
THE3 B R AR N
o] N~ N/\/O\/N N N N N .
(1*268) HS\F//” o N)‘\N/) \g/\H\ \g/\H E/\)L
;4T C 5
VAR QoK O
O u 9y QN N Nb\\
HO NTO(\HJ\/NE/\)\N i r\ll/\‘ p - F{\’SH 2EN
HN °
(11)
[ (Rp,Rp-12)
3
o

(o}
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[0463]

[0464]

[0465]

SEF25 :

N—[4— (11, 12=-YFerkaIyRyY [b, f]1 7YV —5 (6
H) —q) —4—FFVYTHI/AN] T)INTIVIIN—-L—-—TJz=ZILT
S=v (k& (11) ) OERK

[15129]

0 4

Q 2
HO N\K\Q&HNNQ}
o}

R
(T#&1)

1T—{[4— (11, 12=yFeRrRkOdRyY [b, f] 7Y V-5
(6H) —q1JI) —4—FFVYTH/A)N] x>} EOYDV—2, 5—
‘4> (5. 0g. 12, dmmo ) FYIWLTYIIL—L—-—Tz=)b
75— (4. 2g. 14, 9mmo |) OF7Er,=HFYJI (BEOmL) .
K (50mL) MBRICERTCMN)ITFLT7IY (2. 3mL, 16, Tm
mo | ) ZHRMLT. WAREERLE, Tmo | /LOIERKAR (16
2mL) #HRmE. BMbEYMORERSR (4. 6mg) ZhRMLE, ER
THIER L, BoNBEBERICK (100mL) Z 2N TETLE
s 40CTHM1. SIFEIRE#HE. Tmo | /LDIEMKER (16. 2mL
) EHRMU, 3O00EME. ERICAANLT, ISIK2EBHERLEL, &
BEMNOERAEBILT, PEMZMYIIL K (1,73, 50mL) TH#%
L7, #ER%E30CTHRERELT. BEMtEYEEaERES (6. 79, IX
LIBE%) & LTEHE
TH—NMR (500MHz, DMSO—dg) §:12. 8 (1H, brs
), 8 15—7. 95 (3H, m), 7. 68—7. 17 (13H, m)

\'l

, 5. 01 (1H, J=14, 2Hz), 4. 41—4, 37 (1H, m)
, 3. 74—-3. 57 (5H, m) 3. 05—-3. 01 (1H, m), 2.
87 (1H, dd, J=14. 2, 9. 3Hz), 2. 68—2. 59 (1
H, m). 2. 32—2, 25 (1TH, m), 2, 09—2, 03 (1H,
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m), 1. 82—1, 76 (1H, m) .

[0466] =1 6 :

N—[(2— {9—-[ (2R, 5R, 7R, 8R, 1T0OR, 12aR, 14
R, TR, 15aR, 16R) —15—7)4#0—-16—-kRrRO*x>—2
, 10-UF*vy—-2, T0-EX (RNVT77=Z)) —14— (6, 7, 8
, 9—F kS RO—-2H-2, 3, 5, 6—FrST7H¥RYY [cd] 7
ALv—2—4J)) #2%RO—2H, 10H, 12H—-5, 8—x%J
—2A5, 10A5—70([3, 2—1] [1, 3, 6, 9, 11, 2, 10
1 RUSFFHYIVRRAT 70T TIV =T —AN] —6—-FFY —
6, 9— b RO—TH-TYY—1—AL} TrFY) XFI] FTYUIY
7R (X (Rp, Rp—10) OEMICHLE) OERK 1

[15130]

0

H
N NSOy,
“Peap N N/) (0]

(T22)

FZ (N, N—=YITFILITHVF7I=94L) (2R, 5R, 7R, 8R,
10R, 12aR, 14R, 15R, 15aR, 16R) —16— {[te
rt—7FI (UAFIL) PUN] A%V} —1565—-7)b40-2, 10—
oxFv-T7-[6—FFV-1—(2— {[ (N={[2= (FUXFIL
SUN) TRFY] ANKRZNY TVDN) PRI ARFDY TFI) —
1, 6—=YrRO-9H-FYY—-9—q)] —14—- (6, 7, 8, 9)
—FhSkbERO-2H-2, 3, 5, 6—FrSTF7H¥RVY [cd] 7XL
v—2—4J)) A4S RkO—2H, 1TOH, 12H—-5, 8—X%/—2
A5, 10A5—-70([3, 2—11 [1, 3, 6, 9, 11, 2, 10]
RVFIFFHIRAT7o 70785720 —=2, T0-ERXR (FF>—Fh
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[0467]

