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ST S, T REEE A B AR IR T (FC, U7 AR s AR AR AN 1 - ZE RN 2- 25 0) AE Ll
Tt 7 ZEH, J7 R A DU IR R 1 (FC 05 27 s inREER) o U5 R IR AR IS R4, Hop
bR LR 55 B 5 — AN B AR PR SE B AR PN SR L A A, b e R A Bl A T
FEE b, HARZIEOUT B IR 7 130 H 4k 8epk 48 2 05 23 R g a5 120 H o S )
F RO EARTATAB LTI BB (aceanthrylene) Ju M B 36 &
(acephenanthrylene) B B4 . % | Jii (chrysene) \/NA I 7K (coronene) ik B2 FE 75 &
(hexacene) .. 2% (hexaphene) . .48 (hexalene) \AXTFR 511548 (as-indacene) XK 5]
154 (s-indacene) Efji - B 25 . 7038 3% (octacene) « JF /U (octaphene) B TE 5 2%
(octalene) [8] — ik VU % (ovalene) X -2,4- —H - 17K (pentacene) JFEA % — 0%
(pentalene) « 7K IF3E (pentaphene) « ~Z5#k 7K (perylene) JE I H (phenalene) FE . TE
(picene) «-EiE¥ (pleiadene) «FE ML (pyranthrene)  E4044 A F3E (triphenylene) Fll
—Z% (trinaphthalene) B 75 FEBL A AL HE R L L2508 VBB AN DU S 25 2L  BR AR A AR EA
% 5 B M AR IR AR, BEARBRHT CARBURH 75 587 8l — A2 A R AR
CHURHI I7 ") o AE— LS )7 SR, 77 FE L B O AR BRI C, | 77 2 o A — BB S 7 S
77 FEEE A UG, 07 2

[0149]  fE— BB )y S, J7 BRI — A Nk H 0 3 C,-Cle i (C - Copa AU 2
Ik A C - Cle S 2k AN 1) BT U

[0150]  HACHY 77 FE AR M SE 50 4 T %71«

RS57 ’ Fa .

R57 RS57

[0152]  HHROAIR 2 — A AE MR AR oh 2 /DA% H ST HbI% 5 C, - Che k. C -Cypd
AP FE 4-10TC AR IR FE e Mh L (C -Cobt S AR AR 07 U e e U Ak O7 AR e R 7 R 2
NR*COR™ \NR**SOR™ \NR**S0,R™ . COO%% 4 . CO0 75 % . CONR**R™ . CONR”®OR™ \NR”R™, SO,NR**R™,
S-HE i SOKEdE SO, b 3 . SF5 KL . SOF5 3 . S0, 75 5 : UHROMIR AT 45 & LU 5 284N R 711
PRI (LRSI |, AT A A — ANE AN i N OBRS ) 4% S5 . R RIR® b 7 by
.0, CykedE .C,-C, B AR HE . C,-C  FRb AT 10 TE 44 FF 36 C, - C  F5 25 AR I9C, -C 5
He 5E 107077 BRI 5 2 1070297 2

(01531 “Fi 5 5 2L" & 4507 2 , HIABR A 7 A9 PNk 5 58— 07 R Bl 7 A AL el S
[0154]  “I%I7 8" RAGAETT I ARG H BAMRIE T M1 R4 2% 7 T 15 E 1075 5 IA L
T HAn+257 F I ARG (WA 68 0MEMEHES T IL R 1) (AR, e A R T
Sz Mg R AR (“DEE10TCATTHE”) AE S — AN E AN RUR T AR FEE A,
BT RVF 3R A AR R T A 07 3 IR RGN AR A AL A ER
EAET o HOTH WIEE AR RS, b i BT E S 07 IR — AN R
B BRSSP B 5, HA e A T A 07 B B, BAEIZAROU R M R B kS gids
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BT R RG R ROAMIEE R0 I BFX PRI RS, Hodrn b e S AR
PRI G2 A, b iR S T R A S, BAEZE T,
BRI B B4R e A OF 3/ 3455 38) R ARG R EH . — DN EA RIE T
TR G R BE (Anns| IS RIS R AR R AT TR 2 — b B T B AR
JRFI3R (an2- W5l b alifr F AN S 24 IR 73R (ns-mIves) k.

[0155]  7F—desji g e, 8 5 KL NS B 107075 B R4, HAE TS & 24 h A
B ST A - AN PR 24 SR 7, FL P A 2% ST s sk B 480 SRR (B 10004455 37) fE—
Se s Ty S, A0 R NS 8L S IS ARG, AL m IS RGN B A MR T A 44
IR IR, Frp AN e S5 T M i A AR (“BZRBIL AR S L) AR — e R,
F 97 HIEFINS 6L B I ARG, AL 7T H I RGP B B R 7 -4 R 26 J5 7, Hodp
TR TR g A AR (52 6T044T7 L) AE— SRS T R %5 A6 044 U5 A
HA -3 E B & BRI IA R 7 AE— s 7 Brp , 2526 0 4 5 B H 1-24 i H
B BRI PR % ST o AF — St 7 R, 25 670 4275 3 B A 14N B & BRI FR 24
JRF o BRAE AR VLI , 5 44 05 FE I BT AR IR BRI, B AR BRI (AR 4255 2E7) 5k
Wi — AN A BRI B (CHUIR A 24 75 7)o AE — S8 St 5 & R, 1% 2% 75 L 3 ] A A B
RIFISZE14TC A T5 FE o AF — BB St 7 S b, 2 2% 75 FE S N BRI 5 2= 140 24 75 3 .

[0156]  JR A (1) A B — AN J ST 1K 570 A% 0 258 22 (A1 40 35 (E A PR b s 356 | Ik i S e 17y
5 o T I AL B AN 2% ST 1R 5 70 2% 0 5 R L (H AN PR T DR e S b e G R S | R
P I | W e 56 R S M A R . O 4] A 11 0 B = AR SR T (A 56 4 0 2 A R (AN R F = e
S R e SR IR O 91 ) DY AN % R T 1R 50 A 0 8 2 [ LR AE A PR - DY e
B R L B AN R ST IR 6 70 2% 5 5 I B (AN PR IR e 22 o 71 £ 1 D B A O
JE T 6 70 44 75 F ik 160 5 AE AN PR Ik 88 | 1 e B AT 1B 6 o o 9] 1k ) 6 2 = AN B DY A 4%
JERFHI6 7044 75 3 143 A F5 R PR T =M FE R DU e 5L R v A & — AN R R FII 76
He 75 S B FEAE AR T 244 IR P =0 3 L S A B B — 0 2 R 28 3R B =0 2 L R B M 1
5,6~ I A0 HE L AL S E AR T 05| DR 3 | SR RGI R I W e R | 2K =M IR IRE My L
A FFIE Ny e R IR MR k| DR I S PR R L DR R e | DR e L ORI S e ORI
TR IR M L | R S B | g e L N[ L RN A B ORI 6, 6- IR 4%
75 BB A HA R T =B R ZE 5, (naphthyridinyl) (ISERE 5L PEIRRES | S AR AR RS | bk 2 |
I R I 5 P i 56 s Pk &

[0157] ARSI ) S HELL T
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N —N \\ \\

£ €N €Y €y ) [

7 z” Z N” N7 N

NN Ny YN

[0158] ' L Ne I
LA~ N NS

(01591 L A7k [ AL NNR® L ORIS : FLR™ AT H AL C, - C b B \Cy-C Fi e 2 4-
107G FREE (Cy-C,  J5 HE RIS A 10T A% 75 2k

[0160]  “BRINFL” Bl “B IR &5 dE 5 & R RA 3R 10MIRERE T (“C, BRFAIE”) Al
O R T A AR T IR IAR S B 1) ik [ o 42— LS S, BR3P L 5L B B A S =83 IR 1
(“C, JBRFRIE) AE—LESTHi 7 e B BT ST FRRR IR T (°C, BRI IE”) 75—
MO J7 R R RS B B AT 3B 6ANIRBRE T (“C, BRFRIE) IE— e T g BR
SIS EIONRBRET (“C,  BRIFIE") R BIPEIIC, FRIRHERE R 035 (E R T 2R 7
5 (Cy) HPMEEE (C) T HE (C) T iR (C) A (C) AR AL (C) AT 2 (Cp) -
IRERHE (C) FRE Mt (Cy 25 AR BIMERIC, BRFF LR B 3 (B R IR F RIIAC, BRIFHEIE
FALL B FR B (C) FRBEME (C) JFRBE IR 3E (C) JFRBE=IRIE (C) JFRE3E (C) JFRFIR 2t
(C) R [2.2. 1] Bobd (C) 3R [2.2.2] ke dk (Cp) 2 R BINERIC, | BFR L SE R 047
{ERBR T RIRC, BRIFEEIEDA L 3R T2 (Cy) R EMEE () JFR%EE (C,) FRZIHEE (C,) «
G- TH- B3 (Cp) 2SR (C) VB[4.5] B81E3E (C, ) % . AILATSZ BT IR , 75— 2L 52 Hi
S BRI SEIL Oy SR (IR AL B B MR BREE RS R4 (I R R G (T
BRIAFE”)) 5 I BT AN SlR] g o A AT o “BRIA AL WAL IE R4, Hodh o bk
HIBRI LI G — DB > T7 L B 57 F L B &, 0 B 43 mi 60 TR L34 b, HAE 1S
DUN S B A A H GRS 16 8 B E RS B AL H o BRAR IR UL B, BB A S S AT Oy
AR, BER BT CRBURHI B IA ™) BARE — A 8l 22 AN BRI B CBUAR A B A
B oAE ey SR, BRIA S PR AR BURIC, | BRIA Ik o 72— B S U5 S, B Sk
SEF N EURIIC, | R,

[0161]  fE—Besijii J S, “BRIMEE” Iy B A 3 B 10 Ak J5 1 A9 R A 0 Tl A 3k [4]
(“C, | BEFE”) AE— LSt 7 e rh , b R R B R A 3 B8N AR IR 1 (°Cy A dE”) o7E
ety SR, RS B B A 36N MR IR T (FC,_ MBEIE”) o AE - SESLET SE H
bt FE A B A S B NIRRT (°C, B L") AE— LSl 7 S, e R A 5210
AFRBRIE T (“C, FFREE") o C, FRbi s BE 0 S2 OB R I (C) FIFRCLEE (C)) oC, JFRbe
S P ) 9 AR AT AR C. PR B B LA BRI B (C,) RIFR T3 (C,) .C, e e B 1 52
(LR RTRC, PR LD B3R PR (C,) RIFRE3E () R AR 5 U, 45 FF b A o
LI AR IR CARBURII AL AE") B — A a2 A BRI U CHURII A BE L") o —
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BB S T R I bR R AR BURIIC, | bk o 72— LSl 7 S I e L A
BARHIC, | bt

[0162]  “JR3IFIL” 8L “Z838” R B AR T AL 24N RIE FRI3 R 10T E N HFH RS
(P2 [, Herp AN 44 S - T e 5 &G A B B B AR (3 10e L) AEE A A
2 AN BRI Ze R R A A, R 70 o v, i 8 s n IR R 1 2 R A o] R
FIA (BRI RBAAR”) B A PR BB ER R4t (I =3 R (“EIARIAAE”) ) , Hoo] Rt i
(BT N o AN AN o 200 R R AT E — DD R A E — A2 AR5 T
GRME” IR RG, Hhin B X R ER 5 — D el ARG, Hoh
T AL T AR A BB IR LA b, B R XA R G, b o B e R 2 PR3
55— A2 A T7 B R 5 RS  , Forp o e AL T AR AR b, HAEZIEOL S , PR R
(155 B 9k Be i 8 8 9 IR IR IE R G IR R A H SRR AR I UL B, A DL T 1) R A A
ST AT AR, BP AR BT (AR IR 2E”) g — AN 8l 2 AN BRI (AR
HRINIE”) AE— LS 7 S, IR B N AR B 3R 10 T A PR 2 o A — 2B St 7 R
FRIFEIE A AR 3 R 100 A 0 4

[0163]  #F—LLSLhti 7 =, AL A N BA MR JE M1 -4 R R 5 2= 10t
BTIRRG, Horp AN 6 it v e 5 20 2 B BE AR (B 10 0838 8E7) o fE — 25
it ZH, ZeIA L N B AR R A -4 R 2 R RIS R8T AE S I R4, Hp EA
R R AR H Ik B A BRI (DR8I L") AR — LS R, R IR N B A R
BRI A1 -4 A28 5 R 6 U IE TS & 3 R 40, Hop AN 0 J5 7 Jh 7 b ik B % SRR
(“DEOICAIIE”) ALl 7 B, 1Z5 26 0 M B A 1-3 MR 7, ik B & VA
A 72— 2E St 77 2P, 5 RO LR M AL B A 1 -2 B 1, Hode B & AR o AE — 28
ST ZEH 5 RO U AR B A ARE T, ok B A& A

[0164] 7R BIPE A AL — AN 2% S5 1) 370 2 A L JE A B 45 (HAN IR T B R A T e 6k A 44 B0
PIE S R AR A P e i R PR AL & — AN 28 BRI A e RN R B R B R AR TR T
Fe ik AR IR T R S AN PR T e R M L — N R R BB T AR R I A AR E A
PR T DU SRR 22 | SR I 2 | DU My G | UMy L L ILE IR Joe 2 L AL g R AL g - 2,
5- I o 7 MR I B B S 2 B B 5 7T AR SR I A B R AR AN PR T AR IR e A
FRI R B HE (oxasul furanyl) R AFA R bEHE (disul furanyl) FIREME LT -2 - B o 7~ 451 14 11
AL =A% IR 1 570 e A JE L A A0 45 AH AN B T — M mbR I | 1 A AR — kR 7 451
PR AL B — A 44 S (1 6 70 22 34 25 25 ] B 45 (AN B T R g 22 | DY St e S . S bk g 2 AN
IR O o T A9 ) A 2 P A 2% SR 1 1R 6 70 A% A i A B, 5 AH A PR T Wk s | ek 5 L —
FRI I AR I O b A R R AL = AN A T 6 T 28 I R R B R AR T =R
ROk (triazinanyl) o P AL — AN 4 S5-I 70 28 A 5 A A (H AR T80 0
IR BEfe s S A BA B o A e A B e I o 7 9 PR ) A A — AN 28 R I 80 A A B A 0 4
BANPR T~ U IR S e e L AR A e FE AR A 34 S e i R IR I 5C 07 ZE A 5 1 5 6 4%
IR (R SCHFRRNS, 6- IR 4430) ALFREANR T &m0 AR FF
WM B . SR IR ME Wy 5 R R bk R 2 (benzoxazolinonyl) 2§ . on B PR 5 55 B &
(116 70 28 A FE I A (AR ST FRNG6 , 6- Z IR Z43F) FE(HAR T- DY S bk I | DU & 7 bk 2 45
[0165]  “H R A" ZIEEH 2L —ANEIETFI4- 27-J0dE 5 HIHRER, FlanE AR
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T bk R AE (] 40, 2 - WRE JE | 3- DR WE S R4 - WRIE JE) AL s e () 2, 2 - i s 5 56 R 3 - Lt gs
FEdk) SRR T A AL T DK PR R PR P I T 2 - b A AR P P IR P ARTIN - e e Wi 1 451 2
N- LR o FLAR R S BLAE 38 T He « Wk GE e AR 22 i

[0166] 4 IR S VB &) EAFAERI S BTN, “2%7 R fa b & ek A v i — 4> B
Z AR E T 1 R SRR A B T AR T T IR IR TR A, e St (A2 k) (A

Fedk (Inas3hdt) 7 (207 80 2k (ke ) 55, HEA 1254 21234
AT

(01671 “TkE” &4 -C (0) RHE M, HrpR* N & BUARBCR HURI e  BUARBCR BUARI 1
e B BRI B2 L BUACBAR BOCPC AR B L OAC AR U 2 30 22 L BB R AR
75 AR AR BRI 255 5, AR SCep T S “Bele i A9t S T, H R R 1
DLAI 1 5 (4] o AR A P P 22 A0 45 (HANIR T R I 2 (-CHO) LBt 2 (-C (=0) CH) A Bk
Fe RO IR BRIE CRIESE (-C (=0) Ph) RS (-C (=0) CH,Ph) «--C (0) -C -C ek . -C
(0) - (CHy) , (C4-C,,754%) .-C(0) - (CH,) , (BE10IGHF7H) -C (0) - (CH,) | (C,-C, Frkidk) Fi-C
(0) - (CHy) | (4ZE 10 CALFREE) , Horh O FE AR R M. 75— e Sl 7 Zrh R A R e 2
BURINC, -Ciedik s BIC, -C, FAKEdE A 10TE AR I IE (Cy-C,  F7 5  F7 BE e B L5 & 10T % 75 2 B
2RI HE R I BN R IR IC, -C be i < 3 RN C, -C be 3 R IR -,
b AURESE R IURIIC, -C FR b e 2k BR BRI C, - C B AU S 2k B PR S A

[0168]  “PiAlHE” AL H - OR™ , FLHR™ A HUAR oA AR ) e 35 L AR B oA HL AR 22
AR AR AR Ay e e L HAEIAS A B PR 5 IR AR IR ) 23 22 L B R BUAR ) 5
IR B AR R 4 7 5 o AR Joe S O PP 4R L U L IE T RIS R U L O
TR GRUT RS AR TR IR IR VAR AL, 2- TSR T BRI b A R ]
PR R I, B RA 1RO MR T 8 — 2 AR e 8 R A L = ADBRE T

(01691 fE—2u3zjfi J7 Zrh , R A AT — A A HURIE L, 1401 254U, HLA
PR3N  JUIL A TN, Jhak B 8 U &3 L C - C 77 3 07 S8 0 VR
(18 NOR O V8- WESS T/ 32 - N b= SO EN T/ 52 E - 8- I (2 E- W Tk A k=B N e A7
SR B B -S (0) - D5 HE-S (0) - W BEHE-S (0) - FITTHE-S (0) - o AR BRI HUARI e 4
AR EAR T, -0- (CH,) | (C4-C F5HE) +-0- (CH,)  (BE10TTATFT2E) -0- (CH,) , (C,-C, Fh
Fee) A-0- (CHy) | (AF 1070230 HE) , H 0 R AR BERL, FATATAFLER) 7 5 2 05 1 FR b
Fe R PRI F S AT PR BRI C -C e o 38 R C - C e Sl AR UGN C -
C, b AUE2E R HURIKIC -C o e BR BRI C - C e AUk S 2 R i A o LA il
f¥) BRI B8 AL - 0CF, -OCH,CF,~ -OCH,Ph- -OCH, - ¥& P 2 , - OCH,CH,0H A1 - OCH,CH,NMe, -
[0170]  “GIL™ R IHEE M -NH,

[0171]  “ALE” 45 -C (=0) -

(01721 “HUARAEIE" R RN R™) W23, H AR A BB BUR M e 28 B ER
AR ORI A5 22 L BRI e 2 L AR B R BRI 2 B SR A 3 22 L B
PRECAIUR 1 55 5 R B A HUA R P 05 B sl EUE AR S B, b &b — ARP AR S AE
L5 i 7 e, ARSI S C, - CohtdE C, - C i L C, - CbREE . -C  J5 3 B E 10T
e 75 AR 0TC AR BC, - C, FAbE S B C -Cle Jk , Hopli pd 3R sl B HUAR : C, - C R 2
oo 3R BRI 5 Cy - Cbe ik, HoA i 3R B2 S AU s B~ (CH) | (C-C o F738) - (CH,) (5
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107647558 - (CHy) | (C,-C, FFkeKE) mli- (CH,) , (UZ 10T IFER) , H bt 0281 B4y,
H AP AN AR IUARINIC, - C be ik L b 3 RIURIKC, - Je U RIURIRIC - C b AREdE LR
HURIRIC, -C M BE m R BUAR I C, - C, 54 AR S B BE AR, s AR B 45 45 DA
JI fEF o

[0173] 7R {5 P ) “BRAR A B ™ AL (B R BRF--NR¥-C - C 2 L -NR*- (CH,) | (C4-C,, %5
HE) -NRY- (CH) | (BEL07TA4F5HE) -NR™- (CHy) | (C,-C, FRBeHE) RI-NR™- (CH,)  (4Z 10767
PRIE) , Horp 90 Z AR BER, il 1812 , 4RI M R ORHERC, - C e 3 s FLAE A 7 78 ) b
LA B AT A 2 S BOER B 2k Bl e R B HAR AR 57 2 L 2% 07 3 3 b
SEol ZL TR HESE B 1 B AT AR IUAR AOC, - C, B3t 1 2 R BURINC, -C e A3t R IUR G, -C,
B AR AR BRI C, - C F He bt AR BUAR [ C, - C o A SR B S AR Ay T 4 ot
], ARTE BRI E R A4 QiBLR B SR e 28 2k AR e U 0 T 2 7 2 A L Y
ARB ek 77 B B Ik 57 S B Ak VAR 97 B 3k - e ik B S A — e i 2 0« BUARY
AL AR B = R A U R A

[0174]  “¥RIL” JE45-C (0) OHAE[A

[0175]  “FIE” J&fi7 -CNFEA

[0176]  “pq A7 B “pg 27 2 FE AR (F) VAR (CD) VIRAX Br) AEAC (1) o £ — L5257 %
b AR D e A

[0177]  “pq Ak 2" fe fia H e S BURE — AN B A 5 FR I e 2k o SR i AU 1047, 1H
AT, =A% (-CF,) - 9 H 4k (-CHF,) AU % (-CH,F) & 2 (-CH,C1) « 5 3k (-
CHC1,) =¥ % (-CH,Br) , 5,

[0178]  “¥2JL” 245K H]-OH,

[0179]  “RHIE” J&Fia 3L [4]-NO, .

[0180]  “Hiilid (Thioketo)” R F§HF =S,

[0181]  UIASTHTRE A etk Hi B IR AL VBRI | AT 557 BE AN 2% 57 Bk ] D9 AR e BUAR
R Cln “BARHR™ B AR e 2  “BIOACR™ BRI ™ Jeis 5 - “BORQR™ BRI ™ B
B BT BCRBURH” BRI LB BRI 28302 B B R B
75 HE B BRI B RIURIN” A4 05 LI ) o, R1E “HBURI” , AN i 2 B A ARG
L™, R FRFHE A nReER ) _EAFAER) 2 D — AT e VR AR, an L E
P AR e & (B anAs B A an i e 8 HE AL T RR SO & s N AT Fe AL AL & )
YA o BR AR F3 AU B, “EURCH” i AR 23 B 5 — > B A T B A B BAA B,
H AR5 @ 25 P 10 2 T — L BRI, B AN B A U AR R BAN A AR
W) B I\ 9 EFE A WAL S VBT AT 5o VIR R IR, AR AT AR SR ik i AR L4 5
BOE AE € A& « A B 25 & B A LA S A ZH & RIS R @ & O T A3
1 H A B AN A 2 B n] B S RS AN/ B AR S AR A i) 53 ) A, L A2 2
JE [ S5 9 S BOE U E B4

[0182] 75 {5 P ) B Jod 1 AR S R R AEANR T 2 54 3R -CNL -NO,+ =N, =S0,H . -SO,H . -OH, -
OR*™.-ON (R™) ,+-NR"™) ,»-NR") ;X "+ -N (OR*) R”, ~SH, ~SR™ . -SSR** ~C (= 0) R* ~CO,H. -
CHO- -C (OR™) ,~-CO,R™ -0C (=0) R**,-0CO,R™.-C (=0) N R™) ,»-0C (=0)N R™) ,+-NR"°C (=
0) R™. -NR"CO,R™ . -NR"C (=0) N R™) ,~-C (=NR") R**, -C (=NR"") OR*. -0C (=NR"") R* -0C
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(=NR"”) OR™.-C (=NR") N (R™) ,~-0C (=NR") N (R"") ,~ -NR"°C (=NR"") N R"") ,»-C (=0)
NR™S0,R™ . -NR*’SO,R™. -SO,N (R™) , -SO,R™. -S0,0R™*. -0S0,R* -S (=0) R**, -0S (=0) R™. -
Si (R™) ,+-0Si R™) ,-C(=S)NR™) ,+~C(=0) SR*™,~C (=$) SR*™,~SC (=$) SR*.-SC (=0)
SR™.-0C (=0) SR*.-SC (=0) OR*,-SC (=0) R**.-P (=0) ,R**.-0P (=0) ,R**.-P (=0) R"™) ,+-
0P (=0) R™),~-0P (=0) (OR*) ,»-P (=0) N R"),+-0P (=0) NR™) ,.-P(=0) (\R*"),,-OP
(=0) (NR™) ,+-NR*P (=0) (OR*) ,+-NR"P (=0) (NR™) ,+-P (R**) ,~-P (R°*) ,»-OP (R™) ,+ -OP
R™) ;+-BR™) ,~-B(OR) ,+-BR™ (OR™) \C, | Fidk .C ket C, | Hidk.C, I C, |
BRIAEE B 14TCIR I (C, | F7IEME R 147087 3k , Hrh AR e ik I bR (R FA 2R L
PRHE 55 HE R 57 FEANST 40 1.2, 3 485 R HEFH EUAR

[0183] s HRIEF LB ZEAL A0 A 2 =0, =S . =NN R™) ,» =NNR”’C (=0) R*, =
NNR™C (=0) OR™, =NNR"’S (=0) ,R**, =NR"’B{ =NOR“1{ % ;

(01841 R™“FG-k H BU LM FIC, | KEEC,  JRARKEIEC, JMEHE.C, JRIE.C, BHFF
B 3EI4TCIRIMEE C, | JT IS R 14707577 2, BUE PIAR™EE & LUB B £ 1470 4430 2 Bl5
BT TT RN, Fp A e i i PR EE VB IA SR R BRI (T BRI 2R T R ST M40 1
2.3 A5 MR FI B 5

[0185] RV ¢ LN i 37 31 3% 1 4 -OH -OR™ . -N (R°°) ,+ -CN+ -C (=0) R**.-C (=0) N
(R°) 5+ ~COR™,~SO,R™ ~C (=NR™) OR™. -C (=NR") N (R°*) ,» ~SO,N (R*) ,~ ~SO,R* . ~S0,0R*“ , -
SOR™.-C(=8)N(R*) ,+-C (=0) SR, -C (=8) SR*°\-P (=0) R, -P (=0) R™),+-P(=0) N
(R*) ,«-P(=0) (\R™) ,.C,_  Fedk C b UkedE.C,  MhFk . C, | SR .C, BRI 3E 1470
BRI C, |, J LIS 1ATC A 4 , S AR [ 45 5 LU Y 3 8 140 2R PR A 5 58 14T
HeT7 RN, o RN GE i i R BRIA IR RIAIE 57 FE AN T B ML 0. 1123 48]
5/NRHE U

[0186]  REAEV H1 LN S Mk [ %0.C, | Be K C, | B fRke 36 C, | JB3E.C, I C,
BRIA I 3 Z1ATE A AL (Cy | J7 FE RIS AR 1470 94 97 2k , BE PR™SE B 25 & LUE 3 £ 14T
RIS 147078 07 F0 , Horh B e ik I B ORI VRIRIA S L 2R AL 5T B AT 2% 57 B AT
A0 1,23 485 MR IEFA HLAR

[0187] R BLIN J 57 Hb gk 1 51 2L - CNL -NO,+ -N, ~ ~SO,H. -SO,H. -OH. -OR**, ~ON
R™) ;v NR™) ;. -NR™) X L -N(OR*) R -SH, -SR™ -SSR** -C (=0) R*" -CO,H -CO,R** -0C
(=0)R*,-0CO,R™\-C(=0)NR") ,.-0C (=0)NR"") ,-NR"'C (=0) R**,-NR""CO,R*", -NR""C
(=0)NR') ,+-C(=NR") OR™,-0C (=NR") R**.-0C (=NR"") OR™.-C (=NR") N R"") ,»-0C (=
NR)NR™) . -NRTC(=NR")NR™) ,, -NR"'SO,R™ . -SON R™) - SO,R™\ ~S0,0R° -0SOR™ . -S
(=0)R**+-S1i R™) ;»-0S1i (R™) ;+-C(=S)NR') ,+~C (=0) SR, -C (=8) SR**, -SC (=) SR™+ -
P (=0) R\ -P(=0) R%),.-0P (=0) (R) ,.-0P (=0) (OR™) ,.C, Jidk.C, S IhedE C, Hi
B C, JRIHEC, | BRAFE3EL0TC AL C, | 77 55 510 T 405 5, P AN R VI Bt
BRI RIAIE IR T7 FEAN IR 957 A 4570 1.2, 3 485/ R* 3 FH AR, B A~ 22 6
FOR AR IE AT 45 & LA = 05 =S ;

[0188] R4V HU AL HIIE 1 C, JidE . C, BRI .C, MRIE.C, JIE .C, BRFRE.
Co_1o 77 23R 10TCARIASEMBAT0TC A% 77 3 , Fer B Fredik I B VIR AL VBRI L 30 2k 55
SN 5 HAT HIE 0, 1.2, 3 4B5 AR B AR
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[0189] R H B AT 0. C, (JEdE C, (I ARBERE \C, JATE C, JJRIE.C, | FRIR
FEBFE 0GR Cy | FFEMBE 10 0445 35 , B AR LRI 45 & LUK 3 B 140 4438
FLoU5 A 14TCATT IR, F P BRI A PR EE BRI RIS T M 2 57 B ST i
0.1.2.3 4= MR I H AR H

[0190]  RE“4 It BB A 37 #1326 L - CNL -NO,,« -N,+ -SO,H. -SO,H -OH. -0C, _ KE 4 -ON
(C, KEHE) ;o "N (C, FEdE) , -N(C, K HE) ,'X +-NH(C,_ HKedE) , X \-NH, (C,_HFidE) X' -NH,"
X'\ -N(OC, ghedk) (C, ¢kidk) -N(OH) (C, Gked) «-NH(OH) «-SH.-SC, ket -SS (C, (KieHh) «-
C(=0) (C, (KtFE) -COH.-CO, (C, Jidk) .-0C(=0) (C, Hi3E) .-0C0, (C, Hidk) .-C(=0)
NH,-C (=0)N (C, k%) ,~-0C (=0) NH (C, k%) . -NHC (=0) (C, (hidk) -N(C, i) C (=
0) (C,_ k) -NHCO, (C, KEdE) -NHC (=0) N (C, i &), -NHC (=0) NH (C, HEHE) -NHC (=
0) NH,~-C (=NH) 0 (C,_ %t &) .-0C (=NH) (C, Ktk +-0C (=NH) OC, Kidk.-C (=NH)N(C K
3£) ,+-C (=NH) NH (C,_bEHE) -C (=NH) NH,~-0C (=NH) N (C,_ %t %) ,+-0C (NH) NH (C,_ K HE) « -
0C (NH) NH,» -NHC (NH) N (C, 4 %%) ,~ -NHC (=NH) NH,~ -NHS0, (C, %t %5) +-SON (C, i HE) -
SONH (C, (KEdE) «-SO,NH,, -S0,C, ik -S0,0C, Hidk.-0S0,C, Jidk.-S0C, Jikk.-Si(C,
Fedk) ,.-081 (C, (Jihk) ,-C(=S)N(C, Hidk) ,.C(=S)NH(C, ik .C(=S)NH,.-C(=0)S
(C, ghitFh) «-C(=9) SC, hikk-SC(=9) SC, KiK. -P(=0),(C Jidk) .-P(=0) € Jidd) .-
OP (=0) (C, ghtHk) ,.-0P (=0) (0C, Kedk) ,.C, Hikk .C, i FRbedE C, JAdk.C, HREE.C,
BRIAFE \Cy (7725 310 I IE 5 E 107097 5 5 B 2R AL ORISR 1] 45 15 LUE
JE =08 =S; A X AP 1.

(01911 “Pifliy 8857 o “BI 88 7 i 8 37 S5 B0 B T AL R 4 DL DR E v PR R Al A7
HL AT (1 RS T s P B BT 8 T R B 7 (WIF \C1 \Br 1) \NO, C10, OH \H,PO, .
HSO0, +S0, * EHAR B 7 (AR B IAR = 380 AR BBRAR 0 FF SRR SRR IRAR L 10~ A Rtk
PRAR 25 -2- TR AR L 25 - 1 - AR - - IR AR L £ be - 1 - BATRR - 2- PR AR &%) AR IR AR 8 1 (i
AR\ ZIRAR  PIIRAR 2R R AR s H T RAR L FLIR AR I A R AR P2 L IRIR %) o

[0192] W B 74 fovF , BUR T 7] O BURER BURHT , HBEFE AR MR BE MR R
TR B 1 R T B B EFEH AR T4 -OH, -OR™ . -N (R) ,»-CN.-C (=0) R*™,-C (=0)
N (R*) ,~-COR™,-SO,R*™.-C (=NR") R**,-C (=NR°*) OR™. -C (=NR**) N (R*) ,~ - SO,N R™) ,+ -
SO,R““-80,0R™\ -SOR™,-C (=S)N(R"") ,~-C (=0) SR*“,-C (=8) SR, -P (=0) ,R*.-P (=0)
R™) ) -P(=0) NR™) ,+-P(=0) (\R®) ,\C, | kieFE . C | eI fUBEHEC, ik C, | BRIE.C, g
BRIAEE 3 ZETATCHIIE C, | J7 EEMIS R 14085 2 , B PN IE R B RUR T IR R 45 &
PR 3 28 1470 4 Ph 5 A5 140 2% 57 BE 30, Ferp A Be ik i 28 R IR IAJE L3R 2 55
SR8 75 H ST 01,23, 485 PR IE B, ForR™ (R (RO AR 1 L r ik

(01931 7 & B VR IA L S 49 AR 23R v BE PR A st i ad 1 X 2 BL R L e s 9] 1 0 AR
He o AN E AEDARAT 7 2R AR IBR 114 BL_E B HS 7 A U

[0194]  FLEE X

(01951 R1E “24 2 L W45 52 1) R 2 i IS L5 £ {2 2 1 7 10 Y e P9 o 1 5 N R AR
VI AL A AN A ORI I U N S A Y an A/ KU B AR - 2
bR R N AR O A0 . 0, BergeZE AFE] . pharmaceutical Sciences (1977) 66:
L-19r R VEANIR 1 24557 Bl B2 i) 2 AR AL S0 2557 R332 1) B 0 R e T AL B
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LrERI TN LR J% TE HLB R HUBRA £ . 255 b 0T 3322 1 T 4 W 1 2 1 52 91
RIS TEHLRR (IR LIS R BRI R S B S WL (12 0 B T oK
AT R DI B ) TV S e A SR v (s T2 ) T
A B o LT 262 E T B 0 B AL O R h L R L B ML £ A A S
3 AR TR AR T AR T T AR RROTONG 5h  RRTBR Eh  F ER B R IR PR AL
—RIRIHER R T BRI 2 SRR AL P R B T R Eh A BERR A H IR
HTETRERG 36 TR 4 BERR h . O RR i UL 2 A 3L - 2 BRI B SRS G 48 FLIR
s, A RERREE . I REMLBRRR L S AR AL T OKEREL 75 R AL AR AL 2 SRR AL MR
R L L SRR KSR £ AN Eh R (pectinate) Vil BiRAER 3- KT
PR AR EURRR L R BR L PIRR AL BB MR b SR MR A R EL A M B B
T PR A R B B A TR A E RO RA0 252 b T R 1 B
R 4R L B ERRIN(C, BEIE) B AR TR B 4 TR SR 4 R b LR AL L B L
E A BEARAE U AEI 262 b AT 0 46 L HE (TR B T (e 8 T AU
ROHR B AR L B AR SRR 6 b S R AR 95 TR T P 0 T 2 10 2 e 2
R BT 45 0

[0196] WM A “S2 ik A3 E BT A (BT (] 4 4L 060 FB M s e L )L 2 4t
& (NBLILE D) BUR R QR AR B N)) R/ SR AKE,
B SLENY) (R KE Y AR IR A58 T 405 L2 G 1 K3 A/
) AE LS S IR N AR TE S R, B J R A KRB
N AL R AEA ST I

01971 i | BEcTeh AVRGEE 15 4% S0 o T 4

[0198] #1143 A LIS A SR B L RIE 897 (treat)” . Y97 (treating) ” VAT
(treatment)” 76735 24 iR A L P0G W 8T RO SRERL M 5 , FUMRAIG T % a1
PG 0 % 2R P, B A BT T S R SR LR (YA HERTTY) R R
FFFAE AT PV WA B2 R 1O 47 8 CTRB H3977)

01991 5 , LA WIH0 A3 20 45 A2 DA 31 R 7 76 2 00 10 it A s R A B4
SETAR, A R W A D R AR A R 25 B « T 4R AL T 251K g
B TR I A 2577 L SR AR B A BRI . 45 2 R 35 V7 AU 1 7
i

02001 fy1A ST FE ELIG AR AR B AL B0 S 7 A AR o s b T SRR 1 ¥
SR DL A TR B L BRI /MU S5 s R R AR 1 — AN B A ER I
AL AT A RO 8 37 A0S PR B 5 BB R A B I 76 050075 B
TR T7 R B IR SR I RS Yoy T R T MRS T 69T Ik e b
SRR AR B B BRI T 55—V T AT R B

02011 Hy1A ST FE R A 31 B80T , 4 24000 “T A 2R 2 A2 AT 0 e
S5 e B T 1 — B 2 AR S e 5 0 L A 2 T A 2
FEHG X AT B PR B 5 R R A A B T L 7 e R T S B
SCRAG R R B A RO LR Rk T B S RN T 5 — AR B R

=]

EHo

B B BF B BF B
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[0202] A B — LUt 7 R TR

[0203]  4nA ST — MR 1, A R BHER AL 1 T 105 A/ 86T 2 Mo, SR (AR T
NMDA 3 192 95 P A ) 4 55 1

[0204] 1kL&EW)

[0205]  #E—T7 1, ASCHEHEARHE X (T-59) Btk &4 :

RZ
R3

(1-59)

[0207]  sRdL2h T EZ R, JErp  ROFIR® &% [ o o A e (0, € - C b d6) ik
PRIE B AR I, BRRP IR, 5 AT T (K Bt ST — 2 B 3 -8 TG 3 s RVRIR % 15 b 7 i 9 4
Fok-O0RC, HAHR A EUEIE (0, C,-Chedt) , BRRVAIR®, 5 BA TE BB R T — i T AR
AR RORIEE BN A 2 ‘
s N YA s
M EABREU T HED:

YN

W zommony — R RO AEAE S

[0208]

[0209]  #F—sUsifi 7 e rf, REN A B bEdE (i, C, - C hidk) o 76— L8t 7 &b, Rk
P (i, C,-C 0 Aok EE)

[0210]  fE—LL sy e b, REFIR® % 1 37 Mo g 3 (481, AR FRIC, - C b i) R 7 —
PO it 5 S, REFIR 4 [ 7t g A B e 3 (10, REUARAAIC, - C b ) B . 75—
S it J7 S2 v, REFIRT 4% [ T 4t C -Cpa AR 3 (811, = 950 FF 358) B o o — U S 7 5%
H REAIR® % [ ST A 8 B PR S B A FR R , 7 — e St %8 b L REFIR™ 4% 19 ST 49 C,-C
Je B (0, S P S BRU T ) B A8 RSt 7 ST, REFIR 45 [ i A S 3G, - C b 3
(i, S BB T 35)

(02111 #E—LEsgiti 7 R, REAIR & b2 — N C,-C e d (B, 5 P FE A T 25) B 3p 3
B Z4FREE s BERP AR, 5 B A TR B T AR T A3 - STT IR A2 — B STt 7 = RPN R A
ST 3 FLR N FR BB AE — 2o s 7 52 rh , REOVHUR 0 57 P S s B (AU T 28 Ry
AEUAR ) P 8 o 7 — B St 7 S, RP AR BRI 52 A S AR B R AT 3 FLR 9 A Y
AR 32 B o 7 BB S T R L RE AT 3 HR® N E — S st 77 22 b, RO AR (4L
T HRVNE AR ST R, RO AR BUR A AT 3 HRVN A A — LS 7 R, R°A
SR HLROA L AE Bl S, RPN = 5 FLR R 3 18— S S 7 b L RN
AR FLR AR (0 F 3 o B S SR, R = R R ELR A AR AR A R 37—
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BB St 77 G v, R 3 HR® 9o 7E— Lo szt 75 2, R HAR i P 3 HRD A 7E — e sK
77 Zerh , RP A BUR ) P 3 HR® AL

[0212]  7E—sEsEjtidy b, Ry -OHEk K & (151, -F) 76—y b, RUMIR®, 541
BRI R IR T — AT BRI o E — e St 7 2 op  RUONE HR N & (10, -F) o fF — 551
75 2 RUFIR™J i 26 (4, -F) o 7 — B8 S 77 2, R'AIR 4L

[0213]  7E— LSz 77 52 b, REAIR® , 5B A TE BRI IE T — & TR 5 - TCFF o 75— B S2 i 7
ZH L, REAC,-C i (0, BB AR B ) S5 79 32 AR B AR B R R A T %) HRPAC, -C
Je Bk (il BURBIARBURINIC, -C ot 3E) o 78— 852ty S rf , RO AR IR AIC,-C e (il ,
AR 5 A BB AR BRI AT %) BRI ARBURIIC, -C i dk o 78— Lot J7 5, RAIRY,
e e R R — A6 - oIk,

[0214]  7E—esziifi /7 b, ROABRFF IS Z I3 HRO NS AE— L8527 b, ROFIR Ny
S IE— et £ R©A F L HR A AE— szt 5 2, RENEUR I B R 5L R N
S 7E—He st 7 b, RPN AR I 5 7 HRP AL 76— Be it 7 b RPFIRY , 541
B i R 1 — R T A3 - ST A BT (4, IR L EL) BRARIART (1] 4, DY ik R 3 B DY & nh R
) IR AL — LS Ty R, Frids A PR B A A R (B, AR 18024 =1 2R Bl e 2R 2 ]
FIFR) o 7E—Besziifi 7 e h , RPN FR T 3 HR® A 78— oS J7 b, R A DU A kg 5 HR®
[0215]  7E—Leszjifi /7 e b , R*BUAR B FR T 32 HRP WA 78— Le 52t 77 e b, R® 9 BUAR 19
DU S PR i HL R S o FE— B8 S 77 52 0, RN AR BUR I BR T 3 HRP & 7E — Be st 77 %6
L R AR B (DU St g 3 HR® A

[0216]  fE—2Lsyti 7 S+, 20 (1-59) ik &4k B3 =0 (T-A59) « (I-B59) 8¢ (1-C59) Wb &
Y

[0217]

(1-C59).
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[0218] £ —tesjii )y &b, 3 (1-59) Ktk & ik B 2K (1-B59) KL &4 -

[0219]

(I-B59).
[0220]  7E—sesjiiJy S, 30 (1-59) Mtk &4k B 50 (I-C59) KL &) :

[0221]

(I-C59).

[0222]  fE—SE5jiliJy R Hh , ROFIR o F A — AN AL C - C e B VB PR R Bl 4 R 56 < R A
R’ 5 eI R T3 -8 Tu3h . 4E — oSty e, 2 (1-59) Mk & #ik B =
(I-D59) K&

[0223]

HO R (1-D59),
[0224]  7E—¥55HETT %, 2% (1-59) HIAL &4k 15 2K (1-E59) (9 1h &0

[0225]

(I-E59).

[0226]  f—bsji fy &b, 20 (1-59) b &4k 5 20 (1-D-159) 5 (I-D-1159) L &4 -
OH .

[0227]

(I-D-i59) & HO R (I-D-ii59).
[0228]  FE—ubsjit y b, 20 (1-59) ML &9t B X (I-E-159) 8¢ (1-E-1159) 4L & W)
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[0229]

(I-E-i59) X, HO R® (I-E-1159).
[0230]  fE—sbsjii )y S, Brid b &5 -

[0231]
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[0232]

or HO H

[0233]  #E—J7 il , A SCHR AR YA (T-66) FIAL &
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[0234]

(I-66)

[0235]  mRHLZG2 R Esz o dh, Horb s RUABEEE (B4, C,-C ke dk) (RPN IS bkt 435 b
e G5 HEBRA TSR RONE FEHE (B0, C,-C e de) JBRIRHE R 5L 557 HE i 44 05 2 s RTFIR %%
RO S 5 B -0R”, LR ELC, - C e (1, AR BUR BB #1C, -C ke 3E) , Bk
RUFIR®, 55 AT A B B T — S T AR 3 s RO AR BN A5 HL ==mms TN G B,
Horp Y zmmmmn S U, 5> ==m==s PL R TR # Ay S, IR &L B
Wzzzmmmy SRR RO

[0236]  fE— L5 /7 2, RUAKEEE (141, C, - C e i) o 7 — 258 77 2, RUAIC, ~C b
JE (4, ~CH, ~ ~CH,CH,  ~CH,0CH, & -CF,) . 7E — 85I i /5 ZE H ,R' 9 -CH, s ~CF, B - CH,CH, o 76—
et J7 Z L R -CHLOR", FEHRYAC -k dE (B, C, -C e ) .

