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EAZIERY; NIBE: "WE tert-5E o=,

el Z1AE 2ol Bt ehdstAl ofsld 4 XS shr] fAd, ] AAldE AARG. 2 E9ed Z1AE
4 2 AEshd dAjds 29 Al dhshE, A 2= R e skl s AleEy, owd
] o1 A]

A
Hogk 9 MFE At oz Yy
A58k (o= "Shel st e AFZH o R
Zhol =) ggdE 4= gtk dE B9, (25 Y= Ao wigrF "Stel Fgol "R" wifl® a#E
AX = Ao w97 "R'YI A F=g St ¢ 2 a8 4 Q).

¥
2
[
=
fr
9
i
o
(@)
[@)]
t
rr
()
N
Ho
N
=2
o
=
t
rir

_44_



[0298]

[0299]
[0300]

[0301]

[0302]

[0303]

[0304]

[0305]
[0306]

[0307]

[0308]

[0309]

[0310]

S=50dl 10-2703602

OH

H MeMgBr
‘@ ook Ao MAD
HO O ———> HO
CH,Cl, 29

9A 1. A% CHCl, (5 ml) F ¥-2E Al (700 mg, 1.73 mmol)e] &Ho| Hlx~-mt=€l Xk (1.09 g, 2.59

mmol)& 0TColAM ofe] o Hrbsiivk. Wk Eghas 25TColA 3417 gt anbegint.  Egt=s 23}
%43 NaHC0s/Na,S:05 (1:3, 15 mL)& Z1A3kaL, EtOAc (2 x 50 nL)& FZ3kth. ¢]oiA, §7] &S A5 (50
ml) 2 AIF 8L, NaS0, ol M AxAI71aL, sHAA A28 £ IFE (700 mg) 24 F58k0oH, o)& A3 #

& Aol F7F AA flo] A&,

9A 2. BFd F EF (10 mL) F BHT (2.29 g, 10.4 mmol)ell 25ColA 2 M & AlMe; (2.61 mL, 5.22
mmol) ] &oe] &NE Hrtetoltt. AAE EFES 25TolA 1AZF &t wnkst §, H A o]l -78TColA =
el (5 ml) S A2 (700 mg, 1.74 mmol)®] &N& FH7lekalvh. E£¥&S F7Fe] 308% &2t wnksk 5 MeMgBr
(Et:0, 1.74 L % 3.0 M, 5.22 mmol)& -78ColA #A7latdet. g EFES o] &

o5, -78C<e 23 4 NHCL €9 (30 mL)o=Z AFs . AdE dgdS dqsta, Y FAo|las
EtOAc (2 x 50 mb)®E AHaAT. Fe {71 & NaS0, AelA dxA7]1

(PE/EtOAc = 10/1¢14 8/1)ell o3l AAlste] b 1 (120 mg, 17%)S 3| A=A 5533t

'H NVR (400 MHz, CDCly) & 5.30 (d, J = 3.6 Hz, 1H), 2.40-2.30 (m, 1H), 1.99-1.98 (m, 3H), 1.70-1.57
(m, 4H), 1.46-1.17 (m, 28H), 1.11-0.92 (m, 8H), 0.67 (s, 3H).

LOMS Rt = 2% Z=vulE-iey] 2 1.503%, 10-80AB, MS ESI AIAFA CoHiw0, DHH]T 417, 222 Culle [M-
2H0+HI]" 381.

Aol 2. 88E 2 B39 A

& =3
. ofz
2 (5 mg,

9

EtOAc (10 mL) & 3}FE 1 (55 mg, 0.131 mmol)e] &M Pd/C (50 mg)E H7bsldch. wr
= (50 psi) 3foll 50TCelA 12A17F <k wnkslal, 1 & ol& Ago|Ee Hrg T3 o733l
S I sl w3A71a, AAdE ARES A7 A (PE/EtOAc = 10/l o3 BAste 33HE
9%) % BHFHE 3 (47.8 mg, 87%) = thE A7 A uA|RA F5EIIH

Ol'
oo

)

' NIR (400 MHz, CDCls) & 1.96 (d, J = 12.4 Hz, 1H), 1.80-1.62 (m, 1H), 1.60-1.57 (m, 3H), 1.46-1.24
(m, 28H), 1.21-0.92 (m, 10H), 0.90 (s, 3H), 0.70-0.64 (m, 4H).

LOMS Rt = 2% FAZnlE1els] 2 1.568%, 10-80AB, NS ESI AIAFX Col0, [MHH]T 419, AZ2 Cully [M-

2H0+H]" 383

sHebE 3
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S=50d 10-2703602

[0311] ' NMR (400 MHz, CDCl3) & 1.98-1.79 (m, 5H), 1.75-1.57 (m, 2H), 1.55-0.98 (m, 34H), 0.96 (s, 3H), 0.91

(d, J =8.4 Hz, 30, 0.64 (s, 3H).
[0312] LCMS Rt = 2% I=vb=1e)s]) 5 1.500%, 10-80AB, MS ESI AIAFA] CuHs 0, [MHH]T 419, 223 Cully, [M-
OH,0+H]" 383.

[0313] AN 3. 3eE 4, 5, D 69 FA.

9-BBN
[o}

S
£BUOK
Pd(t-BusP),, CsF

THF
THF, 857

o
\ AcCl 00 5% PUC, Hy \ _ bw
I Dy o ==s D> ¢ e
- MeOH 8 THF A
H A H
HO'

A6 A7 A8

4 o i
E MAD, MeMgBr z —_— ! —
— = . A THF g beMm
o 27d W H

SO
.....

[0314]

[0315] A 1. 40% HBr & T =3S4F Bl (20 g, 285 mmol)9] &% (150 mL)S 110ColA 247 ¢ wwkataict.
ZFES WA WA, ZJdE 2AE oFeta, I E2 AFSEe] B2 (25 g, 58%)S 44 nAR
A 5T

[0316] ' NMR (400 MHz, CDCls) & 9.69 (br. s., 1H), 7.76 (d, J = 14.4 Hz, 1H), 6.54 (d, J = 13.6 Hz, 1H).

[0317] oA 2. MeOH = B2 (8.5 g, 56.3 mmol)9] &EFN (15 mL)ol 98% H,S0, (2.80 g, 28.1 mmol)S FH7}atitt.
EFES 25TCoA 2443 FoF wHkslth. ¥k EFES AF dlo] FAAHY. FHE B (20 L) E AF
ST, 7] 58 EEska, NaS0, ol A TZ=AIA B3 (7 g, 75%)S FA S UZA #5330tk

[0318] 'H NMR (400 MHz, CDCls) & 7.61 (d, J = 14.0 Hz, 1H), 6.53 (d, J = 14.0 Hz, 1H), 3.76 (s, 3H).

[0319] @A 3. F= THF 5 PhyPMeBr (67.5 g, 189 mmol)<] et} (300 mL)oll N, dhell t-BuOK (21.2 g, 189 mmol)E&

A7Vl 60TAA 30% SoF wWHFSE & A3 (20 g, 63.1 mmol) S 7S, AAE ETIES 60CAA
4AIZE ot matEkdt, whg EEES W4 (500 mL)ol iz, EtOAc (2 x 500 mL)E F&3Fch. 3 {7
=5 NaS0, Aold AxA 7z, Axstn, sFAAT. IFES 287 A (PE/EtOAc = 15/1) AolA 2

)

AzvtEI v ofsl] gAlste] A4 (18 g, 91%)E WA AARA F533H.
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[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

S=54l 10-2703602

' NMR (400 MHz, CDCl3) & 5.39-5.32 (m, 1H), 4.85 (s, 1H), 4.71 (s, 1H), 3.59-3.47 (m, 1H), 2.36-2.17
(m, 2H), 2.07-1.94 (m, 2H), 1.89-1.65 (m, 9H), 1.60-1.39 (m, 6H), 1.26-0.92 (m, 8H), 0.59 (s, 3H).

A 4. <5 DCM (150 mL) 5 A4 (18 g, 57.2 mmol)e] & Ac,0 (8.75 g, 85.8 mmol) ! DMAP (13.9 g,

114 mmol)E FA7FstAd. EFES 25TolA 247 FoF wdtalith, whe 2EES & (200 mb) 2 843k,
DCM (3 x 150 mL)o 2 FZagvt. &3 7] =& E3F Nal0; (150 mL) 2 <= (150 mL) & A Fsla, F4
NapS0, “goll Al HAzA7|aL, star, FFAIA A5 (20 g, 99%)< YN uAZA 53190,

WA 5. F4 THF (150 mL) 3 A5 (30 g, 84.1 mmol)e] &Moo Ai ¥27] sto] 30°CelA 9-BBN (THF = 0.5

M, 185 mL, 92.5 mmol)S H7}e}tt. =TES 75coﬂA1 3AZE sk wukeglY. BbS E3ES 30CE Y7t
A71aL, (E)-WE 3-BaEXolgdolE (15.2 g, 92.5 mmol), CsF (25. 4

=

g, 8.40 mmol)E H7}stk. AAE TFES 75TolA 16417 & ,
(300 mL)Z ZNA3kal, EtOAc (3 x 300 mL)ZE FEskth. &3 771 T& Na,S0, oAl AxAI7]a, A

Ade] =g ol dHstar, FHEAZHTG. AFES NeOHEFE Azt ste] A6 (20 g, 54%)5 WA uAZ
[e:

H MR (400 MHz, CDCl3) & 7.00-6.90 (m, 1H), 5.81 (d, J = 15.6 Hz, 1H), 5.37 (d, J = 4.5 Hz, 1H),

4.66-4.53 (m, 1H), 3.73 (s, 3H), 2.36-2.24 (m, 3H), 2.03 (s, 3H), 2.00-1.79 (m, 6H), 1.65-1.38 (m,
8H), 1.34-1.05 (m, 6H), 1.01 (s, 3H), 0.95 (d, J = 6.5 Hz, 3H), 0.69 (s, 3H).

A 6. F= MeOH (250 mL) % A6 (20 g, 45.1 mmol)9] Mol AcCl (2.82 g, 36.0 mmol)S FH7}3}it}.
BFES 25Co|A 16417 B9 wHkslth,  HES EIES wE2A)A R MeOHS A AStE, EtOAc (500
mL) 2 &Asar, E38) NalC0; (500 mL), 94 (300 mL E3) =2 AASt3, T4 Na,S0, oA Axsta, o115

i, FEAATY. AFES AT A (PE/EtOAC/DN = 8/1/1) AolA 7 A=wE g vd oa) QAlste] A7
(12 g, 67%)< 3MA A=A FE5819 ).