) (EREHI8 (Rp, Rp—9) Oft&d) (1g. 0. 76mmo 1) @
TIAFIZIEFY R (3mL) BRICERFTTO%T NS TFILTUE
ZOLTZIFY RKBER (3mL) ZKmML., 30CT2HEIRE L, 7
Zh=bYJJL (12mL), EEALYIL (0. 59g. 5. 32mmo
1) ZRMUTEERT 4BEE®R L, PYIFILFPIY (ImL) [ K
(2mL) ZRMLT, EERT2HBERESER. Smo | /LOIEEK (1.
2mL) Z6EICHITFTHRMLE, MJITFILTIY (60pl) ZHML
. AEMERER L, BONAEBEREBETTHIOMLETRELEBEL
oo Z7EMZBRMDIL (20mL) ZHRMLT, BRETTHTI OmL ETAE
ZBETHBREEZ2LEBYRLAE. 7EMZMJIL (B50mL) ZFHML
T, BEFTTHIOmLETRAEEZEBEET2RFEE 20K YR L, 85N
B ®ICEmo | SLDIEERK (165 ul) #HRML, FEA=ZRMUIL (
50mL) #&KIE. OCETAHAML C2R[EHE#RLRLL, B5NBEERDL
HEMFZBIRLT, PEA=MJJ (BmL) THELE, BEZ25TCT
MREIEL T, BMEEYWERGHESE (0. 469, K7 1%) &LTHE
720
MS (ESI) m/z:863 (M+H) +, 861 (M—H) -,
TH-—NMR (500MHz, DMSO—dg) §:9. 18 (1H, t, J
=6. 5Hz), 9. 02 (1H, brs), 8. 69 (1H, s), 8.
37 (1H, s), 8. 20 (1H, s), 8. 09 (2H, brs), 7
. 47 (1H, s), 6. 40 (1H, dd, J=15, 0, 2. OHz)
, 6. 06 (1H, d, J=8., OHz), 5. 42 (1H, d, J=52
5Hz), 5. 22 (1TH, m), 5. 09 (1TH, m), 4. 56 (1
H, dd, J=10. 0, 6. 5Hz), 4. 43—4, 40 (2H, m)
, 4. 30 (2H, m), 4. 19—4, 08 (3H, m), 3. 91 (2
H, m), 3. 77 (1H, dd, J=11. 0, 3, 5Hz), 3. 66
(2H, m), 3. 54 (2H, m), 3. 41 (2H, m), 2. 58 (
2H, m), 1, 86 (2H, m) .



WO 2024/024935 201 PCT/JP2023/027716

31P—-NMR (DMSO—-d,) §:55. 36, 51. 31,
[0468] =EHEfFI1 7 -

N—[(2— {9—-[ (2R, 5R, 7R, 8R, 1T0OR, 12aR, 14

R, 15R, 15aR, 16R) —15—7/)4#0—-16—-kRrROx>—2

, 10-UF*vy—-2, T0-EX (RNVT77=Z)) —14— (6, 7, 8

, 9—F kS RO—-2H-2, 3, 5, 6—FrST7H¥RYY [cd] 7
ALv—2—4J)) #2%RO—2H, 10H, 12H—-5, 8—x%J
—2A5, 10A5—70([3, 2—1] [1, 3, 6, 9, 11, 2, 10
1 RUSFFHYIVRRAT 70T TIV =T —AN] —6—-FFY —
6, 9— b RO—TH-TYY—1—AL} TrFY) XFI] FTYUIY
72r (X (Rp, Rp—10) OLEMICHY) OERK2

[1£131]
? H
P N NSO N
%?m (A YN
F O 0
(’N N@k OH;)
N\} / Qe p\\/SH
HN o
(T722’ )

