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Interscience, New York, 1981); Wilen et al., Tetrahedron 33:2725 (1977); Eliel, Stereochemistry of
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NR EFEAH | oE 5o, HNR £35AY = F MR 22X o&) Aggyd = e g8 Ae
sl v SAle A siYE 25k AHeE 5 dY

a7 W ko]l EAHE 45, olF ol BY W Azt gk shg WHE xdste Fow Jrdt,

aﬂ% ?__701 "leﬁ ?——_}?\——l”% Cla CZy C.'%a C4, C:’n C6y Cl’ﬁa leSy Clﬂla le.’%y Cl*Qa C276y CZ*:’” C2—4, CZ*.'%, C376y CS*:’” C3*4’

3h7] gol= 7)o AAE Jgu= zte

ofM fgaitt. e, 193 3=

ek gl B owgo] U], &) ol EAIE A4S & o | |

WA AN FlelA] Aew <leje] WololE]: Theksk Xsy|w X shE 2= 9lon] . z}zbe] Ao 31
= o )

= o
o 3§
=

= 1 - S}
392 et & 3o BT WA D) AR RS TURE Aow Azdn. 2d AT G
LBl AR 7] BAE sk gol Aolstu k. Frhz, gof "' g ehinre BdA A
%n HERBNSH A0 17D S Qi 0@ olsstelol Wtk W ¥ 1 wAke BWA Uy 3
St ol (B, Hol® she AFeks] s Bedol A4® £ Advh. B Bol, "HAA'E 139 A

_45_



[0099]

[0100]

[0101]

[0102]

SIHEd 10-2025-0054838

t

1% 29 FAAE oulg,

"AETE B Aojd e 72 47, dAld, WYd e FtERAEY V& AA g

"N 1 WA 20700 ®a daks 2 A9 EBe 2AY ¥ g3a )9 ddEs AFTH ("G
&4 A5 AAGHAAM, Ed V= 1 WA 127e] " dAE ey ("Che 2E") dH
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7 AEE Gy @A 71N ok dEd (G, HEHeld (G), A (G) & X, L7de]

F7ke] d= FEd (C), SHYE (G, SEEHAdY () & 3. =2 BAEA & &, 4 4ge
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("Cop BAEN. QR ANFHAA, DAY V1= 2 WA 9] Bh ARE RET (G, WYY, QR
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_48_



[0112]

[0113]

[0114]

[0115]

ZIHSd 10-2025-0054838
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o714 ztzte] 7= FbEud, N, NR, 0, 2 SERE Auya; T Eggom 4 0-C 27, GCy A
2947, 4-109 SERAIEZE, GCyo oFd, 3 5-10¢ seRopHeltt,
Selve wgE w3 WA 1071e) el B 9 2L 0l delwa)
H-wgEs A28 g3led 719 oS A gt ("G FHEEAF
HAIEE 7= 3 Ux] &/le ag &4 AXE ztent ("G 7HEEAISE"). AR AASHA, FF2EAE
I 7= 3 UK 6709 18] ¥ QA ztet ("G JFEEAIEFE"). 45 AASH A, JlEEAEFE 7=
3 WA 6718 1] B4 HAAE Zet ("G FFEEAEE"). A5 AAGHA, AFE2HEAIZE 7= 5 WA
10709 a8 &4 4AE ZeEvh ("G ZFEREAIFE"). AAAR] G FHEEAIZE V= AFEEZEI (G),
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[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

[0369]

SIHS31 10-2025-0054838

g}

=4 4

2o AFE e 317 gubd W 9 AxE ALE3sle] §olsi d4Utes 2 EHAENEH AxT
gk, A A = vl 34 21 (F, i 25, A7, ¥R En), £, 4E Sl oA A
o, @2 AFHA &= &, & T 2do] TS AEE F duhe Aol AX A Heoltp., HA g X
28 289 EAS vbSE £ Suo] wet wAE 5 oy, olys 22 A8 Al o3 #™H V&
ore] 39 71EAdd o8 249E 4 9.

F7HR o2, B TV|EEore] 49 sAelAl Wulek vie} Fol, B4 #Fv|7 uiFAEA e weS A
= A4S W5 8, B4AA BEVUF 28E 4 dnk. EAR A5 didk A3 nav)e] My By
olyegl Ha 2 g@Hgo HIsk A AW r]Eiokdd €] FXHo] qdrt. odF o], vy iV,
a9 =9 % AA= 4 [T. W. Greene and P Wuts, Protecting Groups in Organic Synthesis

= M.
Second Edition, Wiley, New York, 19911, & Z1o]] 218% Zu&F3ld] 7]A=o] g},

2o ATE =S TAE xF Aalel o ¢y H AAE k. olEg dake AEAE, 29 A
ZulEa s, HPLC, Ev 294l §4 ZZntEaY (SFOE Zgstt (2#y old AgE A= gFeth).
3h7] HhgA Eo dAHE dEAQ SAIZEES Az Hete] FAEHA AAlger. B AlTE e
< 71 A Tledore] T4 ieAd o TAEHAY Ee AR ks 8 22 4 Aofow
5 Ax"d ¢ drk. B AFE AsGo)dZA/FEY Aol A E2 /A A sl drbE
3 A Al 71E ZRle 7)D 9 (CHIRALPAK) ® AD-10, 7]1ZH41(CHIRALCEL)® OB, 71Z4® OB-H, 7124 ® 0D,
7124 ® OD-H, 71Z24A® OF, 7124® 0G, 7]1Z24® 0] 2 7]1Z4A® KE ¥338l oo A= et}

A S HPLCOl th3k or]=del ddbd Wy Zd: e~ LB 3R] (Waters RBridge) 23 10 pm C18, 19%250
m. ©°]%4: ol EUED B (NHLHC0,) (30 L 2, 24 g NHHCO;, 30 mL NH;.H0). S5 25 ml/E.

Ar B (10 mM NHHCOs), B: oM EVEZ Ful: 1.6 &
= Wl 5%-95% B - 1.8 =& 2 nl/%; ZH: A2=H X (XBridge) C18, 4.6+50mm, 3.5 pm, 45C.

NMDA Z=7

LdE MDA FEAS As HA-SHEZ A|X®E ARt W7beks, EfreE AEoNAM S MDA Ash= 8
7178 mkek e shgt=e] NAM 24S Z2Asked AHeE g o JdAE A-FFE7E 8] Z1AlE Bkt
22 seEe] PAL 845 ZAAsket AHE Y

A58t x-S A28 (53] %] (QPatch) HTX):

B ATOIM, GRINI/2A 391539 SFepolE-B48 AYR ergab FAFDE UK 203 AEE Arf vl
o MDA 5 (300 uM MDA, 8 wM EeN3 TE-H8)% B Agsel A stwel o4 grsdY 24
& 2@ Aot o WHoE £HE SAE 23 Ashe E 1ol AN,

80% A o0ke] AWAFER AMEE Aol A/ S A Az )
F 9 WMAE Ffeh WE N FehmARRE of 806 A 908 AWAFEANA £AR Rolvh, AXE
SozA FAA 16X EE FoAA HIX A=W QMR AHNZ 48 A4 Roleh,

T

T AR 271 AEZE 37CAA, 5% C0, (A £5 oF 95%)E TGl 7t 29704 <

r
=u
=
o
=
it
L

i eF wiA s A= 10% Blob & FA, 1% AYA-/EESEvtolil §of, ¥ 50 uM AP-5 AR BEdE =
2 U olz A B dF = F-129] 111 EFE (D-MEM/F-12 1x, A, L-2FE o)< oféhe
o F STkl AE fAE Aola, AtuidE Aot

upe} 728 9bd wjA = 100 pg/ml 3] LErlolAl, 15 pg/ml EFAEAY 2 1 pg/ml F

=

o] f: A AF 24417 el 2.5 pg/ml BIEZAE- ] H7bE T
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[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

[0377]

[0378]
[0379]
[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

[0387]

[0388]
[0389]
[0390]

[0391]

SIHS31 10-2025-0054838

L5 AA

L5 52 Fad 2UEe Ag sEEe] wHel Holuh, HFEFS 10 mMe] 9d F=E 2AE] 9§ A
712 Aot} (-10T WA -30TCoNA A3). 1.0 mMe] 712 o] DUSO FollA #AzE Aoty YA &3 9
AFEAE (%, &% AADS urbe dolge] BuE Aot dd &Wo] A7F FrE B AsE A
o]t},

L5 52 Fad Uz Ag sEEe] #wHel Holuh., HEEFS 10 mie] 9d =& EAs] Y8
72 Aolt} (-10C WA -30ColA A7), 1.0 mMe] F7Fe] YN o]
AFEAE (%, &% AAD)L u7bs volge] RuE Aotk dd &Wo] A7F FrE BuAd AsE A

o]t

Mg-F3h v~ gallmbo 2 w= NMDA (300 pM) 2 22l
o2 FHsl= Aol o3 AxE FHola, AL Fd uw A2 (19T

2
BN
]I
i

N 27k A FEd] e, AZe A9 SGFE o] Wi AxD o,

S A A BE AE AREo] w7k HolEd Bad Aotk Al sgh=e] &bl B oo
o] #EA o] 7k wlolHol AFE Aol

&F A A% A 2L, 8% AA= AHE T W AL (19T WA 30T)olA FA12 Aol

A9e Fulehs A9 % -5-U% e G4SE 49, ) BE wa Solo] AhgE Aotk

AIEF: 137 mM; D3ZF: 4 mM; I35 1.8 mM; A2l 1 oM; HEPES: 10 mM; D-SF32: 10
EXZ: 0.02% pH (NaOH): 7.4

&

F

Ix 2 Bl X*‘ﬂi 79vity SFAA F3H 10x vl g 2 100x FFEEA NS BE2 35 A
Aotk E rhol AN B o] AF Az Ao A|Zste] 1T WX 9T (10x 82 ) E=

-10T WA -30C (100x =F32x &H)oA Agaoict. Aol AREH w2~ & (5)9] v ME(5)E

74 deolEe] ®Bad Aok, AME FY wf, Ix w2 & AR (19T WA 30T)A A2 3o /\P

& Fol ofd w, Ix wlx £AL2 1T WA 9T A= Aolr},

AV

A7b-age] BAE F, 8] Mg-FiHe Wl §oo] ALgE Zlol):
4

A EF: 137 mM; 3L E:
0.02%; pH (NaOH):7.4

mM; 93lZb<E; 2.8 mM; HEPES: 10 mM; D-2F32~: 10 mM; ¥ EZE=

o]# 3 Mg-Fghf i S0 Ix fdo2M Az Aola, 1T WX 9T Hgd Aolth, ol Hojx
10dwjch Aj2 o] Az" Holtt,

AEW &

Ix AEW goe B Ao A Azt Ao AzEa BFHH o] -10T WA -30ToA Add, F24 1x AE
Wy galognE mjd sfsd Aot AE FY W, 1x AFEYW LA A (19T HA 30T)ANA F l &4
o] W g s (1T WA 9T)olM Add Aotk 1x AZEY £ 37 &9 A

AslZbE: 130 mM; Asbel U4 1 mM; Mg-ATP: 5 mM; HEPES: 10 mM; EGTA: 5 mM; pH (KOH): 7.2

ATE A8, AlEe DA/, A shEE e AR SHEHE/NDA/ 2 Alel o s AlS #RE Aot
3

Soll, AE Atololl= AlF SgHEd o3 Aok 30-% dn|AlF GAZE A glolth. AlFAREe] o)
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[0392]

[0393]

[0394]

[0395]

[0396]

[0397]

[0398]

[0399]

[0400]

ZIHS3d 10-2025-0054838

7zte]l e fF9E Aol n=3] wel® AEelM EAE Zlojth. MDA B FAl e L Aol AF A
2 Aol Azsol ARA7A 4 A Felth (-10T WA -30C). H7IAEA A Axe], 49 o
o] sl sua g4 Aot

23 NMDA =819 A4 dde wF3sly] Y8, B3l (0.1% DMSO) % D-(-)-2-o}]=-5-F A F = el
AF (AP-5) (100 pM) 9] &7}t 25wt} 370 Al ZHE Holt},

1o, ofy

AP-52] 50 mM ¥HS B Aol Ay Az ol AFsta, BFHa, AFAdrA TH AFAs)

-30C). AVAEEy Ay 2 Ao, T4% ddo] FEa, o]ojA 100 pMe HEF &

3 NMDA (300 uM) 2 24l (8.0 uM)& T3l Ng-Fai = £ Foll gae Ao},

g Az}

712, Ag Fot Ax A g/ mdty] el
A& (19T WA 30C)elA X2 Ao},

U T4 ¢ 7] 718 ZE w2 &0 ARgE Aotk H3l g XFe AEo AL BE &9
L A& (19T WA 30C)dlA X2 Ao Wz A=y FARAE AE HEK293 AE Alolo A e 7]7h&
Do A4 5, 24 Mg-F&F vl govte] HiE Boja, Ax v AE UFRe d74 J3s BEst
71 98 Z2E Bolth (A-AE sA-A). g dAFE X -FHFE AE 5% F<ete] 300 uM NMDA
(2 8.0 uM =2 A8 A 542 Bolvk. A AF 5 AEe= -80 mVe] A4 Aol #st-=334d

AF 33 BAS 93], NMDA &A= 3t7] 714" 300 uM NMDA 2 8.0 uM ¥4 2 A3 & =3
o g3 A== Aot AH FFE o3t 30-% uAH GAVE AL Alole] F3E Ho|t).

Ehcy A & A2
M (s) a8
1 4 NMDA / =] 4]
2 30 HEN
3 4 NMDA / =241
23] Wk
4 30 1M Al 8155
5 4 1 uM Al 3HgHE + NMDA / =84
63] Wi
6 30 ES
7 4 NMDA / =24l
23] Wk
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[0401]

[0402]
[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

[0410]
[0411]

[0412]

SIS 10-2025-0054838

s 2] 4= A] 7}
2§ ] &4 2 48
HE (s)
1 4 NMDA / & 41
2 30 ujj 2~
3 4 NMDA / & 41
23] W&
4 30 BlE
5 4 NMDA / &g Al
63] W=
6 30 Hl| 2~
7 4 NMDA / =] 4] + 100 uM AP-5
23] g
EfsE AE (o] vigF} (IWB))e] M-MXE #x 3=
A-AE HA-FHZ &S A3, E/FFE AENA TEE= GlunNL/GluN2A 2 GluN2B S FEHHo|E 4
S0 I AE e FAAS dA dRAHE A anE 2ARIIY. Gy 2 B HIolEE F 19

HEK293 A ZZE ofdl|i=nlo]e] 2~ 5 DNAZ & GRIN1/GRIN2A 422 :Wél= DNAZ A7
Az 2 Eepar= 1 Z9¥ G418 Ax 2 o] F G418 E AleNo® fAH
rEE ARESte] AR FAAAANE **E“o}" . AEE 10% HloF & ¥F, 100ug/ml HAYARA G YEEF,
100 pg/ml 2EFEvlo]A EHo]E | 100 pug/ml AL, 5pg/ml E~EIAY 2 500 ug/ml G418E HF
HE Wy o]F WA/ FF E3HE (D-MEM/F-12)o1A v Fatit.

SE mN
N

o

>,
ﬁ

ro

N

2
to
FZ
_>|i
o2

o

Al EF ade A FE-vg XY (43 dHE d/sr)o 2 HuRegly. EeE AE 2 oz 8§92 0.3%
DMSO ¥ 0.01% Z2|XZ2® EL (C5135, Alavh)S A3ttt AlE E3F AAE As3 A A3 A28 (A}
o] & ALH3000, ZAg]y zlo]ZAloldAA2)S ALEale] 384-4U 3gE Zo|Ed ZY3Idrt. AL 7] A
abel] whel o] A2 upelEt; HES AMESte] skl

A7 sty Adxat:

a) AEW N (mM): 50 mM CsCl, 90 mM CsF, 2 mM MgCl,, 5 mM EGTA, 10 mM HEPES. CsOHZ AF&3}e] pH 7.2
2 2A%.

b) MZe &M HB-PS (ZA, mM ©¢): NaCl, 137; KCl, 1.0; CaCl,, 5; HEPES, 10; &%=, 10; pH&
NaOHell olaf 7.42 A" (AH&A7HA] B3FE).

A A =70 mV, E5A/PAM A& F<k A -40 mV.

a) A $FAS PPC FelolE W W =T Aoltk (A 11 yL). A Al PPC FW AT A
Wz AL el (4% 9 ul).
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[0413]

[0414]

[0415]

[0416]
[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]
[0424]

[0425]

[0426]

ZIHE 35 10-2025-0054838

b) A-HAE 75 FAS, 2-HE dx FUZ ZZ7]o o T HFEZ V|EstUAM 9z HETS 53 FHE
Aoltt.
c) 27FA] 7]

=
=
Aze, N =
&

AR =E T Al AR-A S 20 ple 2X w5 AY & &9 HUER o] FolAaL, A2, 10 pl/sEe]
20 pLol IX 5% MY =% 2 asA H7 Cxo F A& ARHE o Fold Aot

Aol ek A dEzEy =44 (PAD O] A3t &t
Aol ek Fd dEzEY 244 (PADS A3t &= shr]eh do] ARkE Zelat:

% &3t = (I / Lpcioo) x 100% - 100%

A7NA Ly e 5%

Lo

AlE E3F9 EA stellAe L-ZFECIE ECps - EEE AFY HolxL, Ipw

% BA3 = 4 L-Z e o] E ECy + {(% MAX - % L-ZFEHo]E BCy) / [1 + ([A] / EG)'1),

o714 (AR PAL (% 2E)e) FE Aol, By WA B45E A4elt pane FEA Aolw,
A Aol & L-FFEOIE BCyl L-2FEI0E ECuol 913 258 AFe] MRsa Aola, &
MAXE L-2FEO]E BCyol o3 B5-3189 PANS] H3 g3l o) BHSY AT WEFolm, 4 B3}
= Zp7e] PAN Bl A L-EREHO]E Byl ola] £EE AFe MBS Ao,

=
rlo

o
X,
r

Y AT Ao Qo] HYH I, WA AF AF (PO Aot

PCC: Jduvlw FERIAEHO)E; t-BuOK: FEHF tert-HFEAI=; 9-BBN: 9-HEWAIZFE([3.3.1]1x=F; Pd(t-
BusP),: W A(EF-tert-FEFE23)ZE(0); AcCl: olAE F&Zglo]=; i-PrMgCl: o|AZEInlay¢ &
Zhol=; TBSCI: tert-F&(ZREZ)UMLA T (i-Pr0),Ti: ElEHs HEelo] 2T 2EANE; BIT: 2,6-U-t-Fd-
4-vE A=A = Me: WE; i-Pr: o|A-X29; t-Bu: tert-54¥; Ph: #Hd; Et: o|€; Bz: WlxY; BzCl: #
zd F2Fol=; CsF: FFAUsAG; DCC: A2 A2 R t)o|n=; DCM: tlE=Z 2w gk, DMAP: 4-tivE
ofmj -y gld; DMP: d"lZ&-ulE®El Holo]ot)t; EtMgBr: dl€wtauvlss HEZufo]=; EtOAc: o€ olAHo|E
TEA: Egjdgoldl; AlaOH: &&ld; Boc: t-H-E A]?}Ei‘é Py: 9g|d; TBAF: HIE#}ln-FEedryg ZFoe
ol=; THF: HIEZ3|=2F&; TBS: t-F-Eudedd; TNS: EguEdd; TNSCF;: (EfEFezwE)EgH
g2 Ts: p-EFQd<2d; Bu: 59; Ti(0iPr),: HEgo|AZ 2 ZAIE ey, LAH: 43143158 %, LDA:
g% volaxgdoln=; LiOH.H,0: FAEEE 43%; MAD: mlE U2u]fF H2(2,6-0)-t-5F-E-4-m 2 5 = A

=); MeCN: oA EYUEZ,; NBS: N-HEFZEAojul=; Na,S0,: AU EH; NaS:0;: B3 EH; PE: A4
AHZ; MeCN: oFHMEYEZR; MeOH: WEHE; Boc: t-H¥-SA|ZIZEd; MIBE: WE tert- o ElZ; DIAD: ¢
_]
(e}

E
o|AX 2 Y olZUJEHAYSE; sat.: ¥3}; aq.: FA; hr/hrs: A|ZH/AZF; min/mins: #/%.

AAlel 10 (3S,85,95,10R, 135,145, 17R)-10, 13-] W & -17-((28,35)-4,4,4-E ] S5 & 2 -3-3]| = Z A o gh-2-9 ) -
H(EEFLEMY)-2,3,4,7,8,9,10,11,12,13,14,15,16, 17-H| E&}H| 7}3] = 2-11-A | F 2 e [a ] =R -3-%
(D4 4
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[0427]

[0428]

[0429]

[0430]

[0431]

[0432]

[0433]

ZIHS3d 10-2025-0054838

CF3TMS, TBAF
—_—

THF

1) 9-BBN °1FA

2) NaOH, H,0,

HO' $.200-CF3_2A

S$-200-INT_2

‘@ a TMSCF;, CsF
' TBAF.3H,0, THF
F3Cr F

$-004-027_1

1. THF (100 mL) % TBAF (3.04 mL, THF % 1 M, 3.04 mmol, ¢=&*](Aldrich))9] &l TMSCF; (25.8 g,
ki3

182 mmol)& #7Fet Th&, THF (100 mL) % S-200-INT-2 (19 g, 60.8 mmol)9] && 0TolAN A7 e}, &
FES 0Tl 302 FF wnkepoivk. &gl TBAF (200 mL, THF & 1 M, 200 mmol, W*)E 0TCelA 7t
sk‘im. =S 0CAM F712 302 &%k wwksigivy. &=l NICL (100 L, 23}, F4)&
A7bebgleh. =S AE sl sttt fF=el PE/EtOAc (400 mL, 1:1)& F7kskal, f71 - 2l
gL, o]& thE F #iA| (S200-INT-29] 2 x 10 g)} %Mrﬂr ek f71 T £ (300 mL), ?3# 300 mL)
T OAIHBEAL, NapS0y Zdol M AxA17]aL, ojFstar, E stell #5474 eds #5830, Ai=< DA (150
m.) ol SeiAl7laL, PE (750 nlL)E 3Asiivt.  &ois Aerk A Z¥ (500 g, 100~200 H41)el

PE:DCM:EtOAc = 5:1:0.05914] 5:1:0.12 2] A1A S200-CF3_1B (12 g, 70% +%, LUZAM] 17% +&) 2 &
=3 S200-CF3_1AS 5313tk BaES MeCN (250 mL) o2 5B AAH3AA S200-CF3_1A (6.5 g)& LA
ZA 5. ofvtd FE MeONS A7k A 2l (PE:DCM:EtOAc = 50:1:1014 20:1:1)el oJa A A3k
1S 585 em, o5 Me(N (20 nL) o= 5E AAAstate] S-200-CF3_1A (1 g, 16% & F€)& nA=

319

mlo
HE

(

mlo

xaL,
=

BN

v i
(s

A
=1 200-CF3_1A % 200-CF3_1B& 3JH,CF3 (FOCS) 258 gRlIstqltt. (J. Org. Chem. 2015, 80, 1754.)
S-200-CF3_1A:

1

H NMR (400 MHz, CDCl;) & 5.43-5.33 (m, 1H), 4.85 (s, 1H), 4.71 (s, 1H); 2.49 (s, 2H); 2.11-1.97 (m,
4H), 1.95-1.32 (m, 14H), 1.30-0.98 (m, 7H), 0.59 (s, 3H).

S-200-CF3_1B:

I NMR (400 MHz, CDCl3) & 5.54-5.41 (m, 1H), 4.86 (s, 1H), 4.72 (s, 1H); 2.78-2.65 (m, 1H); 2.18-1.97

(m, 3H), 1.95-1.35 (m, 16H), 1.32-0.98 (m, 7H), 0.59 (s, 3H).
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[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

[0445]

[0446]

[0447]

ZIHSd 10-2025-0054838

2. THF (80 mL) %= S-200-CF3_1A (8 g, 20.9 mmo )91 Lo 9-BBN o|=ZA] (5.85 g, 24 mmol)S FH7}setitt.
BFES 40TAA] 1Az B9t wrkektt. EFES 0C=E WZAAT. E3Eo] EtOH (12 mL), NaOH (41.8
mL, 5 M, %) 2 H0, (20.9 mL, 10 M, %)< %7}0}0%} BFES 50TCoA 1417 Bk wRksigitt. =
Feol W7zh 9 Na,SO; (100 mL, 25%, 5°78)S H7Fsidth. &S EtOAc (300 mL)Z FE3IY. #7]1 &

S Bgsta, Aggl A 23 (PE:EtOAc = 10:1014 5:1)e oJ&) AAsle] S-200-CF3_2A (7.1 g, 85%)S ILA)
A 53T

o o

Oll

f

=
-

' NMR (400 MHz, CDCls) & 5.42-5.32 (m, 1H), 3.64 (dd, J = 3.2, 10.4 Hz, 1H), 3.37 (dd, J = 6.8, 10.4

Hz, 1H), 2.49 (s, 2H), 2.32-1.92 (m, 4H), 1.92-1.70 (m, 4H), 1.70-1.29 (m, 8H), 1.29-0.91 (m, 11H),
0.71 (s, 3H).

3. DMP (6.31 g, 14.9 mmol)E 25TCelA 30

P )

oft

o awkek & DCM (50 mL) & S-200-CF3_5A (3 g, 7.49 mmo
2] &el 25TelA H7betar, whg EFES E3F NaHC0; (100 mL) o2 Zskar, DOM (100 mL)S H7Fatar,
Pt
na

Bob wukskith. DM S #esha, A Na,$:0; (2 x 100 mL)o= AHsgdc). st
A4 (2 x 100 mL)2 AFHSEAL, 79 Na,S0, el AxA71a, oFsta, sFAHY. AFES 4
(PE & EtOAc 5~20%)°l <3 AA3Fe] N-004-027_1 (1.5 g, 50%)S LAZA F535}9 ).

o
Hil

—

e

0

o=t
o
N
ofj
o

e
iﬂ

(i
o

I NMR (400 MHz, CDCl3) & 9.58-9.55 (m, 1H), 5.38-5.36 (m, 1H), 2.49 (s, 1H), 2.40-2.25 (m, 1H), 2.23-
1.60 (m, 10H), 1.53-1.20 (m, 9H), 1.15-1.00 (m, 7H), 0.78-0.64 (m, 3H).

. = THF (40 mL) <& N-004-027_1 (1.5 g, 3.76 mmol)2] &l CsF (1.42 g, 9.40 mmol)E 0TCelA H7}35}

0CelA 208 %o wukst 3 TMSCF, (1.33 g, 9.40 mmol)& 0ColA #H7bslar, 308 E<+ wvksleict,
o slalo] F 9Tl TBAF.3H,0 (4.74 g, 15.0 mmol)E H7}slar, 50Col|A] 30% EQF mwkelglch, Wk
EFES WS (100 mL)oll FATE. A S EtOAc (2 x 100 mL) 2 FZ3ct. &3 7] A4S 31 o
2 x 100 mL)= AlFsta, F4 Nay,S0, dollAl Ax=A7|1a, qdsta, &

TEES 3N uAZA F5¥eH, olE F¥4 2 (PE F EtOAc 0~15%)° &J3] GAste] 53 (340 mg,
24%)S WA A ZA 283 1 (200 mg, 14%)S WA TR ZA S5
1:

H NMR (400 MHz, CDCl;) & 5.38-5.36 (m, 1H), 4.10-4.00 (m, 1H), 2.49 (s, 2H), 2.19-2.12 (m, 1H), 2.06-
1.61 (m, 10H), 1.53-1.29 (m, 6H), 1.27-0.98 (m, 10H), 0.71 (s, 3H).

LCMS Rt = 23 AZrEIHT F 1.121%, 30-90AB_2MIN_E, +=% 100%,

MS 50-100_1_4min.m, CgHs3Fe0 [M+H—Hﬂﬂ+ 451, A= 451.

H NMR (400 MHz, CDCl;) & 5.38-5.36 (m, 1H), 4.10-4.00 (m, 1H), 2.49 (s, 2H), 2.19-2.12 (m, 1H), 2.06-
1.61 (m, 10H), 1.53-1.29 (m, 6H), 1.27-0.98 (m, 10H), 0.71 (s, 3H).

LCMS Rt = 2% m2rlE 9] F 1.121%, 30-90AB_2MIN_E, &% 100%,
MS 50-100_1_dmin.m, CoMlaF0 [MAH-H,0]" 451, 21232] 451,

AAld 20 (3S,5S,8R, 95,105,135, 145, 17R)-17-((2S, 3R)-3-3] == A -6-w & 3] &k-2- ) -3- (W E A 1| & )-10, 13-1]
e A G IS =2 -1H-A| Z 23 EHa] H G EF-3-2 (2)2] A
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"o
I

~,
‘.

[0448]
Ph;PMeBr
t-BuOK
—_—
THF
Me;3S!, +-BuOK
—_—
THF
Y H
N-4-3 1
MeONa 1) 9-BBN ©] &
—_— - .
MeOH 2) Hy0,, NaOH
DMP
ove
DCM
DMP
_— NaBH
DCM —0 —
[0449]
[0450] 1. 20Col A 4 WEL (500 mL) = N-4-4_1 (50 g, 157 mmol)¢] & E-Ho] F= TsOH (2.84 g, 15.7 mmol) S
g Holl 7k, E3ES 60CE 7F23har, 1413 B9k wukslgith, wkg E3ES EtN (1.58 g, 15.7
mmol) .2 AAsIA, F7I2 30 < wHksT. HAH IAE AIstar, wHEE (250 mL)E AFHsa, F
7] o AZAA N-4-1_2 (51 g, 90%) & A=A 53519 ).
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[0451]

[0452]

[0453]

[0454]

[0455]

[0456]

[0457]

[0458]

[0459]

[0460]
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HONMR (400 Mz, CDCly) & 3.18 (s, 3H), 3.14 (s, 3H); 2.54-2.48 (m, 1H); 2.10-2.00 (m, 4H); 1.95-1.75
(m, 2H), 1.65-1.50 (m, 7H), 1.48-0.80 (m, 11H), 0.78-0.75 (m, 4H), 0.59 (s, 3H).

2. 20CollA N, 3lell F<4= THF (500 mL) % PhPMeBr (75 g, 210 mmol)2] &Erole] t-BuOK (23.5 g, 210 mmo
NE o8 BRoz Hregdr. E3Eo] Modx Mol Ha, 20CoA 308 E<F wHkslsdth,  o]ojA], N-4-

1.2 (51 g, 140 mmol)E H7Fekict. EIES 40CE 7F238ka, 1AZF B9k wHksich, vk
AlZ12, 4 NILCL (€3)(400 mL)ell o8] Fio=z Foh. AdE 238 J

)2 FEAT. FF f71 & N-4-1.39] &omA AR F71 FA flo] At
3. THF (700 mL) % N-4-1_3 (50.4 g, 139 mmol)¢] &o] =4 HCI (1 M, 208 mL, 208 mmol)& 20CelA 7}
3T, EFES 20TolA 1A17F B¢ wwkabar, ﬂﬂﬂ AA3IT. B (200 nL)S EgE H7 e, 3

e wAE oHstal, 28 AFstaL, ARAA N-4-1.4 (41 g, 94%) S LA RA F5330H.

' NMR (400 MHz, CDCl3) & 4.85 (s, 1H), 4.70 (s, 1H); 2.38-2.25 (m, 3H); 2.10-1.98 (m, 3H), 1.88-1.49
(m, 10H), 1.40-1.08 (m, 11H), 0.97-0.72 (m, 2H), 0.58 (s, 3H).

4. Ny sboll 4= THF (400 mL) % Me,SI (101 g, 496 mmol)2] &l t-BuOK (58.3 g, 520 mmol)ZE 25CelA
oy FEo=z Hrybstal, 304 B¢k wuksiglth. B4 THF (300 ml) & N-4-1_4 (39 g, 124 mmol)e] &9&
Arbekdek. WhE ERFES 50CE 7h2shar, 2413F sob wwkeigivk. wkg EjhES 25CE WAA7lAL,
4 NHCL (500 mL)= A3ttt 44 A4S EtOAc (2 x 500 mL) & F=adck. &3 #7] A4S 95 (2 x
300 mL) 2 A& 3tar, F4= Na,S0, AollA AxA 7|, oJistar, AF slo] 5FAA
2rtEg]y (PE/EtOAc = 20/1004 10/1)o <& AAste] N-4-3_1 (35 g, B3-S 1A

i)
o
fu S
i
tio
>
i
X
0
H

H NMR (400 MHz, CDCl;) & 4.84 (s, 1H), 4.70 (s, 1H); 2.65-2.55 (m, 2H); 2.10-1.98 (m, 2H), 1.92-1.49
(m, 13H), 1.40-1.13 (m, 8H), 0.99-0.69 (m, 6H), 0.57 (s, 3H).

5. 4 NeOH (500 ml) F N-4-3_1 (35 g, 647 mmol)¢] & 25ColA MeONa (57.2 g, 1.06 mol)&
bk, EFES N, Sol 302 Foh wulslAct. W EFEE 0T AFeshn, N, sol FF shel 343
F3 S 95T R Lg?l—}\] 71aL, & (500 mL)E A3ttt 4 S DM (2 x 300 m
7] 23S ¥3 94 (2 x 300 nl)E AHEI, F5 NaSo, FolA AxAF) L, o
S Aglgt A mEvlE#s (PE/EtOAc = 10/1004
#%6}913}. = M%E PE (250 mL)2%-E] 25Tl

i

H NMR (400 MHz, CDCly) & 4.86 (s, 1H), 4.72 (s, 1H), 3.46-3.37 (m, 5H), 2.54 (s, 1H), 2.07-1.99 (m,
1H), 1.89-1.52 (m, 15H), 1.41-1.06 (m, 10H), 0.86 (s, 3H); 0.58 (s, 3H)

6. F5 THF (200 mL) & N-4-3_2 (15 g, 41.6 mmol)e] &Hol 9-BBN ©]=A] (27.7 g, 124 mmol)E 0TeA
7Fetar, No atell 30% Feb mubakitk. WS EFES 50T h2eta, 1AFF EoF witeglth. Wk E9
S 0C=E ¥Z4A71a, EtOH (50 nL)E Z7+eh thd, NaOH (41.6 mL, 5M, 208 mmol)E 0CelA wl$- W3
A7bskth. M0, (23.5 g, 208 mmol, & & 30%)& HH3] HbskH, WlF 2EE 10T mwe= FX8kgict.

EFES 50CE HesI, FhE 1A F How Wi
(500 mL)ell 3L, of#stoict.  of 2 F5aitt
* AFEs AR 5 DA ARgskan

o »
29

tlo
e
o
ol
i)
2
J{N'
>
)
Z
.Jk
C)J
C)J
=
S
0
BN
i
i)
mio

7. DMP (3.35 g, 7.92 mmol)= DCM (20 mL) & N-4_.3 (1 g, 2.64 mmol)e] &3 Eof 25ColA H7}3F5 ).
- EFES 40CE 7F2sta, 1A &9 whkelglt, whg E3ES pl 7-8 ¥ 10T m|RtelA xZ3)
NaHCO; = ZAA s, NS AGset. & F DM A4S 28k, 2Z3F NalC0,/NapS.0; 4 (1:
x 50 mL), 94 (2 x 50 mL)E A A 3}aL, Na,S0, Aold AxA7|a, oJztsta F sl FFHFAA nAS

T
Do O_>L F—E

4
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[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

[0467]

[0468]
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ol
ol

FRES 94 Z¥ (PE 5 EtOAc 0-30%) el <3l A3t N-4-3_4 (0.6 g, 60%)E LAZA F5

32 32

o}
o}

ol
ol

' NMR (400 Mz, CDCly) & 9.57 (s, 1H), 3.40-3.34 (m, SH): 2.38-2.28 (m, 1M); 1.94-1.76 (m, 2I), 1.74-

1.35 (m, 16H), 1.06-0.82 (m, 10H), 0.73-0.64 (m, 5H).

8. olx#Ywl1lE HEulo]= (4.37 nL, 8.74 mmol YE <82 5 2 )E 7 THF (10 mL) 5 N-4-3_4

(0.6 g, 1.59 mmol)e] &He] N, 3foll 0ColA H7tekadvh. ¥ EFES 256TE 7F23kaL, 1A% &<t b

k. kg E3bEol 28k 4 NHCL (50 nl) &9 H7bskaleh. 4 S EtOAc (3 x 50 mL) & FZ3}

Ak FF 77l dE E3E 5 (2 x 50 nb)E AF Sk, T NagS0, el A AxA7]AL, o st sHAA
=

N-4-4A (0.5 2= E4)ZS TAZA F59Tt.

' NMR (400 MHz, CDCls) & 3.64-3.60 (m, 1H), 3.40-3.37 (m, 5H); 2.02-1.79 (m, 3H); 1.75-1.50 (m, 11H),
1.25-1.10 (m, 14H), 0.99-0.75 (m, 14H), 0.70-0.64 (m, 4H).

9. DMP (1.88 g, 4.44 mmol)E DCM (20 mL) & N-4-4A (0.5 g, %= B2)¢ gl 25TCA H7 83k, wks
EFES 40CE 7hstal, 1A17E e wnkslgint. Wb EFES 23} NalHC0; A= pH 7~8 2 10T W%kl
A AR, dEds st DM S EEska, E3F NaHC0s;/NaS:0; 4 (1:1, 2 x 50 mL), &
(2 x 50 mL)= AAHSFaL, Na,S0, AollA AxA7]1aL, ofFtstar, g stoll sFAA N-4-40 (0.4 g, = =4)
DARA F5E3IGoH, olF FH T& dAo AFE3F . NaBH, (0.340 g, 8.95 mmol)E MeOH (4 mL) Z

N-

2)

4-40 (0.4 g, 0.895 mmol)e] B-eoll 3] H7hsfar, 25T 33| H7bsfar, 241 &) anksiv.

4 8& DAM (2 x 20 mL)o& FE8IA. e 7] A2 E3F 99 (2 x 20 nb)E AlHSAL, F° NayS0, 3
S

l

S

o

=

oA AXAZ|, AFsta, F sh FFAA AAE FES¥TE. ARFES AT A aEvEady]
(PE/EtOAc = 8/1°1A4 5/D)el osff AAlste] 35 (150 mg, &d) R 2 (130 mg, =) AARM F533
O 2 (130 mg, EEF)E g stoll 82TellA 1A% &2t MeCN (3 mL) ZH-E AZAs s, =S uwt
la, 25CE WZAAZAY. JgAS onsta, FES AF o] 5Z2AA 2 (50 mg, 129)S TAZAN FE

ST
H NMR (400 MHz, CDCl;) & 3.63-3.61 (m, 1H), 3.41-3.38 (m, 5H); 2.51 (s, 1H); 1.97-1.81 (m, 2H), 1.71-
1.31 (m, 15H), 1.26-1.03 (m, 10H), 0.97-0.78 (m, 14H), 0.71-0.59 (m, 4H).

_ +
LCMS Rt = 2.0% AZvlEY F 1.350+, 30-90 AB, =% 99%, MS ESI AAFX] CoHyO [MHH-2H0] 413, 2

A 413.
A A] o 3: (3S,8R,95,10R, 13S, 145, 17R) -3~ & -17-((2S,3R)-3-3| =5 A -6-H & ) &+-2-< )-13-H & -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-H Eg}t| 7}3| E2-1H-A S 2 HEH a ] A FEAN-3-& (3)9 T4
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[0469]
[0470]

[0471]

[0472]

[0473]

[0474]
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PhsPEtBr
£BuCK
—_—

THF

o)
H 9’ tBuOK
SO e il
Q

$-310-B9_1 S$-200-N19-3_1

PhzPMeBi
1) -BBN ol BUOK.
[

2) NaOH aq.H;0,

1) 9-BBN o] 2]

2) NaOH aq.H;04

$-500-15-2_1

PhCOOH NaOH
e

DIAD, PPhs .
/ lo]
$-500-15-1_1

3

1. t-BuOH (350 mL)2 A &ol] 35T 37 B ulek Zakazo] A, A4 714 alo 105 SoF wul
at9ith.  t-BuOK (90.5 g, 807 mmol)E EFEC] Hrpsta, Az 714 sfol 158 H¢t wyal
B9 1 (20 g, 73.4 mmol)& A7) E&Eo] Hrlslar, A2 7)A dtol] 35ColA 1.5A7F SoF wakagch,

= 10% 74 oPAIEAY (500 mL)ell 3ar, 15-3 Zob W 35T waksldth, B (500 mL)S d7belar,
& 308 Feb makelglth. EEEe) pHE FTRAHEF (500 n)) & AHEle] 782 £AS, 0%
E33ES PE (2 x 500 nL) & F o}i{i\:‘r, 87 =5 BEEa, A (500 mL) 2 A3k
ol HAE:A7)aL, of¥slar, 35C wwko 2 FHA# S-200-N19-3_1 (17 g, = E2)& gOE!
z AFEs A4 5 9Add ARkl

% oot |
£ oL o o
32 (M 2 o o

Xlﬂiﬂl—.ﬂ
'g'

oy o Rl rfor rlor

At E oo

ol
-

2. EF4 (300 ml) & 2,6-t-tert-FE-4-vHE (100 g, 453 mmol)] &Kol AlMe; (113 mL, 226 mmol,
E7d F 2 WS 0CoAAM Hrbakde,  EFES 25TolA 147 FoF wdtsle] MADE 5390, EFd
(50 mL) & S-200-N19-3_1 (10 g, 36.7 mmol)2] &S MAD &do -70CAA A8, -70TColA 1A%
o kgt & MeMgBr (36.6 ml, 110 mmol, ]% AqEHZ = 3AMES -70TCoA ZH7}3dcet. AAHE g
-70Col A 1A% Bk HPo}OﬂB} J—g— GBS ¥3 AJEZAF (400 m1) &2 -70CAA AAsAT. 25T
A 108 B wake & AdE EEES o }6}1 EtOAc (2 x 200 mD)E AT, e f7] 52 22

%O

3laL, 94 (2 x 200 ml )i MA eI, Na,S0, AollA AFxA 7|, oFsta, Wy stol F2AZT. AHFES
A7t A mazateEaes (PE/EtOAc = 10/1414 5/1)e) 3] AASFe] S-200-N19-3_2 (7.6 g, BE&dH)E 13
24 531500

' NMR (400 MHz, CDCl;) & 5.45-5.40 (m, 1H), 2.51-2.38 (m, 1H), 2.49-2.21 (m, 1H), 2.14-1.88 (m, 5H),
1.86-1.77 (m, 2H), 1.73-1.38 (m, 8H), 1.34-1.22 (m, 4H), 0.95-0.81 (m, 8H).

3. Ny sboll THF (200 mL) % PPhsEtBr (37.1 g, 100 mmol)e] @AENe] 40TA t-BuOK (11.2 g, 100 mmol)E

A7 sk, 20ColA 108 =9k wuksk & S-200-N19-3_2 (7.6 g, 25.1 mmol)E H7}stQdtt. w-g E3&
S 40TColA 1AZE ¢ wwketgth, weES A NHCL (200 mL)E 0Col A #AA3Far, EtOAc (3 x 200 mL)

2 FEAUT. FI fU] A4S FE9 (200 mb)E AIFHSEAL, NagS0, AollA AxAI7]aL, o3stal, &FHAIZT.
FES ZH-Z924 (PE 5 EtOAc 0%~30%)°l ola AAFe] S-200-N19-3_3 (5 g, 63%) S HLAZA FE3}9

l

I NMR (400 MHz, CDCl3) & 5.45-5.35 (m, 1H), 5.20-5.00 (m, 1H), 2.41-2.30 (m, 1H), 2.29-2.12 (m, 3H),
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[0476]

[0477]

[0478]

[0479]

[0480]

[0481]

[0482]

[0483]
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2.09-1.76 (m, 6H), 1.69-1.38 (m, 15H), 1.35-0.94 (m, 7H).

4. THF (20 mL) & S-200-N19-3_3 (2 g, 6.35 mmol)®] &<fo] N, 3foll 0CelA 9-BNN oA (3.09 g, 12.7

mol)E H7Fskr.  &HE 60TAA 1AZF B wwkslgitt. 0CE WZAZ 3 EtOH (20 ml) 2 NaOH

(12.7 ml, 5M, 63.5 mmol)e] £AE wj> HAHs| Hrtstdrt.  Hr7ke = 00, (2.15 mg, 6.35 mmol, & 3

30%)S s8] Hrbeka, UlF £5E 10T vvtex FX35tt.  E3}ES N, kol 60TColA 1A17F 59 uwt

Soth. EFELS 30TE AYZAA 7, E (100 nL)E& &N A7lsta, 4 =L EtOAc (100 mL) = F2

At F7 & 944 (2 x 100 nb)Z AFEA . e {7 TS T NaS0, dollA dxzA7la, Aest
6 g

A 3z2ulEay (PE/EtOAc = 2/1)0 &3] AAIske] S-200-N19-4_1 (1

'H NMR (400 MHz, CDCl3) & 5.45-5.35 (m, 1H), 3.75-3.62 (m, 1H), 2.28-2.19 (m, 1H), 2.10-1.75 (m, 7H),
1.71-0.97 (m, 19H), 0.92-0.75 (m, 4H), 0.68 (s, 3H).

5. DCM (20 mL) % S-200-N19-4_1 (1.6 g, 4.81 mmol)2] &lo] A7} A (2 g) 2 PCC (2.07 g, 9.62 mmo
= Hrlsksic. gt;; E& 25TColA 3AIRF B wRkslgity.  &3HE] PE (50 mL)E #H7bekaivh. EFES

Na]a} A 9 Jﬂté 23] ojget, 1AS PE/DCM (30 mL/30 mL) = AH et EFES oFsta, AH}ES

AF ol sFANAY. FES AEsr A AzntEagy (PE/EtOAc = 10/1914 5/1)0 s AAlste] S-

200-N19-4. 2 (1.2 g, B43HE uA2A 5800, o2 uAZAY Z5F ol MeCN (10 mL) 258 AZ2A

3}alo] S-200-N19-4_2 (1.0 g, 84.0%)F F538}T).

'H NVR (400 MHz, CDCls) & 5.40-5.35 (m, 1), 2.61-2.45 (m, 1H), 2.30-2.10 (m, 5H), 2.00-1.75 (m, 6H),

1.70-1.10 (m, 14H), 0.90-0.75 (m, 4H); 0.633 (s, 3H).

LOMS Rt = 2.0% I=wlE1a)s 3 1.058%, 30-90 AB, 4% 100% MS ESI AR Cply [MH-H0] 313, 22
=] 313.
6. t-BuOK (3.51 g, 31.4 mmol)Z THF (50 mL) 3 PhsPMeBr (11.1 g, 31.4 mmol)e] e N, 3}ol] 40°C ol 4]

A7V TE. 25CoA 108 EQF wuksk & S-200-N19-4_2 (2.6 g, 7.86 mmol)E H7}skoich. w-e
S 40TCAA 1A ToF wukegtr. ¥ESES 424 NILCL (100 mL)E 0Tl A AAsF3, ]2 EtOAc (
A

H

1
mL) 2 FESAT. #3747 A4S 99 (2 x 100 mL)E AlFEFaL, NaS0, ol A A=A|7]aL, o7stal, 53
=

AFES ZY)-Z94] (0%~30%, PE = EtOAc)el| 98] AASte] S-200-N19-4_3 (2.4 g, 93%)< 17|
%}\

H NMR (400 MHz, CDCl;) & 5.45-5.35 (m, 1H), 4.86-4.83 (m, 1H), 8.70-4.65 (m, 1H), 2.27-2.20 (m, 1H),

2.10-1.90 (m, 4H), 1.89-1.50 (m, 11H), 1.49-1.30 (m, 3H), 1.28-1.00 (m, 6H), 0.80-0.60 (m, 5H), 0.59
(s, 3H).

7. 9-BBN oA (9.27 g, 38.0 mmol)Z THF (60 mL) & S-200-N19-4_3 (5 g, 15.2 mmol)9] &o] N, &}ol] 0
CTolld H7FskRTE. 92 60TCAA 1A7F FF wdsdct, 0C=2 WYZ4Az 3, EtOH (60 ml) 2 NaOH
(30.4 ml, 5M, 152 mmol)2] |G uwje HAAS] HA7IsId. H7e &, W0, (15.2 ml, 152 mmol, & = 30

% AAE Ahehi, UF SEE 0T vHen fASAT. EFES N, sl 00TAA 147 Bt

grk. ZIES 0TE AWZAAAT. = (100 mL)S EtOH (100 m1)E zt&= gl Hrlslgict. Fetas &
53t3lom, olE oFsta, F el FHAA S-200-N19-4.4 (5 g, = EA)E JAZEA F53I3T.

)
ol
o

I NR (400MHz, CDCl3) & 5.44-5.32 (m, 1H), 3.68-3.59 (m, 1H), 3.39-3.35 (m, 1H), 2.29-2.19 (m, 1H),

2.08-1.89 (m, 4H), 1.88-1.75 (m, 3H), 1.62-1.60 (m, 2H), 1.56-1.39 (m, 6H), 1.36-1.24 (m, 3H), 1.23-
1.11 (m, 4H), 1.08-0.98 (m, 4H), 0.92-0.75 (m, 5H), 0.70 (s, 3H).

8. dl=-mt2® Holo]r|d (2.44 g, 5.76 mmol)S 25CelA DCM (150 mL) % S-200-N19-4_4 (1 g, 2.83
mmol) 9] el H7sAtt.  WHEES 25TolA 1AIZE ot wAksgint. wkgES 25ToA 30 F<F ankat
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[0487]

[0488]

[0489]

[0490]
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grf. EIES 0TNA EZ3F NayS:0; (100 ml)ol] 31, o]Z DM (3 x 100 ml) o2 FZ359t. &3k §7)
S 323} NaHCO; (100 mL x 2), 94 (100 mL) = M H3F3, Na,S0, oAl AxA7|3, J#sta, AFE o =

AA = AYES F5sler, o8 ddrt A 27 (PE/EtOAc=10:1)ol fs] AAlste] S-500-15-2_1 (800
mg, 80%)S AAZEA 53kt

ofj

{1

of
o

I NIR (400MHz, CDCly) & 9.58-9.57 (m, 1H), 5.40-5.38 (m, 1H), 2.37-2.35 (m, 1H), 2.25-2.23 (m, 1H),

2.08-1.76 (m, 7H), 1.65-1.63 (m, 2H), 1.53-1.37 (m, 5H), 1.31-1.21 (m, 4H), 1.19-1.00 (m, 6H), 0.90-
0.80 (m, 5H), 0.73 (s, 3H).

60Col A THF (3 mL) % (947 mg, 39.5

9. THF (27 nL) & 1-H=R-3-wd5e (4 g, 26.4 mmol)®] &= Mg
FIAES G0TCAA 1A o wukslgt. A=

mmol) 2 I, (33.5 mg, 0.132 mmol)e] et #7}sloitt.

o] AzH olxMEul1u BHZulo]l= (30 mL, THF & 0.88 M, 26.4 mmol)S THF (2 mL) % S$-500-15-2_1
(800 mg, 2.32 mmol)2] &Hol Ny dloll 0ColA H7IeATt. EFES 0ToNA A7 FoF wwrsie. &3

Eo| NHCl (50 mL, 23} +4)S #A7Fslth. £3%S EtOAc (2 x 50 mL) 2 F=3ch. 3s /7] 48 ¢
F (100 i) AHF, NaSO, AlA AxAZI, ofmetn, A sl FHEAA = PHES FEeom,
ol At A ZA=vtEY T (PE/EtOAc=10/1914 5/1)9 2Js gAste] 44 (720 mg, 75%) 5
sk,

o]

il
é
fu
=
-
By
o
ol

H NMR (400MHz, CDCl;) & 5.40-5.38 (m, 1H), 3.63-3.61 (m, 1H), 2.23-2.21 (m, 1H), 2.10-1.74 (m, 7H),

1.69-1.58 (m, 2H), 1.54-1.34 (m, 8H), 1.33-1.00 (m, 11H), 0.95-0.75 (m, 14H), 0.70 (s, 3H).

LCMS Rt = 28 A=ZnE28y £ 1.289%, 30-90 AB, =% 100%, MS ESI AAFX] CysHis [M+H—2H20]+ 381, A=
%] 381.
10a. THF (14 mL) = 44 (300 mg, 0.720 mmol)e] ®No| N, afol] WAL (348 mg, 2.85 mmol) E EFuHdE~

A (1.11 g, 4.27 mmol)S 25T A7ttt 25TCoA 208 o+ wyk

313k 5 DIAD (780 mg, 3.86 mmol)E
Ny 3lell 0ColA H7leltr. EFES 0CAA 208 &9 uWket g, 25CT=E

7F23kan, 25CoA 17417 &

oF wWwRkEITH. B (100 ml)S #H7bstar, E3ES EtOAc (2 x 100 mL) 2 FZs1gt. §7] A4S 94 (100
nL) & AlZskar, Na,SO, AellA AZxzA7)aL, oJFtstar, JAF o FFAA = BAHE (1.5 ¢, = BF)E &5
3Tt

10b. THEF (70 mL) % 44 (1.9 g, 4.55 mmol)<] &Me] N, 3ol wlz=AF (2.

(7.07 g, 27.0 mmol)S 25ColA H7}sldtl. 25ToA 208 F<¢F wyksk & DIAD (4.93 g, 24.4 mmol)E N,
ko 0CAA H7 ek, EIFES 0CAA 208 Tk wukst e 25T = 7Festa, 25CoA 17417 59
Wt B (250 mL)E H7belar, EIELS EtOAc (2 x 250 mL)E FE3F9TE. 7] AL 94 (2 x 300
mL) 2 AlF 3}, NaS0, AollAl AZAI71a, oJ#sla, JF st FAIA 2 YHAES 53300, = AHE

o, 300 mge] 442FE ] T vt wix|¢} FFsta, Agt A 28 (PE/EtOAc = 8/1)°] 93] BAIste] S-500-
15-1.1 (1.2 g, E+3)& 2924 F53%eH, ofF A3 $% dAd AH&33ltt.