A 7. THF (150 mL) & A7 (12 g, 29.9 mmol)e] &Ml 5% Pt/C (2 )& H7telvh. ZFES 2] 4
2 o] W HAeI, H, T4 stell 25CoIA 4A17F BoF wulelgith. whe EFES AglolES B E3
oAelar, ABRES FFAA AS (12 g, 100%)S 3] M uA A 53830},

H NMR (400 MHz, CDCly) & 5.34 (d, J = 5.0 Hz, 1H), 3.66 (s, 3H), 3.57-3.45 (m, 1H), 2.33-2.21 (m,
AH). 2.05-1.65 (m, 7H), 1.48-1.32 (m, 6H). 1.31-0.88 (m, 17H). 0.67 (s. 3H).

A 8. DCM (300 mL) < A8 (27 g, 67.0 mmol)2] &e] 25T A DMP (85.2 g, 201 mmol)E H7}sk . b
SES 25Ol 1A7F B wukslgith. wHSES 25CoA 147 FoF awelgth, EFES 0Told %3}
NasS:05 (400 ml)oll &3, EtOAc (3 x 300 mL) & F=38}3tt. 33k F7] & ¥3F NalHCO; (2 x 250 mL), &5
(200 mL)2 MAH3FL, Na,S0, Aol AFA 7|3, ATsta, AF dlo] T2AAH A9 (27 g, & E2)S 9=

A FEHov, o8 A F& WA 7k Al ol ek,

o

@A 9. EF4 (250 mL) = BHT (88.8 g, 403 mmol)&] &0 25T wmgkoll A AlMes (100 mL, 201 mmol, =5
d F= 2 S #A7edn.  f9S 25TolA 1A7F B¢k mukstitt.  EFql (250 mL) = A9 (27 g, 67.3
mmol)e] &M —78To|A] A7lstget. -78CAA 1A1ZF H<F wursl & MeMgBr (67.0 mL, 201 mmol,
AEZ F M) -78ToA Arlstsdtt. AR §A8 -78C WA -50TCeA A7 &<t uwt }OﬂE‘r.
S -78CAA X3z AE=ZAF &M (400 mL)d 93] AAEQUTE. 25T A 0. 547} FoF wwnkek 5
ES AFela, dFHES EtOAc (3 x 300 mL) 2 FZ3gt). 33 §7] =2 Na,S0, oA Az=A]7]
Fsta, JF el FFAFHT. F AHES A7 A 23 (PE/EtOAc = 5/l 2l FAste] AAHE (18
g, 66%)S F5ata, AAAE 70 ngS AZAA3S (PE/EtOAc = 10mL/2mL)3}te] A27 (67 mg)S 3|wWA 1A & A
533t

‘%

S

— oo
It & rfeoE ol

K

A27: 'H NWR (400 MHz, CDCl3) & 5.30-5.28 (m, 1H), 3.65 (s, 3H), 2.40-0.91 (m, 37H), 0.66 (s, 3H).
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[0330]

[0331]

[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

S=54l 10-2703602

LOMS Rt = 2% I ZwlE1e]s] 3 1.5623, 10-80AB, MS ESI AAF2] Culy0, [MHH-H01 399, 2123 399.

©A 10. THF (135 mL) < LiAlly (6.11 g, 161 mmol)®] &<ell THF (135 ml) % A27 (27 g, 64.8 mmol)®] &

A& 0TA A7kstalet.  E¥== 25CoA 1ARE oot adksigint. 1,0 (100 mL)& 0CelA H71shsd
z

;0
o

& EFES oFstal, TF (2 x 100 mL) = A= sksict @ﬂ%%
o o]Z EtOAc (100 mL)E Al&Aste] 3gE 4 (25 g, 100%) =
AAZ (EtOAc, 3 mL)3te] 3EE 4 (27 mg)E =319

'H NMR (400 MHz, CDCls) & 5.31-5.29 (m, 1H), 3.70-3.60 (m, 2H), 2.43-2.40 (m, 1H), 2.20-0.90 (m, 37H),
0.67 (s, 3H).

LCMS Rt = 28 A=ZvlEe)a] 5 1.402%, 10-80AB, MS ESI ZAIAFA] CoHis0, [M#H] + 389, A=A 371 CyHi0
[M+H-H:0]1 .

A 11, DOM (180 mL) % &3HE 4 (18 g, 46.3 mmol)2] &9 0TelA DMP (58.5 g, 138 mmol)E 713131
ok, WSES 25TolA 1A B ek, EFES 0Tl E3F NaS,0; (100 mL)ol F-Ath., EFES
EtOAc (3 x 100 mL)Z FZE3F(ct. 3 f7] S5 33 NalC0; (2 x 150 mL), ¥4 (100 mL) = Al slaL,
NaxS0, ZdellAl H1zA71aL, o#star, g st FAA = BPES F5eH, o Azt 4 Z
(PE/EtOAc = 5/1)°l o3 AAIste] AL0 (13 g, 73%)S 3| IARA F53H30 .

H NMR (400 MHz, CDCly) & 9.76 (t, J = 1.8 Hz, 1H), 5.33-5.27 (m, 1H), 2.46-2.31 (m, 3H), 2.10-0.72
(m, 34H), 0.67 (s, 3H).

©Al 12, THF (100 mL) 3 A10 (10 g, 25.8 mmol)2] &<l N, a}oll 0TlA MeMgBr (51 mL, 154 mmol)S& %7}
shodth. WS ES 25TelA 1A1ZE BoF wnkeklth, WwhEES 3 NHCL (30 mL)ol 98] #AAstar, EtOAc (3
x 100 mL) 2 FZ383ct. &3 f7] FS 45 (50 nL) & A AL, NaS0, Aelld AxA7|a, et 7

F 3l FEAA = AHES FESglom, oF At A 2 (PE/EOA = 10/Do) S8 FAste] All

H NMR (400 MHz, CDCls) & 5.30-5.29 (m, 1H), 3.81-3.77 (m, 1H), 2.43-2.39 (m, 1H), 1.99-0.76 (m, 40H),

0.67 (s, 3H).
oA 13. A119] =& (400 mg, 0.993 mmol)S SFC ] (Z%: 7122 AD 250x30mm I1.D.,5 pm; ©]FA: %
1A 0, /MeOHNH:;H,0 = 55/45; %F: 60ml/%; 33:220nm)ol] 3] AAste] 3aE 5 (F= 1, 120 mg, 30

0E WA TARZA, 223 3ehe 6 (J2 2, 150 mg, 38%) & WA aARA 53

shetE 5

'H NMR (400 MHz, CDCl3) & 5.32-5.27 (m, 1H), 3.85-3.72 (m, 1H), 2.45-2.40 (m, 1H), 2.06-1.91 (m, 3H),

1.88-1.65 (m, 3H), 1.54-1.33 (m, 12H), 1.32-0.87 (m, 22H), 0.68 (s, 3H).

LCMS Rt = 2% ZBwlELHI F 1.267%, 30-90AB, MS ESI AXEA Cylli0, [M+H]+ 403, AZA CyHs0 [M-
+

H0+H] 385.

gt 6:

' NMR (400 MHz, CDCl3) & 5.33-5.27 (m, 1H), 3.84-3.75 (m, 1H), 2.45-2.40 (m, 1H), 2.06-1.92 (m, 3H),

1.89-1.64 (m, 3H), 1.56-0.79 (m, 34H), 0.67 (s, 3H).
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[0345]

[0346]

[0347]
[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

[0354]

[0355]

[0356]

[0357]

S=54l 10-2703602

LONS Rt = 2% = =ulE7e]s] 3 1.262%, 30-90AB, MS ESI AFA] CuHu0, [MHH] 403, =2 CoHu0 [M-
0+ 385.

Aol 4. 83HE 7 589 A

A 1. DCM (40 mL) = All (3.6 g, 8.94 mmol)9] &Me] 0CelA DMP (11.3 g, 26.8 mmol)E H7}8l9itt.
HESES 25T A 1A17F B¢t wdaldtt. EFES 0TolA E3} NaS,0; (60 ml)o] Ha1, EtOAc (3 x 50 m

L& F&390. &3 7] =& 3} A4 NalHC0s (2 x 50 mL), 99 (50 mL) & A& 3L, Na,S0, Aol A 7

i’\]ﬂi, 04%1 skar, & st %—11\17‘1 *ﬂ*é% ?5’5}5’3 W, ol& 7t 2 Zd (PE/EtOAc = 15/1)

'H NMR (400 MHz, CDCls) & 5.33-5.31 (m, 1H), 2.50-2.30 (m, 3H), 2.16 (s, 3H), 2.02-0.94 (m, 34H), 0.69
(s, 30).

@A 2. F4 THF (10 ml) & A13 (288 mg, 0.718 mmol)<] &Ml N, 3lell -10TelA EtMgBr (HlolE oHZ
= 3 M, 1.43 mL, 4.30 mmol)& Z7}8lith. EFES 25T 3A1zF Fob wnbeldny, EFES ¥3}F NHCI
(10 mL) &2 73 3kar, EtOAc (3 x 10 mL)2 FE3FTE. gk F7] 58 NaSO, Aol 7AxA7]a, o7star,

EEARTG. ARES Hgg A 2y azvtEadyd os) DOMeE & A7IHA FAste] Al4 (105 mg,
%) M AN F55A T

oAl 3. Al4 (105 mg, 0.244 mmol)E SFC (Z¥: 7]Z= AD 250x30mm I.D.,5 um; ©ols7d: =LA (0,
/EtOH+NHsH:0 = 70/30; 3 60ml/3&; ¥4:220nm) 2= EEste] 31¢tE 7 (I3 1, 21.4 mg, 28%)S 3w 11
AZA, agla 33HE 8 (T2 2, 12.4 mg, 16%)< WM uAZA FE5519 ).

33tE 7:

" ONMR (400 MHz, CDCls) & 5.32-5.28 (m, 1H), 2.45-2.40 (m, 1H), 2.04-1.93 (m, 3H), 1.81-1.65 (m, 3H).
1.52-0.79 (m, 39H), 0.68 (s, 3H).