FZ (N, N—=YITFILITHVF7I=94L) (2R, 5R, 7R, 8R,
10R, 12aR, 14R, 15R, 15aR, 16R) —16— {[te
rt—7FI (UAFIL) PUN] A%V} —1565—-7)b40-2, 10—
oxFv-T7-[6—FFV-1—(2— {[ (N={[2= (FUXFIL
SUN) TRFY] ANKRZNY TVDN) PRI ARFDY TFI) —
1, 6—=YrRO-9H-FYY—-9—q)] —14—- (6, 7, 8, 9)
—FhSkbERO-2H-2, 3, 5, 6—FrSTF7H¥RVY [cd] 7XL
v—2—4J)) A4S RkO—2H, 1TOH, 12H—-5, 8—X%/—2
A5, 10A5—-70([3, 2—11 [1, 3, 6, 9, 11, 2, 10]
RVFIFFHIRAT7o 70785720 —=2, T0-ERXR (FF>—Fh
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[0469]

) (E#EfI8 (Rp, Rp—9) oikéEY) (0. 8g. 0. 60mmo |
) DIAFILZNEFSR (2, 4ml) BRICEETTTIO%T NS TF
WTFPYEZDLTZIIAY) RKAKR (2. 4mL) &#FML. BET4HER
Bl PEMZKYI (9. 6mL) . kEEANL>D L (0. 67 g, 6
65mmol), DOWEX 50Wx8 (2. 24g, 2. 42mmo
1) #%RMUTEERT. SIFEE®R LA, RIGERORBERSIZEEEREL
., M)ITFLTIY (0. 8mL) #MATI1EEERLEL, AAaY%
ERIL., PERZRUJ (8. OmL) THRAME RS LI, BONLIER
ERETCHAMLETABEELE L, PEMZ MY ERMLT8mL
ICERAEEL., A% (8mL) IChmo | /LODIEEEK (280ul) Z&HML
T7EMZNYIL (9. 6mL) ZRME. 1REEERLE SOoNERE
BOOERZRERLT, PEh=MYJL (4. OmL) THELE, BE%E
ERTHRERZELT. BNtEEoeiEs (0. 489, INEI1%) &
LTHEL,
EREFI1 8 :
EX (N, N=YIFIITH>VFI=UL) N-—[4— (11, 120
FeraOvRvY [b, f1 7YY Y—=5 (6H) —qL) —4—FFVYT
BIAN] TIVINT)IN—L—TzZVTF75ZI—N—-[ (2— {9—
[ (2R, 5R, 7R, 8R, 10R, 12aR, 14R, 15R, 15a
R, 1T6R) —15—7)LA0-16—-krROFx>—2, 10-4FY—
2, 10—-Y2NT74K=14—- (6, 7, 8, 9—FhZSERO—-2H-
2, 3, 5, 6, —FhIT7HRYY [cd] PXLV—2—4)V) 9%
ERkO—2H, 10H, 12H-5, 8—X4%./—22a%5, 10A5—70 [
3, 2—11 [1, 3,6, 9, 11, 2, 10] RVAFFHIKRRT7
a5 hSFYY—-T—4IL] —6—FFY—-6, 9—YkRO—-1H-
T)r—=1—4)} ThFx2) AFN] F)2272rF (KX (Rp, Rp
—12) OLEYITHEY) OERK
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[0470]

[16132]
; . oy o
HS\F;?,O </N | /)N/\/O\/N\H/\H Njc])/\ﬁ)K/N\g/\)LN H
== v
F O
OH O
N Nm\ ,
(Y Ourv- R~ SH 2E4N
HN 0o
(LF#E3)