[0237] LBt J7 S, RPN 953 (M1, BROA B R U B 95 325, 451, B B R AR 1
IRHE) ATy Ak (0, BORER B 2% 95 25, i an , BUAREAR B R H e ) 5 75 e 2 (491
nn, BUR B AR B 6 38 o 78— L2 S i 5 S, RO ZRE (0, BB R BUAR AR 28 35) ik
WE H (1740, BURECR BOR g L e 55) , Bl 3 (4, BOREAR U TR 2E)

[0238]  #F—LLsuiti 7 b, RO A BB (B0, C,-C bedh) o fE — L8 st )7 7 f , RPN AL
AREURI Bt (B, REARIC, -C e k) , B ARk (94, -CF,)

[0239]  fE—usjliJy ZHp Ry OHEl i & (4, -F)

[0240]  #F— L5 7 52 rp , RVRIR® , 5 B A TR A Bt Jo T — S T PR AR AR 3 o A — Y S it 7
ZE L RS HR BT & (B, -F) o fE—Lesz iy g2 op, RVMIRY A6 26 (i, -F) o /6 — 285
Jiti 77 &L RUAIR A

[0241] LBt J7 S, RPN 953 (51, BROA B R U B 95 325, 491, B B R BUAR 1
IRHE) L ATy B (i, BUAREOR UK 2 05 B, 4 dn , AR EoR BRI e g 258, 5 e & (491
BB A B (0 55 e 35, 4, BSUAR B R BUAR R 6 35) , B4 5% o 3 LR A S b 36 (1)
n, RHAREIC, -C b3, il n, €, -C B ARE3E) o 7 — RSt 7 S, R 95 3 (Bl , BUAR B
ARBARH) 57 25, B4, BOR R BB A8 L) , 2557 2k (64, BOACEOR BOPCR A% 7 2%, il
B R B IEIE J5) |, 75 Fe 2k (a0, BOR R ORI 55 be % , 1l 4, B BR B 7
), B 75 ek AR AL -CH B8 -CF, .

[0242]  #F—SESiti 7 S, RUAKESRE (1A, C -Che ) R F5 3 (B, AR B R BUAR 1
77 % BN, BURECR BB 28 4E) |, %57 2k (9 dn , BORESR BORCH 28 57 2, il 4, AR B R
HBURHIIERE JE) , 77 Fe 2k (a0, BOR R BURE 557 be i , 4l 4, AR U R 4E) |, Bk
75 ek, LR - CH, Bl - CF, - 75— 852 J7 5, R' A9 - CH, i - CH,CH, , R R BRI 2 3
IR I 5 BRI IK ¥ 36, HLR®Jy%8L -CH, 3% -CF,.

[0243]  fE— 85t )y S, 30 (1-66) AL & 41k H 30 (1-466) - (1-B66) BL (1-C66) L&
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Y

(I-A66)

(I-B66)

(1-C66).
(02451 75— 7 %, 30 (1-66) (1464035 1 2 (1-A66) (14L&

[0246]

(I-A66).
[0247] {557 %o, B A & 109
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[0248]

[0249]
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[0250]  7E— 51, AR P (T-61) ML &9

R2
RS

[0251]

(1-61)
[0252] L2423 ERTz i dh, Jorp RO BB S (10, C,-C ki) s REAIR® & [ S Sr it
A TR A TR BB R SRAIRY , 5 TR TR T AR A3 -8 T
PR RUFIR® % [ 7 R A 57 KB -OR”, JL AP RO A Bl be (B, €, -C e %) , BRRVAIRY, 55
BT (R R T R R AR RO AR B 5 L =====s Foon U BB, Hod Y
H N BRI, IR A H 24
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OH

HO==
H;COH,C

[0253]

5%\7

[0254]  fE— 2552 77 4, RO EE (B0, C, ~C e de) B . 18— BE i 77 8 7 RV MG, -
Cobi i (B4, C,-C e ) B o 75 — B85t 7 2o, RN BUR B R BRAR fC,-C i 2 (f5i4m , B
ARECRIURAIC,-C ot d) B 7F — Lot 7 52 b, RN Rk 2,56 (90, B sl A& HUAR i
FR B BB HUAR ) 2 3) o 7E — 25t 7 e b, R AR BICR BRI S SR R H
AR 23 7 — RS 7 PP, RO A R B L 75— ST 7 2, RV -CHLOR”, LRV HC, -
Coledik (i, C -C hedk)

[0255]  {r—sUsgiii )y e rf , RO EIC, -C i de, (B, C,-Cohedh) o 7E— LTt )y 2, R?
NABHUREARIARIIC, -Cb e (it , BURB AR IR IIC, - C bt ) o 75— 25ty %7h , R?
N AR S 7 SR RO A I EE (0, BB AR B R S A 35) o 7 — 852 it )y 2
RE AR A B S A 36 o A — S0 St e, RO A AR 3 (il €, -C i AR sE38)
[0256] £ —BSEiti 7 S, RPFIR &% MO b A ke 36 (i, C, - C b ) B 7 — LS ff
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77 G, REFIR® 4% [ b 57 b Sy B B A A 1) e 3 (i, BARER AU C -C bt ) BRE
FE— B2 77 R, REFIRY , S5 A TR AR S 1 — AR T 3 - 8 TTHR o 7E — He 52l 77 Fe L R
FIR® % 4 57 1 0B, - C ek (BIANC, - C ke ) o 76— M85 iy e RPFIRY &5 1 S 57
NEBHECRBARKIC, -C et , (B AR BURKIC, - C ke k) o 7L —LESE i /7 52 v JR?
IR’ % 4 WAL ERC, - C etk (140, 5 ) o fE — LB S J7 28 v REFIR & [ Ji 37y
SR EUR R BUARIIC,-C b (i, AR R BAR ) 5 P 385)

[0257]  fE— L8 Jy S, R A -OHER R 2 (Fil 0, -F) o 7F —Be sty b RUFIRY, 5641
BRI B T — A T R AR AE — e b RUONE HR s & (9140, -F) 7E— sk
i 5 b RUFIR B0 2 (9, -F) o 7E— st 77 2 vh  RVHIR AL

[0258]  fE—Lusizfifi 7 e Hh , REAIR Ayl 76— L85 /5 b, RPMC, -Cohi B HLRHC, - C b
B (00, C,-C b ) o FE— et 7 2, RO BUR B BURINIC, - C b 2 FLRAEAR il B
RHIC,-Cohe e (i, BUREAR BRI C, -C bt k) o fE— LSt 7 S R ZEE (i, B
B R R 2,32) HRPFIR® Ay Y 36 (fgi B , BROAR Bl A B PR R L 78— sz 75 52 oy, R 9 R
Rl R BRI 25 HRPFIR g BUAR A B F F 3 L 78— e sz 7 &b, RUA 258 R 57
P, HRP NS AE— S 77 52, R HUR 8 AR BUA ) 203, R® 9 B B R BUAR ) 7 7
B, HRUNAE— LSz 7 2 RV 25 REN F 58, HRP M F 3 76— B st 7 =, R
SHUR BR HUAR ) 2,58, RPA B B A AR S5 P 3, HLR™ S BUAR Bl AR B g 3

[0259]  fE—despji s Zrh, =0 (1-61) Btk &4 430 (T-461) . (I-B61) 8, (1-C61) Ktk &
Yy

[0260]

(I-B61)
R2
R3

(I-Cel).
[0261]  fE—sesjiJy FE, 30 (1-61) Mk &k B x0 (I-C61) KL &)
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[0262]
(I-C61).
[0263]  fF—sbszjfiy &rp, X (1-61) L&t 52 T-A61) KL &4 -
HO
RZ
[0264]
(I-A61).
[0265]  f—ubsjify &b, 20 (1-61) b ik B =0 (1-C-i61) 8t (I-C-ii61) L &4
., HO
RZ
[0266]
(1-C-i61) R TR (-C-ii61).

[0267]  #E—LLSti )y S, Frid b 6905 -
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OH

[0268] ’ OH

, X H

(02691 #E—Jyii , AR Wb Kok (1-62) Mtk &4 -

7,
/,'

[0270]

(1-62)
(02711 sRJL242% ERTH2 0k, b RO BB S (10, C,-C ke ) s REAIR® & [ J 7 it
NE B BRIR R B SR R BRRONIR, e A TR B R T R T K3 - 8 TR RURIR &% 1
RSN S 5 F B -OR, F AR A B (10, C,-C e ) , BRR'AIR® , 5 B AT TR 432 (0 e
JE T — A T AR  ROANAEAE B 4 s HL ====== 30 B g XU , v 2 z=mmmm 7 — g 00
I, 5y ham===s N L A = H A BRI, RO RS H 2 === 2 — Ry XU
i, ROANFEAE

[0272] ¢ —sUsEifi 7 S0, RUONKEE (0, C, -C e dk) o fF — L8t 7 52 of , RUA B BY
FIUARAIC, CeHE (B, BURBARIURIC, CledE) 1Sty Sk R e 2,3
(g1, A, B8 o H AR ey P 5 o AR e o AR 0 2, 58) o #E— B Szt 77 2 b, R HUAR Bl AR HR
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R PP B AR B R BRI 235 o 7 — Be 2 7 Ze b R = 8 P L AE — et 7 b L R
A-CHO0R, Fe RV A C -C hdk (I, €, -C e HE)

[0273]  #E—Bsii 7 erp , REALERC, -Cbi e , (11, C,-C i) o F — BE St J7 54, R
AR R BURIIC, - C e 2 (Bl BUR B AR BURINC, -C ki) o 75 — B8z /7 e R
e AR A, (14N, C-C pa Ak 4E) .

[0274]  7E— 832 /7 5t , RAAIRY &5 1 ST MR S C, - C i (f1AnC, - C k) o 76— 2
S 7 S Ff REFIR 8 [ 7 b S s R B AR BRI C - C e (91 an B B A BUAR I C, -
CobEdt) o FE— LSty S, REAIR 45 [ MO A e (140, C - C e J) B o 7 — L85 i
7 S, REFIR 45 [ T A BB R B e 5 (9, B B AR BRI C, - C b ) R
FE— oSl 77 b RAIRY , 5 EA ER IR IR T — &I %3 -8TC .

[0275]  7E—EsEjtidy b, Ry -OHEk K & (5, -F) 76— L6y b, R'MIR®, 541
BRI B T — A T BRI AE — ez 7 b RUONE HR s & (9140, -F) 7E— sk
75 2 RUFIR™J g 26 (0, -F) o 7 — B85t ) 22, R' IR I 4L

[0276]  fE— L8275 S, R A 23 (50, BUARE R BUAR K 2. 52) FLR®HFIR® Sy FF 48 (19l 4,
AR B A B 0 R K)o 7 — st 7 ey, RT AR B R BOAR 1 2 3 HLRFIR® g B AR B8 oA
HUA ) Y 2

[0277]  fE—sespji 7 Zvh, =0 (1-62) Btk &4 850 (1-462) | (1-B62) 8% (1-C62) Ktk &
Yy

[0278]

[0279]

(1-C62).
[0280]  7F—ubsijifi J7 i, 2 (1-62) Mtk &4k 3 X (1-062) K&

[0281]

(1-C62).
[0282]  7F—ubsijifi J7 &, 2 (1-62) Mtk &4k 3 X (1-462) KIL&Y) -
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(I-A62).

[0284]  7F—EsijitiJy Ze b, R\ g 23 (1, BURBRBUR G 2. 32) ELRPRIR® J9 3 (43l B,
HUAR AR B F ) o 78— 652 it 77 22 b, RO EUR BOR AU ) 203 HRPRIR® A BUAR Bl A
HUARH 2

[0285]  fE—ubsijiiy 22, 2 (1-62) ik &4k H 20 (T-C-162) 8L (1-C-1162) HIL&4

[0286]

(I-C-1162).
[0287]

[0288]

[0289]

[0290]

(02911 sRIL24% BT Ez ik, JErb - ROFIR &% [ o o A e (0, € - C b 38) e
PRIE R PAJE  J5 B2 T5 5, BURPHIRY , 5 e A R B 1 — 2 TR B3 - 8 TTFR s RAIR % 1
ST MR S 5 F B -OR, F AR A B (10, C,-C e ) , BRR'AIR® , 5 B AT TR 432 0 e
JE 7 — BB BB AR s RO B S s L =====s R B ml o, i 2 z===may — g0
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i, ROANFEAE

[0292]  #F—SUsifi 7 e rf, RPN e (i, C, - C e d) BRA . 46— L85t 7 R, RPNk
PRpEEE (B0, C,-C b AR HE) o 7E — 2Lt 7 52 rp , RO BCAR BUR B B 26 (910, B
ARIUARIIC, -C i dt) B 2 — L5ty S v, RON IS HE k24 95 5L

[0293]  #F LSt 7 S, REAIR® 45 MO A e d (1401, C, - C e d) B o 7 — L85 i
7 S, REFIR 45 (5 T A BB R B e 5 (9, BOAR B AR BRI €, - C b 38) R
E— oSz J5 Z2 rf, RPAIR® &% [ bty AR B e 3 (il R HUARFAIC, -C i) AL
— Bt 7 S, REAIR 45 [ BT H oA C - C B A3 (f5il = ¢ PR 3) B A — Y STty
Zrb  ROFIR® & (5 M7 1 g 75 B Bl 4 95 6  7E — BB St 77 b RONIR, 5 e A1 TR A Tk SR 1
—IE 3 - Juh.

[0294]  7E— LSz 77 G2 b, REAIR®, 5 e A RE BRI R IE T — & T IR T Jt o 75— L8 S2 it 7
b RPFIR, 5 B A R B SR T T 3 - S T FR B 443

[0295]  7F— s 77 e of , REABR A I B 2 PR3 HRP NS AE— L6 St 7 2, RPN = 3R
3 RS FE— B S 77 2, Ry 75 ki 2% 5% 5 HR® oA o 7E — Be 52l 77 52 0, RPAIR’
S PR (fg B, BROAR B AR B R 3 o 7E— BB St 7 22 b, REFIR™ A HUAR 0y PP 66 L 7 — BB Sz i
J7 R REAIR g A BUAC ) R L

[0296]  7E—EsEjtidy Zrh , Ry -OHEk K & (151, -F) 76— 8y b, RUMIR®, 541
R T — e A .

[0297]  7E—bsjiyy b R NE HR K & (40, -F) o 75— ezt 7 2, RUFIR Jy
& (i, -F) o fE— LS 2, RUNIR A

[0298]  fE—ubsiytify S+, 20 (1-60) ik &4k B =X (T-A60) - (I-B60) 5k (1-C60) HIfb&
Y

(I-B60), =X,
[0299]

(1-C60).
[0300]  #F—ubsejfiJy =y, R (1-60) KIfb&¥ik H 2 (1-B60) Ktk &4
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[0301]

(I-B60).

[0302]  fF—LESLiti 7 R, REAIR & b2 — NC, - C e VR PRI L JM PRI 55 HE Bl 44 95 2
SRR AR, 5 e A B IR T — AR T L3-8 7T HE

[0303]  #F— 4S5 2, RPN R LR A o 18— S St 77 G2 v, RPA AR B 1 FR 66 HL
RP A AL 5Ll 7 S rp , ROFIR N AL

[0304]  7E—ULsji 7 B, Frid b &40 :

[0305]

[0306] &1k St /7 %%

[0307]  FE—ANE Ik St B, AL R AL &Pt vl A — A B 2 A R 2 AR . 451
0, ST 9P (DERAR) 30 (T AR) 5 8870 A, 4, Pos s 07T S, 4, B0 Ty, il
N A R E ST b, BRI AL (Bildn, 0, e, e, B0, BN AR R G SR AL A Ry
ENL AR BRAMNEEENEDI%  E205%  2010% 2D 15% 2 /020% £ /D
25% FE/b30% E35%  E040% FE45% B B50%  FE60% B D65%  FEBT0%
E/075% E80% FE085% EB90%  E095%  E D99 % B E2099.9% .

[0308]  Z4MZHEM

[0309]  fE 5 —T5 0, AR BAIRHL WA GV, HA G255 bl sz s ia i 2z m =
I-59.1-66.1-61.1-628%1-60f 14L&,

[0310] {4 N2 {E FHI , A SCHR LA & W id o DLW & i e Uit % 4 &4
A] DA 25 400 o i 7 i, B B —FiE G

[0311]  FE— Sty B, R T MM G 2B AN B S8 O IRER R .
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[0312] AR BIE# e T1-59.1-66.1-61.1-62801-60/1 1k &k 2541 &4, i ik
L/ BT

[0313]  JEH , A SCIR ML AL S LR TT A R it FH o 88 H 2 AR 8 AH SS1% Ol (R F& i
ST IRIRAE T 126 436 00 25 24 3 450 S s it FH PRI A 6 40 45 BB () 08 A B AR 7 L BB R 1Y)
7B R B2 AR SRk T SER it A S R &

[0314]  ASCHEBE 25 H S AT E A & MR A A B3 D IR E B B R T Rk
LA IS PN o AR 4 A BRI 3B A 3R A%, AN SCHE B A& W D0 e i I 1) 9 T v S 4H S P sl
NRAH G, Bl i I ) Sy FH 332 B2 it FH R 37K e 7 B0 1)

[0315] T~ 1 it FH AR 265 2 PT SR BB T A V8 VAR i T s Y 5 e 70 ) T 2 R T
S WLE 2 AL S P DL B R B A AR DL S WS A 25 24 o R SR 0 YT R 4R T N3
B AT LAY B — R R R B B U G, & B TR TE BRI BT A
B 25, oA s eV B S T B AR AR BRI RO o SRS A B 7 Y B A
T AR T R PR VR AR ZH 5 WD) 22 B B S 2 B AR ZH S DI G B AL R A IR
& AEZHEY 2 EWIEE /D EH S (£0. 1 B50HE & % sl A1 £ L40HE %) ,
TPl RN EN P B A, LA BT s o 700 2 64 n T B 1)

[0316] & & 1 Mot FH A 0 A T 2 T B0 4 i PR K 1 B R K PR IR0, DA S 2% il By
TR 3 ) 56 50 AR )4 o [ AR S nT B 54, AR AAT DL B ARABL: 5T i) R B Ak
G R G TR B 2T 4R ER L TR BT RS s TR AR, e K BB « B AR, i R TR
Primoge 1 8% F K Ve : MW 7, Wi g BR % s BOUR R, 0 B Ak — S A0 Ak « BIWR 771, far el b
R« BRI, anisiaeg K 1R P I B ik TR 771

[0317] AT V3 559 1) 40 & 308 5 2 5 - W VA S0 1) G A1 2R 7K B IR 3k 7 vl 2 7K B B AR 4 0
CL R AT VRS Bk« S RTIA AR E] , 722 H -5 W) b S AL & 103 DB 7y i 4
0.05Z 1085 % , TRyl VLSS I HASE

[0318] i Bz 4H & 4038 5 45 TG il Oy ey 3 0 B AL, LB AV MR ) 10 PR L Y
HON0.01 B 41205 &8 % , RIE£10. 1B )20 & % , LI £0. 1 2 4H10HE & %, A FEREL
0.5 L1555 % o HHCHI PR I, 3% MR 3 5 5 0 i BT 5 /K VR I OB B LA A
B I 1 o3 T 5 48 G 7 B i 2R L R o — AR AR I R D L o 0 R R D AR s L
LA B L a0 DA S I 1 s o3 ot R PR 32 B 15 12 A E 1 o P A X L R ) 3 B Al 71
AR 73 #8 ELAE AE AR SC TR Y R Y

(03191 A SCHR AL A4k & Wt T i ik 35 B 266 Bt FH o A1 0kt , o od sl P i 2 20 i 22 L i Y
FY U 790 Bl A D ] A o v 28R 5 s Bz it FH

[0320] bk A A 0 it FH AT 9 S AT R it FH %) 4H - P B A AR PRI o £E
Remington’ spharmaceutical Sciences,17h%,1985,Mackpublishing Company,Easton,
Pennsylvaniaff) 5E8%B /0 HH FIH 1 HBA R LL K& THORSE ¥z it il 51 A+ T itk
[0321] bk A~ A7 0 it FH < RT3 S AT Ry 8 it FH £ 4H 6 0 B A AR PRI o £E
Remington’ s The Science and Practice of Pharmacy,21k,2005, 7 :Lippincott
Williams&Wilkinsf) 2588 i o 1 H GBI LA KN THOREE Rz Cikid e 51 & JF
Tt

[0322] A W HA & W] LA R SRR TS0 T 2t FH 5 208 1o 457 SR RE UK 24 W i 18 2R 4 it
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H . A #fERemington’ spharmaceutical SciencesH $&2IXHF M B0 = S0 A BB H IR .
[0323]  ARKBHIEYE KEI-59.1-66.1-61.1-628L1-604b-& MM 255 AT 852 i il 5).
[E— AN 7 S H AR B 7K o A8 S — ANt 7 B I S R AT AR - B
LIRS Aa- B-F1y - FRRR , Fo o B 1 6 TAIS a1, 4 - AHIE i 4 45 Kl B e 4 i, AR 3%
BB 7 B S — AN B A EURES, BT i RS S E AR T, F Rk R i be
A4 T A TV S o D Pk B AR 366 o 7 — S8 S it 7 B rh , PORIDRE Dl o S Tk B - PRI, gl
T 3 T 2Rk B- FRMIRG , i Fr A Captisol®. i anZx LU .S . 5,376,645, 7F —LE 5Lt 77 R,
L B /S TR 2 - B- PRRIRG o 76 58 Bk B St B P i R B /S TR 2 - B- FRTRS (10-
50% [ 7K -

[0324] AR HHIEH KK 1-59.1-66.1-61.1-628%1-60M AL S Wi 255 b AT 8252 (K IR s,
o AT T ) 4 24 2 AT 252 1 ER R R TR S T R TE 25 FR N R 2R HO R, BTk 2R N & 24
2 PTG E T EL, nEh IR B L SR B L SRR EE AN IR B L IR R EE VIR IR AL AL IR IR
EhBER EE VAR AR IR B I A TR L IRHAER 2E L TOoRIREL . E DR AR AR IR B X H 2K

R IR £ 55 o
(03251 DLN 5 Se B B 1 TR A 5 B i 5 AR AR AR 1 25 2L 0 o SR T AR i A AN R
TUL N

[0326]  SRAFI PRI HIFIL - Fr 77 s S 1-59.1-66.1-61.1-62851- 6011 ¥ el 242 b aT 42
I ER TR N TR R S T i B R & I BA 01 - 2 E R LG VR A o AT AN 2D 5 1 R I R
BEAE I ) o 76 FE B AL A TR A Y TE 240 22 270mg [ 7 77 (5 F 2L 80 2 90mg R 1t 4L,
“H) o

[0327]  SRAGIVEHIF2- IR : 1-59.1-66.1-61.1-62851- 601 ¥ e 242 b aT 4
2R TR R TR K S AR AL 1 E R IR A B R AW N 250mg i 3 v
(A2 B 125mg TR AL &) .

[0328] S5 ) il 71) 3 - VA4 - T -59.1-66.1-61.1-628% 1 -60 )4k & 4 Ek He 242 |- n) 2
2 EE (125mg) 7T 5 ReRE (1.75g) B 5 R (4mg) V5 , HETA3 RS9 7T LR  FH10 H USH
T, SR I 5 L) PR A T A 2RI R B A 4 2N (11: 89, 50mg) I /KRR & - s
IR FER AN (10mg) MR RIS 57 FHAK MRS , FRAESEHE T I ARG AT I R B I K A= A=
SmLA) AR AR

[0329]  SRABIPELR 704 - Fr 77 S 1-59.1-66.1-61.1-62851- 601 ¥ el H 242 b aT 4
I ER TR TR R S T i B RRE & I BA L1 - 21 E R LG VR A o AT AN /D 5 1 R I
BEVE NIV ) AR B A HL 8 TR ST 450 22 900mg i A 751 (150 2 300mg 3% AL & 4) o
[0330] S fFI P (R 55 - Y 56 77 : R I-59.1-66.1-61.1-628¢ - 6014k & ek Hi 252 ]
B2 B BRI T S v B T A SR K AT VRS R KA TR, BRETE T 2 P T B AR /K R S
KA A, HR BN 2)5me /mL

[0331]  JRMIVE H7)6- Fr 771 : TI-59.1-66.1-61.1-628% 1 -60F )4 & ek 22 |- n] 2
I ER TR N TR R 5 T i B RORG & I BL 01 - 21 E R LG VR A o AT AN /b 5 1 R I R
BEVE N TEME 7 o 76 T A HLH A8 R A0 90 22 150me i A7) (B F 30 & 50mg VG PEAL 54
[0332]  JRAIVER #7777 : TI-59.1-66.1-61.1-628% 1 -60f4b & 4 Ek He 242 |- n) 2
R TR R 5 T i B R & I BA 01 - 21 E R LG VR A o AT AN 2D 5 1 R I
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BEVE NIV ) AE B A HL 8 VR S 0T 30 22 90mg 1) 77 (BF A 10 2 30mg 3% AL & 40) «
[0333] SRR 78 - Fr 7 : TI-59.1-66.1-61.1-628% 1604 & ek 242 |- n] 2
I ER TR N TR R 5 T i B RORG & I BL 01 - 21 E R LG VR A o AT AN /b 5 1 R I R
BEAE NIEME 7 AL R A WL IR A 0T A0 . 3E 30mg i) Fi 771 (43 170 . 1 & 10mg i3 PEAL &
)

[0334]  JRAIVE #1759 Fr 71 : TI-59.1-66.1-61.1-628% 1 -60F )4k & ek 22 |- v 42
I ER TR TR R S T i B RRE & I BA L1 - 21 E R LG VR A o AT AN /D 5 1 R I
BEAE NIEME ) AL R A WL E IR A I 150 2 240mg () 771 (F Fi 50 2 80mg 3% PEAL &
)

[0335] R IR 10- Fr 77 : RI-59.1-66.1-61.1-6281-60FK 4k & ek Hizh = | nf 42
I ER TR TR R 5 T i B ORGSR BA 01 - 21 E R LG VR o AT N /D 5 1 R I R
BEAVE W 7 o 28 S T HLA VR S T A2 T0 ZE 450mg ) Fr 771 (B 90 & 150mg fh) & PE4L &
)

[0336]  FELJ1/INIF A2 120/ B INF[A] N , JCH 2 AE 24 296 /NN P, 75 551 B /K P A A2 2
0.1mg/kg/ /NI 45 %2 /b 10mg/kg/ /NI RIS FEL Y o AT N0 . 1mg /kg 45 291 0mg / kg 85 5E K 51]
BT B E DL SR AR S K X T 4022 80kg 9 N K B, B B KR IHEA
It Z12g/ K o

[0337] Dy v Wil AN/ BRI T K SHIRAE , 1697 7 SRE T K RIR 2 HBUR 248, Rt % 18
B B35 5 (8 RO 52 15, et D RS 25 . 3 T O IRGG 25, B R 15K IC R R R 2E 4R A
o i Y B g R 3R I AR BRI 7 R A X B 25 7 R, REFI R IR AL 40,01 B4
20mg/ kg A WAL &40, DL 77 B 4RI 200 . 1 = 29 10mg ke , DL K HE 21 2 Z5me kg o
[0338] 38 e 4307 Ry 9B DA A1 5 e FH VAR S 51 & 4 B UL BB AR ) I 37K -

[0339] 4 FH T3t G /< AE CNSPR AN, [r) FA R FAZ e 1 JXUSSE () 32 1 7 45 2 ks =K
SPRIAR SCHR AL A B, 38 S 7E S T ORI B R AT o B R R LR E 1) XU
(1% 52 X 2 0 B, I e B AT 09 E 1) S M S B S A 3 sk et A N X B O a2 g e e R R I
Ty R 2 RE R 52

[0340]  yRY7 AN 1%

[0341]  AREARIAEY), BN, R1-59.1-66.1-61.1-6281-60f 1L &1, I 2% L]
FEZ BB ARSI IR , W] F 18 77 2 326 h SEIPMDASZ A2 (1) 1 [m] AR A4 115 1) 7 v
A4 6] 52 28 25 (E 75 B 2 b S IINMDASZ A4 ) 47 1) A8 M) R 5 R AL &0, 0.4 1) 323k
Hen 2w a .

[0342]  AKBALLEYD, B, KI-59.1-66.1-61.1-62801-60f 1L S WHILE Y, ) Hi2h
2 TR L WA SCRTIA 38 T I TTNMDA T R L TR AR R AR S B AR 2R E TR A
J7 TR 5 ANCNS - AH I E o £E — LE St 7 2, AR STk 4 &4, 5l 4n, XT1-59.1-66+
[-61.1-628 -0 &ML G, S 2% B2 £, inAR ST IR , W Wit N
375 I F R R (91, 8 T S i o sk A B ) o IR T, QAR ST IR L 2 $8 41 AINMDA SZ A4 T g
(i) 100 1) 3 R AE e S 2, N I-59.1-66.1-61.1-628L1-601K 4k &4, B H 245 |
AT BEAZ IR £, 1 JINMDAF 47 ) 2% K 3815 70 (NAM) A2 4 FH . B30 HINMDASZ A4 Th g o 75 J ke 51z i
7, AT A S, BN, RI1-59.1-66.1-61.1-628¢ - 60L& Itk -&4 , B H:
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25% F T2 i 3 A JONMDARY 1 [m) A2 44 9 15 7] (PAM) 2 4F A, HLAS5ENMDASZ /R T g - 75 5t
e 5 = rh, :1-59.1-66.1-61.1-628 1 -60 4L &M rItb &4, s H 2455 el 252 1)
£ 8 R SR AT AE 1) JE A R T 55k 2> NMDA 52 44 3y B 110 3 56k 5 40 ] o 3% A A & 0 AS /B INMDA
%) 471 1) A A4 8 15 71 (NAMs) B I [m] 22 A4 18 759 75 (PAMs) /&S AE FH o 7 — LeSETt 7 S, Pir ik 0
DNHERE o 7 — LE STt 7 SR H, BT IR 005 B PRI o 7E — e St 5 2 R, BTl 50005 A 45 I ik
B fiS o fE— LU 7 b, IR s o B g (GT) Wk, 4 dn , (ki 5 Bk 4 &AE (IBS) &
9o (IBD) (4, J5eiz 1 45 B 4%« o 20 RR) B2 B R i ) &5 A M e 15 L BT B b (4900, o
HE R AMRE AT AL R b AT < 45 M S i B4 T 4% o 70— BB st 77 R v, T ik
PI935 VE IS o

[0343]  E5NMDA - 75 #H ¢ B 7~ B M o R L 38  (BANBR T, B 1% (GT) B i, 1, {88k \ 1% 55
BEEAAE (IBS) « &M R (IBD) (9, vt 02 14 45 B 4%« o 0 JRUI9) 2 5 i T8 1) 22 g ik
15 AT TR AT (5, FEAE YRR S AINRF AT 2 L e i HT928) 485 i L IR R i 435 i 48 FIICNS
JPAE , 14, AR SCHTIR IR 1

[0344]  E5NMDA - 75 #H 2 B 7~ B P 999 RE (9] 01, ONSYE) ‘B8 , (AN PR T, 3 B2 Fe 15 £ B8
B i CELFE Sl PR RS | B4 i L 09 A28 BBE L) IZ M AR FE R AS) LA JnkE S (LS
R0] 7R R e R AN JEL e T 3 ) R B0 B o 3 JER i R - AT P A e BB L R R i
HEAT PR SR TERE « F 4 AR 73 i R AN D) PR ) < 3 M e g L it B e 1 o B R 1S (L S HA
iE (a0, 72 S5 FARAE) SURE PR RS FR B 05 | OB R BB AG L H AR ) R o 2RE B TR
e PR R A (ELFE 7 1R I M P 1) B R P A (B0 46 S HIR) 40 ol il FH - A G IR B 1 L A A it
5 (L FE R B ANAK R AS) « 3 AVE U R0 (B4 5 Shank Kk & A (B4 Shank3) 1) 545 44
KEHPLLREAT) HE K B MG (B R R ) « 2 R AL | (8 B2 A P A5 Smi th-
Lemli-OpitzZR& Ak (BLHE S PR 12 70 AP 2 PR ) IR E (B 50 ¢
SRR AN B EL R A W E » WDrave tip &2 A L 45 35 A AL 995 (TSC)  FNB2 JLJEZE) |
A B PO T HE I i PR S I A S0 R L 45 2 B 453475  J2 Bl A (036 = S i A 4
FRIA) VE = SIERBE B AG E R B 2 SRS AU I CELFE 2R P R R AE) P R e S
PFUNMDASZ PR FT A 1 i AN AH DG 2% B AE (BLFE HUNMDASZ AR 48)  #28 1R AT 14 2 9 #2898
N RS R E Niemann-Pick CEEAS . FIH-NG

[0345]  FEREECSE 7 R, ARG, 140, x0T-59.1-66.1-61.1-62841-601) 4k
HW, L2 F ATz i AL T S SR R

[0346]  FEHEdbsifi )y 22, :1-59.1-66.1-61.1-6281-60/11b-& 4, B H 242 b2
(L, AT TR 7 SR 38 B 1 £ RS R A (BLFE ol R 5 | 45 e LI 2 0 A58 2
PRRE T2 AR R AS) I ARG (CELFRERA 7R K i B P A1 L B X ) i R A5 Bz Jo 22 S
R~ AT PR A% b BRI B R iR R M TR AT 1 B ) o AR i e R B 2 AR R R oy
B B A 3 B PR AT O B R AT (B AR A (94, 72 5 HARAE) UM PR A fh B A | 00 B2 %
BIERG  H AR R 53 R0 B BORS B PERE RS (RLHE 7 R M PR A BEAR A5 (B
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P s SRR RAE s Took JIPEEON K AE s B 1D 2= 2R AE ; M R AE 1 B R A Rkt ek
VE s SN AR s 2 5 VIR AR s 22400 ) L3 285 5 o3 ek P R A 5 DR A (4] R0 1) JUL R 2212 %
VE s 20 KA s WIAE ) LU KA s B2 TRV AT s B0 R AR s SM03 S R TR AR T
RAE s Sy Lvan RAF s W S 14 A s B 2495 28 7 — L8 st 7 2 vh , B o KA A S
DravetZE &1k, Lennox-GastautZi & 1F, 45 T ML E G 4E , T Fr28 & 1EBPCDH19 Female
Pediatricliifi Ao i3 R M EH & 1F -

[0421] 455

[0422]  PCC: MHLWE $4 FUER R 25 5 t -BuOK : U T BEAH ; 9-BBN: 9- I XA [3.3. 1] Fb s Pd (-
Bu,P) ,: - (Z=RUT JEBE) 48 (0) s AcCl: ZTEA s i-PrMgCl: 7 PAFE AL B TBSCL - AU T 2 (50
TR RS (-PrO) Ti: PSP A EEER BHT 2,6 U T 5k -4- HSE®Y 8k s Me : L ;i -Pr: 7
N3E;t-Bu: AU T L Ph: K3 Bt 43 Bz R R ; BzCL: 2R RS ; CsF - Ak 4 ; DCC: —
N R W% s DCM s 58 FF 45¢ s DMAP : 4 - — F FE S FE AL I ; DMP : Dess-Martin & Bl e ;
EtMgBr: £ 3L IRALEE ;EtOAC: R 4B s TEA: = Z % s AlaOH : PHE R s Boc : L T AL BRI Py -
ML s TBAF : DU IE T & 450A0 8 5 THE « DU SRS 3 TBS « FU T 3 — FF L FR ik e 3 5 TMS - — PR L FR
Je R s TMSCF, = (=3 Y 2) = PP REREJe s T's « of PR RORTHEJE 5 Bu = ] 2% 5

[0423]  Ti (0iPr) ,: VU PR AR LAH: S AL ER4E s LDA: — 7 N R ; L1OH. H,0: AL
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BEIK AW MAD : F 645 — (2,6~ -0 T & -4- FHIEMY ER) sMeCN: 2§ s NBS : N- AR R HA 1k
E§3N512804= )1LE§%W;Na25203: i ACHR BR8N ; PE < 45 VHIEE ; MeCN : U1 s MeOH : i ; Boc : L T AL
FiREL  MTBE : FF 3L 4T Lk ; DMSO : — FF LV AKL ; DMF - N, N- — B 5 F ki ; 9- BBN = 9 - i 2% RUER
[3.3. 1] E%¢ s MePPh Br: JRAC (F 3) = Z8 0 IE s MeMgBr - F & JRALBE s MeLi - 2L
NaHCO, : Bk R L4 .

St 5l

[0424] O 7 AEASCHTIdR 1) BH A 58 A BRAR , B IR 1 DT S A5 o 75 AR S BT IR 1 A i 5
Jite A5 0 A ) S e A FH T 3 B AR SR SR I Ak S Y 2 A S RN T T B AN R B AR N
PLARAT T 20 PR il B AT TR Y [

[0425]  BAE SA Frids , A SO i 8 W AR A2 (40, 4 “R” B “S” 48 18 25 S 18] B (1) C24 47
) 7] LRI (1 an, FE L) 48 7€ o 91, 2 4a 5 A 80 5 “S” I, AT DAAE “R” #4284 oo 4 1l C24 467
B YL 8y R, 0T DAAE “S” # Y 21| C24 47 B

[0426] W] LLAS A AN 53 2 R0 5 9250 78 AN KRR A O [ 4 X0 R B o A — e S
ZErh A P A RR R ) A 6E R 2R AT DML B PR XS 4 B i 5 4 v [ B o A — S ST
T7 Z R, AL B IR XS 2 i A 235 ) 156 ) ) AN X A H o PR 468 560 A 28 ] 1 M DA (] B3
A& BT 13- A5 1 53— A0 B W R R S AN S R O R 8 X6 A BB A — SR sl 7 Rvb, 1@
T A W 0 X I 28 o A7 25 4 o8] B (X0 AN X Bk rb O PR 68 6 A4 R 0 T 5 6 B R (481 JNMR ' 13
2, HONMRYG HE 22 B OF NMROG 3 27) 45 2 HHE I 53— b & b B R R A o R o 0 G 60 %
AR

[0427] M RLANTT %

[0428] A SCHRAERALA Pl 48 H CL R B — R VA AR AR B 5 15 B RS a6 A kL ) £ o B B
fife s et LR BRI 1 T 2026 (RIS St B2 N 1) S s S 4 ) JBE R BE R R s 05D |
B AR S A0k B, AT A P e T4k A o e A 1100 s 8 S A R AR 488 B FH %) LA s S 4 s 7
A AHAZ SR A AT B ARSI EE AR N G AR AT o

[0429] b Ak, K X AR AR AR N 51K 150 10 By WLIRT 2 , 1T RE 75 05 R A DR 47 3k [4] DL 3 4
BARE BeH K AEAN T 1) [ B B0 BAR T B B A & (R R B B UL L TR 2
PRI S IE A E ARSI 2 2 Fn ) Bl i, ZET.W. Greene fIP.G. M. Wuts,Protecting
Groups in Organic Synthesis,# —Jiit,Wiley,New York, 19919 HiiR T £ PR3 H DA
K EATT SN NFI 2265 Bz SR 5 AR STHE A S % .

[0430]  ACCHEBEMIA SV IS O FIARE IR AR AT 70 S Al 2 R E B HE (HASR T)
g5 i AR JHPLCEGE IR S AR (1 (SFC) o - HELL R 7 &, HEANiG IR T A ST H H AR
FeME A BER 1) 2% o AR SCHR LRI E W] A HL A BRI RN D3 & 0BT 7 I R
GEM LRI 1) 2% o s 9P R 0 P 123 B/ A AR SRR A ) 0 Bl S A A / Sl 6o e S A AR )
PR FEEARR T, CHIRALPAK® AD-10, CHIRALCEL® 0B, CHIRALCEL® 0B-H.
CHIRALCEL® 0D, CHIRALCEL® 0D-H. CHIRALCEL® 0F, CHIRALCEL® 0G.
CHIRALCEL®0J#1CHIRALCEL® 0K.

(04311 7 T A A STHR 75 1 TH-NMR (5101, %6 290 . 55 Z4ppmff1 8 (ppm) [X45%) 91L& 401
NMR Y3 () 7 91 14 A R () s s B PRI AR ) o BT ) 5 PR HPLC ) s 91 12 — M 7 9% < A
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Waters Rbridge prep 10um CI18,19%250mm. izl : £, 7K (NH,HCO,) (30L7K,24¢
NH,HCO,, 30mL. NH,.H,0) « i3 : 25mL/min

[0432]  FHT- 53 M EHPLCH) 7R B — MR TV - It 8 AH : A= 7K (10mM NH,HCO,) ,B: ZJiE , B %
5% -95% B 1. 68 2min; i : 1.88%2mL /min; 4% : XBridge C18,4.6%50mm,3.5um@45C.,
[0433]  SFCHZ~ BT — % 7775 : £ : CHIRALPAK®AD CSP (250mm#*30mm , 10um) , 456 & «
4596 B, A=NH,H,0,B=MeOH, it 1% : 60mL/min. {5 41, AD_3_EtOH_DEA_5_40_25ML 34575 : " -
Chiralpak AD-3 150X4.6mm T.D.,3umiiizhAH:A:C02 B: ZFE (0.05%DEA) B 5 : 55380 N
5% %40 %B H.E40 % {452 . 5504, SR 55 % B $E2 . 520 B, Ui : 2. 5ml/min, A : 35°C 7.
[0434] =y {511 : NMDA G 58 A H

[0435]  NMDAM 3 1 F

[0436]  WFLANYIANAL Y 4R E A 8 (Tonworks Barracuda (IWB))

[0437] gt FH 4= 4 B 5 B4 A SR 90 A0 6 % CE RS L B0 1 R I8 1 G 1unN1 /G1uN2A
B R IRSAREIME -

[0438]  M$HEK2934H g FH i /73 25 5DNA%% A4 I F 9w i A GRIN1/GRIN2AJE K] f¥] c DNAFL 44 o {5 FH
ghG BRI TR I GAL8 Rt Zeoc indk (R I A2 8 1) 3% v+ , I HLAE Frid A7 i Hh G4 1841
ZeocinZERFE £ 40 SR AE AL IR gk P Eagle s 7 B /78 FR 2 IR-G ) (D-MEM/F-12) Hi 4%
F%, TR IE-S AN 78 A 10 % G4 175 . 100ng/m] 75 25 2 GAN . 100ng/m1 i B 4% 55 2% . 100ug/ml
Zeocin.5ug/ml 7% FEHE & F1500ug/m1 G418,

(04391 DA8- sy BE - B AL PP A Wl i vt 8K (4 BRI AL/ R ) o i i A xg et
RIS A0.3%DMSOR0.01% Kolliphor® EL (C5135, Sigma) « 1 IR i) 5 B 147 47 25 78

384-FLALE bR, A F B SR AL B R 5t (SciClone ALH3000,Caliper LifeScienses) .
ffi FHTon Works Barracuda V& #% f& DL F #AE 34T I &= -

[0440]  HE 7L FHERAE -

[0441] &) 20 P4 ¥ (mM) :50mM CsC1,90mM CsF,2mM MgCl,,5mM EGTA, 10mM HEPES. F
CsOHIR%E ZEpH 7.2,

[0442]  b) 4UARANATR  HB-PS (LK , 47 AmM) :NaCl,137;:KC1,1.0;CaCl,,5;HEPES, 105
HIEIWE, 105 FINaOHIHRE 2 pH 7.4 (f3 HIRT V580 o

[0443]  c) {RHFHAT : - 70mV , BEEN7/ PAMBE FH 3t FE HP ) LA < - 40mV

[0444] (O SR3AE

[0445] &) 2L 4122 H LA SR B AEPPCAR ) FL A (RESL11L) o K 4 A 20 V0 A€ B PPC 1T
HUB IR i FLA (R 4L9uL)

(04461 b) Lo bl 27 FLIE ST A AL S P, Sl L3 (on-board) i F B BOK #8105
FEHL o

(04471 c) AT P UIC SR (B4 o 55—, AETISE L FH S A o) PR S 2y (2% 2 P £
FREEIS [R]-5min) , 55—V, £ 3K A N2 I i i A7) (BC,, L- A 2R AN 30uM H ZR) 1
AR R DTG B3 UK ) i Y I A 1 2R

[0448] 25 T WG] it « 25— R TS L P B 728 TN 200 FRY 2 XAR P2 1A S0 o o) ot AW 4Ll » 55—
YRS IN200L i) XK 32 P R ) R LOWL /PRI BN A s 7 S o) A2 ) o

[0449] St f51]2 : NAMAHIPAM
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[0450] W FL ANV AR 4R E A 8 (Tonworks Barracuda (IWB))

[0451] gt FH 4 40 f 2 v 8 3 R SR B 98 I AL & 100 FE I FL sh ) 48 i b R R G LunN 1/
G1uN2AFIGT uN2BA 2R 52 4 1) 1 ) A8 A4 1A 15 v 14

[0452]  “KHEK2934H Mg F iR 975 25 5DNAL 14 3 F 4 i AN GRIN1/GRIN2AKE K ) c DNAFE 4% o i
g4 BRI TR I GAL8FIPTZeoc in ik (R I A2 8 1) 4% v+, H HLAE Fradk A7 i Hh G4 1841
ZeocinZERFE £ K 40 SR AE AL X gk I Eagle 3 7 B /78 FR 2R IR-G ) (D-MEM/F-12) Hi %
F%, TR IEA AN 78 A 10 % G4 175 . 100ng/m1 75 2 = GAN . 100ng/m1 i B 4% 55 2% . 100ug/ml
Zeocin.5ug/ml 7% FEHE & F1500ug/m1 G418,

[0453]  DA8- sy BE - LA PP Al W i v 8OR (kBRI AL/ R ) o i i A xg et
BRIREAH0.3%DMSO0.01% Kolliphor®EL (C5135,S1igma) « 4 Wizt i 5 e ) 4 11 2 A

384-FLAL BB, A A B AR AL B R 4 (SciClone ALH3000,Caliper LifeScienses) s
ffi FHTon Works Barracuda V& #% #& DL F #AE 34T I &=

[0454]  Hi AR FRER{E

[0455] &) 2L P9 ¥ (mM) :50mM CsC1,90mM CsF,2mM MgCl,,5mM EGTA, 10mM HEPES. H
CsOHI#E £ pH 7.2.

[0456]  b) 4HARANATR , HB-PS (LK , 47 AmM) :NaCl,137;KC1,1.0;CaCl,,5;HEPES, 105
HIHTE, 105 FINaOHIHRE 22 pH 7.4 (f3 FI AT V580 .