LONS Rt = 2% I =ulE2e]3] 3 1.378%, 30-90AB, MS ESI 1AL Cullsi0 [MHH]' 431, 2232 Cylly [MH-
2H,0]" 395.

3E 8:

" ONMR (400 MHz, CDCls) & 5.32-5.28 (m, 1H), 2.45-2.40 (m, 1H), 2.05-1.94 (m, 3H), 1.88-1.63 (m, 4H),
1.52-0.83 (m, 38H), 0.68 (s, 3H).

LOMS Rt = 2% I =ntEely] % 1.374%, 30-90AB, MS ESI AIAFA] Culy0, [M+H]™ 431, 2232 Cooll,, [M+H-

2H,0]" 395.
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[0358]

[0359]
[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

[0369]
[0370]

[0371]

S=53 10-2703602
AAd 5. 31E 9 = 109 A .
J i-PrMgCl ’
lllll ‘@“ THF .....'é'
HO HO
A13 A16
10

GA 1. 55 THF (5 mL) 5 A13 (500 mg, 1.24 mmol)e] & N, ato]l 0°CollA i-PrMgCl (THF, 6.2 mL %

3
M, 12.3 mmol)& A 7FskTt. i%%%aézmcﬂﬁlw1}%w
i, ¥3F NICL (10 mbE A

7151, o, EFART. AFEs
Aol A6 (160 mg, 29%)E& WM uARAM 583

Al 2. A16 (100 mg, 0.224 mmol)S SFC (Z¥: 7]Z= AD 250x30mm 1.D.,5um; ©o]&7: =LA CO0,
/EtOHNHsH,0 = 65/35; 3 60ml/%; 3 220nm) 2 #2)5te] 3stE 9 (I= 1, 26.2 mg, 26%) S 3)WAl 31
A=A, 28 FFE 10 (33 2, 18.8 mg, 19%)S 3wl uAZA F5619T).

3EHE 9:

" ONMR (400 MHz, CDCly) & 5.33-5.27 (m, 1H). 2.45-2.40 (m, 1H), 2.06-1.92 (m, 3H), 1.88-1.64 (m, 5H).
1.52-0.78 (m, 39H), 0.68 (s, 3H).

LOMS Rt = 2% F2ulerely] 3 1.4445, 30-90AB, MS ESI ZIAFR] CaHs0y [MHH] 445, 2232 Cylle [MHH-
2H,01" 409.

3= 10:

" NMR (400 MHz, CDCls) & 5.32-5.28 (m, 1H), 2.45-2.40 (m, 1H), 2.05-1.93 (m, 3H), 1.88-1.65 (m, 5H),
0.84-1.52 (m, 39H), 0.68 (s, 3H).

LOMS Rt = 2% I =nlEely] % 1.442%, 30-90AB, NS ESI AIAFA] Cyls0, [M4H] 445, 2232 Caolly [MHH-

2H,01" 409.

A 6. 3HetE 11 2 129 A4,

G TMSCF3

) 1’!’ —
A THF TBAF

Feo O PeOL

A13 A18

A 1. THF (5 mL) & A13 (300 mg, 0.748 mmol)2] §<o] TMSCF; (106 mg, 0.748 mmol)-& 25TColA H7F8FA

228 25T oA A7 S wwkalgith. TBAF (271 mg, 1.04 mmol)E 25ColA H7belgdct. weES
of B3, EtOAc (2 x 10 mL)& FE33At. 3k #7] & 3} NalC0s (2 x 20 mL), ¥ (20 mL) 2 A&

Faz, Na,S0, Aol A AxA|7|3, oistar, X3 sk $E=AA AL (100 mg)S 3WMA ) 2ZA F53519 ).

Lo

{0

o]

oAl 2. A18 (100 mg, 212 pmol)& SFC #2 (Z5: 7]Z=® AD 250x30mm I.D., 5 um; ©]l&’d: 247 C0,
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[0372]

[0373]

[0374]

[0375]

[0376]

[0377]

[0378]

[0379]
[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

[0387]

==0dl 10-2703602

omn

/MeOH+NH;H.0 = 70/30; -%F: 60ml/%; 3H3:220nm)ol 98] AASte] 313 11 (F= 1, 25.6 mg, 26%) = 3}
e 12 (I3 2, 30 mg, 30%)E WA nAZA 53}

11:

ot
)
i

I NMR (400 MHz, CDCl3) & 5.33-5.28 (m, 1H), 2.45-2.40 (m, 1H), 2.06-1.93 (m, 3H), 1.90-1.61 (m, 6H),
1.56-1.38 (m, 9H), 1.35 (s, 3H), 1.32-0.82 (m, 19H), 0.68 (s, 3H).

LOMS Rt = 2% I ZulE1e]s] 3 1.327%, 30-90 AB, MS ESI 7A2F2] CulluF0 [M-H,0+H] 453, =3 453
e 12:

'H NMR (400 MHz, CDCl3) & 5.34 - 5.28 (m, 1H), 2.45 - 2.40 (m, 1H), 2.06 - 1.92 (m, 3H), 1.90 - 1.66
(m, 5H), 1.56 - 1.33 (m, 13H), 1.31 - 0.87 (m, 19H), 0.68 (s, 3H).

LOMS Rt = 2% FZulE7e]9] 3 1.320%, 30-90 AB, MS ESI 7A2H2] CyluF0 [M-H,0+H] 453, =% 453

A 7. e 13 2 149 A

A 1. THF (5 ml) =5 89 A10 (400 mg, 1.03 mmol)ell 25ColA TMSCF; (365 mg, 2.57 mmol)S FH7}&3itt.

FES 25TA 1A)7F F¢b wukelgith.  TBAF (806 mg, 3.09 mmol)S H7lslgitt. E£IES 25ToA] 14
ZF BoF wHkE YT, EIES B (30 mL)ol H1, ¥3 A5 (2 x 20 mL)E MAHSFAL, Na,S0, dellA AxsH

L AE Bl FHAA A2 (190 ng, 409)S WA wAZA SS9,

I NMR (400 MHz, CDCl3) & 5.33-5.28 (m, 1H), 4.00-3.85 (m, 1H), 2.50-2.35 (m, 1H), 2.11-1.93 (m, 4H),
1.89-1.61 (m, 5H), 1.53-1.35 (m, 8H), 1.31-1.05 (m, 11H), 1.01 (s, 9H), 0.68 (s, 3H).

WMRt=%%iEWE1Wﬂ‘?lﬁm%,%ﬁo%,MEMI%&ﬂ@ﬁﬁ@[Mﬂﬁmf4%,ﬁ%]4%

@7 2. A20 (190 mg, 0.416 mmol)< 25TCelA SFC (Z¥H: 7122 AD 250x30mm I.D.,5um; °©]%54: U7 €O,
/MeOH+NH;H.0 = 65/35; 53 60ml/%; 3H3:220nm)ol 93] AASte] 318E 13 (= 1, 38.4 mg, 20%) 2 3}
St 14 (F 3 2, 47.6 mg, 25%) S IWMA uA2A FEFAT).

'H NIR (400 MHz, CDCl3) & 5.34 - 5.27 (m, 1H), 3.98 - 3.84 (m, 1H), 2.45-2.40 (m, 1H), 2.08 - 1.92 (m,

4H), 1.89 - 1.64 (m, 6H), 1.53 - 1.36 (m, 7H), 1.33 - 1.21 (m, 3H), 1.21 - 1.08 (m, 7H), 1.07 - 0.90
(m, 10H), 0.68 (s, 3H).

LOMS Rt = 2% I muEae)s 3 1.302%, 30-90 AB. MS ESI AIZFA] CulluF0, NI 457, 2232 CylluF0
[M+H-H,0]" 439.

33tE 14:
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[0388]

[0389]

[0390]

[0391]
[0392]

[0393]

[0394]

[0395]

[0396]
[0397]

S=50d 10-2703602

' NMR (400 MHz, CDCl3) & 5.34-5.28 (m, 1H), 3.95-3.89 (m, 1H), 2.45-2.40 (m, 1H), 2.06-1.92 (m, 4H),

1.89-1.59 (m, 7H), 1.54-1.34 (m, 8H), 1.32-1.21 (m, 2H), 1.20-1.05 (m, 8H), 1.04-0.90 (m, 8H), 0.68
(s, 3H).

LOMS Rt = 2% F=wlE1#is] 3 1.299%, 30-90 AB, MS ESI AI2FZ] CuHuF0, [MH] 457, 222 CyulF0
[M+H-H.0]" 439.

AAlel 8. sgtE 179 EA4.

THF

17

A 1. F4 THF (10 mL) & A27 (500 mg, 1.20 mmol) % (i-Pr0),Ti (341 mg, 1.20 mmol)e] &<l N, 3}ol
25Col A EtMgBr (telle oHlZ, 1.39 mL = 3 M, 4.19 mmol)& AH7}8lqtt. EI}ES 25TA 1647 =<
wWHEEIA Y, ¥HS ESES 94 (15 mL) 2 AASEAL, EtOAc (20 mL)E 3]X3tar, Aglo]EQ] dj=of o3 o
Hata, APES EtOAc (2 x 20 mL)E FE39Y. &t {71 T FF NaS0, dolA AxA7]1aL,
ogyata, FHEAFEY. IFHFES A7 A (PE/EtOAc = 20/1) AolA Zd IA=ZvtErzule] os] A A&he]
SHEHE 17 (220 mg, 44%)S 3N A A ZA] F531S .

'H NMR (400 MHz, CDCl3) & 5.33-5.27 (m, 1H), 2.50-2.40 (m, 1H), 2.06-1.92 (m, 3H), 1.88-1.63 (m, 5H),

1.54-1.34 (m, 10H), 1.29-0.90 (m, 19H), 0.76-0.65 (m, 5H), 0.47-0.40 (m, 2H).
LOMS Rt = 2% I ZupErel)s] 2 1.204%, 30-90AB, MS ESI AIAFA| o0, [MHH]™ 415, 2232 CoHu0 [MH-
101" 397.

AAld 9. 313HE 18, 19, ¥ 209 4.