SEZH 25 THELNELEYW (132, 6mg, 0. 23mmo ) OF
h=kYJ (1. 8mL) . K (0. 44mL) OBBRICNVIFILT
XY (52. 6mg. O. 52mmo |) #RME. EEH1 7 THESNEL
t&t (222, Omg, 0. 26mmo |) &KMULE, =BT4— (4
, B—UXNEY—1, 3, B-KNYTIV—2—4)) —4—XFILEIL
R"Y=v4678Y K (93, 5mg, 0. 34mmo |) &%KmML. ERBT
1 SIS LA, RIEICTZERN=ZRNYIL (2. 2mL) . oORVF
WAFILIT—FI (2. 2mL) . 13. S8WWHEEF M) U LKEBK (3.
SmL) Z&HRML. ER L, KBEZEEL. BOoNAERELRET. &
WEBE L, BEEVVASNAS LAY NI S 74 —THEEL. BH
teWERBEEEE LTEL (222mg, INK59%) .
1TH—NMR (600MHz, CD,0D) §:8. 58 (1H, s), 8.
09 (1H, s), 8. 04 (1H, s), 7. 57—7. 49 (2H, m
), 7. 43—7. 34 (3H, m), 7. 32—7. 08 (9H, m),
6. 47 (1H, d, J=16. 9Hz), 6. 23 (1H, d, J=7.
9Hz), 5. 656—5., 37 (2H, m), 5. 31—=5., 17 (1H,
m), 5. 03 (1H, d, J=13, 9Hz), 4. 79 (1H, d, J
=4, 2Hz), 4. 64—4. 38 (6H, m), 4. 36—4. 21 (
4H, m), 4. 05—3. 60 (10H, m), 3. 53—-3. 42 (3
H, m), 3. 18 (12H, g, J=7. 3Hz), 3. 01—-2, 92
(TH, m), 2. 86—2. 73 (1H, m), 2. 70—2, 54 (2
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[0471]

H, m), 2. 37—2. 16 (2H, m), 2. 06—1. 77 (3H,
m), 1. 28 (18H, t, J=7. 3Hz) .

EREFI1 9 -

—AHYL N—[4— (11, 12=-oFeRraOIRYY [b, f1 7Y
=5 (6H) —AJ)) —4—FFVYTHI/AN] T)INT)IL—L
— 2=V T75=I—-N-—[(2—{9— [ (2R, 5R, 7R, 8R, 1
OR, 12aR, 14R, 15R, 15aR, 16R) —15—2)L40—
16—-brO*x>—2, 10-2A4FY—-2, 10-YRNVT1RK—-14—
(6, 7, 8, 9—FhrSERO—2H—-2, 3, 5, 6, —FrSTHN
vV [cd]l] 7PALv—2—4J)) #v%ERkO0—-2H, 10H, 12H-—
5, 8—X%/—2A% 10A8—2@m [3, 2—1]1 [1, 3, 6, 9,
11, 2, 10] RYAIFAFXYIRATZ72oOF7STIY—T7 —4)]
—6—FFY—6, 9—-YbRO—TH-FYry—1—qJL} ThF) A
FIU1 7YV 7IRF (R (Rp, Rp—12) OEEWITHEYE) OEK
[1133]

(T3’ )

SER25TELNEEH (177, 3mg, 0. 31mmol) OF
h=bUNL (3. 9mL) . K (0. 78mL) OBBRICNYZFILT
XY (70. 8mg. 0. 70mmo |) #RME. EHEH1 7 THESNEL
Itet (300. Omg., 0. 35mmo |) #&KMLE, EBET4— (4
, B—UXNEY—1, 3, B-KNYTIV—2—4)) —4—XFILEIL
A)z=oLs78) K (125, Tmg, 0. 45mmo |) Z&KML. ER
T5. BEEER L, RISEICZEI=ZRNYIIL (3. 9mL) . ¥oOR
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[0472]

YFLAFINIZ—FTI (2. OmL) . 13. 8%MEEFT M) D LKEBER (
5. 8mL) ZFRML. EHRRBRICKEEEEL TABBEAS, 2—IFI
ANFHUEEHY YL (380, 4mg, 2, 09mmo |) ®2—7m/8)
—J)L (19, 5mL) BRICEHBAEETRHE TR, 1RBEAERLE V0
ORYFILAFII—=FI (7. 8mL) ZHRML. ¥ 1 5EEERLL,
BonBERISERERERL, 2—-7O0X/ =)L/ 7MY Y
SORVFILAFII—FIN (52,2, 3mL) THEE L, FHET.
ERTHWSERZEL. BEMtEMEEBERE LTEL (384, 6mg
CUXET 4%)
TH-NMR (500MHz, DMSO—dg) §:8. 68 (brs, 1TH
), 8. 61 (dd, J=13, 2, 6. 3Hz, TH), 8. 35 (dt
, J=10. 9, 5. 7Hz, 1H), 8. 25 (brs, 1H), 8. 1
7 (dt, J=16. 6, 5. 7Hz, 1H), 8. 13—7. 99 (m,
3H), 7. 70—-7. 62 (m, 1TH), 7. 60—7. 55 (m, 2H
), 7. 50—7. 46 (m, 1H), 7. 46—7. 41 (m, 2H) ,
7. 38—7. 27 (m, 3H), 7. 26—7. 20 (m, 4H), 7.
18—7. 13 (m, TH), 7. 11 (brs, TH), 6, 37 (dd
, J=14. 6, 3, 7Hz, 1H), 6. 03 (d, J=8. OHz, 1
H), 5. 48 (dt, J=51., 0, 3. 9Hz, 1H), 5. 22-5
16 (m, 1TH), 5. 12—5, 04 (m, TH), 5, 00 (d, J
=13. 7Hz, TH), 4. 93 (brs, 1H), 4. 62—4. 57
(m, TH), 4. 56—4, 50 (m, 2H), 4. 49—4, 43 (m
, TH), 4. 36 (brs, 1H), 4. 26—4. 17 (m, 3H),
4, 06—3. 96 (m, 3H), 3. 82—-3. 51 (m, 11H), 3
04 (dd, J=13, 7, 4. 6Hz, TH), 2. 79 (dd, J=
13. 7, 9, 7Hz, 1H), 2. 70—-2, 57 (m, 3H), 2. 2
9 (dt, J=15. 5, 7. 7Hz, 1H) ., 2. 12—-2. 02 (m,
TH), 1. 91—1., 74 (m, 3H), 1. 59—1. 52 (m, 1H
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) .