[0457]  c) PREFHLAL: -70mV , FBN 7] /PAMML FT I A% H (¥ HL AL - -40mV

[0458] ik ff: -

[0459] &) 23 A2 vh A SR AR AEPPCAR K FLH (BEFL11L) o K 4 BV V00 7€ B PPCF- T
HUB IR i FLA (R 4L9uL)

[0460]  b) 2 fy 5 % FLEE L A AL S, H P B HLEL (on-board) JiEF BHTBOR AR 3%
BRI o

[0461] ) AT P UIC SR (B4 o 5 — I, AETISE L FH S g o) PR S 2y (02 2 P £
FREEIS TR]-5min) , 55—V, £ 3K A N2 I i i A 77 (BC,, L- 4 2R AN30uM H ZR) 1
AR AR AT ARG B3 UK ) i Y I A 1 2R

[0462] &5 WAL « 35— RIS R FH B V28 T2 OnL FR) 2 XA P2 1y 00 3R ot it VA VR AL B, 56—
VR E A IN20RL A TXHR JEE AR R )t AT LOWL /s RSBl AL A s 7 PR 1) A2 80)

[0463] 1L [Fa) AR A4 14751 (PAM) Xof 388 368 (1% 38 56 1

(04641 1 [ri) AR e 4 45 751 (PAM) Xof 388 128 114 H 56 1 K i k- 5

[0465] %G = (I,,,/ Typ0.90 X 100% -100%

[0466]  FApT,, K AREL-AZBREC, | o FEA AR LR MK S A7 AE R SRR T B
& FAL- R ERREC, 51 KT BRI

(04671 PAMIR FZ - Wit MBS H R A+ 5 LA TR st 2 .

[0468] % MO = % L- 18 L BREC,+ { (%MAX- % L- S BREC, ) / [1+ ([IR] /EC,) "},

(04691 Forbr [T K2 PAM (TR i) ROV FEE  EC, Ko 7 A2 2 B R AL R PAMAR) R ., N
W e /R RAL % L- B EIREC, K /2 L- B & REC,, 51 K W HL I B 4 H , %6 MAXA FIL- 2
FREC, JEFI AT (co-admi tted) f £ i 771 B PV AT HELAL A 11 20 B 5 6 T #4542 72 4 A PAM
WREE N FAL- B RREC, o SR IR H 43 L
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[0470] 52155 i FL 0 ) o KOS 32 44 JHL 7 SO U FRL VR B2 (PCA) o

[0471]  H 3N RS QPatch HTX) :

[0472]  FEARWIFRF, A R MGE FIGRINT /2AY RS 38 18 £ 58 ¥4 YL I HEK 293 40 ks 5k
¢ RNMDAYR &£ (300uM NMDA , 5 8uMH 2 IR AL 7] )3 ) — {5 Y , LA 78 kAL & 10 ) $7 A 44
ERER

[0473]  “Hff s 5%

[0474] @, ALK L2980 % 2 2990 % [P fili B A AR X T H AR BR =2 =2, S A 85 7R 5
SRR IR IR TC B B R A LA 2980 %6 3290 %6 1 Al A UL 3k 40 B o s 40 B A S PBS HH (1) B VR R
F£ % QPatch 16XQPatch HTX R4 DL B FERS & B 0L/ Pk as .

[0475]  FyifESEe = 26 F B AL AEST C L 555 % CO, FIMEIE AR (FEXHERE 2995 %) #5977
[0476] 773 : AN PKAE & B Dulbeccorf K [ % /R B 77 36 F1°E IR TR & 9IF - 12 (D-MEM/
F-12 1x, 0k, SL-AEW) 11 RSV HANR10% 64 s 1 % 5 E R/ E RGN
F50uM  AP-5BH W7 71 TG BR1 355 7 o SR 4 e AL AR

[0477]  PiAEE W EPIR ) 58 85 7R B4 78 H 100ug /mLi 85 2 | 150g/mL o A b 2= A 1w
g/mLIEIS B 25

[0478]  FKIA[E S : B SIS FFUETRT 24/ NN R N2 . Sug/mL Y R 25

[0479]  FI| &5

[0480]  FEE K P& K4 BT SR AL A AL & 0 o DN 8044 DL 3k 1) 1 0mMER) i 8 W FEE (FE-10°C
£30°C T A7) - FEDMSOH il £ 1. OmMP] 53 — o fith 8 VA VR o Ji 46 230408 vh 30 SR At 48 Y (fe
Uk, FIERCTT) VRIS S o A VRS FH RIS 1) B AR 5 R gl U

[0481] M4 A PR

[0482]  FEE K P MK B SR AL AL & 0 o DN 8044 DL 3k 1) 1 0mMPR) i 8 W FEE (FE-10°C
230°C T A7) - FEDMSOH il £ 1. OmMP] 53 — i fith 8 VA VR o Ji7 46 250408 vh 30 SR At 48 A (fe
Uk, FIERCTT) VRS S o VRS FH R IR ) B AR o R R U

[0483] M4 —AN1 . OuMfR) R A B .

[0484] B A AV V0 Ko a0 0t 7 H A B S B0 1T AN G FH B U TEMg ¥ T B8 7% A NMDA (3001M)
HH IR (8. OuM) [ TG B WA TR T8 fih % VA VI ) % I AE 5 FHINFERFFAE 2R (19°C 230°C) ¥
0.1%DMSOHE#AA .

[0485]  ffil] & A1 < 5o T A P F5E , A3 RO 1) % ) i A S PV R

[0486] il & il 3R I Ao 1 < T W 4% IS TR0 78 SR R Bl v o A SR b & A R e
PEFIAT AT I 5% 25 B A S a A 38 % .

[0487]  F & il A7 FESLE0 4 K, 7 & | A A IR AR R AE = IR (19°C&30°0) »
[0488] ¥4

(04891l 1 A& SIZIG R B 75 BR 3422, F A DA T AR AE VA W«

[0490]  SALAHN: 137mM; SAL A : 4mM; EALAG - 1. 8mM; S 46 8E  1mM; HEPES = 10mM ; D- 78 25 9% «
10mM; 251354 : 0. 02% ; pH (NaOH) : 7.4

[0491] I 2 /D4R TR FZK BRBEAN 25 267 R 1 LOx I VR R 100 x 78] 26 W VA VIR 1) £ 1 x VTR o
P A it B8 Y VR PSIAE AS BT 9 B0 S B8 T 48 2 1 i) 46 5 FF A7 AE1°C 2£9°C (10X AR BL-10°C
%2 -30° (100X 2] AR ) o S0 AR S FH IRV 0 4t K 10 SR A s e 5t A o 56 R, 13
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B RFFEZE IR 19°CA30°C) AV I, LIRS ELCZIC T A7

[0492] TR B2 G B AE FHDL R o8I -

[0493]  GALAN: 137mM; SALEH - 4mM; S AL 4G 5 2. 8mM; HEPES : 10mM ; D- ] %] 4% : 10mM; 5 571 52
ﬁ’::0.0Z%;pH(NaOH):?A

[0494] ¥ iZ% TEMg i i il 2% B L x I TR AE L C B 9°C N AT - B 2B 10 37 6 il 2% —
Ko

[0495]  Zfififg N VAR

[0496] Y4 1 x M0 P 35 Y0 R M VA VAR 14D L 200 IR DAY 9 S AR 4 5 12 L x4 T PN Y VR 8 FE A HIE AL T
SIS UG 2 BT 4%, 2550 HAE - 10°C E -30°C N AEAF o i I, 1x 40 B P9 ¥ 0K (R e 7E == I
(19°CE30°C) o PRI x MM N IE B AZTEVKFE R 1°CEIC) o x4 BB B T
T 51 H R 2H 55 -

[0497]  SALAH: 130mM; S AL 55 : 1mM; Mg-ATP : 5mM; HEPES : 10mM; EGTA : 5mM; pH (KOH) : 7.2
[0498] 2 fp Ab T

(04991 S T-iZAH T , 4 FHINMDA/ H 2R « M A & M sl Ak 5470 /NMDA / H- 2 IR 1% 25 HE 7
211

[0500]  FEREFMIHHL T , 768 H 2 (B 347 22 /0 3080 i F Ik Ak & 0 i Tl 20 B o A S TE 4
FE,IEZ I FRA.

[0501] Y7 2 /D= 3% 55 BS I A0 B b 43 BT B Fh S 30 8 A o A4 A8 ACHIF 70 1) S 38 T 46 22wl o)
ANMDARMIH & B it & VAW, A 1 (- 10°C & -30°C) ff A7 B 28 5256 24 K o 78 H, A2 22 S 06 2 iy
AN WV U A 25 TS VR AR R R R RE

[0502]  Stof &« b — JEAE = Fh A b U B 44 (0. 196 DMSO0) AID- (-) -2- 2 2 - 5- Bk 2k 1
fig (AP-5) (100uM) IR , DL CRNMDASZ A1 Al Th R 1A .

[0503] 78 ASHF 5T (1) SE 56 TF 46 2 BT 4% 1 50mMIK AP - 5% 8 VAT, 2548 3F A g A2 (-10°C
£-30C) HELI MK A AT SLI0 2 AT A ARG & BRI, R G E S A
NMDA (300uM) A1 HZER (8. 0uM) ¥ TeMg ¥tk H % B , 73 21 LOORMIH) B 4 EF IR 5 .

[0504]  Spig A8

[0505] L4 H A BV VAL T MG 5 R 2k TR e B 22 QPatch HTX RS, H1E 5250 B 1R] R K5
TE 20 B A7 G/ 10 HE28 H o it 0 T 4 B ) B A CEL T 4B N I V) IR AE =R (19°C &
30°C) .

[0506]  fE# T FE A, A8 FH IR FR AL - i 0 T 40 B BT A S (RS RS )
Retris =l (19°CE30°C) o FEME A HL AR AN GL ) HLARHEK 29 320 il 2 18] FE2 G 1 gaohm ¥ 5
J&i » W DL REVE oMV T 5 40 B JEE A i 3R DLt R P, T8 N A4 PR 3 (4 At R A D) o A
300uM NMDA (RIS . OuMH & /R) N FH T 155 7 4 40 B 540 iz I Py ) HEL 9 o 78 AN s I i FE v
21 o A FL R B ORARE 7E - 80mV I PRI FEL AV

[0507] g 7 3 Mtk &40, K im it 300uM NMDAANS . OuMH S BR LA J2 R SCHE I kAL
E W 2H A SR RIBNMDASZ A o A B AL & 0 09 B8 = IR Tl 20 5K 7 R K it o -z () 3k
17

[0508] A it N7 28 s A A4 1) fa FH A 1
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2t Fr 4w 18] (s) 7&Hm
1 4 NMDA / H &8
2 30 N
3 4 NMDA / H &8
2REE
[0509] 4 30 1 uM RXAo-4h
5 4 1 uM M)XK AS-4+ NMDA / H &ER
6 REL
6 30 Bath
7 4 NMDA / H &8
2RELR
[0510]  KB:jita i /5 & ;s XF B SZ I
&/ FrEE Ay ] (s) 767
1 4 NMDA / H &B&
2 30 7
3 4 NMDA / H &
2REER
[0511] 4 30 S
5 4 NMDA / H &
6 REEZ
6 30 Bath
7 4 NMDA / H#&# + 100 uM AP-5
2REL

[0512] S )3 . & AL &1 .
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1) 9-BBN — B4

2) NaOH, Hzoz

[0513]

LDA, THF

[0514] PRI .#E15°CHEN, N [FMMePPh,Br (1.28kg,3.6mol) ZETHF (4.5L) H1 IR A N
t-BuOK (404g,3.6mol) . IR & W7ES0 C it +E30mins o FEAK 1765 'C 734t ¥ Jin 22 475 % B
(950g,2.9mol) o Kt e MV S WILESO CHEHE 1IN o & FF TR S W 7E 15 °C I AINH, CL/K P T
(1L) ¥ K o 73 B THF )7 . 7K J= FHEt0Ac (2x2L) A HX o & I A HILAH 3 2% W 47 LAAS 31 ] 448 o 4[]
it — 2518 d FiMeOH/H,0 (1:1,15L) #E[R13 I AF B 1 264K LA A5 21A- 1 (940g,99%) , H O [E
(N

[0515]  'H NMR (400MHz,CDC1,) 85.40-5.32 (m, 1) ,4.85 (s, 1H) ,4.71 (s, 1H) ,3.58-3.46
(m,1H) ,2.36-2.16 (m,2H) ,2.08-1.94 (m,2H) ,1.92-1.62 (m,9H) ,1.61-1.39 (m,6H) ,1.29-
1.03 (m,4H) ,1.01 (s,3H) ,0.99-0.91 (m,1H) ,0.59 (s, 3H) .

[0516] 32 7E35°C[AIA-1(800g,2.54mol) FEDCM (8L) ¥4 ¥ 4 L 775 DMP (2. 14kg,
5.08mol) ¥ [ MR ITESS CHiFE207 81 4 I MR A W1 38 - 98 5% FHIDCM (3x1L) Peisk . &
I B HLAH FH L ANNa,,S, 0,/ M ANaHCO, /K ¥ (3: 1, 2x1.5L)  #7K (1. 5L) Bk, FHNa,S0, T
P, 18 HEZSIRAE LIS BIA-2 (794g, W)  HOMMMA B EEER T~ —5.

[0517] B3 [A)TBAF (3.04mL, IMZETHFH, 3. 04mmol , Aldrich) ZETHF (100mL) 5 () 15
#NINTMSCE, (25.8g,182mmol) , 28 JE 7E0 C1ii JIA-2 (19g,60 . 8mmo1) 7ETHF (100mL) H ) ¥ -
FHRAMAE0CHEHE30mins o 7E0 C [\ 1% VR A YU I TBAF (200mL , IMFETHFH , 200mmol) o - E
B YILEOC FH HE30mins o [A] 1%V & P AL FINH, C1 /KR (100mL) B 44 VR & 70 55 R 4
) 5% AR WIS IMPE/Et0AC (400mL, 1:1) , 3 BS A HLE , # H 5 HAB RS FF 2x10g ofA-2) o &
FHHIAHLZE FZK (300mL)  #7K (300mL) Pk, FNa, SO, ¥4, i 3 B 572 e 4 LLAS 2R V) -
IR AR FDCM (150mL) H HIPE (750mL) #4175 AR NFE RS AT (500g 5, 100~200mesh) H.
FHPE:DCM:EtOAc=5:1:0.05%5:1:0. 1Yt LATS FIA-4 (12g, 17 % 7 2) JHRP) A4l A -
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3 AGEFIA-3 MMeCN (250mL) 25 iy LA B 4li4bA-3 (6. 5g) » H A [l 47 o K5 MMe ONJIE VR [T AL 1)
A- 3BEATRE RS (03895 (PE: DCM: Et0Ac=50:1:1%20:1:1) LAAF R4 , 44 H MMeCN (20mL)
LR UERIAALRIA-3 (1g,16% K77 5R) , HONE A,

[0518] ¥ :A-3F1A-4M°JH, CF, (FDCS) %5 . (J.Org.Chem.2015,80,1754.)

[0519]  A-3:'H NMR(400MHZ,CDCLQ65.43 5.33 (m, 1H) ,4.85 (s, 1H) ,4.71 (s, 1H) ;2.49 (s,
2H) 32.11-1.97 (m,4H) ,1.95-1.32 (m, 14H) ,1.30-0.98 (m,7H) ,0.59 (s, 3H) .

[0520]  A-4:'H NMR (400MHz,CDCL,) 85.54-5.41 (m, 1H) ,4.86 (s, 11) ,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) .

[0521] R4 . [A]A-3 (8g,20.9mmol) ZETHF (80mL) H [V ¥k HH 3 in9-BBN — B4k (5. 85g,
24mmol) K5I B WITEA0 CHEHE Ih B TR A WVA HIZ20°C . [ 1Z 8 & W0 INEtOH (12mL) \NaOH
(41.8mL,5M,aq.) FH,0, (20.9mL, 10M,aq.) o KBS0 CHEF: h, IR R R Al 2R 51
75 iNNa, S0, (100mL , 25% ,aq.) o KR &4 FIEt0Ac (300mL) 2 HL . 73 BA ML= , il 1 Ak i A 4
1k (PE:Et0Ac=10:1%5:1) AIf32IA-5(7.1g,85%) , HOM[H .

[0522]  'H NMR (400MHz,CDC1,) 85.42-5.32 (m, 11) ,3.64 (dd,J=3.2,10.4Hz, 1H) ,3.37
(dd,J=6.8,10.4Hz,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) .

[0523]  2BU%5.[HA-5(7.1g,17.7mmol) ZEDCM (30mL) AR AE (21mL) H VAR s InTsC1
(6.74g,35.4mmol) KR S MAE LS CHiHE2 /N o MIZIR &Y 7K (5ml) HAIR G YILELS
T2/ CRHR A P05 2B Wi - ) FR AR ik (100mL) FEtO0Ac (200ml) - 73 B A HLE
JHHC1 (100mL, 0. 1M) 7K (100mL) F1#:7K (100mL) P - A HLJZ FINa, SO, T4 , i i€ H 3 2k 45
PLFFIA-6 (9.8g,100%) , HoA[FE A

[0524]1  'H NMR (400MHz,CDC1,) 67.78 (d,J=8.0Hz,2H) ,7.34 (d,J=8.0Hz,2H) ,5.48-5.29
(m,1H) ,3.97(dd,J=2.4,9.2Hz,1H) ,3.77(dd,J=6.4,9.2Hz,1H) ,2.48 (s,2H) ,2.45 (s,
3H) ,2.10-1.88 (m,5H) ,1.82-1.35 (m,9H) ,1.30-0.82 (m, 12H) ,0.64 (s,3H) .

[0525] A5 0%6. W A-6(1.05g,1.89mmol) ZEDMF (5mL) " (K ¥ W s INKT (1.25¢g,
7.56mmol) o IR A WITES0 C it B Lh [ IR AR IPhSONa (0.93g,5.67mmol) IR &4
FE50°CHFE2 /NI o 7] 1% IR &P ik (10mL) FIDCM (30mL) - 73 B A HLJZ , FiNa, SO, T4, it

JE, B WAE HPE/DCM (10mL, 5: 1) BF BE L5 3]A-7 (600mg , 61 %) , oA 44 .

[0526]1  'H NMR (400MHz,CDC1,) 87.98-7.87 (m,2H) ,7.70-7.52 (m,3H) ,5.39-5.31 (m, 1H) ,
3.14(d,J=14.0Hz,1H) ,2.85(dd,J=9.6,14.0Hz, 1H) ,2.48 (s,2H) ,2.20-1.88 (m,5H) ,
1.88-1.68 (m,4H) ,1.60-1.33 (m,5H) ,1.30-0.82 (m, 12H) ,0.66 (s,3H)

[0527]  GEET.{E-70°C[A]i-Pr,NH (576mg,5.70mmol) fETHF (10mL) (K17 - i fiin -BuL i
(1.9mL,2.5MfEC KeH 4. 75mmol) R AR/ E0CAE-TOCHIIA-7 (1g,1.9mmol) 7E
THF (8mL) T ¥V - K IR & A - T0°C it RE Lho 76 - T0°C [ 1% VRS IR N2 - 5 T B2 23R
ft (245mg, 2. 85mmo1) FETHF (2mL) H () - KR S WI(E -T0°CHiFE 1h, IR # 22 10°C HAE10°C
P FE16 /N o [A) VR A W) INH,C1 (5mL , M FIZK V) o #4154 FHEtOAc (50mL) ZEHL . A HL
Jz HINa, SO, F-J , ik if H B 24 LLAS 2IA-8 (1. 20 57) , HATRY) o

[0528] D R8. M A-8(1.2g,1.96mmol) fEMeOH (60mL) H (¥ ¥ ¥ H i IINiBr, (5mg,
0.023mmol) HAE30min A 7E60 C 43 Ik Mg Hr (3.79g, 156mmol) o #47B & PITE60 C Hi £
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10mins . EHVEA 415 AHCL (160mL, 2M) 7 H FHPE/EtOAc (2x200mL, 1: 1) Z8HL . & 3FHA HLE
HI 7K (100mL) Y ¥ , FINa, SO, 45, U , 375 e 4 Ho il i ik ik 24k (100~200 H L PE:
Et0Ac=50:1%10:1) PR LAFS ZHH =4, Foadad a ik 4tk (200~300H , PE: DCM: P i =
1:1:0.01) PHIR, MMeCN/7K (3:1,5mL) H 45 5 LA 21 541 (50mg,5%) , H oAk .
[05291  'H NMR (400MHz,CDC1,) 85.41-5.32 (m, 1H) ,3.39-3.28 (m, 1H) ,2.49 (s,2H) ,2.10-
1.92 (m,4H) ,1.90-1.60 (m,5H) ,1.55-1.33 (m,8H) ,1.31-1.10 (m,6H) ,1.09-0.90 (m, 15H) ,
0.68 (s, 3H) LCMS Rt=1.278%3%l, LA2. 043 a1, 30-90AB,MS EST C,GH,,F,0M+H-H,0] ()
THEAEA453, SE{E453.
[0530]  sjtifsl4 . & b &41-AFI1-B.

., OH “, OBz

NaOH
MeOH/THF/H20

[0531]

OBz

NaOH
MeOH/THF/H20

A-10-B a4 1-B

[0532]  BBR1.7E25°Cl4k&41 (100mg,0.212mmol) ZERLIE (3mL) kI VAR 7 i 24 FY
A (59.7mg,0.425mmol) o W FE25 CHEFE 16/ o e MaE I 7K (10mL) ¥ K H FHEtO0Ac
(2x10mL) ZEHL . & FF )G ML= FiNa, SO, T4 , i I8 B B0 W47 LS B P40 o R = 4 id il ek
44k (PE/Et0Ac=10/1) LAS 2 B 75 7~ #)A-9 (150mg , KA B7) » H 9 [l 44

[0533]  LCMS Rt=1.5447> %, LL27r Bl il 247, 30-90AB,MS EST C,.H, F,0, [M+Na]+f it
HABS97 , SLIME 97 .

[0534] JDIE2.A-9 (580mg,1.00mmol) Jd I SFCAr 2 4fifk, (FF : AD (250mm*30mm, 5um) , £ /&
45%B (A=NH,H,0,B=MeOH) , i3 : 60mL/min) LA#3 FA-10-A (200mg,34% ,95.5%d . e ilid
SFC (kE:Chiralpak AD-3100X4.6mm 1.D.,3um,it&4H:A:C0O, B: 5 EE (0.05%DEA) .
[0535]  HfijE :5% £ 40%BYE4. Smin N HAE40% {5452, 5704, AR J5 5 % B4 Imin. i ik «
2.8mL/min, FEi :40°C)) , HOAE A, F1A-10-B (215mg,37% ,99.5%d . e . i@ L SFC (k-
Chiralpak AD-3 100X4.6mm 1.D.,3um,it#)4H:A:C0O, B: 7 PlE (0.05%DEA) .

[0536] 5 :5% £ 40%BYE4. 5min N HAE40% {5452, 5704, AR J5 5 % B4 Imin . i ik «
2.8mL/min, F:i:40°C)) , HoA Ak,
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[0537]  A-10-A:'H NMR (400MHz,CDCL,) 88.07-8.02 (m,2H) ,7.58-7.52 (m,1H) ,7.48-7.41
(m,2H) ,5.37-5.35 (m, 1H) ,4.99-4.94 (m, 1H) ,2.48-2.46 (m,2H) ,2.04-1.89 (m,4H) ,1.82-
1.65 (m,5H) ,1.51-1.35 (m,7H) ,1.27-1.08 (m,4H) ,1.05 (s,4H) ,1.02-0.92 (m,13H) ,0.64
(s,3H) »

[0538]  A-10-B:'H NMR (400MHz,CDC1,) 88.07-8.02 (m,2H) ,7.59-7.52 (m, 1H) ,7.49-7.40
(m,2H) ,5.37-5.35 (m, 1H) ,5.01-4.92 (m, 1H) ,2.48-2.46 (m,2H) ,2.03-1.90 (m,5H) ,1.83-
1.66 (m,3H) ,1.83-1.66 (m,1H) ,1.51-1.37 (m,8H) ,1.23-1.11 (m,3H) ,1.05-1.00 (m,5H) ,
0.99-0.90 (m,12H) ,0.66 (s, 3H) »

[0539]  BR2a.7E25°Cla]A-10-A (215mg, 0. 374mmol) 7ETHF (2mL) FIMeOH (2mL) H () 1A
#NINNaOH (400mg , 10mmo 1) ATH,0 (2mL) o ¥ AES0 C 1 48/ NI o S N U HE t0Ac (2x10mL)
I A IFA B FiNa,SO, 45 L 8 BB 73 i LTS 2R 4, % . FMeCN (2x5mL) fff %
PAAS B T3 P24k &1 - A (148mg , 84 %) , Ho Ay B 44

[0540] {4 41-A:'H NMR (400MHz,CDC1,) 85.38-5.36 (m, 1H) ,3.33-3.31 (m, 1H) ,2.49-
2.48 (m,2H) ,2.08-1.92 (m,4H) ,1.89-1.61 (m,5H) ,1.52-1.37 (m,5H) ,1.32-1.09 (m,7H) ,
1.06-0.96 (m,7H) ,0.96-0.87 (m,10H) ,0.68 (s,3H) .LCMS Rt=1.4974%, L2542
#7,30-90AB,MS EST C,H, F.0M+H-H,01+[ 158453, 5L {453 .

[0541]  B3R2b. #E25°C[]A-10-B (200mg, 0. 348mmo1) 7ETHF (2mL) FIMeOH (2mL) H () 1A
#NINNaOH (400mg , 10mmo 1) ATH,0 (2mL) o ¥ AES0 C 1 48/ NI o S N U HE t0Ac (2x10mL)
I A IFIA B FiNa,SO, 45 ol 8 BB 73 i AT 2R 4, % . FMeCN (2x5mL) fff %
PAAS B T3 P4k &1 -B (139mg , 85 %) , Ho Ay &l 44

[0542] {4 %1-B:'H NMR (400MHz,CDCL,) 85.38-5.36 (m, 1H) ,3.33-3.31 (m, 1H) ,2.49-
2.48 (m,2H) ,2.12-1.92 (m,5H) ,1.89-1.40 (m,12H) ,1.29-1.11 (m,5H) ,1.09-0.98 (m,6H) ,
0.95-0.89 (m, 10H) ,0.69 (s, 3H)

[0543] LCMS Rt=1.500%%k, LL24> Eh a1 24T, 30-90AB,MS ESI C,.H, F

28744" 3

0 [M+H-H,0] "f¥y
THELEA453 , SEIME 453 .
[0544] & RGP -A-HEXs AL

BzCl
Py

[0545]
_QBz . QBZ “, E'.!H

KOH

R R E—
‘ J MeOH/THFH20 F§ ‘ :
FaCi, e,
F ' C24 # et A&
HO HO b ¥y s %ot
ST-200-096-004_3 ST-200-096-004_4 Widh 1-A

[0546]  th[E]AST-200-CF3 4ABKA-71¢) SLL 42 B8 ] 22 W, S i 913 .
[0547] & JRKST-200-096-004 1
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[0548]

ST-200-CF3_4A ST-200-096-004_1
[0549]  7EN, FE65C[]ST-200-096-004 1 (450mg,0.736mmol) 7E FHEE (30mL) = ¥ 75
s Mg (883mg, 36 8mmo1) o % N ¥EA3 4 FIHCT (50mL) 32 ¥4 K B B3 AR VI o I NI
FIEt0AC (3x30mL) ZEHY . & FH 1A HLJZ B FINaHCO, (50mL) + #h7K (50mL) ¥ % , FiNa,S0,F*
J, 198 FLIRAE o Bk A il oA 44k (0~12 % Et0AcfEPEH) LA43 E[ST-200-096-004 2
(150mg ,43%) , H [l 1k .
[0550]  'H NMR (400MHz,CDC1,) 85.40-5.34 (m, 11) ,3.37-3.25 (m, 11) ,2.55-2.40 (m, 21) ,
2.09-1.91 (m,4H) ,1.90-1.70 (m,3H) ,1.69-1.56 (m,4H) ,1.54-1.35 (m,6H) ,1.34-0.97 (m,
12H) ,0.96-0.86 (m,9H) ,0.68 (s, 3H)
[0551] & ST-200-096-004 3

[0552]

ST-200-096-004_2 ST-200-096-004_3

[0553]  {EO°C[H]ST-200-096-004 2 (150mg,0.318mmol) ZEAKNE (3mL) ¥4 ¥ F1 s Bz C1
(134mg,0.954mmo1) H ¥ e N AE25 CHEFE2h o [ N VR &4 FH /K (50mL) #6 B, FHEtO0Ac
(2x40mL) 2L A HLJZ FHERK (5x50mL) Pelk , HINa, SO, FJ4 , i 3k Hke 4 o K4 o i 7ot Jlo AT
alifk, (PE/Et0Ac=10/1%4/1) LA{5FIST-200-096-004 3 (120mg,66%) , H [k

[0554]  ST-200-096-004 3 (120mg,0.208mmol) i#iFSFC/r B (4 : AD (250mm*30mm, 5um) ) ,
BfE :25-25%B (0. 1%NH,H,0 TPA)) LA73HIST-200-096-004 4 (100mg,84%) , H Ayl fAs .
[0555]  'HNMR (400MHz,CDC13) 88.05 (d, J=8Hz,2H) ,7.55 (t,J=8Hz,1H) ,7.44 (t,]=
8Hz,2H) ,5.38-5.34 (m, 1H) ,4.98-4.91 (m, 1H) ,2.48 (s,2H) ,2.09-1.89 (m,4H) ,1.86-1.67
(m,4H) ,1.53-1.34 (m,10H) ,1.17-1.00 (m,7H) ,0.99-0.91 (m, 12H) ,0.64 (s, 3H) .

[0556]  SFC Rt=3.473% %%, LA104> 8P 1ikvk ,AD TPA (DEA) 5 40 2,8ML 8MIN,100%de.
[0557] A ALEI1-A
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ST-200-096-004_4 a4 1-A
[0559]  [5]ST-200-096-004 4 (100mg,0.173mmol) ZETHF (2mL) F1MeOH (1mL) F17K (ImL) H ]
VA 5 INKOH (48 . 5mg , 0. 865mmo) o R & HIAE60 CHi £ 16 /N RHE & ¥ B IK (20mL)
H H HIEtOAc (2x40mL) A . & 3 A HLE F #h7K (30mL) BE¥% , FNa, SO, 1 , 1 ik H.fk 4 .
TR iE IS POEAE A4 (PE/EtOAc=5/1%3/1) LAMF EIML G411 -A (48mg,59%) , HoA 44 .
[0560]  "HNMR (400MHz ,CDC13) 85.40-5.35 (m, 1H) ,3.35-3.28 (m, 1H) ,2.49 (m,2H) ,2.09-
1.93 (m,4H) ,1.89-1.59 (m,6H) ,1.54-1.22 (m, 10H) ,1.20-0.97 (m,9H) ,0.95-0.89 (m,9H) ,
0.68(s,3H) .
[0561]  LCMS Rt=1.26573%1, LL2. 070 Bl i ik, 30-90AB, 41/ 100% ,MS EST C,H, F,0f]
THEAE [M-H,0+H] =453, Sl {E453.
[0562]  SZjitifhl5. & k&2 2-AMI2-B.

MePhsPBr
N
t-BuOK, THF
HO

1) 9-BBN = 4 4k
_ =
2) NaOH, Hy0;

[0563]
o. 1)KI H0Fh
Fac ‘G 2] PhSO;Na =
F3C
bl 2-A thtedh 2-B
[0564] 1. 2 R (50g, 157mmo1) £ETHE (750ml) AiMeOH (500mL) 5 [ 72 A s i

Pd/C (20g 10%&3}@&) KRR G WIAEH, (25psi) TAE25 CHEFET2 /N RHIR G VDL I8 - K U

HAWRAEIAGRIB-1 (47g,94%) , H Oy 4.
[0565] 'H NMR (400MHZ,CDC13) 63.69-3.51 (m,1H) ,2.51 (t,J=8.8Hz,1H) ,2.21-2.12 (m,
1H) 72.11 (S)BH) ’2.05_1.98 (III,IH) ’1.88_1.77 (Hl,lH) 91.77_1.53 (IH,6H) 91.48_1.08 (Hl,
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11H) ,1.05-0.85 (m,2H) ,0.80 (s,3H) ,0.73-0.63 (m, 1H) ,0.60 (s, 3H) -

[0566]  JBER2 . [W]MePPh,Br (78.5g,220mmol) ZETHF (250mL) HH ff) & ¥5 ¥ H 7 il t - BuOK
(24.6g,220mmol) ¥R EWFESO CHiFELh. M) iZ IR &IV INB-1 (47g,147mmo1) ¥R &)
FE50°CHiEHE Lho [ 1ZVB-S0¥R hizK (100mL) FIEA (500mL) . 7> B A WL , B2 W45 LA 24
), 7E50 CH H MMeOH/7K (1000mL, 1: 1) B B& . ¥4 ) J5 5 Ve & Wik 9 H & 44 FIMe OH/ 7K
(2x500mL, 1: 1) Peidk, HA TG 2IB-2 (45g,97%) , H [l 44

[0567]  'H NMR (400MHz,CDC1,) 84.84 (s, 1H) ,4.70 (s,1H) ,3.69-3.51 (m,1H) ,2.08-1.98
(m,1H) ,1.88-1.62 (m,10H) ,1.61-1.50 (m,2H) ,1.48-0.85 (m,13H) ,0.81 (s,3H) ,0.70-0.60
(m,1H) ,0.56 (s, 3H) »

[0568] B3 . [A]B-2 (45g, 142mmol) ZEDCM (500mL) H ) ¥ ¥ P s I i (90g) FIPCC
(45.7g,213mmol) o IR A PIAE20 CHLFE3 /NS o [F] 1%V A Y0¥ NPE (500mL) o 4R & i it
Fek fis ik HL [ 44 FHPE/DCM (1: 1, 2L) Pk » & FE K MRk 45 LAFS E1IB- 3 (44g,98%) , HoN
[ 445

[05691  'H NMR (400MHz,CDC1,) 84.85 (s, 1H) ,4.71 (s, 1H) ,2.48-2.20 (m,3H) ,2.12-1.98
(m,3H) ,1.90-1.49 (m,10H) ,1.47-1.08 (m,8H) ,1.01 (s,3H) ,0.99-0.71 (m,2H) ,0.58 (s,
3H) .

[0570] D IR4 . [ B-3 (20g,63.5mmol) 7ETHF (300mL) H FJ & W F ¥ InCsF (19.2¢,
127mmol) - #E10°C [ %I A 43 INTMSCF, (18.0g, 127mmo1) o KFIE A4 7E10°C Hit#k2 /N o 77
10°C[A 1% IR -5 W INTBAF (127mL, IMZETHFH , 127mmo1) o IR & WAE 20 C i 4k 3 /N o 7] %
RGP IN7K (200mL) o KRG P 5L W4 LA EBRTHE o (7] B AR V08 JIE t0Ac (300mL) o 73 B A
HLZ , FHZK (100mL) « #:7K (100mL) Pk, FiNa,SO, T8, 3ot € , #4544 , APE : DCM (500mL, 20:
1) WFBE , AMeCN (200mL) 25 45 &t LAFR FIB-4 (7. 1g) , He A A o K5 AIF B R0 56 45 5 R 8 v 3
B, B R AR 44k (PE:EtOAc=30:1%10:1) B LG B A4l [K)B- 4, ¥4 H MMeCN
(200mL) FE 45 5 LA7S5IB-4 (7.6, B= %60 %) , Hoy [ 4.

[05711  'H NMR (400MHz,CDC1,) 84.84 (s, 1H) ,4.70 (s, 1H) ,2.11-1.98 (m,3H) ,1.88-1.47
(m,13H) ,1.45-1.05 (m,9H) ,1.00-0.89 (m, 1H) ,0.85 (s,3H) ,0.78-0.68 (m,1H) ,0.56 (s,
3H) .

[0572]  JDUE5.[AB-4(14.7g,38.2mmol) 7ETHF (150mL) H ¥ ¥ ¥ 8 9 - BBN — 4k
(10.7g,43.9mmol) R ESMAEA0CHHE Lh IR S FE0°C - 1A% IR & Y% INEtOH
(21.8mL) \NaOH (76.3mL,5M,aq.) 1,0, (38. ImL, 10M,aq.) . FHIRAIFES0 CHiPE Lh. ¥4 40 5
[ 1% & V)N N, SO, (200mL , 25% ,aq.) o ki &4 FEtOAC (500mL) 2 HL. 7 B A HLZ , |
e H K (400mL) BB LA43 2B-5 (158, 98%) , H [l 4 .

[0573]1  'H NMR (400MHz,CDC1,) 83.68-3.58 (m, 1H) ,3.40-3.30 (m, 1H) ,2.11-1.91 (m,2H) ,
1.89-1.72 (m,2H) ,1.70-1.45 (m,8H) ,1.42-1.06 (m,11H) ,1.03 (d,J=6.4Hz,3H) ,1.00-
0.88 (m,2H) ,0.85 (s,3H) ,0.75-0.68 (m, 1H) ,0.67 (s,3H) -

[0574] 2986 [[B-5 (15g,17.7mmol) ZEDCM (60mL) AR IE (42mL) H1 (VAR P ¥R INTsCL
(14.1g,74.4mmol) S IRAWIAELS CHEFE2/INES o MZIR AP /K CmL) B R ESPTELS
CHFE16/NE o HIZIR SR IIZK (100mL) o FVE A4 FHPE/EtOAc (2:1,300mL) ZEHL . 7 & A
HLZ , FHHC1 (200mL, 1M) 7K (100mL) « #57K (100mL) ¥4 , FINa,SO, T4 , 1o 1 H 5 25 ik 4 LA 13
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FIB-6 (23g, MW 50 , LA A

[0575]1  'H NMR (400MHz,CDC1,) 87.78 (d,J=8.0Hz,2H) ,7.34 (d,J=8.0Hz,2H) ,3.96 (dd,J
=3.2,9.2Hz,1H) ,3.76 (dd,J=6.8,9.2Hz, 1H) ,2.45(s,3H) ,2.10-1.98 (m,1H) ,1.92-1.78
(m,2H) ,1.71-1.30 (m,11H) ,1.30-0.88 (m,13H) ,0.83 (s,3H) ,0.72-0.62 (m, 1H) ,0.61 (s,
3H) .

[0576] DURT7.[MIB-6 (23g,41.3mmol) FEDMF (100mL) 5 ) VA WK s KT (27 . 3g, 165mmol) .
KR A PITES0 CHiFt: Lhe %R & 0¥ ITPhSO,Na (20. 1g, 123mmol) o KR4 PITES0 C Hift:
167N o ZEBERE N 1% 98 A 4907 IiDCM (200mL) 7K (400mL) FIPE (2:1,400mL) . 73 A AL,
FI7K (100mL) < #57K (100mL) P , FNa,SO, T4, i 8 H 3045 W 4 25 160mL AR R[] 44 o Rt R
E iy, HPE (100mL) Pek, 55 T AR 2IB-7 (12g,55%) , HOM .

[05771  'H NMR (400MHz,CDC1,) 87.95-7.88 (m,2H) ,7.70-7.61 (m, 1H) ,7.60-7.51 (m,2H) ,
3.13(d,J=13.2Hz,1H) ,2.84(dd,J=9.2,14.0Hz,1H) ,2.20-1.89 (m,4H) ,1.88-1.44 (m,
8H) ,1.43-0.88 (m,15H) ,0.83 (s, 3H) ,0.72-0.65 (m,1H) ,0.63 (s,3H) .

[0578]  ER8.#£-70°Clali-Pr,NH (573mg,5.67mmol) fETHF (10mL) H )& ¥ 1 ¥4 IMBuL i
(1.88mL,2.5MECLKEH 4. 72mmol) AHRA IR AE0°CAE-T0CEHIIB-7 (1g,1.89mmo1)
FETHF (8mL) (VAR BV AW TE - T0°CHERE Lho £E - 70 °C [ 1% TR & Y N2 - 7 P9 3L A 4430
Pk (243mg,2.83mmo1) FETHF (2mL) HH I o K VR S 7E -T0°CHiFE 1h, 7E10°C HiFE 16hrs
FILES0C AL 2/ NI o [ 12V A 9035 IINH,C1 (5L, AN /K I o K4V A4 FIEt0AC (50mL) %
B HLJZ FiNa, SO, T4, 1 8 , B0 ki HLd i Rk A 44k, (PE:EtOAc=12:1%8:1) A3 2
B-8(0.5g,43%) , H A FE{A.

[05791  'H NMR (400MHz,CDC1,) 87.95-7.85 (m,2H) ,7.70-7.52 (m,3H) ,3.63-3.46 (m, 1H) ,
3.44-3.31 (m,1H) ,2.18-1.61 (m,8H) ,1.55-1.11 (m,13H) ,1.11-0.78 (m,18H) ,0.72-0.60
(m,2H) ,0.50-0.40 (m,3H) »

[0580] P HR9.[M/B-8(0.5g,0.815mmol) fEMeOH (50mL) H* ) ¥ ¥ *H 45 INNiBr, (2mg ,
0.009mmol) - #R J57E60 CE30min A 43 LIS INEEKD (2.22g,91 . 4mmol) o KHIREHITE6O CHi Ht:
Lho B IR-E PR NFTERE (200mL,10% aq.) H FHPE/EtOAc (2x200mL,1: 1) 25 . & I Bl
JZ FH7K (100mL) « 37K (100mL) ¥ , FINa, SO, T4, b 98 , B 2wk 4 , 38 Ak R A 44k (PE:
Et0Ac=20:1%10:1) AR B E42 (290mg, 67 %) , HM[E 14 .

[0581]  'H NMR (400MHz,CDC1,) 83.37-3.28 (m, 1H) ,2.12-2.01 (m, 1H) ,2.00-1.91 (m,2H) ,
1.87-1.77 (m,2H) ,1.71-1.58 (m,5H) ,1.50-1.00 (m,19H) ,0.96-0.88 (m,10H) ,0.85 (s,3H) ,
0.72-0.67 (m,1H) ,0.67-0.64 (m,3H) .LCMS Rt=1.34073%}, A2. 0% i, 30-90AB, &
MS{E5 HRMS EST C,H,F,0[M+H-H,0] ffTH 5 E455 . 3495, SLlIE 455 . 3489 .

[0582]  JDER10.{bA 42 (264mg) 18 It A e A 23 B W 4K (300~400 H , 30%250mm, PE: Et0Ac
=30:1%15:1) LB ENL-EY2-A (56mg,21%) FAL-E42-B (101mg,38%) , # Jy il 44

[0583]  2- AFN2 - B X B As Lt 451 388 ok I 1) 2 FE IR 5 1) 3% A VP Ak < 11 Ak & 402 - B (8mg
0.017mmo1) 7EDCM (0. 5mL) H B ¥ H s AL iE (132mg, 1.68mmol) AIBzC1 (23 . 7mg,
0.169mmol) o KB AW TE25 CHiF:20mins o A% IR A 478 IIPE (5mL) o K & 4 FANaHCO,
(2mL, #1FIZK V) WHC1 (2mL, 1M, aq.) \NaHCO, (2mL, Y F17K &) BEi 3@ id prep- TLCAlL,
(PE:DCM=1:1) A5 3I2-B-Bz i T-SFC/#r (98.7% de ("#E:Chiralpak AD-3150X4.6mm
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1.D.,3umift&h4H:A:CO, B: 5 AEE (0.05%DEA) £ & : 553 8N 5% 240 % BH 740 % - FF2.5
G35, SR JE5 % BIRFF2. 50 B, Yt - 2. 5mL/min, AR : 35°C”)) .

[0584]  [alfb A #2-A (3mg,0.006mmol) FEDCM (0. 5mL) H F ¥ % s itk e (50mg ,
0.633mmo1) FIBzC1 (8.9mg,0.063mmol) ¥ VR AW FE25 CHiH:20mins o 7] % IR & YI¥S INPE
(5mL) o KB A FINaHCO, (2mL , HFI/K 7530 HC1 (2mL, 1M, aq.) \NaHCO, (2mL , ¥ Rl 7K V%)
ek, @it prep-TLC4Eifk (PE:DCM=1:1) LA F|2-A-Bz H T SFC/#7 (95.0%d .e. (k.
Chiralpak AD-3 150X4.6mm T.D.,3umffiizh#H:A:C0, B:5PEE (0.05%DEA) £)5 - 573 B
5% %40%BHAE40% 52 . 550 B, SR 55 % BIRFE2. 50 &b, ik : 2. 5ml/min, 53R : 35
T)) s

[0585] L. &#)2-A:'H NMR (400MHz,CDC1,) 63.37-3.28 (m, 1H) ,2.12-2.01 (m, 1H) ,2.00-
1.91 (m,2H) ,1.87-1.77 (m,2H) ,1.71-1.58 (m,5H) ,1.50-1.00 (m,19H) ,0.96-0.88 (m, 10H) ,
0.85(s,3H),0.72-0.67 (m, 1H) ,0.65 (s,3H) -LCMS Rt=1.329%3%F, LL2. 05 Fh €12, 30-
90AB,MS EST C,gH,.F,0M+H-H,0] i+ 518455 , S {E455.

[0586] L& #2-B:'H NMR (400MHz,CDC1,) 63.37-3.28 (m, 1H) ,2.12-2.01 (m, 1H) ,2.00-
1.91 (m,2H) ,1.87-1.77 m,2H) ,1.71-1.58 (m,4H) ,1.50-1.30 (m, 10H) ,1.30-1.00 (m, 10H) ,
0.96-0.88 (m, 10H) ,0.85 (s,3H) ,0.72-0.67 (m, 1H) ,0.66 (s,3H) .LCMS Rt=1.333%%}, LA
2.04> Bl %, 30-90AB,MS EST C, M, F,0[M+H-H,01 " (iH5 18455, S {E455.