O \ MAD, EIMgBr
o3 8
SOL o@
HO'
A8

Pd/C, Hy, 55 psi
—_—

EtOAc, 50 °C

MeLi

THF

20

@A 1. DCM (20 mL) = A8 (1.4 g, 3.47 mmol)
ETFEES 25TelA 241 &t wRkegly. &3t

g 1o

L olof| 25CelA DMP (2.94 g, 6.94 mmol)S A7}8}¢lo).
S 0CoNA X3} Na,S,0; (100 ml)ell 31, EtOAc (2 x 100

0 mL), 94 (100 mL)& A|A3}ar, Na,S0, AellA AZx

A
ofj
tio
e

L)
=
o

==
)
&
<
>

_ﬁ__
Al71aL, JAg sl sFAA A9 (1.5 g, = =2)E A LA RA F5830H.



[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

S=50l 10-2703602

A 2. EFel (20 mL) & BHT (4.93 g, 22.4 mmol)2] &<Mell AlMe; (5.60 mL, F<1 5 2 M, 11.2 mmol)<
0CoA] A7kt ct. WS E3FES 25To|A 1.5A7F B9k wrkelgtt. = (20 mL) & A9 (1.5 g, 3.74
mmol)e] &MS -70TolA HOﬂE} AE EEES -70ToA 1A17F B9k wukeith. -70TColl A EtMgBr
(3.73 mL, tellE oEH=Z F 3.0 M, 11.2 mmol)S 7}k, Whg E3HES -70ToA 712 1A B¢k o
dkskith. wgE-S NHCL (100 mL) 2 AASaL, EtOAc (2 x 100 nL) & F&F3dt. &3 f7] & 4
(100 mL) & A Hadth. 7] =S Na,S0, Aol AxA7|a, oJzpslar, 78k ald] H2A7A 2 YABES =
son | o2 Ayt A mzvteEadyel o8] PE/EtOAc = 10/12 &A71HAM Akl A30 (600 mg, 35
)& WA uA2A 5SS

' NMR (400 MHz, CDCl3) & 5.31-5.26 (m, 1H), 3.67 (s, 3H), 2.41-2.19 (m, 3H), 2.07-1.91 (m, 3H), 1.88-
1.61 (m, 5H), 1.55-1.33 (m, 11H), 1.31-1.01 (m, 10H), 1.00-0.80 (m, 7H), 0.67 (s, 3H).

A 3. THF (5 mL) % A30 (550 mg, 1.27 mmol)9] &Mo] -70TColA MeLi (3.17 mL, 5.08 mmol)ZE
A7psiitt. EFES -70TAA 108 &<t wRkekglvt. ¥h3ES ¥t NHICL (20 mL) = 213 38kaL, EtOAc (2
x 20 )2 FESAT. @3 F71 TS 25 (30 nb)E AFHBAL, NaS0, dolA dEz:A 7)o, ojzpstar, 74t
stel FFAIFAC. o] EFES FU B 50 mgo2HE FHE E UE g Fedlv. JHES Ay
A Z2ulE s (PE/EtOAc = 10/1)o] 93] AASI 3§E 18 (270 mg, 49% F&)S W AAZAN 5
ATt

—\—‘

],

ol'

>

H MR (400 MHz, CDCl3) & 5.28 (d, J = 5.0 Hz, 1H), 2.36 (d, J = 13.1 Hz, 1H), 2.08-1.91 (m, 3H),

1.89-1.69 (m, 3H), 1.65-1.60 (m, 3H), 1.51-1.32 (m, 8H), 1.30-1.17 (m, 11H), 1.15-1.01 (m, 8H), 0.99-
0.81 (m, 9H), 0.68 (s, 3H).

LOMS Rt = 2% ZImubeEres] = 1.3725, 30-90 AB, MS ESI ZIZFA] Coollsy0, [MAH]T 431, 2232 Cyly, [M+H-
2H,0]" 395.

74] 4. EtOAc (10 mL) = 3}3E 18 (200 mg, 0.464 mmol)e] &M 25TelA Pd/C (100 mg)ES H7}slsitt.
8-S 55TCOA Hy dtoll 12A17F E¢F muksliey, W 8-S ofysla, of3d Alo]a=E EtOAc (2 x 40

mL) = AFsgde. ERES 7Y st sHFAA = YHES F5eH, ol At A ARvtEaY Y
9&} PE/EtOAc = 10/1% &A71HA AAste] 31gE 19 (6.6 mg) 2 3F3HE 20 (10.2 mg)S WA uA=
A S0

3}gtE 19:
H NMR (400 MHz, CDCls) & 2.02-1.95 (m, 1H), 1.94-1.72 (m, 4H), 1.52-1.31 (m, 14H), 1.27-1.16 (m,

14H), 1.14-0.99 (m, 7H), 0.97 (s, 3H), 0.95-0.89 (m, 6H), 0.65 (s, 3H).

LCMS Rt = 2+ AZvlETHT F 1.432%, 30-90 AB, MS ESI AAHA] Cogllss0. [M+H]+ 433, ASA] Cyollyy [M+H-
+

2H,0] 397.

3hgHE 20:

H NMR (400 MHz, CDCl;) & 1.96 (d, J = 12.5 Hz, 1H), 1.86-1.75 (m, 1H), 1.58-1.50 (m, 5H), 1.49-1.29

(m, 10H), 1.21 (s, 13H), 1.13-0.95 (m, 8H), 0.94-0.84 (m, 7H), 0.82 (s, 3H), 0.64 (s, 4H).
LOMS Rt = 2% ZImubeE7ela] 3 1.431%, 30-90 AB, MS ESI Z12FA] Coollss0y [MHH]™ 433, 2232 Cullye [MHH-

2H,0]" 397.
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[0410]

[0411]
[0412]

[0413]

[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

sS53d 10-2703602
/‘a]/\]oﬂ 10. Q,al—‘j 22,] UI—/H
a7
_ESMgBr
MAD, MeMgBr Tig-PrOs .
—>§$°1I THF
22
A 1. THF (30 mL) & A7 (3 g, 7.48 mmol)e] &<o] Pd/C (10%, 600 mg)e H7Istdct.  =23&E&
sk, 2 33 Sgekelt. AME ETES I, sl 25CAA 1647 Bk waskdth. we EFES

AetolEe) A=F Fa) olutsta, olHBS FHAA AR (3 g, 9NT AWM nARA S50,
' NMR (400 MHz, CDCl3) & 3.66 (s, 3H), 3.63-3.53 (m, 1H), 2.34-2.18 (m, 2H), 1.99-1.91 (m, 1H), 1.82-
1.62 (m, 5H), 1.56-1.43 (m, 3H), 1.42-1.18 (m, 10H), 1.14-0.77 (m, 15H), 0.68-0.57 (m, 4H).

A 2. DCM (30 mL) = A32 (3 g, 7.41 mmol)e] &Mof] 25Co|A PCC (3.19 g, 14.8 mmol) & A7} A (4
g, 66.6 mmol)& H7IeIATt. ETFES 25TolA 1.5A13F & wnksl. £35S A5, A4ES
2 dtell 3FA7]a, Ag]7F A (PE/EtOAc = 50/104 10/1) AolAq Zd I =2vlE 1y sholl AAske] A33
(2.4 @& FNA BAZAN F53}AT}.
" NMR (400 MHz, CDCls) & 3.66 (s, 3H), 2.44-2.19 (m, 5H), 2.13-1.94 (m, 3H), 1.89-1.64 (m, 3H), 1.53-
0.82 (m, 24H), 0.76-0.66 (m, 4H).
oA 3. EF<l (25 mL) < BHT (7.88 g, 35.7 mmol)2] &Hof| N, 3ol 0CoNA] AlMes (8.9 mL, 17.8 mmol, &
Fa == 2 S #Arrsigur. EIES 25ToA] 1A7F BF wdkstgdtl. -70TColA EF< (5 ml) 3 A33
(2.4 g, 5.96 mmol)e] &AS Hr7letdd. EFES -78TColA 1AZF FoF wHka3iT). MeMgBr (5.93 nL,
17.8 mmol, Tolg dElZ F 3M)& -78ColA H7letder. EFES -78TColA 1A Tk wukeldy. ¥k
EdES ¥3F AEZ4F (100 mL) o2 AAS AT, EFES EtOAc (3 x 100 mL) & F& } %<4 (3 x 300
nL)Z AlA3EI, Na,S0, Aol AxA7)aL, AF sl FHFAA = AAES F58300H, o2 g 4

(PE/EtOAc = 30/14 10/1) AellA Zd mzwtEagye] o] AASte] A34 (2 g)& A uAZAM F53513%
o},

A34:

H NMR (400 MHz, CDCls) & 3.67 (s, 3H), 2.36-2.18 (m, 2H), 2.01-1.92 (m, 1H), 1.86-1.77 (m, 1H), 1.72-

1.61 (m, 3H), 1.55-1.46 (m, 4H), 1.40-1.21 (m, 13H), 1.18-0.99 (m, 7H), 0.95-0.86 (m, 5H), 0.81 (s,
3H), 0.70-0.60 (m, 4H).

LOMS Rt = 2% F2ntE1e)s] 3 1.3728, 30-90 AB, MS ESI AIZFA] Cylly0, [MHI]™ 418.3, 2232 401 [M+H-
01"

@A 4. THF (10 ml) % A34 (300 mg, 0.716 mmol) 2 Ti(i-Pr0), (203 mg, 0.716 mmol)<] & EtMgBr (T

el olEHZ ZF 3 M, 713 ul, 2.14 mol)S F7Iekth. EFES 25ToIA 1643 Sk wuksdet. WS
E3hes 23k NICL (5 nl) 2 AFsRT. =S AolES g g8 sk, oFa& EtOAc (2

20 nL) = FZF3TH. FF F7] T NaS0, FellA AxA7la, Adetia, sH5AR0. SRES At
A (PE/EtOAc = 20/1~10/1) 2ellA] 28 I =nlE g9 o8] A8t 33E 22 (77 mg, 26%)S WA 31

_54_



[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

[0427]

[0428]

[0429]

[0430]

[0431]

[0432]

[0433]

SSE4 10-2703602
AZA F53ATE.
" MMR (400 MHz, CDCly) & 2.00-1.92 (m, 1H), 1.84-1.61 (m, 6H), 1.53-0.83 (m, 30H), 0.80 (s, 3H),
0.76-0.71 (m, 2H), 0.69-0.60 (m, 4H), 0.47-0.40 (m, 2H).
LCMS Rt = 28 I2ntE1#y 3 1.3178, 30-90AB, MS ESI AALX] CogHyOs [M+H] + 417, AA=X] Cyly,0 [M+H-

H,0] + 399.