11. THF/MeOH (2 mL/ 2 mL) & S-500-15-1_1 (1.2 g, &g &Ho] NaOH (400 mg) Z H0 (2 mL)E 25Ce]
A FTREATE. REEES 50TolAl 16A1F ¢t wuksiditt, WAL §, kg E3HES HO0 (20 mL) 2 3
akal, EtOAc (2 x 30 mL)® F=3klvh. 3§71 T8 NaS0, AellA dxA7|a, ofaetar, g 3ol

7. = AAES A7t A 29 (PE/EtOAc = 4/l & AAste] A= 3 (150 mg, EFIHS F
Rom, o]F MeCN (5 mL)S AH&ate] 25ColA AstAelste] GAlste] 3 (30 mg, =3 % 100 ng, BT
AAZA FEEAT

loty
X

off
Hy

>
i

to S

=

'H NR (400MHz, CDCly) & 5.39-5.37 (m, 1H), 3.63-3.59 (m, 1H), 2.26-2.21 (m, 1H), 2.09-1.88 (m, 4H),

1.86-1.76 (m, 2H), 1.75-1.61 (m, 3H), 1.54-1.32 (m, 7H), 1.32-1.08 (m, 10H), 1.07-0.96 (m, 1H), 0.95-
0.74 (m, 14H), 0.95-0.74 (m, 1H), 0.70 (s, 3H).
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[0493] LOMS Rt = 2% I =vberejs] 3 12815, 30-90 AB, 4= 98%, MS ESI 7143 CoHyO [M+H-H0] 399, 223
399,
[0494] AAld 41 (3S,55,8R,9S,10S,13S,14S, 17R)-17-((2S,35)-4- (4, 4-T)H| D A| F 2 I 2] )-3-3| =F A L EF-2-2 )-3-9]|
€-10, 13-t e AL 7} E 2 -1H-A S 23 EHa | G E--3-& (4)9] T4
[0495]
MeOCH,PPh;CI NaBH4
:<:>< t-BuLi, THF /_<:>< /_<:>< MeOH
S-500-6-29_2A S$-500-6-29_2B S$-500-6-29_2C
HO TsO
$-500-6-29_2D S$-500-6-29_2E S$-500-6-29_2
MePPhsBr DMP
t+-BuOK, THF
AlMes, BHT
EtMgBr
$-200-INT_3E
ST-500-6-29_2 NaBH,
\ Mg, THF MeOH/THF
HO
S$-500-6-1_1
Pd(OH),, Hy
MeOH
[0496]
[0497] 1. t-BuLi (90.7 mL, 118 mmol, n-314F % 1.3 M, 3.0 @&H)S 0ColA THF (200 mL) T EFZ2Z(HEAHE)E
2 E ¥ (40.4 g, 118 mmol, 3.0 B9 &l A s, HAIE F, t&% =S 0CAA M7
Bt wHkskSITE. if&%e THE (50 mL) 3 S$-500-6-29_2A (5 g, 39.6 mmol, )] gl 0ToAM H
7Feba, ¥k EFES 15TCA 2417 FoF wukel gk, E3ES NHCI (100 ml, 10%)?1 2] 8kar, EtOAc (2
x 200 mL)Z FF39Y.  f7] A4S EEsta, JAF bl FFAA S-500-6-29_2B (18.0 g, & E4)E 5
sl
[0498] 'H NMR (400 MHz, CDCly) & 5.74 (s, 1H), 3.52 (s, 3H), 2.20-2.15 (m, 2H), 1.95-1.90 (m, 2H), 1.26-1.16

(m, 4H), 0.90 (s, 6H).
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[0500]

[0501]
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[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

[0509]
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2. TFA (21.4 mL, 290 mmol
I, 15TeolA 1.5A1%F &<t

&S x3} A4 NalCo; (10 mL) o= #AAstar, EtOAc (2 x
E2A)A  S$-500-6-29_2C

% S-500-6-29_2B (5.6 g, &%) 2] muk g-oof] 15CoA 7)s)
o)
o

20 nb)= FEsdk. #T f71 FE T NaS0, el AxzAlzla, #Ask sl

=
(5.0 g, 2 BA)E 292X 5890, o2 F& Al AA Qlo] A&t

'H MR (400 MHz, CDCly) & 9.64 (s, 1H), 2.15-2.05 (m, 1H), 1.80-1.60 (m, 2H), 1.70-1.35 (m, 4H), 1.25-
1.15 (m, 2H), 0.91 (s, 3H), 0.87 (s, 3H).

3. NaBH; (1.61 g, 42.7 mmol)E& MeOH (50 mL) =

A FA7bsE T, E3FES 15TAA 1417 Bk wRkelltt. EfES = (50 mL)ell i, 208 Bt wukalgl
ok, A AS EtOAc (3 x 50 nL)E F=3+ ot <

Na,S0, Aol Al AZA7|aL, AFslal, H2A]A $-500-6-29_2D (5.6 g, = %é)% L ARA T?O}’%D}.

HONMR (400 MHz, CDCls) & 3.47-3.42 (m, 2H), 1.60-1.50 (m, 2H), 1.42-1.30 (m, 4H), 1.25-1.0 (m, 4H),
0.91 (s, 3H), 0.87 (s, 3H).

4. TsCl (8.23 g, 43.2 mmol)& 15ColA FFH (50 mL) & $-500-6-29_2D (5.6 g, 39.3 mmol)<] LMol N,
st H7ieksict. EEES 15CoA 16A7F ok wwtelsitt. EFEES & (50 mL)ol &, 20% F9F
stgtl. 224 AFS DOM (3 x 40 nL)oZ 2Z3gdk. @3 §7] AL 3} A4 (2 x 200 mL), HCI (0.5M,
50m) 2 AlFalaL, F4= NapS0, oA AZA|7]a, s, FFAA LdS F533oH, oF ik (50

mL) S ZXE 68°Col|A A AAs}er] S-500-6-29_2F (4.2 g, 61%)}E TAZA 5315},

H NMR (400 MHz, CDCls) & 7.80-7.76 (m, 2H), 7.35-7.25 (m, 2H), 3.86-3.80 (m, 2H), 2.45 (s, 3H), 1.60-
1.45 (m, 3H), 1.40-1.30 (m, 2H), 1.20-1.05 (m, 4H), 0.88 (s, 3H), 0.82 (s, 3H).
5. LiBr (2.33 g, 26.9 mmol)S& oFAHE (50 ml) 5 S-500-6-29_2E (2 g, 6.74 mmol)e] &qe A7}y, &

S 65ColA 1247 <k wwkeigitt. EFES & (50 mL)E AASkAL, MIBE (3 x 20 mL) 2 FE3H3Tt.
71 4= 99 (50 mL) = AIFSEAL, NaS0; el A2A7IaL, of#stal, EFA1A §-500-6-29_2 (1.3

Stk 2.2 g9 S-500-6-20 LR Ee] E vhE wjxsh Fsha, = AYE
oJ3}skal, PE (100 mL) & AlHsta, F5FHAA S-500-6-29_2 (2.6 g, 90%) & L 4=

f
o

'H NIR (400 MHz, CDCl3) & 3.34-3.28 (m, 2H), 1.72-1.64 (m, 2H), 1.60-1.48 (m, 1H), 1.42-1.35 (m, 2H),
1.28-1.18 (m, 4H), 0.91 (s, 3H), 0.87 (s, 3H).

6. THF (900 mL) % PhsPMeBr (167 g, 470 mmol)®] &<l t-BuOK (52.7 g, 470 mmol)E 25CelA FH7lsk3irt.
g E3ES 60CE 7FEstar, 1A%F S wukslgdt. TP aulEE (50 g, 157 mmol)S H7Fekidh. w-$-
EFES 60ToA 1A17F B ek, ¥3} NHCL (900 mL)S H7bslder.  EFES EtOAc (2 x 1000
mL) 2 FE3HATE. Fe f7
ZAA 2 AAHES 2924 F559 01, o] Ayt A Aox 28 aEetEad9 (PE:EtOAc = 20: 1004
AAske] S-200-INT_1 (45 g, 91.2%)% ALAZA F58kdT).

N

ol
o

AG (2 x 2000 mL)E AH3FIL, Na,S0, AellA AxA7)13, X3F st =

H NMR (400 MHz, CDCl;) & 5.40-5.30 (m, 1H), 4.85 (s, 1H), 4.71 (s, 1H), 3.60-3.40 (m, 1H), 2.40-2.20
(m, 2H), 2.05-1.90 (m, 2H), 1.85-1.60 (m, 9H), 1.53-1.40 (m, 5H), 1.25-0.90 (m, 9H), 0.59 (s, 3H).

7. DCM (1500 ml) & S-200-INT_1 (45 g, 143 mmol)®] &<l DMP (108 g, 257 mmol)E 20CA FH7lsk3itt.
EFES 20CA 241 SF wwkaglek. & (800 mL)S FH7FSkal, NalCO, (200 ¢ 2ADE H7bskgich. &

t;’}%% 041}3}91‘:} 041}%% .Ei_il' Nazszo3 (2 x 2000 mL)Qi /\1]7—‘(—'],'5‘]-_]7_’ Nast4 }Z)]'c’ﬂ/\i Z:]_JZ«}\]7]IL, 03134"5']-:1_’.,
X stoll EFAIA DM (100 mL) % S-200-INT_29¢] &d-& F=3slglen | ol & drd A3 AH&sigit.



[0510]

[0511]

[0512]

[0513]

[0514]

[0515]

[0516]

[0517]

[0518]
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8. EFal (500 mL) 3 BHT (191 g, 866 mmol)e] &Mol| AlMe; (EF<l, 216 mL = 2 M, 433 mmol)<S 10TCelA

A7VeaL, 1A 7 B9t ﬂﬂ&é}%‘t‘r F3&o] DOM (100 mL) = S-200-INT_2 (o]&% AT: 44.6 g)9] fHs
-78CoA A7 ey, EIFES -78ColA 1A1ZF S wukslgth,  EtMgBr (141 mL, 426 mmol)-& -78°Coll A
A7 ek, E¢ES -78 Coﬂfﬂ 20 B ki, s} AJ[E24F (1 L)S HUbskir. vﬂ A 2y

afal, @<= (600 mL)= AH8FaL, NaS0, ol AxA71ar, e stel $FAA £ AEed F5813en, o

2 A8t A Aelx 79 A=vtEgs] (PE:EtOAc = 50:19141 30: D)ol s AA3te] S-200-INT_3a (27 g,
556) 2 WA RA FESHAT).

r\l
off
o

'H NMR (400 MHz, CDCly) & 5.35-5.25 (m, 1H), 4.85 (s, 1H), 4.71 (s, 1H), 2.40-2.30 (m, 1H), 2.10-1.60
(m, 14H), 1.50-0.75 (m, 17H), 0.58 (s, 3H).

9. 9-BBN o]&A] (17.6 g, 72.5 mmol)E THF (40 mL) % S-200-INT_3E (5 g, 14.5 mmol)e] &l H7}s3it).
EFES N, 3boll 60CoA A7 Sk s, AZE AFEATE. v E3HE] of ek (8.33 mL, 145
mmol) X NaOH (28.9 mL, 5 M, 145 mmol)E H7}sIth. EFELS FHstA Wesltt. H0, (14.4 nL, 10
M, 145 mmol)E 25ColA AH7lsla, WE =5 37 (75C) sholl FSAAY. EFES 37 3 dZA17] 1,
1AIZE Bk wkstar, nA7F FAHAT. E5HE] Na,S0; (20 mL, 20% F°79)& 25ColA Ittt =3&
< EtOAc (2 x 100 mL)& F=3}ict. 3
, AT sl FEA7Ia, AeFt A 2 (PE/Et0Ac=10/1eA4 3/1)o] &) AAlste] S-200-INT_4E (3.5 g,
67%) 5 TLAZA FEFYT).

rot

71 A& f (2 x 200 mL) 2 Al F8kaL, NasS0, oA dxA7]

al

'H NIR (400 MHz, CDCl3) & 5.31-5.26 (m, 1H), 3.68-3.60 (m, 1H), 3.41-3.32 (m, 1H), 2.40-2.32 (m, 1H),

2.03-1.93 (m, 2H), 1.92-1.65 (m, 4H), 1.58-1.16 (m, 13H), 1.16-0.90 (m, 11H), 0.90-0.81 (m, 3H), 0.73-
0.62 (s, 3H).

10. DMP (4.66 g, 11.0 mmol)Z DCM (30 mL) = S-200-INT_4E (2 g, 5.54 mmol)e] &l 25ColA
A7Vt Hhg EFES 25TAA 1087 5 wweksitt.  9hs EFES 25TAA 238 4 NaliCo; (30
nL)E AASPTE. DM =& ®sta, =4 A4S DM (30 nL)e® FEe9ct. 3 f7) A4S 13 54
Na,S0; (3 x 50 mL), 994 (50 mL)E A&, Na,S0, AollA AxA7|a, oj3star, AF dto] FFAA S-
200-INT_5E (2.0 g, & E2)E A=A 539,

H NMR (400 MHz, CDCl;) & 9.59-9.56 (m, 1H), 5.31-5.26 (m, 1H), 2.42-2.10 (m, 2H), 2.10-1.80 (m, 4H),
1.79-1.54 (m, 7H), 1.54-1.31 (m, 7H), 1.28-0.90 (m, 9H), 0.90-0.81 (m, 4H), 0.73 (s, 3H).

11. THF (8 mL) & S-500-6-29_2 (2.56 g, 12.5 mmol)2] & H-& Mg (600 mg, 25.0 mmol)2] HErNe] = 7}s}ar,
THE (3 mL) = I, (63.4 mg, 0.25 mmol)& 75Co|A A7}ttt ZIES 75Co|A 1A 59 wakslglo),
WZANZ1 B THE (30 ml) % $-500-6-1_1 (1 g, 2.78 mmol)e] &ML 15T HAA3s| HArletgdrt. H7)sk
T BIELS 15CAA 2A12F B9 wukslgith, X3 NHCL (40 ml) 2 X3 AEZAF (20 mL) o2 AHsa
EtOAc (3 x 20 mL)Z F=3¥th. &3 7] 4L A4 (2 x 30 mL)E Al 3FaL, Na,S0, gollA HxzA7]1aL,
w229 oIsta, Fu)-Z3 (PE & EtOAc 0-15%)° <3 AAste] S-500-6-29_12] &3E (800 mg, 60%)
S A ZA

FAZA FEEY

s

I NMR (400 MHz, CDCl3) & 5.33-5.19 (m, 1H), 3.88-3.71 (m, 1H), 2.42-2.29 (m, 1H), 2.07-1.86 (m, 4H),

1.78-1.59 (m, 4H), 1.54-1.31 (m, 13H), 1.29-1.13 (m, 8H), 1.12-0.99 (m, 8H), 0.94-0.79 (m, 13H), 0.68
(s, 3H).

12. DMP (1.39 g, 3.30 mmol)Z DCM (30 mL) 3 S-500-6-29_1 (800 mg, 1.65 mmol)e] &Mo| Hr}stHder., 1
T, e EEES 15CoA 108 FoF wdksdtt. ¥ EFES A4 Fo prt oF 9¢ wi7bx] 3E3}F NalCOs

T4 (50 mhy o= AFsGY. EFES ST, DM & s, 4 A4S DM (20 mL) o2 F&E3}
gk, g3k 7] AS EF NaS:0; 4 (3 x 40mL), E3} NaHCO; (40 mL), 95 (40 mL)Z A H 33, Na,S0,
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[0532]

SIHED 10-2025-0054838
Aol AzxA7)aL, AFelar, FFAIA F S-500-6-29_2 (800 mg, X EA)E uAEAN F53H.

I NIR (400 MHz, CDCl3;) & 5.31-5.25 (m, 1H), 2.54-2.43 (m, 1H), 2.40-2.21 (m, 3H), 2.07-1.87 (m,

3H),1.81-1.57 (m, 7H), 1.53-1.39 (m, 7H), 1.38-1.29 (m, 3H), 1.27-1.16 (m, 4H), 1.15-1.04 (m, 8H),
1.03 (s, 3H), 1.00-0.92 (m, 2H), 0.91-0.80 (m, 9H), 0.69 (s, 3H).

13. NaBH, (2.80 g, 82.5 mmol)Z 53], 53&wlt}, MeOH (5 mL) % THF (5 mL) & S-500-6-29_2 (800 mg, 1.65

mmol)e] §Ho| H7lepqlth. &= 15TColA 30% &<t wytelltt.  &E3t=S ¥38) NHICl (50 mL)= 213
akal, EtOAc (3 x 20 mL)® FZE3Hivk. ek 7] S NaSO, dellA dxA7]a, o 3star, §$HA7]aL,
Hl-Z 4] (PE ZF EtOAc 0-15%)° olall AAlste] 49 (290 mg, 36%) 2 12 (120 mg, 45%)F A=A F53FA
=

49:

Bl

2}

H ONMR (400 MHz, CDCls) & 5.31-5.26 (m, 1H), 3.85-3.77 (m, 1H), 2.40-2.32 (m, 1H), 2.07-1.87 (m, 4H),
1.76-1.69 (m, 1H), 1.66-1.55 (m, 5H), 1.53-1.42 (m, 7H), 1.41-1.31 (m, 5H), 1.30-1.12 (m, 8H), 1.11-
1.05 (m, 3H), 1.03 (s, 3H), 1.01-0.92 (m, 2H), 0.91-0.82 (m, 12H), 0.68 (s, 3H).

LOMS Rt = 2.0% IZr}E1#)3 3 1.718%, 30-90ABE, <%= 98%, MS ESI 7133 CaHsy [MHH-2H,0] 449, 21
3] 449.

12:

" ONMR (400 MHz, CDCls) & 5.31-5.26 (m, 1H), 3.85-3.77 (m, 1H), 2.40-2.32 (m, 1H), 2.06-1.95 (m, 3H).
1.77-1.58 (m, 7H), 1.54-1.28 (m, 12H), 1.27-1.06 (m, 11H), 1.03 (s, 3H), 1.00-0.95 (m, 2H), 0.93-0.82
(m, 12H), 0.69 (s, 3H).
WMRt=ZN%iEﬂE1ﬂﬂ<%17%%,%0%&E,%El%%MS%Iﬂ&ﬂCﬁ%[WW%ﬁT@@,@
3] 449,

14. Pd(OH), (200 mg, 7AZ)S MeOH (30 mL) = 49 (140 mg, 0.288 mmol)e] &Moo Hrlstgct. ZEIES H,
(50 Psi) 3loll 50ColA 48A13F F<QF muksigitt. EFES Agsta, 5FA7]a, FH-Z#d4 (PE F EtOAc
0-15%) ] 23] AAsted 59 (27 mg, 19%) 2 4 (42 mg, 30%) S TAZA FE319T}.

4:
H NMR (400 MHz, CDCl;) & 3.84-3.76 (m, 1H), 1.98-1.85 (m, 2H), 1.69-1.54 (m, 9H), 1.53-1.46 (m, 3H),

1.45-1.28 (m, 9H), 1.27-1.20 (m, 4H), 1.19-1.13 (m, 5H), 1.12-1.02 (m, 4H), 1.01-0.92 (m, 2H), 0.91-
0.85 (m, 12H), 0.82 (s, 3H), 0.70-0.61 (m, 4H).

LCMS Rt = 2.0 AZvtEIDHI F 1.799%, 30-90AB_E, =% 100%, MS EST AAFA] Csslss [M+H—H20]+ 451, A

AAld 50 (3S,8S,9S,10R,13S,14S, 17R)-3-o & -17-((2S, 35)-3-3| ==A| -6, 6-t| W & & €F-2-2 )-10, 13-t] ¥ &l -
2,3,4,7,8,9,10,11,12,13,14,15,16, 17-H EZ W 7}3| =2~ 1H-A| S 2 HEH a | A FE#-3-& (5)9] T4
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[0533]
[0534]
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$-500-6-1_1 5 54

1. THF (8 mL) % 1-B2x-3 3-tdeX e (3.68 g, 22.3 mmol)e] &MS THF (2 ml) = Mg (1.08 g, 44.6
mmol) 2 I, (1 mg)e] HEFH| N, 3}oll 50~55TA H71slARTt. EFES 55ToA 1A17F B9t wvlkaksitt,

olojA, THF (5 mL) % S-500-6-1_1 (0.8 g, 2.23 mmol)2] €S 0T MZEo] AW (3,3-vvEfe)n
2w set2d% (THF 10 mL 3 22.3 mmol)ol %7};}0%} EIFES 15TA 2417 SoF wuksllth. &3
AEZAF (20 mL, 10% 4)< H7bskith. £FES EtOAc (30 nl) & FZ3k3ch. §7] & Zeleta, 1%

st FFAIA EFES F5IeH, o %?41#1 24 (PE % 0~15% EtOAc)® ¥ldled 5 (580 mg, PI,
58%) 2 54 (50 mg, 5%, Ew3)E S5

5:
H NMR (400 MHz, CDCl;) & 5.33-5.24 (m, 1H), 3.65-3.54 (m, 1H), 2.41-2.31 (m, 1H), 2.11-1.84 (m, 4H),
1.76-1.38 (m, 15H), 1.38-1.00 (m, 12H), 0.93-0.80 (m, 15H), 0.70 (s, 3H).

54:

H NMR (400 MHz, CDCl3) & 5.33-5.24 (m, 1H), 3.62-3.52 (m, 1H), 2.41-2.31 (m, 1H), 2.11-1.90 (m, 3H),
1.75-1.00 (m, 28H), 1.00-0.75 (m, 18H), 0.70 (s, 3H).

2. DMP (1.1 g, 2.6 mmol) ¥ & (1 W&)S& 20CoIA DCM (10 mL) F 5 (580 mg, 1.3 mmol)2] &Aool 713}
Ak, EFES 20ColA 2AF e stk 238} NaHC0; €9 (20 mL) % Na,S:0; (20 nL, E3hH<S 3
o Hbeklvh. £3¥ES EtOAc (50 mL) 2 FE3F3ivh. 7] T NaHC03/Na.S,0; (20 + 20 mL, 33}) 23] =
AZ 8L, NaS0, el A Az 7)o, ojistar, g st HFHAA S-500-6-1_3 (520 mg, 90%)<S LA ZA
533t

o

' NMR (400 MHz, CDCl;) & 5.38-5.18 (m, 1H), 2.62-2.22 (m, 4H), 2.11-1.85 (m, 3H), 1.78-1.57 (m, 7H),

1.57-1.32 (m, 8H), 1.32-1.21 (m, 2H), 1.19-1.09 (m, 5H), 1.08-1.01 (m, 4H), 1.00-0.91 (m, 1H), 0.90-
0.80 (m, 12H), 0.70 (s, 3H).

3. NaBH, (1.77 g, 46.8 mmol)E THF (5 mL) 2 MeOH (10 mL) % S-500-6-1_3 (520 mg, 1.17 mmol)<] &of

15ColA ofe] FEoz Hr7slglet. 325 15TdA 208 &<t wdtsdict,. =85S NHCL (20 mL, >3}
A2 AASa, EtOAc (50 mL)E FE3Ach. 7] & &Edsta, AT sHd 5F5A1A FES 5359
om olE Zes Z¥ (PE F 0~15% EtOAc)Z Easle] 5 (300 mg, 48 9 54 (170 mg, E+3H)E 5
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4. B<E 5 (300 mg, B3hHS Zdl4) 29 (PE £ 0~12% EtOAc) o o8] AA3te] A4S =531
= MeCN (50 mL) =9 60ColA &3|A|7]3, FF dlo] FF=AA 5 (270 mg, 52%)E DA ZA TE53}9

ol

" NMR (400 MHz, CDCls) & 5.33-5.24 (m, 1H), 3.67-3.54 (m, 1H), 2.41-2.31 (m, 1H), 2.11-1.84 (m, 4H),
1.78-1.57 (m, 5H), 1.55-1.38 (m, 12H), 1.38-1.07 (m, 7H), 1.03 (s, 3H), 0.93-0.89 (m, 12H), 0.85 (t, J
= 7.6 Hz, 3H), 0.70 (s, 3H).

LONS Rt = 7.0% I=upe-1e]3] 3 5.587%, 30-90_AB_E, %% 96.5%, MS ESI AIAFR] Caoly [MHH-2H,0]" 409,
A 23] 409.

Aldl 6: (3S,8S,9S,10R, 13S,14S,17R)-17-((2S,3R)-5-A| F 2 X 2 & -3-3| == A Hl gF-2-Y )-3-°| & -10, 13-t] =]
-2,3,4,7,8,9,10,11,12,13,14,15,16,17-B| Eg}H| 7} 8| E 2 -1H-A| S 2 A E}Ha ] A FEA-3-2 (6)¢] A

o

S$-500-6-1_1 S$-500-6-20 $-500-6-19

DMP

DCM

$-500-6-20

Mg (641 mg, 26.4

=
5 & SFX. O
e F, ERES

1. THF (8 mL) & (2-BE2RJEDAZFZZZF (1.8 g, 12 mmol)e] &N THF (2 nl)
mmol) 2 I, (1 mg)e] @AEA| N, 3ol 50~55TCA A7Fslglet.  55ToA] 1AI7F 5<t
THF (10 mL)2 3Asct. agvta 98 0ColA THE (10 mL) 3 $-500-6-1_1 (0.8 g, 2.23 mmol)2] &

1@%&%@.1&%%1@1}%1 WHFSE & WFSES NH,CL (20 mL, 10% $4)2 AAsa, EtOAc (30
)2 FE39. 771 5 BEst, JF sl sFAA EFHE (1 g, £ 22)& IAZA F531%2H,

o2 Z4 Z¥ PE) F DCM/EtOAc (1/1) (0~25%= E]3le] S-500-6-20 (700 mg, 73%, E<=3F), E S-500-6-
19 (70 mg, 7%, 43S LA ZA 533},

2. DMP (1.38 g, 3.26 mmol) B3 & (1 W2)5 20ColA DM (10 mL) ¥ S-500-6-20 (700 mg, 1.63 mmol)e] &
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[0550]

[0551]

[0552]

[0553]

[0554]

[0555]

[0556]

ZIHSd 10-2025-0054838

Hol| 7Pttt 20Tl 2A13F FF wRkel & £35S NalC0; (20 mL, ¥3}) 3 Na,S,0; (20 mL, X3} =
A 2]8tar, EtOAc (50 mL)2 F ] =& 3 NalC0s/NaS:0; (2 x (20 mL/20 mL))® AHs}a,
Na,S0, Arolld AxA 71, oJ3sta, 2F st FFHAA S-500-6-19_3 (700 mg, 100%)S A=A
F53ATH.

N
o,
38
O
£
N

I NMR (400 MHz, CDCl3) & 5.35-5.20 (m, 1H), 2.72-2.26 (m, 4H), 2.17-1.87 (m, 3H), 1.82-1.35 (m, 13H),

1.35-1.20 (m, 2H), 1.20-0.91 (m, 12H), 0.85 (t, J = 7.2 Hz, 3H), 0.80-0.62 (m, 4H), 0.53-0.33 (m, 2H),
0.12-0.00 (m, 2H).

3. NaBH, (2.46 g, 65.1 mmol)Z THF (5 mL) 2 MeOH (5 mL) % S-500-6-1_3 (700 mg, 1.63 mmol)e] &Mej 15

CollA o] RRo= Hretduk., 15TolA 208 E¢F wwkek & Z3&S NHCL (20 mL, %3} $A4)E A3

3t3, EtOAc (50 mL)E F=3tt. 7] =& Besla, AF g HFAA 760 ng EIES TAZA F
sglom | o2 Zajs Z¥ (PE £ 0~35%<] DOM/EtOAc (1/1))o= Rsle] 69 (330 mg, 47%) 2 6 (250 mg,
35%, Bt nARA FEEUT. ESE 6 (250 me)S F7ME ZH4 29 (PE 5 0~35%9 DCM/EtOAc
(/1) g8 Easte] 6 (170 mg, 23%)S wAZA F5% .

6:
H NMR (400 MHz, CDCl;) & 5.32-5.24 (m, 1H), 3.77-3.66 (m, 1H), 2.41-2.31 (m, 1H), 2.09-1.91 (m, 3H),

1.79-1.59 (m, 6H), 1.55-1.21 (m, 14H), 1.21-1.06 (m, 4H), 1.03 (s, 3H), 1.00-0.95 (m, 1H), 0.93 (d, J
= 6.8 Hz, 30) 0.8 (t, J = 7.6 Hz, 3H), 0.70 (s, 3H), 0.68-0.62 (m, 1H), 0.49-0.38 (m, 2H), 0.11-0.02
(m, 2H).

LCMS Rt = 2.0+% ZZwlE1YT ZF 1.380%, 30-90_AB_E, =X 100%, MS ESI AIMEA] Cyelly0 [M+H—Hiﬂ+ 411,

AN 7 (3S,5S,8R,9S,10S,13S,14S,17R)-3- & -17-((1R, 28)-1-3| =& A -1-(¥] 2] P -3- ) T Z 7-2-2] )-
10, 13-td g @i 73| 2 2-1H-A F 2 HEH ald G EA-3-2 (7)9] A
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ZIHSdl 10-2025-0054838

9-BBN ©| ]
—_—
NaOH, H,0,

MAD, EtMgBr
—_—
74

MePh3PBr
—_—
THF

1. 0CollAl Ny afoll EF<l (1500 mL) 5 BHT (416 g, 1.88 mol)e] &M EfWEdUdFny (EFq, 469 nL
Z 2 M, 939 mmol)S AH7FEATE. ETES 0TolA 3o‘ﬂ Eot wwkaslar, F7F AA glo] MAD (EF<l = 0.47
el gas 2AH Agatdtl. N, kel -70TelA MAD (B Z 0.47 M, 2.01 L, 945 mmol)2] &l Sl

(800 mL) = N-005_1 (100 g, 315 mmol)iﬂ g AHrlslEnt. EFES -70ColA 30&
Eo] EtMgBr (o€ oElZ & 3 M, 315 mL, 945 mmol)S A 7}sldct. AAE &3

- H
X

2 Mo o
8 o ¢
4
(@)

@]
=2

I
aRkeRit. Rkg _J%g W 44 AlEE4F (1000 mL)ell Htar, EtOAc (2
g 7]l & 9 (500 mb) 2 AlFstar, §4 SAPUER oA Az, O%ﬂ’é}i, EEANAG.
A7t A A=vtEIY (PE 5 EtOAc 0-20%)° o]af AAlste] N-005_25 A=A 85 g (78% &)

1H NMR (400 MHz, CDCls) & 2.55-2.46 (m, 1H), 2.19-2.12 (m, 1H), 2.11-2.09 (m, 3H), 2.08-1.96 (m, 1H),
1.71-1.48 (m, 10H), 1.47-1.31 (m, 5H), 1.30-1.09 (m, 7H), 1.06-0.94 (m, 2H), 0.92-0.87 (m, 3H), 0.86-
0.79 (m, 3H), 0.75-0.64 (m, 1H), 0.60(s, 3H).

2. THF (1000 mL) < MePPhsBr (174 g, 0.49 mol)e] &AErHo 15TCol|A N, 3ol t-BuOK (54.9 g, 0.49 mol)E

H7Fekdtr. 50TolA] 308 B¢ w tz , THF (800 mL) % N-005_2 (85 g, 245 mmol)e] &ML 65C =%tk
A oy FEo=z Hulegy. =3 50 CollAd 1A ZF B¢ wykabar, NH,CL (1000 mL) & AA &AL, EtOAc

(2 x 900 mL)Z FE3AY. §7] T BEsta, A3 s 53AA £ YAES 531521, o|E MeOH/
2 (1.5 L, 1:1)2Y5E 50CoA A5 5 oJ7slar, HE AolAE MeOH/E (2
=

x 500 mL, 1:1)& AHstz, g s}l , 2 =A)E BARA F5EEAT.

' NMR (400 MHz, CDCl;) & 4.85-4.82 (m, 1H), 4.71-4.68 (m, 1H), 2.06-1.94 (m, 1H), 1.86-1.78 (m, 1H),

1.76-1.71 (m, 4H), 1.70-1.62 (m, 4H), 1.61-1.48 (m, 6H), 1.47-1.30 (m, 3H), 1.29-1.05 (m, 8H), 1.04-
0.92 (m, 1H), 0.91-0.82 (m, 6H), 0.76-0.63 (m, 1H), 0.56 (s, 3H).

3. THF (1800 mL) % N-005_3 (75 g, 217 mmol)e] &l N, 3fe] 9-BBN ©o]&A] (105 g, 434 mmol)E FH7}Fst3]

ot EES 60Tl A7 FoF wukskith, WkE EgtEo] oEhe (124 mL, 2.17 mol) E NaOH 44
(434 mL, 5 M, 2.17 mmol)& g FEo=z A7), oA, H0, (217 mL, 10 M, 2.17 mol)E 0ColA &

ettt EFES 65CE 7pestar, 1A17F B wwketal, B (1.5 L) FJArh. v 388 EtOAc
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[0564]

[0565]

[0566]

[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

[0573]
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(2 x 800 nL) &2 FZ3th. &S f§7]1 T E3b 54 NaS05 (600 mL)oll FH7Fstar, 1A17F &<t wwksgick
Hhe=S ofol LU E-AE MY Folm FAMSt] ko] H0.7F FAHASS 83Tk, ololM, 7] &
S %3 94 (2 x 500 mL)E AAFaL, F42 NaS0, AdelA H@FzA7|an, ofstar, FF sl FFAA N-

0054 (78 g, & BA)E IAEAN FEYT. % N-005_4 (78 g, E+3H)E MeOH/H0 = 10/125-E 15TlA
AstA e ste] N-005_4 (70 g, B3 E AAZA 53300

i

'H NMR (400 MHz, CDCl3) & 3.68-3.60 (m, 1H), 3.41-3.32 (m, 1H), 1.99-1.92 (m, 1H), 1.88-1.75 (m, 1H),

1.69-1.45 (m, 10H), 1.44-1.29 (m, 4H), 1.28-1.15 (m, 6H), 1.14-0.91 (m, 8H), 0.90-0.79 (m, 7H), 0.67
(s, 30).

4. DCM (800 mL) % N-005_4 (70 g, 193 mmol)<] &Moll DMP (122 g, 289 mmol)E Z7}&tict. =1 &, W&
S 15CoA 308 FoF wykatcy. Wk E3MES ¥3} 424 NaHCOy (500 mL) oMol H7}slar, 15CoA 20

Fob atelieh. x84 NapS0; (600 mL)S #H7F8lal, E3ES 15TCoA F7H=2 147 59 wRksed
FTolz FAlste] ZEFe] DMPo] I EHYES Atk 4 A4S
87 =& 44 23} NaHCO; (400 ml) £ 2 994 (400 mL)= A=

A
(e}
!
O

i
=
" ol
il
[o
9,
o
to
o)
ot
(NS
ﬁm
dﬁ
i
>
o

H
Stal, NapS0, ZdolAM AxA7]a, ofsstar, & skol EFAA N-0055 (70 g, =wH)E AAEA

H NMR (400 MHz, CDCls) & 9.58-9.55 (m, 1H), 2.39-2.30 (m, 1H), 1.95-1.78 (m, 2H), 1.69-1.42 (m, 10H),
1.41-1.30 (m, 4H), 1.29-1.14 (m, 5H), 1.13-0.95 (m, 6H), 0.94-0.86 (m, 4H), 0.85-0.81 (m, 3H), 0.69
(m, 4H).

5. i-PrMgCl (2.49 mL, 4.98 mmol, AEI2 ZF 20D THF (5 nl) 5 3-EZEI I (875 mg, 5.54 mmol)o] &
Aol A7retut. 25CeA 1A7F B9F nRkg & THF (5 mL) % N-8-7_1 (200 mg, 0.554 mmol)e] &H&

7bakdel.  25TeolA 16417 Bt wRksk & W& EFES NILCL (50 mL, 10% $4)E AASta, EtOAc (2 x
20 mL) 2 FE3ATH. G F71 S NaS0, ellAl AxAl7]a, Aqastar, sFA171a, 84 25 (D 5
EtOAc 0~50%)° <]l AAlste] N-8-19_1 (100 mg, 41%)S LA ZA F53H3t).

6. N-8-19_1 (100 mg, 0.227 mmol)S SFC (Z#: AD (250mm*30mm, 5um), 7-¥j: 50-50% B (A= 0.05%NHs/H0, B=

MeOH), 3 80 nl/®)@ Relste] 7 (A 1, 57 mg, 57%) % 89 (WA 2. 8 ng, 8ME wAZA
S5 a9,

SFC # = 1: Rt = 1.798% 2 3= 2 Rt = 3% AZnpErg)y] % 1.985%, AD-H_3UM_4_5_40_4ML ("7]Z=) AD-
3 50%4.6mm 1.D., 3um ©1%&4: A €O, B ©]Z&-32¥E (0.05% DEA) T¥l: 1.43 59t 5%914 40%9] Boar,

1.05% B2t 40%0 ©]ojA] 0.35% &<t 5%2] BE #X #%: 4nl/% 29 &% 40T").

7:
H NMR (400 MHz, CDCl;) & 8.56-8.52 (HLIH), 8.49-8.45 (m, 1H), 7.68-7.62 (m, 1H), 7.29-7.24 (m, 1H),

5.01-4.95 (m,lH), 2.11-2.01 (m, 1H), 1.96-1.89 (m, 1H), 1.83-1.76 (m, 1H), 1.73-1.63 (m, 4H), 1.59-
1.47 (m, 6H),1.43-1.29 (m, 4H), 1.27-1.20 (m, 4H), 1.19-1.06 (m, 4H), 1.03-0.92 (m, 1H), 0.91-0.85 (m,
4H), 0.83 (s, 3H), 0.77-0.73 (m, 3H), 0.70-0.64 (m, 4H).

LONS Rt = 2.0% I =ZupeE2e)3 3 1.017%, 10-80AB_E, &= 100%, MS ESI ZIAF] CoolyNO, [MHH] 440, 212
] 440.
SFC Rt = 3% F=ulE7 s 3 1.780%, AD-H_3UM_4_5_40_4ML, 100%de.

AAld 81 (3S,5S,8R,9S, 108,135,145, 17R)-17-((2S,35)-3-3]| == A -6-w & A €k-2-2 )-3 10, 13-E 2] W & A A} 0]
IS E2-1-A S 2 e a ]| WG EF-3-2 (8)2 &4
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[0574]

[0575]

[0576]

[0577]

ZIHSd 10-2025-0054838

54

$-200-INT_2

1), 9-BBN ©] A, THF
—_—
2), NaOH aq. H,0,

$-500-2-9_1

Pd(OH),/C
—_—

1. %<l (1 L) 2 BHT (1.97 kg, 8.94 mol)] &Hol N, B97] &holl AlMe; (2.14 L, EF<l = 2.0 M, 4.28
mol)& 25T m|wkell A A7tatgict. AAE EFES 25ToA A7 Z<¢F wwksigdtt. DM (3 L) 3 S-200-
INT_2 (794 g, 85% HAE F%, 2.16 mol)E -70CAA H7lstger. EIES -70TolA] 1A B¢ wykst

Ak, MeMgBr (862 mL, tlolg olHZ = 3.0 M, 2.59 mol)S -70ColA H7lstgic., whg £35S -70Co

=
F71 A& A5 (2 LE AFHSIL, NaS0, ol AxA7]a, ofststa, g dfol #FHAA FFE

_"’:
om | o]Z MeCN (3 L))o 2RE 25ColA A3t ste] S-200-INT_3 (340 g, 43%)S A ZEA F538}9T).

H ONMR (400 MHz, CDCls) & 5.34-5.26 (m, 1H), 4.85 (s, 1H), 4.71 (s, 1H), 2.50-2.35 (m, 1H), 2.07-1.94
(m, 3H), 1.91-1.84 (m, 1H), 1.83-1.63 (m, 8H), 1.58-1.33 (m, 6H), 1.27-1.13 (m, 3H), 1.12 (s, 3H),
1.10-1.05 (m, 1H), 1.02 (s, 3H), 1.00-0.92 (m, 1H), 0.58 (s, 3H).

2. S-200-INT_3 (149 g, 453 mmol) 2 9-BBN ©o]=Fal| (127 g, 520 mmol)9] E3Eof N, 3t 15ColAl THF (1
LE 7ot vk EFES 60TolA 1A7F ok witsldir. E3ES 15CE JZ4AFH . EtOH (208
g, 4.53 mol)E 15TColA 7 st NaOH <=4 (906 mL, 5 M, 4.53 mol)S 15ColA Z7Fetgdtt. H0, 514
g, 30%, 4.53 mol)E 15TColA A7l 58 TFES 60TAA 1A o wwtslgict. 1A 7F A
k. ZAE ogkE (200 mL) 2 AlH3le] uAE FEIGeH, o FF 2L & (2.5 L) 3ol 80CA EtOH
(2.3 )R 94407 dAzlxgsle] 15-3b (131 g, 84%)E A RA 58U, e 2Ry oiESs 2
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[0578]

[0579]

[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]

2IHE 3 10-2025-0054838
F aloll B=A1A 15-3b (30 g, & BA)E AABEAN F=5590.

I NIR (400 MHz, CDCl3) 65.35-5.24 (m, 1H), 3.67-3.61 (m, 1H), 3.42-3.33 (m, 1H), 2.50-2.35 (m, 1H),

2.07-1.92 (m, 3H), 1.88-1.65 (m, 3H), 1.60-1.38 (m, 9H), 1.37-1.26 (m, 1H), 1.26-1.12 (m, 4H), 1.11
(s, 3H), 1.08 (s, 1H), 1.05 (d, J = 6.8 Hz, 3H), 1.01 (s, 3H), 1.00-0.91 (m, 1H), 0.70 (s, 3H).

3. DMP (2.44 g, 5.76 mmol)Z DCM (10 mL) = 15 1 g, 2.88 mmol)e] &M Hrleldo., 1 & HISE
S 25TCAA 108 & wuksidth. Wb EFES 444 X3 NalCO; €9 (20 mL) 2 4 323} NapS.0; (20
&
A

N
mL) &N FH7bele] AASIa, DM (2 x 50 mL) o2 F=3Id. 33 S A4 3} NaH0; (3 x 50

pad

, ol

o

7]

ofj

o

!
(<0
.
i

ml) &4 B g (50 mL)= AIH AL, NaS0, “dolA AxA7]

(1g, = E48)& AARAN F53830.

} & 3toll FFAIA S-500-2-9_1

H MR (400 MHz, CDCl3) & 9.57 (brs, 1H), 5.35-5.25 (m, 1H), 2.50-2.30 (m, 2H), 2.05-1.95 (m,

3H),1.95-1.80 (m, 1H), 1.75-1.65 (m, 1H), 1.65-1.60 (m, 3H), 1.55-1.50 (m, 2H), 1.50-1.40 (m, 2H),
1.40-1.30 (m, 1H), 1.25-1.20 (m, 2H), 1.20-1.15 (m, 2H), 1.15-1.10 (m, 6H), 1.05-0.95 (m, 5H), 0.90-
0.70 (m, 1H), 0.68 (s, 3H).

. vl (641 mg, 26.4 mmol) 2 I, (33.5 mg, 0.132 mmol)9] &3EL 60CoNA uwkslar, THF (20 mL)
=z olAaddutavF BREule]l= (2 g, 13.2 mmol)9] &NE& N, sholl A7bsieict. 1 %, 9Hg £3ES 60T

oAl 1AZF <k wRHksIYh. W3 EFES oladEvlIvlg HEulolm g0z A ofust HAE flo] A
A AFgERT. agvE 89S THF (10 mL) = S-500-2-9_1 (1 g, 2.90 mmol)e] &Mel] N, 3fell 0ColA =
Zhetitk. 1 F, S ERES 25T 1A Sek kgl whg EES 23} 4 NHCL (50 L)
|l H7}elar, EtOAc (2 x 50 mL)E FZ=3tar, 94 (50 mL) 2 A& 3FaL, Na,S0, AellA AxA|7|ar, o338}
, Foll 5FHAIA = AFES 5590, = AAES A7 A 29 (EtOAc/PE = 1/4)° o8] A
Fo] B3k S-500-2-9-1A (560 mg) S LA ZA F53FH ).

i

i, F

o

ol

H NMR (400 MHz, CDCl;) & 5.28-5.25 (m, 1H), 3.90-3.80 (m, 0.25H), 3.68-3.58 (m, 0.75H), 2.48-2.36 (m,

1), 2.05-1.95 (m, 3H),1.95-1.80 (m, 1H), 1.80-1.75 (m, 1H), 1.75-1.52 (m, 6H) 1.52-1.42 (m, 6H),
1.42-1.32 (m, 3H), 1.32-1.22 (m, 3H), 1.22-1.12 (m, 3H), 1.12-1.02 (m, 2H), 1.01 (s, 3H), 1.00-0.92
(m, 1H), 0.92-0.85 (m, 9H), 0.85-0.77 (m, 1H), 0.69 (s, 3H).

5. S-500-2-9-1A (560 mg)E SFC (Z¥: 7]24 0D-3 150x4.6mm I.D., 3um ©]54F: A: CO, B:olekE (0.05%
DEA) ull: 5F E<F 5% WA 40% BolaL, 2.5% FoF 40%0] o]ojA 2.5% H<F 5% BolA A 3 2.5mL/E
Ze 2% 35T)ol o) A B¢ 30 (160 mg)S wAZA, 283l 75 (265 mg, 47%)E LA ZAM 5
SkaAtt.

" ONMR (400 MHz, CDCls) & 5.35-5.30 (m, 1H), 3.70-3.60 (m, 1H), 2.50-2.40 (m, 1H), 2.05-1.90 (m, 4H),
1.85-1.75 (m, 2H), 1.75-1.60 (m, 1H), 1.55-1.45 (m, 8H), 1.45-1.25 (m, 8H), 1.25-1.10 (m, 4H), 1.10-
1.05 (m, 2H), 1.02 (s, 3H), 0.99-0.91 (m, 3H), 0.91-0.89 (m, 4H), 0.88 (s, 3H), 0.69 (s, 3H).

LOMS Rt = 1.5% I =ZulEe|s 3 1.1628, 595 AB, 41 99%, MS EST ZIAF2] CoHe[MH-2H,0] 381, 223
381.

6. 71z Pd(0H)./C (100 mg)E THF (5 mL) % MeOH (5 mL) 5 75 (230 mg, 0.551 mmol)9] &< H7}s}3ict.

Mg BB H, % 50 Psi tol 50THIA 24413k ok ksl T F, HURE ¥hgo] $ARSS e
dglch. wg % e

or}o{

Eq=s oHHE osta, I sl FAA =i s F5E0ld. &
]_O

S MeCN (3 mL)So. 2 A ZAAE ] 8 (68 mg, 30%)S 3|WMA FA|ZA FEF

'H NMR (400 MHz, CDCl3) & 3.65-3.55 (m, 1H), 2.00-1.80 (m, 2H), 1.76-1.60 (m, 3H), 1.55-1.48 (m, 3H),
1.48-1.38 (m, 4H), 1.38-1.26 (m, 7H), 1.26-1.23 (m, 4H), 1.23-1.06 (m, 5H), 1.06-1.02 (m, 3H), 1.02-
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[0588]

[0589]

[0590]

[0591]
[0592]

[0593]

[0594]

[0595]

ZIHSd 10-2025-0054838
095 (m, 1H), 0.95-0.85 (m, 10H), 0.81 (s, 3H), 0.70-0.60 (m, 4H).
LCMS Rt = 1.5% AZvtETHI F 1.171%, 5-95 AB, &% 100%.

MS MS ESI A|2H2] Colly [MHI-2H,01° 383, 2123 383.

ol

AAldl 90 (3S,5R,8R,9S,10S,13S,145,17R)-3-(H EA W & )-10, 13-T W & -17-((2S,3R)-4,4,4-EZ S F L2 -3~
EEARE-2-) A 7R 2 -1- A S 29 EHa | A G EA-3-2 (9)9] A4

Pd/C, H,
B —

MeOH/THF

OH

TMSCF3, CsF
—_—
TBAF.3H,0, THF  HO}
o \ H
/" N-004-022_5 P
9

1. Pd/C (5 g, <1% &)< MeOH (100 mL) 2 THF (100 mL) % N-004-022_1 (50 g, 151 mmol)&] &Hol H7}3}A

o olofA, &S 30 psio] F4x Bfell 25TolA 4841 T FAFART. EFES Aol HuE T

3 s, AHES WF o] BHFAA N-004-022_2 (50 g, = EA)E TAZA FE91).

HONMR (400 MHz, CDCls) & 3.65-3.55 (m, 1H), 3.40-3.3 (m, 1H), 2.80-2.60 (m, 1H), 2.40-2.30 (m, 1H),

2.25-2.10 (m, 1H), 2.10-1.95 (m, 3H), 1.80-1.65 (m, 3H), 1.65-1.53 (m, 1H), 1.53-1.40 (m, 4H), 1.40-

1.01 (m, 17H), 0.70 (s, 3H).

2. DMSO (200 mL) % EWExZAF olo]otlel= (19.8 g, 90.2 mmol) & t-BuOK (10.1 g, 90.2 mmol)9]
o golS 60ToA N, kol 1A17F 59k 7F&dth.  N-004-022_2 (15 g, 45.1 mmol)E RES &8 H7}

Fal, 60ColA 108 Eob mwkedvr. Wk
=3AT. ek 771 A4S & (2 x 500mL),

, A 3l FFAA N-004-022_3 (15.5 g,

El

o

28 E (1000 mL)E AHgsta, EtOAc (2 x 500 mlL)ZE
4 (300 mL)Z A skar, F4= NaS0, AollA AxA7]a, o
Z=

2A)S A 2N SE59,

SN
it
g o

i)
ol
=

'H NMR (400 MHz, CDCl;) & 4.18-4.08 (m, 1H), 3.67-3.60 (m, 1H), 3.40-3.30 (m, 1H), 2.70-2.50 (m, 3H),
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[0596]

[0597]

[0598]

[0599]

[0600]
[0601]

[0602]

[0603]

[0604]

[0605]

SIHS3 10-2025-0054838
2.40-2.30 (m, 1H), 2.01-1.50 (m, 14H), 1.40-0.65 (m, 14H), 0.68 (s, 3H).

3. MeONa (12.0 g, 223 mmol)E N, 3ol 25TColA4] MeOH (500 mL) % N-004-022_3 (15.5 g, 44.7 mmol)2] &<

of Azttt g
(

m{n

S N, sbell 70C 5 st 16A17F E9F mulekith, whSES B (500 mL)E A8kl

2 x 300 mL)o.® FZagrt. 3 &7 AL T3l I (2 x 300 L) E A HSFa,
Na,S0, Aol Al AzxA7]ar, od3elil, HEAH N-004-022_4 (15 g, %= BA)E AAEAN F5390. = N-

004-022_4 (15 g)& A&7t A A=2wlEd " (PE/EtOAc = 10/100A 5/1)° & AAsI] N-004-022_4 (7.4
g, 50%)E AAZA F533C).
'H NMR (400 MHz, CDCl;) & 3.76-3.73 (m, 1H), 3.64-3.60 (m, 1H), 3.40-3.33 (m, 4H), 3.22-3.16 (m, 21),

2.01-1.69 (m, 6H), 1.62-1.51 (m, 4H), 1.44-1.31 (m, 13H), 1.10-0.99 (m, 5H), 0.97 (s, 3H), 0.67 (s,
3H).

4. DMP (1.56 g, 3.69 mmol)Z DCM (15 mL) 3 N-004-022_4 (1.4 g, 3.69 mmol)e] & H7ladqey. o2 &
HhS EFEES 25Tl 108 B9 kel whe EES £33} NaHC0; 24 (20 mL) S 2 pH = 97} €
7HA AR EFES oAEgith. DM T FElsta, 4 4 DM (20 nL) o= FEglvk. #
7] S 3} NaS0s F8€ (3 x 10 ml), La} NaHCO; &9 (10 mL), 95 (20 nL)= AlZ ki, NayS0, 4

A AzA 7L, oAgsta, FEAAT. AFES MeCN (10 mL) &2 A3} 2]ske] N-004-022_5 (700, E<=3hH)E
IAZA F53AT.

&rsi' a8

' NMR (400 MHz, CDCls) & 9.56-9.58 (m, 1H), 3.39 (s, 3H), 3.24-3.18 (m, 2H), 2.40-2.31 (m, 1H), 2.01-
1.50 (m, 11H), 1.47-1.01 (m, 16H), 0.97 (s, 3H), 0.70 (s, 3H).

TMSCF3, CsF
B —

TBAF.3H,0, THF HO*

N-004-022_5

5. THF (5 mL) % N-004-022_5 (200 mg, 0.531 mmol), CsF (40.2 mg, 0.265 mmol)2] &<hell N, a}oll 0Tl
TMSCF; (187 mg, 1.32 mmol)& H7Fsitl. EdES 25TolA 1417 B¢ aubslsivl. &ghEd] TBAF.3H.0
(836 mg, 2.65 mmol)E H7IFAth. 25TColA 2417 F<¢t wyHkek & E§5-2 50% NIL,Cl (20 mL)Z A3 3kaL

EtOAc (2 x 10 mL)& FZ3}%]
O%E'Jr%}ﬂ {% atoll &A%

F 71 &S A (20 nb) 2 AHSFIL, T NagS0y dolA AxA7)aL,

AHES Ay A a=zetE gy (100-200 #4 287 A, PE/EA=10/1)
(

30 mg, EdH)S WAl a2 A FS5819T).
9:
HONMR (400 MHz, CDCly) 6 4.05-3.95 (m, 1), 3.39 (s, 3H), 3.24-3.18 (m, 2H), 2.00-1.83 (m, 5H), 1.77-

1.68 (m, 2H), 1.64-1.47 (m, 8H), 1.43-1.35 (m, 5H), 1.31-1.08 (m, 6H), 1.06-1.00 (m, 3H), 0.97 (s,
3H), 0.70 (s, 3H).

LOMS Rt = 2% F=uleE-ie)s] 2 1.156%, 30-90AB_2min.lem, <% 100%, MS ESI AIAFR] CoHuFy0s [MNal'
469, A=A 469.

AAe 10: (3S,58,8R, 95,108,138, 145, 17R)-17-((1S,29)-1- A F2 =2 9 -1-3| ES2A| 2 7-2-9 )-3-o|| & -
10, 13- Hd @At 718 = 2-1H- A S 2 A EHa] G EA-3-2 (10)9 A
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[0606]
[0607]

[0608]

[0609]

[0610]

ZIHSdl 10-2025-0054838

N-8-7_1 N-8-13_1

NaBH,

1. THF (5 mL) % N-8-7_1 (500 mg, 1.38 mmol)S 0ColA THF (5 mL) & AFRIEZIvladg BEvlol= (1
g, 13.7 mL, THF & 0.5M) &de] HA7sla, 25TCAA 442 9 wukslgt),  E3FES NHI,Cl (20 mL, 10%
=

FA)E H7Eska, EtOAc (2 x 30 mL) & F&33th. #7] =& g, »
sttt AFES AEgt A F2ulEawF e 9§ PE/EtOAc = 1/12 £FA
mg, 25%)& LA ZA F53ATE.

