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Compounds are provided according to Formula (A):
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and pharmaceutically acceptable salts thereof, and pharmaceutical compositions thereof; wherein R!,R?,
R3, R*, R3, R®, and RCare as defined herein. Compounds of the present invention are contemplated useful

for the prevention and treatment of a variety of conditions.
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Compounds are provided according to Formula (A):

and pharmaceutically acceptable salts thereof, and pharmaceutical
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compositions thereof; wherein R°, R*, R’, R*, R°, R”, and R"” are as
defined herein. Compounds of the present invention are contemplated

useful for the prevention and treatment of a variety of conditions.
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mM ; D-ZjfE : 10 mM ; +ABESIEE 0 0.02% ; pH (NaOH) : 7.4

A MRV BRIR R 2 /D IEREFEFENRITCEICT - HikkzE/D

90 HEHHRTE)
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1O ar Bl o
AN B’

IR A IRR S H B2 RN < IENERER - HEEERIHR ZE
EpBiG < A B - UE 0 REFER-10C £-30C T - EEAE » 1<lENE
R PRIFAE ZR(19°C £30°C) T » FERAY I RIANERA FEFRKFE(T E
9C)H o 1A PNE R ELRE TSI 2 &H oy

ZAESH 1 130 mM 5 ZA EEE 1 mM ; Mg-ATP : 5 mM ; HEPES : 10
mM ; EGTA : 5 mM ; pH (KOH) : 7.2
s P2

B IEETZE - dHIT R B E A NMDA/H ERE ~ HIE B & 20,
{E&EYI/NMDA/ el -

FEZENT - BAE b0 < T A R HI B R &Y 2 2 /03000 ¥ % R
B - EEES A T RA ¢

RHAE 2 /D=3 73 Bl R o o A B B R R A o RAAE & AT 5T 2 B 5B
ih 2 ATELENMDA K T B BE (8 8K > R R EEF(-10C £-30C) » EXEE
BERRIE - FEABEERAIAX » SRR SRR IGE -

G - B R = (AR BRI (0.1% DMSO) e D-(-)-2-Ha A
-5-J% B A T BE(AP-5) (100 pM) 2 R > DUE i FRNMDASZ 88 2 et 3%
IH o

CAERHFR L ERRB B EAP-5 250 mMEHFER - WE S
Bk B2 REHEEGCIOCE-30C) EEERE R - EEHEERAT A
Ao BRI R R S iR R AL REE £ 2@ ANMDA (300 pM) K T e #4(8.0

WM) 2 & M) BRI E R FE » (S5 ACEERE100 pM -

5 91 HEEHIEREIE)
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B

AMAEME BIEM/F A T 2 BF R X £ QPatch HTX 24 HALEH B
SR PRAF AL A A GARE /IR a5 P B DN E SR < P 7B R (B IS RE N 7B IR %
FERE=ER F9CE30C)T -

FEF B RURREART - RO ESCA ~ SRR - Ji N £ AR
FTA B R(E S REERORER 2R F(19CE30C) T » f£HEH Bk
B L L W SUHEK 2934 B 2 FI P B T IR B i £ 2 4% » R ER &
Mg H BB R L 4 AR 1B s o i 24 DA (R BB SR EE AR B0 (= AR I R 4H
RE) o RHAE R R SHAZAHAERE D300 uM NMDA (%8.0 uMTf iz %)% 2 M
AR EERSTY - fE R (W & B > SHAERIAE-80 mV 2 PR AL T AL B
fir

B 7ot s (E &9 - NMDASZ 8 5% i1 T~ SC AT # 2t 2300 pM
NMDA k8.0 pMH iz B K M\ (b &P aH & BB - A2 HE D2 ] 2 77 A1
AL EY 2 =+ (#FH R B -
RA g - HSEUEEY) L R KR

Ei

FEISmSE | FREEERRGG) | MEnn
1 4 NMDA/H i
2 30 Bath
3 4 NMDA/H i
2{EEE
4 30 1 uMOHE L&Y
5 4 1 uMGHTE L&Y + NMDA/H S
JIEEg
6 30 Bath
7 4 NMDA/H i
2{EEE
=B fhNpeE > HIEE R
I 55 92 H(ZBHEREHE)
106135795 FHEYE A0202 1073104297-0
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FEAOgRSE | FRERFEG) | FEhO

1 4 NMDA/H i

2 30 Bath

3 4 NMDA/H i
2{EEE

4 30 Bath

5 4 NMDA/H i
JIEEg

6 30 Bath

7 4 NMDA/H % + 100 uM AP-5
2{EEE

A £ 4R A s (Ionworks Barracuda (IWB))

EHHAEAR R SRl A W sE IS E &Y IF 15y R A 38 5 0E M ¥ R
PRI AL B PIAAE 1 2 GlunN1/GluN2 A K GluN2BE#i i B 2 iG Y EF - &6 21
ERFYRIF -

HEK2934H A 4E A 5 225 DNABEAI H 2L 4R A5 AGRINT/GRIN2A A
ZcDNAfEZ o (FRFAZRTERT 2G4 K HEM R -PIEE R
EEEEFUGAISR EMBREFNEZRE NEZRBEE LT - L@
H10% e Mm% ~ 100 pg/mlFE M ZEGHY ~ 100 pg/mlkfi B #E A& ~ 100
ug/mIEEREIER ~ 5 ng/mIFEASEE & K500 pg/ml G418HYZEMH K E
P& R A/ EEREY(D-MEM/F-12) P& -

LIS B R JEE 7 HE A8 2 (A 48 B8 5L/ R FE) s A M P 50CR - P e
KR E R 2H0.3% DMSO K20.01% Kolliphor® EL (C5135 » Sigma) °
fif F B Bl (LR AE e H & &i(SciClone ALH3000 - Caliper LifeScienses);if
A5 P 3R BC ) 0 238418 FLE R o - AL LR P Z 1& (£ Flon Works
Barracuda-f &5 1T 2 M
BAEHER

93 HEWHRE)
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a) BN K(mM) : 50 mM CsCl~ 90 mM CsF 2 mM MgCl, ~ 5
mM EGTA - 10 mM HEPES - L CsOHZF# ZpH 7.2 ¢

b) A 4N A RHB-PS (DimM% B fir 2 4H & %)) * NaCl - 137 ; KCl »
1.0 : CaCl, » 5 : HEPES » 10 : %k > 10 : pH4NaOHIHE E74 (AHHE
EERAMIE) -

¢) PRIFEEAL © -70 mV - (€ HI/PAMi iNEATE < &AL * -40 mV -

FLERARRE

a) HAMEENRFEIM 2 PPCEEBEL T (BE LI ul) - MR
RS A ZPPCFH&E M 2 ML (B L9 pL) -

b) AFEE A SR R S BROR SRR < IR B IR AVEE | ALK E
2 HHAEEC SR AR -

o) REETTIHERC s (FFH) o & e - 15 & TH M AR BA RS (PR e 0 2
FregIRE]-5 min) » HHZR - fEHEAY) B e 5B (ECyo L-BARE B F230 uME
W B ) L it DRI RS - AEDRDRIER ) < TR ER R -

AR B 0 58 — RFE G A0 AR AR 020 pl 2008 4 0 el %) 74 i 4
Ak 0 B T RFEBE AN 1 PATO pL/s (FEFEANERFEI2FD) AR I020 w1 Rés Hl
sl ) B AR SRR 4H B -
1E =) SAr 58 ST (PA M) 3 48 35 7 BB R38R

TE R A A B (PAM) 8 7 2 B SRR AR 51 5

SE(E% = (Ipam / Tgcio-30) X 100% - 100%

o lpamrist B 1L & R E 2 MY 2 FAE THYL-BA R BLEC 1050513
&t © Hlgcoolt R DAL-BRREBEECoo 538 2 VI EEIR -

PAMIRE N EE R EFLLL T 202 e S

5 94 HEETIEREIE)
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BE% = % L-BEREBEEC, + {((MAX% - L-ZERFREEC,0%) / [1 +
([Test]/ECso)™1} >

H A A BPAM CHIEAYN Z BIE » ECsoff B £ PR KBUE 2
PAMY RS » N Ry Bl B8 > L-BEEBRECy 0 %R By 8 L-BE BE BZECo0 5
FZEMIE T 0 MAX% B &8 BIL-BEF BREC, L Bl iR S B & 2
PAMUE B &R AV B o Eb o HOBUE %R B S PAMORE & T & L-%% f7 BE
EC 03053 2 BRIV 53 EE -

o BN 2 e ARIR S 200 B E # A E ERIRIE(PCA) -

PCC: H KB HLUE © t-BuOK © 5 =T FE #f ; 9-BBN @ 9-fif ¥ I8
[3.3.1]1F )% ; Pd(+-BusP), * #(=- = T ZE BH#N0) : AcCl : B{L L
B 5 i-PrMgCl : RNEAF(LEE S TBSCl: F=T BE(F) _HEW I 5 (/-
PrO),Ti : MR NEEEK 3 BHT : 2,6- -5 = T B-4-H E K 5 Me © H
H o i-Pr BNAE -Bu: E=TE :Ph: XHE Et: 24 Bz : ZH[E
B BzCl @ @ LA HER 5 CsF @ & (b DCC: "B Ak “aehg
DCM : & H %  DMAP : 4- " H R ACUENE ; DMP @ 8Er-5 T S iie
EtMgBr : LA {b§E » EtOAc : LBk LB TEA : =22 5 AlaOH @
Hil% s Boc: F =T &P - Py WLOE ; TBAF : & LVHIE T £ ##%
THF : PUGEMEIE 5 TBS : =T A " HERGEE  TMS : = HEK R
TMSCF; ! (Z®HEB)=HEWE 5 Ts: HHEmEEEA S Bu: T4
Ti(OiPr), : TUENFHEEL s LAH: S L $n ; LDA © " BN EHM
LiOH.H,0 : 8 b##/K&E%) s MAD : HE$REE(2,6- -5 = T F-4-H A
HH3) s MeCN @ L5 s NBS @ N-JR(UT ZFEge iF - Na,SO, © i % #9

95 HEWHRE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

Na,$,0; : WifCHiE& 4 ; PE : A B ;- MeCN @ Z 5 5 MeOH : H g ;
Boc : E=T & Hi A s MTBE : HE S =T HEt 5 hr/hrs 1 — = FH % /)N
B 5 min/mins | —B(FHE % 478% o
B Hi1 : (3S,8S,9S,10R,13S,14S,17R)-10,13- — EH E:-17-((2S,35)-4,4,4-=
8-3-RT-2-5)-3-(Z & H #)-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ T
ﬁi-lH-i%UZ[aﬁE-S-E%(l)&é)ﬂZ

1) 9-BBN 3zt H ﬁ.

THF 2) NaQH, H,0»

RO 5.200-CF3_2A

5-200-INT_2
S 200-CF3_1B
. oH . PH
i e . r
“. TMSCE;, CsF 0’ FF
Fac . TBAF.3H,0, THF 5 ‘@ Ff>....
FH F HO
$-004-027_1 1 53

1.1£0C N TBAF (3.04 mL > 1 MATHFH > 3.04 mmol > Aldrich)
FATHF (100 mL)H 2 /&% » $ & [[S-200-INT-2 (19 g > 60.8 mmol)}?
THF (100 mL) 9 7 5@ a2 /AN ITMSCF;3 (25.8 g » 182 mmol) » £0°C

TRFAFEEYI30 min - FE0C N ECEEYIAIITBAF (200 mL > 1 MJRXTHF

96 HEWHRTE)
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& > 200 mmol » ENHY) - F£0°C N HBEFIEEY30 min « [a)REYAII
NH4Cl (100 mL » g1 7KEK) - EZRG R EY - B eV IR
PE/EtOAc (400 mL - 1:1) - sy Ee A g - H B Ath /d (# #E X (2>10 g
S200-INT-2)&6f - & ZHEERK(300 mL) ~ BE/K(300 mL)ZEiH% » &
Na,SO.Ez ) - M8 H BEZE R4S - SECHIRY) - (EEGYIEREIRDCM (150
mL)H HHPE (750 mL)#&#E o KSR EIAWEBEE(S00 g > 1002200H)
H FAPE:DCM:EtOAc=5:1:0.0525:1:0.1) 55 > 5 % 2 H Ak ¥ 2S200-
CF3_1B (12 g > 70%4HE > 17%E &) )& A 4iS200-CF3_1A - % £ 4fi 5
MeCN (250 mL)F4E & » 55| 2 [E f42S200-CF3_1A (6.5 g) - HMeCN
R EE Y B EFE(PE:DCM:EtOAc=50:1:1220:1: ) 4L EFHEY) » %

HEY BEMeCN (20 mL)F 45 & - 5 2] £ & #8 2 S-200-CF3_1A (1 g
16%REE) -

T 87Jucrs (FDCS)HE FI200-CF3_1A %200-CF3_1B - (J. Org.
Chem. 2015, 80, 1754.

S-200-CF3_1A:

'"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:

'"H NMR (400 MHz, CDCl;) § 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) ©

2.[5S-200-CF3_1A (8 g > 20.9 mmol)JATHF (80 mL) 2 3% B

5 97 HEEHIREIE)
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JI9-BBN_ZE#5(5.85 g » 24 mmol) » fE40C MRAEEYIL h - FESY)
BAIEOC - [ REY)ZEE RIEtOH (12 mL) ~ NaOH (41.8 mL > 5 M
KIB®) KeH,0, (20.9 mL > 10 MAIER) © /E50C MRS h o £
A& RS YIRIINa;,SO; (100 mL > 25% » /K& 7) © FAEtOAc (300 mL)
FAUREY) - g & 7k 0 # W B E HE(PEEtOAc=10:125:1)4]
£ BFEZFEEES-200-CF3 2A (7.1 g > 85%) -

"H NMR (400 MHz, CDCl;) & 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 4E£25°C FAS-200-CF3_5A (3g > 7.49 mmol)/ADCM (50 mL)/ .~
BRFIANIIDMP (6.31 g > 14.9 mmol) > f£25C MREFA30 minZ % > &
SRS A 88 f1NaHCO; (100 mL)J% J& H ;% iiDCM (100 mL) H # #£10
min « DCMAE &S 77 B H FANa, S, 0: 88/ /KK (2+100 mL)EHk - &ff 2 H
1% g FH BRI B8 /K (2100 mL) 7B 8% - &8 7/KNa,SOLFZ 8 - B8 HIR4E - 78
BRI PN 2R (5% £20% EtOAC/PE)4i L » 55| 2 E 8 2 N-004-027_1
(1.5 g 50%) o

'"H NMR (400 MHz, CDCl;) & 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) -

4 F£0°C F[EIN-004-027_1 (1.5 g > 3.76 mmol)A4E/K THF (40 mL)
ZBRFIARIICSE (1.42 g > 9.40 mmol) » f£0°C FHEFF20 minZ{& > F£0
C TAPITMSCF; (1.33 g 9.40 mmol) H ## #30 min o B & 85 % &=

98 HEWHRTE)
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oo JNIITBAF.3H,0 (4.74 g > 15.0 mmol) HES50C T30 min » &
FEESYE A UK/K(100 mL)F - FIEtOAc (2x100 mL)ZEHI KM - &6~
A% AT ER /K (2100 mL)ZEF - 487K Na, SOLHZ 1 - 1 JE HIR4A »
RIE=CREBZEBRESY( .45 ¢ HEY) » HEANEE0%E
15% EtOAc/PE)4i(L - BHIZE H B[E e 253 (340 mg - 24%) ) 2 H B[]
B2 21 (200 mg > 14%) -

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) -

£2 minfgfr$ > LCMS Rt=1.121 min > 30-90AB 2MIN E » 4fi &
100% >

MS 50-100 1 4min.m > Cy4H;3F¢O [M+H-H,0]" 451 » EE{&E451 -

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) -

£2 minfgfr$ > LCMS Rt=1.121 min > 30-90AB 2MIN E » 4fi &
100% >

MS 50-100 1 4min.m > Cy4H;3F¢O [M+H-H,0]" 451 » EE{&E451 -
= #2 ¢ (3S,5S5,8R,9S5,10S,13S,14S,17R)-17-((2S,3R)-3- E-6-H A B=-
2-55)-3-(HEEHA)-10,13- “HE+ANE-1H-IRK[a]FE-3-FF(2) Z &K

99 HEHHRTE)
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Ph;PMeBr

THF

MeONa 1) 9-BBN B
T _— >
MeOH 2) Hz0,, NaOH
DMP
—_— - —
DCM
DMP
DCM

26 100 H(EEHRIEE)
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1.f£20°C F[AN-4-4_1 (50 g 157 mmol) A4 /K HEZ (500 mL)f >~
RF IR — MR IDfE/KTsOH (2.84 g » 15.7 mmol) » fEESY)FHRE £60
CH|EFI h - KIEEESYIHEGN (1.58 g > 15.7 mmol)iZ g HIEH 554030
min ° JEH LR ZERE > AHEE(250 mL)JEik BN ZE R TR - SR 2R
B2 N-4-1 2 (51 g > 90%) ©

"H NMR (400 MHz, CDCl;) & 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.{£20°C T AN, T [APhsPMeBr (75 g » 210 mmol) A fE /K THF (500
mL) i 2 8 FE R Z (A It-BuOK (23.5 g > 210 mmol) » JE GV RS
B HAE20C TEF30 min - FE&IANIN-4-1_2 (51 g > 140 mmol) - H)E&
PR E40C HIEHEL h - F ER &) 2 Al B2 E ANHLCIAKIE IR (K)
(400mL)H - S EEFTIRIE &%) 0 FAITHF (200 mL)ZEH & KE - & 2H
g P AIEN-4-1_3 2 mikmimE E—F Ak -

3.4620°C F/EN-4-1_3 (50.4 g 139 mmol)JATHF (700 mL) &
R AIIHCIZKE R (1 M > 208 mL > 208 mmol) - f£20C M RFEEY)]
/NE > HEIRS 0B o 5 7K(200 mL)RIIEREEYIT » HIEH IR 2 BEEE
KR EFZ R » (REIZ2ERE ZN-4-1_4 (41 g > 94%) -

"H NMR (400 MHz, CDCl;) & 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) o

4 4£25°C F AN, T [@MesSI (101 g 496 mmol)jA fi /KTHF (400

mL)d 7050 TR s t-BuOK (58.3 g > 520 mmol) HE#30 min °

55 101 H(EEHIEHE)

C208892A.docx

106135795 FH YR A0202 1073104297-0
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IN-4-1_4 (39 g 124 mmol) A& /KTHF (300 mL)§ /&K - (R
EYFRESOC HRAE2/NT - FRIEREY A4l £25C HHANH,CIAKE
R(500 mL)pE# - FEtOAc (2x500 mL))ZEHUKAH - & 0F 2 H 1HAH A EK
(2x300 mL) Yk » &84 7K Na,SOLRZ R - 18 H H 22 R 4s - WerWEmw
2 & 17 (PE/EtOAc=20/1%10/1)4i{E » 25| 2 E 4% “N-4-3 1 (35 g K
k) e

"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) o

5.4625°C FAIN-4-3_1 (35 g 647 mmol)}4E7/KMeOH (500 mL)
LB R IAIIMeONa (57.2 g > 1.06 mol) HAEN, MEFA/EE )30 min © #
RIEREYRET0C BN, MEREEDR3/NG - K ER &Y 241 £25
C HA/K(500 mL)aH - FIDCM (2x300 mL)ZEHU/KAH © & (F 2 A 1H%AH A
BEAIEA/K(2x300 mL)Feilk - &L KNa, SO 2 - 8 0 A2 R4 - LU
FEEE - Ees YR m Y BT (PE/EtOAc=10/1 £6/D)&i(L - F2] E E i
ZN-4-3_2 (25 g F4l) - HEYE25C TEPE (250 mL)ZEL h - 8

ME R HE BB H LU 2 & 88 2 N-4-3_2 (15 g » 25%) ©

"H NMR (400 MHz, CDCl3) § 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. 4£0°C N[AN-4-3_2 (15 g 41.6 mmol)A /K THF (200 mL)d >~
BRFINII9-BBNEAS(27.7 g » 124 mmol) HJAN, MRH30 min » 7
ERGYHARESOC HEHL h - KK EREGY 24 £0°C HIRIIEtOH

55 102 H(EHIEHE)

C208892A.docx
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(50 mL) - [ & f£0°C T & 4% 1€ # /& JINaOH (41.6 mL > 5M - 208
mmol) ° & IEHRIIHL0, (23.5 g » 208 mmol > 30%52 7K ) [E] B i N H R
FERFFALIOCLAT « (FREEYHRES0OC AFEHEUNS - FRIERESY
BAL B EIAKIK(500 mL)HF H 08 - 22 R4 DUt 2R 2
N-4-3_3 (14 g - HEY) - HEBGYERAN T —F58 -

74525C T H#DMP (3.35 g 7.92 mmol)/RJIZEN-4 3 (1 g~ 2.64
mmol) yDCM (20 mL)F 2R &Y o (B IERE SV R £40C HEFH1
h o fEpH 728 10°C LA~ FNaHCO; 88 M /KA TR fE R &Y - #IE %
R o IR T ZDCMAE & o7 i H FINaHCO3/Na,y S, 058 F1 7K & i (1:1 »
2x50 mL) ~ BE/K(2x50 mL)EME » & Na, SOz ke » B8 H EZE B s L&
FEEE - BerFEh ZEE (0% 230% EtOAC/PE)AL - 55| £ [E#S 2 N-
4-3 4(0.6 g 60%) o

'H NMR (400 MHz, CDCl;) & 9.57 (s, 1H), 3.40-3.34 (m, 5H);
2.38-2.28 (m, 1H); 1.94-1.76 (m, 2H), 1.74-1.35 (m, 16H), 1.06-0.82 (m,
10H), 0.73-0.64 (m, 5H) -

8.7E0°C TN, F[AIN-4-3 4 (0.6 g > 1.59 mmol)jAfE/KTHF (10 mL)
AR IRINRCERALEE(4.37 mL > 8.74 mmol » 2 M L) -
ERER ST RE25C AR U/NT - 1 EREY)FIAIINHLCL 6850
KIER(50 mL) - FHEtOAc (3x50 mL)ZEHUKH « & 2 3 1% AH F & A0 B8
7K(2x50 mL)%ifk - &EIEKNa,SOLEZ: - M8 HR Y » 153 £ E38 2 N-4-
4A (0.5g - HHEY) -

'H NMR (400 MHz, CDCl;) § 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-
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0.75 (m, 14H), 0.70-0.64 (m, 4H) -

9.1£25C T AIN-4-4A (0.5 g fHEY)HNDCM (20 mL) 7 757K F R
JIDMP (1.88 g > 4.44 mmol) - X fERSY)H IR E40C HIBH1I/NES -
fEpH 728 K 10°C LA T ANaHCOs 8 M /KIS 7R JE R &Y - iBIERT
& o DCMAH & 45 B H FiNaHCO3/Na,S,0: 88 F1 /K & 7% (1:1 » 2x50 mL)
HE7K(2x50 mL)JEMk » & Na,SOLEZ KR » B8 H HZZR 46 » 15 3] 2 38 2 N-
4-40 (0.4 g~ MHEY) > HEHAR T 5 -

1£25°C FAN-4-40 (0.4 g 0.895 mmol)AMeOH (4 mL)9 7 /5%
th 4218 R iINaBH, (0.340 g > 8.95 mmol) Hi8#:2/NiF - FHDCM (2 x
20 mL)ZZHUKAH » & 0F < F P AE A 68 A1 B8 ZK(2x20 mL)%e % - &€ MoK
Na,SO5z 8 » HIEHE TR LESER B EARAWBREN
(PE/EtOAc=8/1E5/1)4li({L » BF| 2 E A 235 (150 mg > F&H) &2 (130
mg » ANEH) o fE82°C N [EA1/NEF §HMeCN (3 mL)F 45 &2 (130 mg » R
) - BHORSYHSAI225C - BB RF IR HE 2R 4E IR LR #t 2 [&]
B2 22 (50 mg > 12%) °

'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) -

£2.0 minfg€ M & > LCMS Rt=1.350 min > 30-90 AB > &fiE99% -
CyoH4sO [M+H-2H,0] > MS ESIEFE (#4413 » FE{E413 -
=53 : (3S,8R,9S,10R,13S,14S,17R)-3-ZF-17-((2S,3R)-3-$RE:-6-FH &
BE-2-%k)-13-H £#:-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ PO &-1H-38 X
[a]JE-3-B2(3) Z &K
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3
PhyPE(Br
HiH _1BUOK | _HBUOK
eSOk o@ ﬂ
0

$-310-B3_1 $-200-N19-3_1 $-200-N19-3_2

PhyPMeBr
+BUOK

THF

1) 9-BBN 4T
—_—

2y NaOII -
H-02 457

HO §.200-N19-4_1

) 9-BBN q‘”" ‘99’ ;
_._. A
S \ SIS

HO
$.200-N19-4 3 01 §-200-N19-4_4 $-500-15-2_1

OBz OH

s IR G
oD, PR PPy ‘@ ‘@

$-500-15-1_1

3

LAE35C TR &SR MRt-BuOH (350 mL)5E A = SHIBI KR L7 R
THEEE10 min - $t-BuOK (90.5 g » 807 mmol ) RIIZERE& W+ HNE R
THEHELS min o $¥S-310-B9_1 (20 g, 73.4 mmol)FMEL FEES AL
3ISCTIER THREELS/NE - HRIEREYEAZR10%ZEE /KA RS0
mL)H A AE3SCLL N EFELS min - RH07K(500 mL) ARFEE &30 min -
F i B < #9(500 mL)Rf IR & ¥ < pHEH &1 &7 %8 H & # 30 min < FIPE
(2x500 mL)ZEHURE &) - AHEE&E o8 - R /K500 mL)ZEHk - 48K
Wit B Sz e - B HAL3SC AT RYE » 55 205K 2 S-200-N19-3_1 (17
g HEY) - HEGYEREANT 8 -
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24E0°C T [F2,6- "% = T A-4-HZEEH(100 g » 453 mmol) ¥ H 7
(300 m)h 7 75 TR A JIAIMe; (113 mL 5 226 mmol » 2 MR H K
H1) o FE25°C MRFFR EW/NE DAE £MAD - {£-70°C T #S-200-N19-
3_1 (10 g > 36.7 mmol) )R HZ(50 mL)H Z7F WA B AN EMADER -
FE-70°C MRFH /N 218 » /£-70°C T 2 A fIMeMgBr (36.6 mL » 110
mmol - 3MJ* ZE it F1) - £E-70°C TREHEERI/INE « ££-70°C T el
FOTERSEEE (400 ml) S MEIR &) o 4E25°C THR#E10 min{g - BIBFTSIR
&) H HEtOAc (2x200 m)ZLifk - &0 < A& & ik - FEZK(2%200
ml)% o - &Na, SO 5788 » MMIEH BEZ R - BearWHBWRBEN
(PE/EtOAc=10/1%5/1)4l {b DL ZE 4 £ [& §8 2 S-200-N19-3_2 (7.6 g &
)

'H 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) -

3.4£40°C TN, A PPh;EtBr (37.1 g » 100 mmol)jATHF (200 mL)
b 7 8% % R At-BuOK (11.2 g » 100 mmol) o 4£20°C T#$£10 min
1% 5 N0S-200-N19-3 2 (7.6 g, 25.1 mmol) - {£40°C T KIEREGYI]
/INEF o R EP)AE0C T FANHLCIZK /A /(200 mL)Z 5 » FIEtOAc (3x200
mL)ZEH] - & 0f 23 HAH H B 7K (200 mL)JE Mk > &ENa>SO.828k > I8 H
JedE o BErYFE M Combi-flash (0%%30% EtOAc/PE)4i{L » 155 2 EHE
> 8-200-N19-3 3 (5 g 63%) o

'H NMR (400 MHz, CDCl;) § 5.45-5.35 (m, 1H), 5.20-5.00 (m,

1H), 2.41-2.30 (m, 1H), 2.29-2.12 (m, 3H), 2.09-1.76 (m, 6H), 1.69-1.38
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(m, 15H), 1.35-0.94 (m, 7H) -

4.4£0°C T AN, T [AS-200-N19-3 3 (2 g 6.35 mmol)JATHF (20
mL)H 2R IR II9-BNNA8(3.09 g > 12.7 mmol) - ££60°C FRHZE
RUNEF » 2Al£0CH& - &g e IIECOH (20 ml) &XNaOH (12.7 ml »
SM > 63.5 mmol) ZJE K » R fN{&g > & 18 #4 J1H,0, (2.15 mg » 6.35
mmol > 30%F27KHd) » HWEREHERFAE10CLLT » ££60°C T HN, M EH
BEM/NG - ROEEGYIER2AI230C - K7K(100 mL)/RH0 275 % HH
EtOAc (100 mL)ZHU&7/KE - A& A (2>100 mL)E/KIEHK - G ZH
1% o 48 /K Na, SOL5Z 1k - HLEE Y BB #T(PE/EtOACc=2/ ) &li{E > FFI =
[EfS 2 S-200-N19-4 1 (1.6 g » “~4f) -

'H NMR (400 MHz, CDCl;) § 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) o

5.15/S-200-N19-4_1 (1.6 g » 4.81 mmol)JADCM (20 mL)F 7&K+
NI (2 g) RPCC (2.07 g > 9.62 mmol) » 1£25C T RFFEG I3/ -

AR SR IIPE (50 mL) - SRS )E M B EIE - HE S HPE/DCM
(30 mL/30 mL)7EiHF - BIEREY H EZERGIER - BerYIis ity B
(PE/EtOAc=10/125/)%i L > &3] £ [& #2 2 S-200-N19-4 2 (1.2 g &
&) - HAE[EDR N EMeCN (10 mL) & 5 LIGE i &2 E#S 2 S-200-N19-4_2
(1.0 g » 84.0%) o

'H NMR (400 MHz, CDCl;) & 5.40-5.35 (m, 1H), 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)
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£2.0 minf@#75 » LCMS Rt=1.058 min > 30-90 AB > &fifE100% -
C,,H34[M+H-H,0] > MS ESIEFE #3313 » FE{E313 -

6. f£40°C FTHAN, R/ PhsPMeBr (11.1 g » 31.4 mmol)j/ATHF (50 mL)
b > B3R R It-BuOK (3.51 g 0 31.4 mmol) o f£25°C T#&$#E10 min2
% » 7H0S-200-N19-4_2 (2.6 g » 7.86 mmol) » {F40°C &+ K R &Y
1 he ZIEYEOC T ANH,CIZK AR (100 mL)Z g, » HHEtOAc (2x100
mL)ZEHY - G Z A HEAEK2 x 100 mL)JEHE - &Na,SO.578k » B8
HIR4 - 3Ber” 5 HCombi-flash (0%%30% EtOAc/PE)&i(L > B E] £ [E
B> 8-200-N19-4 3 (2.4 g > 93%) o

'"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) -

7TA4E0C AN, FE9-BBN B ##(9.27 g » 38.0 mmol)JR 1% S-200-
N19-4_3 (5 g » 15.2 mmol)/RTHF (60 mL)§ 2 &K F - {£60°C MRHA
K1 h o ZAIR0TC & - M4 1€ IR IIELOH (60 ml) K NaOH (30.4 ml -
5M > 152 mmol).Z AR » RI{& > 4 18 17K JiH,0, (15.2 ml > 152
mmol » 30%F/KH) » HNERREEGEFRFEI0C LA » 7260°C NN, N #
BEUNE - FRGWEHR S81230C - #/K(100 mL)EEtOH (100
ml)/RII2ER - BEERZR > H&LBEHBEZERELESE ZEBEE ZS-
200-N19-4 4 (5 g > HEWY) -

'H NMR (400MHz, CDCI3) § 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
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(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) o

8AE25C MR- T = B fE(2.44 g > 5.76 mmol)7s il £8S-200-
N19-4 4 (1 g 2.88 mmol)JADCM (150 mL)F 7 E &k +  4825°C T #E
FIEPUNEE - 4E25°C MR EY30 min - fE0°C T &R &) F A 60
Na,5,0; (100 mh)dr - EHDCM (3x100 mD)FEHL - & §f 2 H & A e A
NaHCO; (100 mLx2) ~ B@7K(100 mL)ZE )% » &ENa,SO,.5z ke - # 8 H 522

= JEHEY) > M BEHE(PE/EOAC=10:)FHH BV LB E =

[E > S-500-15-2_1 (800 mg > 80%) o

'"H NMR (400MHz, CDCI3) & 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) -

94E60°C FHF1-/R-3-HE T (4 g > 26.4 mmol)jTHF (27 mL)H 2
BREERINEMg (947 mg > 39.5 mmol) &I, (33.5 mg > 0.132 mmol)
THF (3 mL)H 282K - 7L60°C MR GW /N « 7L0°C TN T
BB Y AR (E$5(30 mL > 0.88 MFYTHFH » 26.4 mmol)/RfI &
S-500-15-2_1 (800 mg » 2.32 mmol) jATHF (2 mL)F Z/&/&KH « {L0C T
BHERESWUNE - m0R &Y IRIINHLCL (50 mL - 68/ KB R) - H
EtOAc (2 x 50 mL)ZRUREY) - &6 < A HMEMAE /K100 mL)% ik » &
Na,SO, 520k - BB HEAEZRE I MHEY AW EBREN
(PE/EtOAc=10/1Z5/)FHEVHLEEI ZERE 244 (720 mg » 75%) -

'"H NMR (400MHz, CDCI3) & 5.40-5.38 (m, 1H), 3.63-3.61 (m,
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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) -

7£2 minfg f7 & > LCMS Rt=1.289 min > 30-90 AB > 4 [%100% >
C,sHys [M+H-2H,0]+. > MS ESIZ1E{E381 » FEH{E381 -

10a.7£25°C TN, F[A44 (300 mg > 0.720 mmol)JATHF (14 mL)
Z BRI ZE B 2 (348 mg 0 2.85 mmol) R = A E (111 g0 4.27
mmol) o {E25°C F#E#E20 min 2 1% » {fE0C FHAN, TIARMDIAD (780 mg
3.86 mmol) - {EO°C FEHIEEY20 minfEE AR £25C HAE25C TH#E
17/ » G/ H07K (100 mL) HHEtOAc (2x100 mL)ZHUE &Y - AEAAE M
BE7K(100 mL) %R0k - &ENa,SOLHZ 1R - MBIE - BEZR4 » FEIF (LM
EY(.5 g HEYD -

10b.4E25°C TIAN, T 44 (1.9 g » 4.55 mmol)JATHF (70 mL)F 7%
R RIIA HEZ(2.19 g > 18.0 mmol) & =ZK[#(7.07 g > 27.0 mmol) - 1
25C T 8 #20 minZ % » £0°C T AN, T /% f/IDIAD (4.93 g 24.4
mmol) » fE0°C THEHIE G Y20 minfE{& AR £25C HAE25TC THREE1T/N

° ANAI7K(250 mL) H AHEtOAc (2x250 mL)ZEHUEEY) - A M AEK
(2x300 mL)ZEfk » 4&8NaSOLHZ1E » )8 » HZ R - BEHEY - #15
— R 2300 mg 44 & 4F - MHEYFE TR BE HE(PE/EtOAC=8/D) &L
FEIZMARY) 2S-500-15-1_1 (1.2 g > f&l) - HEHFHNR T D8 -

11.4£25°C F [1$-500-15-1_1 (1.2 g > R &) THF/MeOH (2 mL/2
mL)f 2R TR IINaOH (400 mg) &zH,0 (2 mL) » ££50°C M RH S IEY)
16 h - 24l > KIEREYIHH,0 (20 mL)##E H AHEtOAc (2x30 mL)ZE
e &0f 2 AHIE&Na, SO - BB HEZE R - HEVREHWEBE
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fE(PE/EtOAc=4/1)4 L - /FEEY3 (150 mg » A4f) » HFEHE25CTH
MeCN (5 mL)BEE4i(L > BEIEE#E 23 (30 mg - & > &100 mg > R
)

'"H NMR (400MHz, CDCI3) & 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) o

£2 minfE Mt & > LCMS Rt=1.281 min > 30-90 AB > 4 f£F98% >
C,5H4,0 [M+H-H,0]+ 2 MS ESIZE1{E 399 » EEH{E399 -

B4 : (3S,55,8R,9S,108,13S,148,17R)-17-((2S,35)-4-(4,4- _EHE B
B)-3-88 T -2-5)-3-Z.5-10,13- ZHE+AE-1H-B K [a]FE-3-B(H) Z &K
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MeQCH,PPhsCI TFA NaBH,
o~ K Tmm _ g~ X o X< Tt
t-BuLi, THF —d DCM O/ MeQH

S-500-6-29_2A 5-500-6-29_2B $-500-6-29_2C
—_— -
HO BCM - rog BY
$-500-6-29_2D $-500-6-29_2E S-500-6-29_2
0
MePPh,Be DMP
SO lie e O 1
HO ) HO o
e 5:200-INT_1 5-200INT_2
1) » 9-BBN 37 o
AlMgs, BHT 0' ey THF 0. DMe
e dnl | . [ -
EtigBr \”“ A 2) - NnOH \““ H
He H-O. 455 1% ud
$.200NT_3E §-200-INT_4E
3 oH
Ny o<
0‘ ST-500-6-20_2 NaBH,
\. @ f) Mg, THF \. MeOHITHR
HJ Hd
$-500-6-1_1

Pd(OH)z, Hz
—
MeOH

1. ££0°C F¥t-BuLi (90.7 mL » 118 mmol > 1.3 MR TFE it » 3.0%
BN E2RAEHEEHE) = AFEB40.4 g 118 mmol » 3.08 E)R
THF (200 mL) 2 55 F © A1 1% » £0°C FHEHER JER &9 NG - 1£0
C T ¥R S Y RN ZES-500-6-29 2A (5 g 39.6 mmol » 1.0% &) THF
(50 mL)y Zmikd HAELSC MR R IEREGY2 h - JEEPHANHLCI(100
mL » 10%)k B H FEtOAc (2x200 mL)ZHY - A A& 77t H B 228
% > (3F1S-500-6-29_2B (18.0 g » FHEW)) -