AAle] 11, 33HE 23 E 249] A,

YO paic, Hy, sspsi

MeOH, 50°C
eA1

23 24

;_A

A 1. MeOH (10 mL) ( 0.124 mmol) 9] &Ml Pd/C (10wt%, 26.6 mg, 24.8 mmol)S FH7}s}
gk, Hel 93] 33 F oW EIFES H, (55 Psi) dFell 50ColA] 72A17F E<QF wksioitt. W&

Asta, AAES FEANA = AES 590, o5 HElgt A 29 (PE/EtOAc = 15/1)°l <3 A
sto] S 23 (10 mg, 20%)S WA w2 A, 18)a 3FFHE 24 (10 mg, 200)2 WA 1A ZA FE590)

2 o

1.

ot
e

i

23:

I NIR (400 MHz, CDCl3) & 3.81-3.75 (m, 1H), 1.96-0.90 (m, 38H), 0.92 (s, 3H), 0.90 (d, J = 6.4 Hz,
3H), 0.64 (s, 3H).

LCNS Rt = 2.0% I =ulm1ejs] % 1.293%, 30-90 AB, MS ESI Z14FA CuHuOr [MHH]™ 405, 223 Culls [M-
M0+l 369.

3EHE 24:

'H NMR (400 MHz, CDCls) & 3.80-3.75 (m, 1H), 2.00-1.90 (m, 1H), 1.90-1.75 (m, 1H), 1.75-0.70 (m, 38H),
0.80 (s, 3H), 0.70-0.60 (m, 4H).

LCMS Rt = 2.0 AZrtEIHT F 1.282%, 30-90 AB, MS ESI AIAFA] CoHyg0, [M+H]+ 405, A=A Cyllys [M-

+
2H,0+H]  369.

AA o 12, 33HE 25 2 269 A .

P;’%T‘g?fr 1) 9-BBN
R 2) NaOH, H,0,
DR e
.....

26
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[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

[0445]

S=54l 10-2703602

Al 1. THF (10 mL) 5 t-BuOK (838 mg, 7.47 mmol)2] 8o 60°CoA PhsPMeBr (2.66 g, 7.47 mmol)S X7}
AT, ETES 60ToA] 1A17F B¢k wkedtt. A13 (1 g, 2.49 mmol)S 60CoA H7lsldc. EdES
60ColA 2A1ZF St Edch. WHEES 0ColA & (30 mL)ol ¥k, E3ES EtOAc (2 x 20 mL)E F
Zotal, 494 (30 mL)E AL, Na,S0, oAl AxA71aL, ofFstar, 74t stol &FA1A A36 (0.9 g, 90

D& A DA =N F5FI.

o

E

' NMR (400 MHz, CDCl3) & 5.33-5.28 (m, 1H), 4.70-4.65 (m, 2H), 2.45-2.40 (m, 1H), 2.06-1.91 (m, 5H),

1.89-1.74 (m, 2H), 1.74-1.67 (m, 4H), 1.56-1.20 (m, 11H), 1.19-1.06 (m, 6H), 1.06-0.99 (m, 5H), 0.99-
0.78 (m, 6H), 0.68 (s, 3H).

A 2. THF (5 mL) 3 A36 (800 mg, 2 mmol)e] &Mo] 0Co|A 9-BBN (40 mL, 20.0 mmol)& H7}&tdv. =
TES 25TCAA 1A St wykslgicl. NaOH (13.3 mL, 40 mmol, 3M) % Hy0, (1.2 mL, 40 mmol)E 0TIA
Kel

Wkt ERES 55TAN 240 U s MRS Bl R EWLE B0 (2 x 50
LE F&34 el 77 52 X3} NapS05 (2 x 50 mL), 94 (50 mL) & A& 3FaL, Na,S0, Aol A AZRA

71ar, oatar, Qg sl HHAA A37 (400 mg)S 3|WAl A RA FEFT).
HNWR (400 MHz, CDCls) & 5.35-5.27 (m, 1H), 4.00-3.90 (m, 1H), 3.90-3.80 (m, 1H), 2.45-2.40 (m, 1H),
2.04-1.91 (m, 3H), 1.88-1.66 (m, 5H), 1.53-1.21 (m, 10H), 1.20-0.87 (m, 23H), 0.68 (s, 3H).

@A 3. DM (10 mL) & A37 (500 mg, 1.19 mmol)2] &-<Mo] 25CoA TEA (240 mg, 2.38 mmol) Z Ac,0 (181
mg, 1.78 mmol)E FH7FetAvk. WhEES 25CellA 2413F Fb wnkekglet.  whEES X3E NalHC0; (10 mL)el
of3] AMASAT. EFES DM (2 x 10 mL)E FF3FaL, A4 (2 x 10 nL)E A A FFAL, Na,S0s Aol 1Z2A]
7)31, FEHAA A38 (450 mg, 82%)S 3| WA mAZA F53130T.

' NMR (400 MHz, CDCl;) & 5.35-5.25 (m, 1H), 3.56-3.38 (m, 2H), 2.45-2.40 (m, 1H), 2.07-1.91 (m, 3H),

1.89-1.67 (m, 3H), 1.65-1.53 (m, 5H), 1.49-1.32 (m, 8H), 1.32-1.09 (m, 10H), 1.09-0.97 (m, 7H), 0.97-
0.87 (m, 7H), 0.68 (s, 3H).

WA 4. A38 (450 mg)S SFC (Z&H: 7122 AD 250x30mm I.D., 5 pm; ©ol&%: Z=4A €0, /MeOHNHs;H,0 =
60/40; fr2F: 60ml/%; 3:220nm)ol o8] AASF] A39 (200 mg) 2D A40 (150 mg)S IMA A=A F58}
ATt

@Al 5. MeOH (10 mL) < A39 (200 mg, 0.435 mmol)®] & 25TCeA AcCl (17.0 mg, 0.217 mmol)<= FH7}3}
ok, EFES 25TAdA 2412 &< wpksgitk, HbSES & (10 mL)ol 531, THF (2 x 20 mL)E &35
7] S5 99 (30 mL)E AIFHSEAL, NapS0, oA HxA713L, s HAA 3= 25 (100 mg, 55%)E 2

[e]
o
WAl A=A F5EATE.
H ONMR (400 MHz, CDCls) & 5.33-5.28 (m, 1H), 3.57-3.36 (m, 2H), 2.46-2.38 (m, 1H), 2.05-1.92 (m, 3H),
1.87-1.57 (m, 6H), 1.52-1.34 (m, 7H), 1.28-1.20 (m, 3H), 1.18-0.89 (m, 22H), 0.68 (s, 3H).
LOMS Rt = 2% I=utErels] 2 1.328%. 30-90 ABE, MS ESI AIAFA] Coglli0, [MHH]T 417, 2232 Cull0
[N+H-H,01" 399.

7 6. MeOH (10 mL) < A40 (150 mg, 0.326 mmol)e] £-o] 25T A AcCl (12.7 mg, 0.163 mmol)S FH7}3}
Ak, EIES 25CAA] 2A17F ZoF wuHksllTh, %%%%%%uomﬁﬂ%E,MF@x2omﬁéiia@
o f7 T8 29 (30 mb)E AFSEAL, Na,S0, AdollAl AXAI7|L, FFAA = ALES F5318lon, o

Aa]7k A (PE/EtOAc = 20/100A4] 8/1) AolA Zel AmuE1esle] oa] BAste] 83 26 (90 mg, 66%)
s R BEA F58H5IT.

'H NMR (400 MHz, CDCl3) & 5.33-5.28 (m, 1H), 3.55-3.38 (m, 2H), 2.46-2.38 (m, 1H), 2.05-1.93 (m, 3H),
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[0446]

[0447]

[0448]
[0449]

[0450]

[0451]

[0452]

[0453]

[0454]

oin

E556] 10-2703602
1.87-1.58 (m, 5H), 1.51-0.89 (m, 331), 0.68 (s, 3H).

LCHS Rt = 2% Z=vbE-1e)s] 3 1.320%, 30-90 AB_E, MS ESI AI4HX] Coslle0y [MHI] 417, A2 Cull0
[MHI-H01" 399.

Ao 13. 3FHE 339 FA.

0,
N\ MAD,EtMgBr
e ——

EEx

@A 1. EF<l (100 ml) S BHT (32.6 g, 148 mmol)2] &9 EdiWddFuy (37.2 nl, EFd T 2 M,
74.4 mmol)& 0ColA Z7lekdeh. ¥k EFES 15ToA 1.5A12F < wRksgict. 54 (100 mL) 5
A33 (10 g, 24.8 mL)S -70ColA A7tsidict. AFE EFES -70TolA 1A17F S wikseitt.  EtMgBr
(28.4 nL, olld o2 F 3.0 M, 74.4 mmol)S -70TColA ZH7}edck. WS &8-S -70CoA 712 1
AIZE Eeb kst Wk EFES ¥l A AIEZ2E (2 D Fn. 58 -
k. @3 F7)15S A5 (2 LE AFSEA, NaSo, Aol AxA7 I, o
ANES S5, o Ayt 4 mzvnteadg v 98 PE:EtOAc = 10
(8 g, 75%) < A A ZA 5330,

. AE ol sFAA =

!
1E G 7IEA gAlste] Al

' NMR (400 MHz, CDCls) & 3.66 (s, 3H), 2.30-2.15 (m, 2H), 2.00-1.90 (m, 1H), 1.85-1.60 (m, 5H), 1.50-
1.15 (m, 15H), 1.14-0.80 (m, 18H), 0.69-0.55 (m, 4H).

LCMS Rt = 2.0% ZZnlE T F 1.3763, 30-90 AB, =% 100%, MS ESI AILHA] Coshir0s [M+H—H2~O]+ 415, A

%] 415.

L

Al 2. THF (50 mL) % A4l (2 g, 4.62 mmol)2] &Mell N, 3ol 0CelA LiAlH, (263 mg, 6.93 mmol)E o
Toz MUY, WHSES 0TlA 308 &oF kst WHgES 0TlA 1 M HCL (30 mL)ol <& 0

33, EtOAc (3 x 30 mL)E F=stgtt. &3k §7) A4S 94 (100 mL)E A& sk, Na,S0, AolA AxA7]

X e

3, AH3aL, FFAA F FFE 33 (1.3 g, 700 S WY nAZA FE5EAt. F FFE 33 100 mgs
MeCN/DCM (10 mL/10 mL) o256 A AA3}sle] 8% 33 (30 mg)S M uA2A FS3590).