287746

[0587] & B A 2 A- AR SR b

cln}_<

—_— e
n-Buli, THF
FiCry

HO A
ST-200-096-001_1

SOZPE}H

Mg, NiCly
MeOH

[0588]

OBz %, OBz

OH

KOH
THFMeOH/H 20F§
.
F

]

g : F C24 e af A R
HO A

ST-200-096-001_3 S$T-200-096-001_3 149 2A

[0589]  HAEAST-200-CF3 6CH S I A5 W] 2 L 52 it 515
[0590] & J&ST-200-096-001 1

[0591]

ST-200-CF3_6C S|_'|I'-200-096-001_1
[0592]  [A]THF (ImL) % in-BuLi (0.948mL,2.5MfEC K21, 2. 37mmol) , SR J5 7E-70°C ¥R AN
ST-200-CF3_6C (500mg,0.949mmo1) ZETHF (4mL) 1 K ¥&EW « 7E - T0°CHiEHE30mins 5, 7E-70°C
WA (2R) -2- (F-2-35) AP 4 (122mg, 1. 42mmol) o VRS V0B is #4 &2 25°C HAF25°C
PEFE 16/ o K5 TR & ) T AINH,CL (15mL) ¥ K HHEt0Ac (3x10mL) A HL. 7> &G HLZ ,
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Na, S0, T4 , 1k i H i 45 A1 FST-200-096-001 1 (560mg , KAHI ) , H AR Y , 2o E #2
TTF—%.
[0593] £ pST-200-096-001_2

SOQPSH

ST-200-096-001_1 ST-200-096-001_2

[0595]  EN, F#£65°C[AST-200-096-001 1 (560mg,0.913mmol) /£ FH [ (30mL) H [ 7 K
hoMg#y (1.09g,45.6mmol) o ;2 M VRS FIHCL (60mL) 3534 v K B B VA TR AR VI o I N VA TR
FIEtOAc (3x30mL) ZEHL . & JF (¥ A H1JZ F Y FINaHCO, (50mL) « #57K (50mL) ¥ ¥ , FiNa,S0, T
i, e HR i vk A iE T P AR 4lik (0~ 12 % EtOACEPERT) LAFRFST-200-096-001 2
(150mg,46%) , H A 1A

[0596]  'H NMR (400MHz,CDC1,) 63.35-3.26 (m, 1H) ,2.10-1.91 (m,3H) ,1.88-1.76 (m,2H) ,
1.71-1.62 (m,4H) ,1.52-1.35 (m,6H) ,1.32-1.20 (m,7H) ,1.17-0.98 (m,6H) ,0.95-0.87 (m,
10H) ,0.86-0.80 (m,4H) ,0.72-0.61 (m,4H) .

[0597] & EKST-200-096-001 3

[0598]

S§T-200-096-001_2

S$T-200-096-001_3
[0599]  ZE0°C[H]ST-200-096-001 2 (200mg,0.423mmol) £EALNE (3mL) H VA ¥R Bz C 1
(177mg, 1.26mmol) H ¥ J W AE25 CHiH:2h o [ BG40 7K (50mL) ke , FHEtO0Ac (2x40mL)
FELANLZEFHERK (5x50mL) Pl , FNa, SO, -1 , ik 8 HL k4t 47 o id i ik JioA: ik (PE/
Et0Ac=10/1%4/1) LA{3F]ST-200-096-001 3 (150mg,62%) , H AR
[0600]  #4ST-200-096-001 3 (150mg,0.26mmol) i iFSFC/r 55 (K : AD (250mm*30mm, 5um) ) ,
BRI :30-30%B (A=0.1%NH,H,0 TPA)) LAFFFIST-200-096-001_3 (120mg,81%) , H A 4.
[0601]  'HNMR (400MHz,CDC13) 88.05 (d, J=8Hz,2H) ,7.55 (t,J=8Hz,1H) ,7.44 (t,]=
8Hz,2H) ,4.98-4.91 (m,1H) ,2.09-1.89 (m,4H) ,1.86-1.61 (m,6H) ,1.53-1.34 (m,8H) ,1.27-
1.03 (m,8H) ,0.99-0.95 (m,8H) ,0.92-0.83 (m,7H) ,0.71-0.61 (m,4H) .
[0602]  SFC Rt=4.11743%k, LA107r 8 €aiik, AD_3_TPA_EtOH 5 40 25ML,99%de.
[0603] A EULA2-A
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ST-200-096-001_3 b 4h 2-A
[0605]  [H]ST-200-096-001 3 (120mg,0.208mmol) £ETHF (2mL) FIMeOH (1mL) A17K (1mL) HH¥]
VW R S INKOH (57 . Tmg , 1. 03mmo) IR -AHFE60°CHiFE 16hrs, 5] A7K (20mL) H H H
EtOAc (2x40mL) ZEHL . & A HLZ F Eh/K (30mL) Beisk, FNa, SO, T8 , i i H ik 4i . R R 1)
i Pod A4k (PE/EtOAc=5/1%3/1) IS 2IAH2-A (82mg,83%) , H [l 4
[0606]  'HNMR (400MHz ,CDC13) 83.34-3.28 (m,1H) ,2.10-1.92 (m,3H) ,1.88-1.75 (m,2H) ,
1.71-1.60 (m,5H) ,1.54-1.34 (m,7H) ,1.32-0.98 (m,12H) ,0.93-0.87 (m,10H) ,0.85 (s, 3H) ,
0.74-0.68 (m,1H) ,0.65 (s,3H) .
[0607]  MS MS ESI C,.H, F.0,Na[M+Na'] )it 548 =495, Sl 495.

28747 372

[0608] st 16 . 5 AL 3.

[0609]

bt 3

[0610]  PBR1.7E-65°C#EN, Flaln-BuLi (568uL,2. 5MEEC fiH, 1. 42mmol) ZETHF (0. 5mL)
o R B R INB - 7 (300mg , 0. 5695mmo1) ZETHF (2. 5mlL) H B V7V o KH IR S W7 - 65 C Hig b
3073 %o FE-65C N2 - (BT 2E) S 3F P b (68.4mg,0.6834mmol) KR S FHHLHE300>
B, SR 5 IBWTIR FA AR 25 °C HLAE25 CHERE 16 /NS o SUSITR A 438 33 1 FINH, C1/K 5 (30mL) ¥
Ko LR L (3x20mL) ZEHL. & F A A HLAH A #h7K (30mL) Ped , FNa,SO, T, i i H =
WAELAAFRIC-1 (380me , M50 , Howl 4 i LB+ — 2.

[0611] B PR2 . 7EN, FYEH# F/E50°C[7]C-1 (380mg,0.6062mmol) FINiCl, (7.81mg,
0.06062mmo1) ££JE/K F I (20mL) H AV R 73443 75 Mgy (580mg , 24 . 2mmo 1) o Rf s Mk
EVIFE60 CHEFE LN o e S SR A7 ) LB 28R 2.1 (150mL) 1 o KR &4 HTIM HC1
(3x200mL) - ¥ FINaHCO, /K ¥k (200mL) « #h7K (200mL) ¥ i » FHiNa, SO, 4 , 1ok 38 H. 3 25 i 4
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LL75 21 [ 4 , L3 ek R £ B 404K, (PE:EtOAc=8: 1) LA BIALL 4L A543 (310mg) , H
[l 4% , FLIE L AEAEPE/DCM (15mL/ 1mL) HHBFF B T 2040 AAS B4 5403 (46mg 5 1596) , HON P 1A
[0612]  'H NMR (400MHz,CDC1,) 83.16-3.05 (m, 1H) ,2.09-2.01 (m, 1H) ,2.01-1.92 (m,2H) ,
1.89-1.76 (m,2H) ,1.73-1.60 (m,3H) ,1.52-1.33 (m,8H) ,1.32-0.93 (m, 12H) ,0.93-0.87 (m,
12H) ,0.85 (s, 4H) ,0.73-0.61 (m,4H)

[0613]  "F NMR (400MHz,CDC1,) 678.66.

[0614]  LCMS Rt=1.35443 %, LL24> B €3 22T, 30-90AB,MS EST C,oH, F.0 [M-H,0+H] ]
THELAE 469, S2IE 469 .

[0615] LAt 7. & pfb 544 .

[0616]

Mg, NiCl,
—_—
MeOH

[0617] B EEL . {E-70°C A — 5 A 3% (0. 2mL) ZETHF (0. 2mL) 31 IR R P s n T 2L 4
(0.57mL,2.5MAE IEC b ) IR SR A E25°C HAE25 CHFE30 Bl IR & W8 H1 & -
70°C H¥IB-7 (250mg , 16 . 5mmo1) ZETHF (3mL) H VAR - £ - T0°CHii £ 1h 5 , 72 - 70 C a4 -
FH DR BTG (S) -3,3,3- =9 -2-Fdk-2- R N 2L s , 2 LS it 9130 (169mg, 0. 57mmo1) o
TR SR 25°C HAEZIR L RE 16 /NI RV S 4 - AINH, CT /K R (5mL) VK o K5 iR
E Y HELOAC (2x8mL) ZEHL, FHEL/K (2x20mL) Pei , HINa,SO, T4, S U8 , B0 IR A LA B
YID-1 (300mg, tHA B0 , HoAweky i HEEH T~ — 2.

[0618] B 4R2.E60°C[nD-1 (300mg , *HA%) i) EMeOH (15mL) H ¥ Vi s Mg ¥ (549mg,
22.9mmol) AINiC1, (5mg) o ki & MIAE60 CHEFE 1ho W ANELOAC (20mL) AHCI/K I (30mL)
R 5P HIEL0AC (2x30mL) L. £ A A HLZ 7K (3x50mL) ML MINaHCO, (2x50mL) £ 7K
(2x50mL) Peig LATS 2 7= 9, Fod ik P A 4tk (0-30% Et0AcfEPEH) LA B4k & ¥4
(100mg , AN2EH]) , 44 HAE25°C HICH,CN (5mL) BIF & L1524k 544 (50mg , 50%6) , H Ay [l 44 o
[0619]  'H NMR (400MHz,CDC1,) 82.10-1.90 (m,3H) ,1.85-1.75 (m,3H) ,1.70-1.60 (m,5H) ,
1.50-1.30 (m,6H) ,1.25-1.00 (m,14H) ,0.90-0.80 (m,7H) ,0.70-0.55 (m,4H) ,

[0620]  LCMS Rt=1.26443 %, LL24> B 3% 2247, 30-90AB,MS EST C, H, F,0 [M+H-H,0] ]
THE5AE495, SLIEA495.
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[0621]  sijif318. AEYWCA%E-I

=N " _NE\ :N_
Co(OAc), = Co
/7 \_/ . % 77N
OH HO - o o
> Qj ? MeOH, DCM / N\ _/
[0622]

S,S-cat Co-S,S-cat
S,S-cat
0 AcOH, H,0 o}
&\ F3 ¥ K CF3
E-0 E-1

[0623] JDIR1.fERS FAE20°CHS,S-cat (2g,3.65mmol) £EJG/KDCM (30mL) HH ) ¥ ¥k ¥
Nz 4%k (1T) (775mg,4.38mmo1) 7EMeOH (30mL) H [ VAT - 7520 CH4 IR S i #:30mins H.7E
0°C ok Lh o B T UE 1 [ 440 i %, P VA MeOH (2x30mL) ek H B4 A3 3Co-S,S-cat
(1.6g,73%) , HOy k.

[0624] 532 .8 Co-S,S-cat (1.07g,1.78mmol) 7F I 2 (30mL) H [ ¥ ¥ 78 A cOH
(1.12g,18.7mmol) oAV A WIAE20 CHEHE30mi ns o A4 VAR L 4% W 45 LA 75 3 [ 44k o 7620 °C ¥4 B
THHEAL TR TR AR P T 4EME-0 (100g,892mmol) , K 2 NV A 474 E1Z0°C , FLINK (8.82g,
490mmo1) o KR & M #2220 °C HARFEAS/NI E-1 (44g) WIS BEVR & D28 18 70 25

[0625]  'H NMR (400MHz,DMSO-d6) 3.96 (s, 1H) ,3.11-2.98 (m,2H)

[0626]  E-1(fJe.e. it FIAF ST FF A EALY I E A4 E-1 (200mg, 1. 78mmol) 7% I 25 T4
RS FE % (190mg, 1. 78mmol) , H AR S WITE20 CHERE2 /NI o BEARITVE , 85 3 25 A I Bkt
PELLAT 274 (260mg , 67 %) , LA A o 1% M e . e B3 FPEHPLCII & 100 % (£ :CD-
PH 250%4.6mm 1.D.,5um;ishAH:AF110% £80%B (A: 7K HF0.069% TFA B: ZJ1) ; i
0.8mL/min; & :30°C) »

[0627]  SEJEf519 . A B A5 .

[0628]

bt 5

[0629] L UR1.7E-65CTEN, Flaln-BuLi (0.704mL, 2. 5MfEC ke, 1. 76mmol) ZETHF
(0. 5mL) HH ¥ INB-7 (310mg, 0. 588mmo1) FETHF (2. 5mL) HH B 87l H A [ ML AE -65
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CHEFE305 8o 7E-65CHi INE-1 (78.9mg, 0. 705mmo 1) FIA R - ¥R S FHE P304 81, 48 5
B A2 25°C HAE25 CHEFE 167N o 2 W VR & 4738 3 Vi FINH, CL/K ¥R (30mL) ¥ K, FH &
W2 £, T (3x20mL) ZEHL . & I B HLAH R 7K (30mL) BEi , FiNa,SO, -4 , i i B30 25 K 45 LA
F2IE-2 (300mg , A J50) , HOME 1A R ERZMT 5.

[0630] AU E%2 . EN, FAEHFE FES0CHIE-2 (300mg, 0. 469mmol) AL (IT) (15. Img,
0.117mmol) FETC/K HHEE (20mL) 5 VAR Vs INEER) (454mg, 18. Tmmol) VA 5| K &2 & A ik
K B SR B WIAE60 CHEFE LN o S BIVR-A I E10°Cafid 24 HCT (100mL) 32835 V4 K T 21 ] 4¢
R - FHEL0AC (2x150mL) ZEHUR , &5 FF A HLZ FHLAINGHCO, aq. (300mL) 57K (300mL) it
% HINa, SO, 44 , 1 I H 502 Wk i A4S 21 [ 4, FLal i ek i 1A 4liAe (PE: THE=12:1) LA
152074 o TR AW IMeCN (10mL) 45 iy AR ZIL 545 (41mg, 18%) , HoA [ 4.

[0631]  'H NMR (400MHz,CDC1,) 83.75-3.65 (m, 1H) ,2.10-1.95 (m,3H) ,1.90-1.75 (m,2H) ,
1.73-1.66 (m,5H) ,1.56-1.30 (m,14H) ,1.29-1.01 (m,5H) ,1.00-0.85 (m,3H) ,0.84 (s,3H) ,
0.67-0.60 (m,4H) .

[0632]  LCMS Rt=1.22677%t, LA2. 07 B4 i8i%, 30-90AB.

[0633]  SEjitifsi10. & itk & 46

[0634]

1. Mg, NiClp, MeOH
2. Pd/C, H2

Y

ot 6

[0635] L UR1.7E-65CTEN, Flan-BuLi (0.568mL, 2. 5MYEC k', 1. 42mmol) ZETHF
(0. 5mL) H )V R B - 7 (250mg , 0. 474mmo 1) ZETHF (2. 5mL) Hh ) B39 . 78 - 65 C 11130
SrEP G, 1E-65CIR N (2S) -2- F RS- FRPT bt (32.9mg, 0. 568mmo 1) 1V o K51 A W P4
P3040, SR G BT IR A E 25 °C HAE25 CHEHE16 /N o )R MR A 4 F VL AINH, CL/K V&
(30mL) Y%K, HHI 2.2 2.1 (3x20mL) < H . & FF A HUH A # 7K (30mL) #ed , FNa, SO, T4,
LR H B AR AE LAAS B -1 (250mg , K14 50) , Ol L E M T — 2.

[0636]  JBUR2.7EN, FEEHEHE FAE50°CHIF-1 (250mg,0.427mmol) FIE AL (IT) (13.7mg,
0.106mmol) 7FTC/K HH B (20mL) 5 H VAR H Vs INEERS (413mg, 17.0mmol) VA 5| KIS A A ik
B S SR A PIAE60 CHEFE LN o S BRI /£ 10 °C i i 2M - HC1 (100mL) ¥ 2K L 2]
PR HIELOAC (2x150mL) ZEHUS , & FFHIA HL= L AINGHCO, aq. (300mL) - #£/K (300mL)
Yedk » FINa,SO, T4, i Uif HL 3023 i 4 LA A5 21 ] 4% , 3 T 1 JI i 44k (PE/THF=12/1)
DA B A AL 4 546 (100mg , B RENVRINE 10557129622, 23-Jke) » FOUE AR LEN, T, [a] AN
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4l A& 96 (100mg, 0. 224mmol) ZEEt0Ac (10mL) H [ ¥ H s inPd /C (26 . 5mg, 0. 224mmo1)
PR AN T B0 8 o K R A 312 S EL I, B TLIR o IR A M 7E 25 C TEH, T Bt b
2hrs KR A1 U8 HORE P8I 31 S W 4 AR BBk R W - Bk W id ik AMeCN (10mL) 5 45 i 4
1 BLAR B4 6 (35mg, 19%) , e gl 4

[0637]1  'H NMR (400MHz,CDC1,) 83.75-3.65 (m, 1H) ,2.10-1.95 (m,3H) ,1.90-1.75 (m,2H) ,

1.73_1.66 (Hl,4H) ’1.56_1.30 (HI,SH) 71.29_1.01 (Hl,14H) 71-00_0.85 (m74H) 70.84 (SyBH) 9
0.67-0.60 (m,4H) »

[0638]  LCMS Rt=1.2227p%l, LL2. 073 B 395, 30-90AB,MS EST C,cH, F,0[M+H-H,0] ]

2877427 3

427, SE{E 427 .
[0639]  SEjtifsl11. & AL &7 7-AFIT-B.

Pd/C, Hy(50 psi)
S e
EtOAc

1) CF3TMS, CsF,

—_—
2) TBAF, THF,
0°C, 2 hrs

[0641]

a4 7-B
[0642] b EWTIRX- 5 BB UE SEAL S 7 - ARML & W07 - BIR SLARAL 7

[0643]  BEEL. A4k & 4G-1(5.0g,12.8mmol) ZEEt0Ac (150mL) 71 HI ¥ & ¥ fnPd/C
(1.0g) , R JE ¥R A AEE (50psi) FAES0CHEPE T o K5 VR A Wid it ik v -+ s i€ HoKf e
WAL R 28R o T A Wil ol b (i A i e itk (Ui - A ik : ZFR 2B =15:1) LAFE
LR =62 (3.7g,74%) o

[0644]  'H NMR: (400MHz,CDC1,) 83.66 (s,3H) ,3.53-3.62 (m, 11) ,2.40-2.30 (m, 11) ,2.26-
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2.18(m,1H) ,1.97-1.62 (m,6H) ,1.60-1.20 (m,13H) ,1.18-0.93 (m,6H) ,0.92(d,J=6.8Hz,
3H) ,0.90-0.82 (m, 1H) ,0.79 (s, 3H) ,0.64-0.59 (m,4H) .

[0645] 882 #£25°CJA)G-2 (10g,25.6mmol) ZEDCM (200mL) H (1) 13 ¥R IDMP (19. 5g,
46mmol) o FHR S E25 CHEFE307 Bl N HNIK (80mL) , SR JF#SIHNaHCO, (20g) HASIR &)L
JE o IR FIDCM (100mL) ZEHL, FiNa, S0, (2x300mL) A3k 7K (2x300mL) i , FiNa,SO, T4 , i
JE, FUTSIRGE LA B IG -3 9g) , HOMPEAR B H T T — 2 A it — B4k

[0646]  'H NMR (400MHz,CDC1,) 83.66 (s,3H) ,2.41-2.29 (m, 11) ,2.27-2.16 (m, 1H) ,2.10-
1.91 (m,3H) ,1.88-1.62(m,6H) ,1.52-0.98 (m,16H) ,0.97-0.87 (m,4H) ,0.84 (s,3H) ,0.73-
0.63 (m,4H) .

[0647]  HEE3 . FF0°CHG-3 (7Tg,18.0mmol) FICsF (5.46g,36.0mmol) ZETHF (70mL) H ) VE &
PorFiR INTMSCE, (5. 11g,36. 0mmo1) o F iR & ¥ £+ H AR FFIR T 10°CIE1073 B o £E10°CHR N
TBAF (45.0mL , IMZETHFH,45. Ommo1) HA4 R AP+ AR FHK T 10°CR 100080 AR 5, IR &
PIRI7K (200mL) 4L 22 H FEt0AC (2x200mL) ZEH. & IF KA HLZE H #7K (500mL) ¥ » HiNa,SO,
T4, ok vE H B W40 R R it iR il alifk (PE/EtOAc=5/1) A1 HIG-4 (5.55¢,
67%) ,4H) ,0.84 (s,3H) ,0.73-0.63 (m,4H) .

[0648]  LI%4.7EN, FAEO°CHLiALH, (1.03g,27.4mmol) {ETHF (80mL) HH )k K ¥k NG -
4(6.3g,13.7mmo1) FETHF (20mL) H BV W o 4 I SLAE25 CHid ¥ 2h o 1% ) S A 7K/ THF (1/10,
40mL) YK, SRS AE0CHES In2M HCL (100mL) o #7R & 4 FHEt0Ac (2x100mL) 25 . & I HA B
FHAEE7K (300mL) P, FiNa, SO, T4, i ik k47 AA3 2G-5 (5g, KA 50 , H oA 44

[06491  'H NMR (400MHz,CDC1,) 83.61 (s,2H) ,2.11-1.92 (m,4H) ,1.90-1.77 (m,2H) ,1.73-
1.60 (m,5H) ,1.52-0.98 (m,17H) ,0.96-0.87 (m,4H) ,0.85 (s,3H) ,0.73-0.64 (m,4H) .

[0650] %5 . #E20°ClA1G-5 (3g,6.96mmol) ZEDCM (30mL) 71 ) VA W o s iNDMP (5. 89g,
13.9mmol) o S N & MIE20 C 1 #2077 B HAE20 °C 1M1 MINaHCO, 7K VA (30mL) V4K o K
TRA I8 . 4> BDCMJE HK AH FIDCM (30mL) ZEHL . & FF (1976 ML AH 4 FiNa, S0, 7K ¥ i)
(3x50mL) + #h7K (50mL) ¥, HINa, S0, T4 , i i H. 1 5 e i , SR AR 1E20 C ACH,CN (5mL) Fff
BEVATS2IG-6 (1.3g,44%) , H [l 4

[0651]  'H NMR (400MHz,CDC1,) 89.78-9.75 (t,J=2.00Hz,1H) ,2.51-2.20 (m,2H) ,2.11-
1.74 (m,6H) ,1.74-0.97 (m,19H) ,0.96-0.87 (m,4H) ,0.85 (s,3H) ,0.73-0.67 (m, 1H) ,0.65
(s,3H) »

[0652]  L3%6.7E60°C Mg (2g,82. 2mmol) 1T, (10mg) YETHF (2mL) HH (1) B i s AR
Tkt (5g,37.0mmol) FETHF (8mL) 1 (VA o K VR G M AE60 CHiFE: Lh o K IR & ¥ FHTHF
(10mL) F B H B HAH H . 720 CHiGrignardik Vs A G-6 (0.6g,1.40mmo1) 7ETHF (5mL) H
IV o RHR A E0C B4 1h HLAINH,C1 (10mL , Y R /K 0 ¥4 K o K TR &% FHE tOAC
(3x20mL) ZEHL. 7 B A HLZ , B4 4E , @i rERS 4tk (PE/Et0Ac=20/1%5/1) LA FIHH =
Y, ¥ H MMeCN/H,0 (5/2, 15mL) 45 i AR 2G-S H7 (250mg , 37 %) , H g A

[0653]  'H NMR (400MHz,CDC1,) 83.49-3.38 (m, 1H) ,2.40-2.25 (m, 1H) ,2.10-1.90 (m,5H) ,
1.90-1.60 (m,9H) ,1.57-1.18 (m,14H) ,1.17-0.96 (m,6H) ,0.96-0.86 (m,4H) ,0.84 (s, 3H) ,
0.73-0.62 (m,4H) .

[0654]  HPLC Rt=6.10%%f, LS. 0% P 177, 50-100AB.
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[0655]  MS EST C,H, .0 M+H-H,0] )i+ {5 467, S2MIE 467 .
[0656]  HURT. (A 4L &7 (200mg, 0. 412mmo1) ZEDCM (5mL) H f) 5 80 78 IRt e (650mg ,
8.23mmol) F1BzC1 (347mg,2.47mmol) ¥R & WFE25 CHig ¥ Lho &4 FHH,0 (5ml) 43 H.
HC1 (10mL, 1M,aq.) \NaHCO, (10mL , Y AI/KIE ) Hedk , HINa, SO, T4, il 8 , AWk 4 LL15 21
FLP=4, FaE i i R kL4l A (PE/Et0Ac=10/1) LAF3 F1300mg A4l (1) 7= 4 o AN Gl 1) 7= 4 ik
SFC43# (#:Chiralpak AD-3 50%4.6mm 1.D.,3um) ; 514 :Base-TPA; B/ :5-40 % B; ifi ik :
4mL/min) LA7F £G-6-A (75mg,31% ,t,=5.2824741,100%d.e. ("#F:Chiralpak AD-3 150
X4.6mm I.D.,3umiftzAH:A:C0, B: 7 PIEF (0.05%DEA) #f - 570 BN 5% 240 % BHAE
40% OR4F2. 5708, AR JE5 %6 BORFF2 . 5708, il : 2. 5mL/min, #Eiff : 35°C”) ) MG-6-B (88mg,
36%,t,=4.82747%h,100%d.e. ("#F:Chiralpak AD-3 150X 4.6mm I.D.,3umifiiaAH:A:
CO,B: 57 A EE (0.05%DEA) £ : 55341 PN 5% 40 % BHIE40 % (1452 5705, SR 5 5 % B KF
2. 550, I 2. 5mL/min, FEiR:35°C7)) .

[0657] 5 BE8a. [[G-7-A (75mg,0.127mmol) 7E THF (5mL) FMeOH (1mL) H {3 ¥ Hh 5 i
Li0H.H,0 (399mg,9.52mmo1) £E7K (ImL) H )& W R TR S MIFE60 C it 240 A KR A
PLIAF i VB4 FIHL0 (5mL) 4b ¥ H FEtO0Ac (3x5mL) REHL. A HLJZE F#h/K (2x15mL) Pk, F
Na, SO, T-J , i UE , IR o B AR W) A£25 °C NCH,CN (2mL) B BE LLAS 24 5407 -A (43mg
70%) , H Ol 1 .

[0658]  'H NMR (400MHz,CDC1,) 83.49-3.41 (m, 1H) ,2.37-2.26 (m,1H) ,2.10-1.75 (m, 10H) ,
1.75-1.60 (m,4H) ,1.52-1.15 (m, 16H) ,1.15-0.93 (m,4H) ,0.92-0.82 (m,7H) ,0.73-0.62 (m,
4H)

[0659]  HPLC Rt=6.78434, A8. 044 itk , 30-90AB.

[0660]  MS EST C,H, F,0[M+H-H,0] )i+ {5 467, 2 MIE 467 .

[0661] L UE8D. [1G-7-B (88mg,0.149mmo1) 7E THF (5mL) FMeOH (1mL) H {3 ¥ Hh 5
Li0H.H,0 (406mg,9.68mmol) £E7K (ImL) H )& W KR S MIFE60 C it 24h . A KR A
PLIAF i VB4 FIHL0 (5mL) 4b ¥ H FEtO0Ac (3x5mL) REHL. A HLJZE F#h/K (2x15mL) Pk, F
Na, SO, T-J , i UE , IR o B AR W) AE 25 °C )NCH,CN (2mL) B B LL A5 246 547 -B (52mg
72%) , HON

[0662]  'H NMR (400MHz,CDC1,) 63.48-3.37 (m, 1H) ,2.39-2.26 (m, 1H) ,2.10-1.74 (m, 10H) ,
1.72-1.61 (m,4H) ,1.53-1.19 (m, 13H) ,1.19-0.94 (m,7H) ,0.94-0.80 (m,7H) ,0.73-0.62 (m,
4H)

[0663]  HPLC Rt=6.78%3%f, LA8. 04 £t ilkik, 30-90AB

[0664]  MS ESI C,H, F,0M+H-H,0] (¥ 3F 5L {E 467 . 3495, SLlf467.3.

[0665]  SEjitifs12. & Rk & 4H-1
|

—S—1
<% e ¥4
o) R .
[0666] F tBuOK, THF O F
H-0 H-1

92



CN 115181153 A W OB P 83/305 71

[06671  7EN, F7E15°CIMe,ST (3.93g,19.3mmol) FETHF (20mL) H ) &L ¥ H ¥ Jin £ - BuOK
(3.33g,29.8mmo1) ETHF (10mL) H1 ¥ 7 T o K B VR AE 15 °C £ 30mins o /£ 15 C i H-0
(2g,14.9mmo1) ZETHF (5mL) H ()W - KR S IAE LS CHEFE16 /N IR & ) FHSat .NH,C1
(50mL) K H. HEt0Ac (3x20mL) AHL o & 1A HLAH FINa, SO, F# , 1 i€ , Htk 4 LL15 FH- 1
(1.8g,82%) , HoA[l 4.

[0668]  'H NMR (400MHz,CDC1,) 82.72 (s, 2H) ,2.20-1.85 (m,8H)

[0669]  Sjitifi|13 . & AL & 48.

[0670]

[0671]  2ZBR1.7E-70°C A THF (5mL) A1BuLi (3.78mL,2.5MfEC ke, 9. 47mmol) HIVETR Th i
BIB-7 (2g,3.79mmo1) ZETHF (15mL) H VAW (£ -T0°CHEFE 1h 5, fE-70°CE IIH-1 (1.68g,
5.68mmo1) 7ETHF (5mL) H1 [FJE R R A 7E - T0 C A £ 1 h KR S iR A 2225 °C H i bk
16hrs HE I A AINH,CT (50mL, W RI/KIE ) 2K o R iR 5 40 FHE t0Ac (2x30mL) AR 5 8
HLE , FNa,SO, 04, 1k 38 , ¥4, FLiBid combi - £ lash&lifl (0-10 % EtOACEPEH) LA FIH-2
(250mg,10%) , HoAMEA, DL 1. gt Al K H Rl .

[0672]1  'H NMR (400MHz,CDC1,) 88.00-7.92 (m,2H) ,7.73-7.65 (m, 1H) ,7.63-7.52 (m,2H) ,
3.62-3.55(m,1H) ,2.37-2.28 (m, 1H) ,2.15-1.94 (m,4H) ,1.94-1.85 (m,6H) ,1.85-1.55 (m,
5H) ,1.55-1.43 (m,6H) ,1.43-1.10 (m,10H) ,1.10-0.90 (m,3H) ,0.90-0.70 (m,6H) ,0.70-
0.57 (m,1H) ,0.55 (s,3H) -

[0673] U2 {E55°CHH-2 (250mg,0.37mmol) ZEMeOH (15mL) A ) ¥4 W T 78 Mg #
(355mg, 14.8mmol) o KR A YIFE60 CHEFE 16 /N o VR A4 FHHCT (50mL , IN) V2K H. 21| ) B
AR P H FDCM (2x30mL) 2B o & FF A HLAH HINa, SO, TJ4 , i i , Wk 4 HLas ST 44k
(0-10%EtOAc/EPEH) LR 21k 5478 (55mg , 28 %) , H g [l 4

[0674]  'H NMR (400MHz,CDC1,) 82.20-1.73 (m,9H) ,1.73-1.58 (m,7H) ,1.58-0.85 (m, 111 ,
0.85-1.00 (m,8H) ,1.00-0.86 (m,5H) ,0.85 (s,3H) ,0.72-0.62 (m,4H) .

[0675]  LCMS Rt=1.28673 %, LL24y ¥ (4 3% 247, 30-90AB,MS ESI C, H,F,
THEAES17, S MIES17.

[0676]  sEjtifsl14. & Btk &409.

0[M-H,0+H] "]
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[0678]  7£60°C Mg (1.37g,56.5mmol) FAI, (10mg) 7ETHF (2mL) H 1 B V9 HH i n4 - &Y
Z.-2H-MLmg (2.72g,22. 6mmol) 7ETHF (8mL) 1 IV - KR B M 7260 CHiHE2h KR &Y H
THF (10mL) # % H B 848 F . /0 CKGrignard i INEG-6 (0.55g, 1. 28mmol) #£THF
(5mL) VAR P o RHR S AE0 CHiHE 1h HFNH,C1 (10mL , M A /K A 0) b BE R iR &4 H
EtOAc (3x20mL) ZHL. 7 BS HHLE , BS54 , i@t iRk 2li4k (PE/Et0Ac=20/1%5/1) LAf3
PR K5 FL M CH,CN (10mL) ELZ5 & LS B4 & 49 (180mg, 27 %) , H Oyl 4

[06791  'H NMR (400MHz,CDC1,) 84.05-3.97 (m,2H) ,3.41-3.25 (m,3H) ,2.10-1.91 (m,3H) ,
1.88-1.57 (m,7H) ,1.55-1.33 (m,11H) ,1.33-0.96 (m,12H) ,0.96-0.86 (m,4H) ,0.85 (s,3H) ,
0.72-0.63 (m,4H) .

[0680]  HPLC Rt=4.73%%f, LS. 0% P17, 50-100AB.

[0681] NS EST C, H,F,0, M+H-H,0] FiH 545497, SLI{E497 .

307748 3

[0682]  SLjifol15. &AL ET-1.

:G Z TR A ek BOJ
o} S
[0683] NaH, DMSO 0

J-1
[0684] ZE0°C ENZTﬁEqH%/fWKEﬁ@i (30.6g,150mmo1) FETHF (100mL) H f VR &4 4
b inNaH (5.98g,60 % EH Y3+, 150mmo1) o BV & 7E0 CHi4:30mins . fEO0 C Vi Il — &
15 -3 (2H) - (10g,116mmol) FEDMSO (100mL) o ¥f [z W V& IAEQ C it HkE 2/ Nk I VRS 405y
AR DK-7K (500mL) H, FHDCM (2x500mL) L. & FF A HUAH &L /K (500mL) B, FNa,SO,
T, ik 3 BAE30°C s . 5k A2 W)iE 1t Combi - flash4lifk, (EtOACZEPEH, 0% ~40%) LA %)
J-1(1.5g,13%) , H AR .
[0685]1  'H NMR (400MHz,CDC1,) 84.11-3.90 (m,3H) ,3.66 (d,J=10.0Hz,11) ,3.03 (d,J=
4.4Hz,1H) ,2.94 (d,J=4.0Hz,1H) ,2.34-2.23 (m, 1H) ,2.00-1.88 (m, 1H) .
[0686]  SEiifi]16. & AL &410.
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[0687]

1445 10

[0688]  BEL.7EN, F7E-70°Cln-BuLi (0.95mL,2.38mmol , 2. 5M) YETHF (2mL) i)
W INA-7 (2 WS J4513) (500mg,0.95mmol) ZETHF (5mL) HH ) & i LA B B Wi . 7E-70°C
P30 B 5, 7 NI -1 (238mg, 2. 38mmo1) ZETHF (3mL) 1 (VA TR SR J5 4 [ N AE - 70 C i
10504 HLAE20 CHEHE 16/ 012 K Fsat . NH,C1 (20mL) ¥ K , FHEtOAc (3x20mL) ZEH . &7
AT HUAR A ER 7K (50mL) BE i » AT /K BRI By T-J5% 1 I8 HLR 46 AAS 2R 4T - 2 (500mg) , 3
N R EZERT T 5.

[0689]  LCMS Rt=0.9254} %, LA1. 543 #h i, 5-95AB,MS ESI C, H,.F,0.SNa [M+Na] )
THEAE647 , SEIME 64T .

[0690]  JLB2. EN, NAEHIHE N ES5CIAJ-2 (300mg, 0. 48mmol) #£20mLJE 7K I ¥ T
HHR I8 IS (466mg, 19. 2mmol) (FHO. 5% HCL/K I~ /K« Jo7K & BE MIMTBEFE £k) FINiC1,
(12.4mg,0.96mmol) L 51 A HEELH A il NN 3 b Ptk 466mg B 8 Ja » K 2 Bt da i kL
FE o SNV A IR /E10°CHRg ANt 2M HCL (100mL) ¥ 2K B 31 [F 44 75 7 « FHDCM (3x80mL) AEHL
J& » eI B F 357K (100mL) i , FANa, SO, - , ok 3 HL#e 4 . 7% AR if id Combi - f lash
itk (0% ~50% EtOAcfEPER) LAF 2L A 410 (46mg,20%) , H Iyl 14

[0691]  'H NMR (400MHz,CDC1,) 85.43-5.32 (m, 1) ,4.08-3.98 (m,1H) ,3.95-3.85 (m, 11 ,
3.75-3.66 (m,1H) ,3.59-3.51 (m, 1H) ,2.53-2.45 (m,2H) ,2.11-1.87 (m,6H) ,1.82-1.65 (m,
4H) ,1.54-1.38 (m,7H) ,1.33-1.12 (m,6H) ,1.08-0.92 (m,9H) ,0.79-0.61 (m,4H) .

[0692]  LCMS Rt=1.1217p %k, BL27p B (538 24T, 30-90AB,MS EST C,H,(F,0,NNa [M+MeCN+
Nal T 548548, SEIME548.

[0693]  SEHfFI1T7. &R AL
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[0694]

bah 11

[0695]  JBURL.7E-65CHEN, Flaln-BuLi (452uL,2.5M7E L 4EH, 1. 13mmol) 7ETHF (0. 5mL)
e PRIV Y R INB- 7 (200mg , 0. 3797mmo 1) Z6 THE (2. 5mL) H ) B 7 HLAF - 65 C i #E3045 % o
SRIG, 7E-65°CHs N — A3 % (114mg, 1. 13mmol) , 2R 5 7E-65CI N1, 6- 442 [2.5] %
f5t (65.0mg,0.5695mmol) o KR AT HEFE300 B, AR G 1B WHR A 2 25°C HAE25 CHiFE167)
I o S VR 5 )38 I VL AN, C1 /K R (30mL) VK, FH 2 1R 4T (3x20mL) ZEHL . & FE A AL
FHFHERIK (30mL) BE¥% , FiNa,SO, T , i 8 H I8 W4 LL 15 2K - 1 (380mg , #HA Jih) , oA [
B HEERT 2.

[0696] B2 fF60°ClaK-1(0.348g,0.543mmol) fFEMeOH (20mL) 5 F) V& W ¥ Mg
(0.520g,21.7mmol) FINiCl, (3.51mg,0.0271mmol) o ¥R AMITECO CHEFE LN f fz i TR
EWAHE25°C RSV INZEHCL (20mL, IMZEZKHY) d o B IR &4 FHEt0Ac (2x20mL) £
B, HINaHCO, (2x40mL) F1#:7K (2x40mL) He¥ , HINa,SO, -4, il 8 , 5 W 4 A PR R P ik
FEfAE4lAL (PE/EtOAc=10/1%2/1) LA1F F66mg A4l b &1L, HoNFE A, B HAE25C M
CH,CN (5mL) Aff 5 LAAR 24 54011 (30mg, 11%) , H Al 14

[0697]  'H NMR (400MHz,CDC1,) 83.84-3.64 (m,4H) ,2.11-1.90 (m,3H) ,1.87-1.61 (m,6H) ,
1.51-1.20 (m,16H) ,1.18-0.96 (m,7H) ,0.94-0.80 (m,7H) ,0.74-0.61 (m,4H)

[0698]  LCMS Rt=1.17043 %, LA2. 053 Bh 7%, 30-90AB, MS EST C,gH, F,0, [M+H-H,0]
TH5E 483, L 483.

[0699]  SZjitafsl18: & Ak & 41839
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OH
G‘ CFaTMS, TBAF \C@,.E 1)9-BBN 0'
TsCl
i
THE 2) NaOH, Hy0; ‘@ - py. DCM
,Jlﬁdiiizﬁ ; ik o

HO
ST-200-INT_2 ST-200-CF3_1A ST 200-CF3_1B HO S5T-200-CF3_2A
SOy
soPh Qs
1K 9, _ :
[0700] G T—— : "
‘@ 2) PhSO;Na ‘@ f LDA, THF .
FiCi A Ry
HO HO

ST-200-CF3_3A ST-200-CF3_4A E-322 6_1

Mg. MeOH

{t/\dﬁj 1839
[0701]  th[E]{AST-200- INT 2BKA2fK) SLU6 258, 7] 2 W, S i 913
[0702] & JKST-200-CF3 1A

[0703]
THF

HO r‘f:'],lj% 4
ST-200-INT_2 ST-200-CF3_1A ST-200-CF3_1B

[0704]  7EO'C¥4ST-200-INT 2(9.5g,30.4mmol) FITMSCF, (12.9g,91 . 2mmol) 7ETHF (50mL)
o [ VAV AE 30mi n P VR N & CsF (462mg , 3. 04mmo1) ZETHF (100mL) 5 () B35 W IR S04
10°CHEFE 16/ o TLCIR 78 AR AR A L 4% o B R A 0¥ E1220°C o 7E0°C 44 TBAF (3mL , IMETHF
H1, 3mmol , Aldrich) I RIR &Y ARG WIAE L0 CHIHE Lh B TBAF (91 . 2mL , IMFETHFHT,
91.2mmol) W INEIR AW IR EWAE L0 CHBFE I h RS E T IR YE R R WIE T
Et0Ac (100mL) , F7K (3x100mL) i H 325 k4 LAAS 2FH 724, 4 H 5 ) —tik 199 . 5g ST-
200-INT 24 3, i@ ok ik AR 43 DU 43 464k (PE:EtOAc=30:1%220:1) LA1E F|ST-200-CF3_1B
(2.3g, 4 fF83% , = 8%) FMST-200-CF3_1A (6.2g,4lfE32% , P23 8%) .3.0g N4l ffJST-
200-CF3_1AEZ AT F—2, H 743, 2gi@id i A4tk (PE:EtOAc=30:14220:1) FIM
MeCN (10mL) £ &% & LLA5 $ST-200-CF3_1A (0.5g, 44E94%) .

[0705] ¥ :ST-200-CF3_1AMIST-200-CF3_1BM’JH,CF, (FDCS) %€ . (J.Org. Chem. 2015,
80,1754)

[0706]  ST-200-CF3 1A:

[0707]  'H NMR (400MHz,CDCL,) 85.43-5.33 (m, 1H) ,4.85 (s, 11) :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) .

[0708]  ST-200-CF3 1B:

[0709]  'H NMR (400MHz,CDC1,) 85.54-5.41 (m, 11) ,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) .

[0710] & AlST-200-CF3_2A
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1) 9-BBN =% 1k

2) NaOH, H,0,

HO (@)
ST-200-CF3_1A ST-200-CF3_2A

[0712] 4 9-BBN 4K (2.19g,9.01mmol) R MZEST-200-CF3_1A (3g, AN4if#)) f/ETHF
(35mL) FRIEE T IR S AEA0CHERE Lho SR 5 , i INEtOH (4. 5mL) \NaOH (15.6mL, 5M,
aq.) FH,0, (7.83mL,10M,aq.) HREA R HZE0C KRG TES0 CHEFELh A H 54
Na,S0, (100mL,10% ,aq.) ¥R A1 IR S - KR A ¥ FIEL0AC (100mL) 25 73 A HLZ it
TR A4k (PE:Et0Ac=10:1%7:1) LAf3FIST-200-CF3 2A (1.2g, 4l E79% , 7= %30%) , H:
LA

(07131 'H NMR (400MHz,CDC1,) 85.42-5.32 (m, 11) ,3.64 (dd,J=2.8,10.4Hz, 1H) ,3.36
(dd,J=6.8,10.4Hz,1H) ,2.50 (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) .

[0714]1 &K ST-200-CF3 3A

[0715]

ST-200-CF3_2A ST-200-CF3_3A

[0716]  }4TsC1(1.14g,5.98mmol) IS HNZEST-200-CF3 2A (1.2g,2.99mmol) FEDCM (5mL) F
py (3.5mL) F VAR A o B VR A AE 15 CHit B2/ B PE (10mL) R I VR &40 B R &4
7K (10mL) AEE7K (10mL) &, FINa, SO, T4 , i i€ , J0 2% ik 4 HLas i ek AL 44k (PE:DCM:
EtOAc=5:1:0.3%5:1:0.4) LAf3F|ST-200-CF3 3A (1.05g,64%) , H [l 44

[07171  'H NMR (400MHz,CDC1,) 67.78 (d,J=8.4Hz,2H) ,7.34 (d,J=8.4Hz,2H) ,5.40-5.33
(m,1H) ,3.97(dd,J=2.8,9.2Hz,1H) ,3.77(dd,J=6.4,9.2Hz, 1H) ,2.48 (s, 2H) ,2.45 (s,
3H) ,2.10-1.88 (m,5H) ,1.82-1.35 (m,9H) ,1.30-0.82 (m, 12H) ,0.64 (s,3H) «

[0718] & KST-200-CF3 4A

1) KI

Y

[0719] 2) PhSO,Na

F3Cl D
HO

ST-200-CF3_3A ST-200-CF3_4A
[0720] 4K (1.25g,7.56mmol) ¥ HNZEST-200-CF3 3A (1.05g,1.89mmol) ZEDMF (5mL) H (1]
W RHR S PILESO CHEHE Lhe [ 1 VR 5 Y0¥ IIPhSO,Na (0.93g,5.67mmol) « KR & HI1E
50°CHEHE2/ N o #47K (10mL) FIDCM (30mL) ¥ N2V &4 - 73 B A HL= , FiNa, SO, 4, i g,
HAWYE H MPE/DCM (10mL, 5 : 1) B BE LA 2ST-200-CF3_4A (600mg ,61 %) , H A 44,
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[0721] 'H NMR (4OOMHZ,CDC13)67.98‘7.87 (m,2H) ,7.70-7.52 (m,3H) ,5.39-5.31 (m, 1H) ,
3.14(d,J=14.4Hz,1H) ,2.85(dd,J=9.6,14.0Hz,1H) ,2.48 (s,2H) ,2.20-1.88 (m,5H) ,
1.88-1.68 (m,4H) ,1.60-1.33 (m,5H) ,1.30-0.82 (m,12H) ,0.64 (s,3H) »

[0722] & KE-322 6 1

5O
< '
—l
[0723] LDA, THF
Facl e
HO
ST-200-CF3_4A E-322_6_1

[0724]  7EN, FAE-T0°CHs — 57 ik (3. 76mmol , 380mg) s I ZE THF (2mL) , 4R J& ¥ flin -
BuLi (3.42mmol,1.36mL, 2 %tH2.5M 3.0eq) o ¥ BN E15°C, R G HAHZE-70°C.7H
HIST-200-CF3 4A (1.14mmol,600mg) ZETHF (5mL) 7 (K] B3 Wk LA 1S B B V7R - £ - 70 CHi 30
RS, 5P IN2, 2- T H A ARk (2. 28mmol ,218mg, 2. 0eq.) FETHF (1mL) H Y ¥
T RETOECR, TREF N FBT-T0°C) R 5 [ SEAE LS CHEHE 1 2/NN o 12 5B F L AINH, CT (30mL)
7K B HEt0Ae (3x10mL) 21X . & A HLJE FNa, SO, 16 , 1k iE HLk4g L 15 2ST-200-CF3
5A (600mg , FHY F7) , HATE AR

[0725] £ R%1839

S0P,

E-322_6_1

[0727]  #£55°CKiMghy (960mg , 40mmol) ¥s INZEE-322 6 1 (600mg, Immo1) #EMeOH (10mL) F
R R B I SLIR A WITE60 CAEN, N HE2/ NI o K TR A4 FHCL (100mL , 2M) ¥ K B 31| [
AR ¥ H FHDCM (3x20mL) KL o 45 I A AT HLAH HI T AINaHCO, (50mL) e » FNa,S0, T , i
T, Wi HE it combi - flash4ifk (0-10 % EtOAc/EPERY) DL 31 70mg A4l i) =4 , 1 H 3@
i prep-HPLCAliAY, (kF: : DuraShell 150%25mm*5um) , ¥ & :75-100%B (A=0.05%HC1/H.0,B
=MeCN) , i3 : 30mL/min) LA5 #1839 (66mg, 14%) , H Y[ 14 .