"H NMR (400 MHz, CDCl;) & 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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2 fE15°C T TFA (21.4 mL > 290 mmol)JRA1%S-500-6-29 2B (5.6
g AEHHRDCM (25 mL)yf 2 \BHFERF HALLISC THRFELS h - KIER
E Y FNaHCO; 8 f 7K A& (10 mL)Z % H FHEtOAc (2x20 mL)ZHL - &
ff < A e & it /K NaySO4FZ 1 H AT R TR 4E » 5 3] 2 iR 2 S-500-
6-29_2C (5.0 g - #HEY) » HAN TN —F 5 i i & 4L -

'H NMR (400 MHz, CDCl;) & 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) o

3./E15°C T AN, T $&¥NaBH, (1.61 g > 42.7 mmol);f /il &S-500-6-
29 2C (5.0 g > 35.6 mmol)®MeOH (50 mL)H 285K+ « fE15°C FHERE
BREVIVNG - #EEVEIAKGSO mL)H HiRH2057 8 - FHEtOAc (3x50
mL)ZHUKAE o &0F 2 A HHE A eI /K (2 <50 mL) e » & 4M7KNa,SO,
R e iR HOR4E - | F 28R 2S-500-6-29_2D (5.6 g > HHEY)) -

'H NMR (400 MHz, CDCl;) & 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 AE15C T AN, F ¥TsCl (8.23 g 43.2 mmol)f 71 £S-500-6-
29 2D (5.6 g 39.3 mmol) FAIHENE(50 mL)H 2 AR E o fE15°C TR
GYIl6/NE; - RSP EIA KGO mL)F HiRH20578 - FDCM (3x40
mL)zZ HUKAE - & 0F 2 A 1% H e F g 7K (2200 mL) ~ HC1 (0.5 M » 50
ml) JE - 48K NaxSO4Z ) - 808 HOR4E - B EUHIRY) - HAE68°C TN H
CRHE(50 mL) F&E & 5 £ 2 [ #8 2 S-500-6-29_2E (4.2 g > 61%) -

'H NMR (400 MHz, CDCl;) & 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,
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2H), 1.20-1.05 (m, 4H), 0.88 (s, 3H), 0.82 (s, 3H) -

5.LiBr (2.33 g 26.9 mmol)f il £S-500-6-29 2E (2 g~ 6.74
mmol) A WEH(50 mL)H 2 F &R - f£65C TRIHFEGWI2/NEG - BREY
FI7K(50 mL)Z 8 H AAMTBE (3x20 mL)ZFHL - & F 2 A /g H /K50
mL)5E i - &ENa,SOLEZEE - iR HRYE - 58 ERAEZ2S-500-6-29_2 (1.3
g HEY) - PlE—#XK 2.2 gS-500-6-29_2E& 6 » &0f ZHEME
/B BB iE e H FHPE (100 mL)%% ik HOR %8 - 53] 2 HRY) 2 S-500-6-
29 2 (2.6 g 90%) o

'"H NMR (400 MHz, CDCl;) § 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) -

6.4£25°C T [aPh;PMeBr (167 g > 470 mmol)/ATHF (900 mL) ™ /&
RN II-BuOK (52.7 g > 470 mmol) - #HRIERSVIINFZ60C HIFHF
NE » R IIZ S BEEE(50 g » 157 mmol) - {f£60°C TEHEZIER G/

o SRINBEFINH,C] (900 mL) « FFEtOAc (2x1000 mL)ZEHLESY) - &

2 AP JE R /K(2>2000 mL)5EHR - &ENa, SOkl H HZ2 R4 © 5512
HRY) 2 HEY) - HERWBEHEM(PE:EtOAc=20:125: )4 > 1§
F| 2 [E 82 S-200-INT_1 (45 g > 91.2%) o

'"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) -

7.4£20°C T[] S-200-INT_1 (45 g » 143 mmol)ADCM (1500 mL)H

2 SRR IIDMP (108 g » 257 mmol) « ££20°C T EHSRES VI « 7R
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7K (800 mL) H /AN INaHCO; (200 gfE#2) - IR &Y - KR A A
Na,S,05 (2x2000 mL)JENE > £8Na, SO > il )E A E2e =y > 15 3S-
200-INT_2°DCM (100 mL) 1 275K - HEHEHR T—

8 AE10°C T [HBHT (191 g 866 mmol)jX HZR(500 mL)H Z 7&K+
TRIAIMe; (2 MPAEH S > 216 mL > 433 mmol) B8 #E1/NBF o ££-78°C
TEDEEY)IRIS-200-INT_2 (FimEE : 44.6 g))ADCM (100 mL)H 2
B o AL-T8C TR G I/NE o {£-78°C T /R IEtMgBr (141 mL >
426 mmol) - {E-78°C TR EY20 min o /RINEEFESEL(1 L) - A%
M T HE - FEIZK(600 mL)JEHk » £&ENa,SO. G2k H H 22848 - S EIHE
P> HiEm B ELENT(PEEtOAc=50:1£30: )L - [FEIZFE A2 ZS-
200-INT_3a (27 g > 55%) o

"H NMR (400 MHz, CDCl3) § 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 _EX#8(17.6 g » 72.5 mmol);F5IES-200-INT_3E (5 g -
14.5 mmol) JATHF (40 mL)H Z3&iEH - A£60C TN, MEFIEEY3/)
i HIPRCERE o [m R EREYIRINZEZ(8.33 mL » 145 mmol) &z NaOH
(28.9 mL > 5 M » 145 mmol) « JE&YEEEE - {£25C T & RIH,0,
(14.4 mL > 10 M » 145 mmol) H {E N &R R & £ [BR(75C) - BREW 2

I FENI R EE VN 218 - JERERS © 7E25°C T IRDE &) INaS0;
(20 mL » 20%7/KJER) - FEtOAc (2x100 mL)ZHUE &%) - & Z H 1
B 7K(2x200 mL)% % - &ENa,SO.5z2 0 » EZR Y - HAEMWEBER
(PE/EtOAc=10/123/1)%i (L » DLIE it = [E] §2 2 S-200-INT_4E (3.5 g
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67%) °

'"H NMR (400 MHz, CDCl;) & 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 4£25°C FTHDMP (4.66 g » 11.0 mmol);f N ZES-200-INT_4E (2
g > 5.54 mmo)DCM (30 mL)H Z7F R » 1£25C MEHRIEEEY10
min ° ££25°C T fINaHCO; 80 F1 7K 5 (30 mL)iZ B SR &) © 77 B
DCMJE HFIDCM (30 mL)ZHUKH o & ff 2 A #HAHHNa, SO 8 A1 /KIE R
(3x50 mL) ~ BB/K(50 mL)EM > &ENa,SOLG20E - #IE H HZ=RYE > 53
Z[Efe 2 S-200-INT_S5E (2.0 g > HHEY) -

'"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)

11.4E75°C T %S-500-6-29 2 (2.56 g » 12.5 mmol)jATHF (8 mL)t
BRI EMg (600 mg > 25.0 mmol) &I, (63.4 mg > 0.25 mmol)
FRTHF (3 mL)J ZRFR T » ££75C TRFESY NG - 248l1& - ££15
C Mg 18 A 1S-500-6-1_ 1 (1 g 2.78 mmol)J/ATHF (30 mL)H 7 &
e ININZA& > FEISTCT FRFFEEI2/NE > FEIAINHLCL (40 mL) K &
FIEREZ (20 mL)Z 5 H FHEtOAc (3x20 mL)ZHL - & ff Z A A K
(2x30 mL)% % » 4&ENa SOz k¢ > 38 AR 45 0 #5 Hcombi-flash (0% %
15% EtOAc/PE)&i{L » /5% 2 [E 4 > $-500-6-29_1 (800 mg » 60%) 7 JE
av) -
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'"H NMR (400 MHz, CDCl;) & 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) o

12 & DMP (1.39 g » 3.30 mmol)/#/1%S-500-6-29_1 (800 mg > 1.65
mmol)JADCM (30 mL)H Z /&K - [hig - {E15C TR EREY10
min o Z R &Y FINaHCO; 8 F1/K AR (50 mL) A B £ & /Kfg 2 pH Fy
L9 Ry 1k - BIEREY) - 77EEDCMJE H FHDCM (20 mL)Z£HU/KHH « &0 2
A HEAE FINa, S, 0580 1 /K75 (340 mL) ~ 8 AINaHCO; (40 mL) ~ EEK
(40 mL)ZEHE - &8Na,SOLRZ KR - )8 HBRY » 55| 2 &858 2 HEYS-500-
6-29_2 (800 mg - HHEY)) °

'"H NMR (400 MHz, CDCl;) & 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) o

13.%NaBH, (2.80 g > 82.5 mmo)EF A 58RI AKX ES-500-6-29 2
(800 mg » 1.65 mmol)}AMeOH (5 mL)KTHF (5 mL)F 2 /&K F - 4£15
CTHEEREGY30578#E - JEEYHEFNHLCL (50 mL)Z% % B FEtOAc
(3x20 mL)ZEHY - &0 2 AR Na,SOLEZ KR » 18 » 45 H #5 i combi-
flash (0%Z%15% EtOAc/PE)4i(L > 15%]49 (290 mg » 36%) & EE 4 12
(120 mg > 45%) -

49:

'"H NMR (400 MHz, CDCl;) § 5.31-5.26 (m, 1H), 3.85-3.77 (m,
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1H), 2.40-2.32 (m, 1H), 2.07-1.87 (m, 4H), 1.76-1.69 (m, 1H), 1.66-1.55
(m, SH), 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) -

£2.0 minJEf7rF » LCMS Rt=1.718 min > 30-90AB E > 4fiZ98% -
Cs3Hss [M+H-2H,0]" 2 MS ESIEFE{E449 > EER{E449 -

12:

'"H NMR (400 MHz, CDCl3) § 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)

£2.0 minfg 7 7 » LCMS Rt=1.708 min > 30-90AB E - 4 &
100% » Cs3Hss [M+H-2H,01" > MS ESIZFEI {5449 » B ER{E 449 -

14 #Pd(OH), (200 mg » /KNI E49 (140 mg > 0.288 mmol)
MeOH (30 mL)d 285/ ™ - f£50°C M HAH, (50 Psi) NERE R & P48/
- SEEa&EIE - B4 H # M combi-flash (0% £ 15% EtOAc/PE)4d
b+ 155159 (27 mg > 19%) % EEE 24 (42 mg » 30%) o

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) -

2.0 minfg Mt £ > LCMS Rt=1.799 min > 30-90AB E - 4f &
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100% > Cs3Hss [M+H-H,0]" > MS ESIZFE {5451 » BHE{EA5] -

2 5 : (3S,8S,9S,10R,13S,14S,17R)-3-7, E-17-((25,35)-3- 8 £-6,6-—
B EgE-2-5)-10,13-— B £.2,3,4,7,8,9,10,11,12,13,14,15,16,17-4 U1 & -
1H-B X [a]FE-3-BE(5)Z B K

LAES0C &55C F N, | f#1-/2-3,3-22 B B T £E(3.68 g 223
mmol) JRTHF (8 mL) o 2R Z A 2EMg (1.08 g > 44.6 mmol) &1, (1
mg) R THF (2 mL)§ Z BT - ££55C TREFESY /NG - BBRAE0T

Ti#S-500-6-1_1 (0.8 g > 2.23 mmol)JATHF (5 mL)H Z & &AL Hr s
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Blimry(3,3- AT A)RE#E(22.3 mmoljt10 mLZTHFH) < #£15°C
BHREY2/NE - FUREYIARIIEREL(20 mL > 10%7/KE7R) - FHEtOAc
(B0 mL)ZHFUR &Y - ARE& s HAZ R - FEUEEGY & EEY
FEHPAZEIE (0% 2 15% EtOAC/PE) 5y » 1B%(5 (580 mg » P1 > 58%) %54
(50 mg > 5% > F4f) -

5:

'"H NMR (400 MHz, CDCl3) & 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. {£20°C THEDMP (1.1 g > 2.6 mmol) B/K(1E)RINES (580 mg >
1.3 mmol)JADCM (10 mL)H Z &K+ « f£220°C NRFFEED2 h « K
NaHCO;88M1/E /R (20 mL) &zNa,$,05 (20 mL » AN EEEYIF - A
EtOAc (50 mL)ZEHUESY) - 5 H4JE FANaHCO;3/Na,$,05 (20420 mL - #f
R > &ENa,SOLHZE » B8 - EZERY » B FEEHE 2S-500-6-
1_3 (520 mg > 90%) °

'H 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) *
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3.{£15°C F¥NaBH, (1.77 g » 46.8 mmol)Z {5 /K 1 £S-500-6-1_3
(520 mg > 1.17 mmol)}ATHF (5 mL) K& MeOH (10 mL)Hd 7 &R @FH - 4£15
C TRHFESY20 min - JEEYANHLCL (20 mL > 8EFI/KIER) 2R H
EtOAc (50 mL)ZEHY - AHfEE ik H HZ= R4 - BEIESY) 2 EEY
£ P ZE (0% 15% EtOAC/PE) 48 » 255 (300 mg » F41) %54 (170
mg > A& -

4. A4S (300 mg > A EDFEHPIZEIE(0%£E12% EtOAC/PE)L > 1=
FIERE - A£60C T {EBEFREME N MeCN (50 mL)d H HZZR4E > B2 2 E
B2 25 (270 mg > 52%) o

S:

'"H NMR (400 MHz, CDCl;) & 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) -

£7.0 minfg f & > LCMS Rt=5.587 min > 30-90 AB E - 4f &
96.5% » CaoHyo [M+H-2H,0]" > MS ESIZFEL{E409 » BFER{E409 -

B 16 : (35,85,9S,10R,13S,14S,17R)-17-((2S,3R)-5- 58 F§ £-3 -3 E: & -2-
H)-3-7, £-10,13-— B £-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ I 4 -
1H-B X [a]FE-3-B2(6) Z 5L
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OH

6
e,
A
H

fe) AT
S-500-6-1_1 $-500-6-20 $-500-6-19

69 6

1.{E50C £55C TN T QR ZFZ)ENFE(L.8 g 12 mmol)?
THF (8 mL)§ ZFRZ AN ZEMg (641 mg > 26.4 mmol) &I, (1 mg)>
THF (2 mL)d Z 8% « {£55C TEFEUNF 2% » FATHF (10 mL)#%
BREY) - /£0°C N R M ERIARIN2£S-500-6-1_1 (0.8 g > 2.23 mmol)
FATHF (10 mL)d 2 AR F » F£15C MHRE4NEF 2 1% > KIEY FANHLCI
(20 mL - 10%7K7% %)% B H FHEtOAc (30 mL)ZHY « A= 4% 77 ik H 5
ZERiE 0 FRIZRER EGEYI(lg HEY)  ZEaWEMKERE0%E
25% DCM/EtOAc (1/1)/PE)4y B » 15 %]S-500-6-20 (700 mg > 73% > R
G R E L S-500-6-19 (70 mg » 7% » R4&f) o

2.7£20°C FH¥DMP (1.38 g » 3.26 mmol) & /K(1#)/RINES-500-6-20
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(700 mg > 1.63 mmol)JADCM (10 mL)H /&K F o {F20°C T#$HE2 hr
% JREYHANaHCO; (20 mL - #8F0) & Na,S,05 (20 mL - &A1) R H F
EtOAc (50 mL)ZEHY] - A 1% J& FH 6 f1NaHCO3/Na,S,0;5 (2x (20 mL/20
mL))ZE i &&Na,SO.RZ e » B8 H A2 R » 13 7 2 & #8 2 S-500-6-
19 3 (700 mg > 100%) ©

'H NMR (400 MHz, CDCl;) & 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) o

34E15°C F¥NaBH, (2.46 g 65.1 mmol)ZE {7 K1 £S-500-6-1 3
(700 mg » 1.63 mmol)JATHF (5 mL)&MeOH (5 mL)d 775 & &+ - f£15
C T###20 minZ1% - FAINHLCI (20 mL > 8A0KE R ZFROR &%) B H
EtOAc (50 mL)FEHY - AR &7k H B22R4 » 5E1760 mg E [EF8 2R
&) > HEE P 2 (0% E35% DCM/EtOAc (1/1)/PE)%y B > 18 £69
(330 mg > 47%) K 2 [EHE.26 (250 mg > 35% > f4d) - A 416 (250 mg)iE

3 5 /B9 2E $5(0-35% DCM/EtOAc (1/1)/PE)4y 8 - 155 2 FE 82 6
(170 mg > 23%) -

6:

'H NMR (400 MHz, CDCl;3) & 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, 3H) 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) -
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#£2.0 minfg #7 &7 > LCMS Rt=1.380 min > 30-90 AB E - &l &
100% > CoHy-O [M+H-H,0]" > MS ESIEFE 411 » BEEH{EA11 -
& #7 : (3S,5S,8R,98,108,13S,14S,17R)-3-Z E-17-((1R,2S)-1-§8 %-1-
(HEDE-3-2) 5 -2-5)-10,13- ZHE+ N &-1H-B K[| FE-3-BE(7) Z &R

' 9-BBN 3 ps
MePh,PBr

—_—
THF \““ ‘0 NaOH, HzO»

1.460°C RN, FHBHT (416 g > 1.88 mol)AHIZE(1500 mL)dh . 34
RZRTFERM=HEmQ MPYHZEF » 469 mL » 939 mmol) - {L0°C TR
RE?30 min HEREHEMAD (0.47 MY ZE ) 278 R il 7 # — 2 4l
(£ o 4£-70°C THN, F[EIMAD (0.47 M %t > 2.01 L > 945 mmol).”
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BRI AIN-005_1 (100 g > 315 mmol) X HH%5(800 mL)H Z /AR -
FE-70°C FHREES Y30 min o [5G YZ R IIEtMgBr (3 M4
BBt - 315 mL > 945 mmol) » {£-70°C TEEERESY /NG - B E
BREVEIA KR G Z &R KERT (1000 mL) » FEtOAc (2x600 mL)Z=2
- &2 AHEHEAKGO0 mL)FHR - &Kl snEZlk - B R
4R o BRERVIRE M BB (0% %20% EtOAC/PE) 4L - 15 F[85 gE[EFE
N-005 2 (718%EE) -

'"H NMR (400 MHz, CDCl;) 8§ 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) -

2.7615°C FHAN, N [AIMePPh;Br (174 g » 0.49 mol)JATHF (1000 mL)
th 7 B2 R INt-BuOK (54.9 g » 0.49 mol) » f£50°C T #E30 min>
% > {65 C LA TR 5 AR IIN-005_2 (85 g » 245 mmol)jATHF (800 mL)H
AR o AESOC THRHIESYIU/NE - FAINHLCL (1000 mL)Z R - H
EtOAc (2x900 mL)Z£HY - AHIG& ik - AR > REIHEY - Z M4
FEEVIESOC N EMeOH/ZK(1.5 L > 1:1)RIE - Al Z & BIEE &) HIEeHk
FAIMeOH/7K(2x500 mL > 1:1)3% & o uE > 125 2 [E B2 2N-005 3
(75 g » HEY) -

'"H 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) -
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3. AN2 R [EIN-005_3 (75 g 217 mmol)ATHF (1800 mL)H 7 7&K
FANII9-BBN K AE(105 g > 434 mmol) - 7£60°C T RAFREYI3/INEF -
5 2 g R & Y& i £ BE(124 mL > 2.17 mol) NaOHZK /& /R (434
mL > 5 M > 2.17 mmol) - BE&{E0°C T Z®:RKMH,0, (217 mL > 10 M >
2.17 mol) - HR G A ME6ST A IU/NE HRAKAS L)IFE - A
EtOAc (2x800 mL)ZEHY |7 JE R &V - & §f < A % )8 I N6 F1 A 08 R
Nay8,0;5 (600 mL) H#FE1/NEF o K7 W) #E i it (b #HBof Bl el 4l b & DATEE
o B HYH O, 88 B I « P12 A R AE A 6 FOER 7K (2500 mL )% - &8 fEK
Na,SO.FZ ) » B8 H B2 R4 - BT EE#8 2 N-005_4 (78 g - HEY) -
FE15°C THEYN-005 4 (78 g F4)EMeOH/H20=10/1 ;8% > 5] F
[E 82> N-005_4 (70 g » 4f) o

'"H NMR (400 MHz, CDCl;) & 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, 3H) ©

4.[5IN-005_4 (70 g > 193 mmol)[/ADCM (800 mL)H 7 5 & H /7K fil
DMP (122 g > 289 mmol) « fti& » £15C TR EY30 min - KERSG
P) % IINaHCO5 88 A1 7K 78 7R (500 mD) H f£15°C T ## #20 min » & 0
Na,$,0; 88 F17K A (600 mL) HAE15°C T HBFE S I/ING - KIEY)#
A R A G OB R M s A B LAERT 1B | AYDMPAL I - FIDCM (2x400 mL)
ZEHUKAR » & ff 2 A g FANaHCO 88 17K &% (400 mL) K BE7K (400 mL)
ek > &ENa,SOLHZER - I8 H A2 R4S - JEIEEH#E 2 N-005_5 (70 g »
) -
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'"H NMR (400 MHz, CDCl;) & 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.#1-PrMgCl (2.49 mL > 4.98 mmol » 2 M Z it )X NI £3-
SEILTE(875 mg » 5.54 mmol)ATHF (5 mL)i 2 & « #£25C T
h 7% > /ANHIN-8-7_1 (200 mg > 0.554 mmol)JATHF (5 mL)H 781§ » 4+
25°C MR/ 218 - KIERSYIANHLCL (50 mL > 10%7K75 1) 72
HMEtOAc (2x20 mL)ZHY - & ff 2 A HRAH N, SOL 521 - B8 - B4
HAE M PZEIE0%ES0% EtOAc/DCM)4{E - 15 5l £ E 58 ZN-8-19_1
(100 mg » 41%) o

6.N-8-19 1 (100 mg, 0227 mmol)E [HSFC (& £t : AD
(250mmx30mm > Sum) > fF E : 50-50% B (A= 0.05% NH;/H,0 - B=
MeOH) > #i#& : 80 mL/min) 478 - 537 (IE{E1 > 57 mg » 57%) & £ & fE
89 (I&fE2 > 8 mg » 8%)

3 minfE@f7 > SFCIE{E]1 : Rt=1.798 min HI&{E2 Rt=1.985 min -
AD-H 3UM 4 5 40 4ML ( " Chiralpak AD-3 50x4.6mm I.D. > 3um %
BiFH : A1 CO, B EZHNEE(0.05% DEA) » f£E  f£1.4 minAB&5% %
40%H. f# £740% 1.05 min > [BE £B&S%Ff 0.35 min> K & 4
mL/min > EfEEE 1 40C )

7:

'"H NMR (400 MHz, CDCl;) & 8.56-8.52 (m,l1H), 8.49-8.45 (m,

1H), 7.68-7.62 (m, 1H), 7.29-7.24 (m, 1H), 5.01-4.95 (m,1H), 2.11-2.01
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(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) o

#£2.0 minfg #f > LCMS Rt=1.017 min > 10-80AB E » & &
100% » Cr9H4sNO, [M+H]" > MS ESIEFE (5440 » B EH{E 440 -

#£3 minf@#fH » SFC Rt=1.780 min » AD-H 3UM 4 5 40 4ML -
100%de -
2 I8 : (39,55,8R,9S,108,13S,14S,17R)-17-((2S,3S)-3-§R H:-6-H £ k-
2-%#£)-3,10,13- = HE+ N &-1H-B K[| TE-3-BE(8) 2 &K
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MAD, MeligBr
HAR
$-200-INT_2
1) » 9-BBN_ "%
iy THF - o’
2) * NaOH > ‘@ ;
H, 0,/ Ho

OH

PA(OH),/C
——

17225 C L FANL, A B T IRBHT (1.97 kg » 8.94 mol)JAE (1 L)
BRI IRIIAIMe; (2.14 L > 2.0 MPAH S > 4.28 mol) - £25°C
TSRSV /NS < £-70C TRIMHRDCM (3 L)H2S-200-INT_2
(794 g > 85%E=EH77EE > 2.16 mol) » 1£-70°C MRFHIESYI/INE © 1&
-70°C FiRiMeMgBr (862 mL > 3.0 MR ZBtd > 2.59 mol) « £-70°C
THRARERESYI0 min - JEEYHEMEZREEG LR - FHEtOAc
(2x2 L)ZEHY - & ff <A HAH K (2 L)EHR > &€NaySO44zkE » #IE H E
ZERME 0 BEIEeRY) 0 HAE25°C T EHMeCN (3 L)R 5 F| £ [&f8 2 S-
200-INT_3 (340 g » 43%) o

"H NMR (400 MHz, CDCl;) & 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-
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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./E15°C TN, T[AS-200-INT_3 (149 g > 453 mmol) 29-BBN &
AE(127 g » 520 mmol) ZJEEPAIITHE (1 L) - 7£60°C MEFHKIERE ST
1/NEE - R EAEIZE15C » FE15°C FRIIEtOH (208 g > 4.53 mol) o
FE15°C T2 R IMNaOH /K A% (906 mL > 5 M » 4.53 mol) o f£15°C Fi&
FEIRIIH20, (514 g > 30% > 4.53 mol) » f£60°C NMREFATFESYII/NE -
FE—TEER o FHLEEQ00 mL)ERZ E RS - BEER - HAE80TC TE
[ N HEtOH (2.3 L) &oK(2.5 L)HEERE - 55 2 EHE 215-3b (131
g 84%) - HABRZ BREZ R » 5% 2 &5 215-3b (30 g fHE
YI) -

'H NMR (400 MHz, CDCl;) 85.35-5.24 (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) -

3.7%DMP (2.44 g > 5.76 mmol)fs 1 £15-3b (1 g 2.88 mmol)jA
DCM (10 mL)d 25 - &g » f£25°C T HRHLIEY0 min - FEHIR
AINaHCO; 88 A1 7KIE R (20 mL) Kt Na, S, O5 88 A 7K AR (20 mL) 225 I, K2 g
BEY) 0 FADCM (2x50 mL)=<HL - & ff < A g FINaHCO; 88 /M /K5 7]
(3x50 mL) FzE8/K(50 mL)ZHE > 4ENa,SO.57 0 - #IE H HZE R > 153
2 [ERE S-500-2-9 1 (1 g HEW) -

'"H NMR (400 MHz, CDCl;) § 9.57 (brs, 1H), 5.35-5.25 (m, 1H),
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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) o

4 4£60°C T 8 £ #4641 mg - 264 mmol) I, (33.5 mg - 0.132
mmol) & &Y » HN, N2 AmEXKEREE#Q2 g 13.2 mmo)R
THF (20 mL)F 257K - 1% » £60°C TR ERESY /NG - KER
GV E A FRKERCEARNMEFEMAAL - F£0°C TN, T [FS-
500-2-9 1 (1 g 2.90 mmol)ATHF (10 mL) 7 7R RIS R -
b8 - FE25°C THRFRIER SN o KIER SR IINH,CLEE A Z/KE
(50 mL) > FIEtOAc (2 x 50 mL)ZEHY » FIEE/K(50 mL)%E % » & Na,SO,
Ho ke B HEZERYE - SEHEY - tHEYFE 8BS (EtOAc/
PE=1/4)4iL » B EEIRE 2 A 41S-500-2-9-1A (560 mg) -

'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, 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) ©

5.8-500-2-9-1A (560 mg)f5 HSFC (& # : Chiralcel OD-3
150x4.6mm 1.D. > 3um &jfH : A : CO2 B : Z[E(0.05% DEA) » #EFE :
FE5 minABB5%Z%240% H £1540% 2.5 min > §E{%B 5% 482.5 min

SR 1 2.5 mL/min > EHORE  35C)4i(E - FEIEEEE 2 A 430 (160
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mg) f £ EHG 275 (265 mg » 47%) -

'H NMR (400 MHz, CDCl;) & 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) -

£1.5 min/@ #t £ > LCMS Rt=1.162 min > 5-95 AB > %fi E£99% >
C,sHus[M+H-2H,0]" > MS ESIE+E {5381 » HFEH{E 381 -

6.1 41 7K PA(OH),/C (100 mg) R I £75 (230 mg > 0.551 mmol)j?
THF (5 mL)K&MeOH (5 mL)H 25/ H « {£50C TR Hy k50 Psi N E#
RIEREYI24 h o & » HNMREIR K ESERK - BRSSP R IEAREE 2
HZERYE  [FFAMEY) - FHEYHMeCN G mL)FEHKFIERKO®
[EfL 8 (68 mg * 30%) o

'H NMR (400 MHz, CDCl;) & 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-
095 (m, 1H), 0.95-0.85 (m, 10H), 0.81 (s, 3H), 0.70-0.60 (m, 4H) -

f£1.5 minfgfr& > LCMS Rt=1.171 min > 5-95 AB > &ifZ5100% -

C,sH47[M+H-2H,0]" 2 MS ESIZE+E {5383 » FHEH{EH383 o
=9 : (35,5R,8R,95,108,13S,14S,17R)-3-(FH & & FH £)-10,13-— FH £
17-((2S,3R)-4,4,4-=3-3-8 T -2-F) T A K- 1H-BR K [a] JE-3-BR () Z &K
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TMSCF;, CsF
—_—————
TBAF.3H,0, THF

/" N-004-022_5

1.ZPd/C (5 g <1%7/K)A 1 ZEN-004-022 1 (50 g~ 151 mmol)j?
MeOH (100 mL) & THF (100 mL)fh 275 RF » fE{&4E25C T30 psi
RN EAEERAS/NE  JREVE MY E T REEHEZRERER - FEE
[E 72 < N-004-022_2 (50 g > fHEY)) -

'"H NMR (400 MHz, CDCl;) § 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) o

24£60°C T AN, T gk = B A & b #f 82 (19.8 g > 90.2 mmol) K t-
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BuOK (10.1 g » 90.2 mmol)*DMSO (200 mL) ~ &K4E R AR 1/ NE  H
N-004-022_2 (15 g - 45.1 mmol))mIN £ R IERSY)F HAE60TC NEF10
min o FJ7K(1000 mL)ER 3 Z fEY) H FHEtOAc (2x500 mL)ZHL - & 2 H
M A ZK(2x500 mL) ~ BE/K(300 mL)FfF - &8 fE/KNa SO 820 - HBIE »
HZERYE - SFEEFE 2N-004-022_3 (155 g - HEDY)) -

'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), 2.40-2.30 (m, 1H), 2.01-1.50
(m, 14H), 1.40-0.65 (m, 14H), 0.68 (s, 3H) -

3.4625C F AN, T ¥MeONa (12.0 g 223 mmol)i% 1 £N-004-
022 3 (15.5 g 44.7 mmol)j®MeOH (500 mL)/F 27K d - ££70°C [B57
TN MEFEEYI16/0NF - A/K(500 mL) K fEY) - FIDCM (2x300
mL)Z UK A8« & 0F < A 1% A8 A & 0 B8 7K(2x300 mL)% k> &K 4 7K
Na,SO,52 0 » )8 HIBHE > B 2 EH8 2 N-004-022_4 (15 g HEY) -
HZEYIN-004-022_4 (15 )R W& (PE/EtOAc=10/125/1)41L - &
ZI 2 [E 2 2 N-004-022 4 (7.4 g > 50%) o

'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, 2H), 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) o

4 EDMP (1.56 g 3.69 mmol)if /il £N-004-022 4 (1.4 g 3.69
mmol)/ADCM (15 mL)H Z 7&K/ H - 1&g » f£25C N RFERIER S0
min o fZ fERE &Y FANaHCO; 8 M 7K A 7R (20 mL) % H £2pH=9 & 1k - &
JEOREY) - s EEDCME H HIDCM (20 mL)ZHUKA - & ffF 25 1HAH M
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Na,S,0; 6 1 7K & R (310 mL) ~ NaHCO;ff 1 /& i (10 mL) ~ E& 7/K(20
mL )5 > & Na,SO,521% » B8 HIRYE - R AMeCN (10 mL)&JE -
5% 2 [E 52~ N-004-022_5 (700 > R 4f) o

'"H NMR (400 MHz, CDCl;) § 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) °

TMSCF,, CsF
é
TBAF.3H,0, THF

N-004-022_5

540C N AN, | [EIN-004-022 5 (200 mg > 0.531 mmol) ~ CsF
(40.2 mg > 0.265 mmol)JATHF (5 mL)JA F 2 5 & SR i1 TMSCF; (187
mg > 1.32 mmol) - {£25C T |\ # B & VUM < =& & YK
TBAF.3H20 (836 mg » 2.65 mmol) o {£25°C T H2/NE >~ 1% » FH50%
NH,Cl (20 mL)ZRCRE &%) H FHEtOAc (2 x 10 mL)ZHL - &6f Z A 1A
FEEZK(20 mL)Ffk - 487K Na, SO, 52 - 8 )8 H B 22 R 48 - BerP#sh
WIEJEMT (1002200587 2 » PE/EA=10/D)&AL - FE(9 (56 mg > 24%) K
EHEER 271 (30 mg > A4) -

9:

'H NMR (400 MHz, CDCl;3) & 4.05-3.95 (m, 1H), 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)
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£2 minfgfr# > LCMS Rt=1.156 min » 30-90AB 2min.lcm - 4i[E
100% » CysHy F305 [M+Na]* > MS ESIZFEL(H469 » BFERE469 o
B 5110 : (3S,55,8R,98,108,13S,14S,17R)-17-((1S,25)-1-38 7§ E-1-R &
A-2-%%)-3-Z.5:-10,13- " E+ NG -1H-BR K[| FE-3-FH(10) 2 &K

DMP

Y
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1.720°C T FATHF (5 mL)$ 2 N-8-7 1 (500 mg > 1.38 mmol);R
FRWNERSE(L g 13.7 mL - 0O.SMPRTHFF)FRTHF (5 mL)d 2 78R
B B AE25C N RFA/NE - SR EYIAIINHLCL (20 mL - 10%7K75 %) H A
EtOAc (2x30 mL)ZH! - A& it H A= R - BEIBGY - BHY
o Y B2 Je A 4 (L FHPE/EtOAc=1/175H - 5 5] 2 & #S 2 N-8-13_1 (140
mg > 25%) o

F£2.0 minJE#7 > LCMS Rt=1.192 min > 30-90AB 2MIN _E > 4fifE
99% » C,7Hy; [M+H-2H,0]" > MS ESIE+E 367 » EER{E367 o

2. DMP (294 mg > 0.694 mmol)x 1% N-8-13_1 (140 mg > 0.347
mmol) ADCM (5 mL)H Z /AR H « g - £25C MRFERIEREY] h -
2 R &Y FINaHCOs s A/KIE R (50 mL)A# K E £ & 7Kg Z pHERLEY9 By
1k < BIEREY) - 7rEEDCMJg A ADCM (100 mL)ZHUKAE - &0f 2 H 1%
M FINa, S, 0588 A 7K 7E (3100 mL) ~ fFINaHCO; (100 mL) ~ EF7/K(40
mL)7E M > &Na,SO4EZ 8 » B H)B % > 53 2 @ #8 2 N-8-13_2 (140
mg - HHEY)) -

'"H NMR (400 MHz, CDCl3) & 2.65-2.55 (m, 1H), 1.95-1.90 (m,
2H), 1.50-1.15 (m, 19H), 1.14-0.95 (m, 7H), 0.94-0.80 (m, 12H), 0.69 (s,
3H) -

3.[AN-8-13 2 (140 mg - 0.347 mmol)®MeOH (1 mL)%THF (1
mL) P 2R Loy #IA I 7KNaBH4 (1.18 g > 17.4 mmol) » f£15C T
BIEESY307 8 - SRS Y A AINHLCL (50 mL)ZJ - H FEtOAc
(3x20 mL)ZEHY « &0f 2 AL Na,SOEZ R » iBJE » 45 H #5 i combi-
flash (25% EtOAc/PE)4li{L > {55 2 EEE 10 (26 mg > 19%) K £ F8E >
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90 (12 mg > 9%) -

10:

'H NMR (400 MHz, CDCl;) & 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) -

F£7.0 minfEf7 > LCMS Rt=3.840 min > 30-90AB 7MIN E - 4lif&
97% » C,7Hy; [M+H-2H,0] > MS ESIZTE 367 » EER{E367 o

7£30 min/@f7r# > HPLC Rt=13.470 min > 70-90AB 1 30MIN.M -
LT % -

& 11 : (3S,55,8R,9S,108,13S,14S,17R)-3-7. £:-10,13-— H F:-17-
((28,38)-4,4,4-=8-3-8RT -2-E)+AK-1H-BR K [a|FE-3-FR(11) Z &K
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| 0. TMSCF3 CsF

HO
$5-500-6-1_1 5-500-6-1_1

T 0. - 0. "
MeOH
\ G ‘G

1. ££0°C T TMSCF; (493 mg > 3.47mmol )3 A1 ZES-500-6-1_1 (500

mg » 1.39 mmol) & CsF (105 mg > 695 pmol)JATHF (5 mL)HF 7 7ZR+ o
E25C THE#EESaY/NE HFHTBAF.3H,0 (1.09 g 3.47 mmol)FEH
FE25°C THHESY2/NEE » A7K(100 mL)& g B FIEtOAc (2 x 50 mL)
ZHL - et ZAMEAEAKN00 mL)FEHF - £EE/KNa,SOLHZ 1 > 8 H
HZERE - BerYIFE M B E (100220054 8 - PE/EA=10/1)&1E >
(2.5 2 B > §-500-6-1_2 (400 mg » 67%)

'H NMR (400 MHz, CDCI3) § 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),
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0.74-0.64 (m, 3H) -

2.5-500-6-1_2 (350 mg)#& (HSFC (& #+ : AD (250mmx30mm >
5um) > & 4 :10.1% NH3;.H,O ETOH - ff £ :35%%35% it &
(ml/min) : 60 mL/min » 25°C)4li{t > 5 %81 (E{E1 > 130 mg > 37%) M E
[ElfE > 62 (1&{E2 > 180 mg » 52%) °

81:

'"H NMR (400 MHz, CDCI3) & 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) o

£2.0 minfg@f7F » LCMS Rt=1.220 min » 30-90 AB - 4if&5100% -
C,sH;5F;0 [M+H-H,0]" 2 MS ESI:tE{H411 » FE{E411 -

10 min fr & » SFCI&  {E1 : Rt=4.561 min °
AD 3 EtOH DEA 5 40 25ML ( " & #F : Chiralpak AD-3 150x4.6mm
I[.D.>3um F2&4H : A CO2 B : A[E(0.05% DEA) » #£/% © f£5 minAB
ES5%E40%H frFF40% 2.5 min > FE{EB&ES%FE2.5S min> JR#H 2.5
mL/min > EF)EE 35T ;) > 100%de °

3.74Pd(OH), (0.2 g <1%7/K)/AH0 %81 (110 mg > 0.256 mmol)j}
MeOH (2 mL)ETHF (1 mL)® 2 kP - £50°C T RS0 psifa F &k
BIRAS/INE - PERIE SV MY R T BIRIE 0 AEREIBR - BerYIFEH
P& IS (PE/EtOACc=10/125/1)4li{b > 15356 (38 mg > 35%) X E[EfE 2 11
(42 mg > 38%) °

11:
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"H NMR (400 MHz, CDCI13) § 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) -

£2.0 min/@#7& > LCMS Rt=1.247 min > 30-90 AB > @ifE100% -
C,sH4oF;0 [M+H-H,0]" 2 MS ESI:t+E{H413 > FHE{E413 o
B 12 : (35,8S,9S8,10R,138,14S,17R)-17-((2S,3R)-4-(4,4-— EH E B
E)-3-% T-2-%)-3-Z E-10,13-— FH .