' NMR (400 MHz, CDCl;) & 3.68-3.60 (m, 2H), 2.00-1.91 (m, 1H), 1.86-1.74 (m, 1H), 1.70-1.58 (m, 4H),

1.56-1.44 (m, 6H), 1.42-1.31 (m, 6H), 1.30-1.18 (m, 7H), 1.14-0.95 (m, 7H), 0.93-0.81 (m, 9H), 0.93-
0.79 (m, 1H), 0.68-0.58 (m, 4H).

WMRt=ZM%ﬂEﬂEZﬂﬂ:?12m%,%ﬂOM&MS%Iﬂ&ﬂCﬁMOWHﬂﬁTSW,@%ﬂSW.
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[0455]

[0456]

[0457]

[0458]

[0459]

[0460]

[0461]

[0462]

[0463]

[0464]

[0465]

[0466]

=5=0dl 10-2703602

oin

AN 14, 348 34, 35, 2 369 A,

MeMgBr
E—
THF

1)e] gMel 0ColA LiAlH, (260 mg, 6.85 mmol)ES FH7}stgitt.

A

FES 20ToA 108 FoF wukeledrt. E/THF (20 nl, 1/1)E H71eledct. ZFES EtOAc (2 x 30 ml)
FE3aL, 99 (2 x 100 mL) 2 AlH kL, Nap,S0, oA Azskar, ofstar, F dlol] sF5AA = YAHE
(1.

|

o]

0
T WA nAZA FEHA, lF T WA F71 A glol AHgar.

' NMR (400 MHz, CDCl3) & 5.35-5.25 (m, 1H), 3.70-3.60 (m, 2H), 2.40-2.30 (m, 1H), 2.05-1.60 (m, 7H),
1.60-1.35 (m, 10H), 1.25-1.15 (m, 5H), 1.10-0.80 (m, 17H), 0.67 (s, 3H).

1 . DCM (150 mL) = A42 (1.7 g, 4.22 mmol)e] &he] 30ColA DMP (3.2 g, 7.6 mmol)S FH7}slgitt.
30CAA 308 For wwralck. & (100 mL)S H7FEE F ) o]oja NaHC0; (4 g, ADNE

A7tk f71 S Eelshar, 23 Na2S0; (2 x 200 nL), @5 (2 x 200 mL)& A HFHL, Na,S0, el A
AxzA71aL, ogtsta, 3 stell $HAA 2 A= M3 (2.1 g)& 24 BARAN F53130H.

%01
Mo

o

'HNMR (400 MHz, CDCls) & 9.77 (s, 1H), 5.35-5.25 (m, 1H), 2.45-2.30 (m, 3H), 2.05-1.90 (m, 4H), 1.85-
0.90 (m, 28H), 0.85-0.75 (m, 4H), 0.68 (s, 3H).

@A 3. THF (20 mL) & A43 (1 g, & E2) & N, sl -70CoA wEralE BEZrfo]= (2.5 nl,
7.5 mmol, °HIZ F 3& H7EIAT. EFES 20TolA 1417 B9k wntelinl,  EgHEo] E3} NHCI (20
mL), EtOAc (20 mL) % H,0 (10 nL)E H7letich. EFES EtOAc (3 x 20 mL)= %33, X3} NaCl (2 x
60 mL)= AH3BFIL, NaS0y AollA Hx:A71aL, offstar, 1F stell $FAIA 2 AHES F5330eH, o&
Agl7h A (PE: EtOAc = 100: 1oA] 12: 1) oA 29 zZ=ZmlEade] 93] AAste] 33HE 34 (520 mg,
B8 A A2 5. 3FE 34 (520 mg, E5)S 80Tl CHON (50 mL)ell o)l A3} 28t
o =g S3hE 34 27 mgs WA NARZA FEIIG o, BES SHEE 34 400 mgs SFCol ARE-SFSATE.

J
o

' NMR (400 MHz, CDCl;) & 5.35-5.25 (m, 1H), 3.85-3.75 (m, 1H), 2.40-2.30 (m, 1H), 2.05-1.90 (m, 3H),

1.85-1.55 (m, 6H), 1.55-1.30 (m, 10H), 1.25-0.90 (m, 20H), 0.85-0.75 (m, 3H), 0.67 (s, 3H).
met=%%iEﬂE1ﬂﬂ:?12%%,%ﬂ%&EMS%Iﬂ&ﬂCMM)WHQHTS%,@%ﬂS%.

9A 3. 3EE 35 (400 mg, E5)S SFC (Z: AD (250mm*30mm,5um); Z=71: 0.1% NHsH.0 MeOH, 40% B; 3
(ml/E): 60)°ll &l AAsle] 3FE 35 (79 mg) 2D 3}TE 36 (59 mg)S 3| uA2A F531 ).
3} E 35:

' NMR (400 MHz, CDCl;) & 5.30-5.25 (m, 1H), 3.85-3.75 (m, 1H), 2.40-2.30 (m, 1H), 2.10-1.95 (m, 3H),
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[0467]

[0468]

[0469]

[0470]

[0471]

[0472]
[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

S=50dl 10-2703602

1.90-1.60 (m, 4H), 1.45-1.28 (m, 11H), 1.25-0.90 (m, 17H), 0.88-0.82 (m, 4H), 0.78 (t, J = 7.2 Hz,
3H), 0.67 (s, 3H).

LOMS Rt = 2% I 2ulE1eis] 3 1.2955, 30-90AB_E, NS ESI Z12Hx] [M-IL,O+H] 399, 21232 399.
3}5HE 36:

' NMR (400 MHz, CDCl3) & 5.30-5.25 (m, 1H), 3.85-3.75 (m, 1H), 2.40-2.30 (m, 1H), 2.10-1.95 (m, 3H),

1.90-1.60 (m, 4H), 1.50-1.17 (m, 11H), 1.14-0.90 (m, 17H), 0.88-0.82 (m, 4H), 0.78 (t, J = 7.2 Hz,
3H), 0.67 (s, 3H).

LOMS Rt = 2% FIZulE1els] 3 1.2955, 30-90AB_E, NS ESI ZAI2FA| Cull,,0 [M-H,0+H] 399, 2123 399,

AAle 16. 33HE 37, 37-A, ¥ 37-B] 3.

“., %,
OH =0
0 DMP 0. MeMgBr
\.... A DCM \.... A THF \
HO 5 " HO a A4 HO

BzCI ’
—\ = SFe,
d ey

A4s e i \ B
HO ’i Ad7 HO H 378
A 1. DCM (20 = 3}gE 33 (500 mg, 1.23 mmol)2] 8ol 20ColA] DMP (1.04 g, 2.46 mmol)E 7|5k

Aotk W %%‘ % 20Tl 1.5A17F gt wwksigley.  whg E9ES 20Tl E3} NaHCO; (10 mL) o=
ARt TRee odsta, Zdslt. A A4S DA (20 mb) o2 FE8itt. &F 771 dE ¥3}
NasS:0; (50 mL), A<= (50 mL)= AH8}aL, NapS0s oA A=A71aL, ojatstar, 547 Add (500 mg, %= =

A2 A aHBEA FESIT
1H NMR (400 MHz, CDCls) & 9.76 (s, 1H), 2.44-2.34 (m, 2H), 1.99-1.92 (m, 1H), 1.63-1.51 (m, 9H), 1.43-

1.31 (m, 6H), 1.30-1.18 (m, 6H), 1.12-0.97 (m, 7H), 0.94-0.85 (m, 7H), 0.82 (s, 3H), 0.66-0.62 (m,
4H).

A 2. THF (20 mL) S A44 (500 mg, 1.24 mmol)e] Aol N, ol 0CollA] MeMgBr (2.06 mL, 3.0 M, 6.19
mol)& 1 FEoZ HUtalsdtl. 20TolA 308 FoF wwkek & E3ES ¥3} NH,Cl 50 mLoll o8] A A3,
EtOAc 50 mLE F=3}ct. Ed® F7] A4S 99 100 nLE A1 F3FaL, NaS0, AellA AxA|7]|a, o 3}afar,
EZzAAT, AFES Fv-ZP 4 (PE 3 EtOAc, 0%~40%)° <3 AAste] 3% 37 (350 mg, 67%)< 3]
A aARA FEEQT. 27 ngS Adsreict.

" ONMR (400 MHz, CDCls) & 3.85-3.72 (m, 1H), 1.99-1.91 (m, 1H), 1.86-1.74 (m, 1H), 1.69-1.59 (m, 3H).
1.56-1.50 (m, 3H), 1.50-1.27 (m, 11H), 1.26-1.16 (m, 8H), 1.14-0.95 (m, 7H), 0.93-0.79 (m, 11H), 0.67-
0.59 (m, 4H).

LOMS Rt = 2.0% I =wlE 189 3 1.2975, 30-90 AB, NS ESI ZIZFA| Gyl [M+H-21,0]" 383, 2123 383,

oA 3. Y (10 mL) & &F3FE 37 (300 mg, 0.716 mmol)e] &lo] Wiz ZF2zlol= (501 mg, 3.57 mmo
DE #F71etder. HEES 20TolA 243 FoF kit WRSES H,0 (50 mb) 2 3A3la, EtOAc (3 x
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[0479]

[0480]

[0481]

[0482]

[0483]

[0484]

[0485]

[0486]

[0487]

[0488]

[0489]

[0490]

=50dl 10-2703602

on

20 mL)E FZagor. g3 §7] AL IN HClL (100 mL), €4 (100 mL)E AMA3}ar, Na,S0, ArelA

[e]
&
AzxA7) 3, olFela, HZAAY. JRES Fu-Z#H (PE 2 EtOAc 0%~15%)°] ol8] Akl Ad5 (270
mg, 72%)E T LURA FEIC

Nl

I NIR (400 MHz, CDCl3) & 8.10-8.00 (m, 2H), 7.60-7.50 (m, 1H), 7.50-7.40 (m,2H), 5.70-5.55 (m, 1H),
2.00-1.90 (m, 1H), 1.85-1.15 (m, 23H), 1.10-0.75 (m, 20H), 0.70-0.50 (m, 4H).