[0473] =jeHI2 O :

—FhYUL N—[4— (11, 12=-YFeraod~vy [b, f17
V=58 (6H) —qN) —4—FFVYTHIAN] TIINLT) I —
L—7z=)L75=)—-N—[ (2— {9— [ (2R, 5R, 7R, 8R,
10R, 12aR, 14R, 15R, 15aR, 16R) —15—7)L4O
—16—-kROx>—-2, 10-YFFY-2, 10-Y2ILT4K-14
— (6, 7, 8, 9—Fr>SkERO—-2H-2, 3, 5, 6, —Fh>7H
Ny [cd] PALy—2—4)) #9%kRkO—2H, 10H, 12H
—5, 8—A%/—2A5 10A5—70I[3, 2—11 [1, 3, 6, 9
, 11, 2, 101 RYSFAFHYIRZA7 72007 bST2V—T7—14)
] —-6—7*%v—-6, 9—YeRAO-TH-FYr—1—9JL} ThF)
AXFN] TV R (R (Rp, Rp—12) OIEEWICHEY) O&
B

[1134]

o H 0

(T3’ 7))

SEF25THELNEEYW (18, Tmg, 0. 0O3mmo |) OF7+
f=kYJ (0. 5mL) OBEHRIC. NVIFILFTIY (12, Tul,
0. 09mmo 1), 4— (4, 6—-UX+F¥Y—1, 3, 65-rYF7IV
—2—4J)) —4—XFIELKRY)ZOLOY K (10. 4mg, 0. O
4mmo | ) Z=RTHRMULE, EWRFI1 7 TESNEEY (25, Om
g. 0. O03mmo |) Z=RETHML. 2RBHEEBER L. RBRISEET
TRHEL. BONBREICERBIFIL (0. 75mL) . 5%XEEF MUY
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[0474]
[0475]

[0476]

[0477]

LKBER (0. 25mL) ZRMNMULE, 2BEAENOTMILERD DL,
FANMEPICTENZRMYII (1 mL) ZFHKMML TERTOREERLA,
BONLBBEBEN S LEBEAFRDERE LT, BHFEEL, BHRERBETTS
FFERz1R L C. BtEMzaBEAE LTHEE (38, 2mg. X9 1
%) o

MS (ESI)m/z:1411 (M+H) +, 1409 (M—H) -.
SEF26 : CD 7 OfA 1 DS
HCD70HA11EW02004 /07365645 8RBLTHERNTZIE
NTED, BBAEST (H1) I-INET7 I/ BEINSEEAEMEETH
Y, BHES2 (K1) InIN37I/BEINITERTEEETHD, H
ZMAEADOCDRL1O7 X /BES (BE57&ES23) . CDRL2D7 X
gy (Ec5&ES24) . CDRL 37X /BES (BF5ES25) . C
DRH1O7 X /iy (BB51FS26) . CDRH20D7 X /EES (E
NES27) . RCCDRH3OD7 X /S (BE5ES28) 21 21C
=Y,