2,3,4,7,8,9,10,11,12,13,14,15,16,17 -+ DU & - 1H-E8 K [a]FE-3-B2(12) 2 &K

NaBH,
MeOH/THF

1.%NaBH, (2.80 g » 82.5 mmol)& I 4> §# K1 L X £ S-500-6-29 2
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(800 mg » 1.65 mmol)}AMeOH (5 mL)KTHF (5 mL)F 2 /&K F - 4£15
CTEHEaY307E - R AEFINHLCL (50 mL)ZJE > HFEtOAc
(3x20 mL)ZEEY o &0f 2 F M4 Na,SOEZ 1% » )8 » =45 H#Hcombi-
flash (0%Z15% EtOAc/PE)4li{E > 8 %]S-500-6-30 (290 mg > 36%) K& 2
EEE 12 (120 mg > 45%) o

12:

'"H NMR (400 MHz, CDCl3) & 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) -

#£2.0 minfg f F > LCMS Rt=1.708 min > 30-90AB _E > 4&fi &
100% » C33Hs; [M+H-2H,0] "> MS ESIZ E{E449 » EFE{E449 -

B Hi13 : (1S,3R,45)-4-((3S,5S,8R,9S,108,13S,14S,17R)-3-£ £:-10,13-
ZHE3-CEHREE) T NG-1H-BR K [a]FE-17-5F)-1-F B K FE-1,3-2 7
(13) Z &/

5 142 H(EBEYIEHE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

TMSCFs, CsF “ 0
CHED Fc

H

N-41 4 N-41_5 N4.1_SA
9-BBN 8
CH
fii > THE 0' owp “’
= —_— -
Fac.“ H NaOH, H0, ‘0 “Bbem .a
HO A Fac
N-4-1_5
N-4-1_6 N-4-1_7

1.[mN-4-1_4 (27 g - 85.8 mmol)JATHF (200 mL) 7 75 & #7550
CsF (25.9 g > 171 mmol) & TMSCF; (24.3 g » 171 mmol) - {£10°C T &
BREVIUNE - [FURESY)HIANII7K(10 mL) R TBAF.3H,0 (30 g) - 4£30°C
THEREGY2NT - AZBEHEEAY o MEERYIAMENEIOAC (500
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ml)f > FIZK(2x500 mL) % - 48 Na,SO. G20 - B8 - E22 BN HEMN
S B (DCM/EtOAc(1: 1) APEH » 0% £ 10%) 4 {E > B FIN-4-1_5 (27 g >
82%) K Z[E A= > N-4-1 5A (3.5 g 11%) o

N-4-1_5:

'"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) -

'"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) -

2.7N-4-1_5 (23 g > 59.8 mmol)J/ATHF (250 mL)H 2 /&R FIARIN9-
BBN - #8(29 g » 119 mmol) » {£40C FIvN, FBEFH16/NEF © 7] i fER
SN 2 BEG34.3 mL > 598 mmol) &zNaOH (119 mL > 5 M 598
mmol) - JEEYEFEFE - £25C TEREAIH,0;, (59.8 mL > 10 M >
598 mmol) H £ N &R E T+ £ ER(70°C) » AL & R R &)~ 8l £30
C » HEZREYIRNINGSO; (100 mL » 20%7KA1K)  F H#H & 7 Bk H 5
AZK(800 mL)H - JE R AS - M IEIR &Y HLEEE H AR - H22uskE 0
MeCN (250 mL)J&E & » 55| [E f8 o 3% [E 58 f£60°C T HMeOH/7K(250
mL/12.5 mL)BEHAEAA1215C 2 %iaE - EZERERES - S 2E8E
' N-4-1 6 (16.4 g > 68%) -

'H NMR (400 MHz, CDCl;) & 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
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(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.[AN-4-1 6 (5 g > 12.4 mmol)ADCM (200 mL) 27 5323k TR
7K(223 mg » 12.4 mmol) ZDMP (10.5 g » 24.8 mmol) - 7£15C NEE
E%715 min - JEE&®FHANaHCO;/Na,S,05 (200 mL/200 mL - &fF0) 5 WY
K > &ENa,SOuz8E > B HEZERE > BF2ER/IN-4-1_7 (45 g
90%) o

'"H NMR (400 MHz, CDCl;) & 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, SH) o

4 750°C T#MeLi (7.75 mL » 1.6 M » 12.4 mmol );FHIZEN-4-1_7 (1
g > 2.49 mmo)JATHF (10 mL)fF &R - FE15C MRFEEGY] h - 5
SEEYIRNIINHLCL (10% » 20 mL) - FHEtOAc (2 x 30 mL)ZEFUE&Y) -
B AEE &N, SO - MBIEH BEZRY - BEIZEBRZEEYA
g) * REYIN-3-2_1 (1 g)fEMZREE(0%%£15% EtOAC/PE)4i{L > 155191
(450 mg) 5222 (460 mg) K130 mg) &&= - 91 (450 mg)HMeCN (10 mL)
P4k 195 2 E 8 2 91 (50 mg) » 22 (460 mg)EMeCN (10 mL)FI&E S,
WS E SR 222 (50 mg) ¢

91:

'"H NMR (400 MHz, CDCl;) & 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) -
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#£2.0 minfg ff 7 > LCMS Rt=1.155 min > 30-90 AB E - 4 &
100% > C,4H33F;0 [M+H-H,0] 22 MS ESIZ E{g399 » FEH{E399 o

#£10.0 minf& #t 7 > HPLC Rt=5.23 min > 30-90 AB E > 4 [&
98.88% > d.e. 100% o

22:

'H 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) o

#£2.0 minfg ff 7 > LCMS Rt=1.136 min > 30-90 AB E - 4 &
100% > C,4H33F;0 [M+H-H,0] 22 MS ESIZ E{g399 » FEH{E399 o

£10.0 minfZ #i1 & > HPLC Rt=5.05 min > 30-90 AB E - 4f &
100% > d.e. 100% o

5.[/N-3-2_1 (0.88 g+ 2.11 mmol)[ADCM (20 mL) 7 7 5% 440
7K(25%) EDMP (1.78 g » 4.22 mmol) o f£25°C T ESY30 min « JES
P)FHNaHCO3/NayS,0; (30 mL/30 mL » GEA) AR K » &ENaySOLHZHEE
B H EZRY > (FEIEERE ZN-3-2_2 (0.85 g > 97%) -

'H NMR (400 MHz, CDCl;) & 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. 4£0°C F[AIN-3-2 2 (0.85 g > 2.05 mmol)JADCM (5 mL)H > &K
ORI BEME(279 mg > 4.10 mmol) ZTMSCI (333 mg » 3.07 mmol) - ££0

CTRHESYO0.5 h - RIUEEY) > #HNaHCO; (20 mL - 8 A0) 78R H.
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APE (15 mL)ZEHL - A&7 B - &Na,SO.520% > BIE HE =

BFE 2 [E S 2 N-3-2 2A (0.98 g > 98%) -

H
ﬁ\'[%

%
i

'H NMR (400 MHz, CDCl3) & 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) o

7.4E-70°C T#BuLi (0.384 mL > 2.5 M > 0.615 mmol);{INZE R THF
(0.5 mL)H 7i-Pr,NH (62.2 mg > 0.615 mmol)d H40C T#EF10 min o
E-70C TIRMIFATHF (1 mL)H 2 N-3-2 2A (0.2 g 0.41 mmol) Hf£-70
C FHEHE30 min - {£-70°C FIRIMZFEHEEEO1.3 mg > 0.861 mmol)ATHF
(0.5 mL)HF 2 7&K HAE-70C T#FE1S min - #NHLCl (1 mL - 8EFIKE
BRI EREGY HHEtOAc (10 mL)ZEHY - AR & 77 B - 4ENa,S0447
e wBIE HEZE R - FFI2HRY)2N-3-2_3C (250 mg - tHEY)) -

'"H NMR (400 MHz, CDCl3) & 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) -

8.7£0°C T ¥LiAlH, (159 mg > 4.20 mmol)F il £N-3-2_3C (250
mg > 0.421 mmo)/ATHF (10 mL)™d 2 Z R & - f£0°C T B HIE & W5
min ° #7K(0.16 mL) ~ NaOH (0.16 mL > 15%7K)&Z7%) & 7K(0.48 mL)DIA
NHAER 2RI 2EEY - BIEREY HATHE (30 mL)JE k&
B2 HZEREEH IR BFEEHE ZN-3-2_4C (250 mg > 100%) -

'H NMR (400 MHz, CDCl;) & 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-
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0.75 (m, 9H), 0.75-0.50 (m, 4H), 0.15 (s, 9H) o

9. TBAF (219 mg > 0.84 mmol)/f it £N-3-2_4C (250 mg - 0.42
mmol) JATHF 2mL)F 2 Ak F o {£25C THREESY3 h - A& B4R
B o EREYIEFEREOAc (10 mL)d HA7K(3>10 mL)ZE#% » #&H1Pd
JEIZ(10%%25% EtOAC/PE)4i(L » B %] £ E 8 2 N-3-2 5C (150 mg >
68%) o

1058 & %JN-3-2_5C (150 mg)F&E FISFC (##5  MG-11; & 1 IC
(250mmx=30mm > 10 um) ; fE&¢F : 0.1%NH;H,0 MeOH ; BH#4B : 30% ;
5EHB 1 30% ;SR (mL/min) : 60 5 JESF 1 300)5 B 0 B AR 4TI (35
mg > &R ~ 318125 ZREY)(55 mg) K13 (28 mg » A 4) o

R&i79 (35 me)EEHPIZEE(10%230% EtOAC/PE)4l(L » H 22 45
B HERE o (EEERVIEREMeCN//K(20 mL > 4:1)f H HZ= R4 » RF 2
#5279 (12 mg) -

2513 (55 mg)fs MSFC(E 2% MG-1I; % f : AD

E

(250mmx>30mm - 5um) ; &H& © 0.1%NH;H,O0 MeOH ; 4B : 35% ;5 4%
HB 1 35% 5 i (mL/min) : 60 5 JEHF70) 7 HE - FBEERK T 2 B—F Al
HZERY > BB MeCN/ZK(20 mL > 4: 1) HEZRYE > BEHEBRZ
25 (28 mg) 5213 (7 mg) °

A 431 (28 mg)FE HSFC (& & :SFC 17 & #E :AS
(250mmx>30mm - 5um) > {4  0.1%NH;H,O EtOH ; B 4B : 30% ; 4%
WB 1 30% 5 JiZ(mL/min) : 50 5 JF & 60)4i{L - BEIEE - EERGY)
BRI MeCN/7K(20 mL > 4:1)F HEZRYE » FEEEH8 231 (9 mg) -

VURE R REEE > SFC : £E10 minf@#7h » I&{E1 : Rt=1.501 min » (&
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2 : Rt=1.730 min ;7 E5 B3 : Rt=1.943 min ° IC-
3 MeOH(DEA) 40 2.5ML ( " & #¥ : ChiralPak IC-3 150x4.6mm I.D. >
3um ; BEFRE : 40%H F#(0.05% DEA)/CO, ; i @ 2.5mL/min ; &8
E140C )

25K 1327SFC : 7£8 minf@fr 9 » {1 : Rt=4.411 min 7 & (52 :
Rt=4.920 min - AD MEOH(DEA) 5 40 2,8ML 8MIN (| % f&
Chiralpak AD-3 100x4.6mm I.D.>3um; ¥ &)jff : A: CO, B : HfE
(0.05% DEA) ; FAE  f£4.5minAB &5% £40% H +41%40% 2.5 min > [i§
% B 5% 41 min 5 R ¢ 2.8mL/min ; BFEE 40T ) -

79:

'H NMR (400 MHz, CDCl,) § 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) «

{£2 minG M > LCMS Rt=1.298 min > 10-80AB 2MIN E » &b i
96.7% » C3;H4sF;0;Na [M+Na] > MS ESIEFE{E545 » FER{ES45 -

1£10 min T =a » SFC Rt=1.483 min » I1C-
3 MeOH(DEA) 40 2.5ML » 100%de -

25:

'H NMR (400 MHz, CDCl,) § 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) «
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£2 minfgfr$ > LCMS Rt=1.319 min > 10-80AB 2MIN E » 4fi &
97.0% » C3;H4sF;05Na [M+Na] > MS ESIEFE{E545 » FER{ES45 -

1E5 min T =a » SFC Rt=1.718 min » I1C-
3 MeOH(DEA) 40 2.5ML > 98.26%de -

1r8 min T =a » SFC Rt=4.367 min
AD MEOH(DEA) 5 40 2. 8ML_ 8MIN > 100%de -

31:

'H NMR (400 MHz, CDCl;) & 7.45-7.28 (m, 5H), 5.02-4.81 (m,
I1H), 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) -

£2 minfgfr$ > LCMS Rt=1.327 min > 10-80AB 2MIN E » 4fi &
100% » C3;HysF;03Na [M+Na] > MS ESIZHE{E545 » HE{EHS545 -

1£10 min T =a » SFC Rt=1.929 min » I1C-
3 MeOH(DEA) 40 2.5ML - 98.4%de -

13:

'H NMR (400 MHz, CDCl;) & 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) -

£2 minfgfr$ > LCMS Rt=1.309 min > 10-80AB 2MIN E » 4fi &
100% » C3;HysF;03Na [M+Na] > MS ESIZHE{E545 » HE{EHS545 -

1E5 min T =a » SFC Rt=1.683 min » I1C-
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3 MeOH(DEA) 40 2.5ML - 98.94%de -

1r8 min & T =a » SFC Rt=4.785 min
AD MEOH(DEA) 5 40 2,8ML _8MIN » 94.03%de -
B 14 : (3S,55,8R,95,108,13S,14S,17R)-17-((2S,3R,E)-3-3 £.5.% &
JR-4-$%-2-5)-10,13- " R E-3-(Z & F E) T+ AN G- 1H-BR K [a]FE-3-88(14)
ZER

NaBH,
THF, MeOH

1.46-70°C T¥BuLi (0.384 mL » 2.5 M 0.615 mmol)}KIIE A THF
151 E (R E)
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(0.5 mL)H 7i-Pr,NH (62.2 mg > 0.615 mmol)d HAF0C T#EF10 min o

FE-70°C TORMFATHF (1 mL)sF 22 N-3-2 2A (0.2 g 0.41 mmol) H f£-70

CTF#EEEL h - f£-70°C TIRIIZEHEE91.3 mg > 0.861 mmol)jATHF (0.5

mL)H ZE R HAE20C FHEFE4 h o GNHLCl (1 mL - 8AI7KIER) A0 £

EEY) HHEtOAC (10 mL)ZHY » ARE & #E - 4ENa,SOLEZKE - I8 H

HZRYE - F5MNZEE0%210% EtOAC/PE)4 AL » &5 2 [E#8 < N-3-
D (150 mg » 64%)

'H NMR (400 MHz, CDCl;) & 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) o

2.4 TBAF (135 mg > 0.52 mmol);7 0 £N-3-2_3D (150 mg > 0.26
mmol) FATHF (1 mL)Hd Z &K+ < £20°C TEFIESY20 h - [MDEESYIR
JIEtOAc (5 mL) - JEEGPIA/K(2>5 mL) ~ BE/K(S mL)ZEik » HZ=R4 -
FEI ZEARE ZN-003-005_1 (140 mg - HHEY) -

'H NMR (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) o

3.1£20°C T[AIN-003-005 1 (140 mg > 0.278 mmol)JATHF (2 mL) &
MeOH (1 mL)H 75K Z{mAINaBH, (419 mg > 11.1 mmol)  £20C |
REFESY10 min - KIEYIHZK(20 mL) & NH,Cl (20mL - &A1) - H
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EtOAc (50 mL)ZZ IR &% - HEZE R 4% H ¥ g H # Hiprep-TLC
(PE/EtOAc=4/1)4i (b - 15 519 £ & §8 ZN-003-005 (50 mg » A %) &N-
003-006 (50 mg) -

{#14 (50 mg)/ARPMeCN (20 mL)F H H 22 B45 > 53] 2 [Ege > 14
(29 mg) -

14:

'H NMR (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) -

#£2 minf@#7 & > LCMS Rt=1.236 min > 30-90AB 2MIN E > 4fi &
99.0% » C3,H4,F30 [M+H-H,0]" > MS ESIZE {487 » &E{H487 -

#£8 minfE ff &2 > HPLC Rt=5.89 min > 30-90 AB 1.2ml > 98.1%
d.e. (220 nm)

BT HI15 : &%3S,5R,8R,9S,108,13S,148,17R)-3-Z &:-17-((2S,3R)-3-5%
£5-6,6- _HEPE-2-5)-10,13- ZHEFNS-1H-BBK[a] JE-3-B2(15)
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Pd(OH),, H» (50 psi)

.
Eoust

50°C

1.#Pd(OH),/C (100 mg)iRf1ZE44 (100 mg)*MeOH/THF (2 mL/2
mL)d 2R H o AES0°C T HYH2 (50 psi) NMEFHIEEY20 h - BIEES
Y) o FRHEIEIRISEN100 mgfEAS - NMREARI% S40r8 - fEAHERE T H
SALAHMEAIR - BIEEEY - B IEKBFEHKNZEEO0%E15%
EtOAc/PE) 71 i > 1S EIEEHE S (7 mg) -

'"H NMR (400 MHz, CDCl;) & 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) o

#£2.0 minf@ 7 # > LCMS Rt=1.492 min > 30-90 AB E - 4f &
100% » C3oHs, [M+H-2H,0]" > MS ESI:E{E411 > EFEpfE411 o
B #i16 : (35,55,8R,95,108,13S,14S,17R)-3-7, £:-10,13-= H #:-17-
((2S,3R)-4,4,4- =8 -3-RT -2-F)+ N & -1H-TR K [a]FE-3-BE(16) Z &L
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MeOH

1.7#Pd(OH), (0.2 g <1%/K)ANIE62 (160 mg > 0.373 mmol)»
MeOH (2 mL) & THF (1 mL)H Z /& « f£50°C T 50 psig R N &A1k
BRI6/NEF - fERE SRR T 2EIE H AZRGERR - BerYism
FHZE 15 (PE/EtOAC=10/1 5/ )&l (L » B2 ZE 844 (27 mg > 17%) %16
(117 mg » 73%) o

16:

'H NMR (400 MHz, CDCI13) & 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) -

£2.0 minf@H#r# > LCMS Rt = 1.240 min > 30-90 AB > £iEE100% -
C,sH4oF;0 [M+H-H,0]" 2 MS ESI:t+E{H413 > EHE{E413 o
&= 17 : (3S,5R,8R,9S,108,13S,14S,17R)-3-7, E:-17-((2S,39)-3-8& %-
6,6- _FAERE-2-£)-10,13- " HEANRK-1H-BR[K[a]FE-3-BR(17) Z &K
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Pd(OH),, H, (50 psi)

T
r

50°C

1.#Pd(OH),/C (100 mg)iRAIZES5 (250 mg)iiMeOH/THF (2 mL/2
mL)H ZERSF - A£50C FHH, (50 psi) MREFIEEYI20 /N - BIEES
Y) o FREEIEIRIFE250 mg[EAS - NMREIR70% SOREE - fEMHEFRE T H
SALAHMEAIR - BIEEEY - B IEKBFEHKNZEEO0%E15%
EtOAc/PE) i » 15 EI 2 [EFE 217 (3 mg) -

'"H NMR (400 MHz, CDCl3) & 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) o

#£2.0 minf@ 7 # > LCMS Rt=1.529 min > 30-90 AB E > 4f &
95.6% » C30Hs; [M+H-2H,0] 2 MS ESIZTE 411 » EFEi{E411 -

18 : (35,55,8R,9S,108,13S,14S,17R)-3-7, E:-17-((2S,3R)-3-$E £L-4-
(U -2 H-IKk Fg-4-F5) T -2-%)-10,13-= B & N & -1H-8 X [a]FE-3-BF
(18) Z & HK
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KOH, H0
—’.
THF, MeOH

1.7£20C T A E A T 1aMesSI (8.44 g > 41.4 mmol)jAfE/KTHF (50
mL) 2 88K T AR IIt-BuOK (4.64 g > 41.4 mmol) - ££20C MEFFES
PI/NES - HAHIN-005_5 (5 g 13.8 mmol) - EEEEY IR EAST
HBEH4NT - BEREREY S8l 2208 > ARG mL)# R H FHEtOAC
(2x50 mL)ZEHY - &6f 2 A e & MmKRBE N EZ g - 3808 B RS - BBRY
Fe B BEMEET(0%210% EtOAC/PE) 4L » 3 F[ £ [EF8 2 N-005_001
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(2.7 g 52%) o

#£2.0 minf@#r# > LCMS Rt=1.324 min > 30-90AB_E > #lif92% >
C,sH4 O [M+H-H,0]" > MS ESIZ+E {5357 » EER{E357 o

2 AE60°C TN, FH4-F /04 2H-IRIFE(1 g > 8.29 mmol) /K THF
(8 mL)H 7 AKX E NI EMg (401 mg > 16.5 mmol) fzI, (105 mg >
0.414 mmol)* i /KTHF (2 mL)dr 2B &Y - /£60C TR EW10
min  JREEEFFE66C - HBHKIEREY30 min - 2AIE=H » HERH
TE(UE-2H- IR -4- ) &AL $5(0.83 MJXTHF ) 2 JF K -

34E20C TN E R T B (U E-2H-IR E-4-£)-Z (L £:(0.83 MJATHF
5 6.38 mL > 5.30 mmol) 5 R Z S IRIMZEN-005 001 (400 mg > 1.06
mmol) Kz Cul (20.1 mg > 0.106 mmol)AfE/KTHF (10 mL) B /F I+ -
E20°C THRAEAGWIS/NG - KERESYA/K(A0 mL) K EEANH,LCL (10
mL)Z g - FEtOAc (2x15 mL)ZH - & 6f 2 A g FHE K15 mL)%k
M KR R S EZ e > 18R HOBYE - (SR EE#E 2 N-6-9/10 (760 mg >
HED))

'H NMR (400 MHz, CDCl;) & 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) -

£2.0 minf@ #t & > LCMS Rt=1.332 min > 10-80AB > 4fi F£93% >
C;0Hs5,NaO; [M+Na] "> MS ESIZE {5483 » EHE{H483 o

4 #BzCl (691 mg » 4.92 mmol) &zDMAP (20 mg > 0.164 mmol) /0

Z5N-6-9/10 (760 mg » 1.64 mmol)AMEEE(10 mL)H 7 &R H « fE20C T
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BIEREEY2/NF - KIERESYIM/K(S mL)ZR - FHEtOAc (2x20 mL)z2
- affzAHEEM10% HCIAKE®K(2>x20 mL) ~ f8AMINaHCO; (40 mL)
e ERK (20 mL) ek - &8 MoK EL shaz ke » B8 HORYE - BerYIFE iy B
B EHT(0%210% EtOAC/PE)4i{L » FF| 2 EHE ZN-6-9_1 (400 mg -
43%) o

'H NMR (400 MHz, CDCl;) & 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)4X 47 ¥ H # M SFC (& ff : C2
250mmx30mm > 10 um > £ F :45-45% B (A= 0.1%NH;/H,0  B=
MeOH ) iR : 60 mL/min)%f (b - 1§ £] 2 & #8 ZN-6-9_2 (i {H1 -
Rt=3.926 min > 80 mg > 20%) K £ [& #8 ZN-6-10_1 (i {H2 > Rt=4.893
min > 180 mg > 45%) °

N-6-9 2:

'H NMR (400 MHz, CDCl;) & 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,3H), 0.61-0.54 (m, 1H) ©

1£2.0 minf@ #7 & > LCMS Rt=1.540 min > 30-90AB > 4{i FE96% >

C30H400 [M-BzOH-H,O0+H] "> MS ESIZ+E {5425 » EFER{H425 o

26 159 HEEHRIAE)
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8 minf& fff 2 > SFC Rt=3.789 min > & fF : Lux Cellulose-2
150x4.6mm 1.D. > 3 pm ; #ZE)FH : 40% HEE(0.05% DEA)/CO2 ; Jiik :
2.5mL/min ; BFEE - 40°C > 97%de -

N-6-10_1:

'H NMR (400 MHz, CDCl;) & 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-
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) o

1£2.0 min/@ #t & > LCMS Rt=1.507 min > 30-90AB > %fi fE97% >
C30H400 [M-BzOH-H,O0+H] "> MS ESIZ+E {5425 » EFER{H425 o

8 minfE 7t = > SFC Rt=4.699 min > & fF : Lux Cellulose-2
150x4.6mm 1.D. > 3 pm ; #ZE)FH : 40% HEE(0.05% DEA)/CO2 ; Jiik :
2.5mL/min ; BFEE - 40°C > 97%de -

5.9 7K(1 mL)&KOH (78.5 mg > 1.40 mmol)/F h £N-6-9 2 (80
mg > 0.141 mmol) RTHF (2 mL) & HEZ(1 mL)ff 2 FK S - {£50C &
RGN - RIERSY 28 FH/K(GS mL)#FE - F10% HCI (0.2
mL)f% (L H FHEtOAc (3 x 5 mL)ZHY « & 0F & 1 e 48 /KA B2 #i ez Jge

BIEH R - BRI mY BE N EHT(10%%30% EtOAC/PE)4i(L - &
FI2EE 18 (13 mg > 20%) o

'H NMR (400 MHz, CDCl;) & 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-
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0.85 (m, 4H), 0.84-0.79 (m, 6H), 0.70-0.62 (m, 4H) o
#£2.0 minfg@f74 > LCMS Rt=1.213 min > 30-90AB > 4HiE100% o
C;0H400 [M-2H,0+H] "> MS ESIEFE {425 » HFEH{E425 -
B H19 : (3S5,5S5,8R,9S,108,13S,14S,17R)-3-Z F-17-((1S,28)-1-8 E:-1-
HEN-2-5)-10,13- “HEFTANR-1H-BRK[a]FE-3-BE(19) 2 &K

N-8-7_1 55 19

1.£0°C F¥N-8-7 1 (300 mg » 0.832 mmol)JATHF (5 mL)F 2 /&%
RHNZPhMgBr (1.38 mL » 3 MAZEEF > 4.15 mmol)JATHF (10 mL)H
ZERE o BEERA0C TRHAERIERGYI/NGE « #2K » f£25C T
IR EYIS/INE - 20 C THK(0 mL)ZR S IEREY) - I8 7E K LA
EtOAc (10 mL)ZEi#FIE8F - FEtOAc (3x15 mL)ZXHUKH - &ff 2 A 1AM
FIEFIERZK (2510 mL)5e K - &EMKNa,SOLEZ N - I8 FURYE - IRerYRE
MY BB J@ 1 (PE/EtOAc=20/1 £ 1/ )% (L - B E 2 [E#E Z AHEYI(200 mg) -
¥HEYFEEMSFC (B : AD (250mm=x30mm » Sum) » fE : 25-25% B
(A= 0.1%NH3/H20 > B= EtOH) » Ji# : 60 mL/min)&fi{L > 55|55 (I&(E

2 55mg, 15%) K 2EEE 19 (EE1 > 21 mg » 6%) -

5 161 HEEHIEHE)
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19:

'H NMR (400MHz, CDCl;) § 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) «

£2.0 minfgf74 » LCMS Rt=1.208 min > 30-90AB 2 min. » &i[E
100% » CyoHys [M-2H,0+H]| > MS ESIZFEI{E403 » BFER{H403 o

1E3 min T =a » SFC Rt=1.047 min
OJ 3 EtOH DEA 5 40 25ML > 100%de «

B 20 : (3S,55,8R,98,108,13S,14S,17R)-17-((2S,3R)-4-(4,4-— I X 18
C&E)-3-8 T -2-5)-3-Z5-10,13- Z B+ )N & - 1H-3R K [a]3E-3-B2(20)
ZERK

Pd{OH);, H,
MeOH < 87

5 162 H(EHIEHE)
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1772331

1.[712 (100 mg > 0.206 mmol)f¥MeOH (20 mL)H 2 & /& i 70
Pd(OH), (150 mg » fit/K) - #£50°C T FH2 (50 Psi) MBRFIEEYI48/NE -
REVEHENE - B4 DA combi-flash (0-15% EtOAc/PE){L > {EIZE
EfS 287 (12 mg > 12%) 520 (11 mg > 11%) -

20:

'H NMR (400 MHz, CDCl;) & 3.83-3.75 (m, 1H), 1.99-1.92 (m,
IH), 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) -

2.0 minfg ¥t & > LCMS Rt=1.748 min > 30-90AB E - 4f &
100% » C33Hss [M+H-H,0]" > MS ESIstE #4511 » EE{E451 -

E 21 ¢ (3S,55,8R,9S,108,13S,14S,17R)-3-2Z F:-17-((2S,39)-3-FK E [k -
2-35)-10,13- " HETAR-1H-BRK[a]FE-3- B2 1) Z 5K

26 163 H(EEHHRIAE)
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1772331

1.4£25°C T AN, BEtMgBr (0.553 mL >3 M 2 Bt &0 - 1.66
mmol)ZZE AN EN-8 1 (250 mg » 0.8320 mmol)jATHF (3 mL)d 7 5%
o f£25°C MTR#EREEY NG - FEANH,CL (10 mL)Z R B A EtOAc
(3x15 mL)ZEHL - Ai%/E A /K20 mL)JEHk > &ENa,SO 5 > #E - H
ZERdE 0 S EHAEYIN-8-24_1 - HFEMHPIZIE (0% £ 15% EtOAC/PE) 4L
B EEE 221 (130 mg > A4H) o ~4iN-8-24 (130 mg » 0.3327 mmol)
#85C TEHMeCN 3 mL)FH&EF > FEIEER 24621 (111 mg > 86%) -

'"H NMR (400 MHz, CDCl;) & 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-

5 164 HEHIEHE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

1.00 (m, 5H), 0.99-0.85 (m, 11H), 0.84-0.78 (m, 4H), 0.66 (s, 4H) ©

f£10 minfg@ 7§ » HPLC Rt=5.73 min > 30-90 AB 1.2 mL E - 4f
FE100% o

Cy¢Hys [M+H-2H,0] > MS ESIEFE #3355 » EFER{E355 -
&= #1122 : (3S,55,8R,98,108,13S,14S,17R)-17-((2S,3R)-3-8& T -2-%k)-
10,13- " HHE-3-(Z/FE) AR -1H-BRK[a|FE-3-FE(22) Z &K

1.7£0°C T¥MeLi (7.75 mL » 1.6 M > 12.4 mmol);RINIZEN-4-1_7 (1
g > 2.49 mmol)JATHF (10 mL)H 27K H « fE15C THRAEESY /N -
AR S YR BINHLCL (10% > 20 mL) - FHEtOAc (2 * 30 mL)ZHURE &
Yo GOt A¥EENaSOMZ K » I A EZEEE  BEIZBRES
YI(1 g) - REVI( M NEEWO%ELIS% EtOAc/PE)4(E - 15291
(450 mg) K22 (460 mg) K130 mgr B - 91 (450 mg)EMeCN (10
mL) &SRS R £E2.291 (50 mg) © 22 (460 mg) HMeCN (10 mL) 4
o RS E 2 578 222 (50 mg) -

22:
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1772331

'H 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) -

£2.0 minfg ft & > LCMS Rt=1.136 min > 30-90 AB E - 4f &
100% » CpyH3gF;O [M+H-H,0]" MS ESIZFEI (5399 » B ERE399 o

£10.0 minfZ #i1 & > HPLC Rt=5.05 min > 30-90 AB E - 4f &
100% > d.e. 100% -

BHI23 : (35,5R,8R,98,108,13S,14S,17R)-3-Z, E-17-((25,39)-3-RE T -
2-35)-10,13- = BN 8- 1H-H K [2]96-3-B(23) 2 &R

S-500-6-1_1 72

Pd{OH),, H»

MeOH

26 166 H(EEHRIAE)
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1772331

1.4£0°C T [=S-500-6-1_1 (800 mg > 2.23 mmol)jATHF (30 mL)H 2
BRERHAIMNEREEE3.34 mL > 6.69 mmol > 2 MJRTHF ) « 770
Zig o E1SC PHRESWU/NR - FHEEFNHLCL (40 mL)YZFCEEY)
HHEtOAc (3 x 20 mL)ZHY - &4f Z A M MBI /K(2x30 mL)5E ik » &
Na,SO48z 1 » )8 H)EYE » H#EMcombi-flash (0-15% EtOAc/PE) 41 -
BE 2 EHE 72 (500 mg » 56%) °

'H 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) °

H£7.0 minfg 7 & > LCMS Rt=4.979 min > 30-90AB E > 4 &
98.8% » C,7Hy; [M+H-2H,0] > MS ESIZ+H {5367 » EE{E367 -

2772 (150 mg > 0.372 mmol)¥MeOH (20 mL)H 2 /&% A4 10
Pd(OH); (300 mg > fE/K) o £50°C T H2 (50 Psi) NEFEE G148/ NHF -
REWEENE - EHE H # Mcombi-flash (0% %2 15% EtOAc/PE)4i{L » &
FIEREFE 223 (9 mg °» 6%) 238 (43 mg > 29%) -

23:

'H NMR (400 MHz, CDCl;) & 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) -

£2.0 minfg #7 & > LCMS Rt=1.440 min > 30-90AB E - 4 &

98.8% » C,,H,s [M+H-2H,0] 2> MS ESIEFE(E369 » BEH{E 369 o
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1772331

24 : (35,55,8R,9S,108,13S,14S,17R)-3-Z, F-17-((2S,3R)-3- K £-6-
BHEE-2-E)-10,13- “HE+NE-1H-BK([a]FE-3-BEQR4) ZER

PhCOOH
—
PPhs, DIAD

Pd(OH),, H,

1.£60°C NeMg (4.35 g > 179 mmol) &1, (20 mg)}ATHF (2 mL)H
ZRF IR RIANIIR-3-HE T IE(11.7 g > 78 mmol) R THF (8 mL)H 2
B o AL60C TRIFEEYII/NG - JREYATHF (10 mL)M L B R E
Fi o f£0°C THN, T [ES-200-INT_SE (1.0 g » 2.78 mmol)j/ATHF (5 mL)
Hr VS RO I e B Y 2 AR (B $E(19.5 mL > 3.9 MJATHFH » 76

25 168 H(EEHHRIAE)
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1772331

mmol) - fE0°C FEFFEESY1/NF o NHLCl (20 mL » &EFI7KA &) AT
FREY) - HEtOAc (2 < 30 mL)ZHUR &Y - &0 Z A HHEE/K100
mL)ZENE > &8Na,SO 85 » H 2 uE - # W (PE/EtOAC=20/1%10/1)
i > HECH;CN (10 mL) 45 - BEIEERE 277 (255 mg » 21%) -

'H NMR (400 MHz, CDCl;) & 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) -

££2.0 minf@Hr# > LCMS Rt=1.306 min > 30-90 AB > 4fi/E100% >
Cy0H40O [M+H-H,0]" 2 MS ESIZFE{E413 - BEER{E413 -

24£25°C THIN2 TR 2R H EE(508 mg > 4.16 mmol) K = 7 F: e (1.63
g 6.24 mmol)AIE77 (900 mg > 2.08 mmol)JATHF (30 mL)H 7 &K
Hr oo FE25C T HIE S Y20 min o {£0°C TN, N IAMMDIAD (1.26 g -
6.24 mmol) o f£0C TEFEEY20 min » FREE25C HAE25C THEHE16
/INE o VRSP ZK(60 mL)Z K HAMTBE (3x30 mL)Z£HL - & 6f 2
A FEE /K (60 mL)JENE - &Na,SOLEZ R > B8 > EZ2 2y > B2HE
V) ZHEYIFEMNZEE (0% 2 10% EtOAC/PE) (L - BEIZE MY 24
AEYS-500-2-15_1 (900 mg) - HEHHAR T—F 5 -

3. % NaOHA K (974 mgt6 mL H,0%F > 16.8 mmol);KHIZES-500-2-
15 1 (900 mg > 1.68 mmol)JATHF (10 mL) &MeOH (5 mL)H 7 5%k 4 o
FESOC TIECE G116/ - RIER S EANH,CL (60 mL);2 5 H A
EtOAc (3x20 mL)Z£HY - & 0f < A1 FHE/K(60 mL) %Lk » &Na,S0,44Z
e > iEYEEYE > HEEfcombi-flash (0% % 15% EtOAc/PE)4i{L > 5%(210
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1772331

mglEfE » HFEMSFC (B  AD (250mm>30mm » 5um) » F4fE : 35-35%
B (A= 0.1%NH3/H,0 > B= MeOH) > i : 80 mL/min)4fi{t @ 5 F] = [&
B,52 (150 mg » 68%) «