A 4. A45 (270 mg, 0.516 mmol)E SFC (Z¥: AD(250mm*30mm,5um); Z7: 0.1%NHs;.H,0 EtOH; ¥ 35%B; -

v AJZECE) 305 i (ml/i):60)0] o8] GAste] @A mAZA ] A6 (FZ 1, 90 mg) E WA TA 2 A9
A7 (33 2, 100 mg)S F531%t.

A46:

' NIR (400 MHz, CDCl3) & 8.10-8.00 (m, 2H), 7.60-7.50 (m, 1H), 7.50-7.40 (m,2H), 5.70-5.55 (m, 1H),
2.00-1.60 (m, 6H), 1.55-1.25 (m, 14H), 1.20-1.10 (m, 7H), 1.10-0.75 (m, 17H), 0.70-0.50 (m, 4H).

A47:

HONWR (400 MHz, CDCly) & 8.10-8.00 (m, 2H), 7.60-7.50 (m, 1H), 7.50-7.40 (m,2H), 5.70-5.55 (m, 1H),
2.00-1.60 (m, 7H), 1.55-1.20 (m, 20H), 1.20-0.80 (m, 17H), 0.70-0.50 (m, 4H).

9GA 5. THF (5 ml) 3 A46 (90 mg, 0.17 mmol)<] &Mo] 25Tl A MeOH (2 mL) 2 LiOH.H,09] &9 (72 mg,
1.72 mol)& #H7FskAtt. EFES 25ToA 17417 B9k wwkaigich. & (5 ml)S H7bein. EPES
EtOAc (2 x 8 mL)® FZF3FaL, 5 (2 x 10 mL) 2 AH3FL, Na,S0, ollAl fzstar, of#star, 318 3t
EAA 2 AYBS S50, ol Ze4-2 (PE F EtOAc 0-30%, 50%)°] o8] gAste] 8gt= 37-A
(28 mg, 39%)S WA JAZA &

off

H NMR (400 MHz, CDCl3) & 3.90-3.70 (m, 1H), 2.00-1.60 (m, 5H), 1.55-1.40 (m, 5H), 1.35-1.20 (m, 17H),
1.20-0.80 (m, 18H), 0.70-0.50 (m, 4H).

WWRt=%%iiﬂE1mﬂ%?6&%,%0&%42MJ,%MS%Iﬂ&ﬂCﬁM[WW%M%%,@%i

383.

A 6. THF (5 mL) < A47 (100 mg, 0.19 mmol)2] &<Mo 25Tl A MeOH (2 mL) % LiOH.H, 09 & (80 mg,

EFES 25ColA 174 Ft wwtegitt. & (5 al)& H7bskld. ERES
1,04(2x10mﬁiﬂ§41,Mﬂh@ﬂﬁ Azxsta, oateta AT &l &

FEIQon, o ZU4-Z (PE T EtOAc 0-30%, 50%)°l <& HAlste] 3}t
al

Mﬂ

%Nﬁiiﬁﬁg%
Al

(57 mg,71%)S A4

H NMR (400 MHz, CDCl;) & 3.90-3.70 (m, 1H), 2.00-1.60 (m, 7H), 1.55-1.30 (m, 11H), 1.25-1.15 (m, 9H),
1.10-0.75 (m, 18H), 0.70-0.50 (m, 4H).

>
e

HPLC Rt = 8% AZwmlE1H F 6.78%, 30-90_AB_1.2ml1_E, MS MS ESI AIXFX] Cyelyy [M+H—2HAH+383 ]

383.
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[0491]

[0492]

[0493]

[0494]

[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

[0503]

[0504]

[0505]
[0506]

o
J
Jm
Qﬂ

10-2703602

AAld 17, 35E 38, 39 2 409 3}A.

OH

4 TMSCF3, CsF
g —_—
\‘... TBAF, THF
\

A 1. THF (15 mL) 3 A43 (1 g, = 23) 2 CsF (200 mg, 1.31 mmol)e] &oMo] A hol 0T A TMSCF,
(1.76 g, 12.4 mmol)E H7I8IGTE. ZFES 20ColA 1AZF S wHkslgdch, TBAF (15 mL, THF & 1<
A7edk. EFES 20T 7= 1647 Bk akslgdtt, EFES AT dto EFE 10 nbE 53
713, DM (30 mL)& H718l9ct. EFES 2 (3 x50 ml), 9 (2 x 50 nL)Z MF8IL, Na,S0, oA #A

2
zA713L, osta, AF st FHAA 2 AHNES F5535eH, o5 Z4 Z (PE T EtOAc 0-25%, 80
)l AOH Alske] shetE 38 (400 mg, = )& FWMA nARAM F5IAT

3}3E 38 (400 mg, & E2)E 80TlA CHCN (30 L) & A3t alste] 33E 38 (310 mg)S 3| WA 1A 2 A

539,
1H NMR (400 MHz, CDCl3) & 5.32-5.25 (m, 1H), 3.95-3.85 (m, 1H), 2.40-2.30 (m, 1H), 2.10-1.60 (m, 10H),
1.55-1.30 (m, 9H), 1.25-0.90 (m, 17H), 0.85 (t, J = 7.6 Hz, 3H), 0.67 (s, 3H).

LCMS Rt = 2% AZvlET#d] F 1.308%, 30-90AB_E, MS ESI AAFX] CosllyF50 [M—H20+H]+ 453, A= 453.
A 2. 3}3HE 38 (300 mg)S SFC (ZH:AD (250mm*30mm,5um; Z71:0.1% NH;H.0 IPA, 35% B; % (ml/+):
60:)° I8 BAIste] SHFE 39 (68 mg, 23%) W FFE 40 (30 ng, 130 AWM WAZN FESL,

shehE 39:

i

I NMR (400 MHz, CDCl3) & 5.32-5.25 (m, 1H), 3.95-3.85 (m, 1H), 2.40-2.30 (m, 1H), 2.10-1.60 (m, 10H),
1.55-1.30 (m, 10H), 1.25-0.90 (m, 16H), 0.85 (t, J = 7.6 Hz, 3H), 0.68 (s, 3H).

LOMS Rt = 2% ZAmubE2ea] 3 1.307%, 30-90AB_E, MS ESI A4F2] CoHuF0 [M-H,04H] 453, 2123 453.
3HE 40:

H NMR (400 MHz, CDCly) & 5.32-5.25 (m, 1H), 3.95-3.85 (m, 1H), 2.40-2.30 (m, 1H), 2.10-1.60 (m, 10H),
1.55-1.25 (m, 13H), 1.20-0.90 (m, 13H), 0.85 (t, J = 7.2 Hz, 3H), 0.68 (s, 3H).

LOMS Rt = 2% ZAmubE1e3] 3 1.302%, 30-90AB_E, MS ESI A2 CoHuF0 [M-H,04H] 453, 21Z3] 453.

%U\] oﬂ 18. §].61—‘:’ 41_4 6L/H

Ti(i-PrO),4
EtMgBr
_—

THF

AW

HO A30

THF (10 mL) % A30 (100 mg, 0.232 mmol) % Ti(i-Pr0), (65.9 mg, 0.232 mmol)e] @AErHol] N, 3fol] 20°Cel A
EtMgBr (0.27 mL, 0.812 mmol)< ZA7}s}th. 20TColAl 1A3F &<t ksl & &35S ¥3} NH,Cl 0.4 mLo
=L
jm=}

o AT, THES AT, oFRES FFARG. AFES Fv-Zd4 (PE F EtOAc, 0%-30
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[0507]

[0508]

[0509]

[0510]
[0511]

[0512]

[0513]

[0514]

[0515]
[0516]

[0517]

S=50dl 10-2703602

o)l elell GAste] shebE 41 (42 mg, 42%)= S| LA ZA 53T
HONR (400 MHz, CDCls) & 5.33-5.23 (m, 1H), 2.41-2.31 (m, 1), 2.07-1.91 (m, 3i), 1.88-1.67 (m, 3),

1.66-1.57 (m, 3H), 1.53-1.35 (m, 11H), 1.33-1.00 (m, 11H), 0.99-0.81 (m, 8H), 0.76-0.71 (m, 2H), 0.67
(s, 3H), 0.47-0.41 (m, 2H).

LOMS Rt = 2.0% I =vwlE 1819 3 1.309%, 30-90 AB, NS ESI AIAFA] ColyO [MHH-H,0]" 411, 223 411,

Ao 19. 3FHE 429 FA.

Ti(i-PrO),
EtMgBr
—_—

THE  \
(1D

HO

THF (10 mL) & A41 (150 mg, 0.346 mmol) ! Ti(i-Pr0), (98.3 mg, 0.346 mmol)2] FErMof N, 3}ef] 2079l
A EtMgBr (0.4 ml, 1.21 mmol)& A7}k th. 20TolA 1A)7F B¢F wRket & £35S 3} NH,Cl 0.4 mLol
o9& AMANGNY. EFES AU, AFJES ARG, AFEES FH-ZHF (PE F EtOAc, 0%~30
ool oz gAste] 3E 42 (78 mg, 52%)S WA IAZA F5UTH

" NMR (400 MHz, CDCls) & 2.00-1.92 (m, 1H), 1.86-1.71 (m, 2H), 1.69-1.56 (m, 6H), 1.53-1.33 (m, 10H),
1.29-1.16 (m, 5H), 1.14-0.96 (m, 7H), 0.94-0.81 (m, 11H), 0.75-0.71 (m, 2H), 0.67-0.60 (m, 4H), 0.46-
0.42 (m, 2H).

LOMS Rt = 2.0% I =vlE1#]9] 3 1.343%, 30-90 AB, MS ESI AIZFA] CuoHy [M+H-2H,0]" 395, 2123 395,

AAlef 20, 3= 43, 43-A, 2 43-B] .

oA 1. THF (20 mL) < A44 (800 mg, 1.98 mmol) % CsF (150 mg, 0.99 mmol)e] &ErNol N, 3loll 0TelA
TMSCF; (843 mg, 5.93 mmol)S 1 H-R oz A7t 20CoA 1A7F SoF wuksk & TBAF (9.89 mL, 9.89
b, E3ES 73} NHCL 50

32

mmol, THF & 1IM)& H7F8Iict. EdES 20TolA F71=2 16413 &< s}
mLell oJ3] AMA3}aL, EtOAc 50 mLE FZ3HtE. 8" §7] 4& 99 100 L2 23] AlH3FL, Na,S0, 2l
A AxA7IaL, ofatstal, EFAAT. AFES Fol-Zd4 (PE F EtOAc, 0%~40%)°l ¢l gAlste] 33t
43 (400 mg, 42%)= 3|94 A=A F533T.