[0728]  'H NMR (400MHz,CDC1,) 85.37-5.36 (m, 1H) ,2.48 (s,2H) ,2.10-1.92 (m,4H) ,1.90-
1.70 (m,3H) ,1.62-1.58 (m,2H) ,1.56-1.35 (m,7H) ,1.34-1.22 (m,3H) ,1.21-1.07 (m,10H) ,
1.06 (s,3H) ,1.05-0.98 (m,2H) ,0.93 (d,J=6.8Hz,3H) ,0.68 (s,3H) «

[0729]  LCMS Rt=1.2777p%, LL2. 0% B tA i, 30-90AB, £)Z100% ,MS EST C,.H,,F,0M
+H-H,01 I TH 5 £ 439, SME 439.

[0730]  SEjtifs19: & 1967
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~ Ll L = U
[0731] C@ % E%O " s7.200.0F3_6c

n-Buli. THF

200-DA-C24_8_1 200-DA-C24_8_2 Sl ST-200-35-7_1 1967

[0732]  ST-200-CF3 6CELBTII4 H Al 22 W 5Lt 515 .
[0733] & 7k200-DA-C24 8 2

\. | -
[0734] Eﬁ> —l- E%

200-DA-C24_8_1 200-DA-C24_8_2
[0735]  7EO°CHEN, MR EAHA (18.0g,60% £ Wi , 452mmol) 73 #HkiAs in 28 = B 454K,
il (92.2g,452mmo1) 7ETHF (300mL) H VR & IR -G WILE0 CHEFE3043 %1 . 7E0 C i
AR -3 (2H) - i (30g,348mmol) ZEDMSO (300mL) H VA VR o 1 [ N IR S0 #E25 C A K16
/INEF TR A A RN UK - 7K (500mL) H, FIDCM (2x500mL) 5 HY . & 3 f) A HLAH H 27K
(500mL) B , FNa,S0, T , i & HAE30 CIKAFLATS 3200-DA-C24 8 2 (32g, M) , H N
TR RHIR B AR PIH) 3gil i A 464k (A1,0,, PE) PA1S3200-DA-C24 8 2 (0.6g) , H ik
Yo
[0736]  'H NMR (400MHz,CDC1,) 84.09-3.90 (m,4H) ,3.03 (d,J=4.4Hz,1H) ,2.93 (d,J=
4.4Hz,1H) ,2.28 (td,J=8.0,13.6Hz,1H) ,1.93 (m, 1H) .
[0737] & AkST-200-35-7 1

" |
[0738] (% ST-200-CF3_6C
—’.
o n-BuLi,THF
—FAEE
200-DA-C24_8 2 ST-200-35-7_1

[0739]  7£-65°CYEN, F#ST-200-CF3_6C (500mg,0.9493mmol) ETHF (2. 5mL) H ¥ =2V
WnZ%n-Buli (1.13mL,2.5MAE e, 2. 84mmol) ZETHF (0. 5mL) 1 (KA T - I IR S AE -
65 CHEFE307 81 o £ - 65 C s I — 7 P 3 i (286mg, 2. 84mmol) SR & , £E-65°C I M1200-DA-
C24_8 2(95.0mg,0.9493mmol) IR SV B HE307: 41, R JF B HT IR E25°C . h}ir‘zﬁb/\
PIAE25 CHEHE16/N T, 38 5 1 AINH, C1/K P9 (30mL) ¥k H ) 2.8 £ B (3x20mL) ZEH . 57
AT LA F 7K (30mL) e , FINa, SO, 4 , i iif HZ IR 4E L3 3IST-200-35-7 1 (900mg,
YR O K EEAT T —25,

[0740] & %1967
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[0741]

S$T-200-35-7_1 1967

[0742]  ¥4Mg (686mg,28.6mmol) Vs I ZEHHST-200-35-7 1 (900mg) £EMeOH (10mL) H i IA TR
SR S R IR A I TEN, R 7E60 °C iR 2h JHC LKW (10mL, 4M) ¥R & R DR A, 48
J&i FHEt0Ac (3x10mL) ZEHL . & FF A HLZ F2h/K (10mL) Beig , FiNa,SO, &, ik 8 H 31 2 e 4
CAAS3 2R P29 o R P i 0 R R R i vk Ak (PE/Et0ACc=30/1%10/1) A1S BIAL 11967
(460mg) , H Ayl 12 .

[0743]  AR4iff11967 (460mg) 3@ i MMeCN (2mL) 25 & 1 44k LA 15 311967 (175mg) , F [
P B BRI L 7S W 4 LU B A SH ) ST-200-35-7 (220mg) , H oA [E44 .

[0744]1  'H NMR (400MHz,CDC1,) 84.10-4.00 (m, 1H) ,3.95-3.85 (m, 1H) ,3.75-3.65 (m, 1H) ,
3.55-3.50 (m, 1H) ,2.10-2.00 (m,2H) ,2.00-1.85 (m,3H) ,1.85-1.75 (m,2H) ,1.75-1.56 (m,
5H) ,1.55-1.40 (m,6H) ,1.40-1.20 (m,7H) ,1.20-1.00 (m,5H) ,1.00-0.88 (m,4H) ,0.85 (s,
3H) ,0.75-0.68 (m, 1H) ,0.66 (s, 3H) »

[0745] LCMS Rt=1.148%7%0,h2. 0 Bp a7 ,30-90AB, 40 100% ,MS EST
CooH,gF,NONa [M+MeCN+Na ] {1 o1 5550 , SE I 550.

307748 3

[0746]  SZJif5]20 : & FR.2080 12081

8
DA-35-4_1A
1) BzCI
[0747] =
2) SFC 0Bz OH
LIOH.HyO
0y, - 0o,
5 {0}
SOL 2 °
FiC 1 FaCie
H 5
DA-35-4_1B Hozos1 H

[0748]  S7AARAK 38 i XS 2R B A E 52
[0749]  Fh[RIMADA-35- 611 5246 25 B Al 2 WS i 51 14 .
[0750] & JkDA-35-4 1A&DA-35-4 1B
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[0751] die

DA-35-4_1B

[0752] 4Py (498mg,6.30mmol) fBzC1 (531mg,3.78mmol) ¥ MZEDA-35-6 (130mg,
0.252mmo1) FEDCM (5mL) H VAR P o RV & P E 25 C 1 £ 6h Hal 1 75 I0H,0 (5mL) ¥ 2K o K
TRA 1 FHHCT (10mL, 1M, aq..) \NaHCO, (10mL , ¥ MI7K %0 Pelik , FNa, SO, T, i, HE
WAE LIS R =9 M =@ i e AR 4iifk (PE:Et0Ac=20:1%10:1) A FIDA-35-4 1
(170mg , A1)  ANAFIDA-35-4 1 (170mg) JHILSFC/r B (#£:Chiralpak AD-350%4.6mm
I.D.,3um) ; 554 :Base-TPA; B 5 : 5-40%B; ¥l : 4mL/min) A3 E|DA-35-4 1A (56mg, 36% ,
Rt=4.88943%1,100%de) MIDA-35-4 1B (80mg,51% ,Rt=5.283%34%k,100%de) -

[0753] DA-35-4 1A:

[07541  'H NMR (400MHz,CDC1,) 88.04 (d,J=8.0Hz,2H) ,7.56 (t,J=8.0Hz, 11) ,7.45 (t,]
=8.0Hz,2H) ,5.04-4.94 (m, 1H) ,4.06-3.94 (m, 2H) ,3.44-3.32 (m,2H) ,2.10-1.84 (m,4H) ,
1.84-1.58 (m,8H) ,1.53-1.23 (m,12H) ,1.22-0.94 (m,8H) ,0.94-0.80 (m,7H) ,0.72-0.57 (m,
4H) .

[0755] DA-35-4 1B:

[0756]1  'H NMR (400MHz,CDC1,) 88.04 (d,J=8.0Hz,2H) ,7.56 (t,J=8.0Hz, 11) ,7.45 (t,]
=8.0Hz,2H) ,5.05-4.96 (m, 1H) ,4.03-3.93 (m,2H) ,3.44-3.30 (m,2H) ,2.10-1.59 (m, 12H) ,
1.53-1.23 (m,12H) ,1.22-0.94 (m,8H) ,0.93-0.81 (m, 7H) ,0.72-0.60 (m,4H) .

[0757] & %2080

[0758]

H
DA-35-4_1A 2080

[0759]  “RLiOH.H,0 (284mg,6.78mmol) #£7K (1mL) (I A I ZEDA-35-4 1A (56mg,
0.090mmo1) £ETHF (5mL) AMMeOH (1mL) H1 AV o Ri IR S 450 CHiEFF20h KR S H 2
e 4s HLFH,0 (5mL) Ab 3 o #1R A9 FEt0Ac (3x5mL) 2EHL . A HLJZ F#E7K (2x15mL) ek, A
Na, SO, T4, i€, H LAk 4i o SR AR WIAE25 C MMeCN (2mL) BT BE DL 1532080 (12mg, 26 %) , H
A

[0760]  'H NMR (400MHz ,CDC1,) 64.05-3.95 (m,2H) ,3.40-3.25 (m,3H) ,2.05-1.95 (m,2H) ,
1.85-1.80 (m,2H) ,1.75-1.25 (m,17H) ,1.24-0.90 (m, 16H) ,0.89-0.75 (m,3H) ,0.65-0.60
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(m,4H) »

[0761]  LCMS Rt=1.20573 %k, LA2. 0% B th ik, 30-90AB, 4l£100% ,MS EST C,iH,F.0,
[M+H-H,0] BT+ 5 (497, S I{EA97 .

[0762] 552081

LiOH.H,0

[0763]

DA-35-4_1B

[0764]  “RfLiOH.H,0 (405mg,9.67mmol) £E/K (1mL) H ) B 37 WA I ZEDA-35-4_1B (80mg,
0.129mmo1) ZETHF (5mL) AMMeOH (1mL) H AV o RE R 5 450 CHig FF20h KR S H 2
e 4s HLFH,0 (5mL) Ab 3 o #1R A9 FIEtO0AC (3x5mL) EHL . A HLJZ F#E7K (2x15mL) ek, A
Na, SO, T4, i €, H ARG o SR AR YIAE25 C MMeCN (2mL) BT BELL15 32081 (32mg ,48%) , H
S| ERE NS

[0765]  'H NMR (400MHz ,CDC1,) 64.05-3.95 (m,2H) ,3.40-3.25 (m,3H) ,2.05-1.90 (m,4H) ,
1.89-1.60 (m,8H) ,1.59-1.35 (m,10H) ,1.34-0.95 (m, 11H) ,0.94-0.75 (m,7H) ,0.65-0.60
(m,4H) .

[0766]  LCMS Rt=1.20573 %k, LA2. 0% B th ik, 30-90AB, £ 100% ,MS EST C,iH,F.0,
[M+H-H,0] )T+ 548497, SLIN{E 497 .

[0767]  szjiifsi21 : & %2184

B
-va‘ﬁn
/500 mg
:Ii, L e Stl' 200-CF3_6C
. o NaNO; OHT‘J";C._ gt IR Ol;_é .................... A .
0 0 '

=
5MHCI, 0°C
200-TBU-E_1 200-TBU-E_2 200-TBU-E_3 200-TBU-E_4 BuLj,

[0768]

1. Mg#,  MeOH
2. Pd(OH)z, H

DA-31-2 (2184)
[0769]  ST-200-CF3 6CELBTII-& ik A] 2= WL it 515 .
[0770] & %200-TBU-E 2

NaNO OH
[0771] H,N OH #,. Cl
5M HCI, 0°C (o)
200-TBU-E_1 200-TBU-E_2

[0772]  #200-TBU-E 1(131g,998mmol) ¥ T 1690mL 5NELER . ¥V & ¥0va £1220°C Hif o
TAHEZEN (109g,1.59mo1) ZE400mL 7K 1 A EIVE T, SR I [ NAIR B YRR T5°C o 5/
J& » BHE S WITE25 CHe R 12/ o B AR BRFR AN (100g) LL/IMI /NN I o S TR A4 FH 5 Th i
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ik (500mL*2) FEHL . £ I 1A HLAH FH ER K (500mL) Pk, FINa,SO, T, ok i HL B0 28 ik 4 o ik &
Wi 204 B LL1S 511200-TBU-E 2 (48g,32%) , Ho Ayl 4k .

[0773]  'H NMR (400MHz,CDC13) 84.12 (s, 1H) ,1.13(s,9H) »

[0774] & )%200-TBU-E 2

[0775]  cCl OH__—= 5 OH
o)

THF, 0°C

200-TBU-E_2 200-TBU-E_3
[0776]  FEOCH4LiA1H, (14.4g,381mmol) ¥ N4 200-TBU-E 2 (48g,318mmol) £ETHF
(500mL) H VA TR KR A iR 2 25°C HAE25 CHEHE30mins o 48 fnsK /THE (100mL,1/1)
H HHCT (Imo1/L) ¥ pHif 5 22~ 3 W4 IR &4 FHEA (2x500mL) Z£HY, A EL7K (2x200mL) HE¥Hk
FiiNa, S0, 44, 1L € , H 3 25 345 LA 5 3200 -TBU-E_3 (36g A4 » HoM[E A . iZ =4 F T
A HiE A,
[0777]  'H NMR (400MHz ,CDC13) 83.92-3.86 (m,2H) ,3.68-3.63 (m,1H) ,1.04 (s,9H) .
[0778] & )%200-TBU-E 4

KOH 0.,
[0779] C|\|/:/OH —_— \/—é

200-TBU-E_3 200-TBU-E_4
[0780]  ZE0°C#4200-TBU-E 3 (16g,117mmol) N E A E AL (13.1g,234mmol) 7E /K
(13m1) H PR o DK B 20 °C I KW - BE G AT AL OBE, T2 AL B UTIE - 1077 b
Ja » W IR FEGR 18 T R 250 °C o Wil L 2518 7 B LA £11200-TBU-E_4 (6g,51.2%) , H ik
Yo FHUVEEHA] PR 5100 % ee o
[0781]  'H NMR (400MHz,CDC13) 82.73-2.71 (m,1H) ,2.64-2.63 (m, 1H) ,2.62-2.59 (m, 1H) ,
0.91(s,9H) .
[0782]  eefw & T AWM T7 1%

0]

O+ o
[0783] nBuLi
THF

200-TBU-E 4 200-TBU-E_4A

[0784]  7EN, F#E-70°C¥fn-BuLi (2.5M,1.99mmol,0.8mL) Ji§ N4 (FH ILAEESL) 7% (342mg,
2.19mmol) ZETHF (5mL) 1 VA o 7 - T0°CHEFE30 8 5 , s In200-TBU-E_4 (100mg,
0.998mmol) HIER - 2R J5 I ML AE25 CHLFE L2/ o IR A PRI UK - 7K (100mL) H HEA
(2X50mL) ZEHL . & FFHIA HLZE  #7K (30mL) &k, FNa, SO, i 8 H 1 2 IR 4 - 7R R il
o el Jie 0 1 4liqk, (PE/EA=5/1) LA75%1200-TBU-E_4A (80mg,31.3%) , H A MWLIRY) . P21
ee % i@t F-HEHPLCI E H100% .
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[0785] & &DA-31-2 1

//O

25

o “ph
500 mg
[0786] F4C1
o, E HO  { ST-200-EF3_GC
n-BuLi, THF 3 g
200-TBU-E_4 DA-31-2_1

[0787]  #EN, F7E-70°C#4n-BuLi (0.416mL,2.5M,1.03mmol) ¥ N4 — 5 5% (110mg,
1.09mmo1) 7ETHF (ImL) ¥ - BT AR A 7E0 CHEHE30 53 81 IR SV FA E1Z-70
CAE-T0°CIAiZ IR &Y INST-200-CF3_6C (250mg , 0. 474mmol) 7ETHF (2mL) H (K I - 45 I
MR A -TOCHFE LN AE-TOCH I (R) -2- (BT ) A4 A %E (56.8mg,
0.568mmo1) FETHF (1mL) " VAR o 44 [ BTR B M) 2 18 iR # 22 15°C HAE L5 CHiHE 16h I VIR
EYIAE0C I AINH, CLKIE R (20mL) VK o K57 51 FHEt0AC (2x20mL) AEHL . & I B A HLAH
FER7K (10mL) BE% , FNa,SO, )6, i i H L 2 W45 LAAS FIHHDA-31-2_1 (300mg) , He Ay [l 14
[0788]  'H NMR (400MHz,CDC1,) 87.95-7.85 (m,2H) ,7.68-7.63 (m, 1H) ,7.60-7.50 (m,2H) ,
3.45-3.35 (m,2H) ,3.25-3.15 (m, 1H) ,2.60-2.55 (m, 1H) ,2.10-1.60 (m,6H) ,1.55-1.20 (m,
11H) ,1.20-1.00 (m,7H) ,0.93 (s,9H) ,0.90-0.80 (m,5H) ,0.70-0.50 (m,3H) ,0.45 (s, 3H) .
[0789] & KDA-31-2

Ph
O\\S":'-O

[0790] 1.Mg#  , MeOH

—

2.Pd(OH),, H,

DA-31-2_1 DA-31-2

[0791]  #Mg (229mg,9.55mmol) ¥ IAEDA-31-2 1 (300mg,0.478mmol) fEMeOH (5mL) H [ 1
WP SRS FEN, TR RETE60v AR $2h o HCT KV W (10mL, 4M) ¥ N 28 = VR &40, 98 )
EtOAc (3x10mL) ZEHL . & A HLZ F R /K (10mL) Pk, FiNa, SO, 0, i 18 H 3 25 Mk 45 LA 73
B =9 o A0 = 40 38 3 ek fie €% v 4l Ak (PE/Bt0Ac=30/1%210/1) LA BIA4LfHDA-31-2
(100mg , ANALH]) , H Iy [l 44 o K F-Pd (OH) ,/C (50mg) ¥ AN ZEDA-31-2 (100mg , AN4EH],
0.205mo1) fEMeOH/THF =1/1 (4mL) H (L - 2R 5 - K5 S MR & 0 4EH, A150Ps i R ££50°C
PEFE16h o K S N TR 5 038 1 fek e = 2ad 98 B THE (3x5mL) Jeidk . & IR LR H 2 W4 L
32V JFIDA-31-2 (85mg) , H Iy, 5 H il i AMeCN (2mL) H 45 i i 446 L5 2DA-31 -2
(60mg,71%) , H Al 14

[0792]  'H NMR (400MHz,CDC1,) 63.20-3.05 (m, 1H) ,2.10-1.90 (m,3H) ,1.90-1.60 (m, 7H) ,
1.55-1.40 (m,5H) ,1.40-1.10 (m, 14H) ,1.10-1.00 (m,3H) ,0.93 (s,9H) ,0.89 (s,3MH) ,0.75-
0.66 (m, 1H) ,0.65 (s, 3H)

[0793]  LCMS Rt=1.356%) %, LL2. 073 B {17k, 30-90AB, 2 /F99% ,MS ESTHIH5E
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C,oH, F,0 [M-H,0+H] 469, S {469 .

29748 3

[0794]  sEjf5]22: & %2285

ST-200-3CF3-ATR

[0795] ST-200-CF3_6C

Pd(OH),
R ——
MeOH/THF

[0796]  ST-200-CF3_ 6CHE{BTHI A B Al 2 WS it 515
[0797] & KST-200-3CF3-ATR 1

[0798]

ST-200-CF3_6C SE200-3CF3-A7R_1

[0799]  7£-78°C/EN, F#4ST-200-CF3_6C (250mg,0.475mmol) ETHF (2. 5mL) 1 [ 22 V5 ¥
JiZn-Buli (568uL,2. 5M{ECLBEH , 1. 42mmol) 7ETHF (0. 5mL) H ¥R IR G W(E-78°C
PEFE30 Bl o 75 - 78 C i N2 - (F 3%) A A A4 (41.3mg, 0. 712mmo 1) [P o K Ve & W) -4
FE3043 B, SR JE 1B WA I R 25 °C A I NIR S VI FE25 CHEFE L6 /N o S BV & il 1 0
NH,C17K % ¥ (30mL) ¥ K , FHEt0Ac (3x20mL) ZEHL . & FE A HLAH I £ 7K (30mL) Pk, H
Na, SO, -8 , b 31 FL B 25 ¥k 45 A A3 3ST-200- 3CF3-ATR 1 (340mg , A0 B , oA B H H
T TF—2H,

[0800] & )%2285

[0801]

S'H200-30F3-A7R_1 2285
[0802]  7EN, F7E60C¥Mgkp (556mg, 23 . 2mmol) ¥ JI4ST-200-3CF3-A7R 1 (340mg,
0.581mmo1) £ JG7K H I (30mL) H (R o« e Bk 5 03l I AE 10 °CHRg ANy 2M HCT (50mL)
K EBIE AR AR - FIEOAC (2x50mL) ZEHUE » A HLJZ HIM AINaHCO, (50mL)  #7K (50mL) Jek ,
FINa, S0, , il JE Hk 4  om Pl il g AE 464k , FIPE/Et0Ac=20/125/1% /% , PATS 2
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2285 (80mg , A4l , fl & —1L22- 2344 12) , HONEAAR , ¥ AT~ — DM A Hit— P4tk
[0803] & H%ST-200-3CF3-A7R

Pd(OH),
MeOH/THF

ST-200-3CF3-A7R 2285
[0805]  fEAr FKtPd (OH) , (20% ,126mg,0.180mmol) 75 N #2285 (80mg, 0. 180mmol) £
MeOH/THF (10mL/10mL) H FR¥& A o FIN, FIH, B < =100 , #£50 CEH, U T (50psi) K
TREYIBEPE 160 A BT 75 7740, (AR R e 2Bk, ELRS JEIGR 46 A3 2112285 (50mg , A
2lifr) , HO I A, 4 HAE25°C FiMeCN (3mL) fF % LA 15312285 (36mg, 45 %) , H A [l 4 .
[0806] 2285
[0807]  'H NMR (400MHz ,CDC13) 83.74-3.72 (m, 1H) ,2.08-2.06 (m, 1H) ,2.00-1.91 (m,2H) ,
1.88-1.75 (m,2H) ,1.74-1.59 (m,3H) ,1.52-1.22 (m,13H) ,1.21-0.96 (m, 10H) ,0.95-0.86
(m,4H) ,0.85 (s,3H) ,0.73-0.62 (m,4H)

[0808]  LCMS Rt=1.1997) %, LL27> B a3l JZAT, 30-90AB, 41 /%100 % ,MS EST C,¢H,,F.0 M

HH-H 0]+ THSRAE 427, SR 427 .
[0809]  Sjitafs23 : A %2392

s
o

[0810] D" a®

Facé-d A n-Buli Facn-- w

S5T-200-CF3_4A 5T-200-3CF3-C14_1 5T-200-31-15 (2392)
[0811]  HR[E]{AST-200-CF3 4ABKAT#) SLE 45 98 1] 22 I, S i 413
[0812] & kST-200-3CF3-C14 1

[0813]

ST-200-CF3_4A ST-200-3CF3-C14_1

[0814]  4BuLi (0.476mL,2.5MEC KT, 1. 19mmol) FRINZETHF (0.5mL) o £ - 70 CHRMIST-
200-CF3_4A (250mg,0.476mmol) FETHF (3mL) " VAR « IR A M AE - TOCHiFE Lh. £E-T0CHR
hn6,6- - 1- A2 [2.5] F %% (210mg, 1. 42mmol) KRS YIAE-T0°CHAHE L h RS
TR 2 25°C A L1678 o #ENH, C1 (50mL , W AN KV W8 N Z=IR &4, SR 5 iR & 4 F
EtOAc (2x30mL) 2550 . 70 B A HL)Z » HINa,S0, 1, il €, H k4§ LL15 $IST-200-3CF3-C14_1
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(300mg, AH¥ 50 , HOMEEMA M HEERH T F—2.
[0815] & Hk2392

[0816]

ST-200-3CF3-C14_1 2392

[0817]  4ST-200-31-15 1 (300mg,0.445mmol) #EMeOH (20mL) H (K] VAR AE55 C I . £E55
C—IRVEAR Mgy (427mg, 17.8mmol) o IR G H7E65 C Rl Lho 4 IE &4 HHC1 (50mL , IN)
PR LB S BLAR P 5 S8 5 FHDCM (2x30mL) ZEHL . & A HLAH FiNa, SO, #4136 , e 4 H.
I PUEAE 2L (0-10% EtOAcTEPEHR) LA B AE (1) =4 (110mg) » K I F vk i i SFC4ift,
(FE : AD (250mm*30mm , 5um) , B 5 : 35-35%B (A=0. 1% NH3/H20,B=MeOH) , i3 : 60mL/min)
PA15 512392 (72mg, 30%) , H k.

[0818]  'H NMR (400MHz,CDC1,) 85.38-5.35 (m, 1H) ,2.49 (s,2H) ,2.20-1.81 (m,9H) ,1.80-
1.71 (m,3H) ,1.70-1.58 (m,5H) ,1.56-1.36 (m,7H) ,1.35-1.22 (m,2H) ,1.20-1.08 (m,4H) ,
1.06(s,3H) ,1.04-0.92 (m,6H) ,0.68 (s,3H) .

[0819]  LCMS Rt=1.248741, LL2. 070 Bl 1%, 30-90AB, 41 )& 100% ,MS EST C,H,,F.0M
+H-H,0] " H 8515, SLIfE515.

[0820]  sLjifafsi|24 : & %2499

[0821]

DA-31-10_2
[0822]  DA-31-10 209-& R AT 2 ML SL o 11 .
[0823] & /2499

LAH
[0824]

DA-31-10_2 2499
[0825]  7EN, F7E0°CIA]LiA1H, (1.03g,27.4mmol) ZETHF (80mL) H ) i ¥ i MDA - 31 -
10_2(6.3g,13.Tmmol) FETHF (20mL) H AW - K S BLAE25 C A 2h o 12 ) B K/ THE (1/
10,40mL) ¥ K . 7E0 C [ %8 & 903 2\ HC1 (100mL) H FEtO0Ac (2x100mL) ZEHL . 5 F-1H1 4
HLAH &K (300mL) Pedik , FiNa,SO, W4, idig Bk 4 LA 15 212499 (5, AL 0) , OV 44
100mg AZEIDA-31-10_37£25°C HICH,CN (5mL) HF B 3/ LA 12499 (52mg, 52 %) , H A [
(L
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[0826] 'H NMR (400MHz ,CDC1,) 83.70-3.50 (m, 2H) ,2.10-1.90 (m,3H) ,1.85-1.75 (m,2H) ,
1.70-1.60 (m,4H) ,1.50-1.20 (m, 14H) ,1.15-0.80 (m, 12H) ,0.70-0.60 (m,4H) .

[0827]  LCMS Rt=1.17943%, LL2rh a3 ZHT,30-90AB E, 2 E£100% ,MS EST C,.H, F,0

2577407 3

[MH-H 0]+ T+ SAEALS , SCIE 413,
[0828]  sEjifs]25 : & %2500

g
[0829] O =<
o ‘@ f LDA
HO

ST-200-CF3_4A G ST-200-31-6_1
[0830] A [A]{AST-200-CF3 4AM) SZI& 2 IR ] 2= WL S 4513
[0831] & )%ST-200-31-6 1

1. Mg #, MeOH
—_—_—
2. Lindlar, Hy

[0832]

HO
ST-200-CF3_4A ST-200-31-6_1

[0833]  7E-78°CYEN, F¥n-BuLi (568uL,2.5MfEC KT, 1. 42mmo 1) ¥ N &8 — 5 T 2k Jle
(143mg,1.42mmo1) FETHF (0.5mL) H ¥ ¥ 1 - i IST-200-CF3_4A (250mg,0.476mmo1) 7F
THF (2. 5mL) H &V - 75 - T8 CRHE A W FE 3070 Bl o £ - 78 C N2 - (BUT 4%) S 2
ft (71.5mg,0.715mmol) H ¥R o IR SV PR HE 3043 8, SR 5 B Wi #2225 °C 4 [ B Vi
EIAE25 CHEFE L6 /N o S W R A 4738 5 1 AN, C 17K VAR (30mL) 2K, HIEtOAc (3x20mL)
FEL A I A HLAE R K (30mL) ik, FNa, SO, 44 , it i HL B 25 9k 4 LA 15 #1IST-200- 31 -
6_1(350mg, Y0 , HOAREMA S HEREHT T 2.

[0834] & %2500

%Zo
OH

1. Mg # , MeOH

[0835]

2. Lindlar, Ha

ST-200-31-6_1 2500
[0836]  #4ST-200-31-6 1 (350mg,0.6081mmol) ZEMeOH (25mL) 71 [ VA TR AE60 °C I . 7E60
C o DU s Mg ¥ (584mg , 24 . 3mmo1) o FF VR G HTE60 CHii$F 1h o IR &4 HHCL (50mL , 2M)
VR BB WA PES HHIDCM (2x50mL) 225 o 5 94 HLAH FNa,SO, 44 , i i , W4y HL i it
Pg AL 44k (0-10%EtOACTEPEHT) LAAS 3111 2mg A4l (1) 724 , Ho Ay A , 44 o 7E 25 °C FIMeCN
(3mL) AJF P LAF5 2 70mg , JL N [ 44 o K5 70mg /™ ##%5 T THF (8mL) HLAEN, & FLindlar (100mg) &b
BB R G2 B H W (15psi) JLIR AR S PIE25 CHEN, (15psi) T HEHE2hrs.,
VIR AP I 8 ELE IR S IR Y TR AR iE I PRI AE 4 AL (0-20 % EtOACTEPEHT) LA B4t
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2500 (20mg) , H oy [ 44

[0837]  'H NMR (CDC13,400MHz) 85.40-5.30 (m, 1H) ,3.20-3.00 (m, 1H) ,2.50-2.45 (s, 2H) ,
2.05-2.00 (m,4H) ,1.96-1.33 (m, 13H) ,1.33-1.20 (m,7H) ,1.20-0.80 (m, 16H) ,0.68 (s,3H)
[0838]  LCMS Rt=1.4047) Bk, LL25 B (il )24, 30-90AB, 42 100% ,MS EST C,H, F,0
[M-H,0+H] {11 54467 , 52 P {E 467 .

[0839]  SiZjiti 5126 : & F%2602

1. Mg, MeOH
————
2.
lindlar,

[0840]

HO
ST-200-CF3_4A ST-200-3CF3-C75_1

[0841]  HH[E]{AST-200-CF3 4ABRAT [ SZE 45 1B A] 2 I St 1513
[0842] & JkST-200-3CF3 C7S 1

[0843]

ST-200-CF3_4A ST-200-3CF3-C7S_1

[0844] #E-65°C ENZ—FJ%ST-ZOO-CFBjLA (250mg,0.476mmol) FETHF (2. 5mL) 5 1Y) B i
BiZn-Buli (0.568mL,2. 5MAE L %Ed7, 1. 42mmol) ZETHF (0. 5mL) A (K IE W - £E-65 C [ IR &
YIS in — 5 2 (143mg, 1. 42mmol) HLAWFE3053 8P . £E£-65°C i N (S) -2- FH B R FF A e
(33.1mg,0.57mmol) FIVATR « ¥ IR A VI BB HE 3070 B, SR 5 B TR A 2225 °C 1 S MR &4
FE25 CHEFE 16/ o s B VE A 938 i 1 FINH, C 17K 7 (30mL) 3% 2K HLF 2.8 2. 15 (3x20mL)
I & I AN FH # 7K (30mL) Bk, FNa, SO, 4 , i 38 H 5 25 4 LA 13 F1ST- 200 -
3CF3-C7S 1 (250mg, P J50) , HoAMREMA, HEEHT T —H.

[0845] & %2602

1. Mg, MeOH
[0846] =

2. lindlar, Ha
F3C' &

ST-200-3CF3-C7S_1 2602

[0847]  FEN, T HiMgkn (415mg, 17. Immol) AN ZEST-200-3CF3-C7S_1 (250mg,0.428mmo1)
MEALER (IT) (13.8mg,0.107mmol) 7EJE/K HEE (20mL) A () KR & W0 ES0 CHii b
DL 51 R IE LA - 4 I TR B YIAE60 CHiFE LN o SR 5, e TR & 4pad i 76 10 °C g I
2M HC1 (100mL) ¥ K B 3 [E A& iR - FHEt0Ac (2x150ml) 258U S , & 3F (A HLJZ F e fn
NaHCO,aq. (300mL) « #:7K (300mL) 4% , FiNa, SO, -1 , b 1 L3 25 e 45 LA 75 3 [ 4 , Hoodik
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TERR o ik 44k (PE:EtOAc=4:1) LAf5 F]100mg[f /& B AV 5 13%22, 234518 K A4l
(5% A7 T THF (20mL) HAEN, R ILindlar (15.9mg,0.225mmol) i &9 5 2 i < 5
H W e JLIR o 7625 C 7EH, N KR S 5Pk 2hr s o K TR A 3ok I FLIE VR B 25 9k 4 o BR A A Jd it
SFCafifl, (::C2 250mm*30mm, 10um) , B & : 35-35%B (A=0.1%NH3/H20,B=EtOH) , il & :
50mL/min) L5 5]2602 (16mg,54%) , H g [dEl 14

[0848]  'H NMR (400MHz,CDC1,) 65.40-35 (m, 1H) ,3.75-3.65 (m, 1H) ,2.50-2.45 (m, 2H) ,
2.10-1.70 (m,7H) ,1.69-1.50 (m,6H) ,1.49-1.20 (m,10H) ,1.19-0.90 (m,11H) ,0.68 (s,3H) .

[0849]  LCMS Rt=1.20243%1,L2. 00 Bt iy, 30-90AB, 4 f£100% ,MS ESI C,.H, F.0[M

267407 3

+H-H,0] BB AE 425, SLl{E425.
[0850]  SZitifs|27 : & AR 2706 F12707

HST-ZDD-35-BB
[0852]  HR[E]AST-200-CF3 4AR) S4B 3R W] 2 WL SL i 513 . ST-200-35-7 1] 5 WL 5L i 919
2707 ) SLARAY, F il it X - B 26 E 52
[0853] & KST-200-35-8A/8B

OH

1)BzCl
-
2) SFC

H
ST-200-35-8B

H
ST-200-35-7 ST-200-35-8A

[0855]  7E0°C##BzC1 (258mg,1.84mmol) ¥ NZEST-200-35-7 (300mg,0.616mmol) 7 M i
(5mL) B VAR T FEO CRIR ST FE Th £E0°C 1) iZ I8 & ¥ sk (10mL) H FHDCM
(3x10mL) AL A HLJZ A IM HC1 (10mL) - #1 FiNa,CO, (10mL) F1 k7K e i - #4189 F K
Na, SO, T4 , B2 WRAE LA B AR IR AR il prep- TLCAEAL (PE/EA=5/1) LAfF FR &
MR At SFC B P IR (4% :MG-T1; J77% : 4% : AD (250mm*30mm , 5um) 5 26 44:0.1%
NH3H20 ETOH; FF46B:40% ; 45 B:40% ; il (m1/min) :60;7E A :90) LR [T Rt=
5.134min) , HHST-200-35-8B (44mg,12%) A2 (Rt=5.766min) ST-200-35-8A (38mg,
10%) , #5944

[0856]  ST-200-35-8B:

[0857]  SFC Rt=5.13443%F,LA10. 053 Bh 1 3%y%,AD 3 EtOH DEA 5 40 25ML,100%de.
[0858]  ST-200-35-8A:

[0859] & RK2706
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LiOH.H,0

MeOH, THF, H,O

ST-200-35-8B

[08611  ¥MeOH (0.2mL) «7K (0. 2mL) FILiOH.H,0 (31.2mg,0.744mmol) # N FST-200-35-8B
(44mg,0.0744mmol) 7ETHF (0. 4mL) H ¥+ KRG P70 CHiiHE 16h 4 EtOAc (5mL) 1
K 2mL) I MRS 77 BA N, FNa,S0, 18, i 3E , B34 H MMeCN (ImL) BB A4S
F|2706 (24mg ,66 %) , HA[E 44 o

[0862]1  'H NMR (400MHz,CDC1,) 84.02 (q,J=8.0Hz,1H) ,3.93-3.83 (m,1H) ,3.69 (d,J=
9.2Hz,1H) ,3.55(d,J=9.2Hz,1H) ,2.10-1.79 (m,7H) ,1.75-1.59 (m,5H) ,1.55-0.99 (m,
18H) ,0.98-0.88 (m,4H) ,0.85 (s,3H) ,0.75-0.60 (m,4H) .

[0863]  HPLC Rt=3.9773%l, LA8. 044 a1k, 50-100_AB E,4lf100% .

[0864]  MS MS ESI C,H,,F.0,[M+H-H,01" 115 {5469. 3288, 5K 469 . 3244.

[0865] & %2707

LIOH.H,0
MeOH, THF, H,0

[0866]

ST-200-35-8A

[0867]  ¥4MeOH (0.2mL) v7K (0. 2mL) FILiOH.H,0 (26.9mg,0.642mmol) ¥ I 4EST-200-35-8A
(38mg,0.0643mmo1) FETHF (0.4mL) HHJIEHRH KRG FES0°C i FE 16h . EtOAc (BmL) Fl7K
@mL) F IR GV 0 B A NLZ 5 FNa, SO, T4, i € , F 22 W4 H M MeCN (ImL) BF B LLAS 21
2707 (21mg,67%) , H [l 44

[0868]  'H NMR (400MHz,CDC1,) 84.02 (q,J=8.0Hz,1H) ,3.94-3.85 (m,1H) ,3.69 (d,J=
9.2Hz,1H) ,3.54 (d,J=9.2Hz,1H) ,2.10-1.59 (m, 13H) ,1.55-0.99 (m, 17H) ,0.98-0.88 (n,
4H) ,0.85 (s, 3H) ,0.75-0.62 (m,4H) HPLC Rt=3.93%3%}, LA8. 043 Ehffikid:,50-100 AB E,
4l FF100% .

[0869]  MS MS EST C,gH,,F,0, [M+H-H,0] [¥17 15 1E 469 . 3288, SL K 469. 3244.

[0870]  sIjifafs|28: & AE-2817

[0871]

S5T-200-CF3_6C ST-200-3CF3-A18_1 E-2817
[0872]  ST-200-CF3_6CIHI& AT 2 WS i fl5 .
[0873] & JkST-200-43-4 2.
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\ F 0
/ \I
[0874] t-BUOK, THF

ST-200-43-4_1 ST-200-434_2
[0875]  {EN, N{E15°CJit-BuOK (3.53g,31.6mmol) fETHF (30mL) H )7 i - 5 iiMe, ST
(4.18g,20.5mmol) o f B IFIAE 15 CHEFE305 4 . 75 15°C [7)1% I8 A4 fii200-DA-E31_1A
(2g,15.8mmol) 7E10m1 THF*H FVE VR KR G WITE LS CHEFE L6 /N o F IR 59 Hisat .NH,C1
(100mL) 42K H. FHEtO0Ac (3x150mL) B . & 3+ H A HLAH HINa, S0, T4, i g, H = /Mawﬁ—»
#200-DA-E31_1(1.8g,81%) , H itk
[0876]  'H NMR (400MHz,CDC1,) 62.58 (s,2H) ,1.90-1.80 (m, 1H) ,1.70-1.55 (m,2H) ,1.54-
1.45 (m,3H) ,1.40-1.30 (m,2H) ,1.00-0.90 (m,6H) -
[0877] & H%ST-200-3CF3-A18 1

[0878]

ST-200-CF3_6C ST-200-3CF3-A18_1
[0879]  E 4%, ¥n-BuLi (0.5mL,2.5MFEC fH , 1. 25mmol) MR JNZETHF (0. 5ml) - 7E-70°C i
HIST-200-CF3 6C (250mg,0.4746mmol) 7£ THF (3mL) HH FRIIE R o« RS WAE - T0°CHtRE Lho £ -
T0°CHSINST-200-43-4 2 (133mg,0.9492mmol) KR A YILE-70°C HIHHE1h KR A Y0 A
225°C HAHE 16/ o NV A P38 3k 8 IINH, C1 (50mL , 8 F17K ¥ ) ¥ K H HEt0Ac
(2x30mL) ZEHL . 43 BS A HL)Z , FINa, SO, T4, /)ﬁ,ﬂﬁiéﬁiu{%iﬂﬂ 200-3CF3-A18 1 (390mg,

M0 , HONE R KL EEHT 5.
[0880] £ RE-2817

[0881]

H
ST-200-3CF3-A18_1 E-2817

[0882]  #ST-200-3CF3-A18 1(390mg,0.5847mmol) 7EMeOH (25mL) H K] 1A £E60 C .
7£60°C 73 VY 435 hiMg 3 (500mg, 20 . 8mmol) KR & HTE60 CHitt: Lho KR &4 FHHCL (50mL,
2M) VK LB S AR P T HFDCM (2x50mL) AEHL . & JF (A HLAH FiINa, SO, T4, i € , I 46 H.
T PUE A 44k (0-10% EtOAcFEPEHT) LS 21 135mg [&] 44 o A~ 4f (1) 7= Py 3 it PRod A3 44k, (0-
20%Et0OAcFEPEH) LS RIE-2817 (101mg, 75%) , Ho A [EA .

[0883]  'H NMR (CDC13,400MHz) 62.08-2.03 (n,1H) ,1.98-1.88 (m,2H) ,1.78-1.73 (m,2H) ,
1.73-1.60 (m,3H) ,1.60-1.45 (m,12H) ,1.45-1.27 (m,7H) ,1.27-1.19 (m,9H) ,1.19-1.00 (m,

113



CN 115181153 A W OB P 104/305 T

6H) ,0.93-0.84 (m,9H) ,0.75-0.64 (s,4H) .

[0884]  LCMS Rt=1.4634r%l, L2 b ot ZHT,30-90AB, 4l f£100% ,MS ESI C, H_F,0[M

327627 3

+H-H,0]+H)TH5EAE509 , SEIE 509 .
[0885]  sijififs29: 752918

[0886]

ST-200-CF3_6C ST-200-3CF3-A8_1 2918
[0887]  ST-200-CF3_ 6CHH & %Al 2 W, S2 jifo5 .
[0888] &k ST-200-3CF3-A8 1

[0889]

ST-200-CF3_6C ST-200-3CF3-A8_1

[0890]  7£-78°CHEN, F#4ST-200-CF3_6C (250mg,0.475mmol) ZETHF (2. 5mL) H ) 5357 3
JN%En-BuLi (568ul,2.5M7E L kEH , 1.42mmol) 7ETHF (0. 5mL) W FIA R o IR A I 7E-78°C
PFE305> B o £E- T8 C N2 - (S 58) S AP A (79. Tmg, 0. 712mmo 1) HE W KR A )
FERE3040 b, ARG BRI EE 25°C oK I NV A WITE25 CHERE 16/ o s N TR A 4l i g
FINH,C1/K ¥ (30mL) ¥4 K HLFH .12 2. 15 (3x20mL) EHL . & FF A9 HLA AR ZK (30mL) PEi
FiiNa, S0, T4 , 1k i H B2 Wk 45 LA 13 $IST-200-3CF3-A8 1 (340mg A0 ) , H oM A, 4
HEHT T 5.