'"H NMR (400 MHz, CDCl;) & 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) «

f£2 minfg fit 7 > LCMS tg=1.335 min > 30-90AB _ELSD » 4&fi [&
100.0% » CyoHys [M+H-2H,0]" > MS ESIZFE{E395 » BERE395

4.1752 (50 mg > 0.116 mmol)jAMeOH (10 mL)d 7 & & A& Jl
Pd(OH), (200 mg) - {E50C T JtH, (50 Psi) NRFFESY) - REVEHA
JE - JR4E KL A& fcombi-flash (0-10% EtOAc/PE)&U{L - 15 2| 2 @ A2 2 24
(15 mg > 30%) K £ [E#E.296 (1.2 mg > 3%) -

24:

'"H 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) -

{£2 minf8 #7 & » LCMS tg=1.342 min » 30-90AB_ELSD - 4 f&
100.0% » CyoHyo [M+H-2H,0]* > MS ESIZFE{E397 » BEHE397 -

B 25 : (1S,3S,4S)-4-((35,5S,8R,9S,108,13S,14S,17R)-3-§® %:-10,13-
ZHEI-CR HER)TAK-1H-BR K [a]TE-17-5)-1-F B K fE-1,3-2 8
(25)Z &/
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1772331

25 7 Bl Rl LR E I3 -

25:

'H NMR (400 MHz, CDCl;) & 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) -

f£2 min/Ef7# > LCMS Rt=1.319 min > 10-80AB 2MIN E - 4ii &
97.0% » C3;H4sF;05Na [M+Na] > MS ESIEFE{E545 » FER{ES45 -

1E5 min T =a » SFC Rt=1.718 min ° IC-
3 MeOH(DEA) 40 2.5ML > 98.26%de -

1r8 min T =a » SFC Rt=4.367 min
AD MEOH(DEA) 5 40 2.8ML 8MIN > 100%de ©
B 26 : (3S,55,8R,9S,108,13S,14S,17R)-3-7Z, F:-17-((S)-3- £ £ -3-H £
T-2-F)-10,13-“HEANRK-1H-BR K [a] FE-3-BE(26) 2 &K

5 171 HEEYIESHE)
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1772331

1. £0°C THAN, N EMeMgBr (0.83 mL - 2.49 mmol » 3 MR T)
RN ITE FAN-8-7 1 (300 mg » 0.832 mmol) /ATHF (20 mL)¥ 75K
1o FE20°C MR35 2 1% 0 BRSSP EANH,CL (50 mL)ZR H
FAEtOAc (2x10 mL)ZEHY = & 0@ FHEE/K(10 mL)ZEfk - 4€Na,SOLEZ1E

I R - SRIEGY) > HEMPNEE(0%E10% EtOAC/PE)EE @ &
%] 2 [ A% > N-8-22_1 (100 mg » 31%) -

'"H 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))f 1 £N-8-22_1 (100 mg > 0.265
mmol)j5?DCM (10 mL)Ht 7 7F /& F* - £20C T | #H10 minZ & > H
NaHCO, 8175 /R (30 mL)Z R RSV E £ 2 /K ZpH B9 K ik - #
JEREY) o sy EEDCME H ADCM (20 mL)ZEHUKAM - & 6f 27 #AH A

5 172 HEYIEHE)
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Na,S,0; 88 F17KE R (340 mL) ~ g8FMINaHCO; (40 mL) - BE/K(40 mL)’E
M &&NaySO4EZ e - B JE » R 4 H #5 ficombi-flash (0% %20%
EtOAc/DCM)4i{L » 55| 2 [E B4 2 N-8-22 2 (80mg > 80%) ©

'H NMR (400 MHz, CDCl;) & 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. AN, T iEMeMgBr (0.353 mL » 1.06 mmol » 3 MR ZE ) AIIE
N-8-22 2 (80 mg » 0.213 mmol)/ATHF (5 mL)d &K T - f£20C T8
PR30y 88 2 1% 0 IEJR A Y RINHLCIE M ZKIE (30 mL )2 B H FHEtOAc
(20 mLx3)ZH - & 0f < A JE FHE/K(50 mL)%K - & NarSOLHZkE » 8
BEHEZER%  SIMHEY ZHEDEDOWEBEEEO0%E10%
EtOAc/PE) 4L » BF| 2 [E5 26 (7 mg » 8%) o

'H NMR (400 MHz, CDCl;) & 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) -

#£2.0 minf& 7 & > LCMS Rt=1.240 min > 30-90AB E > 4 f&
100% » Cp6 Hyz [M+H-2H,0]" 2 MS ESIE+E {5355 » FER{H355 ©
B #27 - (35,8S,9S,10R,138,14S8,17R)-3-Z, E-17-((2S,3R)-3- K:-4-H
B k-2-%#)-10,13-— H %#-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ VO &-
1H-BR % [a]3E-3-B2E(27) Z B Rk
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1772331

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

1.4£0°C TN, F4E30 min 2 BF E3[/IN-014-012_4 (300 mg > 0.8366
mmol) JATHF (20 mL) 7 7 7% 12 i iAs i 22 N Bx &AL #£(1.25 mL » 2.50
mmol » 2 M) Z &K - £ HIRERORE 4R AL0CLLT » 4£20°C T FH#EH
RIERGT2/NEG - BRBFR - RIERS YR IINH,CIE R K&K (15
mL) H ###20 min > fE{& AEtOAc 3x10mL)ZEHUE &Y - & §f ZF A
FIEEZK (2210 mL)E ik - &M 7KNa,SO,52 ) - I8 HURYE - LUER EER
ZN-014-001_1 (360 mg > MHEY)) - 'H NMRERFTREEY - HEHAR
B

2.X1 (150 mg - 0.37 mmol)f5 ISFC (& L : Chiralpak AS-H

250%30 Su; f&fF 1 0.1% NH3;H,O EtOH ; FH4B 1 20% ; 456 B 1 20%

5 174 HEYIEHE)
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1772331

St (ml/min) * 65)&i{t - LUERR3T (I#{E2 - 46 mg > 31%) K 2 [EfE 227
(1> 27 mg > 18%) -

37:

27:

'H NMR (400 MHz, CDCl,) § 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) -

f£2 minfg M4 » LCMS Rt=1.228 min > 30-90AB 2MIN E - 4fi[&
100% » C,-HysO [M+H-H,0] > MS ESIEFEi {385 » B EH{E385 -

1£10 min T =a » SFC Rt=2.440 min
OJ 3 EtOH DEA 5 40 25ML ( T % ff : Chiralcel OJ-3 150x4 6mm
I.D. > 3um &8/ : A: CO2 B : £fE(0.05% DEA) » #£/% : £5 minAB
F5%%240%H £ 1540% 2.5 min > fE{EBE5%FF 2.5 min > i 2.5
mL/min > EfEE  35C ;) » 97.38%de
B 28 : (3S,55,8R,9R,108,13S,14S,17R)-3-7, E-17-((2S,35)-3- 3R E:-6-
FHEBE-2-55)- 13- A+ A& -1H-BR K ([a] JE-3-FE (28) 2 &k

26175 H(EEHRIAS)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

Pd/C, H
—_—
MeOH/THF

1.fEAr N[44 (200 mg > 0.480 mmol)¥MeOH/THF (10 mL/10 mL)
T 2RI IIPA/C (JEIK > 200 mg) o RIF IR A ZE R R B AHF#E=
K o FES0C T HYH, (50 psi) MRFFIRGY48/NE » REBEOBIER - IE
REVIEHEYE @ E HAHTHE (100 mL)5EIF < REEREK > F5 2 E
Ba>28 (30 mg > 15%) K E[FE#E 82 (30 mg > 15%) -

28:

'H NMR (400MHz, CDCI13) & 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) °

£2 minfE #t & > LCMS Rt=1.298 min > 30-90AB > % FE100% >
CysHyr [M+H-2H,0]+ 2 MS ESIZ|E{E 383 » EEH{E383 -

B 529 : (3S,5S5,8R,9S,108,13S,14S,17R)-3-7, F:-17-((2S,3S)-3-8 £:-6-

FAEEE-2-)-10,13- ZHE+ AR -1H-BK[a]FE-3- T (29) Z &K

26 176 H(EEHRIAE)
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1772331

S-200-INT_5E

OH

Pd(OH),

MeOH " \,,.._
H

THF HO

29

1.1£60°C FEMg (4.35 g » 179 mmol) K1, (20 mg)ATHF (2 mL)H
ZRRF RO -R-3- AT HE(11.7 g > 78 mmol) )R THF (8 mL)h 2
BIR o AE60C THRIFESYI/NG - JESYHTHE (10 mL)MEE L 5 # (5
R o £0°C TN, F [ S-200-INT_5SE (1.0 g » 2.78 mmol)JATHF (5 mL)
7 S A I e L Y 2 CEDE (B #E(19.5 mL > 3.9 MJRTHFH » 76
mmol) - fE0°C TR EY1/NE o KNH,Cl (20 mL - 8F17KZAR) A0
FIREY) - FEtOAc (2 x 30 mL)ZHUE &) - & 0F 2 A HAHHE /K100
mL)5E ok > & Na,SO.Hz 8 - B2 845 » #HIYB(PE/EtOAc=20/1410/1)

ift - HEHCH;CN (10 mL)F&EE > JEIZERE 277 (255 mg » 21%) -
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1772331

'H NMR (400 MHz, CDCl;) & 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) -

£2.0 min/@f7& > LCMS Rt=1.306 min > 30-90 AB > @ifE100% -
CyoH40O [M+H-H,0]" > MS ESIZFE{E413 » EFE{E413 -

2. AAr T EPA(OH), (7K » 20% > 50.0 mg);R/RAINZE77 (100 mg > 232
umol)JATHF(10 mL)&MeOH (10 mL)F 75K T « B S REZERAL
AHFE=2 - f£50°C T Ha (50 psi) NBEIEGYII6 /N - KIERE
Ve mhay s £ 2IAIE HHTHF (3x10 mL)ZEik - REEIEIR - HRerPI 8y
B &t (PE/EtOAc=20/1)4i{L - BEZEEHE 229 (7.00 mg » 7%) -

'H 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) -

#£2.0 minfE@H7H > LCMS Rt=1.603 min > 30-90 AB ELSD » &fiJ&
97% » CpoHyo [M+H-H,0] 2 MS ESIZ+E{E397 » EER{E397 o
B #1130 : (35,8S,95,10R,13S,14S,17R)-17-((2S,3R)-3- 58 E:-6-E £k BE-2-
$)-3,10,13-= H #£-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ VU & - 1H-3B JX
[a]3E-3-B2(30) Z 5K

30
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1772331

OBz

DIAD, PPhy

Eoutt

PhCOOH

NaOH
_— -

THF, MeOH,
H,0

LAE25°C T AN T % 5 B B£(2.03 g > 16.7 mmol) fz = A ik (6.57
g 25.1 mmol))KfiH%ES-500-2-10 (3.5 g > 8.39 mmol)jATHF (30 mL)H
BT o AE25°C TRHEEYI20 min o f£0°C TN, NARHIDIAD (5.07
g 251 mmol) - f£0°C THRHAEEY20 min - FF& AR £25C HEF]
h o [ fEREYIAZK(100 mL)Z % H HMTBE (3x30 mL)zZH! - &6f 2 H
fEAE BB /K (60 mL)%E ik - & Na,SOEZ M » B8 » HZ2 RN - BEHE
Y) o s AHEVIFE T PIZEIE (0% 2 10% EtOAC/PE)4{L - 1551300 mg 2H AR
) HHEYIS-500-2-9_1 » HEHHN T8 -

2.%NaOH (1.14 g3 mL H,O > 28.7 mmol);R N ZES-500-2-9 1
(300 mg > 0.576 mmol) /ATHF (5 mL)F&zMeOH (3 mL)H 7 B F - 4£50
CTHEEEEYI/NT - JREYAEFINH,Cl (20 mL)Zp - HHEtOAc
(3x10 mL)Z£HY » & ff < A% A E K30 mL)JENK - &ENaySOLFZE » 18
JE 0 B4 > H#EMcombi-flash (0%%£10% EtOAc/PE)4i(L » 13 & £ B8
230 (12 mg > 5%) -
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1772331

"H NMR (400 MHz, CDCl;) & 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) -

1£2 minfg #f & > LCMS tg=1.260 min » 30-90AB ELSD » & &
100.0% » CpgHys [M+H-2H,0]" > MS ESIZFE {5381 » HER{E381 -
£ 131 : (1R,3R,45)-4-((3S,5S,8R,9S,108,13S,14S,17R)-3-§% £:-10,13-
“HE3-CEHEFETAK-1H-BK[aFE-17-5)-1- K E K EE-1,3- 2 F
GHZ &R

31
312 Al R EHI13 e -

31:

'H NMR (400 MHz, CDCl;) § 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) -

{2 minfg# £ > LCMS Rt=1.327 min » 10-80AB_2MIN _E - &l &
100% » Cs,H,sF;03Na [M+Na]* > MS ESIZEi{&545 » BER{E 545 -

1£10 min T =a » SFC Rt=1.929 min » IC-
3 MeOH(DEA) 40 2.5ML - 98.4%de -

26 180 H(EEHHRAASE)
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1772331

B BI32 : (35,5S5,8R,98,108,138,14S,17R)-3-Z, F-17-((28,35)-3-5 & -4-
FET -2-2)-10,13-ZHEA+ NG -1H-BR[K[a] FE-3-BE(32) 2 A

HPLC

1.7220°C T A E & T Bt-BuOK (4.64 g > 41.4 mmol)JF /il & Me;SI
(8.44 g > 41.4 mmol) R fE/KTHF (50 mL)t Z fIF R H - 4£20°C M RHIR

55 181 H(EHIEHE)
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1772331

EYIUNEE > HIRJIN-005_5 (5 g 13.8 mmol) » EATRE ST R E£45
C AN - (EREREY) 28l 2201 - F/K(50 mL)ZJE - FIEtOAc
(2x50 mL)ZEHY » & 0F 2 A W S8 i /K i B sh iz e - 808 HLRSE » 7RERY)
FEMA B EEIT(0%£10% EtOAC/PE)# (L » 15 F]E & #E 2 N-005_001
(2.7 g+ 52%) -

£2.0 minJEf7rF » LCMS Rt=1.324 min > 30-90AB E » &fiZ92% -
C,sH4 O [M+H-H,0]" > MS ESIZ+E {5357 » EER{E357 o

2AE0OC THNESR THCul (10.1 mg > 0.0534 mmol) &zPhMgBr (1 M
FATHF® > 2.66 mL > 2.66 mmol)E fil £N-005_001 (200 mg » 0.534
mmol) JRfi/KTHF (20 mL) Z3FiE S - (HESYZHTm£15C HigH
16/NBF o [ fEJR &9 FINH,CIZK S 7% (20 mL)Z R > FHHEtOAc (2x10 mL)
L - Bt AR S K BE s EZ R - BIE ARG - BerPIRE My e
Tt J& #7(0-5% EtOAc/PE)& & - = % 2 [& e ZNA-6-5/6 (190 mg >
79%) o

'"H NMR (400 MHz, CDCl3) § 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, 1H), 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) o

3.N-6-5/6 (190 mg > 0.420 mmol)#E i & {F BIHPLC (& 1f @ YMC-
Actus Triart C18 100x30mmx5um ; &4 : 7K(0.05%HCI)-ACN ; B -
90-100%B ; 7 : 25 mL/min)457 i » S F|EEFE 293 (56 mg > 30%) &

2 E 32 (12 mg > 6%) °

55 182 H(EHIHHE)
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32:

'H NMR (400 MHz, CDCl;) & 7.36-7.29 (m, 2H), 7.25-7.19 (m,
3H), 3.89-3.83 (m, 1H), 2.79-2.72 (m, 1H), 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) o

1£2.0 minf@#7 > LCMS Rt=1.343 min > 30-90AB > £iZ100% -
C;1H470 [M+H-H,0]" > MS ESIZtE {5435 » EER{E435 o
& H133 : (35,85,9S,10R,138,148,17R)-3-Z £-17-((2S,3R)-3- F:-4-(3-
B E & B B T-3-F)T-2-5)-10,13-= B E-
2,3,4,7,8,9,10,11,12,13,14,15,16,17 -+ UG- 1H- B )X [a] FE-3-BE(33) Z &K

0 @] LiBr O
TsCI
—b. ,
OH OTs Br

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

1. 4£25°C T [EIN-014-005_1 (10 g > 97.9 mmol)/ADCM (100 mL)t
AR R0 - - 1H-BEMA(16.0 g > 195 mmol) R TEA (19.7 g 195
mmol) K TsCl (37.1 g » 195 mmol)iRIIEF IR T © £25C MRH L IER
EYI2/NEF - JREPHK(2>100 mL) ~ BE/K(100 mL)JEHF » 4€Na,SO4EZ
ge o BEHEBEZERY > GFIER=OEE ZN-014-005_2 (25 g HE

Yy)  HERWBEMREN(0%215% EtOAC/PE)4{L - B EIZ 0 EE S
5 183 HEEHHASD)
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1772331

> N-014-005_2 (23.6 g » 95%)

'H NMR (400 MHz, CDCl,) & 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, 3H), 1.28 (s, 3H) -

2 [E/N-014-005_2 (10 g » 39.0 mmol)APFSEI(100 mL)m 2 7% 3
JOLiBr (13.5 g » 156 mmol)  f£65C NEBEESI/NGE - JEEWE0TC
FRIAK(200 mL)Z FLAI T 4:(3 200 mL)ZEET - & 6.2 4 KA AT K (50
mL )Mk - &ENa,SOLEZ1E - BJE R4S @ S 2= ERAE ZN-014-005_3
(2.54 g > HED)) -

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

O\jt
Br

N-014-005_3

Mg, THF

3.4E50°C E55C FTHN, FEMg (807 mg » 33.2 mmol) &I, (1 mg)i
THF (2 mL)"H 2~ 5% & R IIN-014-005_3 (2.5 g > 15.1 mmol) /ATHF
(8 mL)dr Z &K - /E55SC MHRHEEY h- FITHF (10 mD)#REE &
V) HEBANR T —FRPmmEEEHN o f£0C T =N-14-12_4 (1.01 g -
2.83 mmol)ATHF (10 mL) 5 7 &% A N0HT S S A AY 3-[ OR #8) B & ]-3-H
EIBRANFE(IS mmolj220 mL THFH1) - #£15°C FEFFEEY4 h - HEES
PR HIINHLCL (20 mL - 10%7K7E7%) - FHEtOAc (30 mL)ZZHUE &) -
HEA e H B 2R - BerY #2315 (0-30% EtOAC/PE) 4 AL » 1%
EHGOEBEE ZES WA mg- 15%) > H FE HISFC (B £ : AD

5 184 H(EHIEHE)
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1772331

(250mmx30mm > Sum) > {4 1 0.1% NH3H20 ETOH > fFE : 50%%
50% » i #(ml/min) : 60mL/min > 25°C)&li {& » & F33 (& {1 - 110
mg > 9%) K EHEGER 70 (E{E2 > 30mg > £ 4() - A4H70 (30 mg > F
MY BEEEN(15% EtOAc/PE)M{L - REIZH @ER 270 (10
mg > 5%) o

33:

'H NMR (400 MHz, CDCl;) & 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) -

f£3 minfgdrd > LCMS Rt=1.069 min - 30-90AB_2MIN _E.M > 4fi
FE100% > Cy9HyoO5 [M+H]" 2 MS ESIFIEH445 - EHEH{E445 -

E 34 : (3S,55,8R,9S,108,13S,14S,17R)-3-Z £-17-((2S,3R)-3-FK H-4-
BB -2-5)-10,13- Z“HE+ NG - 1H- IR K[a] TE-3-BF(34) Z &L

25 185 H(EEHRIAE)
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MgC!

Y

NaHB4

THF MeQH

Y

1.4£0°C F M THF (5 mL)® > N-8-7_1 (500 mg > 1.38 mmol)if/n
FRNEZA(LEE(708 mg > 3.44 mL > 2 MPATHFH)FRTHF (5 mL)Hh 2 7%
B o FE25C TIRHEEYI4/NT o FUESYIRIINHLCL (20 mL > 10%7K
B - FHEtOAc (2 x 30 mL)ZHUREY) - ARE&E rik I H%E 5
FIRERY) - WERY)FEH Y BB @M 40{L FHPE/EtOACc=3/1/5Hk - HFFIEE A

ZN-8-11_1 (170 mg > 30%) - Z A M EY(120 mg)FE MW B —+
20 186 H (RS
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Zi{CLFHPE/EtOAc=3/1 58k > (5| 2E#E 2 N-8-11_1 (50 mg > 42%) °

'"H NMR (400 MHz, CDCl;) & 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 %DMP (457 mg > 1.08 mmol); 1 £N-8-11_1 (220 mg > 0.543
mmol)ADCM (5 mL)F A& H « £25C THEEE10 min % > KIERS
P FAINaHCO; 8 F17K /AR (50 mL) M E £ 2 7Kg 2 pHE A Ry 1k - )8
BEY) - 7 EEDCMIE > HADCM (100 mL)ZHUKAH - & 0f Z A 1A A
Na,S,0: 8 MK A& (3x100 mL) ~ gFINaHCO; (100 mL) ~ E&E/K(40 mL)
S - 8 Na,SOLEZ IR » BB HIR4E » B8 EEAS 2 N-8-11_2 (140 mg >
64%) o

#£2.0 min/E#7H > LCMS Rt=1.300 min > 30-90AB _2MIN E > &fif&
100% > C,,HysO [M+H-H,0]" > MS ESIETE{H385 » FER{E385 -

3.7 NaBH, (1.17 g » 17.3 mmol)&F A 73 ## /RN LK EN-8-11_2 (140
mg > 0.347 mmol)}AMeOH (2 mL)ETHF (2 mL)F &K+ - fE15C T
BIEEY30578E - FEAINHLCL (50 mL)ZRCEEY) - HAEtOAC (3 %
20 mL)ZEHY - &6 2 A A & Na,SO,8Z 1 - 3B IE » B4 H # ficombi-
flash (25% EtOAc/PE)4di{L > 15 %IN-8-11_1 (140 mg > A 4f) - N-8-11_1
#E M combi-flash (25% EtOAc/PEY4i{L @ 15 E| EEIfE 234 (50 mg » “N4f)
K B 5% 265 (10 mg > A4f) -

4.N-8-11_1 (50 mg > 0.123 mmol > “f 4f)# Hcombi-flash (25%
EtOAc/PE)4i(L > B E| Z &8 234 (30 mg » &) -

N-8-11_1 (30 mg - 0.0741mmol - “F &i)#& fHcombi-flash (25%

55 187 H(EHIEHE)
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1772331

EtOAc/PE)4{L > REIZ[EARS 234 (9 mg » 30%) -

34:

'H NMR (400 MHz, CDCl;) & 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) -

£7.0 minfgMrH > LCMS Rt=4.387 min > 30-90AB_7MIN _E - 4fif&
97.6% » Cy7Hys [M+H-2H,0] 2 MS ESIZ+H {5369 » EE{E369 -

E I35 : (35,55,8R,9S,10S,13S,14S,17R)-17-((2S,3S)-3-FK F-6-FH E B2 -
2-3)-3-(FEEFE)-10,13- " FE NS -1H-B R[] E-3-BGSHZ AR

OBz

NaCH
—-

1.4£25°C THNaOH (71.9 mg > 180 mmol);R/RHIIZEN-4-4B (20 mg >
0.0361 mmol)jATHF/MeOH (2 mL)/F 275K d - (i K RS A EZES0
C H#EHEL h e FRERESY S A EIRIKQR0 mg) - FEtOAc (3 < 10
mL)ZEEUKHE « & 0F 2 F 1% F e /K(2<20 mL)%E M » &84E7KNa,SO,

Rz > R HOBYE - BerY PR (0%230% EtOAc/PE) 4 {LDATR L
20 188 H (RIS
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EHEEE 235 (8 mg o 50%) -

'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, 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, 4H) -

£2.0 minfg€ M > LCMS Rt=1.301 min > 30-90 AB > &fiE96% -
CyoH4sO [M+H-2H,0] > MS ESIEFE (#4413 » FE{E413 -

36 : (35,5R,8R,9S8,108,13S,14S,17R)-17-((2S,3R)-3-FE:-6-FH B Be -
2-5)-3,10,13- = E+ N R -1H-BRK[a] FE-3-B2(36) Z & X

25 189 H(EEHRAE)
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1772331

1. Pd(OH), (200 mg)iF i £30 (100 mg » 0.239 mmol)®MeOH
(10 mL)H Z7FR S » ££50C ThvH, (50 Psi) MRHESY - REWEHE
JE ~ 45 H #% Hcombi-flash (0%%10% EtOAc/PE)4li (L » 1B 547 (21
mg ° 21%) R EEFE 236 (1 mg > 1%) °

37:

'"H NMR (400 MHz, CDCl;) § 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) -

72 minf@ 7 f > LCMS tg=1.296 min > 30-90AB_ELSD > 4f f&
100.0% > CpgHy; [M+H-2H,0] > MS ESI3TE{H 383 » EE{E383 -

E 137 : (3S,8S,9S,10R,13S,14S,17R)-3-2 £-17-((2S,35)-3- HK-4-H

H R-2-%)-10,13-= H #-2,3,4,7,8,9,10,11,12,13,14,15,16,17-F PU & -
1H-BX [a]|TE-3-BE(3T) Z &R

OH

N-014-001_1 a7

26 190 H(EEHRIAE)
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1.N-014-001_1 (150 mg > 0.37 mmol)#& FHSFC (& #f : Chiralpak
AS-H 250x30 5u; &4 - 0.1% NH;H,O EtOH ; BA46B : 20% ; 45 B
20% 5 JiZ&(ml/min) @ 65)4H (L - DLER3T (I&E2 > 46 mg > 31%) K = [&
Ba 27 (I&E{E1 > 27 mg » 18%) o

014-001A:

'"H NMR (400 MHz, CDCl;) & 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) -

#£2 minfg#r & > LCMS Rt=1.207 min > 30-90AB 2MIN E » &fifE
100% > C,7H,50 [M+H-H,0]" > MS ESIZHE{£385 » BEH{E385 o

1£10 min T =a » SFC Rt=2.635 min
OJ 3 EtOH DEA 5 40 25ML ( " % ¥ : Chiralcel OJ-3 150x4.6mm
I.D. > 3um &G © A : CO2 B : ZfiZ(0.05% DEA) » BFE : 1£5 minAB
5% 240%H 7 FF40% 2.5 min > fE{EB&E5%FF4E2.5 min » R 2.5
mL/min > EfEE  35C ;) » 98.66%de °
£ %38 : (3S,5S,8R,9S,108,13S,14S,17R)-3-7Z, E-17-((28,3S)-3-E O -
2-5)-10,13- “HEFNE-1H-TR K [a] FE-3-B2(38) Z & X

55 191 HEEHIEHE)
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Bimg” "
THF

$-500-6-1_1

Pd{OH);, H;
—’_

MeOH

1AE0°C AN AR (B #5(3.34 mL > 6.69 mmol - 2 MPXTHF )&% 18
A 0 2£S-500-6-1_1 (800 mg » 2.23 mmol)JATHF (30 mL)d 7 /5 &
e Rzt AE1STC THRFREREYINT - JRE&YH 6EFINH,LCL (40
mL);Z, » HHEtOAc (3x20 mL)z£HY - & ff 2 H M MHEK(2x30 mL)
o &Na,SOEZ B - ) H B 45 > H # fcombi-flash (0-15%
EtOAc/PE)4i{L » BFIEFEEE 272 (500 mg » 56%) «

'"H 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) o

£7.0 minfg 7 7 » LCMS Rt=4.979 min - 30-90AB E - 4 &
98.8% > Cp7H,3 [M+H-2H,0]" > MS ESIZFE (5367 » EEH{E367 -

2772 (150 mg > 0.372 mmol)j¥MeOH (20 mL) 7 75 & H i 0

Pd(OH); (300 mg > fiE/K) o ££50°C THH, (50 Psi) MBEFIE SP)48/N6F -

5 192 H(EHIEHE)
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1772331

REPIEE)E > BY HAEfcombi-flash (0%%15% EtOAc/PE)4i{L, 152!
23 (9 mg > 6%) X EEFE 38 (43 mg > 29%) o

38:

'H 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) -

2.0 minfg Mt & > LCMS Rt=1.397 min > 30-90AB E - 4f &

100% > Cy;Hys [M+H-2H,0]" > MS ESIZHE{E369 » BFER{E369 -

B39 : (3S,8S,9S,10R,13S,14S,17R)-3-(EH & E EHE)-10,13- " FHE-17-
((2S,3S)-4,4,4-= 8,-3- 8 T -2-%£)-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+F
P& - 1H-3R K [a] FE-3-BE(39) Z B FX

OH

/I

\
O
/
39
3 . “, o OH
OH OH
BuOK 0 Me,SI . MeONa DMP
A — A o™ A ——— HO
’0 t-BuOH ‘@ nBuli O MeOH peMm
o} o]
N-004-029 4
N-004-029_1 NAM-004-029_2 NAM-004-029_3 / -

(110 A
‘@ H TMSCF,, CsF SFC
H — = =
HO 5 TBAF.3H;Q, THF
\
o]

’ NAM-004-029 5

95 39

26 193 HEEHRIAE)
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1. f£35°C N2 T it-BuOH (600 mL)#& A £ =SHE KM T © B8
& 7~ jt-BuOK (101 g > 905 mmol) » {E35C MR 3057 8 2 & > #FN-
004-029 1 (50 g 151 mmol)FHIIZE FiE&Y HAE3S5C TEEL/ NG -
i S R PRI R 5% B KE (2 L)t - A4 0 B T ie Ol 4 357 A (R0
10°C « Apn7kK(1 L) - FiNaHCOs KRR &Y < pHIHET £ &7 £ 8 HIHJE -
5 8 B U5 B FYDCM (1.5 Ly » & ffF 2 A HAH A /K(2x500 ml) ~ B /K
(2x500 ml)EH% » &ENa,SOHZKE - )8 HACEN3ISC IR EEF IR
FFI EEHS ZN-004-029_2 (45 g > #HEW)) -

'"H NMR (400 MHz, CDCl;3) § 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, 2H), 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, 3H) o

2. {£0°C THN, F¥n-BuLi (108 mL > 272 mmol > 2.5 MPATEEH)
AR ZEMe;SI (73.8 g > 362 mmol) A /KTHF (300 mL)H 2 EEY)
o fEOC #3078 2 1% » {£-40°C TIRNIN-004-029_2 (30 g > 90.7
mmol) A it /KTHF (600 mL)F AR - {£-40°C MR SY2/NF HAE
25°C THRHI16/NE « K ERGYEIA 2 KK L)F - FHEtOAc (2x500
mL))ZHUAKM - & 0F 2 A AAEAEK2>500 mL)ZEHk - &EfE/KNaySO4Z
e o EIE HORYE - BerPIRE B (0% £20% EtOAC/PE)&I(L » 1REI 2
[E#E > N-004-029 3 (1.8 g 6%) o

'"H NMR (400 MHz, CDCl;) § 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) -
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3. f£25C T N, T ¥MeONa (5.61 g > 104 mmol);7 il ZN-004-
029 3 (1.8 g 5.22 mmol)®MeOH (20 mL)/ 2 &K « {£50C T
1280 2 1% > B 7K(100 mLYR N ZEE&Y R HE 107782 - FHEtOAc
(2x80 mL)ZH{/KAHM - &6f < A A H B FIER 7K (250 mL)%eifk » & fiEK
Na,SO. iz} » B8 HIB4E - BWErIFE P& 5B (0%%30% EtOAc/PE)%
b B2 EE N-004-029 4 (1.5g° 76%) -

'"H NMR (400 MHz, CDCl3) & 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. 1£25°C THDMP (2.53 g 5.97 mmol);KHIEN-004-029 4 (1.5
g 3.98 mmol)JADCM (30 mL)H 7 BT - £25°C N30 min 2 1% >
FE25C TN HEEFMINaHCO; (50 mL)ZR N EREY) - FDCM (50 mL)ARf0
FREY T HEFI0 min - 53 HEDCMAE H H 88 #1NayS,03 7K 7E 7% (2% 50

mL) ~ BE/K(2x50 mL)ZEk - 48Na, SOz - 488 H R4S - BerYFs hPd
JE 5 (5%%25% EtOAC/PEY4 (L » 18 | £ [E % 2 N-004-029 5 (0.6 g >
40%) o

'H NMR (400 MHz, CDCl3) & 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. 70°C T #ECsF (607 mg > 4.00 mmol)f i1 Z£N-004-029 5 (0.6
g > 1.60 mmol) A fi/KTHF (20 mL)H Z7E7R S o fEEFE20 minZ 1% - ££0
C T & JITMSCF; (568 mg > 4.00 mmol) H # # & & W I/NE - &

TBAF.3H,0 (2.02 g > 6.40 mmol)/RIIEEEYIH » {E50C NMEFHFZES
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YIVNES - i SREREPEIAZ KRGS0 mL)H - FJEtOAc (280 mL)ZEHT
KAE - & 0F Z A1 AE R BRI ER /K (280 mL) JEifk - 48 f/KNa,SO4 5z

e HRdE o Rer R M &R (0% £30% EtOAC/PE)4I{L @ FEI 2 [EEE
~ N-004-029A (450 mg » 63%) -

'H NMR (400 MHz, CDCl;) & 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)EE FISFC (5 k£ : AD (250
mmx>30 mm > 5 um) > &4  0.1% NH;H,O ETOH » FA4EB © 30% » 453K
B : 30%)4{L > JREIEQEEEE 239 (PK1 : 120 mg » 26.7%) & 2 H B[]
895 (PK2 : 200 mg > 44.5%) -

FEHINOERERI39Z 451 -

39 :

'H NMR (400 MHz, CDCl,) § 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)

LCMS Rt=2 minJg #f &21.078 min » 30-90AB_2MIN E » 4 fi&
100% » CpeH34F50 [M-CHs0,]" > MS ESIZFEL (5395 » BFER{E395 o
B 40 : (35,55,8R,9R,108,13S,14S,17R)-3-Z, E-17-((2S,3R)-3- 58 E:-6-
FHERBE-2-5)-13-F & T N -1H-BR[K[a] 5E-3-B2(40) Z & X
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Pd(OH),, Hy
THF

1. #£25C TRAT T » ¥ Pd(OH), (100 mg > fE/K)IARIIZES (30 mg >
0.072 mmol)}®MeOH/THF (5 mL/5mL)H > &% & « f£50°C F X H, (50
Psi) MRFERIEYI48 h - IRV HAEAZEFIRGEIER - FEIHEY -
HFERWBEM(PE/EtOAc=10/125/1)4(L - BRI Z2EFE 241 (10 mg >
33%) o

'H NMR (400MHz, CDCI3) § 3.62-3.59 (m, 1H), 1.99-1.91 (m,
1H), 1.88-1.76 (m, 2H), 1.74-1.61 (m, 6H), 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) o

£2 minfE Mt & > LCMS Rt=1.491 min > 30-90 AB > 4f f£99% -
C,sHy7 [M+H-2H,0] > MS ESIE+E (& 383 » EHER{H383 o
B H41 : (3S,5S,8R,98,108,13S,14S,17R)-3-Z F:-17-((2S,3S)-3- K &t B&-
5-%R-2-8)-10,13- ZHE+XNRK-1H-BRK[a|FE-3-FE(41) 2SR
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SFC
——

1. f£-20°C F#n-BuLi (13.8 mL » 34.5 mmol > 2.5 MR ZT) X HE
ANINET-2-FR(1.86 g > 34.5 mmol) )R FRTHF (100 mL)d ZF /RS - -20
CMBEBER25/NG » HERHLA1£E-78C » A II&N-8-7_1 (5.0
g 13.8 mmol) ZTHF (100 mL) - £ R E N RFFIEIR30 88 - REE -
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20C MHRFEU/NE; » HEE1220C M RF18/NES - FrfS & #E M EIA 26850
NH,C1 (100 mL) %% > ME% FIEtOAc (2x150 mL)ZEHY - &t 2 A/E
7K (40 mL) K BE7K(40 mL)J5EHE » &8 Na,SO4RZ R - &8 08 H #5 Pz iE
AL E0220%Et0Ac Z PEVEHE - F 5 2 HIRY) 2 N-8-7_2B (1 g - HHE
Y1) KeN-8-7_2B (1.7 g - #EY)) -

'"H NMR (400 MHz, CDCI;) § 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)

10 minfg ff &F -»SFC [ {E1:Rt = 3.008 min:-
AD 3 EtOH DEA 5 40 25ML ( " & #¥ : Chiralpak AD-3 150x4.6 mm
ID. 3 um{FEIAH : A : CO2 B : ZfiZ(0.05% DEA) » B5FE © {£5 min/AB
5% E40%H £ FF40% 2.5 min > #FEBES%FE2.5 min > JR i 2.5
mL/min > EfEE 1 35C )

2. JH 7 P)N-8-7 2B (250 mg > 0.868 mmol)EE ISFC (& £F : AD
(250 mm=30 mm > 10 um) » BEE © 35%%35% B (A= 0.1% NH3/H,0 » B
= EtOH) » Jit#k : 60 mL/min)E—F&i({L - BEE2EFE 241 (IEE2 - 81
mg > 33%) & EEFE 68 (E{EH1 > 78 mg > 31%) °

41 :

'"H NMR (400 MHz, CDCl;) § 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)

LCMS Rt=2 minfgE fiT & 21.206 min > 30-90AB _2MIN _E - 4fi &
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100% » CrgHysO [M+H-H,0] > MS ESIEFE {397 » BEH{E397 -
1£10 min T =a » SFC Rt=5.823 min

AD 3 EtOH DEA 5 40 25ML » 100%de -

B 42 : (3S,55,8R,95,108,13S,14S,17R)-17-((2S,3S)-3-3% £k 6- B 5 & -

2-%)-10,13-Z“HE-3-(Z&FE) T AR-1H-BR K [a]FE-3- T (42) 2 &L
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MePPh;Br
—_——
t-BuOK THF