LOMS Rt = 2.0% ZIZulErels] 2 1.1925, 30-90AB_MIN_E, %% 99%, MS ESI AAFA Cully [MH-2H,0]"
367, A2 367.

294 mg 0.694 mmol)E DCM (5 mL) 3 N-8-13_1 (140 mg, 0.347 mmol)e] &N Hrlslgith., 71 %,

S EES 25TCAAM A7 Fot wdteln). s EFES 4 S pHzl oF 971 @ wizbx] E3} NaHCO,

A (50 nL) o= AAsAY. EIES s Tt. DM F& Egstar, 4 A2 DM (100 nL) o2 F33}

93\]:]' ‘;}?:51' ‘IQI‘7] /\o]'% _]E_‘]_ Na')S')Og Zl: oﬂ (3 X 100 mL) _‘]j_ﬂ- NaHCO;; (100 mL) Oﬂ‘}l\‘ (40 mL)E H]z% }'
2 A)A N-8-13_2 (140 mg, = E2)E A=A 53519},

T Do
=}
=
s}
—~

o

' NMR (400 MHz, CDCls) & 2.65-2.55 (m, 1H), 1.95-1.90 (m, 2H), 1.50-1.15 (m, 19H), 1.14-0.95 (m, 7H),
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[0611]

[0612]

[0613]

[0614]

[0615]

[0616]

[0617]
[0618]

ZIHS3d 10-2025-0054838

0.94-0.80 (m, 12H), 0.69 (s, 3H).

3. NaBH, (1.18 g, 17.4 mmol)E 53], 5&7}t}, MeOH (1 mL) 2 THF (1 mL) & N-8-13_2 (140 mg, 0.347 mmo

De] &9 Azttt EES 15TedA 308 & wwsigitt. £FES ¥k NHCl (50 mL)E
sk, EtOAc (3 x 20 mL)= F=siith. &3k f7] A4S NaS0, ZellA AxAl7]ar, ofapsiar,

= , wH-Zd4 (PE 5 EtOAc 25%) <3 AAste] 10 (26 mg, 19%)S FAZA, 183 90 (12 mg,
9%)& AARAM FEIATT.

I NMR (400 MHz, CDCl3) & 2.85-2.80 (m, 1H), 2.00-1.95 (m, 1H), 1.90-1.80 (m, 1H), 1.55-1.10 (m, 16H),
1.09-0.80 (m, 17H), 0.70-0.60 (m, 5H), 0.58-0.43 (m, 3H), 0.32-0.34 (m, 1H), 0.13-0.06 (m, 1H).

LONS Rt = 7.0% Z=ZulE1e)y] = 3.840%, 30-90AB_7MIN_E, %% 97%, MS ESI AAFA Coly [MH-2H,0]"

w

67, A% 367.
HPLC Rt = 30+& AZwlE1 T F 13.470+, 70-90AB_1_30MIN.M, T% 97%.

Ald 11: (3S,5S,8R,9S,10S,13S,14S,17R)-3-°l &-10, 13-t W & -17-((2S,35)-4,4 ,4-ET ZF Q0 2 -3-3| = F 1|
E-2-a) dAt Ils| Z2-1H-A| S 2 EHa | G ERA-3-8 (1) A

T

TMSCF;, CsF
—
THF

S-500-6-1_1

MeOH

1. TMSCF; (493 mg, 3.47 mmol)S THF (5 mL) ¥ S-500-6-1_1 (500 mg, 1.39 mmol) % CsF (105 mg, 695
umol)e] &Ml 0ColA H7Fegth., ZEFES 25TolA 1A < wwkslar, TBAF.3H,0 (1.09 g, 3.47 mmo
DE A, TFES 25TlA 2417 &<t wdtsta, & (100 mL) 2 #A sk, EtOAc (2 x 50 mL) & 3
=t IR 7] = e (100 mb) = AASEAL, - NapS0; el AxA7IaL, o s, g st &
ZANFY. ARES e‘a}?} A g=zaled (100-200 #4 A2]7F A, PE/EA=10/1) 93] AAste] S-500-
AzA F53T.

1
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[0619]

[0620]

[0621]

[0622]

[0623]

[0624]

[0625]

[0626]

[0627]

[0628]

[0629]

[0630]
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' NMR (400 MHz, CDCl3) & 5.33-5.24 (m, 1H), 4.06-4.00 (m, 1H), 2.38-2.35 (m, 1H), 2.08-1.82 (m, 6H),

1.77-1.69 (m, 1H), 1.62-1.20 (m, 13H), 1.16-1.00 (m, 8H), 0.99-0.92 (m, 1H), 0.87-0.83 (m, 4H), 0.74-
0.64 (m, 3H).

2. S-500-6-1_2 (350 mg)Z SFC (Z%: AD(250mm*30mm,5um), Z71: 0.1%NH;.H,0 ETOH, T-¥: 35%N*] 35%, -+

2 (ml/¥): 60mL/%, 25C)ell 93] AAste] 81 (= 1, 130 mg, 37 %) 2 62 (F= 2, 180 mg, 52%) & LA
24 FES,

81:

HONMR (400 MHz, CDCly) & 5.34-5.24 (m, 1H), 4.09-4.00 (m, 1H), 2.43-2.33 (m, 1H), 2.14 (d, J = 4Hz,
1H), 2.07-1.80 (m, 5H), 1.77-1.55 (m, 5H), 1.53-1.30 (m, 7H), 1.28-1.00 (m, 11H), 1.00-0.91 (m, 1H),
0.85 (t, J = 8 Hz, 3H), 0.70 (s, 3H).

LONS Rt = 2.0% I =ulE1#l3 2 1.220%, 30-90 AB, 4% 100%, MS ESI AIAFA| CoslagFo0 [M+H-H,0] 411,
AZE==] 411.

SFC 3= 1: Rt = 108 IAZvlET#y F 4.561%, AD_3_EtOH_DEA_5_40_25ML ("Z=: 7]=3 AD-3 150x4.6mm
I.D., 3um ©]%52F: A: CO, B:olEF2 (0.05% DEA) -u]: 5% ZoF 5%0A] 40% Bolal, 2.5 EQF 40%c] ©]o]A,

2,58 <k 5% B A ek 2.5mL/F Y 2% 35T"), 100%de.

3. PA(OH), (0.2 g, <1% E)& MeOH (2 mL) 2 THF (1 ml) 3 81 (110 mg, 0.256 mmol)<] Mo H7tslglct.
ENE 50CAA 50 psie] G4 sholl 48A17F Bt FASAI AT, oA, EFES AolEY IH=E T3l A
b, oIS AF o AT, X S Z4] 2% (PE/EtOAc=10/194 5/1)l ol8] AAlslo] 56
(38 mg, 35%) 2 11 (42 mg, 38%)<L HAZA FE53519

11:

H NMR (400 MHz, CDCly) & 4.09-3.99 (m, 1H), 2.11 (d, J = 6.0 Hz, 1H), 1.99-1.80 (m, 3H), 1.70-1.55
(m, 6H), 1.53-1.30 (m, 8H), 1.27-0.96 (m, 11H), 0.95-0.81 (m, 7H), 0.70-0.61 (m, 4H).

LCMS Rt = 2.0+ ZZwlE T F 1.247%, 30-90 AB, =% 100%, MS ESI ZIAFA] CosllyFs0 [M+H—HZO]+ 413,
A 2] 413.

Al 120 (3S,8S,9S,10R,13S,14S,17R)-17-((2S,3R) -4~ (4, 4-t) W & A| S 2 3 2] ) -3~
10,13-tiW€-2,3,4,7,8,9,10,11,12,13,14,15,16,17-t| Egtd| 7} 8| =2 -1H-A| & =9
A
H O

3
£Ha

=Bl

A2 -
E

HIEAN-3-2 (12 )9

12
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[0631]
[0632]

[0633]

[0634]

[0635]

[0636]

[0637]
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NaBH,
MeOH/THF

1. NaBH; (2.80 g, 82.5 mmol)E 53], 5&wlc}h, MeOH (5 mL) 2 THF (5 mL) < S-500-6-29_2 (800 mg, 1.65
mmol)2] & Hrislglet. EFES 15TCoAA 307 & wuksidet. E3ES >3 NHCL (50 mL) 2 213
3kal, EtOAc (3 x 20 mL)& FZ3h3ic). 7] S Na,S0y AellA] AzA7)aL, oj#stal, ¥&EA 7|, &

[e)
3
H-Z 4 (PE F EtOAc 0-15%)° <3l AAste] S-500-6-30 (290 mg, 36%) % 12 (120 mg, 45%)E ILAZA

15}

gud

hun

" ONMR (400 MHz, CDCls) & 5.31-5.26 (m, 1H). 3.85-3.77 (m, 1H), 2.40-2.32 (m, 1H), 2.06-1.95 (m, 3H).
1.77-1.58 (m, 7H), 1.54-1.28 (m, 12H), 1.27-1.06 (m, 11H), 1.03 (s, 3H), 1.00-0.95 (m, 2H), 0.93-0.82
(m, 12H), 0.69 (s, 3H).

LCMS Rt = 2.0% mZ=ZulEagy F lm&;SO%%E,IElm%MS%Iﬂ&ﬂCﬁ%mmﬂMﬁ4w,é
=3] 449,

AAd 130 (1S,3R,45)-4-((3S,5S,8R,9S,10S, 135, 145, 17R)-3-3] == A]-10, 13-t W & -3-(Eg| ZF o 2 v g ) F A}
H7}s E2-10-A E 2 e a] A FEA-17-9)-1-H d A Ee-1,3-1t] & (13)9] A
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[0638]
[0639]

[0640]

[0641]

ZIHSdl 10-2025-0054838

9-BBN %A, THF
—_—
NaOH, H202

F3C

1. THF (200 mL) N-4-1_4 (27 g, 85.8 mmol)e] &Ml CsF (25.9 g, 171 mmol) 2 TMSCF; (24.3 g, 171

=
mol)S 7. EES 10TCoA 127 Bk wukedyr. %20 2 (10 mL) % TBAF.3H,0 (30 )&
A7yeldtt.  EIES 30ColA F71E 2A7F ot =
EtOAc (500 mL) Sl &3fA71aL, & (2 x 500 mL)2 A&, Nay,S0, AolAd AZxA7)a, oAFsta, 2 3
o H=A7]3L, ZH4 Z9¥ (PE 3 0~10%% DCM/EtOAc (1:1))ell oJ&) AAsle] N-4-1.5 (27 g, 82%) = N-4-
1.5 (3.5 g, 11%)E nAZA FE=39T).

N-4-1_5:

1
H NMR (400 MHz, CDCl;) & 4.84 (s, 1H), 4.70 (s, 1H), 2.12-1.94 (m, 3H), 1.89-1.78 (m, 2H), 1.75 (s,

3H), 1.72-1.60 (m, 5H), 1.58-1.48 (m, 2H), 1.45-1.09 (m, 10H), 1.01-0.89 (m, 1H), 0.85 (s, 3H), 0.78-
0.68 (m, 1H), 0.56 (s, 3H).
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[0642]

[0643]

[0644]

[0645]

[0646]

[0647]

[0648]

[0649]

[0650]

[0651]

[0652]

[0653]

[0654]

[0655]

3IHSd 10-2025-0054838

'H MR (400 MHz, CDCl,) & 4.84 (s, 1H), 4.70 (s, 1H), 2.09-1.99 (m, 1H), 1.89-1.78 (m, 2H), 1.75 (s,
3H), 1.72-1.52 (m, 9H), 1.45-1.06 (m, 10H), 1.00-1.81 (m, 2H), 0.79 (s, 3H), 0.56 (s, 3H).

2. THF (250 mL) & N-4-1.5 (23 g, 59.8 mmol)2] &Nl 9-BBN o]&Fx] (29 g, 119 mmol)E H7}slaL, N, 3}l
40Tl A 16A17F &<t wgkepqlet.  whg E3bEol ofwhE (34.3 mL, 598 mmol) 3 NaOH (119 mL, 5 M, 598
mol) & H7FetGivh.  EFES T Wskagith. H0, (59.8 mL, 10 M, 598 mmol)E 25CellA H7}akaL,

Wi 225 &7 (70C) sl szt des A7F § 30C=2 dA4An. 3=l NayS0; (100 mL,
=

200 £A)S HA7FeY. #7] =5 3kal, & (800 mL)ol] HAok. mAZF FAAHAT. EFEE Fs
3, 2AE B2 AHSEa, JF Shol AFRAIZ]AL, MeCN (250 mL) o2 Oﬂﬁ}xmo}oq A= %é}aiﬁh A
= MeOH/E (250 mL/12.5 mL) ZHFE 60ColA dAzxglstar, 15CE YA T e, nAS 25 3l

AZANA N-4-1.6 (16.4 g, 63%)S TAZA FE3+9 ).

'H NMR (400 MHz, CDCl3) & 3.69-3.60 (m, 1H), 3.39-3.29 (m, 1H), 2.09-2.01 (m, 1H), 1.99-1.92 (m, 1H),

1.87-1.75 (m, 2H), 1.72-1.43 (m, 7H), 1.42-1.07 (m, 11H), 1.03 (d, J = 6.8 Hz, 3H), 1.01-0.86 (m, 3H),
0.85 (s, 3H), 0.73-0.69 (m, 1H), 0.67 (s, 3H).

3. DCM (200 mL) 5 N-4-1.6 (5 g, 12.4 mmol)¢] &E Ao & (223 mg, 12.4 mmol) X DMP (10.5 g, 24.8
mol)E 71 Y. EFES 15TAA 1568 §<F wuksgitt.  E3HE-S NalC0s/NapS:0; (200 mL / 200 mL,
xR 28] AlFsIa, NaS0, ol Ax:A7|1aL, AFetar, F shell 5FHAIA N-4-1.7 (4.5 g, 90%) S LA
24 531500

" ONMR (400 MHz, CDCls) & 9.60-9.51 (m, 1H), 2.40-2.30 (m, 1H), 2.12-1.78 (m, 5H), 1.75-1.59 (m, 4H).
1.57-1.15 (m, 11H), 1.14-0.84 (m, 8H), 0.78-0.63 (m, 5H).

4. MeLi (7.75 mL, 1.6 M, 12.4 mmol)E THF (10 mL) & N-4-1.7 (1 g, 2.49 mmol)2] &N 0TCoNA 713k
o EFES 15ToA 1A o wtelgitt. E3&Eo] NILCI (10%, 20 mL)S #H7Feksicth. &3ES EtOAc
o @ 7] FE& NaS0, A AxAI7|a, oFdsta, [AF e sF5AA 3=
A, EFE N-3-2_1 (1 905 =4 24 (PE T 0~15% EtOAc)ell ]3] At 91
2 ESE 130 mgS F53F . 91 (450 mg)S MeCN (10 mL) o ZH-E A4 A 3}3}o]
FE3tal, 22 (460 mg)E MeCN (10 mL)ZH-E 23] AAAs ] 22 (50 mg,)E A=

(2 x 30 mL)& F=3}%

(1 g)& Ao=2ZA +53
(450 mg) 2 22 (460 mg)
91 (50 mg)S IAZA F
A F5sAT.

91:

H NMR (400 MHz, CDCls) & 3.98-3.88 (m, 1H), 2.11-2.02 (m, 1H), 2.00 (s, 1H), 1.98-1.88 (m, 2H), 1.85-

1.79 (m, 1H), 1.73-1.58 (m, 4H), 1.52-1.20 (m, 11H), 1.19-1.11 (m, 4H), 1.10-1.00 (m, 3H), 0.97-0.89
(m, 4H), 0.85 (s, 3H), 0.75-0.68 (m, 1H), 0.66 (s, 3H).

LONMS Rt = 2.0% = Zn}E7e]9] 2 1.155%, 30-90_AB_E, %% 100%, MS ESI AIAFA] Colagf0 [MHH-H0]1 399,
AEFA] 399,
HPLC Rt = 10.0% zZ=ZnlEa#y] = 5.23%, 30-90_AB_E, =% 98.88%, d.e. 100%.

22:

I NMR (400 MHz, CDCl3) & 3.97-3.82 (m, 1H), 2.10-1.92 (m, 3H), 1.85-1.78 (m, 1H), 1.77-1.60 (m, 5H),
1.59-1.06 (m, 13H), 1.05-0.81 (m, 12H), 0.74-0.62 (m, 4H).

LOMS Rt = 2.0% I =uteE1els] 2 1.136%, 30-90_AB E, 2% 100%, MS ESI ZIAFA] CoHaFs0 [MHH-H,0]" 399,
A 2] 399.

HPLC Rt = 10.0% AZrtEed F 5.05%, 30-90_AB_E, +X 100%, d.e. 100%.
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[0656]

[0657]

[0658]

[0659]

[0660]

[0661]

[0662]

[0663]

[0664]

[0665]

[0666]

[0667]
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5. DCM (20 mL) = N-3-2_1 (0.88 g, 2.11 mmol)¥] % 1 2 (2 %) 2 DMP (1.78 g, 4.22 mmol)E #H7}s)
Gk, EEES 25TColA 308 FoF wukeditt.  EFE-S NallC0s/NasS:0; (30 mL / 30 mL, ¥3})= 23] AlH

3ha, Na,S0, Aolld AxA71aL, oJ3star, HF o]l FFAA N-3-2.2 (0.85 g, 97%)E LA ZA

1HNM{(MM MHz, CDCl3) & 2.53-2.42 (m, 1H), 2.13-2.00 (m, 4H), 1.97-1.78 (m, 2H), 1.75-1.45 (m, 9H),

1.43-1.13 (m, 9H), 1.11 (d, J = 8.4 Hz, 3H), 1.07-1.00 (m, 1H), 0.98-0.88 (m, 1H), 0.85 (s, 3H), 0.78-
0.68 (m, 1H), 0.67 (s, 3H).

6. DCM (5 mL) & N-3-2_2 (0.85 g, 2.05 mmol)2] & 0TCAA olutbE (279 mg, 4.10 mmol) Z TMSCI
(333 mg, 3.07 mmol)S H7tslct. EFEES 0CAA 0.5A17F Bk wwkslict, E3FE-S NaHC0; (20 mL, =

shH& rbstel AAsta, PE (15 mb)= FFHth. 71 S& @Sk, NasS0, Aol Ax=A7]aL
ol#star, g st EFHAA N-3-2_2A (0.98 g, 98%)E 1A =A 533}

'HNMR (400 MHz, CDCly) & 2.53-2.42 (m, 1H), 2.13-2.03 (m, 4H), 1.97-1.78 (m, 2H), 1.75-1.31 (m, 11H),
1.31-1.00 (m, 10H), 1.00-0.88 (m, 1H), 0.83 (s, 3H), 0.75-0.61 (m, 4H), 0.15 (s, 9H).

7. BuLi (0.384 L, M, 0.615 mmol)E -70CelA THF (0.5 mL) & i-ProNH (62.2 mg, 0.615 mmol)ol 7}

2.5

3kaL, 0CelA 10% woF wwkekth. THF (1 mL) % N-3-2.2A (0.2 g, 0.41 mmol)E -70Colx H7}shar,

-70ClA 308 woF wykslgdth. THF (0.5 mL) & w23 = (91.3 mg, 0.861 mmol)e] &ML -70CA

A7 slar, -70CeoA 158 EQF wwalgdch. NHCl (1 mL, 3}, $£4)<S 359 H7bstar, EtOAc (10 mL) =
al

, NapS0, AollA HdxA71a, ofFstar, g sfel FFHAA N-3-2_3C (250

' NMR (400 MHz, CDCl;) & 7.46-7.30 (m, 5H), 5.70-5.55 (m, 1H), 3.60-3.25 (m, 1H), 2.90-2.70 (m, 2H),

2.55-2.41 (m, 1H), 2.16-2.00 (m, 2H), 1.96-1.75 (m, 3H), 1.50-1.15 (m, 9H), 1.13-1.05 (m, 4H), 1.05-
0.88 (m, 4H), 0.87-0.80 (m, 5H), 0.73-0.62 (m, 5H), 0.15 (s, 9H).

8. LiAlH; (159 mg, 4.20 mmol)E THF (10 mL) % N-3-2_3C (250 mg, 0.421 mmol)e] &l 0T H7}ek3

(

b, EFELS 0CoA 58 =9 wukslgltt. E (0.16 mL), NaOH (0.16 ml, 15% $43), ¥ & (0.48 mL)<
2ol e A2 38 HUtedY. EFES oFsta, uAE THF (30 nL)Z AH3Gl. 3k o
HES JAF dlol] FFAIA N-3-2_4C (250 mg, 100%)S AR 533,

' ONMR (400 MHz, CDCls) & 7.42-7.28 (m, 5H), 5.70-5.30 (m, 1H), 4.15-3.65 (m, 1H), 2.18-1.55 (m, 9H),
1.53-1.00 (m, 15H), 1.00-0.75 (m, 9H), 0.75-0.50 (m, 4H), 0.15 (s, 9H).

9. TBAF (219 mg, 0.84 mmol)E THF (2 mL) % N-3-2_4C (250 mg, 0.42 mmol)e] &M H7leldrt. EIES
25CoA 3A1ZF For wwteldtt. EES W sl FFEAZHY. IHFES EtOAc (10 mL) Foll &a)A 1

2 (3x 10mL)E AFsz, S ZE (PE = 10~25% EtOAc)ol] <&l BAste] N-3-2_5C (150 mg, 63%)S 1L
A&A F53I

10. &3 N-3-2_5C (150 mg)E SFC (7]7): MG-I1; Z&: IC(250mm*30mm,10um); Z71: 0.1%NH;H,0 MeOH; A] =2t
B: 30% &% B: 30% % (mL/¥&): 60; AR 30002 w28t EE 79 (35 mg, &%), 31 2 25 (55
mg)e] EFE 3 13 (28 mg, BE)S FEESI

BE5E 79 (35 mg)E Z94) 29 (PE 3 10~30% EtOAc)ol Qe‘sﬂ AA eI, g A
FES MeN/&E (20 nL, 4:1) Foll &3A171aL, JF st sFAA 79 (12 mg) &

e

25 % 13 (55 mg)< SFC (7171: MG-11; Z¥d: AD(250mm*30mm,5um); Z%1: 0.1%NH;H.0 MeOH; A2+ B: 35%; &=
B: 350 % (mL/&H): 605 AR 7002 ZElskdvk.  Arte] &Elds A shell 77t wFA71AL, MelN/=
(20 mL, 4:1) Fol FeiA71aL, g stol EFAIA 25 (28 mg) = 13 (7 mg) & HE ALARM #5330
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[0668]

[0669]

[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]

[0677]

[0678]
[0679]

[0680]

[0681]

[0682]

[0683]

[0684]

[0685]

[0686]
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E4E 31 (28 mg)S SFC (7]17]: SFC 17; ZHe: AS(250mm*30mm,5um); Z7A: 0.1%NHsH.0 EtOH; A2} B: 30%; &
B B: 30%; % (mL/¥): 50; ¥A}F: 60)o] &) AASt uAE 5399, FRES MeON/E (20 mL,
4:1) Foll &3r71a, AF st FFAA 31 (9 mg)S AAZA F55% .

4%9] o)A AA S SFC: IA 1: Rt = 1.501%, ¥ = 2: Rt = 1.730% % I3 3: Rt = 108 AZvEHS F
1.943% ) IC-3_MeOH(DEA)_40_2.5ML ("Z-&: 7)== [C-3 150x4.6mm I1.D., 3um; T-W}:00, = 40%2] wWErS

(0.05% DEA); r&F: 2.5mL/¥; Z+¥¢ &% 40C".

25 % 13¢] SFC: ¥A 1: Rt = 44118 2 I3 2: Rt = 8B IARvEIHY F 4.920%,
AD_MEOH(DEA)_5_40_2,8ML_8MIN ("Z&: 7129 AD-3 100x4.6mm I.D., 3um; ©]%AF: A: CO, B:#l&r2 (0.05%

DEA); Hl: 4.58 ZoF 5% A 40% Bo]al, 2.5% F<F 40%0] o]ojA 18 %<t 5% B F*; % 2.8ul/%; Z
] oer: 40T".

79:

' NR (400 MHz, CDCly) & 7.43-7.28 (m, 5H), 5.05-4.94 (m, 1H), 4.04-3.91 (m, 1H), 2.51 (brs, 1H),

2.07-1.78 (m, 6H), 1.70-1.61 (m, 4H), 1.51-1.41 (m, 3H), 1.39-1.12 (m, 11H), 1.05-0.98 (m, 2H), 0.91-
0.81 (m, 7H), 0.71-0.60 (m, 4H).

LOMS Rt = 2% I2ulerely] 3 1.298%, 10-80AB_2MIN.E, %% 96.7%, MS ESI ZA12FA| CoHuFONa [MNal'
545, A=A 545,
SFC Rt = 10% ZEZulE7ely 3 1.483%, 1C-3_MeOH(DEA)_40_2.5ML, 100%de.

25:

' NMR (400 MHz, CDCls) & 7.42-7.28 (m, 5H), 4.97-4.81 (m, 1H), 4.12-3.92 (m, 1H), 3.23 (brs, 1H),

2.69 (brs, 1H), 2.10-1.88 (m, 3H), 1.82-1.62 (m, 7H), 1.48-1.18 (m, 10H), 1.10-0.88 (m, 8H), 0.87-0.78
(m, 4H), 0.70-0.58 (m, 4H).

LCMS Rt = 2+ AZnEIHI F 1.319%, 10-80AB_2MIN_E, =% 97.0%, MS ESI AIXFA] CsiHysF30sNa [M+Naf

545, A& 545,

SFC Rt = 53 ARvtE2 I F 1.718+%, 1C-3_MeOH(DEA)_40_2.5ML, 98.26%de.
SFC Rt = 83 AZwlE 1T F 4.367%, AD_MEOH(DEA)_5_40_2,8ML_8MIN, 100%de.
31:

H NMR (400 MHz, CDCl3) & 7.45-7.28 (m, 5H), 5.02-4.81 (m, 1H), 4.18-3.98 (m, 1H), 3.35 (brs, 1H),

2.47 (brs, 1H), 2.15-1.72 (m, 8H), 1.53-1.31 (m, 8H), 1.30-1.03 (m, 8H), 0.99-0.89 (m, 4H), 0.89-0.78
(m, 4H), 0.75-0.60 (m, 4H).

LONS Rt = 2% I=upe-ie)s] 2 1.3275, 10-80AB_2MIN.E, <% 100%, MS ESI AIAFA CoHeFs0:Na [MNal'
545, A=A 545,
SFC Rt = 10% Z=ZwlE2#89] = 1.929%, 1C-3_MeOH(DEA)_40_2.5ML, 98.4%de.

13:

H MR (400 MHz, CDCl3) & 7.40-7.28 (m, 5H), 5.12-5.07 (m, 1H), 3.95-3.88 (m, 1H), 2.76 (brs, 1H),

2.08-1.78 (m, 6H), 1.75-1.60 (m, 5H), 1.51-1.38 (m, 4H), 1.36-1.09 (m, 9H), 1.00-0.89 (m, 6H), 0.83
(s, 31), 0.71-0.64 (m, 1H), 0.63 (s, 3H).

LCMS Rt = 2% FZvlEI#9 F 1.309%, 10-80AB_2MIN_E, <%= 100%, MS ESI AlAFA] CyHisF;0:Na [M+Naf
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[0687]
[0688]

[0689]

[0690]
[0691]

[0692]

[0693]
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545, A=A 545,

SFC Rt = 5i AZRvEIY I 5 1.683+%, 1C-3_MeOH(DEA)_40_2.5ML, 98.94%de.
SFC Rt = 83 AZwE1 I F 4.785+%, AD_MEOH(DEA)_5_40_2,8ML_8MIN, 94.03% de.

AAe 14: (3S,5S,8R,9S,10S,13S,14S,17R)-17-((2S, 3R ,E)-3-3] =& A]-5-# d A E -4-201-2-Y )-10, 13-t W & -3~
(Ex)ZRozve)dAu e = 2-1- A F 2 et a] T EAN-3-& (14)9] F4

O Ph
—_—
LDA, THF

NaBH,

THF, MeOH

1. BuLi (0.384 mL, 2.5 M, 0.615 mmol)Z -70ColA THF (0.5 mL) % i-ProNH (62.2 mg, 0.615 mmol)ell 7}

2
k3L, 0ColA 10% FoF wwslict. THF (1 mL) 5 N-3-2_2A (0.2 g, 0.41 mmol)E -70ColA H7}slar,
-70ColA 1A1ZF FoF wHkskdth. THF (0.5 mL) 3 WZLHS|= (91.3 mg, 0.861 mmol)e] &HS -70TColA
A7VelaL, 20ColA 4XzZF BeF wwkelgdth. NHCL (1 nl, 33}, $£4)8 E3Eo| H7lstar, EtOAc (10 nl)=
FE3FT. F7] TS HEsha, NaS0, AolA AxAF A, dxsta, JF st FFA71a, U4 2

(PE % 0~10% EtOAc)ol] ]3] BAIste] N-3-2_3D (150 mg, 64%)E A=A 5319,

' NIR (400 MHz, CDCls) & 7.64-7.55 (m, 3H), 7.43-7.39 (m, 3H), 6.79 (d, J = 16.0 Hz, 1H), 2.86-2.73

(m, 1H), 2.15-2.08 (m, 1H), 2.00-1.90 (m, 1H), 1.88-1.80 (m, 1H), 1.72-1.59 (m, 5H), 1.53-1.22 (m,
9H), 1.21-1.03 (m, 7H), 0.99-0.88 (m, 1H), 0.84 (s, 3H), 0.75-0.61 (m, 4H), 0.15 (s, 9H).

2. TBAF (135 mg, 0.52 mmol)Z THF (1 mL) = N-3-2_3D (150 mg, 0.26 mmol)2] &M H7}8tct. &S
20ColA 20417 FoF wuksliel, £ EtOAc (5 nL)E H7Fec. EFES & 2 x 50l), g9 6
mL) 2 A|A3}a, 1-F 3o FFAA N-003-005_1 (140 mg, &= E2)S 1A =ZA 533,
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[0694]

[0695]

[0696]

[0697]

[0698]

[0699]

[0700]

[0701]

[0702]
[0703]

[0704]

[0705]

ZIHSd 10-2025-0054838

' NIR (400 MHz, CDCl;) & 7.64-7.53 (m, 3H), 7.43-7.35 (m, 3H), 6.79 (d, J = 16.0 Hz, 1H), 2.88-2.73

(m, 1H), 2.13-1.90 (m, 3H), 1.88-1.78 (m, 1H), 1.77-1.90 (m, 5H), 1.60-1.22 (m, 8H), 1.21-0.88 (m,
9H), 0.86 (s, 3H), 0.75-0.61 (m, 4H).

3. NaBH; (419 mg, 11.1 mmol)Z THF (2 mL) % MeOH (1 mL) 3 N-003-005_1 (140 mg, 0.278 mmol)¢] &<

N-
0CAA ofe Pyom AAect. EFES 0THA 0% T4 awedn. WEES E (20 o) 2
NHCI (20 oL, ¥3H2 ARG, BFRE BOA (50 i)Z FEAAT. 7] & 10 sl $HA71
A &-TLC (PE/EtOAc = 4/1)ell 93l “gAske] N-003-005 (50 mg, E<=¢F) 2 N-003-006 (50 mg) & ©HE LA
24 559,

14 (50 mg)E MeCN (20 mL) Tl &3lA7]aL, JF 3dloll FFAZA 14 (29 mg)E LA ZA 5313}

14:

'HONR (400 MHz, CDCl,) & 7.44-7.38 (m, 2H), 7.37-7.29 (m, 2H), 7.25-7.18 (m, 1H), 6.59 (d, J = 16.0
Hz, 1H), 6.24 (dd, J = 7.2, 16.0 Hz, 1H), 4.40-4.30 (m, 1H), 2.08-1.92 (m, 3H), 1.89-1.77 (m, 3H),
1.68-1.60 (m, 3H), 1.50-1.08 (m, 13H), 1.03-0.82 (m, 9H), 0.72-0.62 (m, 4H).

LOMS Rt = 2% =Z=vlEes] % 1.236%, 30-90AB_2MIN.E, «% 99.0%, MS ESI AAFA] CyluFs0 [MHIFHO0]
487, A=A 487.

HPLC Rt = 8% FA=Zvleadgy] 3 5.89%, 30-90_AB_1.2ml, 98.1% d.e. (220 nm)

Ao 150 (3S,5R,8R,9S,10S, 135,145, 17R)-3-1 & -17-((2S,3R)-3-3]| =FA|-6,6-T] Wl D F &-2-< )-10, 13-T] H|

44
YA E| 7] B 1A S 2 AR ] A FEA-3-2 (15)9] F4

OH

2,
“%

Pd(OH),, H, (50 psi)

50°C

1. PA(OH),/C (100 mg)ZE MeOH/THF (2 mL/2 mL) = 44 (100 mg)e] &Mo| A7}t EFES H, (50 psi)
sloll 50ColA 20A17F &< wRksFYr.  E3HES AFsiv. AHES FFAA 1A 100 mgs 5T
MRS 547} 9% ‘Fold &< e BT AES Y% 2HoR FUIE A B FASAHY. EF
S et qdPES F Mﬂ , ZY4 29 (PE 5 0~15% EtOAc) 2.2 E&3te] 5 (7 mg) S LA ZA
F533 ).

" NMR (400 MHz, CDCls) & 3.66-3.48 (m, 1H), 2.00-1.55 (m, 9H), 1.50-1.22 (m, 15H), 1.19-1.03 (m, 8H),

0.96 (s, 3H), 0.91-0.81 (m, 15H), 0.67 (s, 3H).

LOMS Rt = 2.0% I =ulE1e3 2 1.492%, 30-90_AB_E, 4% 100%, MS ESI Z1AFX] CyHs [M4H-2H,0] 411,

A2 411.
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[0706]

[0707]

[0708]

[0709]

[0710]

[0711]

[0712]

[0713]

[0714]

[0715]

ZIHSd 10-2025-0054838

AAle 16: (3S,5S,8R,9S,10S,13S,14S,17R)-3-<€-10, 13-t] W &l -17-((2S,3R)-4,4 ,4-ET] ZF 2 2-3-3| == 4]
HEF-2-9) At 7be| = 2-1H-A| EF 2 A EHa]HdEA-3-2 (16)9] A4

MeOH

16

1. PA(OH), (0.2 g, <1% B)< MeOH (2 mL) 2 THF (1 mL) % 62 (160 mg, 0.373 mmol)e] &M H7}slich.
SN 50 psie 4 Sl 50TColAl 16413t & SIA AT, o]ojA, EFES Ao E9] HEE FI o
JJro}l, ARES IF sl FFAFG. AR g4 25 (PE/Et0Ac=10/1914 5/1)°l <f3] AA|ste] 44
(27 mg, 17%) 2 16 (117 mg, 73%)S TAZA o}

oF 2=

(03
e B

il
=
=&
=
T

dnw

gl

x2

16:

' NMR (400 MHz, CDCl3) & 4.04-3.96 (m, 1H), 1.98-1.83 (m, 4H), 1.69-1.59 (m, 3H), 1.56-1.20 (m, 13H),
1.17-0.95 (m, 8H), 0.91-0.83 (m, 8H), 0.70-0.62 (m, 4H).

LCMS Rt = 2.0+% ZZwlEY T F 1.240%, 30-90 AB, =% 100%, MS ESI ZIMEA] CosHiyF30 [M+H—H2()]+ 413,
AZ32] 413.

AAd 17: (3S,5R,8R,9S,10S,13S,14S, 17R)-3-o| &-17-( (25, 3S)-3-3| == A] -6, 6-t] W & & €-2-2 )-10, 13-t =]
et zbe = 2-1-A 2 2 A8 a] A dEd-3-2 (17)9] $4

17

Pd(OH);, H; (50 psi)

50°C

1. PA(OH),/C (100 mg)E MeOH/THF (2 mL/2 mL) & 5 (250 mg)e] &M H7tstadrt. ZEFELS H, (50 psi) sF

of 50TelA 2041t &¢t wrtedit. e o, dEs EFAA Al 250 mge TSI
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™

3

o}

r}o{'

NMR—"— 57F 70% Foll&<S yEtdt. Eed A

& FYs xR FUIRE 3AIE T FASAIA 3
TS AHsdtr. ARES FF5A7I5, Ed4 ZF (PE 5 0~15% EtOAc) o2 &8 3te] 17 (3 mg)& LA ZA
T:&“ﬂ
[0716] ' NMR (400 MHz, CDCls) & 3.63-3.50 (m, 1H), 1.98-1.55 (m, 8H), 1.49-1.37 (m, 8H), 1.35-1.21 (m, 8H),
1.19-1.01 (m, 8H), 0.97 (s, 3H), 0.91-0.82 (m, 15H), 0.66 (s, 3H).
[0717] LONS Rt = 2.0% I=upeE-1e)s] 3 1.529%, 30-90_AB_E, %% 95.6%, MS ESI AIAFR] Caols [MHH-2H,0] 411,

[0718] AAe 18: (3S,5S,8R,9S,108S,13S,14S,17R)-3-o & -17-((2S, 3R)—3—%lCEA1—4—(EﬂEa}%lEi—2H—ﬁ4 H-4-d )5
H-2-91)-10, 13-t e AL 7} E 2 -1H-A S 23 EHa | G E--3-& (18)9] A
[0719]
KOH, H,0
EEEE—
THF, MeOH
SFC
—_—
[0720]
[0721] 1. 20C A2 slollelA T4 THF (50 ml) 3 MesSI (8.44 g, 41.4 mmol)e] Herhe] t-BuOK (4.64 g, 41.4

vkakal, N-005_5 (5 g, 13.8 mmol)E ?47}0}"33} %
2t WS S9ES Hdeo WAL, & (50 mL)Z2
ﬂ%ﬂﬂquM(2xsmmu§.%§a%q, $hek 97] 2o B2 3PRIER AldA] AZA| ] e
2 ~10% EtOAc) Aol Zd mazvieegvo] o& AA }O% N-005_001

mol )& H7FSITE.  E3FES 20TlA A F<F w
AE EFES A5CE JF2etar, 4A7F Eeb mitetgitt
¢l

gul

4

>
E3)
o)
3L
Hu
i
tilo
{02
L)
N
i
=
=
O
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[0722]

[0723]

[0724]

[0725]

[0726]

[0727]

[0728]

[0729]

[0730]

[0731]

[0732]

[0733]

[0734]

[0735]

SIHE35] 10-2025-0054838
(2.7 g, 52%)& DA ZA FE3YT}.
LOMS Rt = 2.0% FA=vlE-re)s] 2 1.324% 30-90ABE, w% 92%, MS ESI A4 Cylly0 [WHI-H,01" 357, 2

2. ¥ THF (8 mL) = 4-Z=ZZHEG3|=2-20-9 &
mg, 16.5 mmol) = I, (105 mg, 0.414 mmol)e &3}

(1 g,

mn rm

2

=

[«0

- oo
[N~}
©
=
=
(e}
©

J& oo
12
m O
-
-
—
jmm)
=S|
[N}
Z
of
=
o
=
o
—

ol 60Tl #7Fatsict.  E3HES 60TAA 10
woEoh wakelglth. Sk E 66CE ASAZT. WE TREE FUIR 308 B wwkshal, Aoz YA
713, ol (A= B2 -20-v3h-4-q)vkadlg S 2epel=e] &9 (THF & 0.83 ) o=A 23 ARE-sk3iT.

3. (HEHI=2-20-9&-4-Y)-vl2d|¢x EF2o]=9] & (THF £ 0.83 M, 6.38 mL, 5.30 mmol)S
THF (10 mL) % N-005_001 (400 mg, 1.06 mmol) % Cul (20.1 mg, 0.106 mmol)2] &ErMo]] &4 F}ol] 20T ol A
A7l Y. EFES 20TolA 18A17F FoF wuksigith. Whg EFES & (10 mL) 2 X3 NHCL (10 mL) 2

5ml)2 MAHSA, F4 S EF g

AAskaL, EtOAc (2 x 16 nb) 2 FE3H3. e 7] & A5 (1
& RARA FE3

A AxANZII, AFeta, BE2A1A N-6-9/10 (760 mg, = EA)S
" ONMR (400 MHz, CDCly) & 4.01-3.92 (m, 3H). 3.83-3.62 (m, 1H), 3.42-3.32 (m, 3H)., 1.97-1.87 (m, 1H),
1.68-1.58 (m, 7H), 1.57-1.45 (m, 6H), 1.43-1.29 (m, 8H), 1.24-0.95 (m, 10H), 0.91-0.79 (m, 9H), 0.73-
0.56 (m, 4H).

LOMS Rt = 2.0% I=upeE-1e)s] 3 1.33232, 10-80AB, =% 93%, MS ESI AAFR] CylloNaOs [M#Na]l 483, 212
] 483.

4. BzCl (691 mg, 4.92 mmol) = DMAP (20 mg, 0.164 mmol)E &9 (10 mL) & N-6-9/10 (760 mg, 1.64
mmol)2] &Mde H7Ietitt. EFES 20TolA 2A13F 5 whksler. ¥ke EFES & (15 nL) = A3}
I, EtOAc (2 x 20 mL)E2 FZ389t. 3 F7] &5 10% 54 HCl (2 x 20 mL), 33} NaHCO; (40 mL) ¥ <
T (20 nL)E AFsta, F FAMUEF oA 1xzA7)a, dqFeta, sFAHY. FES A A (PE
% EtOAc 0~10%) “dellx Z5l Z@wteEagigel] ofs] skl N-6-9_1 (400 mg, 43%)< LA ZA F53Flct.

" ONMR (400 MHz, CDCls) & 8.08-8.01 (m, 1H), 8.08-8.01 (m, 1H), 7.61-7.42 (m, 3H), 5.42-5.29 (m, 1H),

3.99-3.85 (m, 2H), 3.41-3.24 (m, 2H), 2.06-1.65 (m, 5H), 1.65-1.57 (m, 5H), 1.54-1.42 (m, 6H), 1.42-
1.14 (m, 11H), 1.14-0.90 (m, 8H), 0.89-0.77 (m, 7H), 0.69-0.51 (m, 4H).

N-6-9_1 (400 mg, 0.708 mmol)< #&3FaL, SFC (Z=: C2 250mm+30mm, 10um, T-Hl: 45-45% B (A= 0.1%NH;/H,0,

B= MeOH ), %: 60 mL/3)l 93l AAste] N-6-9_2 (F] 2 1, Rt=3.926%, 30 mg, 20%)& LA=ZA, 18
N-6-10_1 (J]= 2, Rt=4.893%, 180 mg, 45%)E LAZA F53}3t}.

N-6-9_2:
I NMR (400 MHz, CDCl3) & 8.06-8.00 (m, 2H), 7.60-7.53 (m, 1H), 7.49-7.42 (m, 2H), 5.35-5.28 (m, 1H),

3.98-3.91 (m, 2H), 3.41-3.31 (m, 2H), 1.88-1.67 (m, 5H), 1.66-1.57 (m, 4H), 1.54-1.36 (m, 10H), 1.35-
1.16 (m, 8H), 1.08-0.88 (m, 8H), 0.88-0.82 (m, 4H), 0.80 (s, 3H), 0.64 (S,SH), 0.61-0.54 (m, 1H).

LOMS Rt = 2.0% ZA=ulE1eim 3 1.540%, 30-90AB, +=% 96%, MS ESI 714FA] Cyold [M-BzOH-ILOH] 425,
A ZH] 425,

SFC Rt = 8% AZvlEIHY F 3.789%, Z§: 2 AEZ -2 150x4.6mm 1.D., 3um; ©]&4: C0, F 40%<]

HEhS (0.05% DEA); %F: 2.5mL/%; ZH¢l 251 40°C, 97%de.

N-6-10_1:

'H NWR (400 MHz, CDCls) & 8.06-8.01 (m, 2H), 7.61-7.53 (m, 1H), 7.49-7.42 (m, 2H), 5.41-5.33 (m, 1H),

3.98-3.86 (m, 2H), 3.40-3.27 (m, 2H), 2.05-1.91 (m, 2H), 1.84-1.72 (m, 2H), 1.66-1.59 (m, 3H), 1.55-
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[0736]

[0737]

[0738]

[0739]

[0740]

[0741]

[0742]

[0743]
[0744]

[0745]

[0746]

ZIHSd 10-2025-0054838

1.38 (m, 9H), 1.37-1.16 (m, 11H), 1.13-1.00 (m, 6H), 1.00-0.90 (m, 2H), 0.89-0.79 (m, 7H), 0.67 (s,
3H), 0.63-0.54 (m, 1H).

LCMS Rt = 2.0% FA=EvtETHI F 1.507+, 30-90AB, % 97%, MS ESI AAEA] CsolagO [M—BZOH—H20+H]+ 425,
AZX] 425,
F 4.699%, Zil 52 AE2 -2 150x4.6mm 1.D., 3um; °]F

5% 2.60L/%; Y &=

SFC Rt = 8% AZwlE1# ] A €0, & 40%<]
E]

WEHE (0.05% DEA); : 40°C, 97%de.

E (1 ml) 2 KOH (78.5 mg, 1.40 mmol)= THF (2 mL) ¥ #&kE (1 mL) 5 N-6-9_2 (80 mg, 0.141 mmol)
golo] A7tettt. EFELS 50T A 1847 ok HPo}OﬂE‘r S EgES WAATIA, = GabE

, 10% HCl (0.2 mL)& 2H43kA17]aL, EtOAc (3 x 5 mL)& FZatgdt. &3 7] & 5 Y E
Aol AzxAZ)aL, outeta, HEFART. ZAFES A A (PE F EtOAc 10~30%) Aold Zd A=zZv}
Eagige os) AAste] 18 (13 mg, 20%)S A ZA $53HST).

oy o fo, O
1x
o
K

'HNMR (400 MHz, CDCl3) & 4.05-3.89 (m, 3H), 3.45-3.34 (m, 2H), 1.94-1.87 (m, 1H), 1.86-1.76 (m, 1H),

1.72-1.59 (m, 6H), 1.54-1.45 (m, 4H), 1.44-1.28 (m, 9H), 1.28-1.15 (m, 7H), 1.13-0.92 (m, 5H), 0.91-
0.85 (m, 4H), 0.84-0.79 (m, 6H), 0.70-0.62 (m, 4H).

LCMS Rt = 2.0% A=vtEZHY] F 1.213%, 30-90AB, =% 100%.

MS MS ESI A2HZ] Cyll0 [M-2H,0+H] 425, 21232] 425.

A1) 19: (3S,5S,8R,9S,10S,13S, 145, 17R) -3~ & -17-((1S,25)-1-3] =
Arte|7te] =2 -1H- Al F 2 EHa] A FEM-3-& (19)9] 4

SA-1-d 9 22 9-2-4)-10, 13- W&

N-8-7_1 55 19
1. THF (5 mL) & €9 N-8-7_1 (300 mg, 0.832 mmol)& 0ColA] THF (10 mL) 3 PhMgBr (1.38 nL, olH|Z &
3 M, 4.15 mmol)2] &Ho| 713 oS, s EES ocoM 3AIZE Bor wwtEtiel.  thgoll, WS E3HE
S 25T A 5A17F Bt mykslgith. WS EIE-S B (10 mL)E 0TColA AAeect. A8 oFsta, I
B 7lo|2E EtOAc (10 mL)E M HA. 44 4% EtOAc (3 x 15 mL)& &9, &3 §7] 43S 23
A4 (2 x 10 mL)E MHSFAL, 4 Na,S0, oA Ax=A7]a, dFsta, sS5AHY. IFES A7 4 2
ZrtEe]y (PE/EtOAc = 20/101A4 1/1)o 2la] AAlste] = AAHE (200 mg)S LARA F53190. = A
AAES SFC (Z-¥: AD (250mm*30mm,5um)), ~FHi: 25-25% B (A= 0.1%NH3/H,0, B= EtOH ), #%: L/ &)= A

Alste] 55 (I 2, 55 mg, 15%) % 19 (F= 1, 21 mg, 6%)F TAZA F53AUTt.

19:

' NMR (400MHz, CDCls) & 7.40-7.20 (m, 5H), 4.85- 4.80 (m, 1H), 2.10-1.60 (m, 5H), 1.55-1.05 (m, 17H),
0.95-0.75 (m, 14H), 0.71 (s, 3H), 0.60-0.50 (m, 1H).
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[0747]

[0748]

[0749]

[0750]
[0751]

[0752]

[0753]

[0754]

[0755]

ZIHS3dl 10-2025-0054838

LOMS Rt = 2.0% I =uleE1e)3 3 1.208%, 30-90AB_25, %% 100%, MS ESI AIAFR] Caoly [M-2H,0+H] 403,

SFC Rt = 33 AZvEY I 5 1.047+, 0J_3_EtOH_DEA_5_40_25ML, 100%de.

Al 20: (3S,55,8R,9S,10S,13S,14S, 17R)-17-((2S,3R) -4~ (4, 4-t)H| D A| F 2 I 2] )-3-3| =F A L eF-2-2 )-3-9]|
€-10, 13-t e AL 78] E 2 -1H-A S 23 EHa | G E--3-2 (20)9] A

Pd(OH),, H,
MeOH < 87

20

1. Pd(OH), (150 mg, AZF)S MeOH (20 mL) = 12 (100 mg, 0.206 mmol)e] &Moo H7}stHct. EFES I,
(50 Psi) 3slell 50CelA 48A17F F<t ettt T8-S o7sta, FF5A7]2, FH-Ed4 (PE F EtOAc
0-15%)° <& AAsI] 87 (12 mg, 12%) 2 20 (11 mg, 11%)<S IAZA] 535490},

20:

I NMR (400 MHz, CDCl3) & 3.83-3.75 (m, 1H), 1.99-1.92 (m, 1H), 1.71-1.57 (m, 8H), 1.52-1.43 (m, 3H),

1.41-1.29 (m, 8H), 1.27-1.13 (m, 11H), 1.12-1.04 (m, 4H), 1.03-0.94 (m, 3H), 0.91-0.86 (m, 12H), 0.82
(s, 3H), 0.68-0.59 (m, 4H).

LONS Rt = 2.0% I =upeE-1e)v] 3 1.748%, 30-90AB_E, %% 100%, MS ESI AIAFR] Caglss [MHH-H0] 451, 2

Al 210 (3S,5S,8R,9S,10S,13S,14S,17R)-3-o & -17-((2S, 3S)-3-3| =5 A Al gF-2-2 )-10, 13-t v & SN A} ] 7} 3]
C2-1H-AZF2HAe a]HFEAN-3-2 (219 A
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[0756]

[0757]

[0758]

[0759]
[0760]

[0761]

ZIHSd 10-2025-0054838

1. EtMgBr (0.553 mL, ElZ % 3 M, 1.66 mmol)E 25TColA] THF (3 mL) 5 N-8_1 (250 mg, 0.8320 mmol)<]
o] N, 3l ZH7}EA 25CoNA 1A ZoF wwalgdty, Z3F NHCL (10 mL) 2 AAS 3,
EtOAc (3 x 156 mL)E FZ=3gtr. 7] 25 9 (20 nb)E M FsFaL, Na,S0, AollA HAxA7)1, s,
T 3o &3] Al = AdE N-8-24_1& #5351%eH, ol Z4 Z4H (PE 5 EtOAc 0~15%) ] <

Ak 21 (130 mg, Beh) S LAZA $£539Y. B8 N-8-24 (130 mg, 0.3327 mmol)E MeCN (3
o 7HE 85TAAN AMAAs st =43 21 (111 mg, 86%)S LA ZA 53T},

_Q
(ot
e
i
o

rﬁ

ol

1
mL)

H NMR (400 MHz, CDCl3) & 3.62-3.50 (m, 1H), 2.02-1.81 (m, 2H), 1.72-1.59 (m, 3H), 1.56-1.46 (m, 4H),
1.45-1.17 (m, 12H), 1.16-1.00 (m, 5H), 0.99-0.85 (m, 11H), 0.84-0.78 (m, 4H), 0.66 (s, 4H).

HPLC Rt = 10% A zulE2#)3 3 5.73%, 30-90_AB 1.2 mL_E, <% 100%.
MS MS ESI A2H2] Cylys [MHH-2H,0]" 355, 21=32] 355.

A Ad 220 (3S,5S,8R,9S,10S,13S,14S,17R)-17-((2S,3R)-3-3]| =ZF A 1 E-2-9)-10, 13-UHE-3-(EE ZF L&
W E) A IS =2 -1H-A| 2 a] S FEA-3-8 (22)9] A
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[0762]
[0763]

[0764]

[0765]

[0766]

[0767]

[0768]

ZIHSd 10-2025-0054838

1. MeLi (7.75 mL, 1.6 M, 12.4 mmol)E THF (10 mL) & N-4-1_7 (1 g, 2.49 mmol)2] &qol 0TCA H7}sFA
ok, ESES 15ToA A7 Bk wukeitt, ] NHCL (10%, 20 mL)S H71eksict. EES EtOAc
(2 x 30 ML) & F=38c. &3 f7] S NaS0, Aold AxA7 3, oAxpstar, Fa o] FFAAH E3HE
(1 98 HozA F533T. Z3E (1 9 Y4 2+ (PE & 0~15% EtOAc)ol 93] HAste £g& 91
(450 mg) 2 22 (460 mg) 2 130 mgs #:aoﬂt}. 91 (450 mg)S MeCN (10 mL) o 28 AZAA3s}ste] 91 (50
ng)S AAZA FEFAUTE. 22 (460 mg)E MeCN (10 mL) o= HE 23] AZAAFste] 22 (50 mg) S A=A
FEITT.

22:

ot
o

Fot
n}—‘

' NMR (400 MHz, CDCl;) & 3.97-3.82 (m, 1H), 2.10-1.92 (m, 3H), 1.85-1.78 (m, 1H), 1.77-1.60 (m, 5H),
1.59-1.06 (m, 13H), 1.05-0.81 (m, 12H), 0.74-0.62 (m, 4H).