SEZF27 : ;iCD 7 Oik 2 DIEH
HCD70HA213W02007 /03863 748RBLTHERTZIE
NTED, BBANESI3 (H2) I-INDT7 I/ BEINSEEAEMEETH
Y, BHES4 (K2) XN 7 I/ BEHNITERTEEETHD, H
ZMADOCDRL 107X /BES (BE57&ES29) . CDRL2D7 X
225 (E251&=S30) . CDRL3OD7 X /E&ES (B5&ES31) . C
DRH1DO7 =z /8BS (Bd5&EFS32). CODRH20D7 = /BES (B
HES3I3) . XKCCDRH3ID7X /BEES (BEFINES34) 21 3IC
=Y,

SEZF28 : M TROP 2k 1 DIER
MTROP2HFET1IEFW02015, /09809948 LUTHEET ST
ENTES, BIESS (M3) ICRINDT I /BEINIGEEHATLEET
HY., EEINES6 (K3) ICRINDT7I/BEINIEHTEERZTH S,
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[0478]

[0479]

[0480]

LEMAEDCDRL 107X/ BEY (BB5ES35) . CDRL2OD7X
JBEEcY) (B53FES36) . CDRL3ID7 X /EEERY (BHIHFS3I7) .
CDRH107 3 /ey (B&5&ES38) . CDRH20D7 I /S (
BE5ES39) . RCCDRH3D7X /S (BE5ES40) 2K14
ICR9
ZEF129 : LE GF R#LiR 1 OEH
MEGFRFAKT1IF. RIFTAEY I IAREEHE1 00m g BERRBE
E (EX22F%3A5H EXEREMRBZEEER 2ZRLERT L
NTED, BBANEST (H4) I-INDT7 I/ BEINSEEAEMEETH
Y, BHES8 (K4) InIN3d7I/BEHITERETEEETHD, H
ZMAEADOCDRL 107X /BES (BE5&ES41) . CDRL2D7 X
gy (Ec5&ES42) . CDRL 37X /BEES (B5ES43) . C
DRH1O7 X /iy (BB51FS44) . CDRH20D7 X /EEERS (B
5FES45) . RUCDRH3OD7 X /Y (BL51ES46) =K1 5I1C
=Y,
£%Z6{3 0 : :iE GF RiAlE2 DR
MEGFR#MAE21EW02002 /092771 %BBLTHERETZE
NTED, BEHNES9 (H5) IRINDT7 I /BEINISEEAEMEETH
Y, BEBHES10 (H5) ICRIN3T7I/BEINIEHETELBEYETH 5,
LEMAEDCDRL 107X/ BEY (BHNES47) . CDRL2OD7X
JBEcs (B5FES48) . CDRL3ID7 X /EEES (EEFES4S9) .
CDRH107 3 /ey (B&5&ES50) . CDRH20D7 I /8RS (
fe7l&ES51) . RC'CDRH3 D7 I /EES (BHESS2) 2B16
ICR9
ZZF31 : MHER 24k 1 OEH
[RSZRYZXYT] IEHERCEPT I N (5% . huMADb4D
5—-8, rhuMADb4D5-8&MiFhdcEHHBENMEI gG1HE
ThHhd, 7 /BENIIUSE58213374%5#88BL1%L,
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[0481]

[0482]

[0483]

[0484]

MHER2I|{AE 1, FSAVARTOEHET I /BEINOEUS VT Y
V223 4FBRU235FBEOOMYY (L) 275=> (A) KEE (
AEMEFR, LALAZEEDHWVD) Ik, FSRAVYIITTOEREBEN
ZlgGTHAEHRE L. FRTZIENTES, MHER 24K 1 D&RSH
7 X /By (BB7ES13) RUEHT7 I /BES (BHES14) =K
7TICRY, BIES1T1 (M6) I 7 I/ BEIISEETERIET
HY., EBINEST12 (M6) ICnINE7 I/ BEIISEHETELRIHETHS
o HEMMAEDCDRL1O7X /RS (BBHES53) . CDRL20D7T
T /BeEcy (B5&FS54) . CDRL 37X /EEEY (B3HES5S55)
. CDRH10DO7x /BEY (E5/&#S56) . CDRH20D7 I /B!
(BT S57) . XRXO'CDRH3D7 =X /BES (EF5ES58) #H1
TICTRY,