TMSCF,, CsF
—_—
THF

9-BBN T EE, THF
——
NaOH, HzOz

1. £25C TH¥4-HEFRERE(2.70 g > 15.7 mmol )R N1ZEN-4-1_1 (50
g 157 mmol)AMeOH (500 mL)F ZZ /&K F » £65C TR S/

iy - R IERESYAS81225C HIRIITEA (2.16 mL » 15.7 mmol) - {8
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BEEY)0.5 he R YIFEREIERE H HHEE(Q2*100 mL) %Lk > G FE [
A ZN-4-1_2 (50 g - HHEW)) °

'"H NMR (400 MHz, CDCl;) & 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. #£25C Tk#t-BuOK (23.0 g » 205 mmol )R £ IR B (HE) =7 &
W fE(73.2 g > 205 mmol)JATHF (500 mL)F 5K+ - # B inzize
45°C HIBH1/NEF © INIIN-4-1_2 (50 g > 137 mmol) - f£45C MEFHIES
n2/NBF - JREP)FANHLCL (200 mL)Z2 %, H FHTHF (3x100 mL)ZEH] - H
1 g &K B /K (200 mL) MR - 48 Na,SO 67 Hifa)E » BFEESW(GS0 g o
500 mL) » 3ZREY A KHE S AEEIHER T —FFEH -

3. BHCIK A K07 mL » 1 MAKH)RIMZEN-4-1_3 (50 g 138
mmol) /A THF (500 mL)s 2 &+ o fE25C FEFHFEEY0.5 h - #IER
EY) LRI e 5 Y DCM (200 mL)d 3f FTEE/K(100 mL)e ok - 45 4 /K
Na,SO. 5zt » BB HE EZEF RS » 55 2 B8 ZN-4-1_4 (39 g~
90%)

'"H NMR (400 MHz, CDCl5) & 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. #HCsF (259 g > 171 mmol) &zTMSCF;3 (24.3 g > 171 mmol); 50

%N-4-1_4 (27 g > 85.8 mmol)JATHF (200 mL)H A&k H - {£10°C &
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FOREYIUNE © K/K(10 mL) RTBAF.3H,0 (30 )Rl £ EEYH - 4£
30C THBHEGY2/NE - EZERERSY - KRGS EINEOAC
(500 mL)dr » HI7K(2x500 mL)ZEH% - £&ENa,SO,EZ ke - 488 - fFRZE T
S uE B #E A P (DCM/ELOAc (1:1)/PE > 0%%E10%)41{E » 53] 2 FE e
' N-4-1 527 g > 82%)N-4-1 5A (3.5 g > 11%) o

N-4-1 5:

'"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) -

'"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 _ZX #%(29 g > 119 mmol)/R /il £N-4-1_5 (23 g, 59.8
mmol)JATHF (250 mL)H 2 &% H E40C TN N HE S P16/
Bf o B Z0%(34.3 mL > 598 mmol) & NaOH (119 mL > 5 M » 598 mmol)/}
MEREREGEY - LRERGYERERF - {£25C T Z A HIH,0, (59.8
mL > 10 M > 598 mmol) A fENEREH EER(70C) - {LRMZ 1% »
BEVAAEIC - [HREYIANINaSO; (100 mL » 20%/K7AR) « A%
2 &8 oy i BRI A K(800 mL)H « JERKIEI G - #EIE0R &%) H 8% Bl fe A /K%
W AL HEZE TR H FAIMeCN (250 mL)JR M - {SEIE S © B2 ERRAL60TC
T EMeOH/7K(250 mL/12.5 mL)RMEE B 4E 541 E15C 2% iB)E - ffHEZ%
THEEERE B2 EE 2 N-4-1_6 (164 g 68%) -

H]l

>
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'"H NMR (400 MHz, CDCl;) & 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) ©

6. %7K(223 mg > 12.4 mmol) ZDMP (10.5 g » 24.8 mmol);RI1ZEN-
4-1 6 (5 g > 12.4 mmol)ADCM (200 mL)F B E « f£15°C Tk
BEYI15 min o JEEYANaHCO3/Na,yS,03 (200 mL/200 mL - gEF0) 0%
W > &Na,SOLEZNE - 8 H AZE RS » BRI 2R IN-4-1_7 (45 g>
90%) o

'"H NMR (400 MHz, CDCl;) & 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. {E50C 255 C TN N#F1-JR-3-HE T H2(2.79 g > 18.5 mmol)*
THF (8 mL)H R EZE AN ZEMg (899 mg » 37 mmol) K21, (1 mg)®
THF (2 mL) AF ZBIERF - 55 CTHRERESY VNG » FEEIGE

SALEEAR - [L0C TR B &2y 2K AR B #E(18.5 mmol 210 mL
THF )R I %EN-4-1 7 (0.5 g > 1.24 mmol)JATHF (5 mL) 25K+ - 1F
I5C MR REGY2/NE - RS FIAIINHLCL (20 mL > 10%7K 75
&) - HEtOAc (2 x 30 mL)ZZHUR &%) - & 2 H1#JE % Na, SO F ke »

HE A EZETRYE - FEE2EHE 2N-4-2 (0.6 g HEDY))

8. fE15C FHE7/K(13E)DMP (1.06 g > 2.52 mmol);KITEN-4-2 (0.6
g > 1.26 mmol) /ADCM (20 mL)H Z &K - fE15C THEESYL h o
SEA Y FANaHCO5/NasS,05 (20 mL/20 mL » EF1)EBRK » & Na,S0,4E
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e B HTEZEFRYE > FEIZEFEIN-4-1_8 (0.6 g HEY) -

'"H NMR (400 MHz, CDCl;) & 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. {£15°C F¥NaBH, (0.96 g > 25.4 mmol)iZ{5 /K IN%EN-4-1_8 (0.6
g 1.27 mmo)JATHF (10 mL) & MeOH (5 mL)f 78K - f£15C 18
FERES Y30 min o [BRRES Y IRIINHLCL (50 mL > 10%) « FIEtOAc (2 x
50 mL)ZFURGY) - & ff 2 AHIE4E NSO 520 » )8 H EZE RS - H
FE 2838 (0-15% EtOAC/PE) 4L » 1554142 K85 - N42{:15C T H
MeCN (10 mL)JRMEEH r HZ=Hi2KE - B2 ER8 242 (153 mg > 25%) ¢
8535 MPIZ&E (0% £ 15% EtOACHPEF) AL » 3 EHRY) » AIMeCN (5
mL) K 7K(5 mL)EE B ZOHRY) - HEZRY - FFE2EHE 285 (70 mg
12%) o

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) -

#£2.0 minfE #7 & > LCMS Rt=1.378 min > 30-90 AB E > 4fi f&
100% > CysHy6F30 [M+H-H,0]" 2 MS ESIZE{H 455 > EEH{EA55 -

#£10.0 minf& #7 &£ > HPLC Rt=5.38 min > 50-100 AB E » 4ii &
99.58% o
B {43 : (35,5R,8R,98,108,13S,14S,17R)-3-7, £:-10,13-— H E-17-
((2S,3R)-4,4,4- =8 -3-RT -2-F) + N &R -1H-TR K [a]|FE-3-BH(43) Z &L
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MeOH

1. [7/62 (160 mg > 0.373 mmol)*MeOH (2 mL) & THF (1 mL)H 2
B FIRNIPA(OH), (0.2 g > <1%7K) » fE50°C T 50 psig R P EALAR
16/ - iR RS & ity % T 8uE )8 H B2 RGEIER o FRis#s m a2
P2 (PE/EtOAc=10/1%5/1)4{k > 5543 (27 mg» 17%) R E HEEE 16
(117 mg » 73%) o

43 :

'H NMR (400 MHz, CDCI3) §.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, 3H) -

£2.0 minf@#r# > LCMS Rt =1.271 min > 30-90 AB > 4iEE100% -
C,sH4oF;0 [M+H-H,0] "> MS ESIE+E{E413 » FEi{E413 -

B $44 : (3S,8R,9S,10R,13S,14S,17R)-3-7, E:-17-((2S,35)-3-¥ £:-6-H
B pE-2-%k)-13-H%:-2,3,4,7,8,9,10,11,12,13,14,15,16,17-F PU&&-1H- B &
[a]3E-3-BE(44) Z & BK
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$-500-15-2_1 $-500-15-2

1. 7£60°C FE1-8-3-HE T IZ4 g 26.4 mmol)JATHF (27 mL)
CIRRZBENIIEMg (947 mg » 39.5 mmol) &I, (33.5 mg > 0.132 mmol)
FATHF (3 mL)th 2R - {£60°C M RIFEGY/NE - f£0C TN,
T B R A Y R AR (B30 mL - 0.88 MPXTHEFH » 26.4 mmol)iR&
NZ%S-500-15-2 1 (800 mg > 2.32 mmol)JATHF (2 mL)Yd 2 5% F » 450
CTHMERHESEY h o FNH,Cl (50 mL - gFI/K7ER)ININZREY - H
EtOAc (2 x 50 mL)ZHUREY) - &0F Z AWM MEZ/K(100 mL) K - &
Na SOz 8 » BEHAEAEZEZFR RG> S HEY  HiEHWE
(PE/EtOAc=10/1Z5/)4i{L » BRI ZEEHEFEEE 744 (720 mg > 75%) -

1H NMR (400MHz, CDCI3) & 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) ©

£2 minfE fi7 & > LCMS Rt=1.289 min > 30-90 AB > #iFEE100% -
C28H45 [M+H-2H20]">MS ESIZTE {5381 » EEH{E 381 -

H #45 : (3S,5R,8R,9R,10S,13S,14S,17R)-3-(HH & & H £)-13-H H-17-
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((28,3R)-4,4,4-=&-3-8T -2-B) T A& -1H-B X [a]FE-3- B (45) 2 BB

45
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EtPPh,BF
—_—
1-Bu0K

13 9-BBN
i

B

2) Hy0;,

NaQH

O
N-004-023_9

1) 9-BBN
R
MePPhsgr
HOw> 2) Hp0z, NaOH HOZ

AN H
PN-004-023_10

TMSCF3, CsF
TBAF.3H,Q, THF

N-004-023A

1. [EG-020-004_1 (100 g » 364 mmol) A /K FHEE(1 L)t > /A&

i
FANTSOH (6.26 g » 36.4 mmol) « /£60°C FHREE LY I8/1IF « LIRS
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Vel miE AR FRREL 7 8B - FHEGN (3.7 g)H A0 - FHEtOAc (600 mL)#
& > F/K(500 mL) K BE/K(500 mL) %08k - AkfE SR - B2 HRY
. G-020-004 2 (133 g HEW) -

"H NMR (400 MHz, CDCl3) & 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. [APh;PEtBr (308 g 830 mmol)JA20°C TE A T 2 fE/KTHF (700
mL) & 7 BIFE R nt-BuOK (93.1 g » 830 mmol) o f£20°C T HE1/ N
1% BG-020-004 2 (133 g 415 mmol)AfE/KTHF (300 mL)H 7 357

RIMEREY) - ERMEEGYIRE50C HBH4NEG - RRIEREY&E S

all - F7ZK(400 mL) & BB FRINH4CL (300 mL)JAJk - &30 min o 57 B %
J& > HATHF (300 mL)ZHUKM - G ZAEEEAR T —58$ -

3. [A1G-020-004_3 (137 g 412 mmol » B F)FATHF (1.3 L)yt
Vi TR AIHCIK 3% (1 M > 618 mL > 618 mmol) » ££20°C F###E1 /i
1% RHERS Y EAINaHCO; (800 mL)iZ%J H AEtOAc (2x500 mL)
FH o G Of 2 AW E & MoK Mz BIEH R - FFE (300
g) o HAMEE(800 mL )R & EAS 18/NEF « B8 Hi & 88 - H & dEf (400
mL) SRS - BAEIEK - FEIEERY(17 ¢) - By BE et
(0%Z%10% EtOAc/PE)4li(L » 5% £ &8 >~ N-004-023_5 (70 g) -

'"H 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-
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1.25 (m, 3H), 1.25-1.14 (m, 3H), 0.91 (s, 3H) -

4. 1£60°C T N2 N2k = H A S B $i #(30.5 g 139 mmol) K t-
BuOK (15.5 g > 139 mmol)[ADMSO (200 mL) 7 &K4EHE7A7%1.0 h 5 ¥
N-004-023 5 (20 g 69.8 mmol)\{INE K JER S HIL60°C TEHE104y
# o F7K(1000 mL)pR B S fEY) - FIEtOAc (2x500 mL))ZHI/KHH - &6f
Z AP ZK(2%500 mL) ~ BE/K(300 mL)JEfk - &EM/KNa,SOLEZ )% > 18
e HEZRYE - 1R 2E#8 2 N-004-023_6 (20.5 g > HHEY) -

'H NMR (400 MHz, CDCl3) & 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. 1£25C T AN, T #MeONa (18.4 g > 341 mmol);f i1 £N-004-
023 6 (20.5 g 68.2 mmol)AMeOH (500 mL)F Z &K+ - {£70°C [B5iK
TN, FHRAE Y16 h- /K500 mL)EEH 7 fEY) - FFDCM (2x300
mL)z B K AH » & 0F < 3 % H A 6 70 B8 /K(2x300 mL) 2% ff » & fit /K
Na,SO, 5z JE - &8 )8 H R4 ¥ 45 th 8% BB J& A1 (PE/EtOAc=10/1 % 6/1)
&> BF| 2 [E 8 N-004-023 7 (20 g > 88%) o

"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. 7£0°C TN, F¥9-BBN - #4(29.2 g » 120 mmol);RITZEN-004-
023_7 (20 g > 60.1 mmo)JRTHF (100 mL)F ZZF K+ - 4£65C NRHE
R2/NEF » 2l 2£0C & » ARIIELOH (34.9 mL » 601 mmol) - P& 4K 1S

O/ INaOH (120 mL » 5 M 601 mmol) /&%  /RII%E » 18R 10
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H,0, (68.0 g > 601 mmol » 30%2 7K ) » H i N &0 & S 4 5 A 510
T - LTST TN, NEFHESYUNES - KOEEYIH 261 225T - fES
VIR Z2H.O (2 L) - BFREY30 8 - oBYFE hEE RS H HH0
(2x500 mL)¥EiE - 155 2[5 8 2 N-004-023 8 (17.8 g > 85%) -

"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) «

/" NAM-004-023_8 /" NAM-004-023_9

7. 1£25°C T EWIEQ24 g)FEPCC (24.5 g+ 114 mmol);R N ZEN-004-
023 8 (20 g > 57.0 mmol)JADCM (500 mL)H 2 2% « £25°C T L
BREVIZ/NG - BIEESY HADCM (2x100 mL)ZRifIEE - A= R4 &
2 IBIK - BERYIFEMPIZIE(0%%30% EtOAC/PE) (L - BEIZEREE 2
NA-004-023 9 (19 g > 95%) -

"H NMR (400 MHz, CDCl;) & 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. £25°C T¥t-BuOK (12.2 g > 54.5 mmol);& /I ZEMePPh;Br (38.9
g > 109 mmol)JATHF (300 mL)H Z RS - RN 1% @ R IERE
PIINELEA45°C BB EE /NS o R AIN-004-023 9 (19 g » 35.9 mmol) B
FE45C MR KEREY)16/MF - FINHLCL (100 mL - 80 A1 7K A 7R ) a2 B
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BEY) o TEEAE - FHEtOAc (2300 mL)ZEHU/KAM - & fF 2 F A
FERFIER 7K (2<200 mL) ek » &8 /KNa SO 520 - )8 HIRYA - 1£25C
T BEMeOH/H,0 (100 mL/100 mL)& &3 61 » 15 5] £ & #8 ZN-004-
023 10 (17 g > 90%) -

"H NMR (400 MHz, CDCl;) & 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 B #8(29.5 g 122 mmol)/F il £N-004-023_10 (17
g > 49.0 mmol) R fE/KTHF (300 mL)tf 257K HAE0C FHN, M EH30
min o 7 ERESYAIRE25C (ZR) BBH2NE - 2AIRIERESY -
FE0C T #& FEtOH (100 mL)Z FIE & ¥ - 1 4% 1€ i )& J1NaOH (98.0
mL > 490 mol » 5 MJA/KH) « fEIRINZ 1% » INII4E 18H,0, (44.5 mL >
490 mmol > 11 M)YH £ W ERE R T FFA B 75 b B R OR S 4 =7 7R 30
C < fE50C THEBHEEGYI/NG - #EREWE L4 - FHKQ L)EEE
EFE30 min - HZZFFEIERIF R - BFEIE B 2 N-004-023_11 (17 g, HH
FEW)) o 1£25°C T EMeOH/H,0 (100/100 mL);EEEN-004-023 11 (17 g
46.6 mmol) HBHE 1/ - fEEZE N#EERIZER - LUER 2 [E58 2 N-004-
023 11 (14 g F4f) -

'"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. f£25°C THDMP (9.24 g 21.8 mmol)JR I ZEN-004-023 11 (4

g 10.9 mmol) /ADCM (80 ml)H /&K H - H—H/KRINE RS BB
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FE307 88 o {E(ERFY10°C N AINaHCO; 88 MIZK A K (pH=7 £ 8) /X B L fE R &
Yy o oy B E R < DCMAH iz H 88 F1NaHCO3/Na2S,0; 7K /& /g (1:1 »
2x50 mL)ZE % - 45 1% AH A e AT ER 7K(2x50 mL)% ik - 4% fiE ZKNa,SO457
e BEHAEEREZEFIRE > B FEHIRY ZN-004-023_12 (1.8 g -
46%)

'"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. f£0°C FHCsF (1.86 g > 12.3 mmol))R A1 EN-004-023 12 (1.8
g 4.96 mmol) 4K THF (20 mL)H 5% - f£0°C T $#£20 min~
& » AE0C FIRIITMSCF; (1.74 g > 12.3 mmol) HIBFH 1N > RE& IR0
TBAF.3H,0 (6.25 g > 19.8 mmol) - RS IEY)TRES0C HFEHI]
INEF e i RBECR PRI £ JKK(50 mL)§ H AR 10 min ¢ F{EtOAc
(2x80 mL)ZHUZKAH © & 6f < A A H B F0EE 7K (280 mL) ek » &L
7KNa, SOz ke » M8 )E HB4E - eV N2 (0% £20% EtOAC/PE) 4
&> BF 2 [E A N-004-023 13 (1.2 g 56%) o

'"H NMR (400 MHz, CDCl;) & 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. f£25°C TH#DMP (2.34 g » 5.54 mmol)/KAIZEN-004-023 13 (1.2
g > 2.77 mmol)[ADCM (30 mL)H Z B RKH « 4£25C TEFE307 88 2 1%
FEARFA10C T H & FINaHCO;3 7K 75 7% (30 mL) (pH=7 2 8)/% i [ JE & &

Yy o #ERIIDCM (30 mL) HEHESY10 min - BIEAIFIR - 7 BEIE
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& B 2 DCMAE fir B FH & f1INaHCO3/Na,S,057K 7% 7% (1:1 » 2x50 mL)%E
R o HFRAE FHEEAIEEZK (2250 mL)5Eik » & ME7KNa,SOLEZE - B HAT B
ZZRE - JEIERGAYIZN-004-023_13A (1.2 g > HEW)) -

"H NMR (400 MHz, CDCl;) & 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) o

13. 7E0°C #NaBH, (210 mg > 5.56 mmol)Jf il £N-004-023 13A
(1.2 g 2.78 mmol)}AMeOH (5 mL)> (A & & H # #£30 min - £
MeOH/H,O (20/20 mL)EEH 7 % > 8+ )E&%10 min - FJEtOAc (2x50
mL)ZEEKA o &0f 2 A %M AR K(2x50 mL)5EH > &/KNa,SOy,
R KR - MBJE HORYE - RIS Z&E (0% £20% EtOAC/PE) 4L - 135
EERE 248 (57T mg > 5% ) EEFE 245 (200 mg > [ 4f) - 45 (200 mg >
0.462 mmol)F& P2 ¥ (0% £30% EtOAc/PE4i{L » 157 £ Elfg 2 45
(120 mg » 10% ) -

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) -

#£2 minf@ & > LCMS Rt=1.129 min > 30-90AB_2MIN E » &fi j&
100% > C,4H35F; [M -HO;] "> MS ESIETEi{H 383 » EEH{EH383 o
B 546 : (35,85,95,10R,13S,14S,17R)-17-((2S,3R)-4-38 [k E:-3- & T -2-
¥)-3-7 #-10,13-— H %-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ VU &-
1H-BRK [a] FE-3-BE(46) ZEFL

26 215 HEEHRIAS)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

46

DMP NaBH,
—_— _—
DCM MeOH/THF

5-500-6-13_2

L f£75°C I CRHE)RINE(2.25 g > 13.8 mmol) jRTHF (8 mL)H
CIRRZTENIIEMg (662 mg > 27.6 mmol) &I, (70 mg > 0.276 mmol)j~
THF (3 mL)F 282K S  fL75C THRLR S NG - 24lig » 7E15C
TR HLANINS-500-6-1_1 (1 g 2.78 mmol) /R THF (30 mL) Z/FR -
RNz 1% » E15C T RFIEEY2/NE - AHEFMNHLCL (40 mL) F &0
RS (20 mL)Z B FEtOAc (3x20 mL)ZEEHL « & ff 2 A % MH Fi 8 K
(2x30 mL)%& % » 48Na,SO.5Z2 K » )8 H B4 H #5 Hcombi-flash (0% %
15% EtOAc/PE)4li{L » 153 2 E§8 >~ S-500-6-13_1 2217 B 2 BIEREN
REP)(900 mg > 73%) -

'"H NMR (400 MHz, CDCl;) & 5.32-5.23 (m, 1H), 3.77-3.67 (m,
1H), 2.40-2.30 (m, 1H), 2.07-1.89 (m, 4H), 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),
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0.99-0.81 (m, 8H), 0.68 (s, 3H) °

2. KDMP (1.72 g » 4.06 mmol);;x 1% S-500-6-13_1 (900 mg > 2.03
mmol)JADCM (30 mL)H Z /&K - [hig - {E15C TR EREY10
min o Z R &Y FINaHCO; 8 F1/K AR (50 mL) A B £ 7K J&g ~ pH{E &
RO By 1k - BIEREY) - 7EEDCMg H AIDCM (20 mL)ZHU/KAHH - &6f
ZAAE FINa, S, 058 A1 /KA 7R (3 <40 mL) ~ EAINaHCO; (40 mL) ~ E&E/K
(40 mL) 7% » & NaySO.520E - )8 HIR4s - B I EEE 2 HZEYS-500-
6-13_2 (900 mg - HHEY)) °

'"H 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)E A 4 & R IMA XK ES-500-6-13_2
(900 mg » 2.04 mmol)}AMeOH (5 mL)KTHF (5 mL)F 2 /&K F - £15
T TREESY3058 » FIEANHLCL (50 mL) %% H FEtOAc (3x20
mL)ZEHY o ¥4 0F 2 5 HEHE B Na SO EZ 18 » 88 > S 45 H #5 i combi-
flash (0%%£15% EtOAc/PE)&i{L » BEIZREM A 446 (120 mg) - HH
REMHSFC (B  AD (250 mmx30 mm » Sum) » FEE © 45% £45% B
(A= 0.05% NH3/H,0 > B= MeOH) - jiZ& : 60 mL/min)4i{t » &3] £ &4
446 (100 mg > 84%) o

'"H NMR (400 MHz, CDCl;) & 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
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(s, 3H), 1.01-0.89 (m, 5H), 0.89-0.82 (m, 3H), 0.69 (s, 3H) o

LCMS Rt=2.0 minf&E #t #1.474 min > 30-90AB E > 4 £99% >
C30H400 [M+H-H,0]" > MS ESIEtE{H425 » EER{E425 o
B 547 : (3S,55,8R,95,10S,13S,148,17R)-17-((2S,3R)-3- ¥R £k -6- B EL g
2-%)-3,10,13-3EF'E{);I—#@-1H-iﬁJJZ[a]3E-3-E$(47)Zé“52

1.¥Pd(OH), (200 mg)A& H1£30 (100 mg > 0.239 mmol)jAMeOH
(10 mL)d Z7F R = #£50°C THYH, (50 Psi) NMBRHIEEY) - REWEH
JE 0 B % H # icombi-flash (0% %£10% EtOAc/PE)4H £ - 15 %47 (21
mg > 21%) R EHEERE 36 (1 mg > 1%) -

47 :

'H NMR (400 MHz, CDCl;) & 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) -

LCMS tz=2 minf& # ©1.290 min > 30-90AB ELSD - &l f&
100.0% > C,3Hy7 [M+H-2H,0] > MS ESIZFE{H 383 » EHEH{E383 o
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& {548 : (3S,5R,8R,9R,10S,13S,14S,17R)-3-(F & & F £)-13-FH &-17-
((28,35)-4,4,4-Z&-3-8BT -2-B) T AK-1H-BRK[a] FE-3-BE(48) Z B X
OH

N-004-023_13A

f£0°C T NaBH, (210 mg » 5.56 mmol)/RHIZEN-004-023 13A (1.2
g 278 mmol) 1. MeOH (5 mL)H 7 &/ F 48 # H30 min - £
MeOH/H,O (20/20 mL)EEH 7 % > 8+ )E&%10 min - FJEtOAc (2x50
mL)ZZ KA » &6F 2 A 1M H e FIE /K (2x50 mL)sEHk » & ft7KNa,SO,
7k o MR HORYE - BRERYIRE PN B (0% £20% EtOAC/PE)4i{E - F5]
EERS 248 (57T mg » 5% )R ZEBERE 245 (200 mg > A &) - 45 (200 mg
0.462 mmol)F& P 2L 5 (0% £30% EtOAc/PE)4i{E » 15 7] E [E g8 2 45
(120 mg > 10%) -

48 :

"H NMR (400 MHz, CDCl;)  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) -

1£2 minfg@#H & > LCMS Rt=1.085 min » 30-90AB 2MIN E » & &
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100% > CyuH;sF; [M -HO;]"2> MS ESIEFEi{H 383 » HEH{E383 o

B 149 : (3S,8S,9S,10R,13S,14S,17R)-17-((2S,3S)-4-(4,4- " B H B
#)-3-5 T-2-%)-3-Z #-10,13-= = -
2,3,4,7,8,9,10,11,12,13,14,15,16,17 -+ VU4, -1H-E X [a] TE-3-BE(49) 7 &R

49 7 SR IUN B 4 -

49 :

'H NMR (400 MHz, CDCl;) & 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) °

1£2.0 minfE#r# > LCMS Rt=1.718 min » 30-90AB E > &@iF98% -
C;3Hs; [M+H-2H,0] > MS ESIEFE (#5449 - EFEH{E449 -

B 150 : (3S,5S,8R,9S8,108,13S,14S,17R)-3-7, #-17-((2S,38)-3-& T -2-
#)-10,13-“HETANRK-1H- BB K[a] FE-3-BE(50) Z &AL

OH
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MeMgBr
—_—

1. f£0°C THAN, N #fMeMgBr (0.83 mL > 2.49 mmol » 3 M2 Z g 1)
ZERIIZEN-8-7 1 (300 mg > 0.832 mmol)JATHF (20 mL) 25K+ -
FE20°C T30 88 2 1% - RIEY A EEFINHLCL (50 mL)% 5 H FHEtOAc
(2x10 mL)ZEHY - & 0f 2 M BB /KL (10 mL) > &Na,SOLFZ ) » &K
B R HFEM N ZEECEER2) (0%%£10% EtOAC/PE)4{L » B FI 2 EEE
50 (40 mg > 29%) o

'H NMR (400 MHz, CDCl;) & 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) -

#£7.0 minfE #7 & > LCMS Rt = 3.428 min > 30-90AB E » &fi &
100% > CosHy [M+H-2H,0]" 2 MS ESIZFE{H341 > EFEi{E341 o
& 51 : (3S,5S,8R,9S,10S,13S,14S,17R)-17-((2S,3S8)-4-(4,4-— H £ 3
C&E)-3-8T-2-8)-3-(FEEFH)-10,13- "R E T AN &-1H-ER K [a] FE-
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3-BE(SHZERK

§-500-6-29_2
_
Mg, THF

1. f£25C P AN, | #S-500-6-29 2 (999 mg > 1.22 MJATHFH
4.87 mmol ) Z AN EN-8-1_1 (210 mg > 05576 mmol)jJATHF (2 mL)H
LR - AE25C MRIFI6NF 215 - RIERGYIHMNHLCL (10 mL)
HR A OB B3 <10 mL)ZHY - &6F 2 A8 B /K30 mL)% 0k
& Na,SO457 )% > BE HAE B2 TR - SEHEY) - HREDRNREO0% 2
15% EtOACc/PE){E2R » FEIAFEY)(30 mg) - A& EY)FEHELSDH
FHARIHPLC (&f¥ : Phenomenex Synergi C18 150x30 mmx=4 um > FEE :
90% £95% B (A=7K(0.05% HCI) » B=MeCN) > Ji# : 25 mL/min)#
it FEIEER 4S5 (4 mg 0 1.4%EFR)

'"H NMR (400 MHz, CDCl;) & 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)
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#£7.0 min/E #f T > LCMS Rt = 5.669 min » 30-90AB E » &fi &
100% > C33Hs50 [M+H-2H,0]" > MS ESIZtE(E467 » EER{H467 -
£ 152 : (3S,8S,9S,10R,13S,14S,17R)-3-Z, £-17-((2S,3R)-3-5 £-6-H
H BE-2-%)-10,13-= H #-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ IO £ -
1H-B X [a]FE-3-BE(52) Z B RR

S-500-2-15_1

1. NaOH A% (974 mg}¥6 mL H,OF » 16.8 mmol);RIIZES-500-2-
15 1 (900 mg > 1.68 mmol)JATHF (10 mL) &MeOH (5 mL)H 7 5%k § o
ES0C TIBEVESGYI16/NE - BRSSP FHEEMNH,Cl (60 mL) 5 H
EtOAc (3x20 mL)Z£HY - & 6f 2 A 1M HE/K(60 mL)ZEHk - &ENa,SO457
e > E)E o JEYE H#E M combi-flash (0% % 15% EtOAc/PE)4fi{E - 55210
mgfEfE > HFEMSFC (B ¢ AD (250 mmx=30 mm * 5 um) > fEE  35%
£35% B (A= 0.1% NH3/H,0 » B= MeOH) > 7R : 80 mL/min)%i({t » &
F 2 E 52 (150 mg > 68%) o

'"H NMR (400 MHz, CDCl;) § 5.30-5.26 (m, 1H), 3.64-3.58 (m,
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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).

#£2 minfg #f & > LCMS tg=1.335 min » 30-90AB _ELSD » & &
100.0% > CyoHys [M+H-2H,0]" > MS ESIEFE (5395 » {395 -
£ 153 : (3S,8S,9S,10R,13S,14S,17R)-10,13-— B £:-17-((2S,3R)-4,4,4-
= £-3-RT-2-5)-3-(= & = £)-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+
PER-1H-BR K [a]FE-3-BE(53) Z B K

TMSCF;, CsF_
TBAF.3H,0, THF

N-004-027_1

1. f£0°C T [AN-004-027 1 (1.5 g > 3.76 mmol)jA§E/KTHF (40 mL)
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FZBERFIANICSE (1.42 g > 9.40 mmol) - f£0°C MEHAH20 min Z 1% > 1£
0°C T/AHITMSCF; (1.33 g 9.40 mmol) H#E#:30 min - BAEE &% =
oo JNIITBAF.3H,0 (4.74 g > 15.0 mmol) HES50C T30 min » &
JERSYIEIA 2 7KKA00 mL)d o FJEtOAc (2x100 mL)ZZHI/KAH - & ff
< H M A A K (2x100 mL)ZE % » &X 7K Na, SO, 82 e - 8 H R
4o BRI EECERIEERESYA.45 g HEY)  HFEMRE
(0%Z%15% EtOAc/PE)4i(L - BREIZH BEIAE 253 (340 mg » 24%) K2 H
B E 1 (200 mg > 14%) -

53:

'H NMR (400 MHz, CDCl,) § 5.38-5.36 (m, 1H), 4.06-3.94 (m,
1H), 2.49 (s, 2H), 2.09-1.58 (m, 13H), 1.48-0.85 (m, 14H), 0.73 (s,
3H) -

f£2 minfg 9§ » LCMS Rt=1.134 min > 30-90AB 2MIN E - 4fi[&
99% -

MS 50-100 1 4min.m » CosHy3F6O [M+H-H,0]" > MS ESIZ} & (&
451 » EEF{E451 -

B 554 : (35,85,9S,10R,13S,148,17R)-3-7Z, E-17-((2S,3R)-3-1R £-6,6-
—EHEEE -2-£)-10,13- " H £-2,3,4,7,8,9,10,11,12,13,14,15,16,17-4 0
&R-1H-BR K [a]FE-3-BR(54) Z B K
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NaBH,

MeOH

S-500-6-1_3

1. f£15°C T¥NaBH, (1.77 g > 46.8 mmol)iZ {5 1% S-500-6-1 3
(520 mg > 1.17 mmol)}ATHF (5 mL) K& MeOH (10 mL)Hd 7 &R @FH - 4£15
CTMREEEY20 min - JEEYIHNHLCL (20 mL » SFI7KZAR)Z % H H
EtOAc (50 mL)zH! - Atkjg& it H EZ R > BFUESY) » ZESY)
F: P ZEE2 (0% £ 15% EtOAC/PE)5 Bk » 8%S-500-6-1 (300 mg > R 4f)
K54 (170 mg > &) -

454 (220 mg - A HDFERPIZEE(0%215% EtOAC/PE)HIL » &
FIEFG o /E60°C T i [EFE B Y MeCN (50 mL) 1 H A ZER4E » B 5 £ &
e 254 (120 mg > 23%) »

54 :
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"H 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) «

#£7.0 minf@ #f & » LCMS Rt = 5.463 min > 30-90 AB E » &fi &
100% > C30Hyo [M+H-2H,0]" > MS ESIZFE{E409 » FER{H409 o
55 : (35,55,8R,9S,108,13S,14S,17R)-3-Z, F-17-((1R,25)-1- R - 1.-
%%Pﬁ-z-%)-lﬂ,lff-:Eﬁ%—lv*\ﬁi-1H-i§&[a]3‘l§-3-ﬁé(55)2élﬁ

N-8-7_1 55 19

1. {£0°C TH¥N-8-7_1 (300 mg > 0.832 mmol)JATHF (5 mL)F 7 &
MR EPhMgBr (1.38 mL » 3 MY ZEEH > 4.15 mmol) /ATHF (10 mL)
f AR T o BERAL0C TR ER G/ « 853 > f£25C T
IR EYIS/INE - 20 C THK(0 mL)ZR S IEREY) - I8 7E K LA
EtOAc (10 mL)JEHRIEEHF - AEtOAc (315 mL)ZEHUKA - &6f Z A M
FIEEAIEE 7K (210 mL)ZEofk - &8 /K Na,SOLEZ 1R - B8 R4S - BERYFE
M & B2 8 #7(PE/EtOACc=20/1ZE 1/ (L > B 5] 2 FE 8 >~ 59 & 19 (200
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mg > FHEY) - HEVFHSFC (B ¢ AD (250 mm>30 mm > Sum) -
FE 1 25%7%525% B (A= 0.1% NH3/H,O » B= EtOH ) » 3 © 60 mL/min)&li
& > 1BF(55 (IE{E2 > 55 mg, 15%) R EEFE 219 (EE]1 > 21 mg > 6%) -

55:

'H NMR (400MHz, CDCl;) & 7.38-7.28 (m, 4H), 7.25-7.20 (m,
1H), 54.95- 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) «

20 Ef+ - LCMS Rt=1.239 min > 30-90AB 2 min. » &i[E
100% » C3oHys [M-2H,0+H]"> MS ESIZFELH403 » BFERE403 o

1E3 min T =a » SFC Rt=1.192 min

OJ 3 EtOH DEA 5 40 25ML > 99%de ©

B #156 : (3S,5R,8R,9S,108,13S,14S,17R)-3-7, #:-10,13-= H #-17-
((28,35)-4,4,4-=ZF-3-BT -2-B) T AK-1H-BEK[a] FE-3-BE(56) Z &K

OH

MeOH

1. =81 (1 g~>3.26 mmol)}®MeOH (30 mL) & THF (10 mL)9H > &K

FAIIPA(OH), (1 g » <1%7K) « #EEAES0C TS50 psi M E(L/REGPI48/
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Wy o fEMESR BN T M E T BB EEY HIEREZET EEIRK - 73
G235 HEIZE S (PE/EtOACc=10/1E5/) 4L » B2 EEFE 56 (331
mg > 33%) °

'"H NMR (400 MHz, CDCI3) & 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) °

2.0 minf@ # © > LCMS Rt=1.184 min > 30-90AB E > & &
100% > C,sHyoF30 [M+H-H,0]" > MS ESIZtE{5413 > FE{E413 -

& 57 : (3S,5R,8R,9S,108,13S,14S,17R)-3,10,13-= H £-17-((2S,3R)-
4,4,4-3%@-3-%T-2-§3jﬁ§t-1H-$§BZ[a]§E-3-E§(57)ZéJﬂZ

= |} 9-BBN

o. _FeCh, LiGI, Moger P?“BPu%fr “. L
Jeot P R e
H H-0- 3 EHY

S-800.2412_1 5.500.2.12_2 5.600.2.12_3
%,
' F
0. o, 0. Cnusor o, O
‘0 DCM ‘e TBAF. 3H20 THF q I]H_UJL
‘ H