LONS Rt = 2.0% I=uteae]s] % 1.136%, 30-90_ABE, %% 100%, MS ESI AIAFA] Coef0 [MHH-H,0] 399,
AZA] 399.
HPLC Rt = 10.0% I ZwlE 13 Z 5.05%, 30-90_AB_E, ¢ 100%, d.e. 100%.

A Ao 23: (3S,5R,8R,9S,10S,13S,14S,17R)-3-l & -17-((2S, 35)-3-3]| =FA| & 2F-2-2)-10, 13-t] vl & & A} 6] 7}5]
ER-H-A| 22 e a] A GEA-3-5 (23)9] FA
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[0769]
[0770]

[0771]

[0772]

[0773]

[0774]

[0775]

[0776]

[0777]

ZIHSdl 10-2025-0054838

Pd(OH),, Hy
—_—

MeOH

1. ZTEdnladg HEvjo)l=
mg, 2.23 mmol)2] &

=

(3.34 mL, 6.69 mmol, THF & 2M)& 0TCelA THF (30 mL) & S-500-6-1_1 (800
1343 A7letdnt. HAsk 3 BdES 15CoA 147 SO wwkeldyy, a3k
S Z3} NHCl (40 mL)E AAS}aL, EtOAc (3 x 20 mL)E FE3A0. 33 #7] AL 94 (2 x 30 mL)E A
A3kal, NaSO, FelA AEANIL, FHE clssta, Ful-Fd4 (PE F EBtOhe 0-150)°) oJ3) BAlske] 72
(500 mg, 56%)& VAZA 53¢,

A
o3
=

ﬁé rN

R

1H NMR (400 MHz, CDCl3) & 5.31-5.26 (m, 1H), 3.72-3.64 (m, 1H), 2.41-2.31 (m, 1H), 2.07-1.85 (m, 4H),
1.77-1.69 (m, 1H), 1.62-1.54 (m, 3H), 1.52-1.38 (m, 9H), 1.37-1.16 (m, 6H), 1.15-1.01 (m, 7H), 0.99-
0.88 (m, 7H), 0.87-0.82 (m, 3H), 0.68 (s, 3H).

LCMS Rt = 7.0% A=ZvlEIaHYd] F 4.979%, 30-90AB_E, =% 98.8%, MS ESI AIXFA] Cyllys [M+H—2H20]+ 367,
A= 367.

2. Pd(OH), (300 mg, =)< MeOH (20 mL) & 72 (150 mg, 0.372 mmol)2] &Mo M7}t EFES H

(50Psi) 3ol 50TColA 48A1%F &<t wketdet.  EFES oFsia, $FA7]1
0-15%)l 23 AAste] 23 (9 mg, 6%) L 38 (43 mg, 29%)S TAZA FE53F9T).

23:

H ONMR (400 MHz, CDCls) & 3.71-3.62 (m, 1H), 2.01-1.83 (m, 3H), 1.82-1.72 (m, 1H), 1.69-1.57 (m, 3H),

1.51-1.37 (m, 9H), 1.36-1.22 (m, 9H), 1.20-1.00 (m, 8H), 0.97 (s, 3H), 0.94-0.87 (m, 8H), 0.66 (s,

3H).

LCMS Rt = 2.0% I=vlE1#9 3 1.440%. 30-90AB.E. <% 98.8%, MS ESI AAFX] CyHs [MHH-2H,01 369,
A 2] 369.

Aol 24 (35,55,8R,95,10S,13S, 145, 17R)-3-o B -17-((2S, 3R)-3-3] =5 A] -6-H & @ &h-2-2)-10, 13-T] | P &)
AbElZbe| E2-1H-A S 2 e al S ER-3-2 (24)9] §HA4
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[0778]

[0779]
[0780]

[0781]

[0782]

[0783]

ZIHSdl 10-2025-0054838

PhCOOH
—_—
PPhj, DIAD
NaOH. H;0 PA(OH)y, Ha
—_—

1. THF (8 mL) % 1-B2X-3-wWgaie (11.7 g, 78 mmol)sq Go1s g0ColA THE (2 nl) % Mg (4.35 g, 179
mmol) 2 I, (20 mg)e] @AErAel A7lsiglet. Z3dES 60TA 1/\] =ol wulslelch. EFES THF (10
n) 2 A3t A" AlLsdrt. Al2o] Alz® olidEulaulg BEulol= (19.5 mL, THF = 3.9 M, 76
mol)E THE (5 mL) ¥ S-200-INT_5E (1.0 g, 2.78 mmol)e] &lell N, 3ol 0CelA H7lskglet. &S 0
ocoﬂ/ﬂ 1/\]21' Bo:‘?.l' ﬂ‘&é}‘/’iq. NH,C1 (20 mL, ,‘Jj_§]— —’F/\é)% ’?_.:‘;—:]L%oﬂ %']7}——8}'93\14‘. %%L%—% EtOAC (2 x 30
m) = FEach. #E 7] A4S 94 (100 L) &= AIABEIL, NaS0, ZellA :1xA7]a, 21 skl §FA17]
a, A7 A (PE/Et0Ac=20/1°14 10/l <&} AAlstar, CHCN (10 nl)ZHE AAA3}Iste] 77 (255 mg,
21%) S TARA FE3HT).

oot

'H NMR (400 MHz, CDCl3) & 5.32-5.26 (m, 1H), 3.66-3.59 (m, 1H), 2.42-2.32 (m, 1H), 2.07-1.85 (m, 4H),

1.77-1.58 (m, 4H), 1.55-1.38 (m, 10H), 1.38-1.19 (m, 5 H), 1.19-1.00 (m, 8H), 1.00-0.81 (m, 13H), 0.69
(s, 30).

LCMS Rt = 2.0 A=2vtEIY] F 1.306%, 30-90 AB, =% 100%, MS ESI ZI2FX] Coollyg0 [M+H—H20]+ 413, A

2. WZAF (508 mg, 4.16 mmol) E EFHLEIEAT (1.63 g, 6.24mmol)S 25To)A THF (30 mL) = 77 (900
mg, 2.08mmol)e] & N, 3fol] H7}etdr). EFES 25T 208 B¢ wwkeldvl. DIAD (1.26 g, 6.24

al
& Fd4 Z9 (PE 5 0-10% EtOAc)ell o8 AAlste] Ewdk AAE S-500-2-15_1 (900 mg) & SARA
setslen, olF A4 §& WAl ARSskitt.

4
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[0784]

[0785]

[0786]

[0787]

[0788]

[0789]

[0790]

[0791]

[0792]
[0793]

[0794]

[0795]

[0796]

[0797]

[0798]

ZIHSdl 10-2025-0054838

3. NaOH €< (6 mL H,0 = 974 mg, 16.8 mmol)S THF (10 mL) @ MeOH (5 mL) = S-500-2-15_1 (900 mg, 1.68

mmol)e] &Mell Hrlslitt. EFES 50TCoHA 1647 5ok 7FEEd. wks E3ES 3 NHCl (60 mL)
2 AAsa, EtOAc (3 x 20 ML) E F=atoch. &8 77 A4S 94 (60 mL)E MH sk, Na,S0, AolA Az
o] ¥} 713, E¥]-Z#4 (PE F EtOAc 0-15%)e] 93] AHAs 1A 210 mgd

, A
FESGon, o]& SFC (%; 2 AD(250mm*30mm, 5um), T-HH: 35-35% B (A= 0.1%NHs;/H.0, B= MeOH), =: 80
nL/E) o o8] AASte] 52 (150 mg, 63%)E A=A FE535H9 .
H ONMR (400 MHz, CDCls) & 5.30-5.26 (m, 1H), 3.64-3.58 (m, 1H), 2.40-2.30 (m, 1H), 2.02-1.92 (m, 3H),
1.80-1.58 (m, 7H), 1.56-1.31 (m, 9H), 1.30-1.05 (m, 8H), 1.03 (s, 3H), 1.02-0.96 (m, 2H), 0.95-0.86
(m, 9H), 0.85-0.80 (m, 3H), 0.69 (s, 3H).

LCMS tR = 2% AZvE I 5 1.3354, 30-90AB_ELSD, =X 100.0%, MS EST AIXFA] Coglly [M+H—2HZO]+ 395,

4. PA(OH), (200 mg)Z MeOH (10 mL) = 52 (50 mg, 0.116 mmol)e] &No] H7}3kdct. E3E2 H, (50Psi)

st 50TCollAl Rk, EFES oFsta, sFA17]3, Fv]-Z:W4 (PE F EtOAc 0-10%)° <]l “g A3}
o] 24 (15 mg, 30%)S AAZA, 28] 96 (1.2 mg, 3%)S 1A ZA FE531% ).

24:

' NMR (400 MHz, CDCl;) & 3.66-3.52 (m, 1H), 2.02-1.91 (m, 1H), 1.74-1.57(m, 7H), 1.52-1.44 (m, 2H),

1.43-1.29 (m, 7H), 1.28-1.04 (m, 11H), 1.03-0.94 (m, 3H), 0.94-0.85 (m, 13H), 0.82 (s, 3H), 0.71-0.60
(m, 4H).

LCMS tR = 2% AZvEI 5 1.342%, 30-90AB_ELSD, =X 100.0%, MS EST AIXFA] Cogllyg [M+H—2H20]+ 397,

AAd 250 (1S,35,45)-4-((3S,5S,8R,9S,10S, 135,145, 17R)-3-3] E=A]-10, 13- W & -3-(Eg| ZF ¢ 2 v g ) & A}
g 7}8| =2 -1H-A E2 e a] G EAN-17-A)-1-9 I :Me-1,3-5] 2 (25)9] T4

259 A& AAld 13914 g1 = ATt

25:

H MR (400 MHz, CDCls) & 7.42-7.28 (m, 5H), 4.97-4.81 (m, 1H), 4.12-3.92 (m, 1H), 3.23 (brs, 1H),

2.69 (brs, 1H), 2.10-1.88 (m, 3H), 1.82-1.62 (m, 7H), 1.48-1.18 (m, 10H), 1.10-0.88 (m, 8H), 0.87-0.78
(m, 4H), 0.70-0.58 (m, 4H).

LOMS Rt = 2% Fzulerely] % 1.319%, 10-80AB_2MIN.E, 4% 97.0%, MS ESI A2FZ] CyHuF:ONa [MtNal'
545, A &3] 545,

1.718%, IC-3_MeOH(DEA)_40_2.5ML, 98.26%de.

ofy

SFC Rt = 53 AZRvE 1Y

w2
3
(@}
=)
=
1

it AZutE 1T F 4.367%, AD_MEOH(DEA)_5_40_2,8ML_8MIN, 100%de.
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[0799]

[0800]

[0801]
[0802]

[0803]

[0804]

[0805]

[0806]

ZIHSdl 10-2025-0054838

AAd 260 (3S,5S,8R,9S, 108,135,145, 17R)-3-° & -17-((S)-3-3] == 1] -3-w| & 2 e}-2-2 )-10, 13-t] ¥ & S A} 1]
I} =2 -1H-A| ZF2HAEHa]l B FEA-3-2 (26)9 A

MeMgBr
E—

1. MeMgBr (0.83 mL, 2.49 mmol, €]lE2 = 3\M)<
atoll 0ColA ZH7bskdTh. 20Tl 308 FoF

EtOAc (2 x 10 mL)2 FZ33i. &3 & 94 (10 nb)Z A AL, NaS0, Aolld AxA7)aL, o3}sfar,
FEANA ARES FESIGeH, ol FdU4 ZH (PE T 0-10% EtOAc)el o3 “gAlstel N-8-22_1 (100 mg,
31%)& LAZ =

el & ukg EFES 3} NICL (50 mb) 2 A3

' NMR (400 MHz, CDCl;) & 3.99-3.88 (m, 1H), 1.98-1.84 (m, 2H), 1.69-1.57 (m, 6H), 1.52-1.45 (m, 2H),

1.44-1.28 (m, 3H), 1.26-1.17 (m, 5H), 1.16-1.11 (m, 5H), 1.10-0.95 (m, 5H), 0.93-0.86 (m, 7H), 0.84-
0.80 (m, 4H), 0.69-0.62 (m, 4H).

2. DMP (224 mg, 0.53 mmol)S DCM (10 mL) 3 N-8-22_1 (100 mg, 0.265 mmol)<] &M Hrtstgrt., 20Tl
A 104 & ugkel & 9k3 Z3ES A T pHrE oF 99 wi7bA] ESF NaHCO; &9 (30 mL) o2 A3
. ERES gy, DM S wEsta, 4 A4S DM (20 mb) o2 FE3T. s §7] A4S 23}
NasS:05 (3 x 40mL), ¥3} NaHCO; (40 mL), 99~ (40 mL) = A &A3FaL, Na,S0, AollA AZFA|7|aL, oJFstar, &
ZA17)a, FH]-Z24] (DM 3 EtOAc 0-20%)°l ola] A Aske] N-8-22_2(80 mg, 80%)E A=A F538+%t).

I NMR (400 MHz, CDCl3) & 2.54-2.42 (m, 1H), 2.09 (s, 3H), 1.94-1.87 (m, 1H), 1.71-1.59 (m, 4H), 1.54-

1.45 (m, 3H), 1.44-1.30 (m, 4H), 1.29-1.16 (m, 6H), 1.15-1.07 (m, 5H), 1.06-0.92 (m, 4H), 0.91-0.79
(m, 7H), 0.74-0.61 (m, 4H).

3. MeMgBr (0.353 mL, 1.06 mmol, °lE]Z 3 3M)<S THF (5 mL) & N-8-22_2(80 mg, 0.213 mmol)<] & N,
st H7FstAch. 20TelA 30% FoF kel & wkS 35S ¥3} 4 NHCl (30 ml) Edoz AAsa
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[0807]

[0808]

[0809]

[0810]

[0811]
[0812]

[0813]

[0814]

ZIHSd 10-2025-0054838

)(4

EtOAc (20 mL x 3)E FE3I¥o. & F7] T 4 (50 mL)Z AFH3FAL, NapS0y dellA dxz=A|7]a, o3
sk, ¥ o@ﬂiZHﬁsiﬁ E3lgen, o2 Aggt A A" (PE 5 EtOAc 0-10%)° <& A3t

s T
o] 26 (7 mg, 8%)< A ZA FE3H9 ).

A ox

H NMR (400 MHz, CDCls) & 2.08-2.01 (m, 1H), 1.97-1.86 (m, 1H), 1.69-1.57 (m, 6H), 1.53-1.45 (m, 3H),
1.40-1.27 (m, 5H), 1.26-1.17 (m, 8H), 1.14 (s, 3H), 1.13-1.01 (m, 3H), 0.99-0.92 (m, 5H), 0.91-0.85
(m, 4H), 0.82 (s, 3H), 0.70 (s, 3H), 0.67-0.60 (m, 1H).

LONS Rt = 2.0% I =ZuleE1¢)3 3 1.240%, 30-90AB_E, 4% 100%, MS ESI AIAFR] CoHy [MHH-2H,0]" 355, 2
=x] 355.

A A4 27! (35,8S,9S,10R, 135, 14S, 17R)-3-° & -17-((2S, 3R)-3-

B EZA|-4-d| g 3 e-2-2)-10, 13-t H & -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-6| Eg} | 7} 8] = 2 -1H-A| S Z # €} [a]

HFEH-3-& (279 FA4

N-014-012_4 N-014-001_1

1. THF (20 mL) % N-014-012_4 (300 mg, 0.8366 mmol)&] &0 olAxgdntayg FRglo|=o &N (1.25
5 =E 01

mL, 2.50 mmol, 2 M)S N, &}ol] 0ColA 30&¢ 7|3t Ax AH7}eta, 71 Z<F 2
o WS EFES 20ToA FUIE 2412 FoF ksl degdls =53, wks ERES X3 4
NH,CL (15 mL)ell #7}sbar, 208 &< wwikeh g, &35S EtOAc (3 x 10 mL) = FEsI3ich. &3 f7] 4

S A4 (2 x 10 L) E AFEIL, T Na,S0, ArellA AxAl7|aL, of3}star, FA17 N-014-001_1 (360 mg,

=

O

2)S nARA FEAT. H MRS 24 A2 ez, 3% e 41 ALgagit).

2. X1 (150 mg, 0.37 mmol)S SFC (Z=: 7129 AS-H 250%30 5u; Z7: 0.1% NH;H.0 EtOH; A2+ B: 20%; =
B: 20%; &% (ml/%): 65)o 98] QA 37 (3= 2, 46 mg, 31%) L 27 (I = 1, 27 mg, 18%)L A=A
TESAT.

37:
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[0815]

[0816]

[0817]

[0818]

[0819]

[0820]

[0821]

[0822]

[0823]

[0824]

[0825]

ZIHSd 10-2025-0054838
27:

H ONMR (400 MHz, CDCls) & 5.32-5.26 (m, 1H), 3.42-3.34 (m, 1H), 2.43-2.34 (m, 1H), 2.06-1.91 (m, 3H),
1.90-1.75 (m, 2H), 1.74-1.66 (m, 2H), 1.63-1.58 (m, 3H), 1.54-1.26 (m, 11H), 1.22-1.04 (m, 3H), 1.03-
0.99 (m, 3H), 0.97-0.93 (m, 7H), 0.92-0.87 (m, 3H), 0.86-0.77 (m, 3H), 0.70 (s, 3H).

LOMS Rt = 2% F=wlE1e)9 3 1.228%, 30-90AB_2MIN_E, %% 100%, MS ESI A2 CHi0 [MHIFL0] 385,
A 2] 385.

SFC Rt = 10% IA=ntEady = 2.440%, 0J_3_EtOH_DEA_5_40_25ML ("Z&: 7]1&A 0J-3 150x4.6mm 1.D.,
3um ©]&52: A: COp B:ol B2 (0.05% DEA) Twll: 53 &9F 5% A 40% Bolal, 2.5 &<t 40%9 ©]ojA, 2.5

Bk 5% B A F3F: 2.6mL/% ZH 2% 35T"), 97.38%de.

Al 280 (3S,5S,8R,9R, 10S,13S,14S, 17R)-3-o & -17-((2S, 35)-3-3]| =ZA|-6-m & & gt-2-2 )-13-w| & A A} | 7}
FeR2-1l-AFEA aldFdEA-3-& (28)9 A

Pd/C, Hy
IR
MeOH/THF

. Ar 3}l Pd/C (12, 200 mg)& MeOH/THF (10 mL/10 mL) % 44 (200 mg, 0.480 mmol)<e] &Ml H7}s}gitt.
< H, (50 psi) 3tell 50Tl 48A1%F &<t nlyHkst

A Aol AT, W ERES Avtel= WSE Fa ofvksa, TF (100 nl)E AHsA.

=3 SHAA 28 (30 mg, 15%)S LAZA, 22]ar 82 (30 mg, 15%)E LA =X F58H3.

I NIR (400MHz, CDCly) & 3.63-3.61 (m, 1H), 1.98-1.76 (m, 4H), 1.72-1.55 (m, 7H), 1.55-1.47 (m, 4H),
1.46-1.23 (m, 6H), 1.22-0.97 (m, 11H), 0.92-0.78 (m, 12H), 0.76-0.54 (m, 5H).

LONS Rt = 2% I =uopeE1e)s] 3 1.298%, 30-90 AB, <% 100%, MS ESI AIAFA] CuHy [MEH-2H,0]° 383, 2=
=] 383.

Ao 290 (3S,5S,8R,95,10S,13S, 145, 17R) -3~ & -17-((25,39)-3-3| =5 A -6-H & ] &+-2-4 )-10, 13-t w| & &)
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[0826]
[0827]

[0828]

[0829]

[0830]

[0831]

ZIHS3dl 10-2025-0054838

A VS| E2-1H-A| ZF 2R EHa] H G EA-3-2 (29) 9]

)
o,

$-200-INT_5E

Pd(OH),

—_—
MeOH

THF

1. THF (8 mL) = 1-HE2E-3-w& e (11.7 g, 78 mmol)¢] | HAE 60TCA THF (2 mL) = Mg (4 35 g, 179
mmol) 2 I, (20 mg)e] @Etele]l Hrlaet. EFES 60ToA 1A17F Bt wukslgict, &3S THF (10
ml)E gAska, A5 ARSItk AlRZo] Az olad™vlvlg HEwlel= (19.5 mL, THF F 3.9 M, 76
mmol)E THF (5 mL) < S-200-INT_5E (1.0 g, 2.78 mmol)2] &M N, dloll 0ColA H71etHet. EFES 0
TolAd 127 B¢ wkakdth, NICL (20 mL, ¥3F $4)& 8] H7psiin. £3&S EtOAc (2 x 30
mb) 2 FFsdvh. e f7] S A5 (100 L) 2 AFSEAL, Na,S0, olAl AxA71aL, 1F dloll §FA]7]
3, Agl7F A (PE/Et0Ac=20/1°14] 10/ AA3tar, CHCN (10 mL) o 25E AZAA s s 77 (255 mg, 21%)S
AA =AM F5ST

HONMR (400 Mz, CDCls) & 5.32-5.26 (m, 1H), 3.66-3.59 (m, 1H), 2.42-2.32 (m, 1), 2.07-1.85 (m, 4iI),
1.77-1.58 (m, 4H), 1.55-1.38 (m, 10H), 1.38-1.19 (m, 5 H), 1.19-1.00 (m, 8H), 1.00-0.81 (m, 13H), 0.69
(s, 3.

LCMS Rt = 2.0 A=ZvtEI2HI ZF 1.3064, 30-90 AB, = 100%, MS EST ZAIAFA] CooHyg0 [M+H—H20]+ 413, A

2. Ar 3ol PA(OH), (A, 20 %, 50.0 mg)S THF(10 mL) 2 MeOH (10 mL) = 77 (100 mg, 232 umol)¢] &M
A7rerart. dgds AF stol dr)stn, 2 33 HASYT. EIFES H, (50 psi) 3kl 50ColA 164 7F
BQF wRkSTE. HbE E3ES AgelEY sl=g B ofsta, THF (3 x 10 mb)E AF3SY. A%&Es
ZA AT, AHFES A A aEetEadgy) (PE/EtOAc = 20/1)o] 93] BASt] 29 (7.00 mg, 7%)E LA
A

' NMR (400 MHz, CDCl;) & 3.68-3.60 (m, 1H), 1.96-1.88 (m, 2H), 1.68-1.60 (m, 3H), 1.53-1.47 (m, 7H),

1.39-1.23 (m, 13H), 1.16-0.95 (m, 7H), 0.90-0.86 (m, 12H), 0.83 (s, 3H), 0.66-0.63 (m, 4H).
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[0832]

[0833]

[0834]

[0835]
[0836]

[0837]

[0838]

[0839]

ZIHSdl 10-2025-0054838

LOMS Rt = 2.0% I =ZuleE1e3 3 1.603%, 30-90 AB_ELSD, %% 97 %, MS ESI ZA2F2] ol [MHH-H0] 397,
A2 397.

A A o 30: (35,8S5,9S,10R, 13S,14S,17R)-17-((2S, 3R)-3-3] =& A]-6-w & g €}-2-21 )-3, 10, 13-E 2 v & -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-H E} 0| 7}3| =2 -1H-A| S 2 E}H a | A FE A -3-& (30)2] A

OH

’,
.

30

DIAD, PPh3
PhCOOH

S$-500-2-9_1

NaOH

THF, MeOH,
H0

1. WixAF (2.03 g, 16.7 mmol) 2 EFHALEAT (6.57 g, 25.1 mmol)S 25To4] THF (30 mL) = S-500-2-
10 (3.5 g, 8.39 mmol)e] &Ml N, 3lo] H7Feltr. EFES 25TAA 208 &<F watsliek.  DIAD (5.07

g, 25.1 mol)E N, sfell 0CellA H7Ietoict. EFES 0TA 208 &k wnket b, 25C& 7p23kaL, 1
AIZE Eob wnkskgivt. ¥ E3ES E (100 mb) 2 AASEa, MBE (3 x 30 mL) & FFsHivk. 33k {7
& d (60 mL) = AIA3EEIL, NapS0, Aol A AxAl7]ar, ofstar, 13 stell $HA1A = 84S F5313e
(PE & 0-10% EtOAc)el <18 AASt] 300 mg & AWAHE S-500-2-9_18 A=A F53}
P_fﬂ, 01% X%j T Ao ARESEA T
2. NaOH (3 mL H,0 ¥ 1.14 g, 28.7 mmol)S THF (5 mL) ® MeOH (3 mL) % S-500-2-9_1 (300 mg, 0.576 mmo
D] & Hrletdtk. EFES 50TolA 1642 ¢ wvtalgit.  =3FES 23) NILCL (20 nb) = A3}
A
H-Zel4 (PE & EtOAc 0-10%)°l <J&ll AAlske] 30 (12 mg, 5%)& AAZA 5319

32 B
el

&

A

N

i)

o

(

L
rt

i, EtOAc (3 x 10 mL)&E 3F 1

CEEERE= NHES

o

71 AL A (30 mL)E M HEar, Na,S0, AollA H=A7]a

e
¥,

e

A

'H NMR (400 MHz, CDCl3) & 5.32-5.28 (m, 1H), 3.63-3.59 (m, 1H), 2.44-2.40 (m, 1H), 2.05-1.90 (m, 3H),

1.80-1.62 (m, 4H), 1.61-1.58 (m, 3H), 1.56-1.30 (m, 9H), 1.28-1.03 (m, 10H), 1.01 (s, 3H), 0.99-0.85
(m, 10H), 0.69 (s, 3H).

LCMS tR = 2% Z=ZrlE#d 5 1.2604, 30-90AB_ELSD, X% 100.0%, MS ESI AlLEXA] Cyslys [M+H—2Hz()]+ 381,

A &4 381.
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[0840]

[0841]
[0842]

[0843]

[0844]

[0845]

[0846]

[0847]

[0848]

ZIHSd 10-2025-0054838

2 Ao 31: (1R, 3R,4S)-4-((3S,5S,8R,9S,10S,13S,14S,17R)-3-3| =& A]-10, 13-T W & -3-(Eg ZF 2. 2 W& ) S A}
d7b8l =2 -10-A Z 2 et a] T d ER-17-2)-1-sdAe-1,3-t] & (319 FA4

31

319 S Aol 13014 &g 5= ATt
31:

HONMR (400 Mz, CDCl;) & 7.45-7.28 (m, 5H), 5.02-4.81 (m, 1H), 4.18-3.98 (m, 1H), 3.35 (brs, 1I),
2.47 (brs, 1), 2.15-1.72 (m, 8H), 1.53-1.31 (m, 8H), 1.30-1.03 (m, 8H), 0.99-0.89 (m, 4H), 0.89-0.78
(m, 4H), 0.75-0.60 (m, 4H).

LCMS Rt = 2% Z=ZulE1e)y] = 1.327%, 10-80AB_2MIN.E, 4% 100%, MS ESI ZI4HA CyleF:0Na [M#Nal
545, A =3 545.

SFC Rt = 10% A=ZvtE1y] F 1.929%, 1C-3_MeOH(DEA)_40_2.5ML, 98.4%de.

A4

o 32: (3S,5S,8R,9S,10S,13S,14S,17R)-3-9 & -17-((2S,35)-3-3]| =& A]-4-H  F-&+-2-4)-10, 13-t v & 3
At FIE| E2-1H-Al 22 EHal d G EA-3-8 (32)2] &4

32
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[0849]
[0850]

[0851]

[0852]

[0853]

[0854]

[0855]

[0856]

ZIHSdl 10-2025-0054838

HPLC
—_—

1. t-BuOK (4.64 g, 41.4 mmol)E <= THF (50 mL) % Me;SI (8.44 g, 41.4 mmol)o] e A 3] 20T
oM H7rstdch. EFES 20T 1AZF B9k wwkalal, N-005.5 (5 g, 13.8 mwol)E F7bstdct. AAdw
WEE ST 7hEshan, T B 3 o FPES Meow WANYW, B (50 al)E A5
CBtOAc (2 x 50 nl)® FEAYU. T 471 2& T4 FAUEF dlA AL, dBaln, HHA
. AEES Agg A (PR E 0~10% BtOAc) Aol Z-e I mube-rggle] o8] QA5 N-005_001 (2.7
g, 52%)& TLARA FEFY ).

R rM«_d

)

LCMS Rt = 2.0% I ZubE1#)s 3 1.324%, 30-90AB_E, #=% 92%, MS ESI 713 CoHuO [M+H-H0] 357, 21
=] 357.

2. Cul (10.1 mg, 0.0534 mmol) % PhMgBr (THF % 1 M, 2.66 mL, 2.66 mmol)= ZZ 3o 0Co|A 5 THF
(20 nL) % N-005_001 (200 mg, 0.534 mol)e] &elo] H7lshedrt. EgBL 1502 AAH3| /Hesta, 1643
Fe wrakdth. WE EFES 4 NHCL (20 mL) R AP, EtOAc (2 x 10 mL) & FE33ich. §E f

7] T& o FAUER A Ax:A7IAL, s, AR, HRES AgF A (PE F EtOAc 0~5%)
Aol A 2 EetE gl o8] HAste] NA-6-5/6 (190 mg, 79%)S A=A F5et%tt.
'H NMR (400 MHz, CDCly) & 7.35-7.27 (m, 2H), 7.25-7.18 (m, 3H), 3.95-3.81 (m, 1H), 2.87-2.39 (m, 2H),

2.04-1.92 (m, 1), 1.89-1.80 (m, 1H), 1.71-1.58 (m, 4H), 1.56-1.43 (m, 6H), 1.41-1.27 (m, 5H), 1.26-
1.18 (m, 4H), 1.18-1.08 (m, 2H), 1.06-0.96 (m, 5H), 0.92-0.79 (m, 8H), 0.73-0.55 (m, 4H).

3. N-6-5/6 (190 mg, 0.420 mmol)& “FAI& HPLC (& : YNC-°oHF2~ Eeol2E (18 100+30mm+5um; 230 =
(0.05%HC1)-ACN; =¥l : 90-100%B; fr%: 25 nL/¥)= EE]ate] 93 (56 mg, 30%)S A=A, 121 32 (12
mg, 6%)S A A FEYC).

32:

I NMR (400 MHz, CDCl3) & 7.36-7.29 (m, 2H), 7.25-7.19 (m, 3H), 3.89-3.83 (m, 1H), 2.79-2.72 (m, 1H),
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[0857]

[0858]

[0859]

[0860]

[0861]

[0862]

[0863]

[0864]
[0865]

ZIHSd 10-2025-0054838

2.49-2.40 (m, 1H), 2.05-1.98 (m, 1H), 1.92-1.79 (m, 2H), 1.72-1.51 (m, 9H), 1.44-1.31 (m, 5H), 1.30-
1.09 (m, 7H), 1.08-0.96 (m, 5H), 0.92-0.81 (m, 7H), 0.74-0.63 (m, 4H).

LOMS Rt = 2.0% I =ulE-1e)s 3 1.343%, 30-90AB, <% 100%, MS ESI Z1AFX] Cylly0 [MHH-H,0] 435, 2
=] 435.

=
=

AAd 330 (3S,8S,9S,10R,13S,14S,17R)-3-o & -17-((2S,3R)-3-3] =& A -4-(3-W & S A eb-3- ) F-gt-2-2 ) -

10,13-tJM€-2,3,4,7,8,9,10,11,12,13,14,15,16, 17-H EZH 7} =2 -1H-A S 23 EHa ] A FEA-3-&  (33)Y]
S
H O

(0] TsCI : 5 UBr (0]
OH

N-014-005_1 N-014-005_2 N-014-005_3

Br

1. DCM (100 mL) < N-014-005_1 (10 g, 97.9 mmol)e] &Me] 25TCeA 1-wE-1H-o]v]t}E (16.0 g, 195
mmol) & TEA (19.7 g, 195 mmol)Z #7}atdvk. TsCl (37.1 g, 195 mmol)S &Me] Hrlsiodrh., whg &3
ES 25T A 2A7F BeF wutelgitt. EIES B (2 x 100 mL), 95 (100 mL) = A Hstar, Na,S0, el A
AxA7II, APt F stoll HFAA N-014-005_2 (25 g, & EA)E g aAEA FE59 00, o

= A7l A (PE ¥ EtOAc 0~15%) AolAd Z3 A=zvlEa e ol&] AA ko] N-014-005_2 (23.6 g, 95%)=
B A A S5,

' NMR (400 MHz, CDCl3) & 7.80-7.68 (m, 2H), 7.41-7.26 (m, 2H), 3.40-3.29 (m, 4H), 4.12-4.00 (s, 2H),
2.44 (s, 3, 1.28 (s, 3H).

3}

2. oFAlE (100 mL) & N-014-005_2 (10 g, 39.0 mmol)2] &<l LiBr (13.5 g, 156 mmol)& X 7}8}tt. &
< 65ColA 1AZE B¢ wdkslgitt. EIFELS 0ColA & (200 mL)E AAsFa, FAF (3 x 200 mL) o.&
stlth. gek f7] s g (50 mL)E AIFHSEAL, Na,S0y oA AdxA71a, o#3sti, sFHAAH N-014-

N-
FES =
%

005_3 (2.54 g, & EZ)& A dA2A #5390,

'H MR (400 MHz, CDCl;) & 4.50-4.30 (m, 4H), 3.64 (s, 2H), 1.58 (s, 1H), 1.43 (s, 3H).

D
Br

N-014-005_3

Mg, THF

N-14-12_4

3. THF (2 mL) 3 Mg (807 mg, 33.2 mmol) % I, (1 mg)e] &g Ao N, &loll 50~55CoA THF (8 mL) 5 N-
014-005_3 (2.5 g, 15.1 mmol)¢] &HE& #7}alglek.  EFE& 55TlA 1At Fob wuksigivy. &3

\=e)
H ==
THF (10 mL)2 3s|Astx, BYHY glo] &5 oA AH AFEsct.  THF (10 mL) 5 N-14-12.4 (1.01 g,
2.83 mmol)2] &N AHfaﬂ Azd -[(RERuadA ) WE]-3-vWESAg (THF 20 L & 15 mmol)< 0C

A
oM H7bskdth.  ERES 15TolA 443t &¢k wwkskgiey.  EdHEe] NHCL (20 mL, 10% 54)S H7bskd
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ZIHSd 10-2025-0054838

E3ES EtOAc (30 mL) 2 FEF3I9 k. 77 55 E88ta, JF stoll s5AHY. FFES 94 2
(PE 3 EtOAc 0~30%)°l <ol AAIste] ZFE (190 mg, 15%)S WA TAZA FE3190H, o]S SFC

: AD(250mm=30mm, 5um) , %71 : 0. 1%NH;H,0 ETOH, —=ul: 50%o A 50%, -freF(ml/%): 60mL/%&, 25TC)o &3] A
3te] 33 (912 1, 110 mg, 9%) = 70 (¥)= 2, 30 mg, IS WA uAEA FEIAT. BEEE 70 (30
mg, E¢IH)S A2gF A (PE F EtOAc 15 %) oA Z4 AzvlEaws]d] o] AAste] 70 (10

WA ;A ZA S5,

ot o L

[0866] 33:

[0867] HONMR (400 MHz, CDCls) & 5.30-5.26 (m, 1H), 4.59-4.70 (m, 1H), 4.50-4.48 (m, 1H),4.36-4.33 (m, 1H),
3.83 (s, 1H), 2.40-2.33 (m, 1H), 2.10-1.50 (m, 17H), 1.49-1.35 (m, 9H), 1.30-0.80 (m, 13H), 0.68 (s,
3H).

[0868] LONS Rt = 3% I =ZuleE1e)3 3 1.069%, 30-90AB_2MIN_E.M, 2% 100%, MS ESI ZAAF2] CaoHwOs [M+H]™ 445,

AZ2] 445,

[0869] AAle 34: (3S,5S,8R,9S,10S,13S,14S,17R)-3-o € -17-((2S, 3R)-3-3] = FA| -4-w| & I EF-2-< )-10, 13-t] W & &
At 78 E2-1H-A S 2 3 EH a| A GEA-3-8 (34)9] A4

34
[0870]
0
- NaHB,
_—
\"“; THF MeOH
HO A
N-8-11_2
¥
_—
[0871]
[0872] 1. THF (5 mL) & N-8-7_1 (500 mg, 1.38 mmol)< OColA THF (5 mL) & o|AXZdwnluld F=eo]|= (708
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[0873]

[0874]

[0875]

[0876]

[0877]

[0878]

[0879]

[0880]

[0881]

ZIHSd 10-2025-0054838

mg, 3.44 mL, THF < 2M)¢ §do H7FellY. EFES 25TelA 4413 &t Wiy, E3-Eo NHCI
(20 mL, 10% 4)S A718IN Y. EFES FtOAc (2 x 30 mL) & FE390.  #7] =& &E93sta, 3
FEANA AFES S5 &%%%:éﬂ?%ﬁii#ilﬂﬂﬂ ol PE/EtOAc=3/12 La]A|7|HA A A
dFod N-8-11_1 (170 mg, 30%)<S TAZA FE53FHT. B3 A E (120 mg)% F712 287 A 32vEL
g o] PE/EtOAc=3/12 &Al7|HA Xé qake] N-8-11_1 (50 mg, 42%)< A=A 53T}

" NMR (400 MHz, CDCls) & 3.20-3.10 (m, 1H), 2.00-1.80 (m, 2H), 1.70-1.60 (m, 2H), 1.55-1.40 (m, 4H),
1.39-0.95 (m, 19H), 0.90-0.80 (m, 15H), 0.70-0.60 (m, 5H).

2. DWP (457 mg, 1.08 mmol)Z DCM (5 mL) = N-8-11_1 (220 mg, 0.543 mmol)¢] &Ho| H7}stth. 25Tl A
104 & wykgk & 0k ERES A4 T pHrE &F 97F @ wizkA] E & NaHCO; 744 (50 mL) o= A 33

o EFES AFskd. DM FE& EEsta, £ S
3} NaS:0; =4 (3 x 100 mL), JA§} NaHCO; (100 mL), 45
Z=

F}etar, FAA 2 N-8-11_2 (140 mg, 64%)E LA =A

DCM (100 mL) o2 F=&tdch. &3 #7] A4S ¥
(40 mL)E MA3FaL, Na,S0, FollAl Az=A]7]a, o
S3aelth.

LCMS Rt = 2.0% ZZvhE1ds] 2 1.300%, 30-90AB_2MIN_E, «=% 100%, NS ESI Z14FA] Cylls0 [MHIFHO]
385, A=A 385.

3. NaBH, (1.17 g, 17.3 mmol)Z 53], 5%v}t}, MeOH (2 mL) 2 THF (2 mL) % N-8-11_2 (140 mg, 0.347 mmo
Dol gdo Hrisdk.  EFEL 15ToA 308 T wwsigitt.  EFES E3F NHCL (50 mL)E
ARSI, EtOAc (3 x 20 ml)E FE3ch. e 471 AL NaS0, Aol ARA7a, sk,

A 713, E8)-Z 84 (PE & EtOAc 25%)°] 98] A8l N-8-11_1 (140 mg, B+ 5539, N-8-
Zu)-Z )4 (PE = EtOAc 25%)° o3 AAlste] 34 (50 mg, E&sHE A=A, 283 65 (10 mg,

o =
= =}
ShH& 1A

24 FES,

N-8-11_1 (50 mg, 0.123 mmol, E=¢H)& FH|-ZF4 (PE 5 EtOAc 25%) o <J3l] A3t 34 (30 mg, &<
S ARA FESPT. N-8-11_1 (30 mg, 0.0741 mmol, B3-S ZFH]-Z4] (PE 3 EtOAc 25%)°l <
AAstA 34 (9 mg, 30%)E AARA F53ISTE.

I NMR (400 MHz, CDCl3) & 3.18-3.07 (m, 1H), 1.98-1.81 (m, 2H), 1.71-1.58 (m, 6H), 1.53-1.31 (m, 7H),
1.30-0.98 (m, 14H), 0.97-0.78 (m, 14H), 0.70-0.60 (m, 4H).

LOMS Rt = 7.0% IA=ulE1e)m = 4.387%, 30-90AB_7MIN_E, 4% 97.6%, MS ESI AR CuHys [MHH-2H,01"
369, A=x] 369.

A A] o 35: (35,55, 8R,95,10S,13S,14S,17R)-17-((2S,35)-3-3

3-3 =FA]-6-H 2 F &-2-U)-3-(HEA W & )-
10, 13-t W g A | 7b8| = 2 - 1H-A S 2R EHa] PG E#A-3-2 (35)9] 34
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[0882]
[0883]

[0884]

[0885]

[0886]

[0887]

ZIHS3d 10-2025-0054838

OBz

N-4-4B

1. NaOH (71.9 mg, 180 mmol)Z THF/MeOH (2 mL) < N-4-4B (20 mg, 0.0361 mmol)2] -&Mof 25CeoA 713}
o WE EFES 50CE 7k2skal, 1AIRF &9t wuksidltt. ¥k Z£3ES WA, & (20 mg)= 7t
stk 4 A4S EtOAc (3 x 10 nb) 2 FE3Ith. &g f7] A4S E3t 9 (2 x 20 mbE AHeL, 7
T NapS0, ol A Azx:A713, A, s5AHY. JIRES Ed4 25 (PE & EtOAc 0~30%)° o3 Al

3t 35 (8 mg, 50%)& WA A ZA 5315

I NMR (400 MHz, CDCl3) & 3.63-3.61 (m, 1H), 3.41-3.38 (m, 5H); 2.51 (s, 1H); 1.97-1.81 (m, 1H), 1.71-

1.54 (m, 8H), 1.51-1.48 (m, 4H), 1.25-1.10 (m, 15H), 0.99-0.80 (m, 9H), 0.78-0.75 (m, 4H),0.71-0.59
(m, 41).

LCMS Rt = 2.0% mZ=ZwtE28y] F 1.3013%, 30-90 AB, <% 96%, MS ESI AIAFR] Coollys0 [M+H—2H20]+ 413, A
=] 413.

A Al 36: (3S,5R,8R,9S,10S,13S,14S,17R)-17-((2S,3R)-3-3] == A|-6-H & & gF-2-)-3, 10, 13-E | H| & ) A} ¢
T E2-1H- A 22 HEHa] FIdEHN-3-8 (36)9] T4

OH

%,
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[0888]
[0889]

[0890]

[0891]

[0892]

[0893]

[0894]

[0895]
[0896]

[0897]

ZIHSd 10-2025-0054838

Pd(OH),, H, <
D

30

1. PA(OH), (200 mg)= MeOH (10 mL) 3 30 (100 mg, 0.239 mmol)¢] &M H7latgdet. E3FES H, (50Psi)
sloll 50ColA kst E3ES oysla, wFAZ|L, FH-Z4] (PE T EtOAc 0-10%) <& A A3}
o] 47 (21 mg, 21%) 2 36 (1 mg, 1%)& A=A FE=39T).

37:

H NMR (400 MHz, CDCls) & 3.66-3.55 (m, 1H), 2.05-1.77 (m, 3H), 1.72-1.63 (m, 3H), 1.55-1.48 (m, 3H),
1.47-1.31 (m, 9H), 1.29-1.12 (m, 13H), 1.11-1.00 (m, 3H), 0.96 (s, 3H), 0.93-0.87 (m, 9H), 0.67 (s,
3H).

LONS R = 28 I =vbE1e]s] 3 1.296%, 30-90AB_ELSD, == 100.0%, MS ESI AIAFA] Cogyr [MHI-2H,0]" 383,
A &% 383.

Ao 37: (35,8S,9S, 10R, 135, 145, 17R)-3-°| & -17-( (2S5, 35)-3-3] == A -4-w D A €}-2-2 )-10, 13-t] #| & -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-8H| E&} Y| 7} 8| = 2-1H-A| E 2 E} a | A G EA-3-2 (37)2] A

N-014-001_1

1. N-014-001_1 (150 mg, 0.37 mmol)< SFC (Z=: 7]== AS-H 250%30 5u; Z=71: 0.1% NH:H.0 EtOH; A]%} B:
20%; F5 B: 20%; % (ml/&): 65)d o8] GAste 37 (FA 2, 46 mg, 31%) 2 27 (F=Z 1, 27 mg, 18%)

2 mARA 53R,

014-001A:
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[0898]

[0899]

[0900]

[0901]

[0902]

[0903]
[0904]

[0905]

[0906]

ZIHSd 10-2025-0054838

' NMR (400 MHz, CDCls) & 5.35-5.28 (m, 1H), 3.18-3.09 (m, 1H), 2.39-2.35 (m, 1H), 2.06-1.81 (m, 4H),

1.73-1.57 (m, 6H), 1.54-1.41 (m, 8H), 1.40-1.26 (m, 3H), 1.24-1.11 (m, 3H),1.10-0.97 (m, 6H), 0.96-

0.92 (m, 1H), 0.90-0.85 (m, 5H), 0.84-0.76 (m, 4H), 0.69 (s, 3H).

LOMS Rt = 2% F=wlE1#)3] 3 1.207%2, 30-90AB_2MIN_E, %% 100%, MS ESI AI2FZ] CHi0 [MHIL0] 385,
A= 385.

SFC Rt = 10% =I=ntEady = 2.635%, 0J_3_EtOH_DEA_5_40_25ML ("Z&: 7]&A 0J-3 150x4.6mm 1.D.,
3um ©]5A4F: A COp B:oll€F2 (0.05% DEA) H]: 5% &<F 5%llA 40% Bolal, 2.5% &<9F 40%) o]ojA], 2.5%

EoF 5% B X FF: 2.6mL/% ZH 2% 35T"), 98.66%de.

A A)ef 38: (3S,55,8R,9S,10S,13S,14S,17R)-3-l &-17-((2S, 35)-3-3]| =ZA]| & 2F-2-2)-10, 13-t] vl & A A} 6] 7}-5]
ER-H-A| 22 AEH a] A FEA-3-5 (38)9] FA

$-500-6-1_1 72

Pd(OH),, H,
—_—

MeOH

1. ZEAvadlg HEvto]= (3.34 mL, 6.69 mmol, THF Z 2)& 0CelA THF (30 mL) & S-500-6-1_1 (800
mg, 2.23 mmol)e] &l M3 HrbsAvt. IR §, EEE 15TCoA 1ARE &)t witsigity. Eehe

j84

[s]

< =3} NHCl (40 mL)E A3, EtOAc (3 x 20 mL)E FZ3gth. a8 7] A4S 94 (2 x 30 nL)E A
HEFL, NapS0, dellA AxA7Ia, w5% olsteta, FHl-ZdH (PE § EtOAc 0-15%)° o3 HAste] 72
(500 mg, 56%)E AAZA FE3H ).

" NMR (400 MHz, CDCls) & 5.31-5.26 (m, 1H), 3.72-3.64 (m, 1H), 2.41-2.31 (m, 1H), 2.07-1.85 (m, 4H),
1.77-1.69 (m, 1H), 1.62-1.54 (m, 3H), 1.52-1.38 (m, 9H), 1.37-1.16 (m, 6H), 1.15-1.01 (m, 7H), 0.99-
0.88 (m, 7H), 0.87-0.82 (m, 3H), 0.68 (s, 3H).

LCMS Rt = 7.0% FAZulE1#)m = 4.979% . 30-90AB_E, 4% 98.8%, MS ESI ZAFA| CyHe [MHH-20,0] 367,

AEA 367.
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[0907]

[0908]

[0909]

[0910]

[0911]

[0912]

[0913]

[0914]

[0915]

ZIHSd 10-2025-0054838

2. PA(OH), (300 mg, 71Z)S MeOH (20 mL) & 72 (150 mg, 0.372 mmol)Q] &Mo] H7lslgir. ZIES H,

(50Psi) 3loll 50TColAl 48A1%F F<F wwkeldet. EFES oAFsta, wFA7]11, FH-F4 (PE F EtOAc
0-15%)° 2la AAlste] 23 (9 mg, 6%) 2 38 (43 mg, 29%)% A ZAN FEFYT).

38:

' NMR (400 MHz, CDCl;) & 3.71-3.62 (m, 1H), 1.99-1.82 (m, 2H), 1.70-1.56 (m, 6H), 1.54-1.45 (m, 3H),

1.44-1.38 (m, 3H), 1.37-1.17 (m, 10H), 1.16-1.01 (m, 5H), 1.00-0.85 (m, 11H), 0.82 (s, 3H), 0.70-0.60
(m, 4H).

LCMS Rt = 2.0% A=ZwtE 28]y 5 1.397%, 30-90AB_E, <=% 100%, MS ESI AAFX] CyHus [M+H—2HZO]+ 369, A

=] 369
Ao 39: (3S,85,9S,10R,13S,14S,17R)-3- (W EA W€ )-10, 13-T] Wl & -17-((2S,35)-4,4,4-E| L F L 2-3-3| =
2 A FE-2-9)-2,3,4,7,8,9,10,11,12,13,14,15,16, 17-H Eg}u| 713 E2-1H-A S 23 a ] A FEA-3-2  (39)
o] 34

N-004-029_1 NAM-004-029_2

TMSCF;, CsF SFC
TBAF.3H,0, THF

/" NAM-004-029_5

1. t-BuOH (600 mL)E N, kel 35CelA 37 F<+ vle Zepade] S48 thg, t-BuOK (101 g, 905 mmol)E
A7y, 35TColA 30% FoF wukglk 5 N-004-029_1 (50 g, 151 mmol)S A7) E§E] H7pstar, 35C
ol 1A HoF wwkatgleh. Wb EFES 5% FA oMAEAF (2 Lol ¥, 1 E9 LEE 10C mutow
FASAT. WE (1 LE FAeAt. ERE pIE NaHC0,/E ARESt] o 7-82 2Fetw, e,
e Ael=aE DM (1.5 L) Sl 7] AL 2 (2 x 500 ml), 9% (2 x 500 ml)E A3}
a1, NaSOy ol M Az:A7)aL, of#slar, 7F ol 35T wwkellq FHAA N-004-020_2 (45 g, = =A)E

aAzA 5.

o
__?L;
>
i
x Fo
L
=
o

' NMR (400 MHz, CDCl;) & 5.35-5.32 (m, 1H), 3.71-3.58 (m, 1H), 3.38-3.25 (m, 2H), 2.90-2.78 (m, 1H),

2.55-2.20 (m, 2H0), 2.13-1.92 (m, 3H), 1.90-1.59 (m, 5H), 1.46-1.14 (m, 10H), 1.12-0.96 (m, 6 H), 0.72
(s, 3.

2. n-BuLi (108 mL, 272 mmol, h-3NAF Z 2.5 M) F< THF (300 mL) & MesSI (73.8 g, 362 mmol)e] =3&
of Ny slell 0CeA H7slAtt.  0TCAlA 308 &

-

gkl & B4 THFE (600 mL) % N-004-029_2 (30 g,
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[0916]

[0917]

[0918]

[0919]

[0920]

[0921]

[0922]

[0923]

[0924]

[0925]

[0926]

[0927]

3IHSd 10-2025-0054838

90.7 mmol)9] §ME -40CA H7stget. EFES -40CoA 2417 B¢ 2 25T oA 16A]7F F<¢F avksh
S, TE EFES WS (1 D . A A4S EtOAc (2 x 500 mL) 2 FE3FA . 3 771

T (2 x 500 mL)E AA3FaL, T4 Na,S0, AollA AXA|Z|aL, oista, w3

(PE & EtOAc 0~20%)°l] <)& AA|8te] N-004-029_3 (1.8 g, 6%) < A=A F53F9T).

I NMR (400 MHz, CDCl3) & 5.33-5.25 (m, 1H), 3.66-3.61 (m, 1H), 3.39-3.31 (m, 1H), 2.93-2.86 (m, 1H),
2.59-2.53 (m, 1H), 2.20-1.93 (m, 4H), 1.89-1.14 (m, 15H), 1.12-0.90 (m, 9H), 0.71 (s, 3H).

3. MeONa (5.61 g, 104 mmol)Z MeOH (20 mL) = N-004-029_3 (1.8 g, 5.22 mmol)e] & N, s}ell 25T elA

(100 mL)& &30 H7ista, 108 w<¢F wukslsich. 4

ArheheTh. 50TAA 12417 Bk wuke F,
3t 7] & X3 A4 (2 x 50 mL)E AlFsL, F9 Nay,S0, 4

A S EtOAc (2 x 80 mL) 2 F=3}9 ).
oA AxA7IaL, ofdsta, FHFAZG. AFES Ed4l 29 (PE F EtOAc 0-30%)° ©fa) AAIsto] N-004-
029_4 (1.5 g, 76% _L_Zﬂi/\i 2E=519T)

o "

' NMR (400 MHz, CDCl;) & 5.31-5.28 (m, 1H), 3.70-3.54 (m, 1H), 3.40-3.35 (m, 6H), 3.28-3.16 (m, 2H),
2.40-2.35 (m, 1H), 2.09-1.90 (m, 5H), 1.87-1.57 (m, 11H), 1.34-1.06 (m, 10H), 0.70 (s, 3H).

4. DMP (2.53 g, 5.97 mmol)Z DCM (30 mL) 3 N-004-029_4 (1.5 g, 3.98 mmol)<] &N 25T H7}sha,
I % 25ToA 308 Eor wykadtt. whe ESES 25ToA E3} NalHC0; (50 mL)e.& AASATt. DO

[e]
o
wraeleh. DON S Helslal, 2 NaS0s F4 (2 x 50 ml), 4
(2 x50 ml)E AHBA, NasSOy FelA AzAIa, eladta, wHAAL. AFES EA 29 0E F
EtOAc 5~25%)°] ¢]8l AAIske] N-004-029_5 (0.6 g, 40%)F LAZA 753}

(50 mL)& &gh=ol H7kskar, 10% &<t

El

e

i,

4
d

H NMR (400 MHz, CDClz) & 9.59-9.57 (m, 1H), 5.32-5.29 (m, 1H), 3.37 (s, 3H), 3.30-3.15 (m, 2H), 2.44-
2.31 (m, 2H), 2.13-1.40 (m, 16H), 1.27-1.02 (m, 10H), 0.73 (s, 3H).

5. CsF (607 mg, 4.00 mmol)E T4 THF (20 mL) % N-004-029_5 (0.6 g, 1.60 mmol)2] &< 0T
STk, 208 Bt wwkek & TMSCF; (568 mg, 4.00 mmol)& 0CelA FH7}shaL, ii}%é 1IAIZF 59t AWtk

. TBAF.3H0 (2.02 g, 6.40 mmol)E ZF=el H7tetalow, o|&F 50TolA 1A7F &<t

ol
EdES W (50 mbell Fodvk. 4 s EtOAc (2 x 80 mL) 2 FZ83ith. &3 {7 S X3k 9 (@2

(e}

= H
x 80 mL)E MASFAL, F4 NaS0, oA AxAI7|a, AFsta, sF5AFHY. ARES
EtOAc 0~30%)l ¢J3f] AA|ste] N-004-029A (450 mg, 63%)E TAZA FE35 T},
H NMR (400 MHz, CDCly) & 5.33-5.29 (m, 1H), 4.11-3.99 (m, 1H), 3.37 (s, 3H), 3.30-3.19 (m, 2H), 2.54

(s, 1H), 2.43-2.36 (m, 1H), 2.26-1.82 (m, 7H), 1.78-1.61 (m, 5H), 1.34-0.80 (m, 15H), 0.75-0.67 (m,
3H).