[0891] A k2918

[0892]

HO H
ST-200-3CF3-A8_1 2918

[0893]  :K4ST-200-3CF3-A8 1 (340mg,0.5322mmol) ZEMeOH (25mL) H (I R AE60 C N . 78
60 °C 43 VU4 s iiMg ¥y (508mg , 21 . 2mmo1) o K1 & PI7E60 C i FE: 1h ¥R A4 FHHCT (50mL,
IN) VK B3 e AR R HFIDCM (2x30mL) ZHL . & 19 HLAH HINa, S0, T4, i U , i 4ii H.
TP AE AL AL (0-10% EtOACEPEHT) LA7S 2116 3mg & 44 , i H: MADCMAN O BE A 85 LA 75 312918
(5mg,2%) -

[0894]  'H NMR (CDC13,400MHz) §3.90-3.80 (m,1H) ,2.20-1.70 (m,6H) ,1.70-1.50 (m,7H) ,
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1.50_1 .25 (Hl,5H> 71.25_1 . 10 (Hl,5H> 71. 10_0.80 (m712H) 70-70_0.65 (m74H) )
[0895]  LCMS Rt=1.219%%f, L2y P €15 Z 4T, 30-90AB, 4l £100% .
[0896]  Sjifafs]30: & k3035

[0897]

ST-200-CF3_4A ST-200- 3035
3CF3-
C118_1

[0898]  HH[AJ{AST-200-CF3_4A[) SE4 5 B 7 2 WL i 15113
[0899]  FHIRBAFR MG A Ak -
[0900]  FHERBEFR G & BK -

e}
LAH TsCl

oH ———> Y\OH R Y\OTS
[0901] %k, THE  HO CFs py ~ HO CFs
7330_38 7330_4S 7330_55

[0902]  {EO°CAILiAlH, (45.3g,1.26mol) ZETHF (1L) # [ BV MR 7330 _3S (100g,
632mmo1) 7ETHF (500mL) H {18 H. P &8 B T+ 2 24950°C i I JE , IR S AETO CHi 4t
16/ B R A4 FIHCT (1L, 3M aq.) ¥ K ZpH=2 H FIMTBE (3x500mL) Z£ X . & FF 1145 HLAH
FNa, SO, T4, 3 9E Hig R 4 (<40°C) LAAF 31733045 (92, #HA B7) , H PR

[0903]  'H NMR (400MHz,CDC1,) 63.96-3.92 (m, 1) ,3.58-3.53 (m, 1) ,3.08 (s, 1H) ,1.98~
1.89(m,1H) ,1.38(s,3H) -

[0904]  {E5434PNAE0CIH] 7330 4S (50g,346mmol) ZERLIE (300mL) H (K ¥ 4 LR 4 -
FHJE R - 1 - 3RS (98.9g,519mmol) o R BLVATRAE20 CHiFE 167N o i NIR A 9 7E0°C 2N
HC1 (400mL) ¥ 2K % pH=1-2. A &5 if FE R FFKT-30°C HORHIR &4 FAMTBE (3x200mL) 58X . &
H B HLE FNa, SO, 18, i i, W4 Bl A4 4k (0~10%EtOAcfEPEH) LL1F37330_5S
(93,90% ,99.42% ee) , H N HPIRY .

[0905]  'H NMR (400MHz,CDC1,) 87.79 (d,J=7.6Hz,2H) ,7.37 (d,J=8.0Hz,2H) ,4.13-4.03
(m,2H) ,2.99 (s, 1H) ,2.46 (s,3H) ,1.37 (s,3H) ,

[0906]  LCMS Rt=1.10343%f,A2. 05> #h a1k, 10-80AB, 4EE100% , RETMIMS

[0907] & RKST-200-3CF3-C11S 1

Ph
0\\§$O

ST-200-CF3_4A ST-200-
3CF3-
C11S_1

[0909]  #£-70°CHEN, FKFST-200-CF3_4A (250mg,0.48mmo1) 7ETHF (4mL) H ] 32k 7% ¥ 1 A
Zn-BulLi (0.48mL,2.5MEC ke, 1. 19mmol) FETHF (1mL) 5 VAR 3 o £ - 70 CHiFE30 7 4
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Ja » AE-T0°Cig n — F A% (120mg, 1. 19mmol) , 4R 5 7 - 70 °C ¥ in4 - B B4R (S) -3,3,
3- =g -2- R dh-2- LI JENE (212mg, 0. 71mmol) K VR S FE 3 HE 3040 Bl , 4R J5 15 W iR 4
F25°C R RN S VILE2S CHERE 24/ N o S BV A 1038 52 1 FINH, CL/K VR (5mL) 2K, H
EtOAc (3x10mL) ZEHL . & I A HLAR F 857K (30mL) Pk , FiNa, SO, T, ik i L3 2 ik 45 LA 3
F|ST-200-3CF3-C11S 1 (480mg , K4 J57) He B 448 H .

[0910] & %3035

Ph
O‘\S"-::O
OH

[0911]

F HO
ST-200-3CF3-C11S_1 3035

[0912]  7EN, F7E60°C¥Mg#p (705mg,29.4mmol) FINiCl, (Img,0.007mmol) FEFFE N INZ
ST-200-3CF3-C11S 1 (480mg,0.74mmol) ££50mLIC /K MeOHH f) I o Ji 3 VR & i i 2M
HC1 (10mL) ¥ K T 5] [ 74 V5 i o K1 IR & % FHEt0Ac (3x20mL) 2K HL . & 37 10 A HLJZ FH A Al
NaHCO, (50mL) « #:7K (50mL) P&k, FHINa, SO, T, id ik Bk 4 . i R P nd Pog AL 44k (0~
20%EtOAcTEPEHT) LA B =4 , Foidt— D id it 7E.85 °C MAMeCN (10mL) i &5 &t 1 2644 LA 75 2]
3035 (53mg,21%) , H: Y[ k.

[0913]  'H NMR (400MHz,CDC1,) 85.41-5.34 (m, 1H) ,2.53-2.46 (s, 2H) ,2.08-1.92 (m,4H) ,
1.91-1.58(m,7H) ,1.54-1.35 (m,7H) ,1.33-1.30(s,3H) ,1.29-1.08 (m,5H) ,1.07-1.05 (s,
3H) ,1.05-0.91 (m,5) ,0.73-0.63(s,3) »

[0914]  LOMS R =1.213%3 %, LA273 B (4385 24T, 30-90AB_2MIN_E, 4L £99% .

[0915]  SEjtifFl31: & F3149

[0916]

ST-200-CF3_4A ST-200-3CF3-CBR_1 3149

[0917]  HREAST-200-CF3 4Af SZI6 A5 W] 23 LS it 513
[0918] & JkST-200-3CF3 CSR 1

[0919]

HO
ST-200-CF3_4A S§T-200-3CF3-C8R_1

[0920]  7E-65°CHEN, FRFST-200-CF3_4A (250mg,0.476mmol) FETHF (2. 5mL) H ) &V
HNZEn-BuLi (0.568mL,2.5M7E L EH , 1.42mmol) ZETHF (0. 5mL) H VAW H o 8 i — 55 79 3
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% (143mg, 1.42mmol) HAE-65CHiFE304r 815, 7E-65CHi il R) -2- (5 58 A N b
(63.9mg,0.571mmol) VAT « IR A VI B HE 3070 B, SR 5 B TR P 2225 °C o B I MR &4
FE25 CHEFE 16/ o e SR A 938 i 1 FINH, C 17K 757K (30mL) 3% 2K HLFH .8 2. 1% (3x20mL)
AW B I AN FH # 7K (30mL) Pk, FNa, SO, 4 , i 38 H 5 25k 4 LA 13 FST- 200 -
3CF3-C8R 1 (250mg, A 50) , HoA A, M HEEH T %,

[0921]  &%3149

Ph
0\\5';-0
’/,‘ OH
F F
Mg #3 :
[0922] E W F
R MeOH R
F%II F 1
F HO F HO
ST-200-3CF3-C8R_1 3149

[0923]  7EN, F7E50°C¥Mg#p (379mg, 15.6mmol) ¥R A ST-200-3CF3-C8R 1 (250mg,
0.392mmol) A& AL (IT) (12.7mg,0.098mmol) 7£ Jo/K HEE (50mL) HF ()5 o 76 98 Mg
I BB SV FE L 51 RGBS AL R AR G B RONTR B M 7E60 CHEFE LN o ) N IR & 4018
EHET0°CIR M 2M HC1 (100mL) ¥ K B B[ 7475 fiF . FHEtOAc (2x150mL) ZEHUS , & A AL
JZ I AINHCO, aq. (300mL) #7K (300mL) ¥ » FiNa,S0, T4 , i g HL 50 2 I 46 LA 15 2] [
i, Foad i IR ik ik (PE/THF=4/1) LIS 2FH 724, ¥4 H MMeCN (10mL) = 45 & LA 2]
ANA P2 (30mg, 15%) o« A4 P4 (30mg , 0. 068mmo1) i SFC4EAY, (K : AD  250mm*30mm,
10um) , /% : 20-20%B (A=0.1%NH,/H20,B=EtOH) , it i# : 60mL /min) LA£3F]3149 (12mg,
40%) , HALE A

[09241  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1H) ,3.75-3.65 (m, 1H) ,2.50-2.45 (m,2H) ,
2.10-1.70 (m,11H) ,1.69-1.50 (m,10H) ,1.49-0.90 (m, 10H) ,0.69 (s,3H) .

[0925]  HPLC Rt=6.25%3%, LA1. 2% Bl fh ik, 30-90AB, 4198 % .

[0926]  HRMS EST C,.H.,.F.0, [M+H] FJ115AEH497 . 2849, SLM{E497.2842.

267397 672

[0927]  SEjif5]32: & %3266

£
“. d “Ph ([’}’?!...
[0928] 5, TF§ ‘

F HO

ST-200-CF3_4A S$T-200-3CF3-C7TR_1 3266

[0929]  FAEAST-200-CF3 4A[SZI6 5 W] 2 UL S it 513 .
[0930] & kST-200-3CF3-C7R 1
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F HO
ST-200-CF3_4A ST-200-3CF3-C7R_1

[0932]  7£-65°C/EN, F4ST-200-CF3_4A (250mg,0.476mmol) 7ETHF (4mL) Hh f) & V9803
Zn-Buli (568mL,2.5MfEC ke, 1. 42mmol) FETHF (1mL) H BV ¥R H - 7 -65 CHi #3073 8
J&i » FE-65 CININ S M (143mg, 1.42mmol) AR5 , 7E-65°Cig N (R) -2- F LA 2430 A e
(82.4mg,1.42mmol) KISV HHHE300 8, AR TG B R A E25°C B [ MR A #1E25°C
P16/ o 125 B L AINH,CL aq. (50mL) ¥ K , FHEt0Ac (3x50mL) ZEHL . & IF 1 HL)Z F
Na, SO, T , it yif Lk 4 LA1S 20K =4, HONPEME S HEHH T T —5.

[0933] & )%3266

o. Ph

0o
8/
’1,' OH
Y Mg #
[0934] T
MeOH
ST-200-3CF3-C7R_1 3266

[0935]  FEN, FAES0CAEHFE T H5Meky (410mg, 17. Immol) 53 PU 43 78 I ST -200-3CF3
C7R_1(250mg,0.428mmo1) FINiCl1, (5.52mg,0.043mmol) 7ETE/K F % (20mL) VA W o 72
60 °C A LN 5, B G4 FHHCT (50mL, IN) V5K B 31 e B A8 3 H AHEt0Ac (3x30mL) %%
B o & I A LA FNa, SO, 1, 1 8, W4 o Bl R Pl i PRodi A 2644 (0-15% EtOAC/EPEHY)
PTG AL 74 (100mg , 0. 225mmo 1, ANZERY, A5 13% 22, 234 42) 7N, FHsLind larfi
6771 (200mg , 0. 225mmo 1) ¥ I 22 AN 2L (1 =) FETHE (20mL) Hh (11 79 o KR A5 023 it /<UL
FHH, W LR o 7E25 CREVR A WD 46 7k 2/ o e I N TR 4 0 18 I ek 3 - 28 98 HL I THF
(3x10mL) Pk o F5 IR A AT BIANLUIK 740, K HAE68°C M IE T A5 (10mL) HF FEE 2/ LAAS
FIAN AL =4, 3R [ Ak o A Gl 1) 7= A9 38 3o ke e € 97 44k (PE/Et0Ac=0%25/1) A1 5
3266 (48mg, NALH)) , H O A, H@Id SFCliAk (k- AD (150 X 4. 6mm, 3um) , 1% :5% -40%B
(A:CO, B: ZF%) itk : 2. 5mL/min) BA%F 53266 (10mg) , 3 Ayl 4 .

[0936]  'H NMR (400MHz,CDC1,) 85.40-5.33. (m, 1H) ,3.78-3.65 (m, 11) ,2.52-2.45 (m,2H) ,
2.08-1.65(m,7H) ,1.58-1.32 (m,7H) ,1.32-1.23 (m,4H) ,1.23-0.75 (m, 16H) ,0.68 (s,3H) «
[0937]  LCMS Rt=1.1497)%f,L2. 07 B iy, 30-90AB, £ /E100% ,MS EST C,¢H, F.0[M
+H-H,0] AT 54425, SEIME 425 .

[0938]  SLjitif5]33: & %3382
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L2 2, \S“:
w, 0 “,
-y o
o 3 Mg #
- r— : T T
F = R z eOH F
H
AWe O .

F
HO  st.200-CF3_4A F HO ST-200-31-6

[0939]

[0940]  S7TAARALZFE T FHF M EAYIN & e € , HE S Wit f)35.
(09411 1 [E]4AST-200-CF3 4AM) SZI& 2 IR ] 2= WL St 1513
[0942] A AKST-200-31-6 1

[0943]

FHO  g1.200-cF3_4A F HO

[0944]  7E-T0°CAEN, FRFST-200-CF3-4A (500mg,0.95mmo1) FETHF (4mL) H 1 & V5 VB
Zn-Buli (0.95mL,2.5MEC bt H 2. 38mmo 1) 7ETHF (1mL) H ¥ H  7E-T0°CHEFE30 7 8
J&i » fE-T0°C ¥ in — 7 P9 3 % (240mg, 2. 38mmo 1) IR, AR JG 7E-T0°CiR N2 - (BT %) 8 2%
WA HE (142mg, 1. 42mmol) B IR A PIAE - T0CHEHEHE307r 81, 2R G B TR A 2 25°C
TE25 CHHE24/NT )5 5 [ VR A e i 7 FINH, C1 /K R (5mL) ¥ K, FHE t0Ac (3x20mL) 25
B & BB HUAE FHER 7K (40mL) Bei , FNa, SO, & , i 98 H B 5Kk 45 LA $IST-200-31-6 1
(650mg , fHA) Ji0) , H B HAE

[0945] & H%ST-200-31-6

ST-200-31-6_1

[0946]

FHO  g1.200-31-6_1 F HO ST-200-31-6
[0947]  7EN, N7#E60 CHKiMgHy (998mg, 41 .6mmol) HINiC1, (5mg,0.05mmol) ZEHIFE T ¥ N4
ST-200-31-6 (650mg,1.04mmol) 7£100mLIE /K MeOHA VA TR o | N VR & 4 it 2M HC1
(50mL) ¥ K L 21 [ 44 15 i o #4150 FHE t0Ac (3x100mL) ZEHL . & IF 1) G ML= H L FINaHCO,
(150mL) Eh7K (150mL) BE# , FHNa, SO, F 1 , i iif HIRHd - R il i PRod A 264k (0~15%
EtOAcfEPEH) LATF B AALST-200-31-6, H A 44 7EN, MR Lind larfE 4L 7] (200mg) 75 AN
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ZEST-200-31-64EEt0Ac (10mL) FH RIFRH o K 20 30 2 B <L P, e = U SR 5 T T
fE15psi &S FAE25 CAtbah KR A i ek e 2 38 H FHEt0AC (3x10mL) ek - K Ik
WA A5 H 45 LS 2ST-200-31-6 (210mg, 43 %) , F 9 14 .

[0948]  'H NMR (400MHz,CDC1,) 85.39-5.34 (m, 1) ,3.18-3.06 (m, 11) ,2.49 (s, 2H) ,2.17
(s,1H) ,2.02-1.58 (m,7H) ,1.53-1.29 (m,9H) ,1.22-0.97 (m, 10H) ,0.95-0.84 (m, 13H) ,
0.72-0.65 (m,3H) .

[0949] & %3382

[0950]

F HO F HO
ST-200-31-6 3382

[0951]  ¥4ST-200-31-6 (210mg,0.43mmo1) JH L SFCAELL (#F : AD (250mm*30mm, 10um) ) , Ff:
J&:20-20%B (A=0.1%NH,/H,0,B=EtO0H) , L& : 50mL/min) LAFF£[3382 (90mg, 43 %) , I N
[ 445

[0952]  'H NMR (400MHz,CDC1,) 85.42-5.34 (m, 1H) ,3.19-3.12 (m, 1H) ,2.48 (s, 2H) ,2.09-
1.67 (m,8H) ,1.53-1.23 (m,12H) ,1.22-0.98 (m,8H) ,0.95-0.84 (m, 12H) ,0.69 (s, 3H) .

[0953]  LCMS Rt=1.440% %, LL24r B0 41 24T, 30-90AB_2MIN_E, 26 100% ,MS EST
C,oH, o F, O [M+H-H,01 (K1 115 E 467, S {E467 .

[0954]  SFC_E1 Rt=4.3374r%h, LA104r Bt 3%k, AD_3_EtOH_DEA_5 40 25ML, 4{iJF :
100% .

[0955]  SizJifif5|34 : & k3495 F13496
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0 S
| Mg, NiCly
—_— —_—
S NaH MeOH
200-DA-C24_8 1 200-DA-C24_8_2

[0956]

a4 10

3495
[0957] 34961 S AARAL 273 1 X - B 2R Ko I 5E o A (A4 ST -200-CF3_ 4AR) SEI6 D IR AT 2 I,

S 4513
[0958] & J200-DA-C24 8 2

\|/|

@) ? 0
[0959] E@ ——
g NaH d
200-DA-C24_8_1 200-DA-C24_8_2

[0960]  7E0°CHEN, MR EAHA (5.98g,60% £ i, 150mmol) 43 #HkiAs in 28 = FF B AL,
i (30.6g,150mmo1) 7ETHF (100mL) H FIVRA I BB S 7E0 CHEFE307 B /E0°Cig in —
SR -3 (2H) - (10g, 116mmo1) £EDMSO (100mL) H VAR - 1% [ N TR A AE 0 C bk 2/ Nt
KR A P53 B NUK - 7K (500mL) HF H FIDCM (2x500mL) AEHL . & 3 F A HUAH A £ 7K (500mL)
Peik, FiNa, SO, 44 , it i FLIR 45 A#3 $1200-DA-C24 8 2 (4g, MW, 34%) , HATE18 C Ml
Ky BHEEHT 5.

[0961] & H%ST-200-CF3 8
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[0962] (%
n-BuLi, THF

200-DA-C24_8_2

Ph
o\\S’;O
“, OH

ST-200-CF3_8

[0963]  FE-70°CH T 24 (2.71mL, 2. 5MEIEC KEH , 6. 79mmo 1) NI E — 57 TH FE %
(714mg,7.33mmol) FETHF (3mL) H VAR o KR &P A2 0°C HAEOCHEFE30 7 Bl o KR
EWAHIE-70°C H s IN200-DA-C24 8 2 (300mg,2.99mmol) ZETHF (2mL) H B « KR &
MR -TOCHiHE Lh 46 - TOCHRINST-200-CF3_4A (1.42g,2.71mmol) ££ THF (2mL) o (95 - 4
A YRR 25C HAEZIR E R 16/ CRE &Y HISat NH,CT (10mL) VK KR &4
EtOAc (2x10mL) ZEH A HLAH A #7K (2x10mL) Bk, FNa, SO, T4 , ik i , 30725 e 4 o KL~ 4y
it PR AT AL (0~50%EtOAcTEPEHT) DL EIST-200-CF3_8 (280mg, 17%) , H o[ 44, ¥ H
HEHT T %,

[0964] A EALAH10

[0965]

ST-200-CF3_8 feédh 10

[0966]  7EN, N 7E60 CH AR (IT) (580ug,4.48umol) FMgHy (435mg, 17. 9mmol) 73 VY4
WRINZEST-200-CF3 8 (280mg,0.448mmol) 7£50mLIE /K FF s o () 9 v v o I S V& 3 it Vi
JNIIM HC1 (150mL) ¥ 2K B 3 [ 7R 75 fif - FHEt0Ac (3x50mL) AEHLJi5 , 45 HL /2 FA M FINaHCo,
(50mL) 57K (50mL) BE¥% , HNa,SO, 45, i g Hlk 4 - 7R m il il tRoE AL 44k (0~20%
EtOAcEPEH) LA 2L A 410 (210mg,97%) , FHoA A4 .

[0967]  'H NMR CDC1, 400MHz85.39-5.35 (m, 1) ,3.93-3.82 (m, 11) ,3.72-3.68 (m, 11 ,
3.59-3.51 (m,1H) ,2.49(s,2H) ,2.10-1.80 (m,8H) ,1.80-1.62 (m,4H) ,1.60-1.39 (m,7H) ,
1.39-1.12 (m,6H) ,1.12-0.91 (m,9H) ,0.69 (s, 3H) .

[0968] & 73495413496

HOQ

[0969]

a4 10 3496 3495

[0970] 10 (280mg,0.577mmol) i ik SFCAfifl, (4% : AS (250mm*30mm, 5um) , £ /& : 20-20% B (A
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=0.1%NH,/H,0,B=EtOH) , #ili : 60mL/min) LA75 2 [ {43495 (20mg , 7%6) F[H 143496 (32mg ,
11%) -

[0971] 3495

[0972] 'H NMR CDC1, 400MHz85.39-5.35 (m, 1) ,4.05-3.98 (m, 11) ,3.93-3.85 (m, 11 ,
3.72-3.68 (m,2H) ,3.59-3.51 (m, 1H) ,2.49 (s,2H) ,2.05-1.72 (m,9H) ,1.55-1.40 (m,7H) ,
1.72-1.40 (m,7H) ,1.40-0.90 (m,9H) ,0.69 (s, 3H) .

[0973]  LCMS Rt=1.08170%f, LA2. 07> Bh tiii%, 30-90AB_2MIN_E.M, 4l 100% ,MS ESI
C,g,,F,0, IM+H-H,0] 1T HLAE 467, 52 IE 467 .

[0974] 3496

[0975]  'H NMR CDC1, 400MHz85.39-5.35 (m, 1) ,4.05-3.98 (m, 1H) ,3.90-3.85 (m, 11 ,
3.72-3.68 (m,1H) ,3.59-3.51 (m,1H) ,2.49 (s, 2H) ,2.05-1.72 (m,10H) ,1.68-1.1.60 (m,
2H) ,1.52-1.25(m,8H) ,1.25-0.92 (m,13H) ,0.69 (s, 3H)

[0976]  LCMS Rt=1.09573%f, LA2. 07> Bl 1%, 30-90AB_2MIN_E.M, 4l )&100% ,MS ESI
C,gH,,F,0, IM+H-H,0] [T HLAE 467, 5L MIE 467 .

[0977]  SEiiti {5135 : 5 3507

OH

[0978]

S§T-200-31-6 5T-200-31-5

[0979]  SEARfL2E3ET HF AT B TG E -
[0980]  Hf[E]AST-200-31-6[#) S &4 48 1] 2= WL, S i 5133
[0981] & FKST-200-31-5

[0982]

ST-200-31-6 3507
[0983]  ST-200-31-6 (210mg,0.43mmol) il SFCAEAY (- AD (250mme30mm, 10um) ) , 4 & -
20-20%B (A=0.1%NH,/H,0,B=EtOH) , Jii34 : 50mL/minbA 3 F| A 43507 (100mg , 45 %) ,
T s o
[0984]  'H NMR (400MHz,CDC1,) 85.42-5.33 (m, 1) ,3.15-3.06 (m, 11) ,2.48 (s, 2H) ,2.08-
1.92 (m,4H) ,1.89-1.57 (m,6H) ,1.53-1.23 (m,8H) ,1.21-0.97 (m, 10H) ,0.96-0.83 (m, 121 ,
0.68 (s,3H)
[0985] & k3507

1.Ho, Lindlar
—"

[0986] 2448
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[0987]  7EN, N KfLindlar 4L 7] (100mg) #S I A LEHIAF f (100mg, 0. 21mmol , B 522,
2345 J%) FEELOAC (5mL) H R VR o K R P v 0 i 0 EL FHH MR e =9k SR 5 W R AE 1 5ps
SARE25 CEAb AN KR A Wi it ik 8+ Fsh i€ H FHEt0AC (3x10mL) WEis o K E MR 45 LA
B FIE A NMRE R E AL B0 12.5% 22, 23- 542 o R4l (19 35077 - THE /MeOH (3/
3mL) H7EN, F HLindlar (100mg) 4b ¥ o b B ik 31 7 it < H FH, PR =K 2R Ja I WL AE
15psi &R N AE25 CE AR KR A 438 i ik 8 1 #8033 H A THF (3x10mL) P ik - K5 E ik
% H MPE (5mL) Aff B LL4S 23507 , HOM [ 4, 4 HAE I e (5mL) Hr £E.25 C Al BE LL1S 33507
(40mg,40%) , L H[E 4. "H NMR (400MHz,CDC1,) 85.42-5.34 (m, 1) ,3.13-3.06 (m, 11) ,2.48
(s,2H),2.09-1.94 (m,4H) ,1.89-1.57 (m,6H) ,1.54-1.34 (m,6H) ,1.32-1.08 (m,5H) ,1.07-
0.97 (m,7H) ,0.94 (d,J=6.4Hz,3H) ,0.89 (s,9H) ,0.68 (s,3H) .

[0988]  LCMS Rt=1.2987%3 %, L2 €1 24T, 30-90AB_2MIN_E, 2 100% ,MS EST
CooHl 6P, 0 [MHH-H,01 [ TH 52415467 , S 467 .

[0989]  SFC E1 Rt=3.887%r %, LA10%y P 1572 ,AD 3 EtOH DEA 5 40 25ML,100%de.
[0990]  iF523507 F13634 1 SEARAY, 2 ()& Ak

OH

Mg #ir
—_—
MeOH R

2 C24 By b aT Al

3507

[0991]

OH

FoH H JE €24 ety
3634

[0992] A THFYA R (0.5mL) ¥ in-BuLi (0.8mL, 2. 5M7E S ki, 2mmol) , £E-70°C ¥ iNDD
(420mg, 0.8mmol) ZETHF (2mL) A1 R - 26 - TOCHERE LW G , £E-T0CHRM R) -2- (T %) &
ZI LT (120mg 5 1. 2mmo1) FETHF (0. 5mL) A ¥ - KR A E - T0°C B FE th HilR #2225
"C HARHE 167N o e B YR A4 F U FINH, C1 (10mL) ¥ K H FEt0Ac (2x5mL) ZEHL . 43 8547 4L
JZ, FHTG7KNa, S0, -4 , 1 8 Hak4ii . 7 AR Y (400mg) B4 T F—2H.

[0993]  #£25°C[AIDDA (400mg , ¥4 J5i) 7EMeOH (30mL) H1 ¥V & 4 iR fINiCl, (8. 29mg
0.64mmol) - A KBS WA ZE60°C , 73 =L Mg #n (671mg, 25.5mmol) 1% S b FIHC1
(1M, 10mL) K , K ¥R A9 FHEt0Ac (2x30mL) ZEHL . & FEHIA HLZ A £E 7K (20mL) Pk, H
Na, SO, 44 , i i FLIR 48 . 5R A Wil £ Llash-combi 44k (0~30%EtOACTEPEH) LT3 £3507
(110mg, AN4lifry) , H Ay, gk — 3 i SFCatifk, ((kF : AD (250mm*30mm, 10um) ) , 4 : 30-
30%B (A=0.1%NH,/H,0 TPA,B=EtOH) ,¥ii& : 50mL./min) LAFFEI3507 (100mg) , FH Iyl {4
[0994]1  'H NMR (400MHz,CDC1,) 85.40-5.34 (m, 1H) ,3.14-3.02 (m, 1) ,2.48 (s,2H) ,2.10-
1.91 (m,3H) ,1.90-1.69 (m,4H) ,1.69-1.51 (m,6H) ,1.51-1.27 (m,7H) ,1.22-0.98 (m,8H) ,
0.98-0.92 (m,3H) ,0.89 (s,9H) ,0.68 (s,3H) .LCMS Rt=1.322%%, LA2r Bh it 241, 30-

90AB_2MIN E,4[E#100% ,MS EST C,oH, F,0[M+H-H, 01 H it 5 1E467, S {467 .
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[0995]  SFC Rt=3.8044; %, LA10 a1k, AD_3_EtOH DEA 5 40 25ML,100%de.
[0996] 1713507 (70mg) FAETHF (10mL) H K ¥ H #5 inPd (OH) ,/C (20% , T4, 100mg) - #57E
EYILEN, (50psi) TAES0CHLH: 18h KR S il Ik Hm 2% ik 4 i R Pyl id £ lash-combi 4§
1k (0~15%EtOAcTEPEH) DATH 23634 (13mg, 19%) , HM[E 1A .

[0997]  'H NMR (400MHz,CDC1,) 83.17-2.98 (m, 1H) ,2.14-1.78 (m,4H) ,1.78-1.60 (m,6H) ,
1.57-1.34 (m,7H) ,1.34-1.00 (m,13H) ,0.98 (s, 3H) ,0.92 (m, 3H) ,0.89 (s,9H) ,0.65 (s, 3H) »
[0998]  LCMS Rt=1.3494r%f,LL2. 03B 3Ey%,30-90_AB E, 4l EE100% , TEMSA5 5.
[0999]  MS MS EST C,H,.F,0(M+H-H,0] 1515469, SLili{5469.

[1000]  5ijifif51)36 : A A% 3634

OH

Pd{OH)g, Hﬁ

[1001] é
F

o FE C24 & shxT A ) F—1
o 50 = FOH H FE C24 & b A A
507

3634

[1002]  Hr[E]4A3507 7Y S50 A0 IR A) 23 IS it 4513
[1003] & %3634

[1004]

3507 3634

[1005]  []3507 (70mg) FETHF (10mL) H ) ¥ ¥ 5 InPd (OH) ,/C (20% , T4, 100mg) - 457
EW{EN, (50psi) T AES0CHEH: 18h Kk & 41 g H 2 4 o R PiE L £ 1ash-combi 2l
H (0~15%EtOAc/EPER) LL1F 33634 (13mg, 19%) , H N[ 14

[1006]  'H NMR (400MHz,CDC1,) 63.17-2.98 (m,1H) ,2.14-1.78 (m,4H) ,1.78-1.60 (m,6H) ,
1.57-1.34(m,7H) ,1.34-1.00 (m, 13H) ,0.98 (s, 3H) ,0.92 (m,3H) ,0.89 (s,9H) ,0.65 (s,3H) «
[1007]  LCMS Rt=1.3497} %k, 2. 07 #4375, 30-90_AB_E, 4E£100% , ToMS1E 5 .
[1008]  MS MS ESI C,H, F,0[M+H-H,0] 1512469, SL K 469.

[1009]  SEZjifif5i37: & H%3788

Pd(OH),, H,

[1010] E E
Fé“h F%ll
F HO FHO H

ST-200-31-4 3788
[1011] A [EAST-200-31 - 41 S 56+ 38 1] 2= L5251 33 o
[1012] & %3788
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ST-200-31-4 3788
[1014]  #Pd (OH) ,/C (100mg) 7R N ZEST-200-31-4 (60mg, 0. 12mmol) 7ETHF/MeOH (5mL/5mL)
H RV ELRHR S 0 B, SO 78 = R 5 S ¥ I B AEB0°C #E50psi Hy M4+ 16h.
W 2 REVR A iE i ik v+ B g, FHEt0AC (100mL) B85k o T8 VA 4 LA 43 B A 46 (1 ST - 200 -
31-3B, H O A . [ A ST-200-31-47ETHF /MeOH (3mL/3mL) H ) %538 h 7 JmpPd (OH) ,/C
(50mg) HORHVR &P < H FHH, SO 73R AR 5, 4 I R AES0 CAESOpsi H, T4+ 72h 4 2
YR A i i i BT U, FHEt0AC (100mL) ek o K 8 i 4i LA #5 B40mg KL =40 , #g HAE
IEC bt (2x3mL) At BE LS 23788 (Tmg , 17 %) , H [l 44
[1015]  'H NMR (400MHz,CDC1,) 83.19-3.08 (m, 1H) ,2.13-1.81 (m,4H) ,1.77-1.58 (m,4H) ,
1.54-1.35 (m,9H) ,1.34-1.01 (m,13H) ,1.01-0.96 (m,3H) ,0.94-0.86 (m, 12H) ,0.66 (s,3H) .
[1016] LCMS Rt=1.313%3%F,L2. 0% Bhta1%i%,30-90AB_2MIN_E, 4l F98% ,MS ESI
CooHl gF,0 [MHH-H,01 [ 52415469 , S M 469 .
[1017]  SEJiaf5)38 : & A 3877 13886

[1018] Messi ST-200-CF3_6C
t BuOK THF QVO/ n-BuLi
ST-200-74-5_1 ST-200-74-5_2 ST-200-74-5_3 3877
(10191 3877 AR ZER T LAR s @ I NMRHE €
[1020] & H%ST-200-74-5 1

MesSI
i
[1021] o t-BUOK THF G,

ST-200-74-5_1 ST-200-74-5_2
[1022]  {EN, T ££35°CHfMe,ST (4.71g,23. Immol) ¥R NZ t-BuOK (3.98g,35. 6mmo1) FETHF
(40mL) T ) BV  E35 CHERE3Omins J& , ZE35 CI MIST-200-74-5 1 (2g,17.8mmol) EI’J
VI IR A TE35 C itk 16hrs , Fsat .NH,C1 (50mL) ¥ K H FHEt0Ac (3x50mL) ZEHL . &
[¥1H HLAH FNa, SO, 452 , b 8 H L =% /K%U\fﬁ»ﬂST 200-74-5_2 (1.8g, KW R) , HoAWAA,
BHEZHAT T 5.
[1023] A kST-200-74-5 3
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[1024] ST-200-CF3_6C
—'..
O _ .
7[ :l n-BuLi F3Cl'-

HO  H
ST-200-74-5_2 ST-200-74-5_3

[1025]  ¥n-BuLi (0.948mL,2.5M7EC %EH, 2. 37Tmmol) ¥ AN ZETHF (5mL) - 7£-70 CHRANST -
200-CF3_6C (500mg,0.949mmo1) 7ETHF (15mL) H ¥R - 7£- 70 CHiFE 1hf5 , 75 -T0 C I N6 -
BRI -1-5 2402 [2. 5] 2= 4% (358mg, 2. 84mmol)  KFIRAWILE-70°C H M1/, 2R R iR AR
15°C HAw#E 16/ o FINH,C1 (50mL) 2K J& , ¥4 &4 FHEt0Ac (2x30mL) 2 HL. 73 BS A HLE
FINa, S0, T4, b 98, # 48 , Hi@id combi - flash&fifh (0-20%EtOAcYEPEH) LATH ST -200-
74-5_3 (350mg W BD) , HONPEA K HEEHT 2.

[1026] & %3877

Ph
O\\é =0
“, OH
MeOH
HO H
ST-200-74-5_3 3877

[1028]  }4ST-200-74-5 3 (350mg,0.536mmol) fEMeOH (30mL) 1 VAR AE6S C N . 7E65°C
— MRS Mg (513mg, 21 . 4mmol) o K VR-APITESS C 13 Lho #5478 54 FHHCL (40mL, 2N) %
K E H e A2 P iE H FHDCM (2x30mL) AHL o & 1) B2 FiNa, SO, 45, i i , Wk g HLadid f:
Jie i ali4k (0-12% EtOAcTEPEH) LA 23877 (12mg,4%) , H AR

[1029] 3877:

[1030]  'H NMR (400MHz,CDC1,) 62.11-1.90 (m,3H) ,1.89-1.74 (m,2H) ,1.73-1.58 (m,5H) ,
1.53-1.43 (m,6H) ,1.42-1.19 (m,14H) ,1.18-0.96 (m,7H) ,0.96-0.80 (m, 10H) ,0.74-0.60
(m,4H) »

[1031]  LCMS Rt=1.728%r%, LA24r B o il 24T, 30-90AB_2MIN E,4lfE100% .

[1032]  MS ESIF## (2.939-3.09243 %, 107X #94#) Frag=50.0V,80-100 1 4min.m,MS
EST C,,Hy F30,Na [M+Na] (¥ 5 {E 535, SEI{EB35.

317751
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-
Mg # '
- <
[1033] MeOH
ST-200-74-5_3
.
[1034] & KST-200-096-011A/B
o. Ph
=0 4
P OH
Mg #
——— - <
[1035] MeOH
ST-200-74-5_3
-

HO H
ST-200-096-011B (3877)

[1036]  7E65°CHST-200-74-5 3 (700mg,1.07mmol) ZEMeOH (40mL) H V& W o — I Vs
NiCl, (27.6mg,0.214mmol) Mg (1.02g,41.8mmol) ¥R AWITEES CHEFE105): fh. — I ME
ISRy (513mg,22. 3mmol) o fE65 CHEFE105 5 , K A4 FHHCT (200mL, 1N) 9% K H.
FHEtOAc (3x50mL) Z£HL o & FH:1¥1H HLAH FiNa, SO, F-45% , it i , ¥4 Hd i combi - flash4fifh, (0-
15%Et0Ac£EPEH) LAFR F]ST-200-096-011A (63mg,11% ,U§1) FIST-200-096-011B (114mg,
20% ,U%2) , HoA 44

[1037] 3877

[1038]  'H NMR (400MHz,CDC1,) 82.09-1.93 (m,3H) ,1.90-1.76 (m,2H) ,1.73-1.57 (m,8H) ,
1.51-1.34 (m,8H) ,1.33-1.18 (m,6H) ,1.17-0.98 (m,8H) ,0.97-0.87 (m,7H) ,0.84 (s, 3H) ,
0.73-0.63 (m,4H) .

[1039]  LCMS Rt=1.39143%F, LA243Bh il Z 4T, 30-90AB_2MIN E, 4li5100% .

[1040] MS ESTI#I4# (1.955-2.16% %%, 8¢k %) Frag=50.0V,80-100 1 4min.m,MS ESI
C,, Hy F30,Nafy v 5548 [M+Na] 535, SEHII{E535.

[1041]  'H NMR (400MHz,CDC1,) 62.09-2.00 (m,2H) ,1.99-1.89 (m, 1) ,

[1042] 1.87-1.76 (m,2H) ,1.71-1.61 (m,3H) ,1.55-0.42 (m,10H) ,1.41-1.19 (m,13H) ,
1.14-0.96 (m,6H) ,0.95-0.86 (m,7H) ,0.84 (s, 3H) ,0.72-0.62 (m,4H) .
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[1043]  LCMS Rt=1.45043%, LA243h itk 24T, 30-90AB_2MIN E, 4l fF100% .

[1044]  MS ESTHI## (1.938-2.61743 %, 9k H1##) Frag=50.0V,80-100_1 4min.m,MS ESIT
C,,Hs F30,Na [M+Na ] 1 11 58535, 52 I {E 535

[1045] st f51139 : A 3983

[1046] _Messl VO ST- znn CF3_6C
t- BuOK - BuLl
H H
B ST-200-74-5_2 ST-200-74-6_3 3883

[1047]  ST-200-CF3 6CHI& %3 WLt f515 .
[1048] & ERST-310-15-2 2

MesSI
—»
[1049] O t-BuOK

P ST-200-74-5_2

[1050] /HMe SI1(13.6g,66.7mmol) A1t-BuOK (17.8mL,5MZETHFH,89.0mmo1) ZEDMSO
(100mL) A (A AR FLYE25 CLEN, N In#304 % K 3R B (5,44 . 5mmol) V8 % J B
G HAE25 CHEFES /N o )W 7K (300mL) Ab#E , FHEt0AC (2x100mL) ZEHL . & H- A HLAH H
7K (2x300mL) « #h7K (2x300mL) ¥k , F TG 7KNa, S0, F-## , i i H L A IR 47 LA13 3ST-200-74-
5 2(4g,71%) , HoAWUA.

[1051]  'H NMR (400MHz,CDC1,) 82.59 (s,2H) ,1.72-1.50 (m,12H) .

[1052] & A%ST-310-15-2 3

[1053]

ST-200-74-5_2 ST-200-74-6_3

[1054]  #E-70°C7EN, F¥fn-BuLi (0.568mL,1.42mmol ,2.5M7ECL KEH) ¥R I 4EST-200-CF3

6C (300mg,0.569mmol) 7ETHF (3mL) IR & FN 2 -T0°CJa , TR N1 - A %R (2. 6] b

(107mg,0.853mmol) o ¥4 /2 87 #2225 °C HAE25 C At 12/ o 12 s B FINH, C1 (10mL, 1 Al

JKIE) 7K (50mL) ¥ 2K H FHEt0Ac (3x10mL) ZEHL o -5 I (1A HLAHH A8 U1 215k m ), i

I e i 1k Atk (PE/EtOAc=10/1~5/1) LAfF 21k &4ST-200-74-6_3 (200mg , AN 4EH) ,
HoAMRY IR GV EEHT F—5.

[1055] & %3983
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[1056]

ST-200-74-6_3 3983

[1057]  #4ST-200-74-6 3 (200mg,306umol) £EMeOH (50mL) H IR IN# E60°C . 7E60°C 43
V9435 Mg # (371mg, 15.3mmol) - FE60 CHiFE: 1h/5 , # IR &4 FHHCL (50mL , 2M) ¥ K H 2] )
J% 3% 7% H FHEt0Ac (2x50mL) 22 o & I 1A HLAH FNa, S0, T4 , 1 i HLk 4 B i i phod A
alifl (0-40%EtOAcTEPEH) LLF53 23983 (15mg, 12%) , H A 44

[1058]  'H NMR (400MHz,CDC1,) 82.12-2.00 (s, 1H) ,1.99-1.92 (n,2H) ,1.89-1.77 (m,2H) ,
1.74-1.57 (m,10H) ,1.57-1.52 (m,6H) ,1.41-1.17 (m,13H) ,1.16-0.95 (m,7H) ,0.94-0.82
(m,6H) ,0.72-0.63 (m,4H) .

[1059]  LCMS Rt=0.6904)%f, LL2r a1l Z 4T, 30-90AB, 41 E100% .

[1060]  HRMS MS EST C, H, F.,0[M+H-H,0] )i+ 5 {495, LMK 495.

31"°50" 3
[1061]  SEjf5]40 : & %4023

[1062]

ST-200-CF3_6C M-1-19_3 4023
[1063]  ST-200-CF3_6C[H& %] 2 W, S2jife5 .
[1064] & JEM-1-19 3

[1065]

ST-200-CF3_6C M-1-19_3

[1066]  7EN, F7E-70°CHfn-BuLi (2.5M,1.42mmol,0.568mL) ¥ I ZE THF (2mL) o 4R 5 , i A
ST-200-CF3_6C (300mg,0.569mmol) 7ETHF (2mL) H ft) = v W LA 15 B BV W . 76 - T0 C 1iE #E:30
YIS TN - A (2. 5] SE 4% (126mg, 1. 13mmol) IR o« 45 S S 7E 3t R LE 25 C ot EE 16 /)N
It BRS8N VK- 7K (20mL) Hr H HEt0Ac (2x30mL) ZEHL . & 3 HIA HLE FHEh /K (30mL) ¥k
¥, FINa, SO, T4, b 8 H B 25 ik 45 LA/ EIM-1-19_3 (280mg , KA 57) , oA, 4 L Bz
T

[1067]1  &)%4023
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[1068]

M-1-19_3 4023

[1069]  7E25°C, ¥ Mg (212mg,8.75mmo1) FINiCl, (11.3mg,0.088mmol) ¥ IHZEM-1-19 3
(280mg, 0. 438mmo1) £E20mL TG 7K FFY I e (K1 1A W o %&é%ﬁo CHEHETh IR EP1E10°CIE
BL2M HC1 (50mL) ¥4 2K . 21 [#] 1A 75 fiff o K I8 & ) FHEtOAc (50mL) ZEH . A7 HLJE Ml sat . NaHCO,
(50mL) «#h7K (50mL) ¥ , FNa,SO, ) , ik 8 HIRAg Bl AR Wi i ek AL 4548 FHPE/Et0Ac =
10/ 13 B LA 13 214023 (38mg, 14%) , H A [ 44

[1070]  'H NMR (400MHz,CDC13) 62.08-2.02 (m,1H) ,2.01-1.94 (m,2H) ,1.89-1.78 (m,2H) ,
1.71-1.59 (m,5H) ,1.53-1.32 (m,13H) ,1.30-1.05 (m,13H) ,1.03-0.83 (m,9H) ,0.72-0.85
(m,4H) »

[1071]  MS MS ESI C, H, F.0M+H-H,0] B+ {5481, Szl {5481

307748 3

[1072] jeﬁﬁ{ﬁj4l./\5524155$l14156

CyMgCl
-
THF

KOH -
THFIMeOHH,0

[1073] o A

ST-200-74-1_8A
0. . i
A 7
NSO

F OH A KOH

ST-200-74-1_6 ST-200-74-1_7

5T-200-74-1_8B

[1074]  ST-200-74-1 5[4 %S WaLitf|11
[1075] & AKST-200-74-1 6

[1076]

ST-200-74-1_5 ST-200-74-1_6
[1077]  ZEO0CHIFCHEALEE (2.55mL,5. Immol , 2MZETHF ) W I & ST-200-74-1 5
(440mg, 1.02mmo1) 7ETHF (10mL) H I H o R A WTE25 CHEFE Lh o BV G4 K
(20mL) ¥ 2K H.HIEt0Ac (2x20mL) 2B . & FF KA B I EE/K (50mL) Pei , HiNa,S0, 1% , il €
HE WY 5% 4 Y vk ek 4l 4k B (PE/EtOAc=5/1) ¥Efi LA FIST-200-74-1 6
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(400mg,77%) , HoA 1A

[1078] 'H NMR (400MHz,CDC13) 83.32-3.28 (m, 1H) ,2.28-2.23 (m, 1H) ,2.08-2.02 (m, 1H) ,
1.98-1.79 (m,6H) ,1.58-1.34 (m,15H) ,1.30-1.00 (m,15H) ,0.95-0.83 (m,8H) ,0.72-0.65
(m,4H) »

[1079] & HEST-200-74-1 7

ST-200-74-1_6 ST-200-74-1_7

[1081]  7F25°C, KA L& (164mg, 1. 17mmol) s HINZEST-200-74-1 6 (400mg,0.78mmol)
TEMERE (4mL) H IR IR A YITE25 CHERE L2/ R A BN K (50mL) HH 4R 2.
i (2x50mL) FEHL o & F 1A HLZE FHER /K (20mL) B, FINa, SO, 08 , i 98 H B 25346 . B R W
T AT 44k (PE/Et0Ac=10/1) Pl LAFF 2IST-200-74-1 7 (315mg,65%) , H AR
Y

[1082] 'H NMR (400MHz,CDC13) 68.06-8.04 (m,2H) ,7.62-7.50 (m, 1H) ,7.46-7.43 (m,2H) ,
4.98-4.90 (m,1H) ,2.07-2.04 (m,1H) ,1.95-1.92 (m,1H) ,1.82-1.55 (m,10H) ,1.54-1.30 (m,
10H) ,1.28-1.05 (m,13H) ,0.99-0.93 (m, 10H) ,0.67-0.61 (m,4H) .