H
N-004-016_1 N-004-016_2 NAM-004-017_1 NAM-004-017_2

NAM-004-015_1
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1. FE10°C AN, FHEHELICI (13.9 g » 329 mmol » fEAK)FRTHF (500
mL - fit K)P > 8% k30457 8% o 4 10°C T I fiiFeCl; (27.8 g 172
mmol » #EK) - FIREY LA ZE-30C « f£-30C T UREEY IR A
MeMgBr (209 mL - 3MJ? ~ L) « f£-30°C M08 2 1% - {£-30
C TR NS-500-2-12_1 (50 g 157 mmol) o {£-15°C TR S Y2/NEE
H AEREL (500 mL - 10% /K75 - FHEtOAc (3x800 mL)ZHUR &
Yy o & ff 2 A P H B AT ER /K (300 mL) Rk » &8 /K Na,SOL 528k » B8
HEZREY > S20HEY > HIEDWEBEEPE/DCM/EtOAc=1/1/1) 4
&> B3 2 [E 5 > S-500-2-12 2 (50 g > 86%) o

'"H 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), 1.24-1.01 (m, 10H), 0.96 (s,
3H), 0.74 (s, 1H), 0.60 (s, 3H) o

2. £20°C F[EPPh;MeBr (79.7 g » 244 mmol)jATHF (400 mL)H >~
OF IR TR IIt-BuOK (25.1 g > 224 mmol) » #£40°C T30 minZ{&
£40°C TiRMS-500-2-12 2 (50 g » 150 mmol)/ATHF (100 mL)H 2 75K
HAE40C M RFEKIEREY NG - FHRIERESYIEIAZES0 g/kd HiRHE

TriE o rHEATEE HH FHEtOAc (3x50 mL)ZERUKAH « e EZE RS

< HRM - JFECHIRY) - tHEY/EMeOH/H,0 (200 mL/200 mL) HH 4% 8
P H e (53] 2 [E 882 S-500-2-12 3 (55 g > 88%) o

"H NMR (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) -

26 230 H(EEHRIEE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

3. [S-500-2-12_3 (55 g > 166 mmol)jJATHF (500 mL)+ 2R FIH
JI9-BBN_Z£5(60.7 g > 249 mmol) HAE25C TN, MR /IR - PR
ERE o |5 R SYIRINZEE(95.3 mL > 1.66 mmol) &ZNaOH (166 mL >
5 M- 830 mmol) « {FREYERFEF o £25C T Z A HIH,0, (132
mL > 10 M > 1.32 mmol) HENEHUREA L EIR(75TC) < RNINHEH 16/
2 B REY 44 IPRKEIRE - 1225C T EDEEY A IINa;S20;5 (500
mL > 20%7K7AR) KK L) - BERAGYU/NE - [ERAFBR S 2% - P
BOBEERE FERRE - REBERER - 1 RBRRERMAKQRL) -
BHRGWISoiE - BIERGY - BIEERZS-500-2-12_4 (50 g »
&) o £ 100°C T 4EEtOH/H,0 (90 mL/10 mL)= & Ji£S-500-2-12_4 (50
g > 143 mmol » R4/ » HEFFEH LA E15C HBE - BIFEER 2
S-500-2-12_4 (38 g R4l) - 4£100°C FALEtOH/H,0 (45 mL/5 mL)H &
JES-500-2-12_4 (38 g > 109 mmol » R&)2/N\EF » HEFH LA £15CH
MBE  (FEI 2582 S-500-2-12_4 (28 g » 43%) °

'"H NMR (400 MHz, CDCl;) § 3.67-3.59 (m, 1H), 3.39-3.32 (m,

H

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. [AIN-004-016_1 (10.0 g > 28.6 mmol)f/ADCM (100 mL)d > 75K
FRAIIDMP (24.2 g » 57.2mmol) - #EKH,0 (0.2 mL)IRIIEEEY) -
1% - AE25°C MR IED /NG o m K IEREY) IR ITEFNaHCO; 7K
IR (100 mL) - BIEE Y HHDCM (2x100 mL) ZRifIEEF - TR &
) > H FDCM (2x100 mL)Z By K M « & 2 A % & H 6 0

55 231 HEHIEHE)
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NaHCO3/Na,S205 7K 7% 7% (100 mL/100 mL) K B8 7K(100 mL)J%E g > &
Na,SO. 5zl - B HAE EZE PR - /0 iR - BRerPEht e
T (PE/EtOAc=0% £20%)4li{L > FEEH EE S 2 N-004-016_2 (3.5 g
35%) ©

'"H NMR (400 MHz, CDCI3) & 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, SH), 0.96 (s, 3H), 0.76-0.59 (m, 4H) -

5. 450°C T AIN-004-016_2 (1.5 g » 4.32 mmol) ~ CsF (328 mg » 2.16
mmol)JATHF (10 mL) & 7 5 AIITMSCF; (1.53 g» 10.8 mmol) -
FE25C M RFABEEMI/NE - IR GV T IAIITBAFH,O (3.4 g0 10.8
mmol) * f£25C MRAFE Y2/ - RSP /K20 mL)ZH H FEtOAc
(2x30 mL)ZEHY - & fF Z A HAHE A B /KGO0 mL)FE K > &EME/KNarSO45z7
e R HAE EZE RS - BRI &RIEO0% £15% EtOAC/PE)4
b+ 552 0@ EE > N-004-017_1 (700 mg » 39%)

'"H NMR (400 MHz, CDCI3) & 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, I1H) -

6. 1£25°C T [a/N-004-017_1 (700 mg » 1.68 mmol)}AMEEE(5 mL)H
ORI BRI R B R £(354 mg > 2.52 mmol) XDMAP (102 mg > 0.84
mmol) « ¥R & VI M E60°C FLIBHE10/NES - RS P FIEIOAC (10
mL)#FE - #2E R /K(10 mL)IZJE - FEtOAc (2x20 mL)ZHUKIA R -

Of 2 A HfE FHE/K(20 mL) %5k > 4&8Na,SOLFZ R » 88 AL H 2= IR
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RFEEEREE - ResYFHEHRNZREO0%%215% EtOAC/PE)AL > REIZEH
2 [E 4% > N-004-017_2 (600 mg > 68%) o

#£2 minfEgf7§ > LCMS R, =1.464 min > 30-90AB 2MIN _E.M - 4ii
FE92% o

SFC& 4 « & {E1:Rt=2.434 min 0 f£8 minJ& 7 P E&{H2:Rt=2.541
min - OD MEOH(DEA) 5 40 2,8ML 8MIN.M (& #F : Chiralcel OD -3
100x4.6 mm I.D. > 3um{T&)fH : A : CO2 B : H[E(0.05% DEA) » 5/ :
£4.5 minAB &5%%240% H {%FF40% 2.5 min > BFEBE5%1F4 1 min >
Fiak 0 2.8 mL/min > minEHEEE 1 407C) -

7. N-004-017_2 (600 mg > 1.15 mmol) FEMHSFC (& fF : Chiralcel
OD (250 mm~=30 mm > 5 um) > F5E : 20%%20% B(A=0.1% NH3/H,0 >
B=MeOH) > Ji # : 60 mL/min)%fi {k > 75 FIN-004-017_3 (i {&2 > 190
mg > R4 31%) - EEEEREN-004-018 1 (IE{E1 > 180 mg > 30%) o
K 4iN-004-017_3 (190 mg > 0.36 mmol) # HHSFC (& f£ : OD (250
mmx30 mm > 5 um)- B E @ 20% £20% B (A=0.1% NH;/H,O >
B=MeOH) > i # : 60 mL/min)@i{t > B3 2 H & & 2 N-004-017_3
(100 mg > 53%) -

N-004-018 1 :

'H NMR (400 MHz, CDCI3) & 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) -

2 minfg M H > LCMS Rt = 1.525 min » 30-
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90AB 2min 220&254.1cm > &iE100% -

8 minfg M #= -SFC DI Rt = 2450 min-
OD MEOH(DEA) 5 40 2,8ML_SMIN.M - 100%de

N-004-017_3 :

'H NMR (400 MHz, CDCI3) & 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) -

2 minfg 9 » LCMS Rt = 1.529  min > 30-
90AB 2min 220&254.1cm > &iE100% -

1r8 min T =a » SFC Rt = 2.544 mi °
OD MEOH(DEA) 5 40 2,8ML SMIN.M » 98%de

8. [E/N-004-018_1 (180 mg > 0.34 mmol)/ATHF (3 mL)%MeOH
(1.5 mL) & 7K(1.5 mL)& 775 & AHIKOH (96.5 mg > 1.72 mmol) » £
60°C THHHER G116/ 5 « BHRSYIE AK(20 mL)% A FIEOAC (240
mL)ZEHY - & 6F 2 ARG AE K30 mL)JEHk - &Na,SO.828k - )8 HR
48 - RERVIFREMPZAIE (0% £15% EtOAC/PE)4IL » 195 2 H Bu[E #8257
(114 mg > 79%) -

'H NMR (400 MHz, CDCI3) § 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) -

£2 minfgfi# > LCMS Rt = 1.169 min > 30-90AB 2MIN E.M - 4fi

RE95% » CyyHigF30 [M+H-H,0] 2 MS ESIEHE{#399 » BEN{E399 o
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£10 mingz 4%C18 3x50 mm 3 um™ » HPLC Rt = 5.44 min > 30-
90 AB 1.2ML E.MET - 4fifE£100% -
B $158 : (3S,5S,8R,9S,108,13S,14S,17R)-17-((1R,2S)-1-38 [k B:-1- R &
PEJ‘-Z-%)-&ZE-IO,IS-:TE—I—?@%-1H-i§&[a]3E-3-E$(58)Zéij
H
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1. fE0°C TN, T4 N-8-7 1 (500 mg, 1.38 mmol) > THF (5 mL)
AR EEREICEIREEE(1.38 mL » 3 MJATHFH) « E15°C M EFHE18/NEG 2
% RIERSY AMEFINHLCL (10 mL)%% > HFEtOAc (2x10 mL)ZE
W - &ffAREME/KA0 mL)ZEHE - &NaySO.2)E - # )8 HIR4E - 72
BRI R RPN &R BB (0% ZE10% EtOAC/PE)& b - 15 £ 2 [E 8 < N-8-15_1
(170 mg > 29%) -

'H NMR (400 MHz, CDCl3) & 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) o

2. #DMP (0.881 g > 2.08 mmol)Af1%EN-8-15_1 (300 mg > 0.696
mmol) jyDCM (20 mL) 1 Z 7&K H » fE15C MREFF10 min 218 - KIEERES
Y)HEFINaHCO; (10 mL)JZR - SR &Y FHDCM (3x20 mL)ZEH « &2
At HE H B FINa,S203 (320 mL) K EE7K(20 mL)ZEHk » £&ENa,SOFZ ke »
M8 > BYE HFE i combi-flash (0%%20% EtOAc/PE)4i(L » 13 & £ B8
~ N-8-15_2 (240 mg) °

'H NMR (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), 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) o

3. [A/N-8-15_2 (240 mg -+ 0.559 mmol)f*MeOH (3 mL) % THF (2
mL)d 7 REYARINaBH4 (550 mg » 14.5 mmol) - {£15C N EEEEY
0.5 h o ;555 —4tNaBH, (550 mg > 14.5 mmol) - FHEHEKIERESYI1 h -
5] R &) FIRIIK(S mL) - FHEtOAc (2 < 10 mL)ZRFEREEY) -
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Eff 2 AR E /K10 mL)FHk - &ENaxSOLEZ KR - B8 HR4E - BRErY)
FEHPAZREE(0-5% EtOAC/PE)4IL » IRFIEEAE 258 (7 mg > 5%) - H78
(50 mg - A )FEHPIZRIE(0-5% EtOAC/PE)#E— b4t > REIZRETRZ
78 (17 mg > 12%) -

58 :

'H NMR (400 MHz, CDCl;) & 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) -

f£7 minfg#7H - LCMS Rt=4.832 min > 30-90AB_7MIN _E - &fi &
100% » CyoHy; [M+H-2H,0]" > MS ESIF+E{E395 » EEH{E395 -

f£10 minfZfr > HPLC Rt=6.338 min > 50-100AB_10MIN.M - 4fi
£98% o
T #59 : (3S,5R,8R,9S5,10S,13S,14S,17R)-17-((2S,3S)-4-(4,4-_ BHH FK I7
TE)-3-R T -2-5)-3-Z2-10,13- " B & + X &- 1 H-B R [a] IE-3-B(59)
ZERK
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Pd(OH),, H,
—_—
MeOH

1. ¥Pd(OH), (200 mg > 4 /K)i7% /il £S-500-6-30 (140 mg > 0.288
mmol)AMeOH (30 mL)H ZFRKF - £50°C THH, (50 Psi) NBHEESY)
A8/NBF - JE &K EE ~ EYE H #hcombi-flash (0% £15% EtOAc/PE)4f
{E > 8:%S-500-6-25 (27 mg > 19%) K E [E82 2 S-500-6-26 (42 mg * 30%)

S-500-6-25:

'H NMR (400 MHz, CDCl;) & 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) -

£2.0 minfg 7 7 » LCMS Rt=1.797 min - 30-90AB E - 4 &
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100% > Cs3Hss [M+H-2H,0]" > MS ESIZHEH451 » BER{E451 -

B 4160 : (3S,55,8R,9S,108,13S,14S,17R)-3Z 2-17-((2S,3R)-3-5 £ -4-
((1R,28)-2-FAEBRNE) T -2-5)-10,13- " HE+ N K- 1H-FRK[a]FE-3-B2
(60) Z & B
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1. f£0°C F[AN-8-7_2 (1 g 2.41 mmol)JATHF (50 mL)H 7 & &/H
ILiAlH, (914 mg » 24.1 mmol) - f£66°C IR EBIZ RIS/ « K
EREYZAIZ20C - FEHIKKOL4 mg) ~ #E15% w/w NaOH/KIE &K
(914 mg) &R K(2.74 g)iF B - BIE R &Y HIEHF ADCM (3 x 50 mL)%E
e REEIRE - BEIRERY > HEERSREN (LB AR > 10%RPEH)4l
BRI X » 18 %EIN-8-7_3 (192 mg » 19%) & 2 #H7k¥) .2 N-8-7_3A (397 mg -
39%) o

N-8-7 3:

'"H NMR (400 MHz, CDCI3) & 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:

'H NMR (400 MHz, CDCl;) & 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. f£0°C F&1S5 minZ BFFEZ ] — LA #E(1 MPYHZEH » 431 mL -
4.31 mmol)A0°C F ZDCM (15 ml Yd 7 5 AN HICH,I, (2.31 g 8.63
mmol) - {£0°C P I A EFIF K10 min > H & B /F 5 85 2 R0
Charettefit fir B&((4R,5R)-2-(5 = T £)-N4 N4, N5 N5-PUH E-1,3,2- &
W IR -4,5- ~ HEERF) (233 mg 0 0.8638 mmol) fzN-8-7 3A (300 mg -

0.7199 mmol)jADCM (20 ml)H 2 THEUATR - BRI R G E FKEF -

26 240 H(EEHHRIAS)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

(EaRES25C HAL IR TRA16 h - BEEF MR FINH,CI/KE R
(150 ml);ZFJ R HE - 7S AH B HDCM (3x100 mD)ZHUKHH - &6 2H
448 FH B AINaHC O3 7K 7&K (150 mL) ~ 9 FINa»S,037K %% (150 mL) K7 &
7K(100 mL)ZEHk » &Na,SO.420E - B8 HAE R TR s - BT H
PZEIE g (11% 2B ZBe/PE)&iL > 55 2 B8 2 N-8-7_4A (140 mg >
45%) o

'"H 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. 1£25°C FAIN-8-7_4A (140 mg > 0.325 mmol)FA0EEE(5S mL)F .~
AR PRI EEZE(91.3 mg » 0.65 mmol) > fERFINMDMAP (15.8 mg
0.13 mmol) - f£60°C TRFEKIEREY16/NF - FIDCM (80 mL)FifE [
JESR &% - DCMAE fir A 7K(100 mL) ~ 1.0 M HCI/K /A% (2x100 mL) -
10% NaHCO; (2x100 mL)7KJAE ~ B87K(100 mL)ZEHF - & Na,SOFZ )

BB HAAEETRE  BEUHRY - HFEHMPAERE(A%LE L B/PE)4
&> TR ZMARY)ZN-8-T_SA (180 mg > £ &) > HEEMHPIZRE(PE)#E—
$ai(h > BEIR[EEE 2 N-8-7 5A (110 mg » 61%) o

#£2 minfE H7 5 > LCMS Rt=1.439 min > 5-95AB 220&254 > &fi &
93% » C36Hs30, [M-H,O+H] > MS ESIZtE{E517.8 > EE{ES517.8 o

SFC & E1:Rt=4.079 min > H f£10 minf& #7 & & {§2:Rt=4.345
min * AD 3 EtOH DEA 5 40 25ML ( " Chiralpak AD-3 150x4.6 mm

I.D. > 3um BB © A : CO2 B : ZfE(0.05% DEA) » B4 {£5 minAB
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B5%ZE40% H #$540% 2.5 min > #EBES%EF 2.5 min > FE 2.5
mL/min > EfEE 1 35C )

4. N-8-7A_5 (110 mg > 0.206 mmol)E fiSFC (& & : AD (250
mmx30 mm -5 um): £ E 30%%£30% B (A=0.1% NH;/H,0 -
B=EtOH) > 7 #& : 60 mL/min)4fi{t > F | EE 8 2 F4iN-8-TA_6 (I&H
1> 54mg > 50%) % 2 [EEE > FaiN-8-8A 1 (&2 > 23 mg » R4f) o

1£10 min T =a » SFC Rt=4.088 min
AD 3 EtOH DEA 5 40 25ML » 100%de -

5. [AIN-8-7A_6 (54 mg - 0.101 mmol)/ATHF/MeOH (1.5 mL/1.5
mL) & 7 RRIAITEKOH (45.2 mg > 0.807 mmol). 2 7K(0.5 mL) - f£50C
TREKEREYII6NG o mEEY) A HCE (02 M > 50 mL) » H
DCM (2 x 60 mL)ZHUEER - &0 2 HHEHEM3% NaHCO;7/K %5 K (80
mL) ~ BI/K(80 mL)ZEHk » &Na,SOLEZEE - B8 H HZE R4 - FFIEE -
HEMHRERENT(5% L8 JB/PE)SL > GEIEER 260 (21 mg
48%) °

'"H NMR (400 MHz, CDCl;) & 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) -

{2 min/E# & » LCMS Rt=1.327 min > 30-90AB 2MIN E » &fi f&
100% > CpoH4o0O [M-H,O+H] > MS ESIEE{5413.4 » FE{E413.4 -

g el : (3S,8S5,9S5,10R,13S,14S,17R)-3-24  #-10,13-— H H-17-

((2S,3S)-4,4,4-= &-3-1R T -2-%)-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+
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MO& - 1H-B K [a]5F-3-BE(61) Z &K
OH

OH
NaBH,,
—_—
THF/MeOH E

1.[2S-500-6-11_1 (580 mg * 1.44 mmol)}ADCM (30 mL)d 2 /&R
AN JIDMP (1.22 g - 2.88 mmol) - Jth1& » {E15C T IER &G Y10
min o 7 JER &Y FINaHCO; 8 /KA K (50 mL) A E £ & /Kjg Z pHE
LK IE - BIEREY) - 7HEDCMJE HHDCM (20 mL)ZEHUKAE < &
ff < A1 A Na,S, 088 17K /5% (3 * 40 mL) ~ GFI1NaHCO; (40 mL) -
HE7K(40 mL)JEE - &N, SOLEZKE » I8 IR - | E 0GR 2 HE
#]S-500-6-11_1A (550 mg > HHEWY))

'"H NMR (400 MHz, CDCl;) § 5.34-5.25 (m, 1H), 2.58-2.29 (m,

$5-500-6-11_1 $-500-6-11A

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, SH), 0.93-0.82 (m, 6H), 0.69
(s, 3H) -

2. DL A {fE W 43 8% I P& 21 S-500-6-11A (550 mg » 1.37 mmol)jATHF (4
mL) &xMeOH (2 mL)H 7 &5 & AINaBH, (1.39 g > 41.1 mmol) - {£15C
TEERESY30578# - SREYHEFINH,CL (20 mL)ZJ% - HFHEtOAc (3
x 6 mL)ZEE] & 0f 2 A 1R 48 Na, SO, 87 e » )8 » 45 H #5 Hcombi-
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flash (0-15% EtOAc¢/PE)&i({L > REIEH EME#E 2 A461 (120 mg) » H
F#&fcombi-flash (0-15% EtOAc/PE)E—F 4t - FHIZE H @ fe 2 &
61 (150 mg > 75%) -

'H NMR (400 MHz, CDCl;) & 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), 1.00-0.88
(m, 8H), 0.87-0.82 (m, 3H), 0.69 (s, 3H) °

£2.0 minfg #7 & > LCMS Rt=1.345 min > 30-90AB E - 4fi &
100% » C,;H,ssO [M+H-H,0] > MS ESIZ|E{E 385 » EER{E385 -

B {62 : (35,85,9S,10R,13S,148,17R)-3-7, £:-10,13-— B  #-17-
((2S,3R)-4,4,4-=#8,-3-8 T -2-%)-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+
- 1H-ER)K [a]FE-3-BF(62) Z & HK

62
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TMSCF;, CsF OH

1.£0°C F [7S-500-6-1_1 (500 mg > 1.39 mmol)fCsF (105 mg >
695 umo)JATHF (5 mL)H 7 &G ARHIITMSCF; (493 mg » 3.47mmol) » f£
25°C FHEERS Y1 /NS H FHTBAF.3H,0 (1.09 g 3.47 mmol)EE ¥ o 11
25°C TIBEEGRESY2/N8% > A7K(100 mL)% % H FFEtOAc (2 x 50 mL)ZE
B o & 0f 2 A M E/K(100 mL)%F > &4KNa,SORZNE » MBIEHE
ZERYE - BRERYIFE MW BT (10022005 W2 » PE:EA=10:)&i(L » 15
F 2 5 & E > S-500-6-1_2 (400 mg > 67%) -

'"H NMR (400 MHz, CDCI13) & 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) o

2.3.5 g S-500-6-1 25 HSFC (%&fF + AD (250mmx=30mm > 5um) >
BEFE 1 40-40% B (A=0.05% NH;/H,0 > B=MeOH) > Ji# : 200 mL/min)
TTEE B 481 (1 g-28% EEDKED®ER 262 (1871 mg >

26 245 H(EEHRIAS)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

53% - E{E2) -

62 :

'H NMR (400 MHz, CDCI3) & 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) -

£2.0 min/@#7& > LCMS Rt=1.219 min > 30-90 AB > @ifE100% -
C,sH;5F;0 [M+H-H,0]" 2 MS ESI:tE{H411 » FE{E411 -

10 min fr & » SFCI&  {B2 : Rt=5.262 min °
AD 3 EtOH DEA 5 40 25ML > 99%de ©
2 #163 : (3S,5S,8R,9S,108,13S,14S,17R)-3-7, F-17-((2S,35)-3-§ £:-4-
(U -2 H-IKk Fg-4-55) T -2-55)-10,13-= B &+ X &-1H-3R [K[a]FE-3-BF
(63)Z &K

KOH, H,0
e ———

THF, THF

N-6-10_1

1.[5)N-6-10_1 (180 mg > 0.318 mmol)/ATHF (2 mL) Kz FH (1 mL)H
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LA RIRIZK(L mL) KOH (177 mg » 3.17 mmol) - f£50C MEFHFES
VIL8/NEY - R ER &Y 44 - FAZK(S mL)##E > F10% HCI (0.2 mL)
Bz (b HAHEtOAc (3 x 5 mL)ZZHY - & fF 25 H e &L i /K B S ez e ~ 7808

HRAE - ReRPIRE MY B EEET(10-30% EtOAC/PE)4{L > BEIZEAE
63 (108 mg > 74%) -

'"H NMR (400 MHz, CDCl;) & 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) -

7£2.0 minf@H7 9 > LCMS Rt=1.167 min > 30-90AB > 4fiEE100% o

C;30H400 [M-2H,0+H] "> MS ESIZtE{H425 » EER{E425 -

B 564 : (35,5R,8R,98,108,13S,148,17R)-3-Z E&-17-((2S,35)-3- R £:-6-
FRELBE-2-45)-10,13- “FHE+ AN G- 1H-BR K[| FE-3-BE(64) Z &K
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MePhsPEr

THF

9-BBN. “Hxgm
—_—
NaOH, Ho04

OBz , OBz

OH

NaQH
THF/MeOH/H20

N

64

1.{£-70C TN, FmE-3_1(20.0 g » 63.1 mmol)j/ATHF (300 mL)
LB RE IR INEtMgBr (42 mL > 126 mmol » 3 MJtEE ) « iRIIZ1% >
FE-70C MRHREEY2/NF « REYIHEFINHLCL (500 mL)ZR - HH
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EtOAc (3 x500 mL)ZHY - & 6f 2 A MM EZK(500 mL) ik - 4ENa,SO,
Rz > R 0 R4 HAEMcombi-flash (0-15% EtOAC/PE)4l{L > (22| 2
Ba>E-3 2 (6.50 g 30%) o

'H NMR (400 MHz, CDCl3) & 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) -

2 4F15°C T AN, T [MePPh;Br (13.3 g 37.4 mmol)JATHF (200
mL) s 7 % R It-BuOK(4.19 g > 37.4 mmol) - E50°C FTEHESY
30 min » f£50°C DL T EVR &Y EZE M R IIE-3_2 (6.50 g > 18.7 mmol) - {£
S50C MHEHEEY NG - FUEEYIAIINHLCL (400 mL) o 7 1 & &8 77 ff
HEZERY  FFHEY - HAE50C T EMeOH/ZK(200 mL » 1:1)78 &
1§ o RAIZZBIEREEY) - HEREHMeOH/ZK(2 x 30 mL » 1: 1) 8%
ZENRYE 0 R EERE 2 E-3_3 (5.8 g A 4l) -

'"H NMR (400 MHz, CDCl3) & 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) ~

3.4E15C TN, FEE-3 3 (5.80 g » 16.8 mmol)JATHF (100 mL)H
LIREVARIN9-BBN K HG(8.19 g > 33.6 mmol) - f£60°C T ER
YNNG - FIREWAAIZE15C - £15C FRMLEE(7.72 g 168
mmol) - FE15C T RMIINaOH/K A& (33.6 mL » 5 M » 168 mmol) » {f
15°C TR MH,0, (16.8 mL > 10.0 M > 168 mmol) - f£60°C T &R
FRGY/NE - FEtOAc (3 < 100 mL)ZEHRUKA © & §F 2 1%AH FH K
(2 x 100 mL)JE K » &Na,SO, 520k » MBIE HR % - {L65C T H
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CH;OH/H,0 = 1/1 (150 mL)RE5EasY) > SR Z2FEEE ZE-3_4 (2.80 g
46%)

'"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.HE-3_4 (2.50 g > 6.89 mmol)jADCM (50 mL)H 25K A JIDMP
(5.80 g 13.7 mmol) - [£{& > 7£20°C TR EY30 min - [0 K ERE
) 74 IiNaHCOs 8 1 7K /& (50 mL) ~ NayS,0368 f1 7K & 7% (30 mL) - H
DCM (2 x 20mL)ZH - &6 2 H g ANaHCO; 8/ 7/KIER(3 * 10 mL)
7K (20 mL)Ek - 48 Na,SO,FZ e - )8 H B 22 R4E - 1S3 2 &8 2 E-
3_.5(245¢g  HED) -

'"H NMR (400 MHz, CDCl;3) & 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) -

SAEOC TN, FmE-3_5 (2.45 g 6.79 mmol)jATHF (10 mL)H >
ERORINE T &8 {E#£(33.9 mL » 2 MJATHFH » 67.9 mmol) - 7£20C |
TR EWI6/NE o B8 & Y174 JINHLCL (20 mL > 88/ AKER) » H
EtOAc (2 x 30 mL)ZHUREY) - &6 < AMAAEMHE /K20 mL)xifk - &
Na,SO.iZlE » HZER4E - HFE MR (0-20% EtOAC/PE)H{L » FEI2
EfE ~E-3 6 (1.6 g 55%) o

'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) °
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6.[HE-3_ 6 (1.6 g 3.69 mmol)}ADCM (30 mL)d 2 5% 7R JIDMP
(3.12 g » 7.38 mmol) - 1% » {£20°C NRFH K IEY30 min - [ K ER G
)i INaHCOs 88 A1 K5 K (20 mL) ~ Na,S,0; 8 FI7KAE R (20 mL) » #2&
FADCM (2 x 20 mL)ZH] - &#f 2 F1#JE FINaHCO; 88 f1 /K&K (3 = 10
mL) k& B87K(20 mL)%EHE » &€Na,SOLRZ KR » B8 H EZ2 R4 » BRI 2 EE
ZE-3_7(15¢g  HEY)

'H NMR (400 MHz, CDCl3) & 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) o

74E0°C FHE-3_7 (1.45 g » 3.36 mmol)j®MeOH (20 mL)H /&K

KMERIINaBHy (255 mg » 6.72 mmol) < JRANIZ1& - £20C TRFAES
Y1/ H FINHLCL (20 mL - &F17K7E%) 28 - FIDCM (2 x 20 mL)z2
HUREY) - EfF ZAMHEMQR x 10 mL)EE KSR - 4ENa,SO.57 b
JE o E4E H #E P EEE(0-20% EtOAC/PE)4H(L - BF|EE A E-3 8 (1.2
g > 83%) o

'H NMR (400 MHz, CDCl;) & 3.80-3.70 (m, 1H), 3.70-3.55 (m,
1H), 2.05-1.82 (m, 3H), 1.82-1.55 (m, 4H), 1.55-1.35 (m, 5H), 1.35-1.00
(m, 18H), 1.00-0.79 (m, 17H), 0.66 (s, 3H) ©

8.[m/E-3_8 (1.15 g » 2.65 mmol)fAMLEE(20 mL)H 2 /AR AN HH g
#(1.85 g > 13.2 mmol) - f£20°C NRFERIERED)4/ NG - K IEREY)
EIAZK(20 mL)Hr » FHEtOAc (2 < 20 mL)ZEHUR &%) - & Z A 88
FIEAZK(2 > 10 mL)Zek » &E4%KNa SO HZE: » M8 IE R 4 H#5 h Pz 3% (0-
10% EtOAc/PE)&i(L » BEIZEER ZESYWEW(.45 g F4) - BEEY
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EYA.45 g Agi)EEHASFC (B ¢ AD (250mm>50mm > 10um) » £
RE 1 30-30% B (A=0.1% NH3/H20 » B=EtOH) » i : 200 mL/min)%k
b BEIEER ZE-3_9 (I&fH52 > 470 mg > 33% > DE%=100%) & & Ef
ZE-3 9A (l&{E1 > 600 mg > 42% > DE%=99.1%) -

E-3 9A :

'"H NMR (400 MHz, CDCl;) & 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)

1£10 min T =a » SFC Rt=3.344 min
AD 3 EtOH DEA 5 40 25ML » 100%de -

E-3 9:

'"H NMR (400 MHz, CDCl;) & 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) *

1£10 min T =a » SFC Rt=3.851 min
AD 3 EtOH DEA 5 40 25ML » 99.1%de

9.4£25°C F1EE-3_9A (600 mg > 1.11 mmol)jATHF (2 mL) & MeOH
(2 mL)d 78 A INaOH(531 mg » 13.3 mmol) xH,O (0.5 mL) » ££50
C MRAARA8/NR: » R II7K(10 mL) - AEtOAc (2 x 10 mL)ZERUR &
) o B2 AHEENaSOEAE - BB A EZERE - FEIHEY -
MeCN (10 mL)Jg [ - B3] E[EfS 2 AT EY)69 (473 mg » 99%) -

'"H NMR (400 MHz, CDCl;) & 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-
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1.05 (m, 8H), 1.05-1.86 (m, 15H), 0.66 (s, 3H) *

#£2 min/g #f & > LCMS tR=1.403 min > 30-90AB ELSD - 4fi &
100.0% » CpoHyo [M+H-2H,0]" > MS ESIZ}E{5397 » HER{H397 -
£ 165 : (3S,5S,8R,98,108,13S,14S,17R)-3-Z, E-17-((2S,3S)-3- 5 EH-4-
B R-2-25)-10,13- ZHEF RS- 1H-B K [a]FE-3-BF(65) Z &K

Bt

65 34

N-8-11_1 (30 mg - 0.0741 mmol - f &i)#%5 fHcombi-flash (25%
EtOAc/PE)4i{L - BEEEFE 265 (9 mg > 30%) -

65 :
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"H NMR (400 MHz, CDCl;) & 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)

#£7.0 minf@#r§ » LCMS Rt=4.387 min » 30-90AB_7MIN E - 4l
97.6% » Cy7Hys [M+H-2H,0] "2 MS ESIZHEI{E369 » BFER{E369 -
£ 166 : (3S,5S,8R,9S,108,13S,14S,17R)-3-7, E-17-((2S,3S)-3- 5 EH-4-
Q-FEBRE)T -2-5)-10,13-“HE+XNE-1H-B K [a]TE-3-B2(66) 2 A%
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1.7£0°C T AIN-8-7 2 (1 g 2.41 mmo)JATHF (50 mL)9 7 /&K
ILiAlH, (914 mg » 24.1 mmol) - f£66°C IR EBIZ RIS/ « K
EREYZAIZ20C - FEHIKKOL4 mg) ~ #E15% w/w NaOH/KIE &K
(914 mg) ~ 7K(2.74 @)% - BIEREESY HIESFADCM (3 x 50 mL)%E
o BYEIER > FEIREGY > HERSREN(ZELEE > 10%RPEF)4
EWZR > B FIN-8-7 3 (192 mg > 19%) K 2 HRY) 2 N-8-7 3A (397 mg >
39%) o

N-8-7 3:

1H NMR (400 MHz, CDCI3) & 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:

'H NMR (400 MHz, CDCl;) & 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) -

2.4E0°C T&ILS minZ FFEE A — LB (1 MPPHAEH » 2.59 mL »
2.59 mmol)/ADCM (10 ml Yo 7 7w AR IICH,1, (1.38 g » 5.18 mmol) o
EOC THEALAERZIKI0 min > H & HF 5 28 A fiCharettefiC iz
B ((4R,5R)-2-(5 = T £)-N4 N4 N5 N5-PUEH E-1,3,2- &ML I8-4,5-_

HEERE) (139 mg > 0.5182 mmol) &ZN-8-7 3 (180 mg > 0.4319 mmol)?

DCM (15 mL)dr 2 FHEUER > BRI ERSYEREE - HERTLE
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25°C HAE25C TH#EFE16 h o PEEFE A IINHLCIEIFI KA IR (150 ml) 2%
RS NEY) o oS HH HADCM (3 < 60 mD)ZEHUKAH - & 0F 27 A A
NaHCO; 88 FI /KB (150 mL) ~ Na,S,0: 88 f /KA (150 mL) Kz B K (100
mL)ZE M > &ENa,SO.5Zke - MBiE HIRBRE Y - HEerYFE iR B e
(11% L% LEe/PEYAAL » 5 E| 2 E#8 2 N-8-7_4 (60 mg > 32%) -

'"H NMR (400 MHz, CDCl;) § 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 4E£25°C FIAIN-8-7_4A (60 mg > 0.1393 mmol)JAIHEEE(3 mL)H 7%
A I 7R HH OB 20(39.1 mg > 0.2786 mmol)[E % /4 JIDMAP (6.79 mg >
0.05572 mmol) - FE60°C MR R IEREY16/NEF - FIDCM (80 mL) i
K IER&Y - DCMAE A ZK(100 mL) ~ 1.0 M HCIZKA % (2 x 100 mL)
10% NaHCO;7K &% (2 x 100 mL) ~ B 7K(100 mL)% & > 4&Na,S0,4
e IEHEBEZERY - FIUEIRY) » HFERPNEE(% L8 JB/PE)4
&> BEIZHRY ZN-8-7_5 (24 mg > 32%) -

#£2 minfE H7 4 > LCMS Rt=1.431 min > 5-95AB 220&254 > 4 f&
90% > C36Hs30, [M-H,O+H] > MS ESIZt+E{E517.3 > EE{ES17.3 o

10 minfg # 9 > SFC & {E1:Rt = 5703 min -
AD 3 EtOH DEA 5 40 25ML ( " Chiralpak AD-3 150x4.6mm 1.D. -
3um #8fH 1 A1 CO2 B : ZFE(0.05% DEA) » £ : 1£5 minAB55%
Z40%H % $40% 2.5 min > (5 %BES5S%EF 4525 min> i B 2.5

mL/min > EHRERE 1 35C )
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4. N-8-7. 5 (24 mg - 0.04487 mmol)f MSFC (& £ : AD
(250mmx>30mm > 5um) > & E :140-40% B (A=0.1% NH3/H,0 -
B=EtOH) » i # : 50 mL/min)4fi{E » H 3 E & 2 S 4iN-8-7 6 (RT:
5.732 > 19 mg » &) - RIEFEMEE -

£2 minfg it 4 » LCMS Rt=1.435 min > 5-95AB 220&254 » 4 [E
98% » C36Hs30, [M-H,O+H] > MS ESIZt+E{E517.3 > EE{ES17.3 o

1£10 min T =a » SFC Rt=5.732 min
AD 3 EtOH DEA 5 40 25ML > 97.76%de

5.[EN-8-7_6 (19 mg » 0.0355 mmol)jA THF/MeOH (0.5 m1/0.5 mL)
SR ITEZKOH (19.8 mg » 0.3552 mmol) 2 7K(0.2 mL) - fE55C T
B RIERESY16/NF o v )BE&Y)AIIHCL (0.2 M » 50 mL) - F§DCM (2
x 60 mL)ZHURER - & ZHHEM3% NaHCO;/KiE R (80 mL) K EI/K
(80 mL)J5Eok » & Na,SOLHZME » B8 H EZZ R4 - FFIERS - HiEh o8
@ (LB LB8/PE » 15%)41L - BEIE[EFE 266 (2 mg > 13%) -

'"H NMR (400 MHz, CDCl;) & 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) -

{£2 minfg#7 5 > LCMS Rt=1.315 min » 30-90AB 2MIN E - &fi f&
100% » CpoHy00 [M-H,0+H]" > MS ESIZHE{E395.3 » BFER{E395.3 -
BH67 © (3S,5R,8R,9S,108,13S,14S,17R)-17-((2S,3R)-4-B R E -3 T -
2-5)-3-2F-10,13- _HE+ NR-1H-BE X [a]FE-3-BE(67) Z &K
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Pd{CH}»
—_— -
MeOH

1.[532 (80 mg » 0.18 mmol)®MeOH (20 mL) > 7% AR 1Pd(OH),
(160 mg - fiE/K) « /£50°C T HAH, (50 Psi) NRFIRGYI48/NE < RGP
B JE - B4 H #5 fHcombi-flash (0-15% EtOAc/PE)4i (L @ 15 F[67 (10
mg ° 12%)x E[EfE 284 (30 mg » 37%) »

67 :

'H NMR (400 MHz, CDCl;) & 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) -

£2.0 minfg f F > LCMS Rt=1.508 min > 30-90AB _E > 4&fi &
100% > C30H4o [M+H-2H,0]" > MS ESIZFE {5409 > EFEH{E409 o

568 : (3S,5S,8R,95,108,13S,14S,17R)-3-Z, E:-17-((2S,3R)-3- 5 EL BE-
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5-5R-2-%)-10,13- " HE+ NG -1H-BR K [a] FE-3-B2(68) 2 H L

141 & #IN-8-7_ 2B (250 mg > 0.868 mmol)E FHSFC (& £ : AD
(250 mmx30 mm > 10 um) > #f & :35-35% B (A=0.1% NH3/H,O >
B=EtOH) > Ji# : 60 mL/min)iE—H4i(L > BT EFEEE 41 (EF2 > 81
mg > 33%) K 2 [EfS 268 (IE{H]1 - 78 mg > 31%) -

68 :

'H NMR (400 MHz, CDCl;) & 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) -
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f£2 minfg 9§ » LCMS Rt=1.188 min > 30-90AB 2MIN E - 4fi[&
100% » CrgHysO [M+H-H,0] > MS ESIEFE (& 397 » BEH{E397 -

1£10 min T =a » SFC Rt=6.465 min
AD 3 EtOH DEA 5 40 25ML » 100%de -
B 5169 : (35,85,9S,10R,13S,14S,17R)-17-((2S,3S)-5-58 F £-3-8 & &-
2-5)-3-7, £-10,13-— H £:-2,3,4,7,8,9,10,11,12,13,14,15,16,17 -4 0 4.