ZEF13 2 : MHER 24k 2 DEH

[RIVY XTI EPERJETA (BHMEE) cHIhdledHdE
MEl gG1HETH S,

HHER 24K 21, RILYZXTTOEETI /BEHOEULS YTy Y
Z234FBERV23I5FEHOOMTY (L) 2753=> (A) ILEE (K
BBMiIZER. LALAZEEDHVD) Ik, RIVWYIATTOEFEEHUE |
gGTHE%ERET L. FRTZIENTES, MHER2MAFE2DEHET 2
JBBERA (BBAES17) RUEHT I /BEY (FB5ES18) 2KIIC
Y, BEANES 15 (K8) IIRINDT7 I /BEIIIRETEREZTHY
. BBFES16 (HM8) ILnIN37I/BEEIIEEHITLMWIETHD, H
ZMAEDOCDRL 107X /BES (BE57&FS59) . CDRL2D7 X
f2Ec5 (E251&=S60) . CDRL3IOD7 I /E&ES (B5&ES61) . C
DRH1DO7 =X /8BS (Bd5&EFS62) . CODRH20D7 = /BES (B
HES63) . XKUCDRH3D7X /BT (EEFES64) =21 8IC

i

Yo
526133 : ;iCDH 6k 1 DIEE
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[0485]

HCDHBHE1IEW02018,/21213648BLTHERTSEE
HNTEZ, BHINES19 (M10) ICRIh37I/BESISEETEHESE
THY., BIES20 (M10) IERINDT7I/EBEINTEHTEHEET
Hhd, BEMAFEOCDRL1O7X/BES (fB51%FS65) . CDRL2
D7z /BEY (B5EFS66) . CDRL3ID7X /BESY (BLHEFS6
7). CODRH10O7x /85 (BL51%EFS68) . CDRH20D7 3 /g
25 (E5&S69) . RU'CDRH3IO7 X /EgES (E5&ES70) %
B19ICRT,

BEZF 34 : CDH 6 A2 DS

FLCDHG6H&2/ZW02016,/024195MONOV | D:NOV
071 2TERINZIHAHTHY, WO2016,/0241954588BLTHE
HYBIENTES, BIES21 (K1 1) ICRINDT I /BEERINITER
HAZBEETHY, BEIES22 (K1 1) IIRINBDT7I/EERHIFEH
AEtEE TH D, UFMMEDCDRL 107 I/ BERY (BUES71) .
CDRL20D7 X /BB (BE5&ES72) . CDRL3ID7 I /EES (
Be5ES73) . CORH1O7 X /iS5 (BE5&FES74) . CDRH2
D7 = /i (BE5ES75) . XC'CDRH3I D7 /EEES (EEFIFHF
576) ZB20ICRT,
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PG1RUGPG3IF. EICERLEEBYTHY. RV

PG2i e FOFEDO N FIBRRERETH D, ]
TRINZbLEMWE., UTFOX (Rc—2—-1) RV (Rc—2-2
) BDORBBENLBRINDAFFEBRRAT 4« FILER (Rc—2

)
[1t4]
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P, P
O N O N
r1=—, ) v
R2
(Rc-2-1) RU (Rc-2-2)
[ AR,

R1IE. KEREXIEAFILTHY.
R2&, KFE. REHT1~30T7ILFLETZIILTHY.
AIEE 7L FIVIE, FEBETHZH). XIF 12 EDT T
Zlbe RUWEBELKIEY 7 ZIAFILDYILTERINTSEY., K&
[O)N

T,

RIS 7 Toibid, EBRTHEH, —hABLCEX MFUTE
INTWDS, ]
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[1£6]

X%
THY., RTRUVR2IF, LTERLELEBYTHS, |
TRINZILEDERTDIRE.
(T'Ra2) BoN/kxX (Rc—3A) OEEMWE. X (4A)
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PG4-O F
(4A)
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PGB/N ' PGG/NH ES S
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THY, PGEIRT7TI/EDREETHY., RV

PG4k, EFOFEDFREBETH S, ]
TRINDZEEWE, FBHEFOFEETFTRIGIE, RWT, 7Y
BFUITIAF ARV R TRIEL, ISICFAHERB
TET, A (Rc—5A)
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A2, PG1, PG2, PG3RUPG4IX, LICEZLI-EBY
THY.
B 2.
[1k10]
4 %
R1
R N_F’G7 &NPG?