[1083] & HST-200-74-1 8A,8B
. OBz

[1084]

ST-200-741_7 e

ST-200-74-1_8B
[1085]  ST-200-74-1_7 (315mg) i it SFCAifk (4% : AD (250mm*30mm, 5um) , 2 44:0.1%
NH, .H,0, IPA, B /& : A40% ££40% , 1% (ml/min) :60mL/min,25°C) LL{FH|ST-200-74-1 8A
(115mg,37%) FAST-200-74-1 8B (108mg,35%) , H A [E 44 .
[1086]  ST-200-74-1 8A
[1087]  'H NMR (400MHz ,CDC13) 88.06-8.03 (n,2H) ,7.58-7.53 (m, 1H) ,7.46-7.43 (n,2H) ,
4.98-4.90 (m,1H) ,2.07-2.02 (m,1H) ,1.96-1.91 (m,2H) ,1.84-1.62 (m,12H) ,1.53-1.24 (m,
11H) ,1.22-0.96 (m,12H) ,0.94-0.83 (m,7H) ,0.70-0.64 (m, 1H) ,0.61 (s, 3H) »
[1088]  ST-200-74-1 8B
[1089]1  'H NMR (400MHz,CDC13) 88.06-8.03 (n,2H) ,7.58-7.53 (m, 1H) ,7.46-7.43 (n,2H) ,
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4.98-4.90 (m,1H) ,2.07-1.91 (m,3H) ,1.84-1.69 (m,7H) ,1.67-1.48 (m,9H) ,1.43-1.32 (m,
4H) ,1.30-1.02 (m,13H) ,1.01-0.84 (m,9H) ,0.7-0.62 (m,4H) »
[1090] & /4156

KOH

[1091]

ST-200-74-1_8A

[1092] 4KOH (52.1mg,0.93mmol) A INFEST-200-74-1 8A(115mg,0.186mmol) fETHF
(2mL) \MeOH (1mL) FI7K (1mL) 91 ¥ o K IR A M 7E60 CHEFE 16 /N o K VR A 0 3N K
(20mL) 71 H AHEt0Ac (2x40mL) ZHL . & FFHIAHLZ HIER /K (30mL) Hei , HiNa,S0, )4, il ik H.
AR TR R Y@ s A a4k (PE/EtOAc=5/1%23/1) LA13 314156 (56mg,59%) , F [ 14
[1093]  'H NMR (400MHz,CDC13) 83.31-3.27 (m, 1H) ,2.08-2.02 (m, 1H) ,1.98-1.93 (n, 2H) ,
1.84-1.72 (m,5H) ,1.70-1.60 (m,7H) ,1.51-1.46 (m,2H) ,1.42-1.36 (m,3H) ,1.34-1.11 (m,
13H) ,1.06-0.85 (m,13H) ,0.72-0.65 (m,4H) .

[1094]  MSMS EST C, H, F,0M+H-H,0] K13+ 545495, SL{E495.

[1095] & %4155

s _QBZ

[1096] ¢ “ .
NOOE

F—u
F OH H F
ST-200-74-1_8B

[1097]1  ¥KOH (49mg,0.875mmol) s IN%ST-200-74-1 8B (108mg,0.175mmol) ZETHF (2mL) «
MeOH (1mL) F17K (1mL) H ¥R o VR S WILE60 C Hii b 16/ B iR & 18] A 7K (20mL)
H FHEtO0Ac (2x40mL) ZEHL . & I HA L2 FEE7K (30mL) Beik , HINa, SO, T , i IiE HIk 4 . 5k
S it Pk k44l (PE/EtOAc=5/1%3/1) LATE 54155 (56mg,62%) , H N A.

[1098] 'H NMR (400MHz,CDC13) 63.31-3.27 (m, 1H) ,2.08-2.02 (m, 1H) ,1.98-1.93 (m,2H) ,
1.84-1.72 (m,5H) ,1.70-1.60 (m,6H) ,1.51-1.34 (m,9H) ,1.31-0.97 (m,17H) ,0.95-0.85 (m,
6H) ,0.72-0.65 (m,4H) .

[1099]  MS MS ESI C,H_ F,0,Na[M+Na] [yt 518535, SCiM{E535.

[1100]  {ESZ41550 SEARAL A A R

KOH

e T P

THF/MeOH/H,O F
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$T-200-096-008_1 ST-200-096-008_2 §T.200.096-008_3

ST-200-096-008

[1101]

A fE C24 et atisdh

ST-200-096-008_5 ST-200-096-008 {4155)

>0 X oo 20 P00~
[1102]  7EN, F{E30°C[aIC,H,IS (117g,578mmol) 7ETHF (300mL) Hh ) k7 i HH 2 18 ¥ it -
BuOK (99.6g,890mmo1) 7ETHF (400mL) HH )W o 44 = R A 30 CH #3043 8 . AR S5 FE0 CF%
ST-200-096-008 1 (50g,445mmol) £E100m1 THF = {1 VAR IN 2 IR &9 . fE30°CHt+E16hrs
J&  F IR A 8] Nsat .NH,C1 (600mL) H H FHEtOAc (2x200mL) ZEHL . 45 145 HLAH A #h 7K
(400mL) HE i > FiNa soﬁk 198, HAEA0CLENR T <45 LA 75 2ST-200-096-008_2 (55¢,
KPR H Ak
[1103]  'H NMR (400MHz,CDC1,) 82.75-2.65 (m,2H) ,2.55-2.50 (m, 1H) ,1.90-1.80 (m, 1H) ,
1.78-1.58 (m,4H) ,1.30-1.00 (m,6H)
[1104]  7EN, F{E30°C[IC,H,IS (117g,578mmol) 7ETHF (300mL) Hh ) k7 i HH 2 18 ¥ it -
BuOK (99.6g,890mmo1) ETHF (400mL) HH AV o 4 = R A 30 CH #3073 8 . AR S5 £E0 CF%
ST-200-096-008 1 (50g,445mmol) £E100m1 THFH {1 VAR IN IR &9 . fE30°CHt+E 16hrs
JG IR A5 Asat . NH,C1 (600mL) H FEtO0Ac (2x200mL) ZEHL . & 3 (145 HLAE A #h 7K
(400mL) B » FNa,SO, T4, i € , HAE40C LN T K45 LA 3 2ST-200-096-008_2 (55¢,
KPR H Ak
[1105]  'H NMR (400MHz,CDC1,) 82.75-2.65 (n,2H) ,2.55-2.50 (m, 1H) ,1.90-1.80 (m, 1H) ,
1.78-1.58 (m,4H) ,1.30-1.00 (m,6H)
[1106]  [fR,R-cat (190mg,0.316mmol) 7E ¥ % (3mL) 1 (1% ¥ 1 ¥ JNACOH (189mg,
3.16mmol) o BFIE A WIAE25 CLEZS S HR Fit #E30 5B HL 3 2% R 48 LA ML AR R € [ 4 o K7 45
TEAL TN TR RYIE25 CIET2- R RS A TS (10g,79. 2mmo) K [ B e 1 220°C, H
2857 B InH,0 (783g,43 . 5mmol) o AE25 CHiEFF24hrs &, ((2R) -2- M FA A A LE g,
15.8mmo1,20.0%) i it M S BV A W) 2848 53 25 - 125 C [ ST-200-096-008_3 (50mg,
0.396mmol) FNTEA (39.9mg,0.396mmo1) ZEMeOH (3mL) qﬂﬁ@i*%fztiﬂiﬁm%—z Bl (63 . 4mg,
0.396mmol) . 725 CHiFE2hrs fi7, (2R) -2- A LA A Hi i ee % 8 i F MHEHPLCII 2 N
82.7% .
[1107]  SFCU1:Rt=2.033%%, LA1043 Bl 1%, Chiralpak AD-3 100X4.6mm 1.D.,3n
m,82.7%ece.
[1108]  [H THF (I1mL) ¥ NBuli (1.12mL,2.5M7E ke ,2.82mmol) o« 7E - 70 °C ¥ ST -200 -
CF3_6C (600mg,1.13mmol) fETHF (6mL) H AW - K VR & WAE-T0°CHi it Lho £ -70°C ¥ N
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(2R) -2-IA A AT BE (213mg, 1.69mmol) o fE30°CHi 4 By F:16hrs f5 , R MBS H
sat.NH,C1 (50mL) ¥ K H HEt0Ac (2x30mL) 2 . & JF 196 L JE FINH,C1 (50mL) ¥, H
Na, SO, T4 , b I, e 45 LAAS BP9 (700mg) , HoMilik AR H BB T 1~ 5.

[1109]1  {E65°C[H]ST-200-096-008 4 (700mg,1.07mmol) ZEMeOH (60mL) F i 7 W — i 1tk
ZNJINICL, (27 .6mg,0.214mmol) FMg#p (1.02g,42.8mmol) « ¥R A WITESS CHiFE105 8l —
«Arimu%ﬁwg% (513g,21.4mmol) - 7E65 CHEHE 10581 5 , K 7R &4 HHCT (120mL, IN) ¥
K HHEt0Ac (3x50mL) A HL o & JF 1A HUAH FNa, SO, T4 , i g , ¥4 HiEid combi - flashli
1k, (0-15% EtOAcZEPEHT) LL#35ST-200-096-008 (300mg ,55%) , H: Ay [E 44

[1110]  'H NMR (400MHz,CDC1,) 83.35-3.25 (m, 1H) ,2.10-2.01 (m, 1H) ,2.00-1.91 (m, 1H) ,
1.78-1.72 (m,5H) ,1.71-1.58 (m,9H) ,1.56-1.10 (m,19H) ,1.09-0.98 (m,4H) ,0.97-0.86 (m,
4H) ,0.84 (s,3H) ,0.72-0.60 (m,4H)

[1111]  {E25°C[H]ST-200-096-008 (300mg,0.585mmo1) ZEMLE (5mL) H ) 1AV o s b4 FY
P & (164mg, 1. 17mmol) - FE25 CHEFE 12/ J5 , KR & MBI K (50mL) o H FH 4 1R 4 1
(2x30mL) ZHL . & I A HLZ FHERK (50mL) Pedk , FINa,SO, T4, i i H I 25 e 4 om0
e AR 4L (PE/EtOAc=10/1) P LA1E EIST-200-096-008_5 (300mg) , H:Ay[Hl {4 , Hoid
RESFCAy B (K : AD (250mm*30mm, 5um) , /% : 35-35% B (A=0. 05 % NH,/H,0, B=MeOH) , it i#
n/a mL/min) A3 E]100%der=4) (190mg,52% F=3 , 2:5) , HAREA.

[11121  'H NMR (400MHz,CDC1,) 88.08-8.01 (m,2H) ,7.58-7.52 (m, 1H) ,7.58-7.40 (m,2H) ,
4.98-4.90 (m,1H) ,2.19-2.10 (m,2H) ,1.97-1.89 (m, 1H) ,1.83-1.58 (m,12H) ,1.56-1.35 (m,
8H) ,1.34-0.95 (m,15H) ,0.94-0.89 (m,3H) ,0.88-0.79 (m,4H) ,0.70-0.59 (m,4H) .

[1113]  SFCU&1:Rt=5.105% £ A& 2Rt =5.6445 81, LL10 B i%3% ,AD 3 EtOH DEA
5 40 25ML (“#%:Chiralpak AD-3 150X 4.6mm I.D.,3umifizhAH:A:C02 B: FAEE (0.05%
DEA) B : 590 BH PN 5% £40 % BHEA0 % 1R FF2. 550 8h, SR 55 % BIRFF2 . 540 8, Vit : 2. 5mL/
min, #37L:35°C7) .

[1114]  SFCI&1:Rt=5.313%r %, LL10% By, AD_3_EtOH_DEA 5 40 25ML,100.0%
de.

[1115]  [E]ST-200-096-008 5 (190mg,0.308mmol) ZETHF (2mL) FMMeOH (4mL) F17K (1mL) = (¥
VWS IINaOH (246mg , 6. 16mmol) o fE50 CHiidE 16hrs 5, ¥R G A /K (20mL) H H H
EtOAc (2x20mL) ZEHX . & FH A HLIE 3R 7K (30mL) PEik , FiNa, SO, T4 , ik I H ik 4i . 7 R 1
T Pod A4k (PE/EtOAc=5/1%3/1) LA15 HIST-200-096-008 (126mg,80%) , H Al 14
[1116]1  'H NMR (400MHz,CDC1,) 83.35-3.25 (m, 1H) ,2.10-2.01 (m,2H) ,2.00-1.91 (m, 1H) ,
1.78-1.72 (m,5H) ,1.71-1.58 (m,5H) ,1.56-1.50 (m,5H) ,1.49-1.18 (m,13H) ,1.17-0.95 (m,
8H) ,0.94-0.86 (m,4H) ,0.84 (s,3H) ,0.70-0.61 (m,4H) .

[1117]  LCMS Rt=1.38943%1, LA253 Bl (433 Z47T, 30-90AB_2MIN_E, 4l f£100% .

[1118]  MS EST#I4H (1.981-2.144%r %, 117X $4#) Frag=50.0V,80-100_1_4min.m,MS
EST Cy,HF,0,Na [M+Na] {11 546535 , SEII{E535.

[1119]  SEjafsl42 . & 425814259
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Mg #3

MeOH

[1120] M-1-14.1

(11211 42590 ST ARAY 238 o XS 2R B R IF 52 . ST-200-CF3 6CHY & 3 7 2 WL 52 i 51]5
[1122]  &/EM-1-14 2

Me;SI
_—

[1123] tBUOK Q

)

M-1-14_1 M-1-14_2

[1124]  7EN, FAE15°ClaMe3ST (1.88g,9.26mmol) fETHF (10mL) H [ & V5 9 & M2 VR it -
BuOK (1.59g,14. 2mmo1) ZETHF (5mL) H FIVA VR - 4 R ZE 15 C 3043 8o SR JS TE0 C KM
1-14_1(1g,7.13mmol) #E5m1 THF R N 2298 90 - S I R IR B WIAE 15 C R 16
NI o 1Z N sat . NH,C1 (60mL) ¥ K H. JAMTBE (3x30mL) £ HX . & Jf 19 A HLAH F #h 7K
(100mL) ¥ » HINa,SO, T, 3 38, HAEA0 CHESRR S kA LAAS EIM-1-14 2 (g, D) , I
AR

[1125]  'H NMR (400MHz,CDC1,) 82.65-2.55 (m,2H) ,1.90-1.80 (m,3H) ,1.74-1.66 (m,1H) ,
1.60-1.46 (m, 1H) ,1.42-1.22 (m,2H) ,1.21-1.10 (m,3H) ,0.92-0.80 (m,6H)

[1126] & M-1-14 3

[1127]
ST-200-CF3_6C

n-BuLi FiCi-

HO  H

M-1-14_2 M-1-14_3
[1128]  7E-70°C[A) THF (0.5mL) ¥ fin-BuLi (0.568mL,2.5MfEC. %297, 1. 42mmol) « E-70°C
W NST-200-CF3_6C (300mg,0.569mmol) 7F THF (2. 5mL) HH IV . £ - 70°CHe R Lh ) , VR N6 -
SR FE-1-E R [2.5] b (131mg,0.853mmol) o IR S WIAE -70°C F-i £k 1h 4R Ja B s v
WA YR AE 15°C ALBEHE 16/ o K TR A4 FANH,C1 (50mL , Y A1 7K #5¥) ¥ K H FEt0Ac
(2x30mL) I . & FFI A HUAH FNa, SO, 458, it i, HIkAg LA 3IM-1-14 3 (350mg , #4)5)
FHoRMER B HEERT 95,

136



CN 115181153 A W OB P 127/305

[1129] & %4259F14258

[1130]

[1131]  7£65 cmM 1-14 3(350mg,0.513mmol) ZEMeOH (30mL) H ) 31k — YR PE VR i
NiCl, (13.2mg,0.102mmo1) FMg#y (492mg,20.5mmol) . FE65 CHIFE1077 15 , ~N§aﬂ%bn4§)
ﬁl\MgPl‘ﬁJ (244mg, 10. 2mmol) ¥R S E65 C HfiFE 107 8 KV &4 HHCL (50mL , 2N) %K
2 N AZ7EE H HE0AC (3x20mL) REHL . & FFH) A HLJZ I AHING,C1 (50mL) P , FHiNa,S0,
THE, LUk, Wedn LB I R R (0 iy 4l Ak, (0-15% EtOAc#EPEH) PL75 314258 (24mg,8.6% ,
4258) F14259 (50mg , 18% ,4259) , H: Jy [l 44

[1132] 4258

[1133]  'H NMR (400MHz,CDC1,) 82.10-2.01 (m, 1) ,2.00-1.92 (m,2H) ,1.89-1.56 (m, 121 ,
1.51-1.33(m,8H) ,1.32-1.18 (m,6H) ,1.17-0.98 (m,9H) ,0.98-0.89 (m,4H) ,0.88-0.83 (m,
9H) ,0.74-0.63 (m,4H) »

[1134]  HPLC Rt=7.214%3%%,LA10. 043200 3%7%,50- 100AB E, 4l E598.8% .

[1135]  MS 80-100 1 4min.m,MS ESI C,H_ F.0[M+H-H,01 (¥iH5{5523, Sl {E523.
[1136] 4259

[1137]  'H NMR (400MHz,CDC1,) 82.10-2.01 (m, 1H) ,1.98-1.91 (m,2H) ,1.89-1.75 (m,2H) ,
1.73-1.569 (m,6H) ,1.55-1.33 (m,11H) ,1.32-1.14 (m,10H) ,1.13-0.92 (m,7H) ,0.91-0.83
(m,12H) ,0.73-0.62 (m,4H) .

[1138]  LCMS Rt=1.81643%¥, A2, 07 fh ik ,30-90AB E, 4 100% .

[1139] MS 80-100DB 1 4min.m,MS ESI C33H54F30[M+H-H20] Fit 5523, SZil{E523.
[1140]  SEZjitaf543: & 4360

Me38I ST 200-CF3_6C
|E| 0K - BuL

M-1-13_1 M-1-13_2

[1142]  &HiM-1-13 2

[1141] Mg 4

M938I

[1143] tBuOK

M-1-13_1 M-1-13_2
[1144]  {EN, F#E15°CIHC,H,IS (17.1g,84.2mmol) fETHF (100mL) H () BV HH 218 R it -
BuOK (14.4g,129mmo1) 7ETHF (50mL) H (¥ o F VWA 15 CHEFE307 Bl o SR IS 7E0 CAM-
1-13_1(10g,64.8mmol) fE50mL THF M1 2R U N » FHE G PIAE LS CHEFE 16/ o8
TRAYE Nsat .NH,C1 (300mL) # H FHEtOAC (3x100mL) £ HL . & 394 HLAH A £ 7K (300mL)
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ek, FINa, SO, F#, ik 3, BAE40 C AR N IRAE AT EIM-1-13_2 Og, M B0 , Hoiia
[1145]1  'H NMR (400MHz,CDC1,) 82.65-2.55 (m,2H) ,1.92-1.72 (m,4H) ,1.42-1.22 (m,3H) ,
1.21-1.01 (m,2H) ,0.88(s,9H) .

[1146] & HM-1-14 3

[1147]
ST-200-CF3_6C
—_——
o P
n-BuLi FsCi: !
HO H
M-1-13_2 M-1-13_3

[1148]  [HTHF (0.5mL) ¥ Hin-BuLi (0.568mL,2. SMIEC ke, 1. 42mmol) o £ -70° CHRANST -
200-CF3_6C (300mg,0.569mmo1) 7ETHF (2. 5mL) H VAR - 7E-T0 CHEHE 1h 5 , 72 - 70 C IS ING -
BT HE) -1- 428 [2.5] ¥ %% (143mg, 0.853mmol) o FHIR S 4E - 70°C FE-4tHE 1h, SR 5 I 74
Z15°C HAiHk 16/ o 1% ) B Fisat . NH,C1 (50mL) ¥ K H FHEtO0Ac (2x30mL) ZEHL . 73 B5 45 AL
JZ, FNa, S0, T, i i€ , FLiR4ELAF 2IM-1-13 3 (350mg, FA B , HoNRER, K ER AT
T~

[1149] & %4360

M-1-13_3 4360

[1151]1  #E65°CHM-1-13_3 (350mg,0.503mmo1) 7EMeOH (30mL) H fy ¥ ¥ — i k¥ Jon
NiCl,(12.8mg,0.100mmol) FiMg¥y (482mg,20. Immol) o FH IR A FEES CHEFEL05 4 SR JE7E
65 C— UM 573 —HEUR Mg A (240mg, 10. Ommo1) o i & I 7E65 C HE it P 10 %h . 1% X
J§2 HIHCT (50mL , 2N) VK B 31 S [ 42 535 H HIEt0Ac (3x20mL) 2 HX . & I B A HL )= HIHL AN
NH,C1 (50mL) P& » FNa,SO, T, 1 9 , e 4 H il i fek i e 1% vk 404K (0-15% EtOAC/EPEH)
LA1534360 (30mg, 11%) , H Al 4.

[1152]  'H NMR (400MHz,CDC1,) 62.10-2.02 (m, 1H) ,1.99-1.91 (m,2H) ,1.87-1.77 (m, 21 ,
1.72-1.56 (n,7H) ,1.53-1.43 (m,4H) ,1.42-1.19 (m,13H) ,1.19-0.97 (m,7H) ,0.96-0.88 (m,
5H) ,0.88-0.82 (m,12H) ,0.72-0.64 (m,4H) .

[1153]  HPLC Rt=7.68544%,L10. 04 &b taili%, 50- 100AB_E, 4f£98.3% .

[1154]1  MS 80-100 1 4min.m,MS ESI C,H.F,0[M+H-H,01 [ 115 E537, SLM{E537.
[1155]  SIZjfafsi44 : & p4475F14476
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‘oe. o" Ph Q;_ho -
e

ST 200—CF3 _6C
0
(156] (T om0 i )

HO H
M-1-16_1 M-1-16_2 M-1-16_3

[1157] 4476/ AR 2208 I X - B 2R B e 52
[1158]  ST-200-CF3_6CHI & AT S W, 5L il .
[1159] & kM-1-16 2

o g
[1160] O tBuOK

M-1-16_1 M-1-16_2
[1161]  ¥EN, F7E15°C[rMe,ST (2.08g,10. 2mmo1) 7ETHF (10mL) [y 9 Hh 218 VR .-
BuOK (1.76g,15.8mmol) £ETHF (5mL) H VA o B B I AE 15 °C it £ 30mins o SR J5 AE0 C M-
1-16_1(1g,7.13mmol) fETHF (5ml) i ME IR AW IS NG » IR S WITELS CHUFE 16/
TR Nsat NH,C1 (60mL) 7, FHEtOAC (3x30mL) ZEHL . £ F:1¥ 43 HLAH FH 57K (100mL)
/ﬁ,ﬁﬁNastﬁme,uﬁE@lo CAEVRE FIR4FLAE2IM-1-16_2 (800mg , 41 J) » F Ak
[11621  'H NMR (400MHz,CDC1,) 82.67-2.53 (m,2H) ,1.94-1.70 (m,4H) ,1.64-1.00 (m,8H) ,
0.97-0.83 (m,3H) .
[1163] & RM-1-16 3

[1164]

ST-200-CF3_6C
| | T =
o s
n-BulLi Xl ‘

HO
M-1-16_2

[1165]  4n-BuLi (0.756mL,2. 5M7E L KEH, 1.89mmol) FHTHF (0. 5mL) % . 7£ - 70 C i N
ST-200-CF3_6C (400mg,0.759mmol) ZETHF (2.5mL) H VAWK « IR S WIAE-T0CHEFE 1ho 7E -
T0°CHN G- H - 1-E AR [2.5] 34 (158mg, 1. 13mmol) o KR S WI7E - 70 C A FE 1h K
REMIRMEL5°C B 16/ o [ 1Z IR &Y IINH,C1 (15mL.) ¥R &) FHEtOAc
(3x15mL) ZEHL A%Eﬁﬁ*ﬂFﬁHNaZSOﬁIW g HR 45 LS EIM-1-12_3 (350mg , A )
HONHRY, HEBHT %,

[1166] & 1447614475
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OH

o. Ph

Ng=0 @

Mg 437
MeOH

4475
[1168]  fE65°CIHIM-1-16 3 (350mg,0.524mmol) FEMeOH (30mL) H () V& W v — Yk 1 7 n
NiCl, (20mg,0.157mmol) FiMg#% (626mg,26. Immol) o RF W & TE6S CHEHEL /N IR &
ﬁﬁHCl (30mL , 2N) ¥ K H FI| )z A 7 H HEt0Ac (3x20mL) ZEHL . & 176 )2 FH M AINE,C1
(50mL) ¥k , FNa, SO, 0 , i 318 , ¥ 48 FLIE ok #eb e € B 444 (0- 15 % EtOACTEPEH) LA £
[ A 34mg , 12. 3% , 4476, L X [E A K)15Tmg , 21% , 4475,
[1169] 4476
[1170]  'H NMR (400MHz,CDC1,) 82.11-2.02 (m, 1H) ,2.01-1.92 (m,2H) ,1.90-1.76 (m,3H) ,
1.75-1.60 (m,7H) ,1.59-1.55 (m,2H) ,1.52-1.43 (m,3H) ,1.42-1.19 (m,13H) ,1.17-0.96 (m,
9H) ,0.94-0.90 (m,3H) ,0.89-0.83 (m,6H) ,0.74-0.62 (m,4H) .
[1171]  LCMS Rt=1.59143%f, LL22r B et Z 4T, 30-90AB, 4Ef£100% , TMSTE 5
[1172]  MS:MS ESI C,,H_,F,0[M+H-H,0]" f 518509, s {E509.
[1173] 4475
[11741  'H NMR (400MHz,CDC1,) 82.11-2.02 (m, 1H) ,2.00-1.91 (m,2H) ,1.89-1.75 (m,2H) ,
1.73-1.52 (m,10H) ,1.51-1.33 (m,7H) ,1.32-1.18 (m,10H) ,1.17-0.96 (m,7H) ,0.95-0.81
(m,10H) ,0.73-0.62 (m,4H) .
[1175]  LCMS Rt=1.67943%l, LA2538h ik ZE 4T, 30-90AB, 4E 100 % , MSTE 5
[1176]  MS:MS ESI Cy,H_,F.0 [M+H-H,01 FiH 5 {5509 , S {509 .

3277527 3
[1177]  SZJif5]45 : & A 4555514585

[1 178] 0. MESSI < sr -200-CF3_6C
lEluOK - BuL

M-1-12_1 M-1-12_2

[1179]1  ST-200-CF3_6CHI& B ] 2 W, S2 i fo5 .
[1180] & fkM-1-12 2
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QO\ Me;SI O,

—_—

[1181] O tBuOK OVO/

M-1-12_1 M-1-12_2
[1182]  7EN, FAE15°CHt-BuOK (1.74g,15.6mmol) FETHF (5mL) Hh VA R ZE M VR I 2EC,H, IS
(2.06g,10.1mmol) ZETHF (10mL) H [ B IF TR o B B I AE 15 CHEEES0 3 8 . SR G ZE0 C s
M-1-12_1(1g,7.80mmol) fE5ml THFH A N IR A fE15 CHEFE 16/ 5 , R A
Py EI N HILAINH,CL (60mL) v H FHEt0Ac (3x30mL) ZEH . & I 1A HUAR A #57K (100mL) Pk, H
Na, SO, F#, i 3iE , HAE40 CAEIR NG LA 2IM-1-12_ 2 (1g, M BD) , HOMwi4
[1183]1  'H NMR (400MHz,CDC1,) 83.48-3.25 (m,4H) ,2.68-2.26 (m,2H) ,1.98-1.85 (m,2H) ,

1.84-1.66 (m,3H) ,1.65-1.55 (m,2H) ,1.48-1.41 (m,1H) .
[1184] & HA-1-12 3

[1185]
ST-200 CF3_6C
UO/ nBuL1 FiCi-
HO

M-1-12_2 M-1-12_3

[1186]  ¥n-BuLi (0.568mL,2.5M7EC ke, 1.42mmol) S ANZETHE (0.5mL) o 7E-70°C , Zs N

ST-200-CF3_6C (300mg,0.569mmo1) 7ETHF (2. 5mL) H VAW - 76 - 70 C ik 1h G, 7E-T0°C ¥R

hn6-FAR - 1-4 248 (2. 5] 3£ %8 (121mg,0.853mmol) RS WLE-7T0°CHE#E Ih B IR S

YR 2215°C HARHE 16 /N o S BTR & 4 FINH,C1 (50mL , H A /K ) 3 K H HEt0Ac

(2x30mL) ZEHL . 4> B A HLIE , FiNa,S0, T4, i 8 , HIRk AU 2IM-1-12_3 (350mg , AHA )

HoAFER B EREHET 5,

[1187] & Hk4555

[1188]

M-1-12_3 4555
[1189]  7E£65°CH4NiCl, (13.4mg,0.104mmol) FMg#p (501mg,20.9mmol) — R PEA I ZEM-1-
12 3(350mg,0.523mmo1l) EMeOH (40mL) H AW H o IR & W AE65 CHEHE 1073 Bl TN N 73—
4> FIMg Ky (250mg, 10. 4mmol)  FE65 CHERE L0447 5 , H4 IR &4 FHCL (60mL, IN) % K H. H
EtOAc (3x20mL) = HL o & 3 1A LA FNa, SO, 4, i & , We4ig Haf it combi - flash4fifl, (A4
[ ] 44M-12 (100mg) H {10~ 15 % EtOAc, # H Ak (G7KPd (OH) , (40mg) ,MeOH (10mL) ,50°C,
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50sifR#F48hrs) o ¥ B VF I Uk HAF I8V 4 H i id combi - flash4lift (0-30 % EtOAc#EPE
H) A3 B4 14555 (6mg, 15% ,4555) , [ 4. ' NMR (400MHz,CDC1,) 83.34 (s, 3H) ,
3.17-3.07 (m,1H) ,2.10-2.01 (m, 1H) ,2.00-1.91 (m,2H) ,1.88-1.75 (m,4H) ,1.71-1.57 (m,
6H) ,1.52-1.43 (m,4H) ,1.42-1.32 (m,5H) ,1.31-1.18 (m,7H) ,1.17-1.06 (m,5H) ,1.05-0.96
(m,2H) ,0.95-0.87 (m,4H) ,0.84 (s,3H) ,0.73-0.63 (m,4H) .
[1190]  LCMS Rt=1.32143%, L2053 fhuii%i%:, 30-90AB_E, 41 ££100% .
[1191]  MS 50-100 1 4min.m,MS ESI C,H F,0,Na[M+Na]l (K15 1E551, SLil{E551.

HO

Mg #r ST-200-096-012A (4585)
[1192]
QH

e

[1193] & J%ST-200-096-012A/B

ST-200-096-

[1194] 012A (4585)

ST-200-096-012B (4555)

[1195]  7E65°CHIM-1-12 3 (500mg,0.747mmol) FEMeOH (40mL) H [ ¥ W b — Yk s
NiCl,(19.2mg,0.149mmol) FMg¥} (715mg,29.8mmol) o F4IRAFE6S CHiFE105%h . — Uk
S INE Mg # (355mg , 14 . 9mmol) o KRB WIE6S C F- Ik $iHE 10434, FHC1 (200mL , IN) ¥°K
H HEt0Ac (3x50mL) FEHW . & A HLAH FNa, SO, T4 , it 8 , 745 HLiE it combi - £ lash4lifk,
(0-15%EtOAcEPEH) LA F|ST-200-096-012A (57mg, 14% , W 1) FIST-200-096-012B
(26mg,6.6% ,1&2) , H o [E 44

[1196] 4555

[1197]  'H NMR (400MHz,CDC1,) 83.34 (s,3H) ,3.17-3.07 (m, 1H) ,2.09-1.91 (m,3H) ,1.88-
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1.76 (m,4H) ,1.70-1.61 (m,5H) ,1.56-1.44 (m,6H) ,1.43-1.19 (m,11H) ,1.17-0.95 (m,7H) ,
0.95-0.85 (m,4H) ,0.84 (s,3H) ,0.72-0.61 (m,4H) .

[1198]  LCMS Rt=1.26943%f, LA2. 0% Bh %92, 30-90AB E, 4 f£100% .

[1199]  MS 50-100 1 4min.m,MS ESI C,H F,0,Na[M+Na]l (K152 /E551, SLil{E551.
[1200] 4585

[1201]  'H NMR (400MHz,CDC1,) 83.39-3.34 (m, 1H) ,3.31 (s,3H) ,2.11-2.02 (m,2H) ,1.98-
1.91 (m,1H) ,1.87-1.75 (m,4H) ,1.73-1.60 (m,6H) ,1.56-1.33 (m,10H) ,1.32-1.05 (m, 10H) ,
1.04-0.93 (m,3H) ,0.93-0.86 (m,4H) ,0.84 (s,3H) ,0.72-0.63 (m,4H) .

[1202]  LCMS Rt=1.25743%f, LA2. 043 Bh € ii%y2:, 30-90AB E, 4 fF100% .

[1203]  MS 50-100 1 4min.m,MS ESI C,H, F,0,Na[M+Na]l (K15 /E551, SLil{E551.
[1204] S f5)46 . & %4656 F14657

0. MeOC Hzpphacll_ = o Hz 0 o Hol 0. MesSI 7
(_ t-BuLi, THF (i — = T
o] o] "o

0 tBuOK

M-1-15_6A M-1-15_6B M-1-15_6C M-1-15_6

"
iy
' d Ph
[1205]  re
HO H

S§T-200-CF3_6C
—i-

M-1-15_7

n-BuLi FaCirs

M-1-15B (4656)

[1206]  ST-200-CF3_6CHH) & %] 2 W, 92 jifo5 .
[1207] & %M-1-15 6B

o Uo MeOCHPPhCI U\O/
t-BuLi, THF
[1208] <—o . <-o
M-1-15_6A M-1-15_68

[1209]1  {EO°CHAU T H48 (44.3mL,12.9mmol , 1. 3MFE IEC ke d) I ESR (FFAE L) =
I IEBE (21.9g,64mmol) 7ETHF (100mL) H1 G - 7RO C At B 1/NE) 5, 7RO C o8 M- 1 -
15_6A (5g,32.0mmo1) 7ETHF (30mL) H [ R HKs s SR A 07515 CHERE 127N o [ NR &
P K (60mL) K H HIEt0Ac (3x150mL) A . & I B ML= HITE/KNa,S0, 44, i i B4
DLAS S 5T o 5 FE 4 5 3 i A £2 3% FHPE/EA=120/1-3/1464k LA73 FIM-1-15 6B (5.55g,
94%) , H N HPIRY -

[1210]  'HNMR (400MHz ,CDC1,) 85.78 (s, 1H) ,3.97-3.91 (m,4H) ,3.53 (s,3MH) ,2.31 (t,J=
6.4Hz,2H) ,2.1-2.06 (m,2H) ,1.68-1.59 (m,4H) .

[1211] & M-1-15 6C
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[1212] QU\ (.\,O/\

M-1-15_6B M-1-15_6C
[1213]  KtPd/C (1g) 7EN, FZE10CIRNEM-1-15 6B (5.55g,30. 1mmol) 7E H BE (60mL) H (1]
VT o W B 7 I AR HL R R e = IR A IAEH,, (50psi) NAE25 CHEFEL6 /N LA
PR3N BVFW W S SR A )i it ik v B UE (2em) HLIEEFH F B (3x20mL) Peik K P8k
LA FIM-1-15 6C (4.95g,88%) , H Itk .

[1214]  'HNMR (400MHz,CDC1,) §=3.97-3.88 (m,4H) ,3.32 (s,3H) ,3.20 (d,J=6.5Hz,2H) ,
1.75(br d,J=9.3Hz,4H) ,1.68-1.47 (m,3H) ,1.31-1.17 (m,2H) »

[1215] & M-1-15 6

OU\ 0~ Hcl Om
[1216] <~O O

M-1-15_6C M-1-15_6
[1217]  #HC1 (13.0mL,5M) ¥ hn%EM-1-15 6C (2g,10.7mmol) 7ETHF (20mL) A VAR H o #F
SSTR A WITE10 CHEFEAS/INGT , AR JE 7E 25 C it £ 2 /NI o 5 S TR A Wik 4 LA S 2R R W0

14 H: FINaOH (2M) B4t 2 pH~10 H. FHEt0Ac (2x20mL) A8 . & A HLE ALK (20mL) Peik,
HIJE7KNa, S0, 45, i i H k48 LLAS FIM-1-15_6 (1.25g,82%) , HOA 4.

[1218]  'HNMR (400MHz,CDC1,) 83.35 (s,3H) ,3.30-3.25 (m,2H) ,2.44-2.28 (m,4H) ,2.15-
2.06 (m,2H) ,2.05-1.95 (m, 1H) ,1.50-1.37 (m,2H) .

[1219] & M-1-15 7

D/\O/ Me3SI VO/\O/

M-1-15_6 M-1-15_7
[1221]  7EN, F#£15C¥4t-BuOK (787mg, 7.02mmo1) FETHF (2. 5mL) H VA VR 22 18 Vs I &
Me,TS (930mg , 4. 56mmo1) FETHF (5ml) * K] S L o £ 15 CHEFE3073 Bl G , SR 5 7E0°C M-
1-15_6(0.5g,3.51mmol) 7E2.5mL THFEH )i I IR G - I IS , MR &M 7E 15 CHil
P16/, FHAAINE,CT (10mL) ¥ K H FIEt0Ac (3x20mL) A HL . & 3 15 HLJZ F £5 /K (20mL)
ek, FHIG/KNa, SO, )5, i 9 H k4 LA 2IM-1-15_7 (410mg , AHA B7) , HOMii4
[12221  'HNMR (400MHz,CDC1,) 83.34 (s, 3H) ,3.30-3.25 (m,2H) ,2.65-2.55 (m, 2H) ,1.95-
1.80 (m,4H) ,1.75-1.60 (m,1H) ,1.40-1.15 (m,4H) .
[1223] & M-1-15 8
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[1224]

ST 200- CF3 6C
g\ nBuLl FiCi
HO
M-1-15_7 M-1-15_8
[1225]  fn-BuLi¥ ¥ (0.472mL, 2. 5MEEC B, 1. 18mmol) S ANATHE (0. 5mL) - ££-70°CHf
ST-200-CF3_6C (250mg,0.474mmol) Z£ THF (2.5mL) H VAR AR TN IR &4 IR S WILE- 70
CHEREL/NEF AE-T0°CHRIM-1-15 7 (111mg,0.711mmol)  £F - 70 CHEEE FAM LN J5 5 K4
AR AE15°C B 16 /N o OSIIR & ) FINH,C1 (50mL , il fllaq) ¥ K H HEtO0Ac
(2x30mL) L. 7> BA ML=, FNa, SO, T4, b i€, Hik 4§ L5 2IM-1-15_8 (250mg, ¥ 57)
HONPE AR BT T3,
[1226] A FM-1-15A&M-1-15B

M-1-15B (4656)
[1228]  7£65°CHENICL, (9.48mg,0.0732mmol) FIMg# (350mg, 14.6mmol) — VKM I ZEM-
1-15_8(350mg,0.513mmol) EMeOH (30mL) HH VAR T o IR G WLE6S CHiHE 104 8 . SR 5 7E
65 °C ¥ N 73— &8 7 Mg (175mg, 7. 32mmo1) « fE65 CHEFE 74104051 5 , K IR A 4 FHHCL
(50mL , 2N) 7 K B3 ) A 75 H FHEt0Ac (3x20mL) ZEHL . & I 1A ML JZ FH L AINH, C1
(50mL) Pk » FINa, SO, 1 , i U8 , W4 Hod i e JIR €32 4l4k (0-15 % EtOACfEPEHT) LA1S 2
M-1-15A (22mg,11% ,4656,) FIM-1-15B (54mg, 27 % ,4657) , H Jy [l {4 .
[12291  NMA-1-15A (4656)
[1230]  'H NMR (400MHz,CDC1,) 83.27 (s,3H) ,3.24-3.19 (m,2H) ,2.10-2.02 (m, 1H) ,1.99-
1.92(m,2H) ,1.88-1.77 (m,2H) ,1.76-1.55 (m,10H) ,1.52-1.34 (m,8H) ,1.32-1.21 (m,5H) ,
1.19-0.98 (m,9H) ,0.96-0.87 (m,4H) ,0.84 (s,3H) ,0.72-0.62 (m,4H)
[1231]1  LCMS Rt=1.32743%F, LA2. 02> S ii%,30-90AB E, 4 EE100% .

[1232]  MS 50-100 1 4min.m,MS EST C,H, F,0, [M+H-H,0] "I+ 54525, SLli{E525.
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[1233]  NMA-1-15B (4657)

(12341 'H NMR (400MHz,CDC1,) 83.33 (s,3H) ,3.23-3.19 (m,2H) ,2.10-2.01 (m, 1H) ,1.99-
1.92 (n,2H) ,1.88-1.77 (m,2H) ,1.73-1.55 (m,8H) ,1.53-1.43 (m,5H) ,1.41-1.20 (m,12H) ,
1.19-1.07 (m,4H) ,1.06-0.96 (n,3H) ,0.96-0.86 (m,4H) ,0.84 (s,3H) ,0.72-0.62 (m,4H)
[1235]  LCMS Rt=1.3774r %k, A2. 04> B fhilhk, 30-90AB_E, AiE100% .

[1236] MS 50-100 1 4min.m,MS EST C,H.,F,0,[M+H-H20] (¥ 715 {5525, SL{E525.
[1237]  SZjfel47 : & F%A4799

a
o
a” Ph
. "
-‘f" ST-200-CF; 4A
F

[1238] . O i
o n-Buli

ST-200-43-4_2

[1239] & HiM-2-4 1

O n-BuLi R

F HO
$T-200-43-4_2 M-2-4_1

[1241]  Rfn-BuL i (0.476mL,2. 5MAECL ke, 1. 19mmo 1) ZRANZETHE (0. 5ml) . 7£-70°C R
JINST-200-CF,_4A (250mg,0.476mmol) fETHF (2. 5mL) H1 AV o 7E-T0 CHLFE 1IN J5 , £E-70
‘CKFST-200-43-4_2 (100mg,0.714mmol) ¥4 I AV A W 5T G WO LE - T0°C HEHEPE L/ o 45
TRAYIRMELSC, HitdE16hrs, HINH,C1 (50mL, 71 Flaq) ¥ K H FHEt0Ac (2x30mL) ZEH . /) 5
AHLE , HINa, SO, F4 L0k, HIRAFLAF EIM-2-4_1 (250mg , P f50) , H oA 44, ¥ L B 4%
T2

[1242] & 4799

[1243]

M-2-4_1 4799

[1244]  7£65°CH4NiCl, (9.71mg,0.075mmol) FiMgky (360mg, 15. 0mmo1) — KPR I EEM-2-
4_1(250mg,0.375mmol) EMeOH (30mL) HH FIFE o KR A 0 7E65 CHEHE 1077 Bl - SR J5 7E65
CIR AN 53— #6243 Mg ¥y (180mg, 7. 5mmol) - fE65 CHLF: 7341043 B 5 , 44518 & 4 HIHC]
(50mL, 2N) ¥ K B $| Jx B A8 ¥ 3 H FHEt0Ac (3x20mL) ZEHL . & F (44 ML )2 A FINH, C1
(50mL) Pk, FINa, SO, F-J , i 98 , Wi Hid i #ef i €, 32 44K, (0-15 % EtOACTEPEH) LA1S £
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4799 (56mg,28%) , H Mk .

(12451  'HNMR (400MHz,CDC1,) 85.40-5.33 (m, 1H) ,2.48 (s, 2H) ,2.08-1.92 (m,4H) ,1.91-
1.69 (m,3H) ,1.62-1.56 (m,2H) ,1.53-1.45 (m,9H) ,1.44-1.35 (m,4H) ,1.34-1.23 (m,2H) ,
1.22-1.04 (m, 10H) ,1.04-0.97 (m,2H) ,0.96-0.90 (m,6H) ,0.87 (s,3H) ,0.68 (s, 3H) »

[1246]  LCMS Rt=1.439%3%,L2. 05 Bty ,30-90AB E, 4l 100% ,MS ESI C. H. F.0

327750 3

[M+H-H,0] (115 E 507, SLMIE 507 .

[1247]  SEjif5148 : & %4805
9-
m

HO A
[ 1 248] Measl ST 200-CF3_6C
tBuOK n-| EluL
M-1-20_1 M-1-20_2

[1249]1  ST-200-CF3_6C[H & 7] 2 WS i f5 .
[1250] & fkM-1-20 2

_ MesS!