6. N-004-029A (0.45 g, 1.01 mmol)E SFC (Z# :AD(250mm+30mm,5um), 371 :0. 1%NH;H,0 ETOH, AlZ} B:30%, 5=

B:30%)ol <3 AAsked 39 (PK1: 120 mg, 26.7%)5 WA mAIZA, 22|31 95 (PK2: 200 mg, 44.5%)E A
SARA FESHAE. 399 FxE N o8] Hssch,

39:

H NMR (400 MHz, CDCls) & 5.32-5.29 (m, 1H), 4.06-3.99 (m, 1H), 3.37 (s, 3H), 3.30-3.19 (m, 2H), 2.54

(s, 1H), 2.43-2.36 (m, 1H), 2.25-2.19 (m, 1H), 2.15-2.07 (m, 1H), 2.04-1.60 (m, 9H), 1.55-1.34 (m,
5H), 1.25-0.88 (m, 11H), 0.70 (s, 3H).

LOMS Rt = 2% I =ulE1els] % 1.078%, 30-90AB_2MIN.E, #=% 100%, MS ESI Z12FA] CoHsF0 [M-CH502]"
395, A3 395.

AAldl 400 (3S,5S,8R,9R, 10S,13S,14S,17R)-3-° & -17-((2S, 3R)-3-3| == A -6-H & F &-2-4 )-13-w| & A A} 7}
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[0928]
[0929]

[0930]

[0931]

[0932]

[0933]

ZIHSd 10-2025-0054838

- (40)¢] 944

"o
I

’,
“,

Pd(OH)2, H,
—_—
THF

1. Pd(OH), (100 mg, 73)< 25ColA MeOH/THF (5 mL/5 mL) % 3 (30 mg, 0.072 mmol)o] &Ml Ar 3ol
7beteith,  WESES H, (50 Psi) kol 50TelA 4847k Eok ankegith, EFES ofusla, oJuEe AF
stell FEFAIA 2 ANES 53, oF Aegt A Z§ (PE/EtOAc=10/1-5/1)°l <J& AAste] 41 (10
mg, 33%)& AABA TS5,

I NMR (400Miz, CDCly) & 3.62-3.59 (m, 1H), 1.99-1.91 (m, 1), 1.88-1.76 (m, 21), 1.74-1.61 (m, 6l),

1.46-1.29 (m, 6H), 1.26-1.09 (m, 9H), 1.08-0.99 (m, 6H), 0.95-0.78 (m, 14H), 0.74-0.58 (m, 5H).

LOMS Rt = 2% F=vbE 783 % 1.491%, 30-90 AB, w=% 99%, MS ESI AAFA] Colly [MHI-2H0] 383, A=
383.

AAd 41: (8S,5S,8R,9S,108S,13S,14S, 17R)-3-0l & -17-((2S,35)-3-3] =& A| 3] E -5-¢1-2-¢ )-10, 13-T] o & S A}
78| E2-1H-A S 2 EHal ddEAN-3-& (41)9 A
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[0934]
[0935]

[0936]

[0937]

[0938]

[0939]

[0940]

ZIHSd 10-2025-0054838

SFC
R

1. n-BuLi (13.8 mL, 34.5 mmol, &XF = 2.5 M)
-20ColA H71etdet.  §qS -20TolA 2.543F &
% N-8-7_1 (5.0 g, 13.8 mmol)S H7lakity. £
Etoll o]ojA] 20Tl A 18AIFF st aRkeldth. 4

= RE-2-¢] (1.86 g, 34.5 mmol)<] &M
S ol -78CE Y¥ZHA]F]3, THF (100 mL)
A 304 B wHkel oh, -20TlA 1A7E
H AL ¥3} NHCL (100 mL)d] o]ojx 32, EtOAc (2
x 150 mL)dl] F-o} AAsITE. e §7] =S B (40 nl) L A (40 mL) 2 AFHSFI, Na,S0, Aol Al 7 xA
713, dZstz, Z4] ZEd 93] PE & EtOAc 0~20%%2 L A)7)WA AAste] N-8-7_2B (1 g, & E4)&
Sd=A, a8 3 N-8-72B (1.7 g, & BEA)E o= F535191}).
' NMR (400 MHz, CDCls) & 3.90-3.75 (m, 1H), 2.45-2.35 (m, 1H), 2.25-2.05 (m, 3H), 1.95-1.85 (m, 2H),
1.85-1.40 (m, 8H), 1.40-1.20 (m, 9H), 1.20-0.75 (m, 18H), 0.65 (s, 4H).

SFC I= 1: Rt = 10% AZntE2ehs] 5 3.008%, AD_3_EtOH_DEA_5_40_25ML ("Z¥: 7129 AD-3 150x4.6mm
[.D., 3um ©]5AF: A: CO, B: o€k (0.05% DEA) -uf: 53 5<F 5%l A 40% Bolal, 2.5 E<F 40%cl ©]oiA

=
2.5% 5k 5% B A FEF: 2.5mL/% 2y 2% 35C).

2. % N-8-7_2B (250 mg, 0.868 mmol)S F7}= SFC (Z#: AD(250 mm*30 mm,10 um)), ®: 35-35% B (A=
0.1%NH3/H,0, B = EtOH), f%: 60 mL/E)ol <& AAste] 41 (F= 2, 81 mg, 33%)S AAZA, 123l 68

(73 1, 78 mg, 31%)S 1A ZA 55,

41:

' NMR (400 MHz, CDCl3) & 3.82-3.70 (m, 1H), 2.79-2.08 (m, 2H), 2.00-1.90 (m, 1H), 1.80 (s, 4H), 1.78-

1.69 (m, 1H), 1.69-1.42 (m, 10H), 1.40-1.31 (m, 4H), 1.31-1.18 (m, 4H), 1.18-0.92 (m, 6H), 0.92-0.85
(m, 7H),0.82 (s, 3H), 0.66 (s, 3H).
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[0941] LONS Rt = 2% I =uoleE1e]3] 3 1.206%, 30-90AB_2MIN_E, %% 100%, MS ESI ZAAFA] CoHieO [M+H-H,0] 397

A2 397.

[0942] SFC Rt = 10% m=EvlE189 = 5.823%, AD_3_EtOH_DEA_5_40_25ML, 100%de.
[0943] AAldl 420 (3S,5S,8R,9S,10S,13S,14S,17R)-17-((2S,35)-3-3| =& A -6-H & 1 E-2-4 )-10, 13-H W& -3-(EZ| &
Fo v e)AA IS = 2-1H- A EF 2 a]l B FEA-3-8 (42)9] &A
[0944]
MePPh;Br
—_—
t+-BuOK THF
TMSCF;, CsF
THF
9-BBN o] %Al THF
NaOH, H,0,
NaBH,
—_—
MeOH
[0945]
[0946] ) : (2.70 g, 15.7 mmol)& 25T A MeOH (500 mL) = N-4-1_1 (50 g, 157 mmol)<] &4
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[0947]

[0948]

[0949]

[0950]

[0951]

[0952]

[0953]

[0954]

[0955]

[0956]

3IHSdl 10-2025-0054838

A7, E3ES 65CAA 1A &<F wukelgly. W EFES 25C=E WZhA]7)a, TEA (2.16 nl,
15.7 mmol)E H7 Pék%iﬂr EHES 0.547 o wuksdet. HAES o] o &, WEE (2 x
100 mL)E MFH3] N-4-1.2 (50 g, &= EH)E IAZEAN F53%

I NMR (400 MHz, CDClz) & 3.25-3.05 (m, 6H), 2.60-2.40 (m, 1H), 2.20-2.05 (m, 4H), 2.00-1.95 (m, 1H),

1.90-1.80 (m, 1H), 1.75-1.50 (m, 6H), 1.49-1.05 (m, 12H), 1.04-0.95 (m, 1H), 0.78 (s, 3H), 0.59 (s,
3H).

2. t-BuOK (23.0 g, 205 mmol)Z THF (500 mL) & BERE(ME)EHALEATES (73.2 g, 205 mmol)e] &H
25Co|A H7belgtr. EIELS 45CR 719stm, 1AZF 59 wakskadty. N-4-1.2 (50 g, 137 mmol)E A7}
st ERES 45TolA 2412 & whksdth.  E3HE-S NILClL (200 mL)= N3 3kaL, THE (3 x 100 mL)
71 & 99 (200 mL) 2 A HSFAL, NaS0, ol HxA7]aL, ofaste] Eka (50 g, 500
nL)E FEER e, o]F F& Ao F71 Al glo] AFEEFATE.
3. ¥4 HCl (207 mL, &
S 25T A 0.54]1%F
:":

1 M)< THF (500 mL) % N-4-1_3 (50 g, 138 mmol)®] &Hd] H7}sleicr. =I&
% o:
(100 mL) = A3},

= 1 =
oF Wttt EIES oislar, FE AlolZE DOM (200 ml) o &AL, ¢
e NaoS0, AolA] AZA7|aL, d7sta, AF hd HE=AA N-4-1.4 (39 g, 90%)

g wAzA S5

H NMR (400 MHz, CDCl;) & 4.84 (s, 1H), 4.70 (s, 1H), 2.45-2.20 (m, 3H), 2.15-2.00 (m, 3H), 1.90-1.65

(m, 8H), 1.60-1.50 (m, 2H), 1.45-1.05 (m, 8H), 1.00 (s, 3H) 0.90-0.85 (m, 1H), 0.80-0.75 (m, 1H), 0.58
(s, 3H).

4. CsF (25.9 g, 171 mmol) ¥ TMSCF; (24.3 g, 171 mmol)& THF (200 mL) % N-4-1.4 (27 g, 85.8 mmol)2] &

oo HrASITh. EHES W0CAA 1A B WA, ¥ (10 nl) 3 TAR.300 (30 )F EFE) A
ST EHES 0CA Fhe 240 F9 wwasn. EHES AT ad RA0T. aiee
EtOAc (500 mL) Zol &3lAI7]aL, & (2 x 500 mL)= A 3FaL, Na,S0, A A=x=A17]1aL, oistar, 315 st

o HFA71a, =94 29 (PE % 0~10%2] DCM/EtOAc (1:1))ell ol8] AAlslo] N-4-1.5 (27 g, 82%) 2 N-4-
1.54 (3.5 g, 11%E nAZA 531t}

N-4-1_5:

H NMR (400 MHz, CDCls) & 4.84 (s, 1H), 4.70 (s, 1H), 2.12-1.94 (m, 3H), 1.89-1.78 (m, 2H), 1.75 (s,
3H), 1.72-1.60 (m, 5H), 1.58-1.48 (m, 2H), 1.45-1.09 (m, 10H), 1.01-0.89 (m, 1H), 0.85 (s, 3H), 0.78-
0.68 (m, 1H), 0.56 (s, 3H).

H NMR (400 MHz, CDCl;) & 4.84 (s, 1H), 4.70 (s, 1H), 2.09-1.99 (m, 1H), 1.89-1.78 (m, 2H), 1.75 (s,
3H), 1.72-1.52 (m, 9H), 1.45-1.06 (m, 10H), 1.00-1.81 (m, 2H), 0.79 (s, 3H), 0.56 (s, 3H).

5. 9-BBN oA (29 g, 119 mmol)E THF (250 mL) 5 N-4-1_5 (23 g, 59.8 mmol)e] &M H7}sta, E3&
S Ny 8kell 40CelA 16A17F 5t wRkeIITE.  olgbs (34.3 mL, 598 mmol) 2 NaOH (119 mL, 5 M, 598 mmo
DE g E£F=o Hrbedn. E3ES FHaAAT. HO0. (59.8 mL, 10 M, 598 mmol)E 25CelA

A7pstar, uiF 225 &7 (70C) st AsAzd. Ed=S W7 F 30C2 ARG, =l NaySos
0

(100 mL, 20% 73)& H7lstich. #7] S& &8sta, & (800 mL)o FAth. A7} FAHAT. ==
S dieta, AE B2 AAsa, F st AXA7)AL, MeCN (250 mL) o2 At ste] nAE F53519
b, ZAEZ MeOH/E (250 mL/12.5 mL)Z5-E 60Tl A3t e]star, 15CE YA F ogsgy. nAS
AE ol AXAA N-4-1_6 (16.4 g, 68%)S LA ZA F533AT}.

I NMR (400 MHz, CDCl3) & 3.69-3.60 (m, 1H), 3.39-3.29 (m, 1H), 2.09-2.01 (m, 1H), 1.99-1.92 (m, 1H),

1.87-1.75 (m, 2H), 1.72-1.43 (m, 7H), 1.42-1.07 (m, 11H), 1.03 (d, J = 6.8 Hz, 3H), 1.01-0.86 (m, 3H),
0.85 (s, 3H), 0.73-0.69 (m, 1H), 0.67 (s, 3H).
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[0957]

[0958]

[0959]

[0960]

[0961]

[0962]

[0963]

[0964]

[0965]

[0966]

[0967]

3IHSdl 10-2025-0054838

6. % (223 mg, 12.4 mmol) % DMP (10.5 g, 24.8 mmol)Z DCM (200 mL) = N-4-1.6 (5 g, 12.4 mmol)2] &E
Aol H7psdct.  E3ES 15TolA 168 &9k wWkeglY.  E3ES NalC03/NapS:0; (200 mL / 200 mL,

¥3h)E 28] AlFsIa, NaS0, ol AZAI7aL, ATstar, F stell 5FHAIA N-4-1.7 (4.5 g, 90%) S LA
24 53591

" ONMR (400 MHz, CDCls) & 9.60-9.51 (m, 1H). 2.40-2.30 (m, 1H), 2.12-1.78 (m, 5H), 1.75-1.59 (m, 4H).
1.57-1.15 (m, 11H), 1.14-0.84 (m, 8H), 0.78-0.63 (m, 5H).

7. THF (8 mL) = 1-B2R-3-dERE (2.79 g, 18.5 mmol)e] &ML THF (2 mL) = Mg (899 mg, 37 mmol) %
I, (1 mg)e] A& N, sloll 50-55CNA A7tttk EFEE 55TAA] 1AZE B9t wRkste] o]Ahsgnt
Hg Bufol= gHS F53QY. THF (5 nl) & AZo] AxE o|adduav4g BEulol=
18.5 mmol)E N-4-1.7 (0.5 g, 1.24 mmol)e] &o] 0CoA H7}3tdet. ZEIES 15TClA

ghslih. 3ol NHCL (20 nL, 10% )< H7Fsiglth. £3=8 EtOAc (2 x 30 L) 2 FE3190. 3

FJO{N

2
7] & NaS0;, AellAl AxA7]ar, oj#star, 71F el FFAA N-4-2 (0.6 g, & E2)E AAZA 5
533t

2 (1 %) 2 DMP (1.06 g, 2.52 mmol)Z DCM (20 mL) % N-4-2 (0.6 g, 1.26 mmol)®] &l 15T A
ﬂﬂ&“ﬂ‘ E3ES 15CoAA A7 B9F ankerdith. &3S NaHC03/NaS:0; (20 mL / 20 mL, X3H)E 2
3] AHBEIL, NaS0, AolA AxA7|3, ofiata, 3 bl HFAA N-4-1.8 (0.6 g, = E2)S A ZA
F53FAT

rb

" NMR (400 MHz, CDCls) & 2.59-2.30 (m, 3H), 2.11-1.78 (m, 4H), 1.75-1.36 (m, 13H), 1.35-0.98 (m,
11H), 0.91-0.82 (m, 10H), 0.78-0.70 (m, 1H), 0.67 (s, 3H).

9. NaBH, (0.96 g, 25.4 mmol)Z THF (10 mL) 2 MeOH (5 mL) 3 N-4-1.8 (0.6 g, 1.27 mmol)<] & 15Co|
A el BRoZ Hrer., EFELS 15TAA 308 Bk wukskgdt. E£&Ed] NHClL (50 mL, 10%)&
7Valdtt. =S EtOAc (2 x 50 mL) 2 FF38lth. 3 77 F& Na,S0, oA 1xA71a, oJ7sba,

A3 dtoll wEA7|a, Zd4 29 (PE 3 0~15% EtOAc)ol &) AASt B4E 42 2 858 FE830). N42
£ MeCN (10 mL)25-E 15ColA dstxgstar, HF st 7AZ=AIA 42 (153 mg, 25%)E ILAZA F53F3TE.

852 Z#4 Z9 (PE & 0~15% EtOAc)ol] o] AAst] 2UdE 5590, o] MeCN (5ml) 2 & (5 m
D Adsta, 1F skl 5FA7A 85 (70 mg, 12%)S A ZA F5381% .

?

i
N

N

42:

H NMR (400 MHz, CDCl;) & 3.66-3.55 (m, 1H), 2.01-1.78 (m, 6H), 1.71-1.59 (m, 4H), 1.51-1.15 (m, 16H),
1.09-1.02 (m, 3H), 0.92-0.81 (m, 13H), 0.72-0.61 (m, 4H).

LCMS Rt = 2.0% AZrlEa#ly 5 1.378%, 30-90_AB_E, =% 100%, MS ESI Al4EX] CogtyeFs0 [M+H—H20]+ 455,
A Z3A] 455.
HPLC Rt = 10.0% A=RrE2#3 F 5.38+%, 50-100_AB_E, % 99.58%.

Al

AAle] 430 (3S,5R,8R,9S,10S,13S,14S,17R)-3-4 €-10, 13-t W& -17-((2S,3R)-4,4,4-EF ZF 0 2 -3-3| == 4|
FE-2-) AL LS SR -1H- A 2 R AEHa] A EN-3- (43)9) A4
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[0973]
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MeOH

1. MeOH (2 mL) @ THF (1 mL) 3 62 (160 mg, 0.373 mmol)&] &Hel PA(OH), (0.2 g, <1% =)< H7}slic).
|ME 50 psi] G4 3ol 50TAA 16A13F Bt FAaSAIZ L. olojA], E3FES Afo|Ee] =& T3l o
FHata, ABRES AF dtoll FHFAALY. FFES ZU4 2 (PE/EtOAc=10/1914 5/l 23] AAsle] 43
(27 mg, 17%) 2 16 (117 mg, 73%)S WA A 2ZA F=

43:

' NMR (400 MHz, CDCl3) & .4.05-3.99 (m, 1H), 1.99-1.81 (m, 5H), 1.79-1.72 (m, 1H), 1.70-1.56 (m, 3H),

1.53-1.35 (m, 7H), 1.35-1.07 (m, 12H), 1.04-1.02 (m, 3H), 0.97 (s, 3H), 0.92 (t, J = 8 Hz, 3H), 0.70
(s, 3.

LCMS Rt = 2.0+% ZZwlEY T ZF 1.2714%, 30-90 AB, =X 100%, MS ESI ZIMEA] CosHiyFs0 [M+H—H20]+ 413,

2] o 44: (3S,8R,9S,10R, 13S, 145, 17R)-3- & -17-((2S,39)-3-3| =& A| -6- 1| & 3 E}-2-2] )-13-H]| &l -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-H| E& ¥ 7} 8| = 2-1H-A| E 2 E}H [a | A G E A -3-2 (44)2] A

OH

S$-500-15-2_1 S$-500-15-2

0CollA THF (3 mL) & (947 mg, 39.5

1. THF (27 mL) & 1-B2%-3-WERE (4 g, 26.4 mmol)e] &HS 6 Mg
EFES 60T 1A17F B¢ wnksigit. A=

mmol) = I, (33.5 mg, 0.132 mmol)e] & ErHo)| A 7}3slT).

o] Alxd olxdYrladlg HEvlo]= (30 mL, THF & 0.88 M, 26.4 mmol)E THF (2 mL) & S-500-15-2_1
(800 mg, 2.32 mmol)e] &Nell Ny sfefl 0CelM HrbskAnt. Ef=5 0TolA 1Mz oot wiksbgiy.  E9t

Eo NHCl (50 mL, 23} £4)& #H7tsta, E£FES EtOAc (2 x 50 mL) & F=3gt). 33 &7 A4S I
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[0978]

[0979]

[0980]
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(100 mL) &AM, NagS0y ol AxA7]aL, o3fstal, g sl 547 = AdEe F5330eH,

Foict.

iyl
ol

= 287} A (PE/EtOAc=10/114 5/1)e oJ&l BAIste] 44 (720 mg, 75%) S WA w1 ZA 4

I NIR (400MHz, CDCl3) & 5.40-5.38 (m, 1H), 3.63-3.61 (m, 1H), 2.23-2.21 (m, 1H), 2.10-1.74 (m, 7H),

1.69-1.58 (m, 2H), 1.54-1.34 (m, 8H), 1.33-1.00 (m, 11H), 0.95-0.75 (m, 14H), 0.70 (s, 3H).

Al =
=

LCMS Rt = 2% A=ZwlEIHT F 1.289%, 30-90 AB, =& 100%, MS ESI AAEXA] CogHys [M+H—2H20]+ 381, 4

=] 381.
A Al 45: (3S,5R,8R,9R, 105,135,145, 17R)-3-(H| SA W& )-13-H & -17-((2S,3R)—4,4,4-EE| ZF 2 2-3-3| =&
=

|
AE-2-) AL 74 = R -1H-A| S 2 A e a | G ER-3-E (45) 9] A4

45
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[0982]

[0983]
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00 00
—_—
‘0 =y 0

G-020-004_1 G-020-004_2

1) 9-BBN

2) Hx0o,
NaOH

N-004-023_5 N-004-023_6

/ N-004-023_8 7 N-004-023_9

1) 9-BBN ol 3]
2) H;02, NaOH HO®F

MePPh,Br
HO

TMSCF3, CsF

—_— =
HOm! TBAF.3H,0, THF

N-004-023A

1. %5 Hee (1 L) F 6-020-004_1 (100 g, 364 mmol)e] &Mo| TsOH (6.26 g, 36.4 mmol)S 7}t ).
S 60TCoIA 18A]7F FoF Wit WHg EES FHAA YEES &9E AASIA, EtN (3.7

=
g) o2 3331, EtOAc (600 mL)E 3|Asta, & (500 mL) © 994 (500 mL)E AHsct. §7] =& ==
AlA G-020-004_2 (133 g, & E2)ES o Ud=2A =319},

H MMR (400 MHz, CDCls) & 3.20 (s, 3H). 3.14 (s, 3H), 2.63-2.39 (m, 2H), 2.14-2.03 (m, 2H), 1.97-1.89

(m, 2H), 1.86-1.77 (m, 3H), 1.64-1.60 (m, 2H), 1.56-1.49 (m, 3H), 1.47-1.42 (m, 2H), 1.40-1.32 (m,
2H), 1.29-1.23 (m, 3H), 1.16-1.06 (m, 2H), 0.87 (s, 3H).

2. 20CoA AAx slol F4 THF (700 mL) % PhyPEtBr (308 g, 830 mmol)9] &Erolo] t-BuOK (93.1 g, 830

mol)E H7FSFAtE. 20ColA 1A17F FF mwkek & F5= THF (300 mL) % G-020-004_2 (133 g, 415 mmol)
o] S F3Eo HuIEIE Y. AAHE EFES S0CE 7F2skaL, 4417 B¢ wubslgith, ¥k E9HE
]

= \:] E
WAA7]3, & (400 mL) ¥ 23} NH,CL (300 mL) = ANA3ta, 307 &< wRksidot. #7 58 &8,
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[0985]

[0986]

[0987]

[0988]

[0989]

[0990]

[0991]

[0992]
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A4S TP (300 nb)2 FEAAG. T K7 S AW T4 DA AgSh,

3. THF (1.3 L) % G-020-004_3 (137 g, 412 mmol, ©]&%)e] &Me] =4 HCI (1 M, 618 mL, 618 mmol)S #
7Fstdek. 20Tl A 1AI3F &9 ke & WkE E3E-S X3} NalCO; (800 mL)o2 A3k, EtOAc (2 x
500 nL) &2 FF3Av.  #@e {71 T 7 R ER A ﬁi/\] 1 °4J+oh m/\lﬁ LA (300
Qe FEIUT. LAEFE Al CHZ (800 ml)ZFE 18A17F
AolAE AH JHE (400 nL) 2 AFaTt. AAHRES EE4]
2]7} A (PE 5 EtOAc 0~10%) Aolld Z& A=ZvltEd v 2
=3aeltt.

=

o 1o

7 5(117g ~EFUY. ARES A
8 Alske] N-004-023_5 (70 g)& HAZA 4

I NMR (400 MHz, CDCl3) & 5.17-5.09 (m, 1H), 2.65-2.55 (m, 1H), 2.43-2.34 (m, 1H), 2.33-2.15 (m, 6H),

2.11-2.05 (m, 1H), 1.83-1.70 (m, 2H), 1.68-1.64 (m, 4H), 1.63-1.59 (m, 2H), 1.58-1.46 (m, 3H), 1.42-
1.25 (m, 3H), 1.25-1.14 (m, 3H), 0.91 (s, 3H).

4. DMSO (200 nL) = EgvdEZ Ay olo]ortlol= (30.5 g, 139 mmol) 2 t-BuOK (15.5 g, 139 mmol)$] i
W golS Ny stell 60TCelA 1.0A1%F F<F 7FEskar; N-004-023.5 (20 g, 69.8 mmol)E WHg EFFE]

A7VslaL, 60T 108 <t ksl ¥ES S (1000 nb) 2 A3FAT. A4 A4S EtOAc (2 x 500
)2 FE9Y. 3 f7] A4S E (2 x 500 mL), €4 (300 mL)Z AlASFaL, 9= Na,S0, AollAl HZx2A]7]
=
[e}

, odHetar, AF shell sFAIA N-004-023_6 (20.5 g, & )& uARA F53T).

H NMR (400 MHz, CDCl;) & 5.13-5.10 (m, 1H), 2.62-2.60 (m, 2H), 2.25-2.20 (m, 5H), 2.00-1.48 (m, 12H),
1.46-1.00 (m, 8H), 0.98-0.89 (m, 4H).

5. MeONa (18.4 g, 341 mmol)E& N, &foll 25Cell A MeOH (500 mL) & N-004-023_6 (20.5 g, 68.2 mmol)<] &
of F7betalct. EFES 70T 7 dtell Ny afell 16A1ZF Sk wiksigivt. whgES = (500 mL)= A 23k3]

ok A S DOM (2 x 300 mL)o.® FEEch. #e 7] A4S 3 94 (2 x 300 nL) & AH L, T
Na:S0, A A7), ofststa, sHEE deh 2 aiu}izaM (PE/EtOAc = 10/1614 6/1)¢] <]

=
AA8ke] N-004-023_7 (20 g, 88%)= IAZA F~53}3Tt.

=5

KX
=

H NMR (400 MHz, CDCl3) & 5.12-5.06 (m, 1H), 3.38 (s, 3H), 3.19 (s, 2H), 2.25-2.22 (m, 1H), 2.20-2.09
(m, 3H), 1.66-1.63 (m, 3H), 1.60-1.24 (m, 14H), 1.22-1.00 (m, 6H), 0.87 (s, 3H).

6. 9-BBN ol&A] (29.2 g, 120 mmol)E THF (100 mL) 5 N-004-023_7 (20 g, 60.1 mmol)2] &ol N, &ell 0T
ol HrEde, SN 65TolA 243 B whkaitk. 0CE WA 5, EtOH (34.9 mL, 601 mmol)Z
H7rskdtk. oloA, NaOHe] &% (120 mL, 5M, 601 mmol)S vwi$- HH3] H7letdct. H7ke 3, H0, (68.0
g, 601 mmol, & % 30%)& HH3] Hrletz, HE 25 10C vivtez §X 35tk &S N, skl 75T
A IAIRE EoF wEkGitk. ERES 25TE AWAAAT. EFES H0 (2 Dl A7tk E3ES 30
B ozol wukslgitt.  HAEBES oo s £FEaL, H0 (2 x 500 mL)E A Hs}e] N-004-023_8 (17.8 g,

H NMR (400 MHz, CDCl;) & 3.70-3.55 (m, 1H), 3.38 (s, 3H), 3.19 (m, 2H), 2.11-1.86 (m, 4H), 1.80-1.25

(m, 13H), 1.23-0.88 (m, 12H), 0.68 (s, 3H).
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[0993]
[0994]

[0995]

[0996]

[0997]

[0998]

[0999]

[1000]

[1001]

[1002]

SIHE S 10-2025-0054838

/" NAM-004-023_8 /” NAM-004-023 9

7. A7 A (24 g) 2 PCC (24.5 g, 114 mmol)E DCM (500 mL) & N-004-023_8 (20 g, 57.0 mmol)2] &HE
of 25CelA H7lstgleh.  E3FEE 25Tl 2A1F &<t wdkelgitt,  EFES o Fstar, o3d Aola
DCM (2 x 100mL)o.2 A3t et. &3 ARES F o FF5AAT. AFES T4 29 PE F EtOAc
0~30%) 1 2l AAlste] NA-004-023_9 (19 g, 95%) 2 LA ZA F53IT}.

1H NMR (400 MHz, CDCls) & 3.39 (s, 3H), 3.20 (s, 2H), 2.60-2.52 (m, 1H), 2.20-2.10 (m, 5H), 1.99-1.80
(m, 3H), 1.75-1.40 (m, 12H), 1.30-1.04 (m, 7H), 0.61 (s, 3H).
8. t-BuOK (12.2 g, 54.5 mmol)Z= THF (300 mL) % MePPhsBr (38.9 g, 109 mmol)2] @Yol 25CA H7}3}h

Ak, HUME 5, vbg B3RS 45T E 7Fdeta, 1AZF BoF wukedt). o]ojA], N-004-023_9 (19 g, 35.9
mol)E FH7lsla, ¥ke EFE-S 45ColA 161\]J Eob wslgdy.  EES NHCL (100 mL, ¥3F 4=

Attt #7] S= Zelstit. 748 & EtOAc (2 x LE FF83le. 3 7] d& 23 9
(2 x 200 mL) = AIHSFIL, F4 Na,S0, el A 727151, oqx}é}z, FEARG. ZAFES 25TCAA MeOH/H0
(100mL/100 mL) &€ AshAe]ate] N-004-023_10 (17 g, 90%)S LA ZA F55H3lc

' NIR (400 MHz, CDCls) & 4.84 (s, 1H), 4.68 (s, 1H), 3.39 (s, 3H), 3.19 (s, 2H), 2.10-2.04 (m, 1H),
2.03-1.90 (m, 3H), 1.75-1.56 (m, 12H), 1.49-1.25 (m, 4H), 1.22-0.89 (m, 8H), 0.57 (s, 3H).

9. 9-BBN o]=FA] (29.5 g, 122 mmol)E F<= THF (300 mL) & N-004-023_10 (17 g, 49.0 mmol)<] &N A7}

Shar, Ny Sfell 0TCelA 30w wob wikeglth. Wk ERES 25T (AR Rsha, 243k F<t

ettt Wk EFRES WA AT, Z2IES 0TAdA EtOH (100 mL)o = A3ttt NaOH (98.0 mL,

= A7Ferg ek, Z7sE 3 H0, (44.5 mL, 490 mmol, 1IM)E WH %7} ¢

25E 30C mRlez #A3 9. E3ES 50TAA

E (2 LE Agsta, 308 &< whksiglnt. dgd s

A sl oAF}ske]  N-004-023_11 (17 g, & B2)S TAEA F539ch. N-004-023_11 (17 g, 46.6 mmo

1)S 25CoNA MeOH/H,0 (100/100 mL) 25-E A slar, 1A]7F St wukslgict, AedS AT sl o7
3Fe] N-004-023_11 (14 g, B&3H) S nA2ZA] 553590},

H NMR (400 MHz, CDCl;) & 3.79-3.66 (m, 1H), 3.50-3.37 (m, 4H), 3.28 (s, 2H), 2.43 (s, 1H), 2.26-1.98
(m, 3H), 2.18-2.12 (m, 1H), 1.95-1.60 (m, 11H), 1.34-1.04 (m, 14H), 0.76 (s, 3H).

10. DMP (9.24 g, 21.8 mmol)E DCM (80 ml) F N-004-023_11 (4 g, 10.9 mmol)2] &Mol 25CelA
Azreteivt. @ wgo] E& £FEC Hrieta, 307 ot wwkegivk. W EFES 10T vRbel A x3)
NaHCO;, 44 pH = 7-8& AAsIATt. AHE = DM AS Esta, E3} NaHC0s/Na.S:0; 4 (1:1, 2 x 50
m) &2 AF3AT. 57 A4S E3 d5 (2 x 50 mL)E AFHE I, T NaS0, AolA AxA 7|, o3bsia,
g Bloll HFHAA N-004-023_12 (1.8 g, 46%)2 QL U=A F533}.

H NMR (400 MHz, CDCl;) & 9.57-9.55 (m, 1H), 3.38 (s, 3H), 3.20 (s, 2H), 2.39-2.26 (m, 1H), 2.17-2.06
(m, 1H), 2.05-1.75 (m, 4H), 1.74-1.53 (m, 8H), 1.85-1.00 (m, 15H), 0.74 (s, 3H).

11. CsF (1.86 g, 12.3 mmol)Z F<= THF (20 mL) = N-004-023_12 (1.8 g, 4.96 mmol)<] &M 0CoA H7}
3HTE. 0ColA 208 =< wwksk & TMSCF; (1.74 g, 12.3 mmol)& 0TColA FH7}sta, 147 =< wykst
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[1003]

[1004]

[1005]

[1006]

[1007]

[1008]

[1009]

[1010]

ZIHSd 10-2025-0054838

& E}ES WUF (50 mLyoll Har, 108 9 wuksksith. 44 S EtOAc (2 x 80 mL)E FE3}
Ak, ek f7] A4S st 99 (2 x 80 mL)E MAESAL, F5 NaS0, ol A AxAI7]|a, oJ#sta, -5
Kel

Z o4 2% (PE 3 EtOAc 0~20%) ¢l <&l AASe] N-004-023_13 (1.2 g, 56%)S Q. Ud=2A +5

I NMR (400 MHz, CDCl3) & 4.03-3.98 (m, 1H), 3.39 (s, 3H), 3.20 (s, 2H), 2.17-1.80 (m, 7H), 1.73-1.41
(m, 10H), 1.28-0.95 (m, 13H), 0.71 (s, 3H).

12. DMP (2.34 g, 5.54 mmol)= DCM (30 ml) = N-004-023_13 (1.2 g, 2.77 mmol)&] & 25CoNA H7}6F
ok, 25ColA 30% <t wd & wkS E8tES 10T w kol A E3} NaHC0; (30 mL), 4°4 pH = 7-8= 7

ASIET. olold. DO G0 n)E B, EEE 108 S AL, AHAL oAt ke 3
DCM 73 #2shar, 23} NalHC0s/NaS:0; 4 (101, 2 x 50 mL) 2 AHsAT. /7] & 50

mL) 2 AHsEI, = NaS0, Aolld AxA 713, AAFtsta, 23 sto]l HHAA N-004-023_13A (1.2 g, = =
A)E QA=A S5

'H NMR (400 MHz, CDCly) & 3.39 (s, 3H), 3.20 (s, 2H), 3.05-2.95 (m, 1H), 1.91-1.51 (m, 10H), 1.46-1.20
(m, 10H), 1.17-0.96 (m, 8H), 0.72 (s, 3H).

13. NaBH, (210 mg, 5.56 mmol)E 1.MeOH (5 mL) % N-004-023_13A (1.2 g, 2.78 mmol)e] &l 0CollA 7}
sk, 30% woF wubelith.  MeOH/H,0 (20/20 nL)® Ald F, £35S 108 FoF wyksgich. 4 A4S
EtOAc (2 x 50 mL)& F&&Fut. &3 77 A4S 3} A (2 x 50 nL) 2 A H3FL, T NayS0, AelA A

T

ZA7]aL, ofItear, ANAY. ZAFES Z94 29 (PE T EtOAc 0~20%)°l 28] A#lske] 48 (57 mg, 5
)& MARA, 1 45 (200 mg, BEH)E nAEZA FEECH. 45 (200 mg, 0.462 mmol)E FH ZH
(PE & EtOAc 0~30%)°l <& AA|ste] 45 (120 mg, 10%)E LA ZA 5313},

45:
H NMR (400 MHz, CDCl;) & 4.01-3.98 (m, 1H), 3.38 (s, 3H), 3.19 (s, 2H), 2.15-2.10 (m, 1H), 2.05-1.80

(m, 5H), 1.72-1.55 (m, 5H), 1.54-1.34 (m, 6H), 1.31-1.20 (m, 4H), 1.16-0.95 (m, 9H), 0.71 (s, 3H).

LCMS Rt = 2% AZvlE2d 5 1.1294, 30-90AB_2MIN_E, =% 100%, MS ESI AlAHX] CoulasFs [M -H031" 383,

AEA] 383.

-IHU

Hj— -2-9)-3-9€-10,13-t]H| &

AAlo 46: (3S,8S,9S,10R,13S,14S,17R)-17-((2S,3R)-4-A| E 2 A€ -3-3| =
]“] Ed-3- & (46)-4 61—/H

-2,3,4,7,8,9,10,11,12,13,14,15,16,17-H EH| 7} 8| =2 - 1H-A| 2 2 HE} [a

_‘L
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[1015]

[1016]
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—_—
Mg, THF

DMP NaBH,
—_— _—
DCM MeOH/THF
.,
HO

$-500-6-13_2

1. THF (8 mL) ¥ (BEEEHWEDHAZFEZHAE (2.25 g, 13.8 mmol)e] &AL 75T A THF (3 mL) = Mg (662 mg,
27.6 mmol) # I, (70 mg, 0.276 mmol)e] AE Mo H7}slsitt. ZTFES 75ToA 1A7F &< wukstsic),

WZkA1Z1 & THF (30 mL) % S-500-6-1_1 (1 g, 2.78 mmol)¢] &AL 15T HHS HA7}stde. H7psk
T E3ES 15CoA 2417 Bt wwkslar, E3F NHClL (40 mL) 2 XZ 3} AJE22F (20 mL)ZE A 3}ar, EtOAc

(3 x 20 mL) 2 FE3FAtH. FE 7] A4S A5 (2 x 30 nL)E AL, NaS0, el A=A, 5
ol#atar, Fu-Ze4] (PE 5 EtOAc 0-15%)°l oJal BAlste] S-500-6-13_1 2 22 gIX|e|A o] ] E7
5 (900 mg, 73%)S LA = T%agir:},

'H NMR (400 MHz, CDCly) & 5.32-5.23 (m, 1H), 3.77-3.67 (m, 1H), 2.40-2.30 (m, 1H), 2.07-1.89 (m, 4I),

1.88-1.69 (m, 4H), 1.67-1.59 (m, 4H), 1.55-1.26 (m, 15H), 1.16-1.05 (m, 5H), 1.05-1.00 (m, 4H), 0.99-
0.81 (m, 8H), 0.68 (s, 3H).

2. DMP (1.72 g, 4.06 mmol)Z DCM (30 mL) % S-500-6-13_1 (900 mg, 2.03 mmol)2] &lel H7lativt. =1
ks EEES 15ToA 108 Fob mut 6}041:} e e A S b oF 97F 2 wibA x3s
NaHCO; 54 (50 mL) o= Attt TS odeint. DM F& w&lstal, 4 &2 DA (20 L) o=
Zskgitk. &3 f7] A4S 3 A NaS0s (3 x 40 mL) 2 E3} NaHCO; (40 mL), €< (40 mL)=
AABEIL, NaS0, el Al 7AZA7)3L, o] 738)al, ¥FA]AH 2 S$-500-6-13_2 (900 mg, %= EA)E AA=A F5

slet.

A
i

' NMR (400 MHz, CDCl;) & 5.30-5.25 (m, 1H), 2.54-2.42 (m, 2H), 2.41-2.33 (m, 1H), 2.30-2.17 (m, 1H),

2.06-1.90 (m, 3H), 1.87-1.78 (m, 2H), 1.73-1.66 (m, 2H), 1.65-1.35 (m, 15H), 1.33-1.21 (m, 2H), 1.17-
0.92 (m, 13H), 0.88-0.82 (m, 3H), 0.69 (s, 3H).

3. NaBH, (3.46 g, 102 mmol)ZE 53], 5&mtth, MeOH (5 ml) 2 THF (5 mL) & S-500-6-13_2 (900 mg, 2.04
mmol) e fMo H7etgt. EFES 15ToA] 308 F¢F wwksla, E3} NHCL (50 mL)E AA3sFaL, EtOAc
(3 x 20 mL)Z FZ33ch. 3 F71 S NaS0, gl AdxAl7]a, oJ3sta A71a, FH-E 4

=
(PE & EtOAc 0-15%)° <3 AAste] E+E 46 (120 mg)S AARA FEIFGon, oE SFC ((ZH:

i)
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[1017]

[1018]

[1019]

[1020]

[1021]

[1022]

[1023]

[1024]

[1025]

ZIHSd 10-2025-0054838

AD(250mm+30mm,5um), T-H: 45-45% B (A= 0.05%NH;/H,0, B= MeOH), S=F: 60 mL/¥)2 Esle] 43 46
(100 mg, 84%)& TAZA FE359 ).

'H NIR (400 MHz, CDClz) & 5.31-5.26 (m, 1H), 3.76-3.67 (m, 1H), 2.40-2.33 (m, 1H), 2.08-1.91 (m, 4H),
1.90-1.78 (m, 2H), 1.77-1.55 (m, 10H), 1.54-1.31 (m, 9H), 1.26-1.22 (m, 2H), 1.22-1.05 (m, 6H), 1.03
(s, 3H), 1.01-0.89 (m, 5H), 0.89-0.82 (m, 3H), 0.69 (s, 3H).

LONS Rt = 2.0% I =upeE-1e)v] 3 1.474%, 30-90AB_E, %% 99%, MS ESI AIAFR] Cyll0 [MHH-H0] 425, 2

3] 425.

Al 470 (3S,5S,8R,9S,10S,13S,14S,17R)-17-((2S, 3R)-3-3] == A|-6-H & & &F-2- )-3, 10, 13-E | H| & | A} ¢
TR E2-10-A S 2 al A G EN-3-8 (47)2] FA

1. Pd(OH), (200 mg)E MeOH (10 mL) % 30 (100 mg, 0.239 mmol)e] &ofell H7lstlet. EFES Hy (50Psi)
stoll 50Tl wnkstdnt.  EE& oAdstar, w5713, Fvl-FdH (PE & EtOAc 0-10%)°l <jsf “gA|s}
o] 47 (21 mg, 21%) % 36 (1 mg, 1%)<= WY UAZAM F5381300).

47:

" NMR (400 MHz, CDCls) & 3.68-3.54 (m, 1H), 2.02-1.90 (m, 1H), 1.76-1.57 (m, 6H), 1.54-1.27 (m, 10H),
1.26-1.21 (m, 7H), 1.20-1.08 (m, 5H), 1.07-0.95 (m, 3H), 0.94-0.83 (m, 10H), 0.81 (s, 3H), 0.72-0.60
(m, 4H).

LONS tR = 2% I =vwlE1#9] 3 1.290%, 30-90AB_ELSD, 4= 100.0%, MS ESI AAF2] CoHy [MHH-2H,0] 383,
A &2 383.

A Ao 48: (3S,5R,8R,9R,10S,13S,14S,17R)-3-(H EA W & )-13-H & -17-((25,35)-4,4,4-EZ EF 22 -3-3| =&
J5-EF-2-2) ALY 7} 8| 2 - 1H-A| E 2 HEHa] HHE A -3-2 (48)9] 34

i
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[1026]

[1027]

[1028]

[1029]

[1030]

[1031]

[1032]
[1033]

[1034]

[1035]

[1036]

ZIHS3d 10-2025-0054838

N-004-023_13A 45

NaBH, (210 mg, 5.56 mmol)Z MeOH (5 mL) = N-004-023_13A (1.2 g, 2.78 mmol)¢] &Ml 0CoA Hr}sbar,
30% SoF e, MeOH/H:0 (20/20 mL)2 A3 ¥, EFES 102 F<+ wvta}

(2 x 50 nL) & F=3ch. &3 771 = (2

i, AqFeta, FHFAZY. AHREs U4 2
AZA, g3 45 (200 mg, B4IHS AR F
EtOAc 0~30%)° o3 AAlste] 45 (120 mg, 10%)E

Atk T4 &S EtOAc
A

x 50 mL)i Aﬂi—ié}'ﬂ, “'?‘Zl: Na2504 c}oﬂ/q Zﬂ_?ﬁ*]?’]

[e2]

el
i‘&

3 >~
(=R

o

% EtOAc 0~20%)°l <&l AAste] 48 (57 mg, 5%)S il
atgdtl. 45 (200 mg, 0.462 mmol) S Z 4] Z4 (PE =
ZA

=
=
LA

(PE

48:

' NMR (400 MHz, CDCl3) & 4.07-4.01 (m, 1H), 3.39 (s, 3H), 3.19 (s, 2H), 2.30-2.22 (m, 1H), 2.14-2.05

(m, 1H), 2.00-1.80 (m, 4H), 1.72-1.57 (m, 6H), 1.49-1.20 (m, 9H), 1.18-0.95 (m, 9H), 0.68 (s, 3H).

LCMS Rt = 2+ AZvEI I 5 1.0854, 30-90AB_2MIN_E, % 100%, MIEIﬂﬁﬂ(@mﬁgm—MN+%&
=2 383.

AAd 49: (3S,8S,9S,10R, 135, 145, 17R)-17-((2S,3S)-4-(4,4-t) W e A S 2 &) 2] )-3-
10,13-t)™€-2,3,4,7,8,9,10,11,12,13,14, 15,16, 17-E| Eg} | 7} 8| = 2 -1H-A| 2 2 A E} [a

&3

5&
2, n
fu

A E-2-91)-3- 9 -
HIEA-3-&  (49)9

ii

499] & Al 4ol 71
49:

I NMR (400 MHz, CDCl3) & 5.31-5.26 (m, 1H), 3.85-3.77 (m, 1H), 2.40-2.32 (m, 1H), 2.07-1.87 (m, 4H),

1.76-1.69 (m, 1H), 1.66-1.55 (m, 5H), 1.53-1.42 (m, 7H), 1.41-1.31 (m, 5H), 1.30-1.12 (m, 8H), 1.11-
1.05 (m, 3H), 1.03 (s, 3H), 1.01-0.92 (m, 2H), 0.91-0.82 (m, 12H), 0.68 (s, 3H).

LONS Rt = 2.0% I=upeE-1e)s] 3 1.718%, 30-90AB_E, %% 98%, MS ESI AIAFR] Callsy [MHH-2H,0] 449, 2

- 157 -



ZIHSd 10-2025-0054838
23] 449,

[1037] AAldl 500 (3S,5S,8R,9S,10S,13S,14S, 17R)-3-o & -17-((2S, 35)-3-3| = FA| F-&t-2-2)-10, 13-t v| & S A} H] 7}-3]
C2-1-A1 29 [a] M FEA-3-& (50)2] §A

[1038]
MeMgBr
—_—
2+
50
[1039]
[1040] 1. MeMgBr (0.83 mL, 2.49 mmol, °l€lZ Z 3M)& THF (20 mL) % N-8-7_1 (300 mg, 0.832 mmol)&] &o] N,
sloll 0ColA H7halkdtt. 20CoA 308 B¢k wuksl & w855 ¥3} NH,Cl (50 mL)Z AA3F3, EtOAc (2
x 10 mL)2 FEsSith. 33k A4S 94 (10 mL) = AlF AL, NaS0, AolAl HxA7]a, AFstal, 5FA7]
3, ZH4 29 (FA 2) (PE F 0-10% EtOAc) ol o3& AGAste] 50 (40 mg, 29%)S IAZA F53FAt.
[1041] ' ONMR (400 MHz, CDCls) & 3.98-3.89 (m, 1H), 1.99-1.84 (m, 2H), 1.69-1.56 (m, 6H), 1.54-1.45 (m, 2H),
1.43-1.29 (m, 6H), 1.28-1.17 (m, 4H), 1.17-1.12 (m, 4H), 1.12-0.94 (m, 5H), 0.92-0.84 (m, 7H), 0.82
(s, 3H), 0.68-0.61 (m, 4H).
[1042] EMRt=T%%iiﬂE1ﬂﬂ‘%34%%,%0%&E,%El%%MS%Iﬂ&ﬂCﬁM[WW%ﬁTSM,é
=] 341.
[1043] Al 510 3S,5S,8R,9S,10S,13S,14S, 17R)-17-((2S,3S)-4- (4, 4-tH & A F 2 & A )-3-3| =2 A FLek-2-2 )-3- (v
EAWE)-10, 13-t W e SAL | 7} =2 -1H-A| S 2 HEHa | G E-N-3-& (519 A
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ZIHSd 10-2025-0054838

$-500-6-29_2
_
Mg, THF

[1044]

[1045] 1. S-500-6-29_2 (999 mg, THF % 1.22 M, 4.87 mmol)Z N, &}o] 25CelA THF (2 mL) % N-8-1_1 (210 mg,
05576 mmol)2] &Moll Hrlabsdct. 25TolA 16A17F FoF nwkek & w8 EEE-S ¥3} NILCl (10 mL)Z 7
Asta, g ofAlHOlE (3 x 10 mL)E FE3IAt. #e f7] & ¥4 (30 nL)E AlF AL, Na,S0, 7ol Al
AzA7I3, dFsta, AF shd FFA1A = ALES F551%901, o1& Ed4 27 (PE & EtOAc 0~15%)
o <3 M Alste] B4t YAE (30 mg)S 53R, B3 YAHES FUE ELSD AAE HPLC (2
Hrem ¥l s A YA C18 150+30mm=4um), 7-¥1: 90-95% B (A= & (0.05%HC1), B= MeCN), %F: 25 mL/¥&)] o)
At =7 51 (4 mg, 1.4% F8)S TAZA F53%).

[1046] " ONMR (400 MHz, CDCly) & 3.84-3.76 (m, 1H). 3.45-3.32 (m, 5H), 2.62-2.39 (m, 1H), 1.99-1.85 (m, 2H).
1.73-1.62 (m, 4H), 1.53-1.40 (m, 7H), 1.39-1.31 (m, 5H), 1.30-1.21 (m, 7H), 1.20-1.13 (m, 4H), 1.12-
1.10 (m, 5H), 0.99-0.93 (m, 1H), 0.89-0.86 (m, 6H), 0.85 (s, 3H), 0.83 (s, 3H), 0.68-0.61 (m, 4H).

[1047] LCMS Rt = 7.0% IA=ulE1#m 3 5.669%, 30-90AB_E, <% 100%, MS ESI ZI2FA| Culs0 [MHH-2H,01° 467,
A=) 467.

[1048] AAd 52: (35,8S,9S, 10R, 13S, 145, 17R)-3- & -17-((2S, 3R)-3-3| =& A| -6-H| & 3 E}-2-21 )-10, 13-T] W & -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-H Eg} 9|7} 8| = 2-1H-A| E 2 E}H [a | A FEA-3-8 (52)2] 3HA

/, QH
$-500-2-15 1

[1049] - 52

[1050] 1. NaOH & (6 mL H,0 5 974 mg, 16.8 mmol)S THF (10 mL) % MeOH (5 mL) % S-500-2-15_1 (900 mg, 1.68
mmol)] &Hell HIlstt. EFES 50TAA 16A1ZF & 7FE8rivh. whg E3HES *23) NHCL (60 mL)
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[1051]

[1052]

[1053]

[1054]

[1055]
[1056]

[1057]

[1058]

ZIHSd 10-2025-0054838

, EtOAc (3 x 20 mL)E FZ3Itt. &3 7] 48 44 (60 mL)=E A|H 3L, Na,S0, oA 1z
, , FFEA7IL, F¥-Z#d4 (PE 5 EtOAc 0-15%)°  <]3f
FEEFOT, o]F SFC (Z¥: AD(250mm*30mm,5um), HR: 35-35% B (A= 0.1%NHs;/H,0, B= MeOH),

= nA=A F5HAT

N o

AAst]  3A 210 mgs
2 80

mL/E) el 98] AAsF 52 (150 mg, 68%)=

3.64-3.58 (m, 1H), 2.40-2.30 (m, 1H), 2.02-1.92 (m, 3H),
0.95-0.86

I NMR (400 MHz, CDCl3) & 5.30-5.26 (m, 1H),

1.80-1.58 (m, 7H), 1.56-1.31 (m, 9H), 1.30-1.05 (m, 8H),
(m, 9H), 0.85-0.80 (m, 3H), 0.69 (s, 3H).

1.03 (s, 3H), 1.02-0.96 (m, 2H),

LONMS tR = 2% I =vwlE1#)9] 3 1.335%, 30-90AB_ELSD, 4= 100.0%, MS ESI AAF2] CoHy [MHH-2H,0] 395,

A 2] 395.