1H-BX[a]FE-3-B2(69) Z B R
OH

5-500-6-19_3 69 6

1.4£15°C T [AS-500-6-19_ 3 (700 mg > 1.63 mmol)}ATHF (5 mL) &
MeOH (5 mL)d 7B RZ (g iaINaBH, (2.46 g > 65.1 mmol) - f£15C T
20 min 2 1% - FINH,CI (20 mL - 8F07KER)Z BoRE &%) H I EtOAC
(50 mL)ZH] - AR E& i HEZE R - BRIEBEE 2760 mgE&Y)
H#E i P ZE $5(0-35% DCM/EtOAc (1/1)/PE)%y 8 > 5 %169 (330 mg °
47%) R 2[EHG 26 (250 mg > 35% » A&f) - A6 (250 mg)i— A F5 P
7 15(0-35% DCM/EtOAc (1/1)/PE)4r 8k > B F 2 [E 5 ~6 (170 mg

23%) o
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69 :

'"H NMR (400 MHz, CDCl;) § 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) -

#£2.0 minfg #f & > LCMS Rt=1.387 min » 30-90 AB E - &fi &
98.1% » CoHy70 [M+H-H,0]" > MS ESIZ}E{H411 » HE{H411

S$-500-6-19 :

'"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, 3H) 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) -

#£2.0 minfg #f & > LCMS Rt=1.380 min » 30-90 AB E - &fi &

100% » C,0Hy,O [M+H-H,0]" 2 MS ESIztE {E411 » EEi{E411 -

B #70 : (35,85,95,10R,138,14S,17R)-3-Z, F-17-((28,35)-3-% H-4-(3-
H Z & ® ®B T3-FHT-2-F)-1013-Z H A

2,3,4,7,8,9,10,11,12,13,14,15,16,17 -+ DU & - 1H-E8 K [a]FE-3-B2(T0) Z &K
OH
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o
A o
Br
. N-014-005_3
S L.
HO

Mg, THF
N-14-12_4

150 CE55C AN, FeMg (807 mg » 33.2 mmol) &I, (1 mg)i>
THF (2 mL)d 7 8% % & R IIN-014-005_3 (2.5 g » 15.1 mmol)jATHF
(8 mL)fr 2K - {£55C MR EEY] h o FATHF (10 mL)#M &R &
V) HIEAKEEMEYHER TEFERN T —F8F « f£0°C T [RIN-14-12_4
(1.01 g » 2.83 mmol)JATHF (10 mL) 9 Z 35 A0 3 e Bt Yy 3-[ CR#5) B
E]-3-HEEEWHE(1S mmol¥20 ml THFH) - f£15C T EFHIE S P4
h o EUEEYIANIINHLCL (20 mL > 10%7K5%) © FHEtOAc (30 mL)ZHUE
ey e A EE HAZE R - B 52 E(0-30% EtOAC/PE)4H
b REEZEEGEERZBEEY90 mg > 15%) > HFEHSFC (B © AD
(250mmx30mm > Sum) > & & : 0.1% NH3H20 ETOH > % & : 50%%
50% > i (ml/min) : 60mL/min > 25°C)4t1{E > B33 ({1 > 110 mg >
9%) R 2 HBERE 270 (IEE2 > 30mg » A 4H) - AF70 (30 mg > A &DFEH
W BB FE BT (15% EtOAC/PE)4i(L » BEIZ2HEEEE 70 (10 mg > 5%) -

33:

'H NMR (400 MHz, CDCl;) & 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) o

#£3 minf@ 7 > LCMS Rt=1.069 min > 30-90AB 2MIN E.M > 4ii
FE100% » CyoHyyO5 [M+H] 2 MS ESIZFEL(H445 > EFEH{EA45 o
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70 :

'"H NMR (400 MHz, CDCIl;) & 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) °

#£3 minjg 7 > LCMS Rt=1.115 min > 30-90AB 2MIN E.M - 4fi
FE100% » CroHyoO5 [M+H] 2 MS ESIEFE 445 » FE{E445 -

EHI71 ¢ (3S,5R,8R,9S,108,13S,14S,17R)-3-(F | EFE)-10,13- _ A

17-((28,35)-4,4,4-=8-3-K T -2-5)+ N &-1H-TR K [a]FE-3-F(TH Z &K
, O

OH

OH

TMSCF5, CsF

—_——————

TBAF.3H,0, THF HO:
N H

Q
/
N-004-022_5
- 9

1.E0C T AN, | [IN-004-022 5 (200 mg > 0.531 mmol) -~ CsF
(40.2 mg > 0.265 mmol)JATHF (5 mL)H 2 F & AITMSCF; (187 mg »
1.32 mmol) - f£25°C T EEGWI/NE - mIEE Y AIMTBAF.3H20
(836 mg > 2.65 mmol) - {£25C T 2/NEF 2 1% » F50% NH,Cl (20

mL)/#RoR & ¥) H FHEtOAc (2 < 10 mL)ZEHL < & ff 27 A8 A Bl 7K (20
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mL )25 > &K Na, SO > BB HEZZEY - BisWHEHBWERT
(100%200 W HE » PE/EA = 10/D&li{E » 259 (56 mg > 24%) R 2 H &
ERE 271 (30 mg » f4f) -

£25C THIECKR mL)FH& 71 (30 mg > 0.067 mmol) » {FF| £
o EEE 71 (24 mg > 10%) -

71

'"H NMR (400 MHz, CDCl;) & 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)

#£2 minf@A#fH » LCMS Rt = 1.105 min » 30-90AB_POS E.M - 4fi
FE100% » CpsHy F30;5 [M+Na] 2 MS ESIZHE{5469 » BER{EA69 -
£ %72 : (3S,8S,9S,10R,13S,14S,17R)-3-7, £-17-((2S,35)-3-5 & £-2-
E£)-10,13-— H ££-2,3,4,7,8,9,10,11,12,13,14,15,16,17-F VU &-1H-38 X
[a]3E-3-B#(72) Z &K

OH

5-500-6-1_1 72
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1.450°C T ]S-500-6-1_1 (800 mg » 2.23 mmol)}JATHF (30 mL)$ >
BR& SN IIN AR (E$E(3.34 mL > 6.69 mmol » 2 MPRTHF ) » 73570
Z1&  FEISTC THRFEEY /NG - FHEEFINH,CL (40 mL)ZRFOEREY)
HHEtOAc (3 x 20 mL)ZHL - &4 Z AEMEAE/K(2 < 30 mL) % » &
Na,SO48z 1 » )8 H)EYE » H#EMcombi-flash (0-15% EtOAc/PE) 41 -
BE 2 EHE 72 (500 mg » 56%) °

'"H 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) «

H£7.0 minfg 7 & > LCMS Rt=4.979 min > 30-90AB E > 4 &
98.8% » Cp H,s [M+H-2H,01" > MS ESIEFE{E367 » EE{E367 -
BH73 : (3S,55,8R,9R,108,13S,14S,17R)-17-((2S,3S)-3- 3R 5-6- FF £L e -
2-2)-3,13- ZHIEE 1A H-1H-B K [a| JE-3-BH(73) 2 &K »
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PhaPE1Br,
BuOK
—_—

THF Vv
HO
21_4 N-4-10_1 N-4-10_2

9-BBN s
—_—
NaOH, H,0,THF |,,..

1), 9-BBN _Hzh
—_—
2y, NaOH -
H-0- 1057

73
LAEN, T G-21-1 (40 g > 110 mmol) RfE/K ZUEIE(1 L) o Z I RR

JITH 2 $(29.7 g > 550 mmol) » FE110°C MRFREEY)16/NEF - TLCEIR
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B & FE2fE - BRAEZ1/3881E - HAH2 M HCIRR(ERE&W
F£pH=5-6 - FIDCM (500 mL x 3)ZH{ - A bR EE S8 KA R (500 mL) 2 B
K500 mLYZff - Ktz HRGE - BerHERYBEMLREN
(PE:EA:MeOH = 3:1:.0.1H4i{E » 5 FE 0 E&EfE 2G-21-4A (11 g
33.1%) o

2.A4E-70°C P R RE##£(1000 mL - BLFFY13-601 1 FERF1.5/NER) 32 5
NPILL (2.54 g » 363 mmol) Z &K » /£-70C NMBFR &30 min H £ A7
BLIARR B I o ZFEARING-21-4A (11 g » 36.3 mmol) &% =-BuOH (5.38
g > 72.6 mmol)2400 mlf/KPUE kg 25K » HEFEI0 minH £ X JE
BEVIENZREERIE - TLC (PE:EA= 1:1 » PMA)EE R KEL 77 STMELE
oo A& b5 g AfElmE R &L - FH0.5N HCI (500 mL) &z ~ & H
BE(500 mL x 2)ZEHUFRERY) o & 0F 2 AW JE A NaHCO; 8ERA R E M > &5
Na,SO.Ez)E - )8 HIR4E - 1FFIG-21-5A K% G-21-5B (10 g - A4 ZR&
) HRKE— DL EZERAN T —H 5+ -

3./5G-21-5A % G-21-5B (10 g > 27.9 mmol)}A100 mL{E/K — & H {5
2 SRR IIPCC (16.6 g » 65.6 mmol) AV R(16.6 g) « {£25°C Tig$E2
hz1% » TLC (PE:EA = 1:1 » PMA)BE/RSTME K FE - RGNS AR 038
MR B M (B 2 B 2 Fe= 51 E2:D)4iE > BRI 28 aFEE 2 G-21-
6A (4.6 g > 46.4%) o

4 F0°C THERE NEBHT (34.8 g » 158 mmol)JAH K (120 mL) 2
BIRZ A= A2 MPYHEZEF > 39.5 mL » 79.1 mmol) - f£20C
B30 8 2 1% 0 /E-70C TN E R N Z A NG-21-6A (8 g 264

mmol) 2 FH Z5(80 mL)H ZJF K » #£-70°C MTHEFE30 minZ & - F A

55 267 H(EHIEHE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

MeMgBr (3 MA 4B > 26.3 mL > 79.1 mmol » 3 M) - ££-70C T
BREATER G UNES > 181 E] A K4 By SRR KA & (300 mL) H A
EtOAc (3 x 100 mL)Z£HY - &4f 2 A/ FHEZK(300 mL) ZEifk » &K
% iz e - B8 0 R4S A& combi-flash (0-40% EtOAc/PE)&AL - 155
EHEERE N-4-10_1(6.5g 77%) -

'"H NMR (400 MHz, CDCl;) § 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) -

S5AE20C PN N RDRE(ZE) =R B W H(22.6 g 61.1 mmol) A i
KTHF (200 mL)H 2 5& /% 7R & JN2-H & 5-2-12 (£ §9(6.84 g 61.1
mmol) o f£40°C N #307 58 2 1% > & 18 /N IIN-4-10_1 (6.5 g~ 20.4
mmol) At /KTHF (50 mL)F 257K - {£40C THREEMEREEY 107782
PEE FANHLCIKE % (400 mL )20 H FHEtOAc (2 < 150 mL)ZHL » & 6f 2
HHECHERMNEZE - B8 B4 H#EOWEBEMRERETO0-25%
EtOAc/PE)4IAL » 125 2 (4 & B 2 N-4-10_2 (5.5 g » 82%)

'"H NMR (400 MHz, CDCl;) & 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 fE15C FHN, F[EN-4-10 2 (5.5 g » 16.6 mmol)jATHF (100 mL)

2 REYIARIN9-BBN 2 48(8.10 g » 33.2 mmol) - f£50°C TEFEL/NEF

26 268 H(EEHRIAE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

Zi& 0 FREVABIEIST - f£15C LLF Z R A IINaOHZK /A 718 (33.2
mL -5 M 166 mmol) - #FAE15C L N ZRIRAIHL0, (18.8 g > 30% -
166 mmol) - FEtOAc (3 x 100 mL)ZXHUE &%) - & fF 2 tHH H &0
Na,$,05 (5 x 100 mL)JENE » & Na,SOLEZ M » 8 0 a4 - BEI7 gfE
V) HERMAR T —H8EF -

7.mN-4-10_3 (7 g~ 19.9 mmol)jADCM (300 mL)H Z 75 & /A I
DMP (25.2 g > 59.6 mmol) - f£20°C T#E#£10 minZ 1% > FANaHCO; &g H]
BIR(GS00 mLy BB R IERGEE 2 /KE 2 pHEZ BANIKIE - BIEES
Yy - oy #EDCMJg > H FIDCM (200 mL)Z HU/KAH - & ffF Z A % H A
Na,$,0; 8 f1 /KB K (3 * 400 mL) ~ g FINaHCO; (400 mL) ~ EH7K(400
mL))% fE o &Na,SO, 82 B > | JE » B %5 A #5 combi-flash (0-20%
EtOAc/DCM)4i{L - B EIZE 0 EEFE 2 N-4-10_4 (4 g > 58%) -

'H NMR (400 MHz, CDCl3) § 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,
1H), 0.57 (s, 3H) »

8.[5]MePh;PBr (8.18 g 23.0 mmol)JATHF (100 mL)h 7 &2 KA
fit-BuOK (2.57 g > 23.0 mmol) » f£40°C TEFE105788 2 1% > f£20C T
N-4-10_4 (4 g > 11.5 mmol) [RTHF (50 mL)H Z/F /R I& # X @A IR &
W) o RINZ 1% > FINHLC1 (200 mL)ZROR &%) HFHEtOAc (3 x 80 mL)ZE
H o & ff 2 ARMHENa,SOLF2 8% » 288 @ B4 HiEHcombi-flash (0-25%
EtOAc/PE)4i{L > BRI EHEERE 2 N-4-10 5 (3.2 g > 80%) o

"H NMR (400 MHz, CDCl;) & 4.88 (s, 1H), 4.70 (s, 1H), 2.48-2.37
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(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 4E15C TN, F[EN-4-10 5 (3.2 g > 9.28 mmol)jATHF (100 mL)
b SREYIRIN9-BBN 5 #2(4.51 g » 18.5 mmol) o ££50°C TEHE1/NEE
1% BREWAAIE15C o F£15°C LN B R fINaOH/K /& 718 (18.5
mL > 5 M+ 92.8 mmol) » FFE(E15C AT EFBERIMH,0, (10,5 g > 30% »
92.8 mmol) - fJEtOAc (3 x 100 mL)ZEHUE &Y - & 0F A WAH A aa Al
Na,8,0; (5 x 100 mL)EH » & Na,SOLHZEE - I8 HIR4E - =215 gHE
V) HERMAR T —H8EF -

10.[7/N-4-10_5A (5 g 13.7 mmol)JADCM (300 mL)H /& &0
DMP (11.6 g > 27.4 mmol) - {£20°C TEF£10 min 2 (% > FANaHCO;#&g#]
B (300 mLF B IEREYHEE 2 /KE ZpHEZE B I - BIER
&%) - 5 BEDCMJg H FIDCM (100 mL)Z HU/KAH - & ffF Z A 1% H A
Na,S,0;88 Ml /K& & (3 x 300 mL) ~ &4 FINaHCO; (300 mL) ~ EF7K(300
mL)E M > &&Na,SOEZ 8 » 488 » J& 48 H #5 fcombi-flash (0-10% PN
/IDCM)#AL - FEIE D EERE 2 N-4-10_7 (1 g » 20%) ©

'H NMR (400 MHz, CDCl;) § 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) -

11.4£0°C F FAN, T [A/N-4-10_6 (400 mg > 0.832 mmol)jATHF (20

mL) R IR R IANIIE K ZER{E#5(1.65 mL > 3.30 mmol > 2 MFA Fit
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) o FE0°C THEFE107 8 2 % - FHEEFMINHLCI (60 mL)ZFORE &Y HH
EtOAc (2 x 30 mL)Z<HY « &0f 2 A HE /K60 mL)%Ef » &Na,SO,
HZ KR 0 MBIE 0 JR4E HFE M combi-flash (0-10% WEH/DCM)& (L - FEIEH
o [E B2 73 (200 mg » 42%) -

"H NMR (400 MHz, CDCl;) & 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) °

#£7.0 minf@ #f &1 > LCMS Rt=3.381 min > 30-90AB E » 4fi &
100% > CysHy70, [M+H-H,0]" > MS ESIZEI{EH415 » EER{EALS -

g H74 : (3S,5S,8R,9R,10S,13S,14S,17R)-17-((2S,3S)-3-$R Ek-6- B EL Bi -
2-%5)-3,13- " HEA+ ARG -1H-B K [a|FE-3- B (T Z B
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. ’ ; 0
o _tBuOK 0 pngpaan BUOK
lBuOH MeMgBr
$-310-86_1 200.N19-3_1 200-N18-M22_1

1) 9-BBN

—_— I
H(H i

—_—
o 7)\110H
HO  N4.14.3 HO  N4.14_4 H-O- 1%

N-4-14_70

Pd(OH).
—
MeOH

SFC

LAE35C TN T ift-BuOH (1.7 L)fe A =SB /& B il 5 | ##10
min ° [EESPIAIIG-BuOK (292 g > 2.61 mo) HIRHEEREVERE

55 272 HEYIEHE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

o Ib1% > [ DL FIRE YR IS-310-B9 1 (65 g, 238 mmol) HE3SC T
AN NEFELS h - R IERGYEIA10% LB KA KRR L B30
min - { HARBRORELERAEI0CUT - #FREGYAKA.S L)EE A H
NaHCO;ffpHEFHE £7£8 - HIBHESY30 min < /KM HAMTBE (3 L)
R - A ERE 0 FHEOKG < 1 L) > &EfR/KNa,SO4HZ ke » 288
TE35C AN RYE - 135 E0HR Y 2 S-200-N19-3_1 (65 g - HEY)) - tHE
BRI E AN T — 5 -

2 4E0°C TAI2,6- 25 = T H:-4-H R340 g > 1.54 mol)FAH (700
mL) 7 R R AIMe; (385 mL, 770 mmol, 2 MFAYEEF) o ££25
CTHEEESYUNG B EHAEMADER © £-70°C TN, 430 min
> B ER [RIMAD %R H1200-N19-3 1 (60 g > 220 mmol) A 4 /K B (200
mL) & fii/KDCM (200 mL)H 2 750K « {£-70°C TR IEREY] h o #
EAE-70C M2 EIARIIMeMgBr (220 mL, 660 mmol, 3 Mpr ZE o) Hi#
FE1 h o FE0°C N R IEY) B AR BL B A1 /KA (2 L) B8 #£30 min
FIEtOACZEHI(2 * 1 L) » &f0f 2 A MM K QX1 L)ZEMk - &K
Na,SOLEZIE » B8 FRHE - JE6rFE Ay B @17 (PE/EtOAc = 10/1%5/1)
At - 1FE 2 ERE2200-N19-M22_1 (33 g » 52%) °

'"H NMR (400 MHz, CDCl;) & 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) o

3.4£25°C FHN, F [aPh;PEtBr (102 g » 277 mmol) A& K THF (500
mL)§ 72 F R — KL I-BuOK (31.0 g » 277 mmol) - ££25C FHF
30 min2 {% > FH0200-N19-M22 1 (20 g, 69.3 mmol) H#£25°C T#EE2
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h o ££0°C ™ FINH,CIZK A% (800 mL) A5 S fEY) - FHEtOAc (2 < 500 mL)
ZEHL - EHF A A FIEZK(2 < 500 mL) SRk » 487K Na,SO4HZ)E - i IE
HR4E - BerPEm w2 & (PE/EtOAc = 10/1 £5/DH%i{E - BF 2 EEE
~N-4-14_1 (15 g » 72%) o

'"H 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) o

4./5N-4-14_1 (30 g, 99.8 mmol) A E/KTHF (500 mL)H > 7% R
9-BNN __EX#8(66.9 g, 299 mmol) HAE0C AN, N EFE30 min - i 7 fiE
BEVIHAMRESOC HBH NG - 281 20°C 2 1%, /AR IEtOH (100 mL) «
15 48 18 i 7% iINaOH /K 75 %(99.8 mL, 5 M, 499 mmol) - 481875 i1H,0,
(53.0 g > 499 mmol, 30%AKH) B NEVRE4ERFE30CLLT - KORS
YIFRZES50C BN - AAIRIERGY BAMAKKQ LIR30
min - 8 0 2284 > FEIEER8 2N-4-11_2 (30 g MHEY) - tHIZ6
VEHRANT 38 -

5.AN-4-14 2 (30 g HEY)HNDCM (500 mL)™F 7 5 7% R INw I
(150 g) &xPCC (81.0 g > 376 mmol) - R EREY /mE40C HBH1/N
iy o 2ol EREY) > FPE (500 mL)aH# - &hWER AR - HERH
PE/DCM (500/500 mL)%MF - BR&EHEHEZE RS |SEIHEY - 5B
BRYIEE WY BB JE fT(PE/EtOAc = 8/1 2 5/1)4i1(L » (FEI 2 &8 2 N-4-14_3
(20 g > &) -

'"H NMR (400 MHz, CDCl;) & 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-
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0.82 (m, 2H), 0.64 (s, 3H) ©

6.4£0°C THN, F[A/Ph;sPMeBr (44.8 g > 126 mmol)j /K THFE (300
mL)§ 72 F R — RERII-BuOK (14.1 g » 126 mmol) » ££25C FHF
[ JE /R &30 min  7RJON-4-14_3 (20 g 63.1 mmol) » EREEEGYITT
B EA0C HAEUNEE o 720°C T B K HE W) ] A UK K(500 mL)H o
EtOAc (2 x 400 mL)ZEHUKHE o &0F 2 A HAE /K2 *x 300 mL) %Mk -
(I /K Na,SOLHZ KR » I8 HIRYA - BerYI#E Y R HL(PE/EtOAC = 8/1-
5/)aift > BEIEE S 2 N-4-14_4 (19 g > R4h) -

"H NMR (400 MHz, CDCl;) 8 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) °

74£0°C T AN, T [@IN-4-14_4 (19 g 60.4 mmol)}A fit /KTHF (300
mL)§ ZIF R — KR II9-BNN %248 (40.5 g > 181 mmol) - KR &7+
MESOC HigHEL h o 2AlERESY) HINIMELOH (100 mL) « %% 184
HINaOH/K & 7% (60.3 mL » 5 M > 302 mmol) o 4Z 18 5% 1H,0, (34.0 g
302 mmol, 30%7A7KH) B AEREHEREIOCLLT « KRGV RE
50°C HEFE 1N © 2Al 2 1% » IRINKZK(1 L) BA##E30 min o J8 H 08 (&
BS o JBEHHEZERTEE SR EER IN-4-11_5 (17 g - HEY) - HEH#
ANRT—H8 -

8 fE25°C T [mIN-4-14_5 (17 g > HHEY)HDCM (300 mL)H 7 5K —
TR (60 g) kxPCC (43.9 g > 204 mmol) - (£ ZJER &Y IR E40
CHBHI/NG - 2AIREREGY) - BRMPE (200 mL) « SRS H B
EEEE - H[E S FHPE/DCM (200/200 mL) & - @8 H BB » &
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FI[E B8 - TRV EE O W IR JE M7 (PE/EtOAc = 8/1E5/)4fi1{L > B5 2 [FE e
ZN-4-14_6 (5.5 g~ &) f£82°C T EMeCN (50 mL)FH&5 FIBERY)
BFE 2 [EE - N-4-14_6 (5g° 91%) °

'"H NMR (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) -

9.1£25°C FAN, FaMg (3.96 g » 165 mmol) &I, (1 mg)AfE/KTHF
(20 mL) 5 2 BSTREE RN (12.5 g > 82.7 mmol)jAfE/KTHF (63 mL)
FAR BRASUREFEL65C B2 - REWEFEANT—
W EE o f£0°C TN, FAIN-4-14 6 (5 g 15.1 mmol)AfEKTHF (50
mL) 2 IR — MR DR ERREE(83.0 mL » 1 MRTHFH) « {5157 fiE
BEVFIRZELIST BBFEUNE - (=) K ER &Y R IINH,Cl 6850 7K78 8]
(100 mL) - FHEtOAc (3 x 100 mL)ZHUKAH - &0 25 1 HH FH s e 7K (2
x 200 mL)%EHk - &84 /KNa, SO - 8 H HZ22 R4 - BFIHEY - M
EVIFE M B E(0-20% EtOAC/PE)H{L - FF| 2 [E S 2 N-4-14_7 (2.5
g N&h) -

'H NMR (400 MHz, CDCl;) § 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 £25°C N rIDMP (10.5 g 24.8 mmol)/Afl=N-4-14 7 (2.5 g~
6.20 mmol) 2DCM (40 mL) - {f X R & RZE40°C BB h - f£pH
728 HAKRF10C N HANaHCO: 8 /KB IR F I IEREY) - BIERITIR -
7y IR R < DCMAE H FINaHCO;/Na,S,0: 88 FI /K&K (1:1 » 2 x 30 mL)

26 276 H(EEHRAE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

Jek o aOF 2 AAE R /K(2 < 30 mL)JE#R > £&ENa,SO.828k - I8
HEZRYG - SEIERE - Ber?#E M 2885(0-30% EtOAC/PE)4{E » 1§
F| 2 EfEN-4-14 70 (1.5 g 60%) o

'H NMR (400 MHz, CDCl,) & 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 4£25°C F[a/N-4-14_70 (1.5 g » 3.74)}AMeOH (10 mL)H = %%

Z1eNINaBH, (1.42 g > 37.4 mmol) - HEFE2/NEF o IR H07K7K(100 mL)
HEARESGY30 min - FDCM (2 = 20 mL)ZHUKA « & 6F Z AR AH A 6
FIEAZK(2 x 20 mL)5EMF - 487K Na, SO, 52k - 88 H K22 R 48 DUE S [
BS o RERVIFS WY B &M (PE/EtOAc = 8/125/1)4i1{L » 55 2 &8 2 N-
4-14_7 (1 g, 67%) -

'H NMR (400 MHz, CDCl;) & 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 & {51:Rt=4.644 min - H f£10 minf& §T & & {2 Rt=5.240
min * AD 3 EtOH DEA 5 40 25ML (" % #¥ : Chiralpak AD-3
150x4.6mm 1.D. > 3um 284 : A1 CO2 B : A[E(0.05% DEA) » f£E :
£S5 minAB 5% %240% H ££3540% 2.5 min > fE#EB &5%FF482.5 min »
Gk 2.5 mL/min c BHORE 1 35°C ) e

12.N-4-14.7 (1 g-2.48 mmoh)E MSFC (% £ :AD
(250mmx>30mm - 5um) - {4 0.1% NH;H,O ETOH > Fg4A : B £ 40% -

GRB 1 40%)4(E > 15280 (B{E2 - 300 mg > A40) K EFEHE. 283 (IEH
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15250 mg A4 £82C FERI/NEK > EMeCN (4 mL)FH 45 & 80
(300 mg » A4h) - HEFFAVESY 2AI225TC - FEZE MVBEERTYR &
F| 2 E 80 (150 mg > 15%) - f£82°C FEA1 /NBF > HMeCN (3 mL)
456483 (250 mg > A 4h) - FIBHAVESY 2AI225C - fEEZE T iE)E
IR B EFERE 83 (150 mg » 15%) »

83 :

'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) ©

1£2.0 minfEH7F > LCMS Rt=1.268 min » 30-90 AB > £i/Z100% -
C,7H4, [M+H-2H,0] > MS ESIEFE{E367 » HER{E367 -

1£10 min T =a » SFC Rt=4.609 min
AD 3 EtOH DEA 5 40 25ML > 100%de ©

80 :

'H NMR (400 MHz, CDCl;) § 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) -

£2.0 minfg€ M & > LCMS Rt=1.276 min > 30-90 AB > &fiE99% >
C,7H4, [M+H-2H,0] > MS ESIEFE{E367 » HER{E367 -

1£10 min T =a » SFC Rt=5.236 min
AD 3 EtOH DEA 5 40 25ML > 100%de ©

13. fEAr T~ [=80 (150 mg » 0.372 mmol)JATHF (3 mL) & MeOH (3

mL)F 2 RN INEEKPA(OH), (200 mg) - ¥ F R A ZE /R H A HF#E
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= < {E50C T HHa (50 psi) MRFEEEY)12 h - FRIBEBITER - [E
REVEHEE L BEIE HHDCM (3 < 50 mL)%&ik - A2 R4ERIKEERE
Rk Y - BRer A& A BB @A (PE/EtOAc = 8/1 &£5/1)4i{t - BF| [
BE 74 (20 mg > 13%) -

'"H NMR (400 MHz, CDCl;) & 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) -

£2.0 minfE€ M > LCMS Rt=1.333 min > 30-90 AB > &fiE99% >
C,7H4s [M+H-2H,0] 2 MS ESIEFE{E369 » HEH{E369 o
B 175 : (3S,85,9S,10R,13S,14S,17R)-17-((2S,3S)-3-¥ £k:-6-F £ gE-2-
£)-3,10,13-= B #:-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ M0 &-1H-3B &
[a]3E-3-B2(75) Z &k
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Bng/\)\
—>

THF

15-3a S$-500-2-9_1

SFC

1.]515_3a (1 g > 2.88 mmol)/ADCM (10 mL)d 2~ & & /& JIDMP
(2.44 g 5.76 mmol) - 1% » {E25C MR LIEY10 min - K JEEEY)
# IR IINaHCO5 88 A1 /K78 /(20 mL) FeNa, S, 058 M 7K 7 /(20 mL)7
0 FIDCM (2x50 mL)=2HY - & 0f 2 A /g FINaHCO; 88 F1 /K 5% (3
50 mL) R EE/K(50 mL) 0§ » & Na,SO,EZNE » )8 H H 22 By - 55| 2 [F
#5.2S-500-2-9_1 (1 g > HED) -

'"H NMR (400 MHz, CDCl;) & 9.57 (br. s, 1H), 5.35-5.25 (m, 1H),
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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) -

24E60°C T 8 #F #4641 mg > 264 mmol) I, (33.5 mg - 0.132
mmol) ZE&Y) » HIAN, TR MR IMELER Q2 g0 13.2 mmo)?
THF (20 mL)H 28K - % > FE60°C THRERIEREY] h - KIERE
Y B R E R ICEDR AL R M TR A 4L » fE0°C T AN, T [A1S-500-
2-9 1 (1 g>2.90 mmo)JATHF (10 mL)H 7 A RN MRAN AR © Ik
% 25C TEERIERSY h o KIEESYIAIINH,CIEE A A S K (50

mL) > FIEtOAc (2 x 50 mL)ZEHY » FEE/K(50 mL)ZEE » £8Na,S0, 8
e BEHEZRY  BEMHEY - HEYFE MW B EH(EtOAc/ PE =
/&) #AL - 1S 2 [ERS 2 A 4S-500-2-9_2 (560 mg) -

'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, 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) o

3.8-500-2-9 2 (560 mg)f& MSFC (& fE£ : Chiralcel OD-3
150x4.6mm 1.D. > 3um FZ&fH : A : CO2 B : ZfE(0.05% DEA) » BEFE :
1£5 minAB 5% ZE40% H (£5540% 2.5 min > BEEB&5%FF482.5 min >

SR 1 2.5 mL/min > EHORE  35C)4i(E - FEIEEEE 2 A 430 (160

55 281 H(EHIEHE)
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mg) f £ EHG 275 (265 mg » 47%) -

75 :

'H NMR (400 MHz, CDCl;) & 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) -

£1.5 minf@ 7 > LCMS Rt=1.162 min > 5-95 AB > % £99% >
C,sHus[M+H-2H,0]" > MS ESIE+E {5381 » HFEH{E 381 -

E 76 : (3S,55,8R,9S,108,13S,14S,17R)-3-Z E:-17-((S)-1-(1-REBH
BH)ZHE)-10,13-“HEAANR-1H-B K [a]|FE-3-BH(76) Z B

55 282 H(BEHIHHE)
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Mel,K,CO;
—_—
DMF

EtMgBr, Ti("PrO),

76

1.[=/N-8-7_1 (500 mg > 1.38 mmol)®MeCN (30 mL)F 7 5K AN
NaClO; (374 mg > 4.14 mmol) > TEMPO (645 mg ° 4.14 mmol) &zNaClO
(10 mL » 10%F27KH) « /£50C MEHIE S48/ 2 1% - HIRE RS - 75
AR EESR > HADCM (5 mL)RJE - {52] EE 48 2 N-8-26_1 (180
mg * 34%) °

'"H NMR (400 MHz, MeOD) § 2.30-2.20 (m, 1H), 1.98-1.91
(m,1H), 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) -

2.7N-8-26_1 (180 mg » 0.477 mmol)JADMF (5 mL)th 7 787 A0
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K,CO;5 (328 mg s 2.38 mmol) f&zMel (686 mg > 4.77 mmol) - {£20C T &
PE16/NBF 2 1% > FI50% NH,Cl (20 mL)Z W R &% H FHEtOAc (3 x 10
mL)ZEHL - &0 2 AWHEBLICT 3% 7KH - 30 mL)ZE#E - & NaySO,.4z
e > E)E 0 JE4E H#Efcombi-flash (0-10% EtOAc/PE)4i(L @ 55 £ [& g
2 N-8-26_2 (160 mg > 86%) -

'H NMR (400 MHz, CDCl;) & 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) o

3.4£20°C F[aIN-8-26_2 (80 mg > 0.204 mmol)JATHF (2 mL)H >~ %
RONIITI(1-PrO)y (57.9 mg » 0.204 mmol) ZEtMgBr (0.204 mL - 3 M~
Et,0 > 0.612 mmol) - £20C N 3058 2% > FANH,C1 (30 mL)&gF1
BIRARNIEREY) > HAEtOAc (3 < 20 mL)ZH - & Z A& A8
7K(50 mL)ZEHk » &Na,SOL82 e » e H A2 REEEIHEY - HiE5Hmw
BETE(0-10% EtOAc/ PE)4(L - BFIZEAE 276 (16 mg > 20%) -

'H NMR (400 MHz, CDCl;) & 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) -

f£2.0 minf& #t &7 > LCMS Rt=1.184 min > 30-90AB E - 4% /&
100% » C6Hyi [M+H]" 2 MS ESIEFE {5353 » EFER{H353 ©
5 %77 : (35,85,9S,10R,13S,14S,17R)-3-Z, E-17-((28,35)-3- £:-6-H

E pE-2-%5)-10,13-— H £:-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ VU £ -
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TH-B%[a]3E-3-B(TT) Z & /K
OH

HO S-200-INT_5E

77

1.£60°C NeMg (4.35 g > 179 mmol) &1, (20 mg)}ATHF (2 mL)H
ZRRF B AII-R-3-HE T HE(11.7 g - 78 mmol) JATHF (8 mL)H
B - AE60C THRHEEY /NG - AITHF (10 mL)#FEE &Y H ERE(E
R o 7£0°C FHN, T [AS-200-INT_SE (1.0 g » 2.78 mmol)JATHF (5 mL)
Hr VS RO I e B Y 2 AR (B $E(19.5 mL > 3.9 MJATHFH » 76
mmol) - f£0°C NTEFREEY /NG « [RDEEYIARIINHLCL (20 mL - #EA]
KB - FHEtOAc (2 < 30 mL)ZFUR &) - & 6f 2 A 1HAH HE /K100
mL)5E ok > & Na,SO.Hz 8 - B2 845 » #HIYB(PE/EtOAc=20/1410/1)
i{t > HECH;CN (10 mL)H4 5 » FEIE[ERR 77 (255 mg » 21%) ©

'"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, 3H) ©
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1£2.0 minJE#FH » LCMS Rt=1.306 min > 30-90 AB > &iEF100% -
CaoH4oO [M+H-H,0]" > MS ESIZFE{E413 » EER{E413
B 178 : (35,5S,8R,9S,108,13S,14S,17R)-17-((1S,2S)-1-38 |k H-1-K &
P-2-5)-3-Z.-10,13- ZHE+ R E-1H-B K [a] FE-3-B(78) Z &K