HONMR (400 Mz, CDCls) & 3.98-3.85 (m, 1H), 1.99-1.92 (m, 2H), 1.87-1.74 (m, 1), 1.69-1.56 (m, 7H),
1.53-1.31 (m, 10H), 1.28-1.16 (m, 5H), 1.15-0.95 (m, 7H), 0.94-0.85 (m, 7H), 0.82 (s, 3H), 0.68-0.60

_62_



[0518]

[0519]

[0520]

[0521]

[0522]

[0523]

[0524]

[0525]

[0526]

[0527]

[0528]

[0529]

[0530]

S=54l 10-2703602

(m, 4H).

LOMS Rt = 2.0% A=ehEze)s] 5 1.3515, 30-90 AB, MS ESI AAEX Colif,0 [MHH-H0] 455, 22X 455.
@A 2. F2ld (10 mL) F 3FHE 43 (350 mg, 0.740 mmol)e] &Ho] wWlxd F=Zlo]= (416 mg, 2.96 mmo
DE #A7tekdeh. B 50T 48417k FF aatgieh. whEES HO (50 ml)E 8418k, EtOAc (3 x
20 mL)E ‘%%5}5&‘:} ‘;}?l' %7] }g—% IN HCI (100 mL), Oé{,: (100 mL)E /\ﬂi_ia—}_jl, N32804 /\o]_oﬂ/ﬂ
AzAN7|2, dFata, FEAATL. AFES Fu-Ze4 (PE F EtOAc 0%~20%)°l o8] HA3ke] A48 (200
mg, 47%)S T3 o dRA S5

lH NMR (400 MHz, CDCl;) & 8.20-8.05 (m, 2H), 7.15-7.05 (m, 1H), 7.50-7.40 (m, 2H), 5.60-5.50 (m, 1H),

2.00-1.70 (m, 3H), 1.55-1.40 (m, 12H), 1.35-1.15 (m, 9H), 1.10-0.90 (m, 8H), 0.90-0.75 (m, 9H), 0.70-
0.50 (m, 4H).

SHAl 3. A48 (200 mg)S SFC (Z%: AD (250mm#30mm,5um); Z=71:0.1%NHsH,0 MeOH, 40% B; -+ (ml/E): 60)l
os) AAIste] A49 (40 mg, 20%)E S UZA, 123l A50 (70 mg, 35%)S 3| uA =M F5T).

@A 4. THF (2 mL) 5 A49 (40 mg)oll 25TelA MeOH (1 mL) % H0 (1 mL) % LiOH.H,0 (16.6 mg, 0.69 mmo

Del §ao g% AT, EHES 25CAA 1747 B WA, EFES EOAc (2 x 5 al)E
FEAT, G5 (2 x 10 m)E AHSRI, NaS0, FAH Azsham, olsshm, Felal 2 (PE F EtOAc O-

30%)° o8l AAlste] 43-A (20 mg, E)E WA uA2A FEEHOH, o] 25T CHCN (2 mL)E
s et g, EH Alo]aE 80TNA CH.CN (20 mL) Fol &a|AHTE. ENS AF slo] FFHA|A 43-A (6
mg, 31%)E IWN uAZA F5AUC.

H NMR (400 MHz, CDCly) & 4.00-3.85 (m, 1H), 2.10-1.75 (m, 3H), 1.70-1.60 (m, 5H), 1.55-1.20 (m, 16H),

1.15-0.75 (m, 18H), 0.70-0.55 (m,4H).
WMRt=%%ﬂiﬂElﬂﬂé?lﬁw%,%ﬂ%&EMS%Iﬂ&ﬂQﬁﬁm[WWﬁf4%,@%ﬂ4%.

@Al 5. THF (3 mL) Z A50 (70 mg)ol 25CelA] MeOH (2 mL) 2 H0 (2 mL) ¥ LiOH.H:0 (50.7 mg, 1.2 mmol)
o] &9 &AE Hrlelth. =S 25ToA 174t OJ o}OﬂE} THEE EA (2 x 6 ml)= FE3}
3, @9 (2 x 10 mb)E AIABERAL, NaS0, AellA Axsha star, Z#l4l Z% (PE 5 EtOAc 0-30%, 1 Al
el ol GAste] 43-B (40 mg, =w)E LUEAM 5 oH, olF 80T CHON 4 mL=58 H243}

J&
—\—‘
m
i}

sko] 43-B (23 mg, 58%)E 3 A=A S5t

H NMR (400 MHz, CDCls) & 4.00-3.85 (m, 1H), 2.10-1.75 (m, 3H), 1.70-1.60 (m, 5H), 1.55-1.20 (m, 16H),

1.15-0.75 (m, 18H), 0.70-0.55 (m,4H).

LOMS Rt = 2% FAmuE1elm] 3 1.315%, 30-90AB_E, MS ESI AR CollyF0 [MHI-H,0] 455, 2123 455.

i)
WE,
i9
z
e

4ol

=2

2

rQ oftt ol

e
7
52

olo

il

H

off 2 o rjz e
A

o,
©
~
N
X
2
©
:Oé
L

- A% ote] Bael J1EAelA Age sk o, FAH nsvlE F4Y AUk B4
& A% A WAsEd BaF & Ak 53T 8709 43

Bol Age zel Hue B slEiop] 3L At ol S|, F@e wEy] % 29 w9
= W

. Greene and P. G. M. Wuts, Protecting Groups in Organic Synthesis, Second Edition,

Moo
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[0539]
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[0541]

[0542]

[0543]
[0544]

[0545]

[0546]

[0547]

Wiley, New York, 1991] % o] 1&% FmEdo 7|4 A},

ool AlgE sFES FAE BF A o dE 2 ZAE k. olgg dae AAAS, A9 A
ZulEady, IPLC B 294 §4 Z2vteadyd (SFO)E 2gsot (28 ool AdFA&= Zg). 37
Age o] dAR vF & HEHA ANAFTAH xERo|=o] AlFe] M FAEA AAHT. A

T4 3gEe 57 A Hopo] B4l VAt o FAEFAY AR dvtee 2 Ed 4 A
ofo mHEH Az" F vk, o AlTd ALl dAA/ Al AA ] ]/ FAe A& flE) o

[e)
|71k A8 712 AE 7129 ® AD-10, 7] A (CHIRALCEL)® 0B, 71Z4® 0B-H, 7|24® 0D, 71¥¢4
® OD-H, 7]1Z4® OF, 71Z24A® 06, 7|Z¢4A® 0] 2 7|Z4A® 0KS E3sl}, oo A=A E g

Hug H-NMR (& o], °F 0.5 WA °F 4 ppn®] § (ppm) HAS A9) 3= MR = EF 9
1 34 (04]% o], AAAJ] FHol F3oletar osd otk AA-E HPLCAl g oA14 vkl

]~ dHB A (Waters RBridge) == 10 um C18, 19%#250 mm. ©]FA4: oMNEUEH =&
(NH,HCO3) (30 L &, 24 g NHHCOs, 30 mL NH;.H:0). F%: 25 ml/¥

o
2

G HPLCO] theh o] A1) ubA wh: o]%ad: At B (10 mM NHHC0), B: oMIEUEZ Fuj: 1.6 T 2

oA 5%-95% B frF: 1.8 T 2 ml/E; LR 45ToA Ax=HE A (18, 4.6+50mm, 3.5 pm.

NMDA 73}

NMDA 7432 NMDA 8415 Ldsts EF5E AX9 o= HAAXE 9z FAZE ALEste] Hrlak).
EfEE AE (o] vk} (1WB)) 9] A-Ax oz =

A-AXE WR-FAZE ITHEE ATA THEE GlunN1/GluN2A FFEFH| o) E =80 tjst sa&o a3}

stk Avs E 10 AAE

g @Tshed Ag
HEK293 M XEZE oldi=nlo]ei 5 DNAY 93] F@d3ksla QIZF GRINI/GRIN2A F-AAE I sl= cDNAZ A7
AR wd Bepevisd 23E (18 L ALN-AY %d A d oA F Ga1s R Ao 45 e

el AFSS S FAAGAE Mg, AxE 10% Hol & ¥, 100pg/ml HYAA ¢ YE
100 pg/ml 2E#Enlo]Al &Ho]E | 100pg/ml ALA, 5ug/ml EZF2ElAY 2 500 pg/ml G418% HZFF
W2 HE olF wjA|/FYAr EFE (D-MEM/F-12) Soll A wjgstict.

A BE RS s AF-UE =R W) 9 AEE)E grsdn. RE AE L gE S 0.3

DMSO 2 0.01% 28] Z=(Kolliphor)® EL (C5135, A|19}(Sigma))g &atgitt. A& EF AAE 253 A
A FHF A28 (AFo]ZFE(SciClone) ALH3000, ZB#]% glo]ZAlolAA~(Caliper LifeScienses))ZE Alg-3lo]
384-4 3}3E EdolEd Y3t FAH2 o] Ao wE) o] 2 ulEFt FHES AMESte] st
Sitt:

SHEEEEIEER
a) AEW & (mM): 50 mM CsCl, 90 mM CsF, 2 mM MgCl,, 5 mM EGTA, 10 mM HEPES. CsOHZ pH 7.2 Z#3F
o}

b) AlEZ<e] & HB-PS (mM @99 =A): NaCl, 137; KCI, 1.0; CaCl,, 5; HEPES, 10; &%, 10; pHe
NaOHZ 7.4% 243900 (188 w7kx Q2ha7).

c) X A9l -70 mV, &5A/ PAM A8 F<F A9 -40 mV.
71& Ak

E9 YEAE PPC ZHOE € (2 P 11 pl) UR 29T Aot} A¥ FdgdS ppC HH HAFe A



S=50d 10-2703602

8 %9

[0548] AR EE Tl AL AP-AE2 20 ple 2X w5 A EF & H7h, # FRAR, 10 ul/selAel 20
ulel X 5 Ad =3 % asAe H7F 2% F 48 AHE F#AE Ao

=1

1.

[0549]
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