2 A4 53: (3S,8S,9S,10R, 13S,14S,17R)-10, 13-t W€ -17-((2S,3R)-4,4,4-E ] ZF Q0 2 -3-3| 5 EA| 1 E}-2-Y )-
3-(EgZFo2949)-2,3,4,7,8,9,10,11,12,13,14,15,16, 17-E| Egtd| 7} 8| = 2-1H-A| E 2 A EHa | A G E A -3-&

(53)29] 4

TMSCF 5, CsF
—»
TBAF.3H,0, THF

N-004-027_1

1. %< THF (40 mL) 3 N-004-027_1 (1.5 g, 3.76 mmol)<] & Mol CsF (1.42 g, 9.40 mmol) =

T
Att. 0ColA 208 S wwkal & TMSCF; (1.33 g, 9.40 mmol)S 0ColA H7pelar, 308 E<QF wykslgich.
Ao relalo] EQtl,  TBAF.3H,0 (4.74 g, 15.0 mmol)S H7}staL, 50TeolA 308 ¢k wwtslgict. ¥
E3ES WS (100 mL)el %‘—913} A 23S EtOAc (2 x 100 mL) 2 FE38F3itr. &3 77] 4 x3 94
(2 x 100 mL)& A A3}, F9 NaS0, AollA dAxA7)a, oztsla, sFAA oddA (1.45 g, = E4)Y

% EtOAc 0~15%)°ll <3 AAlsted 53 (340 mg,
S5

EFES 3 uAR2A FSsglon, oF Zy4 72 (PR
S o

24%)S WA A=A, 283 1 (200 mg, 14%)-S WA 31| 2 A

HONMR (400 MHz, CDCls) & 5.38-5.36 (m, 1H), 4.06-3.94 (m, 1H), 2.49 (s, 2H), 2.09-1.58 (m, 13H),
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[1059]
[1060]

[1061]

[1062]
[1063]

[1064]

[1065]

[1066]

[1067]

SIHS3 10-2025-0054838
1.48-0.85 (m, 14H), 0.73 (s, 3H).
LCMS Rt = 2% AZvlE ey F 1.134%, 30-90AB_2MIN_E, <=1 99%,

MS 50-100_1_4min.m, CgHs3Fs0 [M+H—Hﬂﬂ+ 451, A= 451,

Ao 54: (3S,8S,9S,10R,13S,14S,17R) -39 & -17-((2S,3R)-3-3| == 1] -6, 6-U] W & g €F-2-2 )-10, 13-t W &l -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-H E W 7}3| =2-1H-A| E 2 E}H a | A FE A -3-2 (54)2] A

NaBH,

MeOH

1. NaBHy (1.77 g, 46.8 mmol)Z THF (5 mL) % MeOH (10 mL) % S-500-6-1_3 (520 mg, 1.17 mmol)2] &<loj
15ColA o8] FRo=z Hrlsidrk, ZIES 15TColA 208 ¢k wwretgictt. £35S NHCl (20 mL, ¥3
%6}1, EtOAc (50 mL)i FE3ITE. %71 %—% wEeta, [ stoll HFHFAIA EFES FES)
00-6-1 (300 mg, &%) 2 54 (170 mg, =5

-5
ﬂdﬂ}. ‘:"*% 54 (220 mg, gf?&)e *LPJM Z-2] (PE % 0~15% EtOAc)oll &l AA sl A=
F539 Y. IAE MeCN (50 mL) Foll 60TCoA &3|A71aL, FF skl FFAIA 54 (120 mg, 230)E A

' NMR (400 MHz, CDCl;) & 5.33-5.24 (m, 1H), 3.62-3.52 (m, 1H), 2.42-2.31 (m, 1H), 2.11-1.90 (m, 3H),

1.72-1.35 (m, 15H), 1.29-1.08 (m, 8H), 1.03 (s, 3H), 1.01-0.96 (m, 2H), 0.93 (d, J = 6.8 Hz, 3H), 0.90
(s, 9H), 0.85 (t, J = 7.6 Hz, 3H), 0.70 (s, 3H).

LOMS Rt = 7.0% IA=ulE1#)m = 5.463% . 30-90_AB E, <% 100%, MS ESI ZI2FA| CyHe [MHH-2H,01" 409,
A 2] 409.

A Ao 55: (3S,5S,8R,9S,10S,13S,14S, 17R)-3- & -17-( (1R, 29)-1-3| =& A|-1-F| d T 2 3-2-2 )-10, 13-t] H| &
AApaI7Fe] E 2 -11-Al 2 2 EHal G EA-3-& (55)9] §H3
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[1068]
[1069]

[1070]

[1071]

[1072]

[1073]

[1074]

[1075]

ZIHSd 10-2025-0054838

N-8-7_1 55 19

1. THF (5 mL) % &9 N-8-7_1 (300 mg, 0.832 mmol) 0CelA THF (10 mL) % PhMgBr (1.38 mL, olE]Z %

3 M, 4.15 nmol)e] oMol H7}ek thg, whg EFES 0TolA 347 Bt whksgivt, thgoll, v 2=
S 25T 5A1ZE Bt wuksiglth, whg EFES B (10 nb)E 0TelA AFAh. S4& oysia, 4

E1 7ol EtOAc (10 mL) = xﬂz* sk, A AL BtOAc (3 x 15 mb)E FE3th. &3 771 43S %3}

A (2 x 10 mL)E AIFSFIL, 54 NaS0y AellAl AxA7|a, o3etal, $HAZT. IRres A7t 4 2

ZrtEa# 9 (PE/EtOAc = 20/1e14 1/Del <& AAlsted 59 2 19 (200 mg, % EHA)E uARA

FESYT. = AXRES SFC (Z™: AD (250mm*30mm,5um)), T-HH: 25-25% B (A= 0.1%NHs/H,0, B= EtOH),

2 60 mL/E)o o& AAS] 55 (A 2, 55 mg, 15%) E 19 (FA= 1, 21 mg, 6% AAEA
F53A .

55:

' NMR (400MHz, CDCly) & 7.38-7.28 (m, 4H), 7.25-7.20 (m, 1H), &64.95- 4.90 (m, 1H), 2.13-2.01 (m,

1H), 1.98-1.88 (m, 1H), 1.77-1.59 (m, 6H), 1.57-1.43 (m, 6H), 1.43-0.93 (m, 13H), 0.91-0.85 (m, 3H),
0.83 (s, 3H), 0.76-0.72 (m, 3H), 0.68 (s, 4H).

LCMS Rt = 2.0 AZwlE2 S 5 1.239%, 30-90AB_2%, =% 100%, MS ESI AlAFA] CyoHas [1VI—2H20+H]+ 403,

SFC Rt = 34 FA=ZvtE2 Y 5 1.192%, 0J_3_EtOH_DEA_5_40_25ML, 99%de.

A Ao 56: (3S,5R,8R,9S,10S,13S,14S,17R)-3-° €&-10, 13-T) W &l -17-((2S,35)-4,4 4-ET ZF 9 2-3-3| = E A]
Be-2-A) A 7} =2 -1H-A| 2 HEHa] Bl FEA-3-2 (56)9 A

Pd(OH),
—_—
MeOH
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[1076]

[1077]

[1078]

[1079]

[1080]

[1081]

[1082]

ZIHSd 10-2025-0054838

1. MeOH (30 mL) 2 THF (10 mL) = 81 (1 .26 mmol)®] &Holl PA(OH), (1 g, <1% &)< HA7lsldvk. o]
]_

FAa3A T, EIES ZUE glo] AglelEY =2 E
&

g
oA, £35S 50 psi 3Foll 50Tl A 4847k 5
= 3 29 (PE/EtOAc=10/1°4 5/1)o] &3] A=A}

3 AZsta, AHES AF sHl FFHAIA
o] 56 (331 mg, 33%)S WA IAZA 5
H ONMR (400 MHz, CDCls) & 4.09-3.99 (m, 1H), 2.18-2.13 (m, 1H), 1.99-1.78 (m, 4H), 1.75-1.59 (m, 3H),
1.50-1.3 (m, 7H), 1.34-1.22 (m, 6H), 1.21-1.00 (m, 10H), 0.96 (s, 3H), 0.94-0.89 (m, 3H), 0.67 (s,
3H).

LOMS Rt = 2.0% FzwlE1eis] 2 1.184%, 30-90AB_E, 2% 100%, MS ESI Z1AF] CoHioF:0 [MHH-H,0] 413,
A 2= 413.

2 Ad 570 (3S,5R,8R,9S,10S,13S,14S,17R)-3,10, 13-Eg|WEd-17-((2S,3R)-4,4,4-EB] ZF @ & -3-3| == A| L&}
-2-) Atel Tt =R -1H-Al F 2 e al A HER-3-2 (57)9] A

+ BuOK 1) 9-BBN o124
R,

_ =
2) NaOH aq.H,0,

TMSCF3, CsF
TBAF .3H,0, THF

NAM-004-017_1 NAM-004-017_2

NAM-004-018_1

1. THF (500 mL, 5=) % LiCl (13.9 g, 329 mmol, F5-)o] EE NS N, 3tell 10CNA 30 &<t wHksFAAT.

FeCly; (27.8 g, 172 mmol, F)& 10TolA H7IsIAtr. TFES -30C=E FAA R, E3dEo| MeMgBr

(209 mL, Holg ofHZ F 3ADE -30TCoA A7k, -30CeA 108 &<F muks &, S-500-2-12_1 (50
g, 157 mmol)S -30ColA A7, EFES -15ToA 247 b wykelar, A EEAF (500 mL, 10%
TR AAFET. EFES EtOAc (3 x 800 mL) 2 FE3FA Y. #3 f7] A4S X3 44 (300 mL)E AFH
SlaL, F4 NaS0, AolA Ax:AIZIa, ostar, FF st §FAA = APES 531021, ol A7t

A Z+e] (PE/DCM/EtOAc=1/1/1)ol &8 AA|sle] S-500-2-12_2 (50 g, 86%)E A=A 5313},

' NMR (400 MHz, CDCl3) & 2.57-2.48 (m, 1H), 2.23-2.13 (m, 1H), 2.06-1.78 (m, 3H), 1.64-1.25 (m, 14H),
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[1083]

[1084]

[1085]

[1086]

[1087]

[1088]

[1089]

[1090]

3IHSd 10-2025-0054838

1.24-1.01 (m, 10H), 0.96 (s, 3H), 0.74 (s, 1H), 0.60 (s, 3H).

2. THF (400 mL) 5 PPh3MeBr (79.7 g, 244 mmol)o] @EreHo] 20T A t-BuOK (25.1 g, 224 mmol)E FH7}Fs}S]
ok, 40ColA 30‘:' =oF wyksk & THF (100 mL) 3 S-500-2-12_2 (50 g, 150 mmol)$] &ME 40ColA 7}
sfaL, ¥k &3 40Tl A 1AI1ZE Bt wntelgint, RS EFES I3 50 goll Ha, 158 59 mssd
P, 4745 EtOAc (3 x 50 mL)2 FE3I8Ith. &3 §7] 48 T slol 5F5A1A &4
A ES MeOH/H,0 (200 mL/ 200 mL) 2 A3txglstar, o3ste] S-500-2-12_3 (55 g, 88

Foict.

It

7]

-5}

o[}h

o
=

o}

A 55

o L
Mz Mﬂ

i‘N _é‘i, ml
ol

[l 40

32

<
T

o
k]
2
fu

4
ol'

I NIR (400 MHz, CDCl3) & 4.84 (s, 1H), 4.69 (s, 1H), 2.06-1.79 (m, 4H), 1.75 (s, 3H), 1.73-1.58 (m,

4H), 1.56-1.25 (m, 9H), 1.22 (s, 3H), 1.21-1.02 (m, 6H), 1.01-0.94 (s, 3H), 0.93-0.74 (m, 1H), 0.55
(s, 3H).

NaOH (166 mL, 5 M, 830 mmol)E H7}slgitt. EJJEL

DE 25CoA A7lsta, W 255 37 (75C) 3sloll AsAIAY. TFES H7iek & YA17]a, 1643
wol wuksta, nAZF FAHAT. E3E] 25CA NasS.0; (500 ml, 20% =4) 2 & (1 L)S Hrelgict.

EEES 1A7F Bk ahkEith. wdbylE "o xdt & Eydl e & 9 AN dgd Zo] HAETH
3 35 S5 ¥ Y "8 Fd & (2 LS H7Edn. EEES 158 Bk adkelsit. 2 E
S oFste] S-500-2-12_4 (50 g, B¢ E LA ZA F53AT. $-500-2-12_4 (50 g, 143 mmol, EEIHE
EtOH/H,0 (90 mL/10 mL)llA] 1oo ColA 2417 B9 AzAgs e, 15C=2 YA oJ7}slo]  $-500-2-
12.4 (38 g, E+3h)S TARA 55190, S-500-2-12_4 (38 g, 109 mmol, E43)E EtOH/H.0 (45 ml/5
mL)oll A 100°Col Al 2A17F E9F sl a]s ths 15CE WZhA7)a, o] #8le] S-500-2-12_4 (28 g, 43%)E 1A

24 53,
1H NMR (400 MHz, CDCly) & 3.67-3.59 (m, 1H), 3.39-3.32 (m, 1H), 2.01-1.75 (m, 4H), 1.69-1.58 (m, 3H),
1.54-1.24 (m, 10H), 1.23-1.14 (m, 9H), 1.09-1.02 (m, 5H), 0.96 (s, 3H), 0.74 (m, 1H), 0.67 (s, 3H).

4. DCM (100 mL) % N-004-016_1 (10.0 g, 28.6 mmol)2] &%l DMP (24.2 g, 57.2 mmol)ZE ZH7}&FAt}t. ]9
A, 10 (0.2 mL)E EgE Hrbsider. 2 &, WS ES 25ToA 1A3F ot wkelgich, vkg EEE |
¥3} 424 NallCO; (100 mL) &4LS 78T, EFES o3sta, ZE AolAE DM (2 x 100 mL) 2.2 AlH
k. ERES A Bsta, 4 DA (2 x 100 mb) o2 FESAT. @A {7 & 3 74
NaHCO; /Na,S:05 (100 mL/100 mL) 2 ¢4 (100 mL)= A H s}, Na,S0, AollA 71xA7)3, osla, AF

o FFAA WA uAE FEHAG. AFES At A AReEIHY] (PE/EtO0Ac = 0014 20%) e o] 7
A3kl N-004-016_2 (3.5 g, 35%)S WA w24 FE319T}.

h=)

H NMR (400 MHz, CDCls) & 9.58-9.54 (m, 1H), 2.39-2.32 (m, 1H), 1.96-1.77 (m, 4H), 1.69-1.31 (m, 14H),
1.23-1.16 (m, 6H), 1.14-1.02 (m, 5H), 0.96 (s, 3H), 0.76-0.59 (m, 4H).

5. THF (10 mL) % N-004-016_2 (1.5 g, 4.32 mmol), CsF (328 mg, 2.16 mmol)<] &No] TMSCF; (1.53 g, 10.8
mmol)<S 0TColA H7Isldtt. ETES 25TolA 1AZF et wwkslicy. £%-5o] TBAF.3H,0 (3.4 g, 10.8
mmol)E H7IeIY.  E3ES 25TAlA 2A1ZF FoF wNkslslt. EFES 2 (20 mb)Z AA 3L, EtOAc (2
x 30 ML) 2 F=3IAT. &3 §7] A4S 94 (50 mL)E AlF S, F4= NaS0, gollA AxA 7|3, of3shar,

A% st =AY, AHFES ZH4) 29 (PE 5 EtOAc 0~15%)°] <& AAste] N-004-017_1 (700 mg,
39%)S WA S1A B A

4
4
ol
32
o

H NMR (400 MHz, CDCl;) & 4.07-3.96 (m, 1H), 2.21-2.09 (m, 1H), 1.99-1.77 (m, 5H), 1.72-1.29 (m, 15H),

1.24-1.20 (m, 4H), 1.13-1.01 (m, 5H), 0.96 (s, 3H), 0.89-0.84 (m, 1H), 0.76-0.64 (m, 3H), 0.60 (s,
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[1091]

[1092]

[1093]

[1094]

[1095]

[1096]

[1097]
[1098]

[1099]

[1100]

[1101]
[1102]

[1103]

[1104]

[1105]

[1106]

[1107]

ZIHE S 10-2025-0054838

1.

6. Y (5 mL) & N-004-017_1 (700 mg, 1.68 mmol)<] &N !

o W
DMAP (102 mg, 0.84 mmol)Z 25CA H 78l tt. EIFES 60CE 7} 3}
EFES EtOAc (10 mL)E 3Ae obe, & (10 nL) 2 AHSYPT. F=L EtOAc (2 x 20 nL)E FZ3}9 ).
5 o

ghat %71 TS 99 (20 mL) R Al SFaL, Na,S0y dollAl 7xA71aL, of3ksta, 3 3ol s5A1A WA 37
=31tt. FFES Z4 Z¥ (PE = EtOAc 0~15%)] <3 A A18te] N-004-017_2 (600 mg, 63%)E 1
AzA F53T.

LCMS Rt = 23 AZrlEIH T F 1.464%F, 30-90AB_2MIN_E.M, =% 92%.

oo wd

)
104174 5t anrabeleh,

I

o
gl

I

SFC  z7A: H=a 1 Rt= 2.434% 2 ¥z 2: Rt= 8F IFARwEIHY F 2.541%,
OD_MEOH(DEA)_5_40_2,8ML_8MIN.M (Z%: 7124 0D-3 100x4.6mm I1.D., 3um ©]57%: A:CO, B:HlEFE (0.05%

>

=
DEA) Hl: 4.5% =<F 5% 4 40% Bolar, 2.5 F<F 40%0] o]ojA, 1# %<t 5% B A 3 2.8nL/% 29
L5 407C).

7. N-004-017_2 (600 mg, 1.15 mmol)E SFC (Z®: 7124 0D (250mm+30mm, 5Sum), —-H: 20-20% B (A=
0.1%NHs/H,0, B= MeOH), S=F: 60 mL/%)d 23] AAte] N-004-017_3 (F = 2, 190 mg, 45 31%), N-004-

018_1 (F= 1, 180 mg, 30%) S wWA uAZA F53T. B N-004-017_3 (190 mg, 0.36 mmol)= SFC
(Z4: 0D (250mm*30mm, 5um), T-Hj: 20-20% B (A= 0.1%NH;/H.0, B= MeOH), %: 60 mL/E)ol 23] A3}

N-004-017_3 (100 mg, 53%)<& WA w24 +5319 ).

N-004-018_1:

'H NMR (400 MHz, CDCl3) & 8.12-8.06 (m, 2H), 7.65-7.59 (m, 1H), 7.53-7.46 (m, 2H), 5.68-5.58 (m, 1H),

2.15-2.03 (m, 2H), 1.97-1.69 (m, 3H), 1.67-1.57 (m, 3H), 1.44-1.24 (m, 9H), 1.23-1.13 (m, 11H), 1.12-
1.97 (m, 3H), 0.94 (s, 3H), 0.72 (s, 3H).

LCMS Rt = 2% AZvlE2 Y 5 1.525+, 30-90AB_2min_220&254.1cm, =% 100 %.
SFC _D1 Rt = 8% AZwlE1H I ZF 2.450+%, OD_MEOH(DEA)_5_40_2,8ML_8MIN.M, 100%de.

N-004-017_3:

' NMR (400 MHz, CDCl;) & 8.14-8.06 (m, 2H), 7.64-7.57 (m, 1H), 7.52-7.44 (m, 2H), 5.63-5.52 (m, 1H),

2.11 (s, 1H), 2.06-1.77 (m, 6H), 1.72-1.62 (m, 3H), 1.44-1.32 (m, 8H), 1.28-1.18 (m, 12H), 0.99-0.93
(m, 4H), 0.65 (s, 3H).

LCMS Rt = 23 AZvETI F 1.529+, 30-90AB_2min_220&254.1cm, =% 100%.
SFC Rt = 83 AZwlETHT F 2.544%F, OD_MEOH(DEA)_5_40_2,8ML_8MIN.M, 98%de.

8. THF(3 mL) 2 MeOH (1.5 mL) @ (1.5 mL) 3 N-004-018_1 (180 mg, 0.34 mmol)<] &Ho]] KOH (96.5 mg,

1.72 mmol)E F7Fslth. EFES 60ToA 16A13F o wuksiet. EFES & (20 mL)oll %31, EtOAc

(2 x 40 mL)E FZ3IAUTE. & {71 TS 27 (30 mL)E Al SaL, NaS0, oA AxAl7]a, ogstar,
(

PE % EtOAc 0~15%)°l <]l dAlste] 57 (114 mg, 79%)S WA x| 24

H MR (400 MHz, CDCl;) & 4.00 (brs, 1H), 2.03-1.77 (m, 8H), 1.69-1.61 (m, 2H), 1.54-1.49 (m, 1H),
1.47-1.24 (m, 10H), 1.22 (s, 3H), 1.21-1.10 (m, 4H), 1.08-1.01 (m, 4H), 0.96 (s, 3H), 0.69 (s, 3H).

LCMS Rt = 2% Z=ZntEI F 1.169%, 30-90AB_2MIN_E.M, &% 95%, MS ESI ZIAFXA] CoulssFs0 [M+H—H20]+
399, A5 399.
HPLC Rt = 10 % 5.44% LEHC]E (18 3+50mm 3um, 30-90_AB_1.2ML_E.MET, =X 100 %.

A Ao 58: (35,5S,8R,95,10S,13S, 145, 17R)-17-((1R, 29)-1-A| E 2 MY -1-3| EFA| Z 2 3-2- )-3-| d -
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[1108]

[1109]
[1110]

[1111]

[1112]

[1113]

ZIHSdl 10-2025-0054838

10, 13-t W € A e 7bs| = 2 - 1H-A F 25 EHa] G EA-3-2 (58)9] T4

1. THF (5 nL) ¥ N-8-7_1 (500 mg, 1.38 mmol)S AlZZAEr}1vlg HRwke]= (1.38 ul, THF 5 3 M)el N
atell 0CelA H7FakSith. 15Tl A 18A13F Sk wnkgh &
0

T

=]
gl

oo
o
e

, =S5 ¥3} NICL (10 mb) & A sbar,
EtOAc (2 x 10 mL)E FZE3IAth. &g /7] 58 44 (10 nb) 2 AF3FaL, NagS0y AellAl AZ:A7]aL, o=}
3la, wEAAY. ARES ZY4 Z2¥ (PE 5 EtOAc 0-10%)°] &) AAste] N-8-15_1 (170 mg, 29%)S L
AZA F5IATE.

'H MR (400 MHz, CDCls) & 3.39-3.22 (m, 1H), 2.00-1.81 (m, 4H), 1.70-1.41 (m, 12H), 1.41-1.13 (m,
13H), 1.13-0.95 (m, 6H), 0.95-0.79 (m, 11H), 0.65 (s, 3H).

2. DMP (0.881 g, 2.08 mmol)E DCM (20 mL) 3 N-8-15_1 (300 mg, 0.696 mmol)2] &Mo] H7}stitt. 15Col

A 108 Z<h ﬂ%ﬁ& Touhe 35S E3} NalHC0; (10 mL)o& A tt. %?}; S DCM (3 x 20 mL)o.=
FE36T. e 7] 4 X3 NaS0; (3 x 20mL) 2 A< (20 mL) 2 Al 3kar, NaS0, Aol AZzA17)aL,
oA@sla, sEA 7L, FH-ZH3] (PE F EtOAc 0-20%) &3] AAste] N-8-15_2 (240 mg)E DA ZAN F5
3Tk,

' NIR (400 MHz, CDCl;) & 2.98-2.89 (m, 1H), 2.62-2.55 (m, 1H), 1.98-1.87 (m, 1H), 1.81-1.72 (m, 4H),
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[1114]

[1115]

[1116]

[1117]

[1118]

[1119]

[1120]

[1121]
[1122]

ZIHSd 10-2025-0054838

1.71-1.49 (m, 10H), 1.41-1.29 (m, 4H), 1.29-1.19 (m, 6H), 1.14-0.98 (m, 9H), 0.94-0.87 (m, 4H), 0.82
(s, 3H), 0.67 (m, 5H).

3. NaBH; (550 mg, 14.5 mmol)= MeOH (3 mL) % THF (2 mL) % N-8-15_2 (240 mg, 0.559 mmol)9] &3tEo] A

3
ZFeldtk. EFES 15CAA 0.5A1%F &<F wiksksity.  NaBH, (550 mg, 14.5 mmol)9] T t}& wix|& X7}

ut

ol
ol

waigld. whe EREA ¥ (5 a)e Aradn. 4w B
5 o

=

tOAc (2 x 10 mL) 7] TS A9 (10 mL) 2 AFSEIL, Na,S0, oAl AxA71a, o

Bl FEAAT. JAFEL Zg4 2 (PE = 0~5% EtOAc)ol o)&ll AAste] 58 (7 mg, 5%)& IAEA

E3ka, 78 (50 mg, B3 F7E Zd4 29 (PE 5 EtOAc 0~5%)°l 2la) AA3te] 78 (17 mg, 12%)S L
AzA F53 T

1H NMR (400 MHz, CDCl3) & 3.64-3.59 (m, 1H), 2.09-1.90 (m, 2H), 1.89-1.70 (m, 4H), 1.70-1.45 (m, 11H),
1.45-1.32 (m, 5H), 1.32-1.19 (m, 9H), 1.19-1.08 (m, 3H),1.08-0.98 (m, 5 H), 0.98-0.89 (m, 4 H), 0.84
(s, 3H), 0.68 (s, 3H).

LCMS Rt = 7% AZwtEY F 4.832%, 30-90AB_7MIN_E, <%= 100%, MS ESI AIXFA] Cyglyy [l\/H'H—ZI'[zO]Jr 395,
A=A 395.

HPLC Rt = 108 A ZvlE 133 F 6.338%, 50-100AB_1OMIN.M, =% 98%.

A Al 59: (3S,5R,8R,9S,10S,13S,14S, 17R)-17-((2S,3S)-4-(4,4-T)H| DA F 2 I 2] )-3-3| = F A J-eF-2-2 )-3-9]|
©-10, 13-t W e AL 73] = 2 -1H- A S 2 A EHa | H G EA-3-2 (59)9] T4

Pd(CH),, H,
—>
MeOH

1. PA(OH), (200 mg, AZF)S MeOH (30 mL) = S-500-6-30 (140 mg, 0.288 mmol)e] &Mo] Hrlstadrt. =3

2S5 H, (50 Psi) sholl 50CelA] 4827 = o, E3ES dqyetn, sF5A171, F¥-2Y4 (PE

2
El
T
T,
ol
ol
32
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[1123]

[1124]

[1125]

[1126]

[1127]

ZIHS3d 10-2025-0054838

Z EtOAc 0-15%)°l <3l A3l S-500-6-25 (27 mg, 19%) X S-500-6-26 (42 mg, 30%)S LAZA F53}3)
o

S-500-6-25:

I NMR (400 MHz, CDClz) & 3.84-3.77 (m, 1H), 1.99-1.84 (m, 2H), 1.81-1.72 (m, 1H), 1.68-1.56 (m, 4H),

1.53-1.43 (m, 5H), 1.42-1.32 (m, 9H), 1.31-1.23 (m, 5H), 1.22-.12 (m, 7H), 1.12-1.00 (m, 5H), 0.99-
0.95 (m, 4H), 0.94-0.85 (m, 12H), 0.66 (s, 3H).

LONS Rt = 2.0% I =uoleE1e)3 3 1.797%, 30-90AB_E, 4% 100%, MS ESI AIAR] CuHss [MHH-21,0]" 451, 2

53] 451.
Aol 60 (3S,55,8R,95,10S,135, 145, 17R)-3-o B -17-((2S, 3R)-3-3] =F A -4-((1R, 25)-2-H| @A F R T2 F ) .
th-2-91)-10, 13-t W A | 7F8] == -1H-A| S 28 a] A= -3-2 (60) 9] 4

OH

P
“,
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[1128]

[1129]

[1130]

[1131]

[1132]

[1133]

[1134]

[1135]

[1136]

[1137]

[1138]

ZIHSd 10-2025-0054838

1. THF (50 mL) & N-8-7_2 (1 g, 2.41 mmol)2] &<Hell LiAlH, (914 mg, 24.1 mmol)E 0TelA 7} tt.

3|4 HE NS 66ToA 18412 Fot 7HEsitt. Hbs E3ES 0CZE W4A713, WS (914 mg) 2 WA
o}S-, 15% w/w 574 NaOH (914 mg), 2 & (2 74 @) AAFNITY. EIES AFetal, AIE Aol=ZE DM
(3 x 50 mL)o.Z AF3AT. AHES FHFAA IFES F531%8eH, o5 ZY4H A=ZvEIYY (PE T

o el olAlE|o]E 10%)ol 2J&] 23] AHA| o}o% N-8-7_3 (192 mg, 19%) = N-8-7_3A (397 mg, 39%)E L L=2A F
S3h9ie,
N-8-7_3:
HNIR (400 MHz, CDCl3) & 5.59 - 5.36 (m, 2H), 3.69 - 3.61 (m, 1H), 2.25 - 2.12 (m, 1H), 2.08 - 1.81

(m, 3H), 1.68 (d, J = 10.0 Hz, 3H), 1.64 - 1.54 (m, 9H), 1.53 - 1.15 (m, 11H), 1.14 - 0.92 (m, 5H),
0.92 - 0.85 (m, 5H), 0.83 (s, 4H), 0.69 - 0.60 (m, 4H).

N-8-7_3A:

I NMR (400 MHz, CDCl3) & 5.62 - 5.37 (m, 2H), 3.62 (br d, J=10.0 Hz, 1H), 2.20 - 2.06 (m, 1H), 1.99 -

1.61 (m, 6H), 1.61 - 1.44 (m, 11H), 1.43 - 1.18 (m, 5H), 1.16 - 0.94 (m, 6H), 0.94 - 0.85 (m, 5H),
0.82 (s, 5H), 0.70 - 0.58 (m, 6H).

2. 0ColA DCM (15 ml) = fo€gold (EFql, 4.31 nl = 1 M, 4.31 mmol)9] &M CH,I, (2.31 g, 8.63
mmol)Z 0TCoA 1589 7|7t Ax H71etgct. $xd degHs 0ToA 108 Z<F wyksta, DCM (20 ml)
Z AHE = ((4R,5R)-2-(tert-%€)-N4,N4, N5, N5-H| EFH € -1,3,2-T] LA R 284 5-T] 7} 2 B »~olu| =)
(233 mg, 0.8638 mmol) @ N-8-7_3A (300 mg, 0.7199 mmol)¢] v E LAL AAANE B3] F&3+A A7}

star, ojuf Wk E9tEE FHEA Walsitt.  8oo] 25T =EEES dhal, 1643t % o] &
Hhslitk. ololA | WHEES ¥3 A NILCL (150 mDel H7bel o) AFsta, & Helsta, FA4 4
DCM (3 x 100 mD o2 FZF&gich. @3 7] &S 3k 54 NallC0; (150 mL), F3F 4 NaS0; (150 mL),

A (100 mL)= AHSEIL, NagS0y Zelld AxzAl7]ar, ofsfstar, 3t stell sFA7]1a, AFes Ed+ 2d

=5
AZutEadgn (PE F og olAEolE 11%) 9 & AA|ste] N-8-7_4A (140 mg, 45%)E A ZA] FE538+9 ).

' NMR (400 MHz, CDCl;) & 3.81-3.72 (m, 1H), 1.97-1.90 (m, 1H), 1.76-1.58 (m, 4H), 1.53-1.44 (m, 4H),

1.43 - 1.15 (m, 10H), 1.13-0.91 (m, 8H), 0.90-0.78 (m, 12H), 0.66 (s, 3H), 0.54-0.34 (m, 4H), 0.32-
0.22 (m, 2H), 0.19-0.12 (m, 1H).

3. F8d (5 mL) 3 N-8-7_4A (140 mg, 0.325 mmol)e] &Me] 25TCeoA Wz Fzolol= (91.3
mmol)oll ©]ojA DMAP (15.8 mg, 0.13 mmol)E #H7IeIAtt. HHg EFES 60ToA 16A]17F &<k wHkslict,
Hhe E3HES DO (80 mL)o® 3Aakelrk.  DOM A4S & (100 mL), 1.0 M HCl 44 (2 x 100 m

NaCO; 4+ (2 x 100 mL), €4 (100 mL)Z A|F 3}, Na,S0, AelAl AxA7)aL, ol3élar, A3 3} %%A]
A Y& F55oH, oE EH4 ZF (PE 5 g otAlElo|E 1%)l &l “gAlste] N-8-7_5A (180 m
TE LUEA FEIGeH, ol FtE FH4 ZH (PE)Ol o8 FAlste] N-8-7_5A (110 mg, 61%)E

0Q

f
Rz

LCMS Rt = 23 AZvEIHI F 1.439%, 5-95AB_2208&254, =% 93%, MS ESI AAHA] Cslls:0- [M—H20+H]+

SFC ¥= 1: Rt = 4.079% 2 ¥4 21 Rt = 10% ARvEIHY] F 4,345+, AD_3_EtOH_DEA_5_40_25ML ("7]&
# AD-3 150x4.6mm I.D., 3um ©]&7d: A:CO, B:ellgh& (0.05% DEA) —ul: 5% &<F 5%llA] 40% Bo]il, 2.5%

FoF 40%) oo} 2.5% FoF 5% B §A #F: 2.5mL/% ZE 2% 35C").
4. N-8-7A_5 (110 mg, 0.206 mmol)Z SFC (Z¥: AD (250mm * 30mm,5um)), -Hi: 30-30% B (A= 0.1%NHs;/H.0,

B= EtOH), &%: 60 mL/%)ell o&] AAste] B8 N-8-7A6 (F = 1, 54 mg, 50%)S HAZA, 1gla B
B N-8-8A_1 (3 2, 23 mg, B4 TARA FS3H9).
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[1139]

[1140]

[1141]

[1142]

[1143]

[1144]

[1145]

[1146]

[1147]

[1148]

ZIHSdl 10-2025-0054838

SFC Rt = 102 A=ZrtE 29 F 4.088+%, AD_3_EtOH_DEA_5_40_25ML, 100%de.

5. THF/MeOH (1.5 mL/1.5 mL) 3 N-8-7A_6 (54 mg, 0.101 mmol)¢] &Mo] & (0.5 mL) = KOH (45.2 mg,
0.807 mmol)E H7}slodth. ¥ ZIES 50CoA 16A17F B¢ wutslodt). £3&o] HCI (0.2 M, 50 mL)&
A7verdet. FEFRS DOM (2 x 60 mL) L Ark. Fsk §7] A4S 3% 54 NaHCO; (80 mL), A<= (80
mL)E2 AFSFIL, NaS0, JollA AxAIZ13, d3sta, JAF st sFAIA TAE 53199, o5 ZY4-

A2utEHY (PE 5 g otAlEo|E 16%)9 o3&l AAsted 60 (21 mg, 48%)S IAZA F53Ft.

2 #3%

2

H NMR (400 MHz, CDCls) & 3.80-3.75 (m, 1H), 1.97-1.91 (m, 1H), 1.76-1.58 (m, 7H), 1.54-1.27 (m, 7H),
1.26-1.06 (m, 7H), 1.04 (d, J = 6.0 Hz, 4H), 0.95 (s, 3H), 0.90-0.84 (m, 8H), 0.82 (s, 4H), 0.66 (s,
3H), 0.64-0.59 (m, 1H), 0.52-0.37 (m, 2H), 0.32-0.22 (m, 2H).

LONS Rt = 2% F=ule-rely] 3 1.327%, 30-90AB_2MIN.E, %% 100%, MS ESI ZIZFA| CoHeO [M-H0+H]"
413.4, AFA] 413.4.

AAldl 61: (3S,8S,95,10R, 135,145, 17R)-3-° € -10, 13-t] W & -17-((25,3S)-4,4,4-E B ZFQ 2-3-3| = ZA| &t
-2-¢1)-2,3,4,7,8,9,10,11,12,13,14,15,16, 17-H EZ |7} 3| =2~ 1H-A| S 23 EHa | A FE A -3- (61)9] A

NaBH,
—
THF/MeOH

$-500-6-11_1 $-500-6-11A

g, 2.88 mmol)E DCM (30 mL) % S-500-6-11_1 (580 mg, 1.44 mmol)e] gHd] H7lsgic;. 1
EES 15CoA 108 S+ uut aoﬂt} s 23ES A4 Fo pHrb & 97 2 wrkx] %3}
d (50 mL)o 2 AAssT. ETIES 73k, DM F& Edsta, 4 A4S DM (20 nL) ez
F=319tr. s &7 AL E8 NaoS0s 4 (3 x 40mL), %3} NaHCO; (40 mL), 94<F (40 mL)2 ANHs}1L,

Na;S0, Aol AzxzA|7)1aL, of3bslar, HFHAA F S-500-6-11_1A (550 mg, = E2)E WA uA2A 539

' NMR (400 MHz, CDCl3) & 5.34-5.25 (m, 1H), 2.58-2.29 (m, 4H), 2.08-1.90 (m, 3H), 1.78-1.56 (m, 9H),

1.54-1.35 (m, 6H), 1.31-1.21 (m, 2H), 1.19-1.08 (m, 5H), 1.06-0.99 (m, 5H), 0.93-0.82 (m, 6H), 0.69
(s, 3.

2. NaBH; (1.39 g, 41.1 mmol)Z THF (4 mL) 2 MeOH (2 mL) = S-500-6-11A (550 mg, 1.37 mmol)e] §Mej 2-
717402 53 Hrlslek. EFEES 15ToA 308 FoF wwketdct. EES ¥3} NHCl (20 mL) 2 A
3Fal, EtOAc (3 x 6 mL)Z F&39. &3k §7] A2 NaS0, Aol AxA7|a, oJxpstar, sFA7|, F

H-Z# 4 (PE 5 EtOAc 0-15%)°l o8] AAste] B8 61 (120 mg)° WAl A 2N 5
2 Fu-Z#d4 (PE F EtOAc 0-15%)°l ol&) thAl AAlste] &3 61 (150 mg, 75%)S WA uAZA $539
o

I NIR (400 MHz, CDCl3) & 5.31-5.25 (m, 1H), 3.73-3.59 (m, 1H), 2.44-2.29 (m, 1H), 2.08-1.92 (m,

3H),1.76-1.57 (m, 6H), 1.54-1.26 (m, 10H), 1.25-1.18 (m, 3H), 1.17-1.06 (m, 4H), 1.03 (s, 3H), 1.00-
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[1149]

[1150]

[1151]
[1152]

[1153]

[1154]

[1155]

[1156]

SIHS3 10-2025-0054838
0.88 (m, 8H), 0.87-0.82 (m, 3H), 0.69 (s, 3H).

LCMS Rt = 2.04 ARvtEIH I F 1.345%, 30-90AB_E, =% 100%, MS ESI AAEXA] Cyrlys0 [M+H—H2~O]+ 385, A

=] 385.
A 62: (3S,8S,95,10R, 135,145, 17R)-3-° € -10, 13-t] W& -17-((2S,3R) -4, 4 4—Ea}%€gi—3—fs}52/\w—%
-2-9)- 2,3,4,7,8,9,10 11,12,13,14,15,16, 17-H Eg}u)| 78| E2-1H-A S 2 A EHa | A FEA-3-2 (62)9 A

TMSCF3, CsF

1. THF (5 mL) % S$-500-6-1_1 (500 mg, 1.39 mmol) 2 CsF (105 mg, 695 umol)®] &Nl TMSCF; (493 mg,
3.47 mmol)& 0ColA H7Fskdtr. EFES 25TCA 1417 B¢t wukslar, TBAF.3H,0 (1.09 g, 3.47 mmol) &=
Agstdek. &3t

H
oo #1 A

o JARES A A Z=2atEaEe (10
(400 mg, 67%)= WA A ZA FE351YGC).

S 25TolA 2417 E?_ wHkela ;) B (100 mL) 2 #AA 33, EtOAc (2 x 50 mL) & FZ319
A<= (100 mL) & A I, F NapS0y el A 7AxA71a, of#star, 3 3ol sHAH
0-

200 W4 AggF A, PE/EA=10/1) 2J& A ASte] S-500-6-1_2

h=]

=

o
=

'H NMR (400 MHz, CDCl3) & 5.33-5.24 (m, 1H), 4.06-4.00 (m, 1H), 2.38-2.35 (m, 1H), 2.08-1.82 (m, 6H),

1.77-1.69 (m, 1H), 1.62-1.20 (m, 13H), 1.16-1.00 (m, 8H), 0.99-0.92 (m, 1H), 0.87-0.83 (m, 4H), 0.74-

0.64 (m, 3H).
2. $-500-6-1_2 3.5 g& Zr=d: AD (250mm#*30mm, 5Sum), THI: 40-40% B (A= 0.05%NHs/H:0, B= MeOH),

(
2 200 mL/E)2 st &5 81 (1 g, 28%, H=A 1) @ 62 (1871 mg, 53%, I 2)S WA 33 Z A
S =

[e]
i
o=
T
62:

' NIR (400 MHz, CDCl;) & 5.30-5.28 (m, 1H), 4.03-3.99 (m, 1H), 2.38-2.34 (m, 1H), 2.10-1.83 (m, 6H),

1.78-1.55 (m, 5H), 1.52-1.32 (m, 6H), 1.31-1.01 (m, 12H), 0.98-0.92 (s, 1H), 0.85 (t, J = 8 Hz, 3H),
0.73 (s, 3H).
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[1157]

[1158]

[1159]

[1160]

[1161]

[1162]

[1163]

[1164]

[1165]

[1166]

[1167]

ZIHS3d 10-2025-0054838

LCMS Rt = 2.0% ZZnfE2I F 1.219%, 30-90 AB, X 100%, MS ESI AlXHA] CosHasFs0 [M+H—HZO]+ 411,
A2 411.

SFC = 2: Rt = 102 ARvETHT F 5.2624, AD_3_EtOH_DEA_5_40_25ML, 99%de.

2 A 63: (3S,5S,8R,9S,10S,13S,14S,17R)-3-ol & -17-((2S, 35)—3—6]EEA]—AL—(EHEE}%IEE—ZHJJ%—4—%‘)1‘%

A A] o
EF-2-91)-10, 13- W 2 AL 718 E2-1H-A S 2 HEHa | A G EA-3-2 (63)9] A

KOH, H,0
—_—

THF, THF

N-6-10_1 63

B (1 mL) 2 KOH (177 mg, 3.17 mmol)E THF (2 mL) % #&-L (1 mL) _1 (180 mg, 0.318 mmo
1o &dde] H7telglrk. E3FES 50TolA 18AI%F &t wykedltt. whg E£3ES It
2 34&kar, 10% HCl (0.2 mL)& 2HJ3FA17]1aL, EtOAc (3 x 5 mL)E FE3I5ich.  ¢3
UEF ol Az, dnsia, s5AAY. FFES 27 A (PE F EtOAc 10
2otEagdd o) ZAse] 63 (108 mg, 74%)S LA ZA F53HATH

~30%) Joll A 28 3

I NMR (400 MHz, CDCl3) & 3.98-3.90 (m, 2H), 3.85-3.77 (m, 1H), 3.44-3.33 (m, 2H), 1.99-1.82 (m, 2H),

1.69-1.58 (m, 6H), 1.57-1.45 (m, 6H), 1.43-1.29 (m, 7H), 1.28-1.14 (m, 7H), 1.13-0.95 (m, 5H), 0.93-
0.84 (m, 7H), 0.83 (s, 3H), 0.69-0.61 (m, 4H).

LCMS Rt = 2.0% AZutE 183 F 1.167%, 30-90AB, =% 100%.

MS EST ZAIAFR] Cagyed [M-2H04H] 425, 2232 425,

A Ao 64: (3S,5R,8R,9S,10S,13S,14S,17R)-3-° & -17-((2S, 35)-3-3| =FA] -6~
AVEI 7] 2 1H-A] 2 2 e a] S A-3-2:(64) 9] FHA

uw
rd
rﬂ

-2-4)-10,13-t]W g 3l

HJ
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EtMgBr
THF MePh,PBr
THF

9-BBN %]
NaOH, H,0,

NaBH,
B —

NaOH

[1168]

[1169] 1. EtMgBr (42 mL, 126 mmol, °lElZ % 3 M)& THF (300 mL) % E-3_1 (20.0 g, 63.1 mmol)2] &<l N, 3}l
-70CollM A3 Hrbskdch. "R F, EFES -70ToA 242 SoF wweiit.  E9ES E3F NICI
(500 mL)E ZAA3FaL, EtOAc (3 x 500 mL)Z FEF3IAch. &3 #7] 4& 44 (500 mL)= M 3kaL, Na,SO,
Foll ) AzAZIaL, duetar, sEA71a, FH-ZU4 (PE 5 EtOAc 0-15%)°l 28] A8l E-3_2 (6.50 g,
30%) & LA =A S5

[1170] 'HONMR (400 MHz, CDCls) & 2.57-2.49 (m, 1H), 2.23-1.80 (m, 6H), 1.78-1.52 (m, 4H), 1.50-1.02 (m, 17H),
0.97 (s, 3H), 0.95-0.80 (m, 4H), 0.60 (s, 3H).

[1171] 2. t-BuOK (4.19 g, 37.4 mmol)Z THF (200 mL) < MePPhsBr (13.3 g, 37.4 mmol)2] &ENo| N, 3}o]l 15T
A HA7 e, EFES 50TCAAA] 30 & wHksiglth.  E3Eo E-3.2 (6.50 g, 18.7 mmol)E 50C W%t
oA o FEoz HIFEA. EFES 50TlA 1AI3F &k wkskle).  E3HEo] NH,Cl (400 mL)S 7}
stk 7] S5 Edstal, JAE stel FFAA = AEES ?53}%321#, ol & MeOH/% (200 mL, 1'1)i~‘ﬂr
E 50CddA dstAgsiadtt. £3E
T 3lo] =FAA E-3.3 (5.8 g, E+3H)



[1172]

[1173]

[1174]

[1175]

[1176]

[1177]

[1178]

[1179]

[1180]

[1181]

[1182]

S IHSd 10-2025-0054838

HONMR (400 MHz, CDCls) & 4.84 (s, 1H), 4.70 (s, 1H), 2.06-1.97 (m, 1H), 1.94-1.55 (m, 12H), 1.53-1.05
(m, 16H), 0.97 (s, 3H), 0.95-0.85 (m, 3H), 0.55 (s, 3H).

3. 9-BBN ©|2FA] (8.19 g, 33.6 mmol)E THF (100 mL) % E-3_3 (5.80 g, 16.8 mmol)2] E3Ed] N, 3}e] 15C
oA HrFst.  Whg EFES 60TolA 1A &F wukegly.  E3ES 15T2 WA Y. o
(7.72 g, 168 mmol)& 15Co|A A7t cl. NaOH <=4 (33.6 mL, 5 M, 168 mmol)<=S 15CoA A 7}st3itt.
H0, (16.8 mL, 10.0 M, 168 mmol)E 15CelA A7}elgict. 59 =S 60ToA 1A7F 5 wRksgitt.

4 & EtOAc (3 x 100 mL) & F&33AcE. &3 7] &S 95 (2 x 100 )= AH8kL, Na,S0, oA
AxAZN, olshstn, BHANG. AFEE CHON/EO = 1/1 (150 nl)Z3E 65Co14 dspaeistol B34
(2.80 g, 46%)E nAZA FE31 ).

4

'H NMR (400 MHz, CDCl3) & 3.66-3.61 (m, 1H), 3.38-3.32 (m, 1H), 2.03-1.56 (m, 4H), 1.56-1.51 (m, 5H),
1.51-1.10 (m, 16H), 1.10-1.02 (m, 6H), 0.97 (s, 3H), 0.96-0.88 (m, 3H), 0.67 (s, 3H).

4. DMP (5.80 g, 13.7 mmol)E DCM (50 mL) % E-3_4 (2.50 g, 6.89 mmol)e] &M Hrletgdet. 1 &, v
23S 20CoA 308 F¢F wwkeldtl., whS ZSE-S ¥3) =A] NaHCO; (50 mL) &9, Al E3} Na,S:0; (30

ml) NS Hrbska, DM (2 x 20 mL) o2 FE3¥ Y. 33 f7] 55 44 X3 NalCO; (3 x 10 mL) &
2 A4 (20 mL)Z AH3EAL, NapS0y Aol X AZzAZIa, oapstar, g st FFAA E-3.5 (2.45 ¢, & &
A)E ITAZA FEIAUC.

" NMR (400 MHz, CDCls) & 9.60-9.55 (m, 1H). 2.26 (s, 1H), 1.98-1.70 (m, 6H), 1.70-1.51 (m. 6H). 1.51-
1.00 (m, 12H), 1.00-0.89 (m, 10H), 1.75-0.65 (m, 4H).

5. o]a¥Entaug BEulol= (33.9 mL, THF % 2 M, 67.9 mmol)Z THF (10 mL) % E-3.5 (2.45 g, 6.79
mmol)e] &Ml N, st 0ColA H7lsigith.  EFES 20TelA 16A12F &b wukatqlch. &38| NH,Cl
(20 nL, ¥3} 4)& Hrbstar, E3E 30 mb) 2 FESIGT. #F f71 d= da (20 M=
A Z B, NaS0, Aol A AzA 7)o, A 7 2 (PE % EtOAc 0~20%)l 2la] A3k
o] E-3.6 (1.6 g, 55%)& A=A F53}3c}.

H NMR (400 MHz, CDCl3) & 3.65-3.55 (m, 1H), 2.01-1.85 (m, 3H), 1.85-1.49 (m, 3H), 1.49-1.36 (m, 12H),
1.36-1.22 (m, 10H), 1.22-1.02 (m, 9H), 1.02-0.98 (m, 4H), 0.98-0.80 (m, 7H), 0.66 (s, 3H).

6. DMP (3.12 g, 7.38 mmol)Z DCM (30 mL) 3 E-3_6 (1.6 g, 3.69 mmol)e] &M H7lsidvt. 1 3, v-3
ES 20CoA 307 & wRESATE. whE E3bEol 238} 4749 NalCO; (20 mL) 89, 44 323} Nay,S,0; (20

mL) el oJojA FZ, DM (2 x 20 mL)S H7tekalvh. & #§71 & 4 23k NaHCO; (3 x 10 mL) &4
92 A5 (20 nL)E AASFIL, NaS0, AolA HAxA71a, oFstar, g sl $FAIA E-3.7 (1.6 g, =
2d)s LARAN F53A.

H NMR (400 MHz, CDCls) & 2.55-2.80 (m, 3H), 2.80-2.23 (m, 1H), 1.98-1.81 (m, 2H), 1.81-1.1.69 (m,
1H), 1.69-1.25 (m, 16H), 1.25-1.01 (m, 10H), 1.01-0.81 (m, 14H), 0.67 (s, 3H).

7 (1.45 g, 3.36 mmol)2] &Mool 0CelA g ®o] M7}

E-3_
k. H7SE &, EHES 20ToA 1A17F Bob wuksar, NHCL (20 mL, ¥3} AR AAsAY. =%
] 2=

ES DM (2 x 20 mL) o2 FZE3FYh. 3 §7] A4S 94 (2 x 10 mL) & A A3, Na,S0, ol A 7AzA]7]
3, Agsta, w=A 73, S ZE (PE F EtOAc 0~20%) ] 93] AA|ste] E-3.8 (1.2 g, 83%)<S A=A
FE3ATT.

I NMR (400 MHz, CDCl3) & 3.80-3.70 (m, 1H), 3.70-3.55 (m, 1H), 2.05-1.82 (m, 3H), 1.82-1.55 (m, 4H),
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[1183]

[1184]

[1185]

[1186]

[1187]

[1188]

[1189]

[1190]

[1191]

[1192]

[1193]

ZIHSdl 10-2025-0054838

1.55-1.35 (m, 5H), 1.35-1.00 (m, 18H), 1.00-0.79 (m, 17H), 0.66 (s, 3H).

8. Hlzxd F=go]l= (1.85 g, 13.2 mmol)E ¥ (20 mL) F E-3.8 (1.15 g, 2.65 mmol)e] &Mo H7}s}
Atk HHE EFES 20TAA 4A1ZF S wakekglth. WS EES E (20 mb)o FAT. £3}ES EtOAc
(2 x 20 ML) 2 FE3TE. ek f7] e £33 44 (2 x 10 mb)E AH3FaL, 7 Na,S0, AollA AdzxA]7]
i, @4%# %qﬂﬂﬂ,% 7 2% (PE % EtOAc 0-100)l °l8) gAlste] &332 A4& (1.45g, Bd)
S 3E AAME (1.45g, E¢3H) S SFC (2™ AD(250mm#*50mm, 10um), 8 : 30-30% B
(A= O.I%NHg/Hj), B= EtOH), 5 200 mL/¥E)ol o8] AA S| E-3_9 (I= 2, 470 mg, 33%, DE%= 100%)E L

AZA, 183 E-3_9A (3= 1, 600 mg, 42%, DE%= 99.1%)E A EA F5a19ct.

E-3_9A:

'H NIR (400 MHz, CDCl3) & 8.10-7.99 (m, 2H), 7.60-7.50 (m, 1H), 7.50-7.38 (m, 2H), 5.15-5.05 (m, 1H),
2.05-1.70 (m, 6H), 1.70-1.35 (m, 5H), 1.35-1.05 (m, 19H), 1.05-0.82 (m, 17H), 0.65 (s, 3H).

SFC Rt = 10 Z=ZvlEd 3 F 3.344%F, AD_3_EtOH_DEA_5_40_25ML, 100% de.

E-3_9:

'H MR (400 MHz, CDCly) & 8.10-7.99 (m, 2H), 7.60-7.50 (m, 1H), 7.50-7.38 (m, 2H), 5.25-5.15 (m, 1H),
2.05-1.80 (m, 3H), 1.80-1.45 (m, 15H), 1.45-1.09 (m, 13H), 1.09-0.85 (m, 16H), 0.68 (s, 3H).

SFC Rt = 10% IAZwlE1#j3 3 3.851%, AD_3_EtOH_DEA_5_40_25ML, 99.1%de.

9. NaOH (531 mg, 13.3 mmol) % H,0 (0.5 mL)S THF (2 mL) 2 MeOH (2 mL) % E-3_9A (600 mg, 1.11 mmol)<]
&oll 25TAA H7skATk. &AE 50Tl A 48413 &2t amq—<%(mmw%-ﬂﬂﬂ@qA FEe
EtOAc (2 x 10 mL)2 FE3Y. &3 F7] T NaS0, oA dxA71a, ddgstar, 1F sk 5FAA
Z ARES #5390, o] Me(N (10 mL) o2 s elsle] 54 AAHE 69 (473 mg, 99%)E LA ZA I
533ttt

(
—

A

I NMR (400 MHz, CDCl3) & 3.68-3.55 (m, 1H), 2.01-1.85 (m, 3H), 1.85-1.70 (m, 1H), 1.70-1.45 (m, 8H),

1.45-1.22 (m, 13H), 1.22-1.05 (m, 8H), 1.05-1.86 (m, 15H), 0.66 (s, 3H).
LONS tR = 2% I =vwlE1#9] 3 1.403%, 30-90AB_ELSD, 4= 100.0%, MS ESI AIAFR] CoHi [MHH-21,01" 397,
A 2] 397.