1. [N-8-15_2 (240 mg - 0.559 mmol)jAMeOH (3 mL) & THF (2
mL)d 7 SRS INaBH, (550 mg » 14.5 mmol) « {£15C THEEESY)
0.5 h o J{RiINSE—H#tZK 2 NaBH, (550 mg » 14.5 mmol) - FFIEREK ERS
PIVINEY - RIREREPIAIN7K(S mL) - AHEtOAc (2 < 10 mL) TR
av - a2 AHEEHE/KA0 mL)JEN - £&Na,SO,H21% - B8 HIRYE -
eV FE R PA 25 55 (0-5% EtOAC/PE)EI(L » HEIE@E A2 258 (7 mg
5%) > H78 (50 mg - A&H)FEHPIZIE(0-5% EtOAC/PE)E— B 4L &
FIZEHAE 278 (17 mg > 12%) -

78 :

'"H NMR (400 MHz, CDCl;) 6 3.38-3.47 (m, 1H), 2.01-1.82 (m,
20 286 H(ZEIHRIAE)
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4H), 1.71-1.53 (m, 11H), 1.53-1.48 (m, 4H), 1.48-1.30 (m, SH), 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)

#£2 min/E 47§ > LCMS Rt=1.358 min » 30-90AB_7MIN E » &fi &
100% > CyoHys [M+H-2H,0]" > MS ESIZFE(E395 » EER{H395 -

#£10 minf@H#7 & > HPLC Rt=6.093 min > 50-100AB 10 MIN.M - 4fi
RE98% o
2 79 : (1R,3S,4S)-4-((3S,5S,8R,9S,10S,13S,14S,17R)-3-§% £:-10,13-
“HEI-CERE)TAK-1H-B K [a|FE-17-F)-1-F E K Ee-1,3- B
(79 ZEK

79
79 SRR E FI13 5

79 :

'"H NMR (400 MHz, CDCl;) & 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) -

#£2 min/E 47§ > LCMS Rt=1.298 min > 10-80AB 2MIN E » &fi &

96.7% » C3;H4sF;0;Na [M+Na] > MS ESIEFE{E545 » HER{ES45 -
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1772331

1£10 min T =a » SFC Rt=1.483 min » I1C-
3 MeOH(DEA) 40 2.5ML > 100%de -

13 :

'"H NMR (400 MHz, CDCl;) & 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,
SH), 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) «

£2 minfg 9§ » LCMS Rt=1.309 min > 10-80AB 2MIN E - 4fi[&
100% » Cs,HysF;05Na [M+Na]* > MS ESIZEi{545 » BER{E 545 -

1E5 min T =a » SFC Rt=1.683 min » I1C-
3 MeOH(DEA) 40 2.5ML - 98.94%de -

1r8 min T =a » SFC Rt=4.785 min
AD MEOH(DEA) 5 40 2,8ML _8MIN » 94.03%de -

2 180 : (3S,8R,9S,10R,138,14S,17R)-17-((25,3S)-3-1% £k-6-F & BE-2-
£)-3,13-— E £-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ V0 -1 H-3& /% a]
JE-3-BE(80) Z BB
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1772331

1)SFC
)4l

1. N-4-14 7 (1 g>2.48 mmol)# [HSFC (& #f :AD
(250mmx>30mm - 5um) - {4 0.1% NH;H,O ETOH > g4 : B 1 40% -
GETRB : 40%) %L - FF[80 (E{H2 > 300 mg - &) f 2 [EHE 283 (I&(E
15250 mg > “R&h) o f£82C T EIJRI/NEE > EMeCN (4 mL)FH 4 78
(300 mg » A4h) - HEFFAVESY 281225C - FEZEFBEIERTER &
F|Z2E 80 (150 mg > 15%) - {£82°C FEIJR1 /NiF » EMeCN (3 mL)
P65 583 (250 mg » &) - FHIBHIVEEYSAI£25C - FEZEF IR
R FEIEEHE 283 (150 mg > 15%) »

80 :

'H NMR (400 MHz, CDCl;3) & 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) -

£2.0 minfg€ M & > LCMS Rt=1.276 min > 30-90 AB > &fiE99% >

C,-H4, [M+H-2H,0] > MS ESIEFE{E367 » HER{E367 -
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1£10 min T =a » SFC Rt=5.236 min
AD 3 EtOH DEA 5 40 25ML » 100%de -
B I8l : (35,85,95,10R,13S,14S,17R)-3-Z, %-10,13-— H E-17-
((28,38)-4,4,4-= &-3-R T -2-%)-2,3,4,7,8,9,10,11,12,13,14,15,16,17-~
@ﬁ-lﬂ-fﬁ)ﬁ[aﬁﬁ-&@(g?Zé)ﬂZ

$-500-6-1_2

1. S-500-6-1_2 (350 mg)$E {HSFC (& £ : AD (250mmx30mm -
5um) » & 4+ 1 0.1% NH;.H,O EtOH- > & & :35%%£35% > i %
(mL/min) : 60 mL/min > 25C)4i{E > 5 %81 (E&{E1 > 130 mg > 37%) &
EHEMER 265 (IEfH2 - 180 mg » 52%) -

81 :

'H NMR (400 MHz, CDCI3) § 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) o
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£2.0 min/@#79& > LCMS Rt=1.220 min > 30-90 AB > &@ifE100% -
C,sH;5F;0 [M+H-H,0]" 2 MS ESI:tE{H411 » FE{E411 -

1£10 min fr & » SFC__EllE {H1:Rt=4.561 min
AD 3 EtOH DEA 5 40 25ML ( " & #F : Chiralpak AD-3 150x4.6mm
I.D. > 3um #EHE 1 A1 CO2 B : ZfE(0.05% DEA) > #£FE : 4£5 min/B
5% %240%H £+540% 2.5 min > [BEBRES%FF 2.5 min » i 2.5

mL/min > EF)EE 35T ;) > 100%de °

2 82 : (3S,5R,8R,9R » 10S,13S,14S,17R)-3-7, £-17-((2S,3S)-3- 5% k-
6-EHELFE-2-5)- 13- E+ A& -1H- B K[| FE-3-BE(82) 2 &K

OH

Pd/C, H,
—,;

MeOH/THF
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1772331

1. fEAr N[44 (200 mg > 0.480 mmol)¥MeOH/THF (10 mL/10 mL)
T 2RI IIPA/C (JEIK > 200 mg) o RIF IR A ZE R R B AHIF#E=
K o FES0C THYH, (50 psi) MRFFIRGY48/NE » REBEBIER - IE
REVIEHEYE @ E HAHTHE (100 mL)5EIF < REEREK > F5 2 E
pa 28 (30 mg > 15%) R E[EFE 82 (30 mg > 15%) ©

82 :

'H NMR (400MHz, CDCI3) & 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 (s, 3H) -

£2 minfE #t & > LCMS Rt=1.348 min > 30-90AB > % FE100% >
C,sHy7 [M+H-2H,0] > MS ESIE+E (& 383 » EHER{H383 o
2 $183 : (3S,8R,9S,10R,13S,14S,17R)-17-((2S,3R)-3-¥% £t:-6-FH £ g5-2-
)-3,13-— B %:-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ PO & -1 H-38 | % [a]
JE-3-BE(83)Z &K
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1772331

1)SFC
ik

I.N-4-14 7 (1 g-248 mmol)EE [MSFC (& #t :AD
(250mmx>30mm - 5um) - {4 0.1% NH;H,O ETOH > Fg4A : B £ 40% -
GHAB 1 40%) 4L > 1580 (IE{H2 - 300 mg » F4H) K 2 [EfG 283 (IEE
1250 mg > A &) #£82°C T [EIRI/NEK - EMeCN (4 mL)H &5 &8
(300 mg - A&H) - FHEHAVEESY) 281 225C - EREZE NEREBFR 1§
FIEFEHE 280 (150 mg > 15%) - #£82°C TN[E[fil h » HMeCN (3 mL)FH&E
fh83 (250 mg - A4 - KIBFEHVEEY A8 E25C - fEHEZE TRERZF
K BRI EERE 283 (150 mg > 15%) -

83 :

'"H NMR (400 MHz, CDCl;) § 5.41-5.39 (m, 1H), 3.62-3.60 (m,
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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) °

1£2.0 minfEH7F > LCMS Rt=1.268 min » 30-90 AB > £i/Z100% -
C,7H4, [M+H-2H,0] > MS ESIEFE{E367 » HER{E367 -

1£10 min T =a » SFC Rt=4.609 min

AD 3 EtOH DEA 5 40 25ML > 100%de ©

584 : (3S,5S,8R,9S,108,13S,14S,17R)-17-((2S,3R)-4-B& R E-3- T -
2-%)-3-Z.8-10,13- Z“HE T XNE-1H-B K [a] FE-3-FE(84) Z &K

OH

Pd(OH),
—_—
MeQOH

1.1A]32 (80 mg » 0.18 mmol)AMeOH (20 mL)d &% K 1Pd(OH),
(160 mg » fiE7K) « 7E50°C FJYH2 (50 Psi) MRFIREGYI48/NEF - JRAPEK

i - E 45 H #2 fcombi-flash (0-15% EtOAc/PE)4i{L > 15 F[67 (10
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mg > 12%) X EEHE 284 (30 mg > 37%) -

84 :

'"H NMR (400 MHz, CDCl;) & 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) -

£2.0 minfg #7 & > LCMS Rt=1.518 min > 30-90AB E - & &
100% » CsoHyo [M+H-H,0]" > MS ESIZHE{E409 - EE 409
BI85 : (3S,55,8R,95,108,13S,14S,17R)-17-((2S,3R)-3- 3R E:- 6- FF L i -
2-%)-10,13-:EF'%-T’-(Eﬁ;EF'%)‘I“?iﬁ-1H-1§Jﬁ[a]3§-3-@(35)2é1ﬁ

1.4£15°C F¥NaBH, (0.96 g 25.4 mmol):Z {5 /RINZEN-4-1_8 (0.6
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g 1.27 mmo)JATHF (10 mL) & MeOH (5 mL)f 78K - f£15C 18
BESE 447130 min o [5R-S YR AINHLCL (50 ml > 10%) « FIEtOAc (2 x 50
mL)ZEHFUREY) - Gt AHEIE & Na,SO 470 » g HEZ= B > H#Em
PAZE$5(0-15% EtOAc/PE)4i{L » B F| AR 4142585 - f£15C FEHMeCN (10
mL);R2 242 HE B2 R el - B EE[EH8 242 (153 mg > 25%) - 8585
PJ 25 35 (0-15% EtOAc/PE)&AL DA MR » FIMeCN (5 mL) K 7K(5
mL)EE IR Z HARY) - BZERYE > BEIEEEE 285 (70 mg » 12%) ©

85 :

'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) -

£2.0 minfg ft & > LCMS Rt=1.343 min > 30-90 AB E - 4f &
100% > CagHaF3O [M+H-H,0]" MS ESISFE & 455 » BFER{E455 -

{£10.0 minfg # & > HPLC Rt=5.14 min > 50-100 AB E » & f&
98.56% -

25 %86 : (3S,55,8R,9S,108,13S,14S,17R)-3-7, E-17-((15,25)-1-58 £-1-
(WU -2 H-IK F5-4-55) Y -2-2%)-10,13-= B & + N &-1H-3 [K[a]JE-3- B
(86) Z &K
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N-8-17_2 86

1.F£70°C M[aIMg (486 mg > 20 mmol) &I, (1 mg) Z & &) &R0
4-F VUG -2H-0RIFE (1.2 g > 10 mmol)JATHF (5 mL)F 2 &K « 4£50°C T2
FORGY0.5 h > FITHF (5 mL)#ffE H EH A - f£0°C TN, FR(EE-
2H-IR 1F-4- ) & b #:(4.14 mL » 1 MJRTHF )2 75 /% 77 il & N-8-7_1
(500 mg > 1.38 mmol) > THF (5 mL) o {£15°C THEHE ST 18/ - B
BIAINHLCI (5 mL)FR R EREY) - HFEtOAc (2 x 10 mL)ZERFIER
G - a2 AERE R EK(G mL)EHE - &Na,SOLE2 8 - B8 AR -
B ER W) 88 PO 2K B8 (0-15% EtOAC/PE)AL (L - 15 3] 2 & 4% ZN-8-17_1
(350mg > 57%) °
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'H NMR (400 MHz, CDCl;) & 4.08-3.91 (m, 2H), 3.43-3.31 (m,
2H), 3.31-3.25 (m, 1H), 1.98-1.91 (m, 2H), 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) -

2.]5/N-8-17_1 (300 mg > 0.671 mmol)}ADCM (5 mL)H 7 75K iR 0
DMP (0.852 g+2.01 mmol)~ f£15°C T # #10 min> 7% - FJ & A0
NaHCO3 (20 mL)ZF R EEGYEE 2K ZpHEZE BRI KIE - B8
BEY - s7EEDCMIE - HADCM (2 x 20 mL)ZEHUKAME - &6f Z A A
FINa,S,0; 81 F1 7K 75 & (3 x 20 mL) ~ 4 f1NaHCO3 (20 mL) ~ BE /K (50
mL)% - &Na,SO.82 B - 5 )8 > 8 45 H #% Hcombi-flash (0-30%
EtOAc/PE)4li (L > 5% 2 [E#2 2 N-8-17_3 (200 mg) -

'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) -

3.460°C FEIN-8-17_3 (200 mg » 0.449 mmol)JATHF (5 mL)F &
SR HIILIAIH4 (50.9 mg » 1.34 mmol) » fE15°C T##£0.5 h 218 » FK
(3 mL)ZFERK ER &Y > HFEtOAc (2 x 10 mL)ZEH » &6t~ At%/E A
BE/K(10 mL)%E Mk » &&Na,SO4EZ 18 - B8 HOBYE - IRer W hPa & B (0-
5% EtOAc/PE)4li{L > BF| E[E 8886 (23mg > 11%) -

'H NMR (400 MHz, CDCl;) & 4.08-3.91 (m, 2H), 3.41-3.31 (m,
2H), 3.31-3.22(m, 1H), 2.01-1.79 (m, 3H), 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) -
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157 minfEM & > LCMS Rt=4.832 min > 30-90AB 7MIN E » &fi &
100% » CyoH,O [M+H-2H,0]" > MS ESIZFE{E411 » EE{EA41I -

£10 minfZ2#7 9 » HPLC Rt=6.338 min » 30-90AB 1.2 mL e. Met >
100%4HE -
= #1187 : (3S,5R,8R,9S,10S,13S,14S,17R)-17-((2S,3R)-4-(4,4-_H E IR
T 83 T-2-2)-3-Z 2-10,13-= B & + 7 8- 1H-T8 [ [a] JE-3-BE(87)
ZERK

Pd{CH),, H»
—_—
MeOH

1.[512 (100 mg > 0.206 mmol)/*MeOH (20 mL)¥ 2~ & /& 7 I
Pd(OH), (150 mg » f&7K) « 7E50°C T H, (50 Psi) MEFEE S48/ N\EF o
BREYEENE - R4 H#E M combi-flash (0-15% EtOAc/PE)4{L » BFIZ
EEE > 87 (12 mg » 12%) %20 (11 mg > 11%) o

87 :

26 299 H(EEHRIAE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

'H NMR (400 MHz, CDCl;) & 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) -

£2.0 minfg Ht & > LCMS Rt=1.734 min > 30-90AB E - 4f &
100% » C33Hss [M+H-2H,0] > MS ESIZtE{H451 » EEi{E451 -

88 : (35,55,8R,9R,108,13S,14S,17R)-17-((2S,3R)-3- 1R EL-6- B EL Bi -

2-5)-3,13-“HET AR -1H-BR K [a]FE-3-B2(88) Z &K

OH

Pd(OH),
— =

THF/MeOH

83

1 AT~ @83 (150 mg > 0.372 mmol)}®MeOH (3 mL)&ETHF (3
mL) 2 E R R JIPA(OH), (200 mg) ° 8% R EZE M R H HH # (=
K o FESOC THYH, (50 psi) MEFIESY2 h» FEEGRTER - KIER
Yy E LB E HADCM (3 x 50 mL)JEilk - 2= R4 R A 7
RURY - BRERYIFE Y B2 @ T (PE/EtOAC=8/1 &5/ )%t - 1FE 288
88 (18 mg > 12%) o

'"H NMR (400 MHz, CDCl;) § 3.62-3.59 (m, 1H), 1.97-1.81 (m,
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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) -
1.317 minfgfrF > LCMS Rt=2.0 min > 30-90 AB > 4fi[E99% -

C,7H4s [M+H-2H,0] 2 MS ESIEFE{E369 » HEH{E369 o

£ 5189 : (3S,5S,8R,95,108,13S,14S,17R)-3-7, F:-17-((18,28)-1-§% -1-
(EE-3-2) N -2-5)-10,13- “ HE+ X E-1H-B X [a]JE-3-BE(89) Z &K

OH

1.N-8-19 1 (3340) (100 mg > 0.227 mmol)#% HSFC (& &£ : AD
(250mm~=30mm > 5um) © ff E :50-50% B (A=0.05% NH3/H20 >
B=MeOH) - i # : 80 mL/min)5y 8 » {527 (E{E1 > 57 mg > 57%) R E
[E#S < 89 (IEfH2 - 8 mg » 8%) °

3 minfE@f7 > SFCIE{E]1 : Rt=1.798 min HI&{E2 Rt=1.985 min -
55 301 H(ZHHHD)
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AD-H 3UM 4 5 40 4ML ( " Chiralpak AD-3 50x4.6mm I.D. > 3um %
M A:CO,> B: BENEE(0.05% DEA) » #FE : £1.4 minABBE5%%E
40%H {f H40% 1.05 min > [E £BA5%F 450.35 min > J§ # : 4
mL/min » EHEE 1 40°C ) °

8 L 4B RE TH X 4R fm RS o T A TERT. -
2 #1190 : (3S,5S,8R,9S,108,13S,14S,17R)-17-((1R,2S)-1-38 7§ - 1- R &

A-2-5)-3-Z.5-10,13- " REFANG-1H-BR K [a] FE-3- B (90) 2 &L
O]

OH

1.[(N-8-13 2 (140 mg > 0.347 mmol)AMeOH (1 mL)&THF (1
mL)§ KRB Loy $# NI AR NaBH, (1.18 g » 17.4 mmol) - f£15C
BIEEY30578E - FEAINHLCL (50 mL)ZRCEEY) - HAEtOAC (3 %
20 mL)ZEHY - &6 2 A H#AH & Na,SO,8Z 1 » 3B IE » B4 H # ficombi-
flash (25% EtOAc/PE)4fi{E » B EEFE 10 (26 mg » 19%) K EEIFE
90 (12 mg > 9%) -

90 :

'H NMR (400 MHz, CDCl;) & 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-
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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) o

#£7.0 minf@#r > LCMS Rt=3.796 min » 30-90AB_7MIN E - 4l
100% » C,7Hy; [M+H-2H,0]" > MS ESIZHE(E367 » EE{H367 -

#£30 minf@H#r £ > HPLC Rt= 13.689 min > 70-90AB 1 30MIN.M >
HiE9I8% o
£ 91 : (3S,5S,8R,9S,108,13S,14S,17R)-17-((2S,3S)-3-8% T -2-£)-10,13-
ZHE--(CEPE) AR 1H-B R ([a]FE-3- O Z &K

OH

91 2GR iE N E 1359 -

91 :

'"H NMR (400 MHz, CDCl;) & 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) °

#£2.0 min/E #7 1 > LCMS Rt= 1.155 min > 30-90 AB E » 4 &
100% > Cy,H;4F;0 [M+H-H,0]" > MS ESIZFE{£399 » BE{%399 -

#£10.0 min/E #7 & » HPLC Rt= 5.23 min > 30-90 AB E » 4 &
98.88% » d.e. 100% o

g H92 : (3S,5R,8R,9S,108,13S,14S,17R)-17-((2S,3S)-3- 3R £ -6-F £ g5 -
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1772331

2-%)-3,10,13-=ZHE+A&-1H-BK[a]FE-3-BF(92) Z T &
OH

1.[5/N-4-16_1 (1.00 g > 2.86 mmol)/ADCM (20 mL)H 2 B RN
DMP (2.42 g » 5.72 mmol) « }t& - fE15°C MEFERIEYI10 min - 5] ZfE
REV)AIINaHCO3 g M 7K /AR (20 mL) Kz Na,S,0; 8 F17K &K (20 mL) »
EERDCM (2 x 20 mL)ZHY - &4f 2 A JE A NaHCO; 8 FIZ/KE R (3
60 mL) & EE/K(60 mL)ZENE » & Na,SO,EZ 1 » 488 H H 22 TR » 55| [E
B o FRERVIEE Y R @ HT(PE/EtOACc=0% % 30%) 4 L > 5% £ [E 5% >~ N-
4-16_2 (800 mg > 81%) °

'"H NMR (400 MHz, CDCl3) & 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) ©

2.4E25°C TN, T [m) 2 % BB (B $£(4.32 mL - 2 MYt > 8.65
mmol) 25 R TR ITE2N-4-16_2 (300 mg > 0.86 mmol) 2 THF (10 mL) -
FE25°C TR G058 - FEHMEEMNH,CL (10 mL) & AHG * 10
mL) 2B ZBE 2 HL - A% K (20 mL)ZEk - £ENa, SO,z ke H & -
HZE R4 R M PIZ235(0-15% EtOAC/PE)&l(L - 15 3] 2 E#8 ZN-4-16
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1772331

(200 mg > A4 > HAE25C FiMeCN (10 mL)HR M > (22 2 [E #8292
(141 mg » 70%) -

'H NMR (400 MHz, CDCl;) & 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) o

£2 minfgMr4 > LCMS Rt= 1.367 min > 30-90AB 2MIN E - 4i[&
100% » C3Hy7 [M+H-2H,0] > MS ESIZt & 383 » EEH{E383 -

B H93 : (35,5S5,8R,95,10S,13S,14S,17R)-3-Z, F-17-((2S,3R)-3-FK AL -4-
FET -2-5)-10,13-“HETANG-1H-BR K [a]FE-3-BE(93) 2 &L
OH

G

HPLC
é

93 32

26 305 H(EEHRIEE)
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1772331

1. N-6-55N-6-6 (190 mg - 0.420 mmol) 2 B & M8 {HERIHPLC
(& © YMC-Actus Triart C18 100x30mmx5um ; f&¢ : 7K(0.05% HCI)-
ACN ; B 1 90-100% B 5 Jisf : 25 mL/min)%r 8k » 55 2 E 593 (56
mg > 30%) R EEFE 232 (12 mg » 6%) °

93 :

'H NMR (400 MHz, CDCl;) & 7.34-7.28 (m, 2H), 7.25-7.18 (m,
3H), 3.95-3.86 (m, 1H), 2.87-2.75 (m, 1H), 2.69-2.58 (m, 1H), 2.01-1.91
(m, 1H), 1.90-1.79 (m, 1H), 1.69-1.58 (m, 4H), 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) -

1£2.0 minfE#f79+ » LCMS Rt= 1.334 min > 30-90AB > 4ifE100% >
C;1H4s0,Na [M+Na]" > MS ESIE+E {5475 » EER{E475 -

B[94 : (3S,5R,8R,9S,108,13S,14S,17R)-17-((2S,3S)-4-3B R E-3-& T -
2-%)-3-2%-10,13-:EF'%H—F?‘iﬁ-IH-lﬁJJZ[a]3E-3-E$(94)Zé‘EZ
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1772331

Pd(OH),, H,
— >

MeOH

1.[E100 (150 mg > 0.338 mmol)AMeOH (20 mL)H > % & 7 A
Pd(OH), (300 mg » f&7K) - f£50°C FjtH, (50 psi) NRFHIE S48/ -
REYIEENE - R4 HFEHcombi-flash (0-15% EtOAc/PE)4i{L > 15594
(6 mg > 4%) K E[EFE 298 (46 mg > 30%) o

94 :

'"H NMR (400 MHz, CDCl;) & 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) «

£2.0 minfg 7 7 > LCMS Rt= 1.639 min - 30-90AB E - 4fi &
98.8% » CaoHyo [M+H-2H,0]" > MS ESIZFEI{E409 » B ERE409
B 195 © (35,8S,95,10R,13S,14S,17R)-3- (&, 5L F EE)-10,13- — FHEL-17-
((28,3R)-4,4,4- = £,-3-8 T -2-%£)-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+
PSR- 1H-BR K [a]FE-3-B2(95) Z B B
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N-004-029A
004-029 39 95

1. N-004-029A (0.45 g-1.01 mmol)E HSFC (& £t :AD
(250mmx>30mm > 5um) > {4 0.1% NH;H,O ETOH > 4B @ 30% » 48
B 1 30%) 4L - FEIEH ®aEEE 39 (PKL 120 mg » 26.7%) R EHE
[E4 > 95 (PK2 : 200 mg » 44.5%) -

95 :

'H NMR (400 MHz, CDCl,) § 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) -

£2 minfgfr4 > LCMS Rt= 1.103 min > 30-90AB 2MIN E » 4i[E
100% » CpeH34F50 [M-CHs0,]" > MS ESIZFEL (5395 » BFER{E395 o
B 196 : (3S,5R,8R,95,108,13S,14S,17R)-3-Z, E-17-((2S,3R)-3- 5 E:-6-
FHEEBE-2-55)-10,13- “HE+ AN G- 1H-BR K[| FE-3-BE(96) Z &K

26 308 H(EEHRIAE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

g6

OH

o S
\

1.552 (50 mg - 0.116 mmol)/™MeOH (10 mL)H 2~ J& & & fl
Pd(OH), (200 mg) - f£50°C FH, (50 Psi) NEFFIEEY) - RaW& B
J8 ~ JR %5 H#& ficombi-flash (0-10% EtOAc/PE)4E(L - 15 2] 2 E A 2 24
(15 mg > 30%) K £ [E#E.296 (1.2 mg > 3%) -

96 :

'"H NMR (400 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) -

#£2 minfg #7 §1 > LCMS tR= 1.326 min » 30-90AB_ELSD - &fi &£
100.0% > CyoHyo [M+H-2H,0] > MS ESIZHE(H397 » BFE#{E397 -

& 97 : (3S,5R,8R,9S,108,13S,14S,17R)-3,10,13-= B £-17-((2S,3S)-
4,4,4-=F-3-8 T -2-BE)+AR-1H-TR K [a]|FE-3-BE(9T) 2 & K
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1772331

N-004-017_3

1.[AIN-004-017_3 (100 mg > 0.19 mmol)JATHF (2 mL)EMeOH (1
mL) PARz 7K(1 mL) B 2 75 RGAR JIKOH (53.8 mg » 0.96 mmol) » :60C T
BHORSYI6/NE - KEOREYE A K20 mL)H HFEtOAc (2 x 40 mL)ZE
- G2 AREHEKGO mL)FHE - &ENaSO.dzkE - B8 AR < 72
ERPIRETPIZERE (0-15% EtOAC/PE)4IAL » REIZHEERE 297 (80 mg -
R&) 97 (80 mg > 0.19 mmol)EE IR I5(0-10% EtOAc/PE4i(L » &
F97 (60 mg > F&H) o fL0C THN2 T H97 (40 mg > 0.096 mmol) 2 H g
(3 mL)H 2 &K — MR INaBH, (10.8 mg > 0.28 mmol) - f£0°C T
BEYI30 min - FEEESP)EIA K10 mL) FFEFE20 min © FJEtOAc (3 x
10 mL)ZZHUKAE » & 6F 2 A AR KQ x 20 mL)ZE 0k » &Na,SO,57
e BB HIRGE - SEMHEY  ZHEYH S —HLRAY20 mg 497 &
fF - Eer P # m IR 55 (0-10% EtOAC/PE)I(E » R EI 2 0 A #: 297
(31 mg > 31%) -

"H NMR (400 MHz, CDCI3) & 4.11-3.96 (m, 1H), 2.18-2.11 (d, Ju

= 6.4 Hz, 1H), 2.02-1.77 (m, 5H), 1.68-1.57 (m, 3H), 1.49-1.24 (m,
2310 H(EEHRAE)
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1772331

11H), 1.23-1.19 (m, 5H), 1.18-1.01 (m, 7H), 0.96 (s, 3H), 0.67 (s, 3H) *
#£2 minfE#F T > LCMS Rt= 1.124 min > 30-90AB 2MIN E.M - 4fi

FE100% > CpyH3sF;0 [M+H-H,0]" > MS ESIZFE {5399 » EHE{E399 -

£ 598 : (3S,55,8R,9S,108,13S,14S,17R)-17-((2S,3S)-4-H8 R E-3- T -

2-%)-3-Z«§-10,13-:EF'%H-H‘(@-IH-%)%[31375-3-3?(93)2%52

Pd(OH),, Ho

MeQOH

1.[E100 (150 mg > 0.338 mmol)AMeOH (20 mL)H 2 % & 7 /i
Pd(OH), (300 mg » fE7K) o £50°C FHAH, (50 psi) FRHIE S48/ N -
REYIEENE - R4 HFEHcombi-flash (0-15% EtOAc/PE)4i{L > 15594
(6 mg > 4%) K E[EFE 298 (46 mg > 30%) o

98 :

'"H NMR (400 MHz, CDCl;) § 3.78-3.67 (m, 1H), 1.97-1.74 (m,

55 311 HEEHIEHE)

C208892A.docx

106135795 FH YR A0202 1073104297-0



1772331

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) o

#£2.0 minfg #7 & > LCMS Rt= 1.582 min > 30-90AB E » &fi &
100% » C30Hyo [M+H-2H,0]" > MS ESIZHE{E409 » FE{E409
£ 199 : (3S,5S,8R,9S,10S,135,14S,17R)-17-((2S,3S,E)-3-§& H-5-3 &
TR-4-¥%-2-2)-10,13- " HE-3-(ZHF E)+ A &K-1H-B X [a]FE-3- B (99)
ZER

NaBH,
THF, MeOH

1.££20°C F[EIN-003-005_1 (140 mg > 0.278 mmol)}*THF (2 mL)&

MeOH (1 mL)d 78R ZFfmiAaINaBH, (419 mg > 11.1 mmol) - f£20°C |

5 312 H(EHIEHE)
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1772331

BHESY10 min - fJ7K(20 mL) ENH,C1 (20 mL - &8F0)% 5 S HEY) -
FHEtOAc (50 mL)ZZ HUE &% - HZE R % A % /g H #& hprep-TLC
(PE/EtOAc=4/1)4i (b - 15 F[39 £ [E §8 ZN-003-005 (50 mg > F4i) 14
(50 mg) o

R 499 (50 mg)fE HSFC (f# 28 :SFC 1 #& & :0D
(250mmx>30mm - 5um) ; &4 © 0.1% NH;H,0O EtOH ; FH4EB : 40% ;5 4%
FB :40% ; Ji(mL/min) : 50 5 JEA - 60)4(ELUER A A MeCN (20
mL)H 2 [ERS H B2 R4 - BRI ZEEEE 299 (17 mg) -

99 :

'H NMR (400 MHz, CDCl;) & 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) -

F£2 minfEHr > LCMS Rt= 1.280 min > 30-90AB 2MIN E > 4fifE
98.5% > C31Hy,F30 [M+H-H,0] > MS ESIZ{E {5487 » EEn{E487 -

#£8 minfg 7 £ > HPLC Rt= 6.29 min > 30-90 AB 1.2ml > 100%
de.o
B #1100 : (3S,85,9S,10R,13S,14S,17R)-17-((2S,3S)-4-38 R £:-3-8& T -2-
)-3-7, #-10,13-— H %-2,3,4,7,8,9,10,11,12,13,14,15,16,17-+ VO £.-
1H-3R % [a]3E-3-BE(100) Z &K
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1772331

$-500-6-1_1 100

1. f£75°C M eMg (528 mg > 22.0 mmol) &I, (55.8 mg > 0.22 mmol)
FATHF (3 mL)d 2 f0% R E A INCR HE) B8 ¢ > 11.0 mmol)ji?
THF (11 mL)th 278 R « 4£75°C T RHIBEEY /N - ££15C T = RS-
500-6-1_1 (800mg > 2.23mmo),ATHF (30 mL) ™ 7 5K 18R NGBk £
HE)R(E#(11.1mL > 11.1mmol » 1 MRTHF 1) 28 &) - K12 1%
1E15°C T HESRE S NS « FEFINHLCL (40 mLYZ RSy - A A
EtOAc (3 * 20 mL)ZEHL - & 6F 2 H MM AEKQ « 30 mL)E# - &
Na,SO48Z 1 » 188 K E4E » H#EMcombi-flash (0-15% EtOAc/PE) 41 -
TR ZEARS 2100 (350 mg » 35%) -

'"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, SH), 0.98-0.88 (m, 4H), 0.87-0.81 (m, 3H), 0.69 (s, 3H)

H£7.0 minfg #r &= > LCMS Rt= 5.661 min > 30-90AB E - 4 £

100% » CyoHy[M+H-2H,0] > MS ESIZE {5407 » BEEA0T

5 314 H(EHIEHE)
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1772331

99
100 C D C D H

Bl T A FER1E100 nMZECso 5 "B fE/RARF100 nME £ 1
UMZECso ;" C, fE R RHY] uMZECso 5 "D #5715 #100% 2 Enax
"E | 5 R fE100%E1500% 7 5] BYEMax 5 ' F ) $5 7R K 2500% 2 Enpay
"G, FERAE10%H1-10% 2 [ H ELFE10% K -10%Hy B B fE % : " H, 45
AEFY-10% H KRR B0 7L -40%HY I ER % o H "1, FER (&L -40%HYT Y
SAER % -
HEeREH

e EEMNEE T > FRIFMELMIE RS EIMEE T XEMS R > &
AlFE " —(a/an) g K "#% o ZdE AR — R — o BRIEM RO FE R
G INe BN B B A SRS — K —(E =T A B B A
B~ ARG EEV B AT S INAG EEYI AR - AEEREAY —
K ERRE ZEEfE e, ZHEFAEE I im e - AEHE
EEAE TS —E B FAER ~ ARG EEY 7 A F s A A 5 2 4G
EEVBHAMBEZEHH - AFHETEZ IR —(#ERTA VB HK AT
£~ R E Y e )7 7 B BA LA 7 B4R TE E P B T A AR B 2 B e
{1 -

BEAN - A S BE 2 EL K B — B R AT HI B0 7 3 2 — B (il TR
Hll ~ BRI RS I A S — R R FRIFTAE Z(L - dHE K
HEFI » BB S - W B 55— 57 7 2 AR R0 5 F8 ] & B B AL RLFE A
FIBRT B[R] — B A fla 7 2 2 AT Ar] HeAth 352ty U5 28 o o] R — BB IR 1 - £
BRAMATY] - B0 25 E(+ (Markush) (R 23085 > I TREBER ST
o HAlHZEBREMER - RIS » EESE > (EARHEAZRHE L
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EEN RE ST ERR K/ EFEE > ARHECA ARG 2 K EHE
51 P JHE 2 B 2R R /R AR B B E R T BB A R R/ B R B - R
Z BHHY > FE A R B RS # DUEA 58 R AfE A S - IR R R > iR
"BE L & TER ) BRI A EFEETINERNT R - B
Hi[E Ry > BLFELGED o LN o BRIESSIMERESSANE BT SO — BT & HY
HAREIN 5 R > & RIFRoR Rysu B 2 E v A2 A S I 2 A [5) 8 5 (51 o 2% A AT L
#[E N AR EESRT#E - FRIELE T IR E - & RIS &
B IR Z B ALY 02— o

AHFERKSHEBAT ZHH -~ A ZHMHFE - T XERE
it AP - LLERT A B LS Z 3 0F AR« BERGFA L2523
FREIAGR NS Z @ 2E > AlfELUARRIAE B - 40 > REH B
5 BB MT 2 AE 4] r 8 B B () BT B R Y 5 HH ER S A S B o A — B TE
g o PRI Ry L 28 B e 1) 4 50 Ry i — A 0 flo & AT R0RY - ELaT&E kb > BIfER
A S o DR A S R A% HE PR o AN SR BH 2 AR ATy E E RO F] I E RN B
B scila T = ok - w2 S BRI pT Rl < FAEAE R -

A L TH 15 1M0 3 B 2 (6 S AR B Bl ST B BRE S i 2 A SR
R EE RO 5T 2 F ) o A SCAT I 2 A SR E i (] < #Els 0 AR
PRSP B EE - 12 E R E Q0BT I H a5 S5 R e [ T Fr A - — A ila & it
g o ATAER AR A0 DUTT B B M S B T E R L AN SR A NS i BB R 1B
SN EAER IHE AT ST MBI -
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1772331 1061357958 K 11 14F3 24 H
111F3A24 % E R

[ 2B EEE B A5

il
e

[55>kiHL ]
—faz(1-63) Z L&)

(1-63)

R B HU B AL B E

R2EBE ~ KHUECREHU R ~ &HULER AU URIBE - &K
AR EAR AR IR A ~ SEHUE R &8 AU 5 A 2 48 AR B AR 48 AY
AT A

ROEE - KEAEARKE AR - KA AL AREE - &
AR BRI IR A ~ (X HUE R 48 AU 5 A 2 48 AR B AR 48 HY
AT > 5

R* Fe R B H PR 482 2 bk R — R TR B B ECR &S I3 B 28 &
I ;

RYEROP 7 ZEHIUM B E ~ (EE-ORE » HPRE L FEHIA
SR AL Ci-Coli i > B4

R* KR8 At 82 2 b R - — e TP iR B

ROREFEIEH B E 5 AR

------ TN 0 H P cemmeerp 7 — S R REGRIS o S5 —2mooe-
REFE ARG s AHPE ==& B EEE > ROBEF -

P 1 HEEHP S EA )
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1061357954 AR1115E3 524

[772331
[55°kiH2]
WA KIHLZ b e L B2 a2 28 - Hp -

a. RVE RECHUA Z e
b. R' B &E AU 4

c. R!BAEHUA SR G C-Colest :
d. RUB-CH,ORA » H PRABLEH B F AL R C1-Cofitd ; B¢

e. RI%-CH3 > -CF3EZ-CH2CH3 °
A oKIH3 ]
WEFHERKHIB2 Z L&Y HE g [~z 288 » HA

a. R?BE A HU L 3R KL IEE
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