.0
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THhHY., RIRUVR2IE, LETERLLEBYTHY., PGT7IET X
JEDREETH D, |

TRINZILEDERTDIRE.

(T#Ea3—-1) Bonix (Rc—5A) OILEYWDOP G2 %ZiRF
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[1E11]
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o
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[, A2, B2, PG1., PG3RUPG4IE, LICESELEE
BYTHD, ]

TRINZLEMEBTDIRE.

(I'2a3—-2) B85hix (Rc—6A—,,) OIt&YE. 7
WEBRIXIE 7L AF 2 ANRZERERBEET, X (Rc—6A
)

[{612]

PG5-0 N

A2 (Rc-6A)
[, A2, B2, PG1. PG3RUPG4IE, EICEELESE
BYTHY., PGHREROFLVEDIRFIEXEH—Rx— M
REETH D, ]
TRINDEEWERFDIRE.
(IBa4d) BonkxX (Rc—6A) DILEYDP G4 %#iRiREL
T. X (Rc—=7A)
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TRINZLEMEBTDIRE.

(I ab) BohiRX (Rc—7A) OlteaMsE., ITiRa 1 OH%E
SEMRRZAT 4 FILER (Rc—2) ER—OXIFELRS, UTORX
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[553K1R2]

[553KIR3]

THY, R1, R2, RUOPG7., LTERELLEEBYTHB, ]
TRINZIEEWEBZI IR WY
(Li2a6) 5= (Rc. Rc—8) OIt&YWOFA ") VgL
NOREETHZB2RUB2 | RUA2HOREETHZPG6
EHRELTC. X (Rp, Rp—9) DILAMNIEZFDEEEBZ IR
EEL. Ak,
Ti2a2RkUCIEabICHBIFREEEED, MILT 1—-7x=
WAZIFYY L M)TL—b 1T =XFRVIALIFTI) L
R)ZL—bh 1= (T XFI) ERYIZgL MN)TL—
M 1= (&7/XF)) EOYVY =L MNJT7L—b RUT1-—
(XTI AFI) AV YDL M) TL—MDORBZENSER
INZDRCEHT1DOTHB, BFXREICEEDFE,
TRa2RUIRaSICHITRT7VIVERIRETZILIF AR
ABFEIDS, ML LT, EAKEEE. N-X IS4V T7ET—h,
Ry A0Q7 =)V F7EF—b ITFIL MY TILAOFTET—H
CAFLRNYTLAOTET—M RyAHTLAOTIZINY T
ZO7E7F—b M)A QAT7EFARVY NYTY =L, 1 -
DIoNAATEFIVAZIET =), BKLREBER. vy o7L407
IZIRVYYI—h 1T—tert—JrF HLRZIL-1, 2,
4—KYTYV—=)l, N—tert—TJrFIHILRZILAIFT—
V—tert—TJFIVA—RR—F 9—TILNFLZILAFILR
vEAILFATIZNA—RR—bM 11— [ (OH-TIFL V-9
—ILAREY) ALRZOFV]I RV N)TY =), N— [ (9
H=2WALY=9—AaA XA NEY) AlR=OF2] AV 043
K. N— (2, 2, 2—hYsOoO0xTbF>hlR=OFY) RIY
VAIR N—ANNRRYIOFVRIDVAIR ORVINLTIA

—RR—bF, 2= (FYXFLZINL) ZTFN—-3—Z=bO—-1H-
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55 KIR4]

[E53KIR5]

[E53KIR6]

1, 2, 4—KYF7YV—=Lb—1—-hA)LKRFL—b N—[2— (b
DAFILO)I) I hFoALR=OFV] RV V4K N—I
NESAHILRZITIINA IR REAFIVLAIFY—IL—1—-AJ)
REVL—IMDORZBENLBIRINZ VDAL EET1DTHB. BX
H1XIE2IC8ED AL,

THa2RUVIRabICBIT2FAHNS MILT, FHrovY
ERYR EX (Zz=ZA0T7EFI) YRV T4 R 3H-1, 2—
RUYSFF—N—3—Fv—1, 1 =VUFFI R 5—TJx=)L—
3H—-1, 2, 4—YFFPY—=I—-3—FVEROC[ (N, N=IUXF
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