Ao 65: (3S,5S,8R,9S,108,13S,14S, 17R) -3 & -17-((2S,39)-3-3| =2 A -4-w| & #A E}-2-41 )-10, 13-T] ¥ & 3!
At FFe| 22 -1H-Al E 23 EHa] S G E#-3-8 (65)2] ¥4
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[1194]
[1195]

[1196]

[1197]

[1198]

[1199]

ZIHSd 10-2025-0054838

Z4

Y

65 34

N-8-11_1 (30 mg, 0.0741 mmol, &3S FH|-Z4 (PE 5 EtOAc 25%)°1 <8 AAsI 65 (9 mg, 30%)E

nAZA FEHA.

65:

I NIR (400 MHz, CDCl3) & 3.18-3.07 (m, 1H), 1.98-1.81 (m, 2H), 1.71-1.58 (m, 6H), 1.53-1.31 (m, 7H),
1.30-0.98 (m, 14H), 0.97-0.78 (m, 14H), 0.70-0.60 (m, 4H).

LCMS Rt = 7.0% AZvlEI#H I F 4.3873, 30-90AB_7MIN_E, % 97.6%, MS ESI AXFA] Collys [M+H—2HZO]+
369, A=A 369.

AAld 66:  (3S,5S,8R,9S,10S,13S,14S, 17R)-3-o &-17-((25,3S)-3-3| = ZA]-4-(2-H AN FEZZ 2 F ) 2 e}-2-
)-10,13-g D AL E| 718 E2-1H-A S 2 EHa] A FEA-3-2 (66)9 T4
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[1202]

[1203]

[1204]

[1205]

[1206]
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LAH
THF

BzCl

SFC

1. THF (50 mL) 3 N-8-7_2 (1 g, 2.41 mmol)®] &Mol LiAlH, (914 mg, 24.1 mmol)E 0ColA H7}atitt.
3| A Hedls 66T 18417 F<F 7HEsth. v EFES 0CE W4A7]a, W (914 mg) = AA 3
o}S-, 15% w/w NaOH 474 (914 mg), & (2.74 g)& ﬂ@ﬂﬁﬂn ESES Austal, oIE AolaE DM (3
x 50 mL) o2 AF3RT. APES FAA FFES S50, olF Fd4 A=vEIHY 23] (PE F
el olAE|lo)E 10%) e o3 AAIste] N-8-7_3 (192 mg, 19%) 2 N-8-7_3A (397 mg, 39%) & QS U=A 53}
pa=

N-8-7_3:

I NMR (400 MHz, CDCly) & 5.59 - 5.36 (m, 2H), 3.69 - 3.61 (m, 1H), 2.25 - 2.12 (m, 1H), 2.08 - 1.81

(m, 3H), 1.68 (d, J = 10.0 Hz, 3H), 1.64 - 1.54 (m, 9H), 1.53 - 1.15 (m, 11H), 1.14 - 0.92 (m, 5H),
0.92 - 0.85 (m, 5H), 0.83 (s, 4H), 0.69 - 0.60 (m, 4H).

N-8-7_3A:
' NMR (400 MHz, CDCl3) & 5.62 - 5.37 (m, 2H), 3.62 (br d, J=10.0 Hz, 1H), 2.20 - 2.06 (m, 1H), 1.99 -

1.61 (m, 6H), 1.61 - 1.44 (m, 11H), 1.43 - 1.18 (m, 5H), 1.16 - 0.94 (m, 6H), 0.94 - 0.85 (m, 5H),
0.82 (s, 5H), 0.70 - 0.58 (m, 6H).

2. DCM (10 ml) & del€eld (5%, 2.59 L & 1 M, 2.59 mmol)] &Well CH,I, (1.38 g, 5.18 mmol)E 0
ColM 159] 7ol AA H7Fskivt.  ¢-d dEE 0 TolA 10 &9k wuksar, DA (15 ml) & ARzl
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[1207]

[1208]

[1209]

[1210]

[1211]

[1212]

[1213]

[1214]

[1215]

[1216]

[1217]
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E 7= ((4R,5R)-2-(tert-5-9)-N4 N4 N5 No-H| Etw|El-1,3, 2-T| AL E -4 5-t 7t 2 50l =) (139
mg, 0.5182 mmol) ¥ N-8-7_3 (180 mg, 0.4319 mmol)2] dn|FAHd &NE F&s A-AE T3l HUbsta,
ol ¥hg EFE> FHsh Walsiglth. &S 25CE JFRHES Sha, 25CoA 1643 ok wnkait
=S X3t A NHCL (150 ml)o] H7bel oal] A e, S Bgsta, 74 4S5 DA (3 x
60 ml)o= FZ3ct.  Fek {71 S A28 NalCo; 54 (150 ml), 38} 4 NaS:0; (150 mL), B A<
(100 mL) = M AH3FL, Na,S0y AellAl Hd2A7IaL, ofstar, 7sE stell sFA7]a, AHEs Fd 29 A=
vtE g (PE 5 old olAlElolE 11%) o] 23] AAIste] N-8-7_4 (60 mg, 32%)E AAZA 5313},

\\J

H MR (400 MHz, CDCl3) & 3.77 (br s, 1H), 1.99-1.87 (m, 2H), 1.70-1.56 (m, 6H), 1.54-1.34 (m, 6H),

1.31-1.16 (m, 5H), 1.15-1.05 (m, 1H), 1.15-0.97 (m, 7H), 0.99-0.94 (m, 1H), 0.92-0.77 (m, 10H), 0.69-
0.58 (m, 6H), 0.52-0.13 (m, 5H).

3. 99 (3 ml) F N-8-7_4A (60 mg, 0.1393 mmol)e] &Ml 25 Wz E2dol= (39.1 mg, 0.2786
mmol)oll ©]o]A DMAP (6.79 mg, 0.05572 mmol)ZE H7}atFch.  wh 2S5 60CoA 16417 T wwkslyd
b, WkS EIES DOM (80 mL)o = FAEkgitt. DM AMS E (100 mL), 1.0 M HCl 44 (2 x 100 mL), 10%

NaHCO; =48 (2 x 100 mL), €44 (100 mL)& A= 383l Na,S0, JolA] AZA 7|3, AFsta, [AF sho] EHA)
FEsgon, o2 ZH4 ZY (PE 3 dg olAHE 19)d &) AAlste] N-8-7_5 (24 mg, 32

LCMS Rt = 2% Z=vpEels] F 1.431%, 5-95AB 2208254, +% 90%, MS ESI ZIAEA] CagHs0r [M-H0+HI]
517.3, A5A] 517.3.

SFC ¥=L 1: Rt = 108 AZvlE2g)v] % 5.703%, AD_3_EtOH_DEA_5 40_25ML ("7]2Z+= AD-3 150x4.6mm 1.D.,
3um o]%*o A:CO, B:ollEH& (0.05% DEA) THl: 58 5oF 5%l 4 40% BolaL, 2.58 5t 40%] o]o]x, 2.55
Qb 5% B A - 2.50L/8 2 &% 35C").

4. N-8-7_5 (24 mg, 0.04487 mmol)Z SFC (Z&: AD (250mm#*30mm, 5um)), “FHi: 40-40% B (A= 0.1%NH;/H,0, B=
EtOH), 3 50 mL/&E)ol o) AAste] B4=3F N-8-7_6 (RT: 5.732, 19 mg, B43H)S LARA F5390.
ofw gt o] JAAE F5ETA K33t

LCMS Rt = 2% FA=nlE-1e)y] 5 1.435%, 5-95AB 2208254, #% 98%, MS ESI ZIAHR] CogHs0r [M-H,0+H]
517.3, AZA 517.3.

SFC Rt = 10% FA=ntE 9] % 5.732%, AD_3_EtOH_DEA_5_40_25ML, 97.76%de.

5. THF/MeOH (0.5 mL/0.5 mL) 3 N-8-7_6 (19 mg, 0.0355 mmol)e] £He] & (0.2 mL) % KOH (19.8 mg,
0.0.3552 mmol)E H7IsFAth.  ¥kS EJHES 55ToA 16A13F FoF ke, &3S0 HCl (0.2 M, 50
n)S A7reknl. HErNS DOM (2 x 60 mL) o2 ==&t sk §7] AL 3% NaHCO; =4 (80 mL) 2 ¢
4 (80 mL)2 AAH3FaL, NaS0, AollA HdzA7|a, oistar, JF 3ho FFAA LAE 5313009, ol&

Sds-AzmrtEagy] (PE T old obAlHlo]E, 15%)°ll o8] AAlste] 66 (2 mg, 13%)S AAZA F538F3AT.

4
o

H NMR (400 MHz, CDCly) & 3.77 (br s, 1H), 1.98-1.87 (m, 2H), 1.70-1.57 (m, 7H), 1.54 - 1.28 (m, 11H),
1.26 - 0.94 (m, 12H), 0.91 - 0.84 (m, 7H), 0.83 (s, 3H), 0.72 - 0.60 (m, 4H), 0.51 - 0.15 (m, 3H).

LONS Rt = 2% ZF=uleg)s] 3 1.3158, 30-90AB_2MIN_E, %% 100%, MS ESI AIAFA] ColleO [M-H0+I]"
395.3, A&A 395.3.

A Ao 67: (3S,5R,8R,9S,108,13S,14S,17R)-17-((2S,3R)-4-A| S Z 3 & -3-3]| =2 A FogF-2-2 )-3-9 & -10, 13-T]
e A7} =2 -1H-A S 2 HEHal G EA-3-2 (67)2] T4
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[1219]

[1220]

[1221]

[1222]

[1223]

[1224]

[1225]

ZIHS3d 10-2025-0054838

67

Pd(OH),
—_—
MeOH

1. Pd(OH), (160 mg, AZF)LS MeOH (20 mL) = 32 (80 mg, 0.18 mmol)e] &Mo Hrlstdct. =&

o

Hy
(50Psi) sloll 50TolA 48A1%F Bt wksldlet.  EFES oFsta, sFA7]aL, FH-Ed4 (PE F EtOAc
0-15%)° <& AAsI] 67 (10 mg, 12%) 2 84 (30 mg, 37%) S IAZA 53¢},

67:

I NMR (400 MHz, CDCl3) & 3.76-3.66 (m, 1H), 2.01-1.78 (m, 5H), 1.76-1.58 (m, 7H), 1.52-1.31 (m, 13H),
1.28-1.10 (m, 10H), 1.09-0.99 (m, 4H), 0.96 (s, 3H), 0.93-0.86 (m, 6H), 0.67 (s, 3H).

LONS Rt = 2.0% I =uleE1e]3 3 1.508%, 30-90AB_E, 4% 100%, MS ESI AIAFR] CoHy [MHH-2H,0]" 409, 2

A 409.

AAd 68: (3S,55,8R,9S,108S,13S,14S, 17R)-3-0 & -17-((2S,3R)-3-3] =& A| 3] E -5-¢1-2-¢ )-10, 13-T] o & S A}
7lsl = 2-1H-A 223 eHal A FEA-3-2 (68)2] T4

68
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[1226]
[1227]

[1228]

[1229]

[1230]

[1231]

[1232]

[1233]

[1234]

[1235]

[1236]

ZIHSd 10-2025-0054838

1. % N-8-7_2B (250 mg, 0.868 mmol)E F7}= SFC (Z¥: AD (250 mm*30 mm,10 um)), —ul: 35-35% B (A=
0.1%NHs/H:0, B = EtOH), &: 60 mL/3)el Jal At 41 (I]= 2, 81 mg, 33%)S AAZA, 183 68

(3= 1, 78 mg, 31%)<S LAEAN 5390,
68:
' NMR (400 MHz, CDCly) & 3.87-3.78 (m, 1H), 2.21-2.12 (m, 1H), 1.99-1.86 (m, 2H), 1.80 (s, 3H), 1.73-

1.51 (m, 8H), 1.51-1.42 (m, 4H), 1.42-1.20 (m, 8H), 1.20-0.95 (m,7H), 0.95-0.79 (m, 8H), 0.95 (s, 4H).

LCMS Rt = 2% AZrEIHI F 1.188+%, 30-90AB_2MIN_E, =% 100%, MS EST AAFA] CoslysO [M+H—HZO]+ 397

SFC Rt = 10 Z=ZvlEd 3T F 6.465%, AD_3_EtOH_DEA_5_40_25ML, 100% de.

Ao 69: (3S,8S,9S,10R,13S, 145, 17R)-17-((2S,3S)-5-A| F = X 2 7 -3-3| &= E A F E}-2-2 )-3-9] & -10, 13-T] 1)
€1-2.3,4,7,8,9,10,11,12,13,14,15,16, 17-E| Egtu| 7}5| = 2-1H-A| 22 A EHa ] B G E A -3-2 (69)2] A4

$-500-6-19_3 69 6

1. NaBH; (2.46 g, 65.1 mmol)= THF (5 mL) % MeOH (5 mL) & S-500-6-19_3 (700 mg, 1.63 mmol)<] &oldj
15CoA ofg] BRo=z Hrlsldtt. 15TolA 208 st wwtdr 3 E3&ES NH,Cl (20 ml, ¥£3} $4)= A
Z38tal, EtOAc (50 mL)E F& 6}213} 71 58 &85k, IF st EFAIA 760 mg THES TAZA F
Sstglon, o2 Z#4 Z¥E (PE 3 0~35%9 DCM/EtOAc (1/1))& #us

35%, E3H)S AAZA FEINY. BEE 6 (250 mg)S =4 ZE (PE £ 0~35%2] DCM/EtOAc (1/1))9l
&) F7t2 2gdke] 6 (170 mg, 23%)S LA ZA F53AT.

69:
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[1237]

[1238]

[1239]

[1240]

[1241]

[1242]

[1243]

[1244]

[1245]

[1246]

ZIHSdl 10-2025-0054838

' NMR (400 MHz, CDCl3) & 5.33-5.23 (m, 1H), 3.75-3.63 (m, 1H), 2.41-2.31 (m, 1H), 2.09-1.85 (m, 4H),

1.78-1.59 (m, 5H), 1.53-1.38 (m, 9H), 1.38-1.05 (m, 9H), 1.03 (s, 3H), 1.00-0.91 (m, 1H), 0.91 (d, J =
6.4 Hz, 3H) 0.85 (t, J = 7.6 Hz, 3H), 0.69 (s, 3H), 0.68-0.60 (m, 1H), 0.45-0.36 (m, 2H), 0.09--0.08
(m, 2H).

LCMS Rt = 2.0 AZvtE2H I F 1.3874, 30-90_AB_E, =X 98.1%, MS ESI ALHA] Colly,0 [M+H—H2~O]+ 411,

' NMR (400 MHz, CDCl;) & 5.32-5.24 (m, 1H), 3.77-3.66 (m, 1H), 2.41-2.31 (m, 1H), 2.09-1.91 (m, 3H),

1.79-1.59 (m, 6H), 1.55-1.21 (m, 14H), 1.21-1.06 (m, 4H), 1.03 (s, 3H), 1.00-0.95 (m, 1H), 0.93 (d, J
= 6.8 Hz, 3H0) 0.85 (t, J = 7.6 Hz, 3H), 0.70 (s, 3H), 0.68-0.62 (m, 1H), 0.49-0.38 (m, 2H), 0.11-0.02
(m, 2H).

LOMS Rt = 2.0% FA=ulE1e)m 2 1.380%, 30-90_AB.E, <% 100%, MS ESI Z1AF] Colli0 [M4H-H,0] 411,
AEA] 411,

AAd 700 (3S,8S,9S,10R,13S,14S,17R)-3-o & -17-((2S,35)-3-3] =& A -4-(3-W & S A eb-3- ) Fgh-2-2 ) -
10,13-yM|€-2,3,4,7,8,9,10,11,12,13,14,15,16, 17-Hl E&} | 7} 8| =2 -1H-A 2 HEH a | A FEA-3-&  (70)2]
6]‘:]1-/%]'

1=
Br

N-014-005_3

Mg, THF

N-14-12_4

1. THF (2 mL) & Mg (807 mg, 33.2 mmol) 2 I, (1 mg)e] et N, s}l 50~55Co| A THF (8 mL) & N-
< 55TCAA A7 B9t Rk, &%
239t THF (10 mL) 3 N-14-12_4 (1.01

DR

=

—_ O
to 3 % o

014-005_3 (2.5 g, 15.1 mmol)9] &NE& Hrlstgdry. =3
THF (10 mL)® 3]A43}aL, JMEW Flo] F<& GAlel AA A
2.83 mmol)e] fMol|l AjEo] Az 3-[(HEX <) WE]-3-veAE (THF 20 mL Z 15 mmo
oA sk, EFES 15TA 4z SF wRksigith. E3Ed NICL (20 mL, 10% 543
A7te gtk £¥ES EtOAc (30 mL)E FE3AT.  # Fa, A3 sl HEHAA
Zd4 29 (PE F EtOAc 0~30%)° 23] gAste] &2 (190 mg, 15%)S WA A ZA F53152
SFC (Z&: AD(250mm#30mm,5um), &7 : 0.1%NHsH,0 ETOH, ul: 50%°lA 50%, +3F(ml/E): 60ml/%&, 2
o8 AAste] 33 (M= 1, 110 mg, 9%) 2 70 (I 2, 30 mg, B WA nAZA 5359},
70 (30 mg, BweH)S A7t A (PE F EtOAc 15 %) oA Z Z=2wtE g glo] o] AAste] 70 (1
5%) = WA LA A 53T

—r‘ﬂ}-llj

_L4

A
ofj
o
Sh
aC)
ol
=il
2

2 o

Erki
& -

T

~—

g
Ay
i

(e}

m,

0Q

33:

I NIR (400 MHz, CDCl3) & 5.30-5.26 (m, 1H), 4.59-4.70 (m, 1H), 4.50-4.48 (m, 1H),4.36-4.33 (m, 1H),
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[1247]

[1248]

[1249]

[1250]

[1251]

[1252]

[1253]

[1254]

[1255]

[1256]

[1257]

ZIHSdl 10-2025-0054838

3.83 (s, 1H), 2.40-2.33 (m, 1H), 2.10-1.50 (m, 17H), 1.49-1.35 (m, 9H), 1.30-0.80 (m, 13H), 0.68 (s,
3H).

LOMS Rt = 3% I =nleE-1e)s 3 1.069%, 30-90AB_2MIN_E.M, 2% 100%, MS ESI AIAFZ] Coll0s [MHI] 445,
ASX] 445,

70:

H ONMR (400 MHz, CDCls) & 5.30-5.26 (m, 1H), 4.10-4.02 (m, 1H), 3.81-3.70 (m, 1H), 3.50-3.41 (m, 2H),

3.34-3.30 (m, 1H), 2.35-2.31 (m, 1H), 2.10-1.50 (m, 18H), 1.49-1.05 (m, 13H), 1.05-0.90 (m, 4H), 0.90-
0.80 (m, 3H), 0.67 (s, 3H).

LOMS Rt = 3% I =upeEre)s 3 1.115%, 30-90AB_2MIN_E.M, %% 100%, MS ESI AIAFZ] CoH0s [MHH] 445,

Ao 710 (3S,5R,8R,95,10S,13S,145,17R) -3~ (M S A W& )-10, 13-t W & -17-((2S,35)-4,4,4-EB| EF 2 2~
3-8 = A E-2- Q) EAte 7S ER-1H-Al 2 2 e a S EM-3-2 (71)9] 94

OH

%,
"

TMSCF3, CsF
_—
TBAF.3H,0, THF

N-004-022_5

1. THF (5 mL) < N-004-022_5 (200 mg, 0.531 mmol), CsF (40.2 mg, 0.265 mmol)2] &Ho| N, 3ol 0TelA]
TMSCF; (187 mg, 1.32 mmol)& H7Fsitl. EdES 25TolA 1417 &< aubslgivl. &ghEd] TBAF.3H.0
(836 mg, 2.65 mmol)E FH7Fsldth. 25TelA 2A17F &9t wwkel & E3h&-8 50% NH,CL (20 mL) 2 217 8kar

EtOAc (2 x 10 mL) & F=3I3tk. 3 F7] A2 94 (20 nb) & MRS, 4 NaS0y AollA HAxA]7]aL,

oAFsla, AF st H&2AAT. FAFES A A FzelEay (100-200 W4 287t A, PE/EA=10/1)
o ols] AAEe] 9 (56 mg, 24%) ¥ 71 (30 mg, E3H)S WA uA 2N S5},

71 (30 mg, 0.067 mmol)L n-2F (2 mL) O ZHE 25Col|A AZAAS ] 71 (24 mg, 10 %S WA 3 ZA

' NMR (400 MHz, CDCl3) & 4.08-4.00 (m, 1H), 3.39 (s, 3H), 3.24-3.18 (m, 2H), 2.22-2.15 (m, 1H), 2.02-

1.77 (m, 5H), 1.75-1.68 (m, 2H), 1.64-1.52 (m, 5H), 1.47-1.31 (m, 6H), 1.28-1.01 (m, 10H), 0.97 (s,
3H), 0.67 (s, 3H).

LCMS Rt = 23 ZA=ZwET F 1.1054, 30-90AB_POS_E.M, =X 100%, MS ESI AIAEXA] CosHyiFs0s [M+Naf
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[1258]

[1259]
[1260]

[1261]

[1262]

[1263]

[1264]

ZIHSd 10-2025-0054838

469, A== 469.

2] 4 72: (3S,8S,9S,10R, 13S,14S, 17R)-3- & -17-((2S, 35)-3-3| == A A Ak-2-4 )-10, 13-T| W & -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-E| Eg} |7} 8| E 2 -1H-A| S 2 A EHa ] A G EA-3-2 (72)¢] A

$-500-6-1_1 72

1. Z29ul7dl¢ B2ulo]l= (3.34 mL, 6.69 mmol, THF % 2M)S THF (30 mL) % S-500-6-1_1 (800 mg, 2.23
mmol)2] &l 0CoNA HH3] M7, H71e &, EFES 15ToA 1A T wiksiddet. E3ES
3} NH,CL (40 mL)E ZAAsEaL, EtOAc (3 x 20 mL)E F3E35tgth. 33 f7] A4S 95 (2 x 30 nL) 2 A H s}
3, NaS0y AolA AxA7I, 55S oAFsta, Fv-2Y4 (PE & EtOAc 0-15%)° <3l AdAst] 72 (500

mg, 56%)E UAZA FEITE.

S-5
5
[<2]
=

' NMR (400 MHz, CDCl;) & 5.31-5.26 (m, 1H), 3.72-3.64 (m, 1H), 2.41-2.31 (m, 1H), 2.07-1.85 (m, 4H),
1.77-1.69 (m, 1H), 1.62-1.54 (m, 3H), 1.52-1.38 (m, 9H), 1.37-1.16 (m, 6H), 1.15-1.01 (m, 7H), 0.99-
0.88 (m, 7H), 0.87-0.82 (m, 3H), 0.68 (s, 3H).

LCMS Rt = 7.0+% AZnlEH T ZF 4.979%, 30-90AB_E, =% 98.8%, MS ESI ZIAFA] Cylys [M+H—2H2~O]+ 367,
A Z2] 367.

AAje]l 730 (38,5S,8R,9R, 10S,13S,14S, 17R)-17-((2S,35)-3-38] == A -6-m & 3 €}-2-2 )-3, 13- vl &l &l A} o] 7} 3]
EZ-H-Al 2 e a] A GdE/N-3-& (73)9] 4.
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[1265]
[1266]

[1267]

SIS 10-2025-0054838

MeONa Li/NH3 (2 3)
—_—

954 THF

aA 1

BuOK

9-BBN o] %]
—_—
NaOH, H,O0,THF .

1), 9-BBN ©] F]
—_——
2), NaOH aq. H,0O,

73

1. Ny atell 7z L2k (1 L) & G-21-1 (40 g, 110 mmol)e] &Mo] AF WEAZ (29.7 g, 550 mmol)E #
7betith. EFHES 110TolA 16A13F FoF aslitt. TS &2 EFo] A9 AREHUSS Yeh)ic).
|WlE 1/3 FI7A AAStE, 2FES 2 M HC1S AH83te] pH=5~62 A EFA17]a1, DCM (500 ml*3)o2 &
EAMYEE (500 mL), 94 (500 mL)E MAHSta, SAGEF A 1 AZA 7|3, BZAAC}.
S AHEgF A (PE:EA:MeOH=3:1:0.1) AollA Zd Azvtezide o&) AAlste] G-21-4A (11 g,
S WA DA ZA F5EIGICE.
2. Li (2.54 g, 363 mmol)9] ®ME oy o}®F (1000 mL, 1.5A1Zre] A= 13-6012 Az )] -70ClA o
g FEoa HUbsdtr. E3}ES EE Lio]l §3ld w7k -70TCHdA 301 &<t wdtelditt. T4 HES]
2FT 400 ml T G-21-4A (11 g, 36.3 mmol) % tert-BuOH (5.38 g, 72.6 mmol)2] &8 Z7}sla, ¥H-
FEo] o w Wale w7t 90% F<F wylalgltlh. TLC (PE: EA= 1:1, PMA)E th¥2<] STMo] AR E]
=& YEIY.  dsdEE (16 908 #HUista, #AFge] dRUolt FHIESE Frt. IRHES 0.5N
1 (500 mL) ¥ gZ22dek (500 mL x 2)22 F&3Ach. &3 §7] & E3} NallC0; §Hoz M3,

Na,S0, AollA AFxA 7], ofsta, 5FAA (-21-54 © G-21-5B (10 g, E3H) 9 EFES FE550H,

& 32 rhr m
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[1269]

[1270]

[1271]

[1272]

[1273]

[1274]

[1275]

[1276]

3IHSd 10-2025-0054838

o AH F& WAl F7b A glol g,

3. ¥4 22 100 oL ¥ 6-21-5A 2 G-21-5B (10 g, 27.9 mmol)94 {5 PCC (16.6 g, 65.6 mmol) %
T2 A (16.6 g)& A7EALE.  25To|A 247F EoF wwd 3 TLC (PE: EA = 1:1, PMA)E STMo] ARE]

ASS YeEhIT. Y £98 s5A7 A, a4 A (AR odEE/dE oldEolE = 5104 WAl A=
Aol 2:1) AlA Aznteagy 2 AAste] G-21-64 (4.6 g, 46.4%)2 53T},

(<3

4. 0CoNlA A slo] EF< (120 mL) = BHT (34.8 g, 158 mmol)e] &do] EgmgdIng (& = 2
M, 39.5 mL, 79.1 mmol)& Z7}e}Ttt. 20TolA 30& Fo+ wwe 3 EFQl (80 mL) F G—21—6A (8 g,
26.4 mmol)e] &G AL o -70TAA F7FstFdl. -70To A 308 w9k sk 3 MeMgBr (told o
2 F 3M 26.3m, 79.1 mmol, °HZ F A< Arlsict. APE EFES -70TCoA 127 &<+ wvkst
3, dE A AJEZAF (300 mL)oll W3] B, EtOAc (3 x 100 mL) & F=&9ct. &3 §7] =&
(300 mL) 2 MA3IAL, FF FAGER oA dAxA71aL, ogfsta, s5A171a, F¥-Fd4 (PE 5 EtOAc
0-40%)° 2l A3kl N-4-10_1 (6.5 g, 77%) < WA A=A 5330},

'H NMR (400 MHz, CDCl3) & 2.60-2.49 (m, 1H), 2.47-2.37 (m, 2H), 2.34-2.19 (m, 3H), 2.14-2.03 (m, 1H),

2.00-1.82 (m, 3H), 1.73-1.58 (m, 3H), 1.56-1.46 (m, 2H), 1.36-1.26 (m, 3H), 1.24 (s, 3H), 1.21-1.07
(m, 2H), 1.04 (s, 3H), 1.00-0.84 (m, 1H), 0.82 (s, 3H).

5. 20ColA Ny shell F4= THF (200 mL) < R EHHAIEZATT (22.6 g, 61.1 mmol)e] HE-H 7+
F 2-vEZE2d-2-2#olE (6.84 g, 61.1 mmol)E H7FetHTt. 40TCelA 308 FoF wwh3k
(50 mL) & N-4-10_1 (6.5 g, 20.4 mmol)9] &d& M3 Ittt AHE EFES 40T 5t
WHFE ohS ) 44 NHCL (400 mL) = A 3FaL, EtOAc (2 x 150 mL) 2 FZ3st9th. 3 §7]) A4S s ER
Aol Al AxAIF 3, AHsta, FFA71a, A2l7F A (PE 5 EtOAc 0-25%) ol Z§ A ZmfE g ule)] s
AA ke N-4-10_2 (5.5 g, w%e Eﬂzwﬁui¢%ﬂ%@.

" ONMR (400 MHz, CDCls) & 5.22-5.13 (m, 1H), 2.91-2.81 (m, 1H), 2.62-2.51 (m, 1H), 2.50-2.39 (m, 2H).
2.38-2.24 (m, 1H), 1.91-1.81(m, 1H), 1.80-1.70 (m, 4H), 1.55-1.41 (m, 4H), 1.36-1.25 (m, 5H), 1.23 (s,
3H), 1.21-1.04 (m, 3H), 1.01 (s, 3H), 0.98-0.84 (m, 2H), 0.81 (s, 3H).

6. THF (100 mL) % N-4-10_2 (5.5 g, 16.6 mmol)<] &3F-&o N, 3loll 15TCollA 9-BBN o]&A] (8.10 g, 33.2

mol)E H7FsIATE.  50TCelA 1AZF &<F wpkeh & £35S 156TE WAk, NaOl 4 (33.2 mL, 5
M, 166 mmol)< 15C mWrell A A7}st ths, H0, (18.8 g, 30%, 166 mmol)E 15C W|WtolA] A7}sie). &3}

=5 EtOAc (3 x 100 mL) 2 F=3 . &3 77 A4S 23} NapS:05 (5 x 100 mL) o2 A2 3}ar, Na,S0, 2l
A AxA71AL, AGstaL, FFAA 7 g £ BEAE FEI%en, ol & T AH AFSSSIH.

7. DCM (300 mL) & N-4-10_3 (7 g, 19.9 mmol)e] -&ol DMP (25.2 g, 59.6 mmol)& F7}a3ltt. 20CelA
102 &t wukeh & wkg EFES 4 3o phrb oF 97F & wizbA] E8F NaHC0; &9 (500 mL)o.& 7135t

Ak, =S ousidn. DN T wEskal, 4 4= DA (200 mL) o= FESAG. #I F7] e
E3} NaSi05 4 (3 x 400mL), E3F NaHCO; (400 mL), 4= (400 mL)& A HFHL, Na,S0, “golAl AZA 7)1,

o Fslar, wEA7)a, FH)-Zg2 (DM 3 EtOAc 0-20%)9 &3] AAste] N-4-10_4 (4 g, 53%)E wial 31x

)

I

H NMR (400 MHz, CDCls) & 2.77-2.67 (m, 1H), 2.65-2.38 (m, 3H), 2.32-2.17 (m, 1H), 2.09 (s, 3H), 1.88-

1.63 (m, 7H), 1.59-1.49 (m, 3H), 1.35-1.21 (m, 7H), 1.19-1.09 (m, 2H), 1.01 (s, 3H), 0.96-0.84 (m,
M), 0.57 (s, 3H).

8. THF (100 mL) & MePhsPBr (8.18 g, 23.0 mmol)2] &Erhe] t-BuOK (2.57 g, 23.0 mmol)E 78I TE. 40

CollA 108 FoF kst $ 2355 THF (50 mL) 5 N-4-10_4 (4 g, 11.5 mmol)2] &) 20Tl A3
A7vekich. Hubsk %@%%NMH(%Omﬁéﬂﬂ&ﬁ EtOAc (3 x 80 mL)Z Z3Z3lgt. &8 §7]
=

S NapS0y AollAl AxA71a, Astar, s FA713L, F8]-Fd4] (PE & EtOAc 0-25%)°l <3l “gAlste] N-
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[1277]

[1278]

[1279]

[1280]

[1281]

[1282]

[1283]

[1284]

[1285]

SIHES 10-2025-0054838
4-10_5 (3.2 g, 80%)E WA 3AZA 5330,

I NMR (400 MHz, CDCl;) & 4.88 (s, 1H), 4.70 (s, 1H), 2.48-2.37 (m, 2H), 2.31-2.22 (m, 2H), 1.89-1.77

(m, 4H), 1.75-1.61 (m, 7H), 1.54-1.45 (m, 2H), 1.34-1.29 (m, 2H), 1.28-1.24 (m, 3H), 1.23 (s, 3H),
1.17-1.05 (m, 2H), 1.01 (s, 3H), 0.93-0.83 (m, 1H), 0.51 (s, 3H).

9. THF (100 mL) & N-4-10_5 (3.2 g, 9.28 mmol)9] &&Eo| N, 3}ol 15ColA] 9-BBN o= (4.51 g, 18.5

mol)E F7lstdth. 50TCAA 1AZF B wyke & 3ES 15TE YA AT, NaOH =4 (18.5 mL, 5
M, 92.8 mmol)S 15C w|grell A A74ek vh3, H0, (10.5 g, 30%, 92.8 mmol)E 15°C mutel A AH7pstdct. =
FES EtOAc (3 x 100 mL) 2 F=E3ch. &3 771 A4S E3} Nap$:0; (5 x 100 mL) o= A2 &FaL, Nay,S0, A+
oM HAFAZ|aL, oFstal, FFAIA 5 g £ B2AE 5RO, o2 T Ao AFH A&
N-4-10_5A (5 g, 13.7 mmol)2] & Mo DMP (11.6 g, 27.4 mmol)E H7}stgdth. 20T A
g =S 74 9 pH7t oF 97F € w7k E3F NaHCO; 89 (300 mL) o2 73 s}
gixﬂr p;g%o o7sldty. DM FS& Egstz, 44 A4S DM (100 mL) o2 F=&9d. &3 &
(SXSWmD,LQNﬁw3B%mD A4 (300 mL) 2 AAEIL, Na,S0, AollA AFA]7] a2,
AFsla, E&=A7)3, Fu-ZHH (DM ZF oFAE 0-10%) 9] 28] AASte] N-4-10_7 (1 g, 20%)-S WA 371
2Z2A F5319 .
" ONMR (400 MHz, CDCls) & 9.58-9.55 (m, 1H). 2.52-2.27 (m, 4H), 2.08-1.96 (m, 1H), 1.84-1.62 (m, 8H).

1.51-1.39 (m, 3H), 1.32-1.21 (m, 7H), 1.17-1.06 (m, 5H), 1.01 (s, 3H), 0.94-0.83 (m, 1H), 0.66 (s,
3H).

11. THF (20 mL) & N-4-10_6 (400 mg, 0.832 mmol)2] &of o]A#Erav]E HEwle]= (1.65 mL, 3.30
mol, AEIZ & 2DE N, st 0CAA A7}elgtt. 0CAA 108 HQF waret & 388 x3} NHICl (60
mL) 2 AASFL, EtOAc (2 x 30 mL) 2 F=33ct. &3k 7] A4S 95 (60 mL)= A ASFaL, Nay,S0, ol A
AFAN 72, Afsla, sEA7|a, ZH)-Zd4] (DM F oFAIE 0-10%) <&l AAste] 73 (200 mg, 42%)<
WAl A=A FSEATE.

H NMR (400 MHz, CDCls) & 3.65-3.56 (m, 1H), 2.55-2.49 (m, 1H), 2.46-2.38 (m, 1H), 2.32-2.25 (m, 1H),
2.10-1.98 (m, 1H), 1.83-1.62 (m, 7H), 1.57-1.44 (m, 4H), 1.42-1.25 (m, 7H), 1.24-1.20 (m, 4H), 1.19-
1.04 (m, 5H), 1.01 (s, 3H), 0.94-0.82 (m, 10H), .0.63 (s, 3H).

LCMS Rt = 7.0% I=ZwpE-1#)y = 3.381%, 30-90AB.E. %% 100%. MS ESI AAFA] CuHi0, [MHH-H,01 415,
A=) 415,

AAld) 740 (3S,5S,8R,9R, 10S,13S, 14S, 17R)-17-((2S, 35)-3-3] == A]-6-W| & 3 €}-2- )-3, 13-t] v & 3 A} 1)) 7} 3]
E2-1H-AZF23eHa]lHFEAN-3-2 (74)9] A
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[1286]
[1287]

[1288]

ZIHSd 10-2025-0054838

0. tBuOK 9. NIAD 0' PhaPEtBrtBuOK
- BuOH MeMgBr

$-310-B9_1 200-N19-3_1 200-N19-M22_1

1) 9-BBN o] %l
—_—
2) NaOH aq.H;0z nrn

N-4-14_70

Pd(OH),
—_—
MeOH

1. t-BuOH (1.7 L)& 37" s o

f
18
I
k)
[>
H
2
&
ol
ES
5
Q
o
x
of
N
p‘h
=
S
Ar
offt
2
E
=

SFSItk. t-BuOK

(292 g, 2.61 mo)E &= #H7tsta, dgEo] FHald w7t wrkelsitt. 1 ¥, S-310-B9_1 (65 g,
238 mmol)S A7) = H7bskar, N, sholl 35TAlA 1.547F &<k wRkekgity. ¥he E3ES 10% 4 of
AEA (2 D)ol #a, 30% sk muksla, I FoF 2% 10T nvtez x84k, olojM, ZFES &
(1.5 )2 AHZsta, pHE NaHC0;& AMgste] 7-82 ZAstL, EFES 308 &< wskAd T s

MIBE (3 L)Z FZsklth. 7] T8 &8k, 94 3 x 1 LE AASHL, 74 Na,S0, dollA dxA7]a

o]F}slar, 35°C W Wro R EZA|A S-200-N19-3_1 (65 g, & EA)L od=2A FEa4Y. %= AFES AF
F& Al A8k

2. Al (700 mL) = 2,6-Ul-tert-H-E-4-wEH &= (340 g, 1.54 mol)e] &Ml AlMe; (385 mL, 770 mmol,
EF4d F 2 S 0ColA A7t EFES 25TAA 1A1ZF 59 wRkstar, MAD §Ho2A A3 AL8-3)
(k. e E5F<l (200 mL) B DCM (200 mL) & 200-N19-3_1 (60 g, 220 mmol)®] &S MAD &l N,
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[1289]

[1290]

[1291]

[1292]

[1293]

[1294]

[1295]

[1296]

[1297]

ZIHSd 10-2025-0054838

sloll -70°Coll A 3082 7I1zbll 2 H7FsEH Y. 6k EFES -70ToA 1417 FoF mukEitk,  o]o] A,
MeMgBr (220 mL, 660 mmol, o€ oHZ & 3M)<S -70TC 5

I Z7bskar, 1A FoF wEkskiyg. weES ¥
5l =240 AJEZAF (2 L)ol 0CollA] 531, 30% FoF wwsla, EtOAc (2 x 1 L2 FE390. &3k f7] A&
¥l 9 (2 x 1 DE MFHSIL, F NaS0, oA AxA7]a, d7sta, sFAHY. IRES Ayt 2

AZwlE 3] (PE/EtOAc = 10/11A4] 5/1)oll &3] AAste] 200-N19-M22_1 (33 g, 52%)<S AAZA 5313
o

I NMR (400 MHz, CDCl3) & 5.46-5.42 (m, 1H), 2.25-2.40 (m, 1H), 2.21-1.60 (m, 13H),1.35-1.21 (m, 4H),
1.13 (s, 3H), 0.98-0.83 (m, 6H).

3. t-BuOK (31.0 g, 277 mmol)E <= THF (500 mL) % PhsPEtBr (102 g, 277 mmol)2] &ErHo| 25Tl A N,

sloll 8k ol H7rslgith. 25Tl A 308 HoF wuks 3 200-N19-M22_1 (20 g, 69.3 mmol)< H7}slaL, 25
CTollA 2417 ot wuksliey.  whSES =4 NHCl (800 mL)E 0ColA AAstar, EtOAc (2 x 500 nL)& F

=otlth. &3 #§71 S 99 (2 x 500 mL) = AIFSAL, Na,S0, ZdellA dxA7]ar, ofistal, sFHAZT.
A

dFRES Ag7t A A2etE (PE/EtOAc = 10/141A4] 5/1)ell 913 AAste] N-4-14_1 (15 g, 72%)S LA

1

' NMR (400 MHz, CDCl;) & 5.43-5.40 (m, 1H), 5.16-5.10 (m, 1H), 2.41-2.33 (m, 1H), 2.28-1.86 (m, 8H),
1.78-1.71 (m, 1H), 1.69-1.50 (m, 11H), 1.41-1.10 (m, 6H), 0.94-0.81 (s, 3H).

4. 9-BNN o)A (66.9 g, 299 mmol)E <= THF (500 mL) % N-4-14_1 (30 g, 99.8 mmol)<] &M H7}slar,
Ny 3loll 0ColA 308 <k wtaley. wWhs E3ES 50CE 7F235ka, 1417 5¢F wtsldity. otz Wz
AZ1 3 EtOH (100 mL)E H7Fskgith. NaOH. 523 (99.8 mL, 5M, 499 mmol)S wi$ ¥d3] HA7letdrt. HO,
(53.0 g, 499 mmol, & £ 30%)Z HH3] H7sl, WH 2=Z 30T U]“Poi %x}L}Oﬂu} g?}%

7bedta, 1A3F Fok wwkedich. ke EStE S 5
oduala, FAF st FFAA N-4-11.2 (30 g, & )& ﬂiﬂi*ﬂ T;o}ow =S Z&%%%

o -85

5. Ag7F A (150 g) ¥ PCC (81.0 g, 376 mmol)= DCM (500 mL) = N-4-14_2 (30 g, & E2)9o] &l H7}
Stk RES EFES 40CE 7b2skar, 1A7F 59 wdtsiglt.  ¥be E3ES WZAI7]aL, PE (500 mL)=

Agstal, Agzt A =g F3 oHstar, aAE PE/DM (500/500 mL)= Aﬂﬂ gy, mdS ofdhalar,
AF ol XA 2= AAPES 53190, AFES A A azetEad s (PE/EtOAc = 8/1014 5/1)¢
S AARA F5ST.

H NMR (400 MHz, CDCl3) & 5.43-5.40 (m, 1H), 2.57-2.50 (m, 1H), 2.21-2.08 (m, 6H), 1.77-1.43 (m, 10H),
1.37-1.12 (m, 9H), 1.00-0.82 (m, 2H), 0.64 (s, 3H).

6. t-BuOK (14.1 g, 126 mmol)E F4 THF (300 mL) % PhsPMeBr (44.8 g, 126 mmol)e] &Erelo] 0T A N,
Sholl 3 Well H7lskder. WS EFES 25T A 308 b wwkEgth. N-4-14.3 (20 g, 63.1 mmol)S
7bsldek. WS EFES 40T E 7F8tar, 1A7F ok wweldtl. WhEES 0TolA W= (500 mL)ol F-A4
o, 4 A4S EtOAc (2 x 400 mb)E FE3HA. e 77 A4S 99 (2 x 300 mL)= Ak, F
Na,S0, ollAl AxAI713L, ogFstar, FFAHY. JFFES A7 4 29 (PE/EtOAc = 8/1~5/1) s A
A3ke] N-4-14_4 (19 g, B3 E DA ZAM 5319

O

By, o

H NMR (400 MHz, CDCl;) & 5.43-5.40 (m, 1H), 4.85 (s, 1H), 4.71 (s, 1H), 2.23-2.13 (m, 2H), 1.87-1.64
(m, 11H), 1.42-1.40 (m, 2H), 1.29-1.08 (m, 8H), 0.97-0.80 (m, 3H), 0.59 (s, 3H).

7. 9-BNN ©]ZA] (40.5 g, 181 mmol)E ¥4 THF (300 mL) = N-4-14_4 (19 g, 60.4 mmol)e] &Mo| 0TlA
Ny sfoll g el H7lsict. E3}ES 50CE 7F2star, 1A &9t adtelich, whg 35S WZha 7],
EtOH (100 mL)E H7}skgith. NaOH 543 (60.3 mL, 5M, 302 mmol)S wi$- 8] HA7}etgdct. H.0, (34.0 g,

302 mmol, B = 30%) 2 3 Hrlstz, FE 22 10C vvte 2 §A 5190, EFES 50CE 7F&sta,
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[1298]

[1299]

[1300]

[1301]

[1302]

[1303]

[1304]

[1305]

[1306]

[1307]

i

8. DCM (300 mL) & N-4-14.5 (17 g, & E4)9 & 25TA A7t A (60 g) L PCC (43.9 g, 204
mol)E 1 F-Eo2 HUsity. whg EFPES 40CTE 7F3ta, 1A 5
ZhAl71aL, PE (200 mL)E H7Fepivh. EdES A A9 H=F 8 ofFeta, iz

m)E AHsGAT.  Afst, AT sl FHAIA nLAE FEIGT. ARES HEgr A iiU}EZﬂM
(PE/EtOAc = 8/19|A] 5/1)9 93] AAste] N-4-14 6 (5.5 g, B+dh) S AARA 55
(50 mL) &F-E] 82Tl AMAARs}elete] N-4-14_6 (5 g, 91%)S A EAN F53110).

I NIR (400 MHz, CDCl3) & 9.60-9.56 (m, 1H), 5.42-5.40 (m, 1H), 2.58-2.51 (m, 1H),2.40-1.85 (m, 9H),
1.44-1.04 (m, 16H), 1.00-0.80 (m, 3H), 0.75-0.71 (m, 3H).

9. 7 THF (20 mL) 5 Mg (3.96 g, 165 mmol) % I, (1 mg)e] AEHS F= THF (63 nl) & 1 (12.5 g,

£}
82.7 mmol)<] &Mol N, 3loll 25CAA A7}ela, UF €52 65CE AEA7)a, 2417 59 wiksigin. =

SIS T4 Ao AH AREETE. o)A FEwlIYG BEwRlo]l= (83.0 mL, THF 5 1 ME 5 THF (50
mL) = N-4-14.6 (5 g, 15.1 mmol)&] &Mo] 1 FRo=z HArtsla, N, sto 0ColA A7 s, e 35

S 15C=2 7F3ka, AR 5k whkslslr,  whg EFEo X3} 4 NLCI (100 L) €98 FH71sksict.

FA A4S EtOAc (3 x 100 mL) 2 FE3 7] <

NasSO, AolA AzA7)5, olsfhelal, 1% £ oBAES Anaun. £ AAES A0 A 2
:":

2 (PE & EtOAc 0~20%)°l <3l AA|sle] N-4-14_7 (2.5 g, Ew3H) S 1A 2 A]

ox
[o
Hel
ot
@
&
<
>
)
]
g
fru
s
ZL
o
}1}
N »
Ny

H NMR (400 MHz, CDCls) & 5.40-5.37 (m, 1H), 3.67-3.61 (m, 1H), 2.19-1.71 (m, 9H), 1.64-1.28 (m, 13H),
1.18-1.03 (m, 7H), 0.95-0.78 (m, 12H), 0.69 (s, 3H).

10. DMPS] &9 (10.5 g, 24.8 mmol)el 25ColA] DCM (40 mL) 4.7

g E3ES 40CE 7Fsta, 1A B9F wwtalgitt, whe 2385 ¥3} NalC0; 4 pH 7~8& 10T w|gt
ol AAsAT. NS oAy, oJIE F DM A4S E@lskar, E3}F NalC03/NaS,0; 4 (1:1, 2 x
30 mb)E MAsta, &8 47 A4S 3} 95 (2 x 30 mL)E MHSAL, Na,S0, AellA AxA7)aL, o Fs}ar,
AF s wF5AA LAE F5IAT. AFES ZHUF ZF (PE 5 EtOAc 0~30%) <8 FA st N-4-
14.70 (1.5 g, 60%)S LA ZAN F58}%T).

(2.5 g, 6.20 mmol)< H7FslAT).

H MR (400 MHz, CDCly) & 5.41-5.39 (m, 1H), 2.56-2.31 (m, 3H), 2.19-1.83 (m, 5H), 1.84-1.42 (m, 12H),

1.30-0.97 (m, 12H), 0.96-0.77 (m, 8H), 0.74-0.70 (m, 3H).

11. MeOH (10 mL) & N-4-14.70 (1.5 g, 3.74)°] &4l NaBH, (1.42 g, 37.4 mol)E 25ColA Hzs] H7tst
wkekolth. W (100 mb)E H7bshal, £FES 302 F<F vkt 4 S DM (2 x

20 mL)i FEekt. &9 #7 AS 23 9 (2 x 20 L) 2 AIFSAL, 5 NaS0, el A=Az,

o s}star, EENA AAE ?%6}211:}. Aage Aderh A AzvkeEddy] (PE/EtOAc = 8/1°0A

5/1)el o8l AAst N-4-14_7 (1 g, 67%)S AAZA F5313 ).

:(o

- O&ﬂ
ol
-
o

'H NMR (400 MHz, CDCl3) & 5.41-5.39 (m, 1H), 3.65-3.63 (m, 1H), 2.20-2.16 (m, 1H), 2.11-1.88 (m, 5H),
1.86-1.54 (m, 10H), 1.33-0.99 (m, 14H), 0.95-0.79 (m, 11H), 0.70 (s, 3H).

SFC 3= 1: Rt = 4.644% 2 33 2 Rt = 10%8 FAZvtEays F 5.240%, AD_3_EtOH_DEA_5_40_25ML
(" 7)E AD-3 150x4.6mm 1.D., 3um ©]EA: A (0, BiolEFE (0.05% DEA) F-u: 5% =<k 5%l 4 40%

BolaL, 2.5% &<t 40%°l o]o1A 2.5% &<k 5% B % 2.50l/% ZH &&= 35T").
12. N-4-14.7 (1 g, 2.48 mmol)& SFC (Z# :AD(250mm*30mm,5um), Z31:0.1%NH;H.0 ETOH, A1Z:B:40%, F&
B:40%)ll s gAlste] 80 (I 2, 300 mg, =) B 83 (I 1, 250 mg, EEI)E ALAEA
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[1308]

[1309]

[1310]

[1311]

[1312]

[1313]

[1314]

[1315]

[1316]

[1317]

[1318]

[1319]

ZIHSdl 10-2025-0054838

)S MeCN (4 mL)SZFE 82°C 37 3o 1A+ S AZAsery. vk

F53FATk. 80 (300 mg, BT

ERES 25T YA, @S 2F sle] olFate] 80 (150 mg, 15%)S MARA 53190, 83 (250
mg, HE)S NeON (3 nl)Om Y] 82°C 5 Sl 1A3F Bk AAPSSAG. W EFEE 25CE YA
Ak, el AF sl ofalo] 83 (150 mg, 15%)& A=A F58AT

83:

I NMR (400 MHz, CDCl3) & 5.41-5.39 (m, 1H), 3.62-3.60 (m, 1H), 2.22-1.89 (m, 6H), 1.64-1.49 (m, 9H),
1.46-1.11 (m, 16H), 0.98-0.86 (m, 10H), 0.70 (s, 3H).

LCMS Rt = 2.0% AZntE 13 ZF 1.268%, 30-90 AB, =X 100%, MS ESI AMFA] CyHy [M+H—2H20]+ 367, A

SFC Rt = 10+ AZnlE1YT F 4.609%, AD_3_EtOH_DEA_5_40_25ML, 100%de.

H MR (400 MHz, CDCl3) & 5.41-5.39 (m, 1H), 3.63-3.62 (m, 1H), 2.22-1.67 (m, 10H), 1.64-1.36 (m,
12H), 1.16-1.03 (m, 8H), 0.98-0.80 (m, 11H), 0.70 (s, 3H).

LCMS Rt = 2.0% A=ZwntEIHI] F 1.276%, 30-90 AB, % 99%, MS ESI AIXEXA] Cyrlly [M+H—2HZO]+ 367, A

e

=] 367.
SFC Rt = 102 ZZvlE 189 F 5.236%, AD_3_EtOH_DEA_5_40_25ML, 100%de.
13. 7% PA(OH), (200 mg)E THF (3 mL) 2 MeOH (3 mL)
sttt dEAS AF slol grista, L2 33 HAIA
ot wytsle] SA) HErl S

2 AHsE.  odFfES

(PE/EtOAc = 8/114] 5/1)d

Z 80 (150 mg, 0.372 mmol)®] &Mo| Ar 3o 7}
itk EIES H, (50 psi) st 50CAA 1247 =

E9 =g E3 oJsta, DM (3 x 50 mL)L.
3| FES Ay A gEvEIYY

H NMR (400 MHz, CDCl3) & 3.63-3.61 (m, 1H), 1.96-1.85 (m, 2H), 1.78-1.50 (m, 8H), 1.45-1.19 (s, 12H),
1.17-1.00 (m, 11H), 0.98-0.83 (m, 11H), 0.72-0.59 (m, 3H).

LCMS Rt = 2.0% I @wulE1#)3 = 1.333%, 30-90 AB, <% 99%. MS ESI 14X CyHy [MH-2H,0] 369, 212
] 369.

A A4 75: (35,85,9S,10R, 133, 14S, 17R)-17-((2S, 35)-3-8] == A]-6-W & g €}-2-21 )-3, 10, 13- E 2| W & -
2,3,4,7,8,9,10,11,12,13,14,15,16,17-H Eg}t| 7} 8| = 2~ 1H-A| Z 2 H E} [a | A FE A -3-& (75)2] A
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[1320]

[1321]

[1322]

[1323]

[1324]

ZIHSdl 10-2025-0054838

S-500-2-9_2

1. DMP (2.44 g, 5.76 mmol)E DCM (10 mL) % 15_3a (1 g, 2.88 mmol)9] & H7leAYy. =2 3, ¥-$E&

15
= 25ColA 102 st wwsid. Wy = /3 3E3} NaHCO; (20 mL) & B 4 33} NayS05 (20
ml) &4& AH7kste] AMAsa, DM (2 x 50 mL) o2 FEF&At. 3 771 $& 4 E3} NallCo; (3 x 50
ml) &<} B 4 (50 nL)= AIHBFIL, NaS0y ellM AxA|71ar, oj3tstar, g stel FFA7A $-500-2-9_1

(1g, = Z22)s aARA F530}.

o |
b 2

I NIR (400 MHz, CDCl3) & 9.57 (br. s, 1H), 5.35-5.25 (m, 1H), 2.50-2.30 (m, 2H), 2.05-1.95 (m,

3H),1.95-1.80 (m, 1H), 1.75-1.65 (m, 1H), 1.65-1.60 (m, 3H), 1.55-1.50 (m, 2H), 1.50-1.40 (m, 2H),
1.40-1.30 (m, 1H), 1.25-1.20 (m, 2H), 1.20-1.15 (m, 2H), 1.15-1.10 (m, 6H), 1.05-0.95 (m, 5H), 0.90-
0.70 (m, 1H), 0.68 (s, 3H).

. AtaulE (641 mg, 26.4 mmol) @ I, (33.5 mg, 0.132 mmol)9e] &3+ES 60CoA wyketar, THF (20 mL)
< oladdrtavlg BEntol= (2 g, 13.2 mmol)®] &N N, el A7tetlc. 2 5, ¥k E¥ES 60T
oA 1IAIZE FF wwbelith. REE EFES ot FAE glo] olAdErtIld HEufol= gofo

A ARgE T, 2EvkE 888 THE (10 mL) % S-500-2-9_1 (1 g, 2.90 mmol)®] &ho] N, stol]l 0CCelA H7}
shodch. 1 &, 9k EFES 25TeA 1ARE ek anbekelth. whE EFES ¥s 4 NHCL (50 mL) &
Mol H7}star, EtOAc (2 x 50 mL)E FFE3FaL, G4 (50 nL)E MABFAL, NaS0, AollA A=A]7]aL,
oAatar, 1 el sHFAA = YHES #5330 S Aggk A 29 (BtOAc/PE = 1/4)9l 28]

5 A
AA sk B3 S-500-2-9_2 (560 mg)E A2 F5T

?R BN

' NMR (400 MHz, CDCl3) & 5.28-5.25 (m, 1H), 3.90-3.80 (m, 0.25H), 3.68-3.58 (m, 0.75H), 2.48-2.36 (m,
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[1326]

[1327]

[1328]

[1329]

[1330]
[1331]

[1332]
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1H), 2.05-1.95 (m, 3H),1.95-1.80 (m, 1H), 1.80-1.75 (m, 1H), 1.75-1.52 (m, 6H) 1.52-1.42 (m, 6H),
1.42-1.32 (m, 3H), 1.32-1.22 (m, 3H), 1.22-1.12 (m, 3H), 1.12-1.02 (m, 2H), 1.01 (s, 3H), 1.00-0.92
(m, 1H), 0.92-0.85 (m, 9H), 0.85-0.77 (m, 1H), 0.69 (s, 3H).

3. S$-500-2-9_2 (560 mg)E SFC (Z¥: 7124 (0D-3 150x4.6mm I.D., 3um ©]%5AF: A: (0, B:olEHE (0.05%
DEA) uf: 58 &<t 5% WA] 40% Bolal, 2.5% E<F 40% o]ojA], 2.5% =<k 5% B A F3F: 2.6mL/F Z
g 2w 35T)d &) AAEe] EE 30 (160 mg)S LA EA], @il 75 (265 mg, 47%)E LA RA F53
pa=

75:

" NMR (400 MHz, CDCls) & 5.35-5.30 (m, 1H), 3.70-3.60 (m, 1H), 2.50-2.40 (m, 1H), 2.05-1.90 (m, 4H),
1.85-1.75 (m, 2H), 1.75-1.60 (m, 1H), 1.55-1.45 (m, 8H), 1.45-1.25 (m, 8H), 1.25-1.10 (m, 4H), 1.10-
1.05 (m, 2H), 1.02 (s, 3H), 0.99-0.91 (m, 3H), 0.91-0.89 (m, 4H), 0.88 (s, 3H), 0.69 (s, 3H).

LOMS Rt = 1.5% I =ZuleE1e]3 3 1.162%, 5-95 AB, <% 99%, MS ESI ZA2F2] CoHus[MHH-2H,0]" 381, A1=%]
381.

AAd 760 (3S,5S,8R,9S,10S,13S,14S, 17R)-3-o &-17-((S)-1-(1-3| EZ AN S 2 Z 2 3 ) o & )-10, 13-t]| o & &
A 718 E2-1H-A S 2 HEH a| A G EA-3-2 (76)2] &4

Mel,K,CO3
—_—

NaClo, DMF

—_—

76

1. NaClO, (374 mg, 4.14 mmol), TEMPO (645 mg, 4.14 mmol) % NaClO (10 mL, & = 10%)< MeCN (30 mL) =
N-8-7_1 (500 mg, 1.38 mmol)e] §Nel H7tetry. Z3HES 50ToA 48A1%F 5t wukgh & A7} Vebs
g BAZS oIt ol Fsta, DM (5 ml) oz Ak skl N-8-26_1 (180 mg, 34%)S TLAZA F53%
=

' NR (400 MHz, MeOD) & 2.30-2.20 (m, 1H), 1.98-1.91 (m,lH), 1.86-1.72 (m, 1H), 1.71-1.63 (m, 1H),
1.62-1.49 (m, 8H), 1.43-1.31 (m, 4H), 1.30-1.20 (m, 4H), 1.19-1.07 (m, 8H), 1.06-0.86 (m, 8H), 0.75-
0.65 (m, 4H).
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2. KoCO5 (328 mg, 2.38 mmol) ™ Mel (686 mg, 4.77 mmol)Z DMF (5 mL) = N-8-26_1 (180 mg, 0.477 mmol)2]
gl H7Esholtk. 20T ellA 16A13F &b wwbgk 5 Z3HES 50% NH,Cl (20 mL) = #33kaL, EtOAc (3 x 10
nb) 2 FE3I Y. &3 7] 42 LiCl (5 F 3%, 30 mL)Z AF&FaL, Na,S0, AollA] AxAI7]aL, o3sta,
FHA7)a, Bul-Ee4 (PE 3 EtOAc 0-10%0)°] o] AISke] N-8-26_2 (160 mg, 86%)5 LAZA 5589
t}.

1H NMR (400 MHz, CDCly) & 3.63 (s, 3H), 2.45-2.36 (m, 1H), 1.92-1.85 (m, 1H), 1.74-1.58 (m, 6H), 1.56-
1.46 (m, 4H), 1.42-1.19 (m, 9H), 1.18-1.15 (m, 3H), 1.13-0.93 (m, 4H), 0.91-0.84 (m, 4H), 0.82 (s,
3H), 0.70-0.61 (m, 4H).

3. Ti(i-Pr0), (57.9 mg, 0.204 mmol) % EtMgBr (0.204 mL, Et,0 & 3 M, 0.612 mmol)S TH

26_2 (80 mg, 0.204 mmol)e] &l 20CoA H7}sksith. 20THA] 30% &< wykgk & gk3 &
NH,Cl (30 mL) fMo® #AA3tar, EtOAc (3 x 20 mL)E F=3ct. a3t 7] =& a5 (50 mb)=E

AFBIL, NaSO, A AZA7N T, oA, 217 sol BEAA = JYBS FESHGoM, olF Yelst 2

Zsl (PE & EtOAc 0-10%)°l <]3ll “gAste] 76 (16 mg, 20%) <= LA ZA 5313,

=
S
r
N2
ofN
T
°

H NMR (400 MHz, CDCls) & 1.98-1.86 (m, 2H), 1.69-1.58 (m, 6H), 1.54-1.44 (m, 3H), 1.44-1.29 (m, 4H),
1.28-1.18 (m, 4H), 1.18-1.10 (m, 5H), 1.09-0.93 (m, 4H), 0.91-0.81 (m, 9H), 0.71-0.57 (m, 6H), 0.31-
0.24 (m, 1H).

LCMS Rt = 2.0% I @ZwpE-1a3 = 1.184%5, 30-90AB_E, <% 100%, MS ESI AR o, [MHH] 353, 2123
353,

AA 77 (3S,8S,9S,10R, 135,145, 17R)-3- & -17-((2S, 35)-3-3] = ZA| -6-w| & F e+-2- )-10, 13-t v &
2,3,4,7,8,9,10,11,12,13,14,15,16,17-H ES U713 =2 -1H-A| Z 2 A e} a | A G E A -3-2 (77)9] A

HO S-200-INT_SE

77

1. THF (8 ml) & 1-HER-3-dgre (11.7 g, 78 mmol)-% NS THF (2 nL) & Mg (4.35 g, 179 mmol) 2
I, (20 mg)e] &Ereiel 60TA H7tstAvt.  E9=& 60TAA 1MZE g¢t anbsidnt. 9= THF (10

n)E FAst, A4 ALgslgt. AlRo] Alxy oladdntavg BEnlol= (19.5 ul, THF = 3.9 M, 76
mmol)Z THF (5 mL) & S-200-INT_5E (1.0 g, 2.78 mmol)2] & N, 3lol] 0CelA H7sldr. &3dES 0

Col A 1AZF Bt wakaldth,  NHCL (20 nl, ¥3} 4)S E32o] Arbeist. EFELS EtOAc (2 x 30
)& FEach. §3 F7] A2 95 (100 nb) 2 AH 8k, NaS0, Aol AxA711, J1F ol FFHA7
3, Aezk A (PE/Et0Ac=20/1914 10/1)°ll J3h AAISkaL, CHON (10 ml)o.25-H AAAsste] 77 (255 ng,
21%) S TARA FES3T).
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[1344]
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1H NMR (400 MHz, CDCls) & 5.32-5.26 (m, 1H), 3.66-3.59 (m, 1H), 2.42-2.32 (m, 1H), 2.07-1.85 (m, 4H),
1.77-1.58 (m, 4H), 1.55-1.38 (m, 10H), 1.38-1.19 (m, 5 H), 1.19-1.00 (m, 8H), 1.00-0.81 (m, 13H), 0.69
(s, 3H).
LWSRt=20%~iiﬂE1ﬂﬂ:?13%%33&%[$,%E.m%uMS%IﬁHﬁ]QﬁM)mﬂﬂﬁf4B,Q
3] 413.

A A] o 78: (35,58, 8R,9S,10S,13S,14S,17R)-17-((1S,2S)-1-A| F ZH & -1-5| =2 A T & P¥-2-2 )-3-o & -
10, 13-t e A 718 =2 -1H- A F 2 e a] A FEA-3-& (78)9 A

1. NaBH; (550 mg, 14.5 mmol)Z MeOH (3 mL) % THF (2 mL) % N-8-15_2 (240 mg, 0.559 mmol)e] &3tEo] A
7batith. EES 15TCelA 0.5/ &b mnkskgith, NaBH, (550 mg, 14.5 mmol)®] X th wizl& FH7}st
EgE & (5 ml)S HAsAY. A

[e)
o
S A9 (10 mL)E MAASFIL, NaS0, oA HAzA17]

i

=
o
0~5% EtOAc)l <& dAste] 58 (7 mg, 5%)& TLAZAM F
(PE & EtOAc 0~5%)°l oJ3 AFAlste] 78 (17 mg, 12%)& 3L

Jn &
2L
k!
i
N
>
it
o
)
S
e
o mlo
i
&
A
(i
st
-
=
EE O{N Oth

' NMR (400 MHz, CDCls) & 3.38-3.47 (m, 1H), 2.01-1.82 (m, 4H), 1.71-1.53 (m, 11H), 1.53-1.48 (m, 4H),

1.48-1.30 (m, 5H), 1.30-1.11 (m, 7H), 1.11-0.98 (m, 5H),0.98-0.85 (m, 7 H), 0.85-0.80 (m, 3 H), 0.65
(s, 3H).

LCMS Rt = 2+ AZvEI I 5 1.358%, 30-90AB_7MIN_E, =% 100%, MS EST AIRFA] Cogllys [M+H—2H2()]+ 395,

HPLC Rt = 10% Z=ZnlE2# 9] F 6.093%, 50-100AB_10MIN.M, =X 98%.

AAd 79: (1R,3S,4S)-4-((3S,5S,8R, 95,108, 135,145, 17R)-3-3] E=A]-10, 13-t W& -3-(Eg| ZF ¢ 2 v g ) & A}
78 =2 -10-A F 2 e a] d G EA-17-9)-1-d I Aek-1,3-1& (79)2] F4
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79

799 32 AAlel 139 Z1AE3I

79:

HONMR (400 Mz, CDCl;) & 7.43-7.28 (m, 5H), 5.05-4.94 (m, 1H), 4.04-3.91 (m, 1H), 2.51 (brs, 1M),
2.07-1.78 (m, 6H), 1.70-1.61 (m, 4H), 1.51-1.41 (m, 3H), 1.39-1.12 (m, 11H), 1.05-0.98 (m, 2H), 0.91-
0.81 (m, 7H), 0.71-0.60 (m, 4H).

LOMS Rt = 28 =Z=nlE-1ejs] 5 1.298%, 10-80AB_2MIN_E, %= 96.7%, MS ESI 714F3] CyllsFsONa [M#Nal'
545, A =3 545.

SFC Rt = 10% FA=wtE T3] 3 1.483%, 1C-3_MeOH(DEA)_40_2.5ML, 100%de.

13:

H MR (400 MHz, CDCls) & 7.40-7.28 (m, 5H), 5.12-5.07 (m, 1H), 3.95-3.88 (m, 1H), 2.76 (brs, 1H),

2.08-1.78 (m, 6H), 1.75-1.60 (m, 5H), 1.51-1.38 (m, 4H), 1.36-1.09 (m, 9H), 1.00-0.89 (m, 6H), 0.83
(s, 3H), 0.71-0.64 (m, 1H), 0.63 (s, 3H).

LOMS Rt = 2% I=ule-e)s] 2 1.309%, 10-80AB_2MIN.E, <% 100%, MS ESI AIAFA CaHFsO0:Na [MNal'
545, A=A 545,

SFC Rt = 5¥ ARvE2 Y] 5 1.683%, 1C-3_MeOH(DEA)_40_2.5ML, 98.94%de.

SFC Rt = 83 AZwlE 1T F 4.785%, AD_MEOH(DEA)_5_40_2,8ML_8MIN, 94.03% de.
A A] o 80: (3S,8R,9S,10R, 135, 14S,17R)-17-((2S,35)-3-3| =5 A -6-w & A &F-2-% )-3, 13- W & -
2,3,4,7,8,9,10,11,12,13,14,15,16, 17-E| Eg}u| 7} 3| = 2-1-A| 2 2 3 EH a | A FE A -3-2 (80)2] TA
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1)SFC

2) A

1. N-4-14_7 (1 g, 2.48 mmol)S SFC (Z# :AD(250mm*30mm,5um), Z=71:0.1%NHsH,0 ETOH, A)ZF:B:40%, +3&

B:40%) el <9ldl AAsIed 80 (I=Z 2, 300 mg, ETIH) 2L 83 (IA 1, 250 mg, ETIHES TARA
53T, 80 (300 mg, E3)S MeCN (4 mL) S ZHE 82T ZF sholl 1213F Bet AZAAF A, mut
S3ES 25CE YA, d"gds F sl ofFste] 80 (150 mg, 15%) < AAZA F533ivk. 83
(250 mg, Ew3)S NeCN (3 mL) o 2HE 82T 7 sl 1A 5 A4, wdt EFES 25T

BAANZS. dgdE IE stell ofdate] 83 (150 mg, 15%)& ALAZAM F53F3AH.

80:

' NMR (400 MHz, CDCls) & 5.41-5.39 (m, 1H), 3.63-3.62 (m, 1H), 2.22-1.67 (m, 10H), 1.64-1.36 (m,
12H), 1.16-1.03 (m, 8H), 0.98-0.80 (m, 11H), 0.70 (s, 3H).

LOMS Rt = 2.0% Z=vlE1e)s 2 1.276%, 30-90 AB, w2 99%, MS BSI AAHA] Cyil, [MHH-2H,0] 367, 23
2] 367.

SFC Rt = 10 ZZvlEd 3T F 5.236%, AD_3_EtOH_DEA_5_40_25ML, 100%de.

AP

Jol 81: (3S,8S,9S,10R,13S,14S,17R)-3-° €-10, 13-t Wl & -17-((2S,35)~4,4,4-EB| EF L Z-3-3| = EA| {-&F
-2-9)-2,3,4,7,8,9,10,11,12,13,14,15,16, 17-B| Eg}u| 7} 3] = 2-1H-A| F 23 e} [a ] A G EA-3-& (81)9 A

$-500-6-1_2
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1. S-500-6-1_2 (350 mg)E SFC (Z#: AD(250mm+30mm,5um), Z71: 0.1%NH;.H,0 EtOH, T-wl: 35%A] 35%,
2 (ml/): 60mL/F, 25°C)ol <3 A8t 81 (F= 1, 130 mg, 37 %) 2 65 (I 2, 180 mg, 52%)5 WA
TAZAN FEIUTT.

81:

HONMR (400 MHz, CDCly) & 5.34-5.24 (m, 1H), 4.09-4.00 (m, 1H), 2.43-2.33 (m, 1H), 2.14 (d, J = 4Hz,

1H), 2.07-1.80 (m, 5H), 1.77-1.55 (m, 5H), 1.53-1.30 (m, 7H), 1.28-1.00 (m, 11H), 1.00-0.91 (m, 1H),

0.85 (t, J =8 Hz, 3H), 0.70 (s, 3H).

LONS Rt = 2.0% I =upE1e)s % 1.220%, 30-90 AB, %% 100%, MS ESI ZIAFA] Cofleef0 [MHH-H0] 411,
AZA] 411,

SFC_E1 ¥= 1: Rt = 108 ZZwlEa#s 3 4.561%, AD_3_EtOH_DEA_5_40_25ML ("3
150x4.6mm 1.D., 3um ©]FAF: A: CO, B:olEH2 (0.05% DEA) T8l 58 FoF 5% 4] 40% Bolal, 2. 5%% <t 40%

o olojA | 2. 5% F<k 5% B fA 3 2.5mL/F Zy 2% 35T"), 100%de.

Ao 82: (3S,5R,8R,9R,10S,13S,14S,17R)-3- & -17-((2S, 39)-3-3| == A|-6-H| & & €}-2- ) -13-w| & A A} v)] 7}
S E2-1H- A E2HAEHa]lHHdEA-3- (82)9 A

Pd/C, H,
—_—

MeOH/THF

1. Pd/C (A=, 200 mg)E MeOH/THF (10 mL/10 mL) = 44 (200 mg, 0.480 mmol)e] &9l Ar sldl H7}s+glth.
el s JF sloll g7]sta, L2 33 HASIAT. E3HES Hy (50 psi) dFoll 50ToNA 48417 &<QF w3}

= FEIAT. W EgES AeelEe d=E Fa of¥stal, THF (100 mL) = A&kl
o & % EZ=AA 28 (30 mg, 15%)S LAZA, 223l 82 (30 mg, 15%)E A ZA S35},

' NIR (400MHz, CDCl;) & 3.63-3.61 (m, 1H), 2.13-2.00 (m, 1H), 1.99-1.81 (m, 2H), 1.72-1.57 (m, 6H),
1.54-1.34 (m, 11H), 1.33-1.16 (m, 7H), 1.15-0.96 (m, 5H), 0.92-0.85 (m, 13H), 0.81-0.69 (m, 1H), 0.67
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2 S8 10-2025-0054838
(s, 3H).
LONS Rt = 2% I =ulE1es] 3 1.348%, 30-90 AB, %= 100%, MS ESI AI2FA] Cully [MHH-21,0]° 383, A=

=] 383.

A A] o 83: (3S,8R,9S,10R, 13S,14S,17R)-17-((2S,3R)-3-3] =FA]-6-1 & g €}-2- )-3, 13-t] H & -

2,3,4,7,8,9,10,11,12,13,14,15,16,17-H EZH 7}3] =2 -1-A| S Z e a | A G E--3-& (83)9] TA

H

e

,’l

1)SFC
2)%3 A

1. N-4-14_7 (1 g, 2.48 mmol)S SFC (Z# :AD(250mm*30mm,5um), Z=71:0.1%NHsH,0 ETOH, A)ZF:B:40%, +&

B:40%) el <9ldl AAste] 80 (I=Z 2, 300 mg, ETIH) 2 83 (IA 1, 250 mg, ETIHES DA RA
53T, 80 (300 mg, E3H)S MeCN (4 mL) o ZH-E 82T ZF 3l 1/\] F S AAAssiiey. ak
TYPES 26T YAAAT. duAE 1 stell oFate] 80 (150 mg, 15%)& A=A F53HATE. 83 (250
mg, TS EES 25CE Wz

S MeCN (3 mL)o 2FE 82T 7/ st 147 <t xﬂﬁxqg}o]_oﬂr/]_ wuk
Ak, AEAE Wy sholl o¥ste] 83 (150 mg, 15%)S wAZX F5ATH.

H NMR (400 MHz, CDCl;) & 5.41-5.39 (m, 1H), 3.62-3.60 (m, 1H), 2.22-1.89 (m, 6H), 1.64-1.49 (m, 9H),
1.46-1.11 (m, 16H), 0.98-0.86 (m, 10H), 0.70 (s, 3H).

LCMS Rt = 2.0% IZwlE2dy] F 1.268%, 30-90 AB, &% 100%, MS ESI AIXFX] Cyllys [M+H—2H20]+ 367, A
=x] 367.
SFC Rt = 10% zmEvlE 18y = 4.609%, AD_3_EtOH_DEA_5_40_25ML, 100%de.

el 841 (3S,55,8R,95,10S,135, 145, 17R)-17-((2S,3R)-4-A] F Z A & -3-3] =5 A 7-¢h-2- ) -3-¢l| & -10, 13-1]
WALt 7hs| E2-1H-A S 28 a] Al dER-3-& (84)9] 4
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Pd(OH),
e
MeOH

1. Pd(OH), (160 mg, AZF)S MeOH (20 mL) = 32 (80 mg, 0.18 mmol)e] Mo H7}&Adrk. ZEIES 1,
(50Psi) sloll 50ColAl 48A17F &<t wyksit.  E3HES Asta, 541713, FH-F4 (PE & EtOAc
0-15%) ] °l& BAIste] 67 (10 mg, 12%) 2 84 (30 mg, 37%) S IA=ZA F5319ct.

tlo

84:

I NMR (400 MHz, CDCl3) & 3.75-3.66 (m, 1H), 2.00-1.90 (m, 2H), 1.86-1.75 (m, 2H), 1.73-1.55 (m, 11H),

1.53-1.26 (m, 9H), 1.25-1.15 (m, 6H), 1.14-1.03 (m, 5H), 1.02-0.92 (m, 3H), 0.91-0.85 (m, 6H), 0.82
(s, 3H), 0.72-0.58 (m, 4H).

LONS Rt = 2.0% I =upeE-1g)s] 3 1.518%, 30-90AB_E, %% 100%, MS ESI AIAFR] Coy [MHH-H0] 409, 2

%

2] 409.

Aol 85: (3S,55,8R,9S,10S,13S,14S,17R)-17-((2S,3R)-3-3] =F A -6-W & & €}-2-2)-10, 13-t W & -3-(E ¢
e 2de) Ay Tt EE2-1H-A| Z 2 A a] AFEA-3-2 (85)9] A

i

i
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[1400]

[1401]

[1402]

[1403]

[1404]

[1405]

ZIHSd 10-2025-0054838

1. NaBH; (0.96 g, 25.4 mmol)E ¥+ WA THF (10 mL) % MeOH (5 mL) % N-4-1_8 (0.6 g, 1.27 mmol)9] £

Mol 15CeA H7Istet. EFES 15ToA 308 &<t sttt & NICl (50 mL, 10%)S H7ksh

Ak, EFES EtOAc (2 x 50 nL)E FE3IF k. &3 §7] & NaS0, Aol HdxzA 711, o#sta, 2y
stell w&A1712, E:4 2 (PE F 0~15% EtOAc)eol &Jsl AAste] E&E 42 2 855 5330, 428
85

MeCN (10 mL)ER-E 15ToA dstdasta, & 3t AXAA 42 (153 mg, 25%)S A EA] F55+9 .
g Z¥4 238 (PE & 0~15% EtOAc)el 93l AAlste] o4& F531%lom, o|& MeCN (5ml) 2 & (5 mL)=
Aztalgstn, AF dtol HFAA 85 (70 mg, 12%9)S LA ZA F533ATH

'H NMR (400 MHz, CDCl3) & 3.66-3.55 (m, 1H), 2.10-1.91 (m, 3H), 1.88-1.78 (m, 1H), 1.72-1.55 (m, 6H),
1.50-1.38 (m, 9H), 1.37-0.95 (m, 10H), 0.94-0.79 (m, 13H), 0.75-0.61 (m, 4H).

LCMS Rt = 2.0% I=ZnlEadly = 1.343%, 30-90_AB_E, &% 100%, MS ESI AAFX] CyeHuFs0 [M+H—H20]+ 455,
21Z2] 455,

HPLC Rt = 10.0% ZZvlEI#H T 5 5,14+, 50-100_AB_E, =% 98.56%.

(&

AAd 86: (35,5S,8R,9S,108,13S,14S,17R) -3~ & -17-((1S,29)-1-3] =2 A]-1-(H E &} 8] = 2 -2~ 2-4-Y )
Z3-2-91)-10, 13-U W E A G718 E2-1H-A| E2HAEHa ] HFED-3-2 (86)9] A
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[1406]
[1407]

ZIHSd 10-2025-0054838

g2 (1. © NS Mg (486 mg, 20 mmol) 2 I, (1
S 50ColA 0.5417F SoF wukalar, THF (5 ml)2 3 A8kaL, 2
F2gol= (4.14 nL, THF F 1 W2 &N THF (5
. olojA, EFES 15TA F7IE 184
AdE Z3ES EtOAc (2 x 10 nLb) & 5
sEAHY. JIFRE

4-Z22HEHS| =2-20-9 2 (1.2 g, 10 mmol)Y
o
, ol¥star,

1.98-1.91 (m, 2H)

)

1. THF (5 mL) & 4-Z
mg) 9] E3E 70CAA At E£3E
A AHgEY. (HESS| =E2-20-3 ¢4~ ) vl 1v|F
mL) % N-8-7_1 (500 mg, 1.38 mmol)<& N, 3}l 0CeolA H7}sld Tt
7b Bk wtekdeh. WS E3ES ¥8 NHCL (5 ml)E AAsAL,
=33tk &3 77l 5 5 (5 mb)E AASFIL, NayS0, oA dxA7]5n
= W4 29 (PE 5 0-15% EtOAc)ell o3 “BAlsted N-8-17_1 (350 mg, 57%)<= LAEX F5330T.
[1408] H NMR (400 MHz, CDCls) & 4.08-3.91 (m, 2H), 3.43-3.31 (m, 2H), 3.31-3.25 (m, 1H), 1.98-1.
1.91-1.80 (m, 1H),1.70-1.50 (m, 10H), 1.50-1.41 (m, 2H), 1.41-1.32 (m, 5H), 1.32-1.15 (m, 9H), 1.15-
0.92 (m, 6H), 0.92-0.83 (m, 7H), 0.65 (s, 3H).
[1409] 2. DMP (0.852 g, 2.01 mmol)Z DCM (5 mL) 3 N-8-17_1 (300 mg, 0.671 mmol)<] &N HA7}stgdtt. 15Col
A0 ek aket &, owke Ews 4S9 plvb oF 97F d w7 E3F NallCO; (20 mb)o®
AR, TEELS ek, DN F& Eelsta, £ A4S DM (2 x 20 nL) o2 FEF83T. &9 #
7] /\o]'% _‘]j_ﬂ- NaQSQO;g —/1\‘/{61 (3 x 20 mL) iﬂ' NaHCO;; (20 mL) Oﬂ/\ (50 mL)i /H]zq 0}—7 NagSO4 1'01]}\1 Zj}_}\]
7131, e, FFA7|aL, Fu-Z#4] (PE & EtOAc 0-30%)°l <&l AA|ste] N-8-17_3 (200 mg)<S 1A=
A 53
[1410] H NMR (400 MHz, CDCl;) & 4.08-3.91 (m, 2H), 3.50-3.31 (m, 2H), 2.73-2.51 (m, 2H), 1.98-1.79 (m, 1H)
1.79-1.42 (m, 16H), 1.42-1.18 (m, 7H), 1.18-0.93 (m, 8H), 0.93-0.79 (m, 6H), 0.68 (s, 4H).
[1411] 3. LiAlH, (50.9 mg, 1.34 mmol)E THF (5 mL) % N-8-17_3 (200 mg, 0.449 mmol)<] &3-Eo 0T H7}s)
k. 15TelA 0.5A1%F &k wkek § whg TS & (3 al)® AWAskaL, EtOAc (2 x 10 mL) & FZE3}31
- 201 -
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[1412]

[1413]

[1414]

[1415]

[1416]

[1417]
[1418]

[1419]

[1420]

[1421]

[1422]

ZIHSdl 10-2025-0054838

et 771 TS d4 (10 mL) 2 MABEAL, NaS0, dollA AZx:A71a, AFsta, #F5AHY. JRES 94
Zrdl (PE 5 0~5% EtOAc)oll 23 AAsle] 86 (23 mg, 11%9)S TAZM 53,

I NMR (400 MHz, CDCls) & 4.08-3.91 (m, 2H), 3.41-3.31 (m, 2H), 3.31-3.22(m, 1H), 2.01-1.79 (m, 3I),
1.70-1.61 (m, 1H), 1.61-1.53 (m, 8H), 1.53-1.51 (m, 1H), 1.51-1.39 (m, 5H), 1.39-1.13 (m, 8H), 1.13-
0.92 (m, 5H), 0.92-0.85 (m, 7H), 0.82 (s, 3H), 0.66 (s, 4H).

LOMS Rt = 7% =Z=vlE-1eis] = 4.832%, 30-90AB_7MIN.E, <% 100%, NS ESI ZI4HA Cylly0 [M+H-2H,0]
411, ASA 411.

HPLC Rt = 10 FA=vtE28)v] % 6.338%, 30-90AB_1.2 nL e. Met, 100% =% .

AA)d 87t (3S,5R,8R,9S,108S, 135,145, 17R)-17-((2S,3R)-4-(4,4-t) H| D A| F 2 &) 2] )-3-5] == A L E}-2-9 )-3-9])
€-10, 13-t W e AL 73] =2 -1H-A| S 2 HEHa | G E--3-& (87)9] T4

Pd(OH),, Hy
MeOH

1. Pd(OH), (150 mg, AZF)S MeOH (20 mL) = 12 (100 mg, 0.206 mmol)e] Mo H7}stHct. EFES I,
(50 Psi) 3slell 50CelA 48A13F F<t ettt EES o7sta, FF5A7]2, FH-Ed4 (PE F EtOAc
0-15%)° <& AAsIe] 87 (12 mg, 12%) 2 20 (11 mg, 11%)<S IAZA] 535490},

87:
I NIR (400 MHz, CDCl3) & 3.82-3.75 (m, 1H), 2.00-1.83 (m, 2H), 1.80-1.58 (m, 7H), 1.52-1.42 (m,4H),

1.40-1.27 (m, 10H), 1.25-1.14 (m, 10H), 1.13-0.98 (m, 6H), 0.96 (s, 3H), 0.94-0.82 (m, 12H), 0.67 (s,
3H).

LONS Rt = 2.0% I =uleE1e)3 3 1.734%, 30-90AB_E, 4= 100%, MS ESI AIAR] CyHss [MHH-2H,0]" 451, 2

A A)d 88 (3S,5S,8R,9R, 108,135,145, 17R)-17-((2S,3R)-3-3] == A -6-w & # E}-2-2 )-3, 13-T] o & & A} )| 7}-3]
C2-1H-AZ2HAe a]HFEAN-3-2 (88)2] FA
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[1423]

[1424]

[1425]

[1426]

[1427]

[1428]

ZIHS3d 10-2025-0054838

Pd(OH),
—_—

THF/MeOH

88

1. Pd(OH); (200 mg)= WA MeOH (3 mL) 2 THF (3 mL) < 83 (150 mg, 0.372 mmol)9] &S Ar 3o FH7}s}t

Ao, dgAS HAF st 2r|ska, L2 33 HASAT. E3ES 0, (50 psi) sholl 50°ColA 12A13F &9t
wyksie] A HEgals F535190tk, wkE E3E 23] oj3sta, DM (3 x 50 mL) &
AR, AFES JAF s FFEAA LS FESAY. IARES AT A a2efEa9 (PE/EtOAc
= 8/1ellA 5/l &l gAlste] 88 (18 mg, 12%)S TAZA F53}3IT).

Kol
==
o=
T

HNMR (400 MHz, CDCl;) & 3.62-3.59 (m, 1H), 1.97-1.81 (m, 2H), 1.76-1.50 (m, 12H), 1.46-1.28 (m, 5H),

1.24-1.03 (m, 12H), 0.95-0.83 (m, 11H), 0.74-0.57 (m, 5H).

LCMS Rt = 2.0% IAZvlE2dy F 1.317%, 30-90 AB, =% 99%, MS ESI AL Cyrllyy [M+H—2H20]+ 369, A=
=] 369.
Al 89:

(35,5S,8R,95,108,13S,14S,17R)-3-1 & -17-((1S, 29)-1-3]| =

FA-1-(F Y -3-Y) TR F-2-9 )~
10, 13-t e @A} 718 = 2 -1H-A S 2 H e a ] AT EA-3-2 (89)9] A
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[1429]

[1430]

[1431]

[1432]

[1433]
[1434]

[1435]

[1436]

[1437]

[1438]

[1439]

ZIHSd 10-2025-0054838

1.

N-8-19_1 (3340) (100 mg, 0.227 mmol)& SFC (Z¥H: AD (250mm*30mm, 5um), —Hi: 50-50% B (A=

0.05%NH;/H,0, B= MeOH), fr&: 80 mL/¥)=E F&lstd 7 (A 1, 57 mg, 57%) 2 89 (F= 2, 8 mg, 8E 1L

A ZA F58A T

SFC 313 1: Rt = 1.798% % ¥]3 2 Rt = 3& AZvE2HY T 1.985%, AD-H_3UM_4_5_40_4ML ("71==] AD-
A:

3 50#4.6mm 1.D., 3um ©]%AH:

€0, B: o]A-ZZFE (0.05% DEA) “Fol: 1.4% F<F 5%A 40% Bo]ir,
1.05% FQF 40%9] o]olA, 0.35% E<F 5% B F-# & 4nl/8 Z9 &% 40TC").

A A] o 90: (35,58,8R,95,108,13S,14S,17R)-17-((1R,29)-1- A 2 22 H-1-3| EFA| 22 7-2-% )-3-ol| & -

10, 13-t e A 78| =2 -1H- A F 2 HEH a] Bl FEA-3-8 (90)9] A

(&
s

NaBH,

1. NaBH, (1.18 g, 17.4 mmol)E 53], 5%vt}l, MeOH (1 mL) % THF (1 mL) < N-8-13_2 (140 mg, 0.347 mmo
D] &0 H s, EFES 15TolA 302 Bk muksdch. EES Es NICL (50 mL)E
AAsta, EtOAc (3 x 20 mb)E FE33d. T3 #

FA1713, F-Z4] (PE Z EtOAc 25%)° 28] AAste] 10 (26 mg, 19%)S IAZA, =& 90 (12 mg,
S3aelth.

71 e NaS0, oA AxA|7laL, ofdstal,

' NMR (400 MHz, CDCls) & 3.00-2.80 (m, 1H), 2.01-1.95 (m, 1H), 1.75-1.60 (m, 5H), 1.47-1.18 (m, 13H),

1.15-0.79 (m, 18H), 0.70-0.60 (m, 4H), 0.58-0.50 (m, 1H), 0.48-0.40 (m, 1H), 0.38-0.30 (m, 1H), 0.24-
0.16 (m, 1H).

LCMS Rt = 7.0+ AZwtEI2HI F 3.796%, 30-90AB_7MIN_E, =% 100%, MS ESI ZIAEA] Cylys [M+H—2H20]+
367, A=A 367.
HPLC Rt = 30% A ZwlE1d] ZF 13.689%, 70-90AB_1_30MIN.M, &% 98%.

A Ao 91: (3S,58,8R,9S,10S,13S,14S, 17R)-17-((2S,39)-3-3| =2 A| FEF-2-21)-10, 13-T] W&l -3- (BT EF ¢ &
W) A I =2 -1H-A| F 2 HEHa] Bl G EA-3-2 (91)9 A
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[1440]
[1441]

[1442]

[1443]

[1444]

[1445]

[1446]

[1447]
[1448]

[1449]

[1450]

ZIHSdl 10-2025-0054838

Fscl"
HO

919 3438 HAld 139 7] ARt
91:
' NMR (400 MHz, CDCly) & 3.98-3.88 (m, 1H), 2.11-2.02 (m, 1H), 2.00 (s, 1H), 1.98-1.88 (m, 2H), 1.85-

1.79 (m, 1H), 1.73-1.58 (m, 4H), 1.52-1.20 (m, 11H), 1.19-1.11 (m, 4H), 1.10-1.00 (m, 3H), 0.97-0.89
(m, 4H), 0.85 (s, 3H), 0.75-0.68 (m, 1H), 0.66 (s, 3H).

LCMS Rt = 2.0% ZZnlE1E T 5 1.155%, 30-90_AB_E, X 100%, MS EST ZAIAEA] CogllssFs0 [M+H—HZO]+ 399,

10.0% AZnfEaY s F 5.23%, 30-90_AB_E, ¢ 98.88%, d.e. 100%.

jom
as)
-
o
=}
—
1

A Ao 920 (3S,5R,8R,9S,10S,13S,14S, 17R)-17-((2S, 35)-3-3] == A|-6-H| & & €F-2- )-3, 10, 13-E ] o & N A} ¢
I} =2-1H- A ZF2HEHal B FEA-3-2 (92)9 A

of A7k 7,

2 g, 5.72 mmol)= DCM (20 mL) = N-4-16_1 (1.00 g, 2.86 mmol)e] &Y
TolA 108 FoF wwtalFer. =4 E3} NalC0; (20 mL) £ 2 =4 ¥3} NagS:05 (20 mL) £
Z’:

/Ké Jﬁ_ﬁ‘ NaHCOg (3 X 60

A2A R, Goetn, AT ool BEAA wAE S5

S WS B3RO Hrbe the, DOM (2 x 20 mL) o2 FZart. sk § =&
A4 (60 mL)E A A SFaL, Na,S0, AellA A
G}, X&%%g AE)7F A g2elEa#a (PE/EtOAc = 0914 30%)°] olall A A|sle] N-4-16_2 (800 mg, 81%)

'HNWR (400 MHz, CDCly) & 9.58-9.53 (m, 1H), 2.41-2.31 (m, 1H), 1.96-1.81 (m, 4H), 1.89-1.34 (m, 10H),
1.32-1.21 (m, 10H), 1.16-1.09 (m, 5H), 0.97 (s, 3H), 0.89-0.84 (m, 1H), 0.69 (s, 3H).

8.65 mmol)o] &<fell N, stell 25CelA H7letlct. &3
m)E sk, od ofAHE (3 x 10 mb)E FE33tt. 7] S5 ¢ (20 nL)E AH3kaL, Na,S0, 4
ANA AxA7IAL, ofFetar, E st wFA71aL, FH4 29 (PE 5 EtOAc 0~15%)°l °Jal] A A|ste] N-4-16
(200 mg, ETIHS AAZA F53302H, o5 MeCN (10 mL)ZHE 25TColA Az gste] 92 (141 mg,

2. THF (10 mL) = N-4-16_2 (300 mg, 0.86 mmol)Z o)A Eul1d|ss HEnrlo]l= (4.32 mL, AHZE = 2 ),
FEE 25TAA 30 &<t wyukslar, x3} NHClL (10
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[1451]

[1452]

[1453]

[1454]

[1455]

[1456]

[1457]

[1458]

[1459]

[1460]

BINE S 10-2025-0054838
0% 8 DA RA FE59T
" NMR (400 MHz, CDCls) & 3.67-3.57 (m, 1H), 2.01-1.77 (m, 4H), 1.67-1.57 (m, 4H), 1.55-1.26 (m, 14H),
1.25-1.21 (m, 5H), 1.19-0.99 (m, 7H), 0.96 (s, 3H), 0.93-0.84 (m, 9H), 0.66 (s, 3H).
LOMS Rt = 2% I =vwlE1#9] 3 1.367%, 30-90AB_2MIN_E, %% 100%, MS ESI AAF2] CoHy [MHH-2H,0]1 383,
A2 383.

A Ao 93: (3S,5S,8R,9S,108,13S,14S,17R) -3~ & -17-((2S,3R)-3-38]| =2 A -4-F| I F-E}-2-¢1)-10, 13-T] v & &)
A 7 E2-1H-A S 2 e al G EA-3-8 (93)9] A

HPLC
—_—

1. N-6-5 2 N-6-69 == (190 mg, 0.420 mmol)S AHA|E HPLC (ZH: YMC-o}F2= Ego}l=ZE (18
100+30mm*5um; 271 E (0.05%HCL1)-ACN; THl: 90-100%B; -5F: 25 mlL/E)=2 Ea|sle] 93 (56 mg, 30%)S It
A=A, 28 32 (12 ng, 6%)E A=A FE535+9 ).

93:

HONVR (400 Mz, CDCly) & 7.34-7.28 (m, 2), 7.25-7.18 (m, 3H), 3.95-3.86 (m, 1), 2.87-2.75 (m, M),
2.69-2.58 (m, 1H), 2.01-1.91 (m, 1), 1.90-1.79 (m, 1H), 1.69-1.58 (m, 41, 1.55-1.41 (m, 6H), 1.40-
1.11 (m, 11H), 1.07-0.95 (m, 6H), 0.91-0.80 (m, 7H), 0.69-0.59 (m, 4H).

LONS Rt = 2.0% ZZv}Ec19)3] % 1.334%, 30-90AB, <=1 100%, MS ESI AHA CollONa [WNal 475, 4%
A 475,

A XA 94: (3S,5R,8R,9S,108,13S,14S, 17R)-17-((2S,39) -4-A| S Z A €] -3-3| & 2 A] F-E}-2-¢ )-3-¢] &l -10, 13-T]
HE A 7}3] =2 -1H-A 2 HEH a] HFEN-3-2 (94)9] 34
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[1461]

[1462]

[1463]

[1464]

[1465]

[1466]

ZIHSd 10-2025-0054838

PA(OH),, H, 94
MeOH

1. PA(OH), (300 mg, AF)S MeOH (20 mL) = 100 (150 mg, 0.338 mmol)e] &Me] Hrlstdrt, EFES H,
(50 psi) &Fell 50CelA 48413t F¢t Wttt EFES oJ¥gsla, ¥ 121, ZFH]-Z4 (PE T EtOAc
0-15%)°1 & BAlste]l 94 (6 mg, 4%) 2 98 (46 mg, 30%)S IAZA F5&t%Th.

He
>
N

94:

' NMR (400 MHz, CDCl3) & 3.78-3.66 (m, 1H), 1.98-1.72 (m, 7H), 1.69-1.59 (m, 4H), 1.48-1.32 (m, 12H),
1.27-1.07 (m, 12H), 1.06-1.00 (m, 3H), 0.97 (s, 3H), 0.94-0.85 (m, 7H), 0.66 (s, 3H).

LCMS Rt = 2.0+% AZwlEY T ZF 1.639%, 30-90AB_E, =% 98.8%, MS ESI ZIAFA] Csolyg [M+H—2HZO]+ 409,
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[1467]

[1468]

[1469]

[1470]

[1471]

[1472]

[1473]
[1474]

[1475]

ZIHS3d 10-2025-0054838

1. N-004-029A (0.45 g, 1.01 mmol)E SFC (Z-2 :AD(250mm+30mm, 5um) ,571:0. 1%NH:H.0 ETOH, A2} B:30%, &=

B:30%) el s gAlste] 39 (PK1: 120 mg, 26.7%)E WA wAZA, 223 95 (PK2: 200 mg, 44.5%)E A
aARA S5

95:

' MMR (400 MHz, CDCls) & 5.32-5.29 (m, 1H), 4.06-3.99 (m, 1H), 3.37 (s, 3H), 3.30-3.19 (m, 2H). 2.54
(s, 1H), 2.42-2.33 (m, 1H), 2.17-2.07 (m, 1H), 2.20-1.85 (m, 5H), 1.77-1.63 (m, 4H), 1.51-0.83 (m,
17H), 0.73 (s, 3H).

LONS Rt = 2% = =u}E7e]s] 3 1.103%, 30-90AB_MIN_E, <% 100%, MS ESI AAFR] CoHyuF0 [M-CH502]"
395, A=A 395.

Ao 96: (3S,5R,8R,9S,10S,13S,14S,17R) -3~ & -17-((2S,3R)-3-3| =5 A -6-H & § &+-2-4 )-10, 13-t w| & &)
AtEZbe] R -1H-A E 23 EHa] B E/A-3-2 (96)9] 94

"o

H

N
N
o

1. Pd(OH), (200 mg)Z MeOH (10 mL) = 52 (50 mg, 0.116 mmol)e] &Moo Hrlstgdet. EFES H, (50Psi)

stol]l 50ColA ket Z3FES AP, FH5A7]2, Fv-EH4 (PE F EtOAc 0-10%)°l sl A A st
o] 24 (15 mg, 30%)E A=A, 2183 96 (1.2 mg, 3%) S Jﬂhﬂi$éﬂﬂﬂ.

96
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[1476]

[1477]

[1478]

[1479]

[1480]

[1481]

[1482]

[1483]

[1484]

ZIHSdl 10-2025-0054838

IHNM{(MM MHz, CDCl;) & 3.67-3.55 (m, 1H), 2.01-1.83 (m, 2H), 1.80-1.62 (m, 4H), 1.61-1.56 (m, 2H),

1.55-1.50 (m, 1H), 1.49-1.31 (m, 10H), 1.30-1.10 (m, 11H), 1.09-1.00 (m, 3H), 0.96 (s, 3H), 0.94-0.86
(m, 12H), 0.67(s, 3H).

LCMS tR = 2% AZnE I 5 1.3264, 30-90AB_ELSD, =X 100.0%, MS EST AIAFA] Cogllyg [M+H—2H20]+ 397,

A Al 97t (3S,5R,8R,9S,108,13S,14S,17R)-3,10, 13-E&] W& -17-((25,35)-4,4, 4-ES ZF 0 2 -3-3| =X A - 6}
—2-) A 7S ER-1H-A| S 28 a] A E-3-2 (97)¢] A4

N-004-017_3

1. THF(2 mL) % MeOH (1 mL) ‘;—1 & (1 ml) % N-004-017_3 (100 mg, 0.19 mmol)<] &< KOH (53.8 mg, 0.96
mol)E HA7FsIATE. EFES 60ColA 16A17F HF wukstgitt. EFES B (20 mL)o ¥, EtOAc (2 x
40 nL) 2 FE39h. 38 57 S 95 (30 nb) 2 AHBFIL, Na,S0y AollA AZXAZ|aL, T3, FFA]
. FRES EFH4 Z§ (PE 5 EtOAc 0~15%)° o3 AAste] 97 (80 mg, EwehHS WA 1A2ZA 5
k. 97 (80 mg, 0.19 mmol)S Z 4 Z¥ (PE 5 EtOAc 0~10%)°] & AAlste] 97 (60 mg, Ew3H)S
53, WER (3 ml) 5 97 (40 mg, 0.096 mmol)<] &-fol N, 3Foll 0ColA] NaBH, (10.8 mg, 0.28 mmo

4<>ru

U

o2 Hrbstglth. EIFES 0T 302 %ok wrkett. EIES B (10 mb)o] B, 208 5
. A AFS EtOAc (3 x 10 mL)E F=stgc. a3k §7] A4S 95 (2 x 20 mL)E A& slar,
Na,S0, ol AxA 713, 3sta, FFAA = YAES F534% Y, o] E4¢E 97 20 mgoZHE 9 T

o2 x| e} ddsta, FHES U4 2 (PES X8st= @38 5 EtOAc 0~10%)9 93l AA sl 97 (31 mg,
2

' NMR (400 MHz, CDCls) & 4.11-3.96 (m, 1H), 2.18-2.11 (d, Jab = 6.4 Hz, 1H), 2.02-1.77 (m, 5H), 1.68-
1.57 (m, 8H), 1.49-1.24 (m, 11H), 1.23-1.19 (m, 5H), 1.18-1.01 (m, 7H), 0.96 (s, 3H), 0.67 (s, 3H).

LOMS Rt = 2% I 2ulErels] 2 1.124%, 30-90AB_2MIN_E.M, <% 100 %, MS ESI A|2FZ] CoHsFs0 [MAH-H,0]"
399, AZx] 399.

A Ao 98: (3S,5S,8R,9S,108,13S,14S,17R)-17-((2S,39)-4-A| S Z H & -3-3| = 2 A| L gt-2-2 )-3-9 & -10, 13-}
WA 7} S 2-1H-A 2 2R e a] A FEA-3-2 (98)2] A
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[1486]

[1487]

[1488]

[1489]

[1490]
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Pd(OH),, H,
—_—

MeOH

1. Pd(OH), (300 mg, 7=)<S MeOH (20 mL) % 100 (150 mg, 0.338 mmol)9] &olo] A7ttt E2TES H,
(50 psi) 3Bloll 50CoIA 48X 7+ B¢ wwlkalglth. if&%% o &lar, EE=A7)a, Zu]-Zg4 (PE & EtOAc
0-15%)°l oa AAste] 94 (6 mg, 4%) L 98(46 mg, 30%)S LA ZA F538}9T).

98:

' NMR (400 MHz, CDCl3) & 3.78-3.67 (m, 1H), 1.97-1.74 (m, 6H), 1.68-1.56 (m, 8H), 1.53-1.45 (m, 4H),

1.44-1.31 (m, 10H), 1.28-1.21 (m, 1H), 1.16-0.96 (m, 9H), 0.91-0.85 (m, 6H), 0.82 (s, 3H), 0.69-0.61
(m, 4H).

LCMS Rt = 2.0% A=ZwtE28)y] 5 1.582%, 30-90AB_E, <=% 100%, MS ESI AAFX] Csolug [M+H—2HZO]+ 409, 2

=x] 409
A Ao 99: (3S,5S,8R,9S,10S,13S,14S,17R)-17-((2S,3S,E)-3-3| =2 A -5-F| d A E -4-41-2-2 )-10, 13-T] v & -3-
(Eg|EF o 2 e)dr g = 2-1H-A1 F 2 HEH a] ddEA-3-2 (99)° 3t A
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[1491]
[1492]

[1493]

[1494]

[1495]

[1496]

[1497]
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NaBH,

THF, MeOH

1. NaBH; (419 mg, 11.1 mmol)Z THF (2 mL) % MeOH (1 mL) 3 N-003-005_1 (140 mg, 0.278 mmol)2] &<loj
20Co|A o] FrRo=m %7}6}0%} EFES 20CAA 108 5 wuksideh. WSES & (20 L) ¥
NHCL (20 nL, E3h=E AAstgct. E3ES EtOAc (50 nL)E FE319th. §7] =& A7 st s&=A7]1

AA-&-TLC (PE/EtOAc = 4/1)¢ 93 AASte] N-003-005 (50 mg, 438 2 14 (50 mg) = TS A ZA F
Sy, EBESE 99 (50 mg)E SFC (7]7]: SFC 1; Zr¢: OD(250mm#*30mm,5um); Z71: 0.1%NHsH:0 EtOH; A%

B: 40%; % B: 40%; % (mL/%): 50; A} 60)o] 23] AASY nAS $55901, o]= MeCN (20 mL)
Foll &aA171a, JF Sl FFAIA 99 (17 mg) & LA ZA 533},

' NIR (400 MHz, CDCls) & 7.44-7.36 (m, 2H), 7.36-7.28 (m, 2H), 7.25-7.20 (m, 1H), 6.58 (d, J = 16.0

Hz, 1H), 6.24 (dd, J = 4.8, 16.0 Hz, 1H), 4.49-4.40 (m, 1H), 2.09-1.91 (m, 4H), 1.86-1.75 (m, 1H),
1.72-1.58 (m, 5H), 1.52-1.04 (m, 14H), 0.94 (d, J = 6.4 Hz, 3H), 0.91-0.87 (m, 1H), 0.86 (s, 3H),
0.75-0.70 (m, 1H), 0.69 (s, 3H).

LOMS Rt = 2% I=npE1els] = 1.280%, 30-90AB 2MIN.E, %% 98.5%, MS ESI ZIAFA] CoyHpFs0 [MH-H,01"
487, A=A 487.
HPLC Rt = 8% IAZwETe)y] = 6.29%, 30-90_AB_1.2ml, 100% d.e.

AAldl 100:  (3S,8S,9S,10R,13S,14S, 17R)-17-((25,3S)-4-A| F 2 A &l -3-3] == A| - ek-2-2 )-3-0 & -10, 13-t 7|
El-2.3,4,7,8,9,10,11,12,13,14,15,16, 17-H ES U715 =2 - 1H-A| E2 A E}H a | HFE A-3-2 (100)2] &4
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[1498]

[1499]

[1500]

[1501]
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$-500-6-1_1 100

1. THF (11 nL) & (BRrAE)AZF2Ee (1.8 g, 11.0 mmol)Y £ALS THF (3 ml) & Mg (528 mg, 22.0
mmol) 2 I, (55.8 mg, 0.22 mmol)e] &ErMol|l 75TolA 713kt EFES 75ToA 1AI3F Bk wislad
. (AE=29E la)Eifﬂi}u}lﬁl%vﬂ EE (11.1 mL, 11.1 mmol, THF & 1M)ES THF (30 mL) & S-500-6-
1.1 (800 mg, 2.23 mmol)2] §Nell 15TColA HH3] Hrretdet. Hr7e &, E3ES 15TAA A7 59 o
ey, E3hE % 23k NILCl (40 mL)2 21338k, EtOAc (3 x 20 mL)E FElth. &3 §7] &S 95
(2 x 30 mL)E A A3, NaS0, AollA AZA 71, =S o33tm, Zv)-Z 4] (PE £ EtOAc 0-15%)°] <]

3 gAske] 100 (350 mg, 35%)& AAZAM 533U},

K

'H NMR (400 MHz, CDCl3) & 5.32-5.26 (m, 1H), 3.77-3.69 (m, 1H), 2.41-2.31 (m, 1H), 2.09-1.89 (m, 4H),

1.88-1.69 (m, 4H), 1.68-1.55 (m, 6H), 1.54-1.27 (m, 12H), 1.26-1.15 (m, 2H), 1.14-1.05 (m, 4H), 1.04-
0.99 (m, 5H), 0.98-0.88 (m, 4H), 0.87-0.81 (m, 3H), 0.69 (s, 3H).

LOMS Rt = 7.0% FI=ulE1e)3 3 5.661%, 30-90AB_E, %% 100%, MS ESI AIAFA] CyHy, [MHH-2H,017 407, 2

A 407.
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[1502] E 1. AAAQ sEE dig dolE.

1 H
2 I
3 C D C D

4 A D C D I

[1503]

- 213 -



ZIHS3d 10-2025-0054838

6 C D C D G
7 G
8 C D C D I
9 H
10 I
11 I
12 C D C D G

[1504]
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59 D I
62 H
64 H
65 H
67 D G
68 H
69 D G
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