[1251] tBuOK
M-1-20_1 M-1-20_2

[1252] 7N, FE15°C Kt -BuOK (902mg, 8. 04mmol) 7ETHF (4mL) H ¥ 7 ¥ 22 18 8 I %5 CH, TS
(1.06g,5.22mmo1) FETHF (5mL) K B VF I o £E20 CHEFE 3070 B G , £E0 CTHIM-1-20_1
(500mg , 4 .02mmo1) 7E ImL THF 1 FJ VA VI N 229 & W0 i I » R TR A D AE20 C HERE 16/
i, FA Y AINH,C1 (40mL) ¥4 K H FAMTBE (3x20mL) 2EHL . & I 145 HLAH F £ 7K (2x60mL) ik,
JHINa, SO, ), 1 JE HAE40 CAE Y T IG5 LA EIM-1-20_2 (390mg , KA 5D , H9ifA
[1253]  'H NMR (400MHz,CDC1,) 82.63 (s,2H) ,1.74-1.53 (m,6H) ,1.41-1.27 (m,2H) ,0.37-

0.26 (m,4H) .
[1254] & %M-1-20 3

F4Cl

[1255] HO
ST-200-CF3_6C

o] n-BuLi FiCie
M-1-20_2 M-1-20_3
[1256]  ffn-BuLi¥i (0.472mL,2. 5MEECL B, 1. 18mmol) A ANATHE (0. 5mL) - 7£-70°C i
HIST-200-CF3_6C (250mg,0.474mmol) £ETHF (2. 5mL) F K VATR . 46 - 70 CHedE 1h 5 , £ -70°C
RIIM-1-20 2(98.2mg,0.711mmol) VRS MAE -70°C FdtEE 1h, I I E 15 CREF 1678,
FINH,C1 (50mL, ¥ flaq) ¥ K H FEt0Ac (2x30mL) ZEHL . & I 145 HLAR FiNa,SO, T8 , il i€, H.
WA LIS EIM-1-20_3 (250mg , KA J50) , HOMEEAR M H BT 5.

147



CN 115181153 A W OB P 138/305 T

[1257] & )%4805

MeOH

M-1-20_3 4805
[1259]1  #£65°CH4NiCl, (9.71mg,0.075mmol) FiMgk) (360mg, 15. 0mmo1) — K PEAR I EEM-1-
20_3 (250mg,0.375mmo1) £EMeOH (30mL) HH HJFA R o KE VR W0 7E65 CHEFE 1090 % o 285 £E65
CH NN 55— 4> Mgk (180mg, 7.5mmol) - FE65CHIFE F35M 1040 B )5 , IR & ¥ FHHC
(50mL, 2N) ¥ K B $I| Jx B A8 ¥ 3 H FHEt0Ac (3x20mL) ZEHL . & F (K4 HL )2 A FINH, C1
(50mL) Pk, FiNa, SO, T, i i, vk i HLI It i (i 404k (0- 15 % EtOACEPEHT) LA 2
4805 (150mg, 76 %) , Fe Al

[1260]1  'H NMR (400MHz,CDC1,) 82.11-1.94 (m,3H) ,1.89-1.60 (m,9H) ,1.54-1.35 (m,9H) ,
1.34-1.19(m,6H) ,1.18-1.06 (m,5H) ,1.05-0.88 (m,8H) ,0.85 (s,3H) ,0.74-0.62 (m,4H) ,
0.33-0.15 (m,4H) .

[1261]  LCMS Rt=1.4145r %k, LA2. 0% Bh €432, 30-90AB E, 4iif£100% .

[1262]  MS 80-100 1 4min.m,MS ESI C,H, F,0,Na[MNa] ff)71-5A8547, SLMES47 .

[1263] jeﬁﬁ{ﬁj49-/\5524906

Bt LOA B OFt LAM H_TeCl s LAH _Ts0H pCC
—_—
TBSO TBSO %}ﬁ?j Hi

M|152 M-117_1 Ml1?2 M|1TS M-117_4 M-147_5

[1264]
S90L
Messi Cvd/\ sr zuo CF3_6C
e T e ‘
M-117_6 M-1A7_T

[1265] & M-1-17 1

0 0
[1266] /O/u\ %t AL ,d/L oHt
TBSO TBSO

M-1-15_2 M-1-17_1
[1267]  FE-70°CH¥IE T RHHEE W (64ml,160mmol, 2 . 5MAEECLEH) ININE — 5 79 3 %
(17.6g,174mmol) FETHF (30mL) H VAR o R & P 4 2 0°C HAEOCHEFE30 7 B o 1R
G HE-70°C HIRMM-1-15 2 (20g,69.8mmol) ZETHF (20mL) o IR & #E-T0°CHiE1h,
NN FET (43.5g,279mmol) o KHIR SR A 2 15°C HAE 15 CHEHES /N K5 1R A 4 A Fn
NH,C1 (30mL) ¥ K o ¥4I &4 FHEtOAc (2x30mL) ZEHL . & FF A HLAH FHER /K (2x20mL) BE% , H

Na2so4$r,,<,ufgﬂ;a SUAE AR B M- 1-17 1 1 M4 5) , HoA Ry .
[1268] A REM-1-17_2

148



CN 115181153 A W OB P 139/305 T

O

OEt LAH OH
[1269] —

TBSO TBSO
M-1-17_1 M-1-17_2

[1270]  7EO°CYEN, F¥4LiAIH, (5.05g,133mmol) 4> FLAR ¥R ANZAEM-1-17 1 (21g,66. 7Tmmol) £
THF (100mL) H ¥ o TR S M AE20 C L4/ N o £E0 °C [ VR-A 07 Nk (20mL) o ¥ n
HC1 (100mL , Imo1/L) o /K AHHEtO0Ac (50mL x 2) ZEHL . & HIH WA A1 EE7K (2x30mL) ¥
%, FIFE/KNa, S0, 118 , i Uk HIR 4 S R i i Pig it 264k (0~20% EtOAc{EPEH) LL15 5]
M-1-17_2(16.5g,91%) , H AN HPRY) o
[1271]  'H NMR (400MHz,CDC1,) 83.70-3.55 (m, 1H) ,3.55-3.45 (m,2H) ,1.70-1.55 (m,5H) ,
1.55-1.10 (m,9H) ,0.95-0.88 (m,9H) ,0.041 (s,6H) .
[1272]  &HiM-1-17 3

OH TsCl OTs
[1273] —

TBSO TBSO
M-1-17_2 M-1-17_3
[1274]  {E15°CHK1-H 3L - 1H-BEME (7.44g,90. Tmmol) ANTEA (12.2g,121mmol) ¥R INZEM-1-
17 2(16.5g,60.5mmo1) 7EDCM (100mL) HH FIVA R H o« #4 TsC1 (23.0g, 121mmol) s 1 =I5 - %
SRR A ITELS CHEFE2 /N IR AP F/K (2x100mL) 37K (150mL) Pk, FINa, S0, 1,
e H AR GE LA EIM-1-17 3 (24g, HR) , H R .
[1275] & M-1-17 4

[1276] e

TBSO TBSO

M-1-17_3 M-1-17_4

[1277]  fE0°CAEN, FRLiAlH, (5.32g,140mmol) 73 TS MZEM-1-17 3 (24g,56. 2mmol) ££
THF (100mL) H AR o KRG ITE20 C i HE4/ N o 7E0 CAE 7K (20mL) IS I IR -G - s N
HC1 (100mL, 1mo1/L) - 7K AH FHEtOAc (2x50mL) ZHX . & FF B A HLAH A1 ER 7K (2x30mL) BE¥
TG 7K Na, S0, T4, i 98 FLR 45 AR BIM-1-17 4 (13g A 50 , FH iRy
[1278]  'H NMR (400MHz,CDC1,) 83.60-3.50 (m, 1) ,1.95-1.70 (m,3H) ,1.70-1.01 (m, 12H) ,
1.01-0.68 (m, 10H) ,0.043 (s,6H) .
[1279] & M-1-17 5

[1280] _TsoH
TBSO A8 HO
M-1-17_4 M-1-17_5

[1281]  4p-TsOH (7.23g,38.9mmol) s HNZEM-1-17 4 (10g,38.9mmol) £F A (50mL) H )
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WP B R MR A AELS CHiRE2h . i insK H FEt0Ac (2x30mL) $H&o/\ﬁ‘ﬁ’]7ﬁﬂ%ﬁﬁ
NaHCO, (20mL, 10%) F1#E7K (30mL) Pk H FNa,SO, 1  AEIRE T 23 BRia 7. B A P il it
HAEAAL (0~20%EtOACFEPES) LAASFIM-1-17 5 (6g, Y , H: jj/EE«Ij(flf@

[12821  'H NMR (400MHz,CDC1,) 83.70-3.50 (m, 1H) ,1.80-1.60 (m,4H) ,1.60-1.40 (m,5H) ,
1.40-1.01 (m,4H) ,0.91-0.75 (m,4H) .

[1283] A FM-1-17 6

[1284] PCC Q/\
—
HO 0

M-1-17_5 M-1-17_6
[1285]  J4DMP (17.8g,42mmol) ¥ NZEM-1-17 5 (3g,21mmol) FEDCM (20mL) T AV M - 4R
J&i » #KH,0 (7.55mg, 0. 42mmo 1) 78 N 22 V8 T o 44 S S AE 15 °C 454 30mi n o K 1 FINaHCO, 7J<i»’§?€i
(10mL) 7L AINa,S,0, 7K A (10mL) 780 28 Js MLV 1540 o K1 45 40 FHDCM (2x20mL) AR R . &
Y176 AL v FINaHCO,, K ¥R (2x20mL) A1 267K (20mL) Pk , FNa, SO, 4 , 1 JE , B0 75 9 4
Hidit P aifl (0~10%Et0Ac7EPEH) LR RIM-1-17 6 (2.5g,85%) , F R .
[1286]1  'H NMR (400MHz,CDC1,) 82.40-2.28 (m,4H) ,1.72-1.60 (m,4H) ,1.49-1.40 (m,2H) ,
1.02(s,3H) ,0.92-0.85 (m,3H) .
[1287] & M-1-17 7

DA MesS!
R .
[1288] tBuOK Q

M-1-17_6 M-1-17_7

[1289]  7EO°CHM-1-17_6 (1g,7.13mmol) ¥z = H B AL AR (3. 12g,14 . 2mmol) Flt-
BuOK (1.75g,15.6mmol) FETHF (10mL) H (A o 8 [ VR A IAE L0 CHiHE 167N o
SONTR PRI AINH, CL /KR (15mL) o BT A3 & %) FHE t0Ac (3x20mL) 22 . & T 1A
HLE F #7K (20mL) &%, FITE7KNa, S0, 1 , 1 3 HIk 48 LIS FIM-1-17_7 (360mg , K1 50)
HRAMARY) -

[1290] & M-1-17 8

[1291] ST-200-CF3_6C N
0 n-BulLi

M-117_7 M-1-17_8
[1292]  ¥n-BuLiia ik (0.568mL,2. 5MIEC ki , 1. 42mmol) ¥ INZTHF (0.5mL) . 7E-70°C ¥
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HAIST-200-CF3 6C (300mg,0.474mmol) ZETHF (2. 5mL) H (VAR - £E-T0°CHtdE 15 , 7E-70°C
INHIM-1-17_7 (131mg,0.853mmo1) RS WILE-T0°CFHEH: 1h, W ZE15°C HiFE16/M
R SLTR G ) FNH, C1 (10mL , ¥ Flaq) ¥ K H FHEtO0Ac (2x20mL) Z2HL . 73 B§ A HL)= . FHTEK
Na, SO, T4 , i JE FLIRk 45 LAfS EIM-1-15_8 (387mg, M 57) , ARy, HEBEHT F—»5.
[1293] A %4906

[1294]

M-1-17_8 4906

[1295]  #£65°CH4NiCl, (14.6mg,0.113moml) FiMgky (550mg,22. 9Immol) — IR PEAN I EEM-1-
17_8(387mg,568umol) £EMeOH (40mL) H VA o 765 CHiFE 1073 B f5 , 765 °C — IR MR I
F—HEIRPIMgHn (266mg, 11. 1mmol) o FHIRGWITE6SC FHFE L0780 A R MR G WA A &
20°C HiEdHCT (30mL , 2M) ¥ K o T 15 1R & ¥ HEt0Ac (3x70mL) =L . & FH 1A AL = v A1
NH,C1ZKEE W (T0mL) < #7K (70mL) ¥eig , FITE7KNa, S0, Tk , it g HLIK 46 LA A5 BIRL 4 o o K
I AE IS FHPE/Et0Ac=0/1-5/14fifk. . KBRS 24906 (56mg, 18%) , A4

[12961  'H NMR (400MHz,CDC1,) 62.12-2.00 (m, 1H) ,2.00-1.93 (m, 1H) ,1.90-1.80 (m, 1H) ,
1.78-1.60 (m,2H) ,1.59-1.50 (m,7H) ,1.49-1.33 (m,12H) ,1.32-1.15 (m,9H) ,1.14-1.0 (m,
7H) ,0.99-0.90 (m,3H) ,0.89-0.80 (m,8H) ,0.75-0.70 (m, 1H) ,0.70-0.60 (s, 3H) .

[1297]1  LCMS Rt=1.5504 %k, h2. 0% P tEuii%,30-90AB_E, 26 100 % ; FEFRMS EST
CyoHo Fo 0, MHH] (RS 541, S IIME 541 .

[1298]  SEjitif5150 : & E%5009

HCI H

[1299] QCF ST-200-CF3_6C
tBuOK n-BuLi

[1300] STf200CFBﬁCEl‘]é*EiZﬁ%%Ju%EM?USo
[1301]  &fkM-1-21 2

S -2 O
[1302] tBUOK Q
M-1-21_1 M-1-21_2
[1303]  7EN, F7E15°CKft-BuOK (797mg, 7. 12mmol) ZETHF (3mL) H (¥ AE S HE F 218 IR
INZEEC,H TS (942mg, 4. 62mmo1) FETHF (5mL) H [ 277 H - FE20 CHEF 3073 B J , 7E0 CHIM-

1-21_1(500mg, 3. 56mmo1) ££:2mL. THFH R TR I 228 590 - A5 I » KR S £ 20 CHERE
16hrs , FIHFINE,C1 (40mL) V& KT A FH 9 HL FAMTBE (3x20mL) < H . & (1A HLAH FH 7K
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(2x60mL) P&k, HINa,SO, F44 1 0, HAE40 CAEPRE TR AF LATF BIM-1-21_2 (360mg , K14
J7) » HOA

(13041 'H NMR (400MHz,CDC1,) 84.47-4.42 (m,4H) ,2.61 (s,2H) ,2.06-1.90 (m,4H) ,1.68-
1.58 (m,2H) ,1.51-1.41 (m,2H) »

[1305] & fM-1-21 3

[1306]

ST-200-CF3_6C

o o .
n-BulLi FiCir

M-1-21_2 M-1-21_3
[1307]  #n-BuLii&k (0.472mL, 2. 5MECLGEH , 1. 18mmol) A HIZTHE (0. 5mL) o /£ -70°C
HIST-200-CF3 6C (250mg,0.474mmol) £ETHF (2. 5mL) F (K VATR . 46 - 70 CHedE 1h 5 , £ -70°C
WIM-1-21_2 (109mg, 0. 711mmol) KRG IAE-T0CH A HE Lh, SRR IR R 15°CHEL 16/
I o [ VR4 ) FNH,CL (50mL, 7 Fllaq) ¥ K H FHEt0Ac (2x30mL) 28X . 43 B A W)=, HiNa,SO0,
T, gk, Bilk4g LA A3 BIM-1-21 3 (250mg , A 50 , HONPE A, ML EEH T4,
[1308] & %5009

[1309]

HO A
M-1-21_3 5009

HO A

[1310]  7E65°CKNiCL, (9.49mg,0.0733mmol) FMgHy (350mg, 14. 6mmol) — R MV N M-
1-21_3(250mg,0.367mmol) fEMeOH (30mL) HH VAR 1 o IR G WITE6S CHiHE: 107381 SR 5 7E
65°C — A A S Mg ¥y (178mg, 7. 34mmol) « £E65 C it #E S 410404 5 , KR A 4 FIHCL
(50mL, 2N) ¥ K B 31| Jx A8 % i B FEt0Ac (3x20mL) ZEHL. & JF 19 A HLJZ F W AINH, C1
(50mL) \NaHCO, (50mL) P& , FHNa, SO, , ik Uik , e g Hd i ik g i 464k (0-15% Et0Ac
TEPEH) LL5 BA4E #5009 (200mg,) , Hidt— 2P @ 1 combi - flash4fifk (0-10% P4 EH EDCM
) SR 5 B 45 o DAAS 21 1 20me 13 SR A4l R 724 o K5 DMAP (13 . 4mg , 0. 1 1mmo1) F1BzC1 (77. 3mg,
0.550mmol) ¥ M ZE A4 15009 (60mg,0.110mmol) ZFPy (5mL) H IIEWE P o 5 = VR & W e
20 CHEFE2/N o 12 S BT AINH,C1 (30mL) ¥ K HHIMTBE (2x15mL) 2£HX . 5 - H1A HLAH H
#h7K (40mL) Pl , FNa, SO, T4, i i, e , Halid prep-TLC4EAY (PE:EtOAc=5:1) LA15 3
BT 724 (40mg , 56 %) , oA A . ) B3R 45t (40mg, 0.062mmo1) EMeOH (3mL)  THF (1mL) A1
H,0 (ImL) H [ 9538 7 75 INaOH (49 . 5mg , 1. 24mmol) - 7E50°CHit#E 1h ) &F/EA#%ﬁﬁ7J<
(5mL) 7K H AHEt0Ac (2x3mL) 25 H . & FF () A HLAH FHINa, SO, 4%, 1 € , 9 4if Hil i combi -
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flash4fift, (0-30%EtOAc/EPEH) LL1R 25009 (17mg,50%) , H A 4
(13111 'H NMR (400MHz,CDC1,) 83.73 (s,2H) ,3.31 (s,2H) ,2.10-1.90 (m,3H) ,1.88-1.72
(m,4H) ,1.71-1.58 (m,5H) ,1.56-1.41 (m,7H) ,1.40-1.31 (m,5H) ,1.30-1.15 (m,7H) ,1.14-
0.93 (m,5H) ,0.92-0.86 (m,4H) ,0.85 (s,3H) ,0.70-0.60 (m,4H) «
[1312]  LCMS Rt=1.282% %, PL2. 04>kt 1% ,30-90AB E, 4l JE100% .
[1313]  MS 50-100 1 4min.m,MS ESI C,H, F,0, [M+H-H,0] {5 {4523, SLili{E523.
[1314]  sZjitifs]51 : & Rk5131
OH FSi F-COOH F PCC 0 F MeaS| OVF ST-200-CF3_6C
SO OFY S O e O T

M-1-22_1 M-1-22_2 M-1-22_3 M-1-22_4

[1315]

M-1-22_5

[1316]  ST-200-CF3_6C[H & B ] 2 W92 jife5 .

[1317] & M-1-22 2

/O/OH FSOZCFECOOH» /O/OYF
[1318] HO Na,S0O4, MeCN HO F
M-1-22_1 M-1-22_2

[1319]  7E40%45°C¥FS0,CF,COO0H (18.3g,103mmol) 7ECH,CN (30mL) HH (I AR £ 1/ N i
ZM-1-22 1(10g,86mmol) FINa,S0, (6.1g,43mmol) fECH,CN (120mL) FF ¥R AW IR INJE
W BN K (200mL) # o 7K AH FIDCM (3x100mL) REH o & FF 43 HLAH FH A A A 7K (2x200mL)
ek, FHIG7KNa, SO, 45, i 38 , W4 Hadd Puag it 464k (0~100% EtOAc#EPEHT) PATHFIM-1-
22_2 (6g, F1PJ50) » HO R -

[1320] 'H NMR (400MHz,CDC1,) 86.42-6.02 (m, 1H) ,4.30-4.10 (m,1H) ,3.80-3.60 (m,1H) ,

2.20-1.30 (m,8H) .
[1321]  &M-1-22 3

s, F PCC & B o
orT — J7
[1322] HO 0

M-1-22_2 M-1-22_3
[1323]  7E20°CH8E R (5g) FIPCC (15.5g,72.2mmol) ¥ INZEM-1-22 2 (6g,36. Immol) ZEDCM
(100mL) HH A=V o 720 CHEFE2/INN J5 , W IR A 41 8 HLIE U FIDCM (100mL) Pk . &3

() B 23 vk 4 L ek o A 4l Ak, (0~100% EtOACFEPEHT) LL7S ZIHH =M -1-22 3 (3. 5g,
59%) , H AR .

[1324]  'H NMR (400MHz,CDC1,) 86.52-6.10 (m, 1H) ,4.65-4.55 (m, 1) ,2.70-2.55 (m,2H) ,
2.40-2.25 (m,2H) ,2.23-2.11 (m,2H) ,2.10-1.98 (m,2H) .
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[1325] & M-1-22 4

Y Me;SI O\l/F
[1326] OQ tBuOK Q F
M-1-22_3 M-1-22_4

[1327]  FEO°CHM-1-22 3 (3.1g,18.8mmol) v INZE = I LA AL AR (4.97g,24 . 4mmo1) FlI
t-BuOK (4.21g,37.6mmol) 7ETHF (60mL) 1 I 4 HE AT H - FE20 CHLFE L6 /N J5 , 44 [ BV &
P8 NI FINH, CL/K 57K (90mL) # HHEt0Ac (3x120mL) ZEH . & 1116 M2 A 3K (120mL)
Pek , TG 7KNa, SO, T4, ik i FLIR 45 LAFS 2IM-1-22 4 (1. 9g, A J50) , oMotk , Hoid it
Combi-flash4iifl, (0-10%EtOAc#EPEHT) LA R AIM-1-22 4 (300mg,23%) , H AR
[1328]  'H NMR (400MHz,CDC1,) 86.50-6.02 (m,1H) ,4.46-4.35 (m,0.6H) ,4.33-4.23 (m,

0.4H) ,2.65(s,2H) ,2.07-1.86 (m,5H) ,1.74-1.58 (m,2H) ,1.47-1.36 (m, 1H) .
[1329] & EiM-1-22 5

[1330] OYF i
Q F n-BuLi

M-1-22_4 M-1-22 5
[1331]  ¥n-BuLi¥s# (378uL,2 . 5MAEC HEH,0.947mmol) ¥R HAZTHF (0. 5mL) o 7E-70C
JIST-200-CF3_6C (200mg,0.379mmol) ZETHF (2mL) 1 &R o« IR S WIAE -T0 CHERE Lh. FR
M-1-22_4(101mg,0.568umol) o fE-7T0CHEF:1h HAE15 CHFE 167NN J5 , RN IR G H
sat.NH,C1 (10mL) %K H. FEtOAc (2x5mL) 2HL. 7 B A ALZE , FHIG/KNa, S0, 45, i i Hk 4

Ws@JM 1-22 5 200mg, f¥ 5 , HoNREA, HEZHT 2.
[1332] & k5131

[1333]

M-1-22 5 5131

[1334]  #E65°CHNiCl, (7.13mg,0.0566mmol) FiMg#y (270mg, 11 . 3mmol) — ML N ZEM-
1-22_5(200mg,0.283mmo1) EMeOH (30mL) H ¥ ¥ H - 7265 CHiH: 103 8 J5 , 7£65°C — Ik P
NN 5 — Mg #y (135mg,5.66mmol) o KV A #I7E65 C R L1050 %, A I E220°C , ﬁ
HC1 (20mL , 2M) ¥ 2K H HEtO0Ac (3x15mL) ZHL . & KA A= ML AINH,C1 /KA (50mL) « #:

7K (50mL) Pedk  FHFE7KNa, SO, T4 , i g H ik 4i A A5 B 5, Ho il 1d Combi - f1ash#iifk (0-
15%EtOAc{EPEH) LS #5131 (2mg,1.25% ,5131) , H AN [E 4.

[1335]  'H NMR (400MHz,CDC1,) 86.45-6.02 (m, 1) ,4.12-4.00 (m, 1H) ,2.11-2.02 (m, 11 ,
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1.97-1.92 (m,2H) ,1.85-1.77 (m,6H) ,1.71-1.62 (m,5H) ,1.51-1.43 (m,4H) ,1.41-1.34 (m,
5H) ,1.33-1.25 (m,4H) ,1.24-1.19 (m,2H) ,1.16-0.99 (m,7H) ,0.93-0.87 (m,4H) ,0.84 (s,
3H) ,0.68-0.63 (m,4H) .

[1336]  LCMS Rt=5.826434, LA10. 04 Eh {4y, 50- 100AB_E, 4L F96.3% .

[1337]1  MS 50-100 1 4min.m,MS EST C,H,F.0,[M+H-H,0] 54547, S2MIE547 .

317748 5

[1338]  sLjfs]52: & k5294

PhsPMeBr

+BUOK,

THF

TsCl
—
TEA, DCM

OTs

[1339]

H
M-2-13_11 5294

[1340] & %M-2-13 6:

o 2 P
HO», HO,, HO,, HO,,,
. PhsPEBr
PUIC, Hy L/ MeOH, TsOH £BuOK
| - —_ - S
SOaEFec =
o o) ) MeO o

OMe H

H
M-2-13_1 M-2-13_2 M-213_3 M-2-13_3A
[1341]
OH
1) BHs-THF pPCcC
2) NaOH aq.Hz0 [sle 7]
FiCiy FaCry
HO R HO
M-213_4 M-2413_5 M-2-13_6

[1342]  [WM-2-13_1 (50g,165mmo1) £ETHF (500mL) H ) ¥4 ¥k 7 s inPd/C (5g, 10 %) Ak g
(2.5mL) o SR S5 IRAER, FE T 1E25 CEA 16/ 4 VR G 438 5 7k v L B0 U8 FLRIER
45 K TR AR FCH,CL, (500mL) , Flag HC1 (100mL, 1M) +#h7K (300mL) #e¥ , FH JE7KNa, S0, F
fe, i Uk B E SR GE LIS RIM-2-13 2 (63, FHIR) , HON PR .

[1343]  'H NMR (400MHz,CDC1,) 64.08-3.95 (m, 1H) ,2.82-2.72 (m, 1H) ,2.71-2.58 (m,2H) ,
2.52-2.31(m,1H) ,2.31-2.21 (m,1H) ,2.21-2.03 (m,4H) ,2.02-1.87 (m,2H) ,1.70-1.60 (mn,
3H) ,1.58-1.45 (m,3H) ,1.43-1.22 (m,4H) ,1.14 (s,3H) ,0.88 (s,3H) .

[1344]  7E25°C/EN, FM-2-13 2 (43g,141mmol) fEMeOH (200mL) HH ) 2 V7 ¥ Hh ¥ Jin4 -
FEHMER (2.42g,14. Immol) o IR WILEGO CHERE16 /N o SN VE A4 FITEA (2mL) 2K H.
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A WA LA BIM-2-13_3 (50g, A B0 , HOMPRY B BT T — 2 mA it — 4
4tk

[1345]  7£25°CHEN, FFEtPPh,Br (158g,426mmol) 7ETHF (300mL) HH ) V53 Hh ¥ Jin t - BuOK
(47.8g,426mmol) IR A MTE60 CHEFE30mins . £E60 C [ 1% IR & ¥ fiM-2-13_3 (50g,
142mmo1) 7ETHF (300mL) H FJVEK o K5V & M AE60 C R HE: 16 /N o [ VR A W)¥A Msat .NH,C1%
i (200mL) H.FHEtOAC (2x200mL) ZHL . & I B HLJZ FHINa,S0, T4 , i iif H I W45 LL 15 21
% (200g) , ¥ BT F — B A — 24t £ 25 C e 2008 7 ¥ £E THF
(500mL) H B VAR PR INHCT (137 . 0mL , 2MZETHE o) o ¥4 )2 B 7E 25 C 4t 3 1h . 1% | B
sat.NaHCO, 7 (200mL) ¥ K H FIEt0Ac (2x200mL) 2EHL . & I (K1 45 L JZ FINa, S0, 145 , i &
H 245 LA 2R =4 (220g) o HH = nid i E AR 44k (PE/Et0Ac=10/1-6/1) Af3 EM-
2-13_3A (43g, R4liff)) , ¥ H H (PE/EtOAc=1/1) WFEELL 3 FIM-2-13_3A (18g, 4l ,42%) ,
FONIAE .

[1346]1  'H NMR (400MHz,CDC1,) 85.19-5.08 (m, 1H) ,4.06-3.96 (m, 1H) ,2.80-2.57 (m,4H) ,
2.44-2.33 (m, 1H) ,2.28-2.14 (m,2H) ,2.03-1.96 (m, 1) ,1.94-1.76 (m,3H) ,1.68-1.64 (m,
4H) ,1.61-1.50 (m,3H) ,1.44-1.19 (m,5H) ,1.14 (s,3H) ,1.03-1.00 (m,1H) ,0.90 (s,3H) .
[1347]  7EN, FLE10°C[AIM-2-13 3A(8.7g,27.4mmol) fETHF (100mL) H f ¥ ¥ #5 IN TBAF
(2.05mL,2.05mmol , IMZETHFH) FITMSCF, (7.79g,54.8mmol) « ¥R & ¥I7EL0 CHEH: Lho i) 1%
TR YDA INTBAFYE R (82. ImL, 82 Immol , IMPETHFH) R A WITE25 C 34 Lh IR A D)
HASIRGE TR AR YT TELOAC (100mL) , FZK (2x100mL) ¥4, FINa, SO, T4t , i€ , B2 Wk 4
PAAS 2R ) (10g) K L 56 9g kL P Mtk (H15.8g M-2-13_3Adi4) & I Hisd rE ikt
4lifk (PE/EtOAc=8/1-3/1) LAf3EIM-2-13 4 (1.1g,6%) , H AT E IR, LA KM-2-13_4A
(9.3g,53%) , H A [l 4

[1348] M-2-13 4:

(13497 'H NMR (400MHz,CDC1,) 85.17-5.08 (m, 1) ,4.01-3.89 (m, 1H) ,2.62-2.56 (m, 11 ,
2.44-2.32 (m,2H) ,2.28-2.15 (m, 1H) ,2.00-1.88 (m,3H) ,1.87-1.73 (m,3H) ,1.69-1.59 (m,
6H) ,1.55-1.25 (m,6H) ,1.23-1.13 (m,2H) ,1.09 (s,3H) ,0.95-0.89 (m,1H) ,0.87 (s, 3H) .
[1350] M-2-13 4A:

[1351]  'H NMR (400MHz,CDC1,) 85.18-5.07 (m,1H) ,4.02-3.88 (m, 1H) ,2.59 (dd, ] =
11.8Hz,J=5.0Hz,1H) ,2.46-2.30 (m,2H) ,2.29-2.13 (m, 1H) ,2.02 (s, 1H) ,1.99-1.73 (m,
5H) ,1.70-1.61 (m,4H) ,1.55-1.26 (m,8H) ,1.23-1.13 (m,2H) ,1.09 (s,3H) ,0.94(d,J=
6.4Hz, 1H) ,0.87 (s, 3H) -

[1352]  #E25°CTEN, FIIM-2-13 4 (1.1g,2.84mmol) YETHF (30mL) HH 78 - s I - Y
AW E 5% (11.3mL, 11 3mmol , IMFETHF 1) IEVRAE25 CHiFELh A EH0C 5, IEH 18
¥R INEOH (30mL) AINaOH (5.67mL, SMTEH, 04,28 . 4mmo 1) ) 5T - A8 N » 22 18 8 I, 0,
(2.84mL, 28.4mmo1,30% fE/KH) H A &R ZRIFINT10°C RS YAE25 CHEN, T it
L1ho ¥4 7K (100mL) 5 0 22 %5 7 B FHE t0Ac (2x50mL) ZEHL . & F 1) HLJZ F M FiNa, S, 0,76 )
(50mL) P, HNa, SO, T4, id i H AWk 4i LA 2IM-2-13_5 (g, #A 0) , H oy T ik
YL R HEZEAT T 0.

[1353]1 ' NMR (400MHz,CDC1,) 83.95-3.78 (m, 1H) ,3.72-3.65 (m, 1H) ,2.71-2.62 (m, 1H) ,
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2.47-2.40 (m,1H) ,2.19-2.11 (m, 1H) ,2.10-2.05 (m, 1H) ,2.04-2.01 (m, 1H) ,2.00-1.84 (m,
3H) ,1.77-1.62 (m,5H) ,1.50-1.27 (m,10H) ,1.21-1.14 (m,3H) ,1.11 (s,3H) ,0.98-0.93 (m,
1H) ,0.67 (s,3H) .

[1354]  #£25°CAIM-2-13 5(1g,2.47mmol) ZEDCM (30mL) HP ¥ ¥4 v Hh s INFE i (3g) FPCC
(2.65g,12.3mmol) o ¥ ) N 7E25 C Hit P 16 /NI o K Js J87 YiE A sk v EL s 90 30 5 R 4 LA AR
B, K HOE A R AT 44k (PE/EtOAc=5/1) LA FIM-2-13 6 (720mg,73%) , H A [H
A4 o #4 [ 44 FIMeCN (10mL) WF BELA/EEIM-2-13 6 (12mg) , HONFE AR, HAHLE B2 K45 U5 5
M-2-13 6 (700mg,99%) , Ho A&, HEEH T %,

[1355]  'H NMR (400MHz,CDC1,) 82.75 (t,J=9.0Hz,1H) ,2.63-2.43 (m,3H) ,2.33-2.17 (m,
2H) ,2.10(s,3H) ,2.02-1.75 (m,6H) ,1.74-1.70 (m,1H) ,1.68 (s, 1H) ,1.66-1.58 (m, 1H) ,
1.53-1.22 (m,7H) ,1.21(s,3H) ,0.58 (s,3H) .

[1356]  LCMS Rt=0.9117)%f, LL25 B3 AT, 30-90AB, 21 /£100% ,MS EST C,,H,,F,0,
[M+H] S4B 401, SZE 401 .

[1357] & M-2-13 7

M-2-13_6 M-2-13_7

[1359]  #£25°CHEN, I Kft-BuOK (835mg, 7.45mmol) 75 Il Z=MePPh,Br (2.66g,7.45mmol) £
THF (30mL) H () B9 o ZE50 CHtRE30mins J& , 225 CRHR A IR I ZEM-2-13_6 (600mg,
1.49mmo1) FETHF (30mL) H B¥E LA o REVE S W0 E25 CHEFE 16/ o Ki VR 50 Hlsat . NH,C1¥4
R (100mL) 7K H FHEtO0Ac (2x100mL) ZHL . & I Bl = HINa, S0, 45, i U8 H B KR 4 LA
1FEIM-2-13 7 (4g, H 5D , FH Ry, Hodid Combi - flash4lifk (EtOAcTEPEH,10%) LA
BEIM-2-13_7 (540mg, 12%) , HONE A,

[1360]1  'H NMR (400MHz,CDC1,) 84.89 (s, 1H) ,4.71 (s, 1H) ,2.53-2.20 (m,6H) ,2.02-1.73
(m,7H) ,1.72-1.60 (m,5H) ,1.56-1.23 (m,7H) ,1.21 (s,3H) ,0.53 (s,3H) .

[1361] & pkM-2-13 8

-
”
'4

1) 9-BBN =Jk
2) NaOH aq.HQO;: FC'';
HO H
M-2-13_7 M-2-13_8
[1363]  7EOCYEN, F#49-BBN % & (988mg,4.05mmol) iFINZEM-2-13 7 (540mg,
1.35mmo1) ZETHF (20mL) (AR o R AE 25 CHEFE 16 /N VA HNZR0°C S5, S8
EtOH (10mL) FINaOH (2. 70mL , SMZEH, 04 , 13 . 5mmo 1) H¥& K - S I Ji5 » 22 1% ¥ Ik, 0, (1. 35mL,

[1362]
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13.5mmol, 30 % FE7K ) H Py i BE AR FFR T-10°C IR A MTES0 CTEN, F I HE L h KR &
s 1 Z230°C, FIZK (30mL) #F H FHEt0Ac (2x50mL) ZEHL . & F 1 HLJZ M FINa, S, 0,
(50mL) #ed » HiNa,SO, T4k, i iig H IR A4 A 2IM-2-13_8 g, M50 , HOu iR , #5
HEEMT N DA Pifk.

[1364] & M-2-13 9

M-2-13_8 M-2-13_9

[1366]  7E25°CHTsCl (4.55g,23.9mmol) IR HIIZEM-2-13 8 (2g, ¥4 J57) 7EDCM/TEA (16mL/
2.3mL) PR RS %f@Cﬁ%MﬁTW&f%*@mbwﬁﬁ%mmmmm>
R A A BLZ FHER /K (2x50mL) Pedi , FINa, SO, T , i ik Hyk 45 LL1S S =4, Fd
combi-flash?ﬁitii(EtOAc%EPqu,1296ﬁv1596)El%?iUM-2-1379(580mg,219/),,\jjﬁhﬁt
Yo

(13671 'H NMR (400MHz,CDC1,) 67.78 (d,J=8.4Hz,2H) ,7.34 (d,J=8.0Hz,2H) ,4.15-4.13
(m,1H) ,3.98-3.94 (m, 1H) ,3.81-3.76 (m, 1H) ,2.45 (s, 3H) ,2.12-2.06 (m, 1H) ,2.02-1.89
(m,3H) ,1.85-1.63 (m,8H) ,1.53-1.29 (m,6H) ,1.22(s,3H) ,1.19-1.02 (m,6H) ,0.99(d,J=
6.8Hz,3H) ,0.85 (s,3H) .

[1368] & M-2-13 10A

PhSO,Na, K
_—

DMF, 50°C

M-2-13_ 9 M-2-13_10A
[1370] f25°CfN MK (838mg,5.06mmol) YN INEM-2-13 9 (580mg,1.01mmol) fEDMF
(6mL) H )R o 250 CAEN, T Hit #2755 [ BVR & ) FHPhSO,Na (820mg , 5. 00mmo1) &b
HHAESOCHFEL6 /NN 4 S BIVR &% #1 2 25°C H K (50mL) &b 3 . 7K AH FHE t0Ac
(2x50mL) ZEHL . & IF 1A HLAH FE AN ER 7K (2x100mL) Beigk , FHTE7KNa, SO, T4, ik 8 , ik 45 H.
I R AT 4l (PE/Et0Ac=8/1~5/1) LA FIM-2-13 10A (460mg,85%) , H Al {4 .
[1371]  'H NMR (400MHz,CDC1,) 87.93-7.88 (m,2H) ,7.68-7.62 (m, 1H) ,7.60-7.53 (m,2H) ,
4.15-4.12 (m,1H) ,3.15-3.09 (m, 1H) ,2.87-2.80 (m, 1H) ,2.13-2.07 (m,2H) ,2.03-1.89 (m,
3H) ,1.83-1.64 (m,6H) ,1.47-1.27 (m,5H) ,1.23-1.18 (m,7H) ,1.18-0.95 (m,7H) ,0.87 (s,
3H) »
[1372] & M-2-13 10
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[1373]

M-2-13_10A M-2-13_10

[1374]  7E25°CHHER: (600mg) FIPCC (571mg,2.65mmol) ¥R ANZEM-2-13 10A (480mg ,
0.884mmol) fEDCM (15mL) H ()W H - 7E25 CHiiFE 16hrs J5 , 4 S SR & it U8 H R v
R4 VLS B =9, HoE i combi - flashZiif i (EtOAcTEPEH, 15%) LAAF FIM-2-13_10
(280mg,59%) , H A A,

[1375]  'H NMR (400MHz,CDC1,) 87.93-7.88 (m,2H) ,7.69-7.62 (m, 1H) ,7.60-7.54 (m,2H) ,
3.13-3.08 (m,1H) ,2.92-2.82 (m,1H) ,2.61-2.54 (m, 1H) ,2.32-2.28 (m, 1H) ,2.23-2.16 (m,
1H) ,2.14-2.01 (m, 1H) ,1.98-1.84 (m,4H) ,1.78-1.65 (m,5H) ,1.53-1.32 (m,6H) ,1.27-1.24
(m,4H) ,1.19(s,3H) ,1.14(d,J=6.4Hz,3H) ,0.62 (s,3H) -

[1376] & M-2-13 11

[1377]

M-2-13_10 H M-2-13_11

[1378]  7E-78°CTEN, F¥4$DIPA (233mg,2.31mmol) Fn-BuLi (0.852mL,2. SMTEC Fir,
2.13mmo1) ¥ MZTHF (0.5mL) IR SR ZE0C . HAHZE-78C g, I IM-2-13_10
(330mg,0.610mmol) FETHF (2. 5mL) H ¥ VR IR G IAE-T8 CHidE 1h H 6, 6- —HI 3-1-
AAIR[2.5] k% (128mg,0.915mmol) Kb B KRSV 7E - 78 C 4+ Lh, i # 2225°C HAE25
CHEFEL6/NS o ST 540 FINH,C1 (50mL, 71 Mlaq) ¥ K H FEtOAc (2x30mL) AEHL . 73 B A Hl
JZ , FiNa, SO, F#, i i, Bl LAAS 2R 724 (380mg) , HoA Y, ML EHEH T —4m
AN HdE— Ak .

[1379]1  &/%5294

[1380]

M-002-013_11 5294

[1381]  7EN, F7E60CHiMgkp (1.07g,44.6mmol) ¥ JIZEM-002-013 11 (380mg,0.558mmol)
FEA0mLJE 7K B R I R o e LV A 0 E 10°C FHHCT (50mL , H O M) 32837 93 2K 7L ) ] 44
A . FADCM (2x100mL) AEHUE , 47 HL = FH I AINaHCO, (50mL) < &£ 7K (50mL) ¥t , HiNa,S0,
W, 1L 8 LA i o TR AR R RO AR 44k FIPE/Et0Ac =10/1-8/ 1%/l LA 15 #5294 (35mg , A
alify)  HoA R 5294 (35mg , A 4liffy) il i ik e A 4l 4t (PE/EtOAc=10/1-8/1) LL1F 2
5294 (20mg , R&L)) , HON IR . 5294 (20mg, 0.037mmo1) & = Vi i fk i kE4li4k (DCM/ TR
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i =40/1) LA133)5294 (18mg, A 4lif¥) , Kok . A4i15294 (18mg, AZE 1Y) i@ i
prep.HPLCZHAL (#: Xtimate C18 150%25mm*5um, /% :90-100%B (A=0.1% TFA-ACN,B=
L) S HE : 30mL/min) BAFF£15294 (1.9mg, 11 %) , HA [l 14

[1382]  1H NMR (400MHz,CDC13) 62.59-2.43 (m,2H) ,2.37-2.16 (m,2H) ,2.05-1.84 (m, 3H) ,
1.76-1.65 (m,3H) ,1.51-1.38 (m, 14H) ,1.26-1.20 (m,14H) ,0.93 (s,3H) ,0.91-0.86 (m,7H) ,
0.63 (s, 3H)

[1383]  LCMS Rt=1.2847)%f, LL27p fh ik 2T, 30-90AB, 4E/E100% ,MS EST C,,H, F.0,
[M+H-H,0] "fr) 115448523 , 52 P {E523 .

[1384]  SjEfs53 . AWK .

[1385]  SUG ALt 2 TR #EAT - 45 R T-4K2- 59,

[1386] %R2-59.

e F ¥ | “F# Emax | F ¥ | ¥ 3 Emax
EC50 2A|2A(%) | EC50 2B |2B (%)
(nM) (nM)

[1387] 1839 2954 4933 148.2 568.5
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| 144.9 887.0 70.9 441.9
GO T
)
2 162.7 708.9 147.1 605.2
2A 157.9 652.6 339.1 1239.9
7_.
2B 130.7 624.6 142.8 965.3
[1388] W
10 125.4 631.7 101.6 362.3
o
J:iJ 5
1-A 109.4 274.6 81.2 250.1
\—{f‘-
1-B 31.6 262.5 33.6 284.6
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) 299.5 516.3 286.9 483.6
9 316.6 180.6 234.0 2714
3 185.2 555.6 338.0 531.8
1967 170.8 3474 113.3 373.9
B
,.5 -J
[1389] ,Cl"g‘
7-B 346.8 3557 305.8 352.1
7-A 247.5 544.2 187.3 431.0
8 446.1 401.7 372.4 321.7
WL
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4 201.2 663.0 212.5 462.9
5 181.8 619.0 260.4 454 .8
i!"gw&,
6 247.7 136.6 733.2 162.7
11 116.9 151.2 104.3 1574
,,\1;*"\)(:
IO,
[1390] ,Cb
2080 165.1 i &) 186.9 146.9
-y
e o
2081 128.8 125.8 174.7 2149
A58 Re)
2184 65.8 233.7 80.0 257.5
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2285 763.6 204.7 494 3 219.6
0,
'. A
2392 104.4 230.1 47.5 166.2
T ®a
AEE
2499 768.1 179.8 750.7 237.6
5B
2500 63.3 302.6 91.1 300.1
[1391]
2602 288.6 162.6 279.0 366.6
M
2706 >10000 96.8 124.0 139.3
.ﬁ.\,_,lrj-‘fij_g\'c
3 ’[w‘ 5 ¢
2707 119.0 112.8 102.7 259.0
By
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E-2817 5065.7 299 5373.5 20.4
BTG
2 OUL
29018 298.0 532.0 338.9 506.1
st
3035 61.0 3234 75.7 611.3
L
D 7
s
3149 69.7 292.1 60.7 471.7
[1392] 5
3266 147.5 82.6 377.4 134.7
,._
3382 67.6 309.2 125.8 460.6
3495 96.7 107.2 168.4 145.9
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3496 35:11 319.0 47.6 369.3
Foa
3507 165.0 165.5 190.7 241.1
Neo
3634 422.6 220.6 404.5 378.7
Ve oty
3788 1317.9 2294 1121.4 410.2
[1393] X mﬁjfﬁ
3877 >10000 424 512.1 71.1
5 ;;‘}f*\bxo\
3983 88.1 175.9 248.0 300.4
4023 515.9 322.1 405.7 418.3
D;
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[1394]

4155 441.7 163.5 611.9 R
> fi[?fg ke
4156 >10000 | 10.6 >10000 | 20.1
14258 10253 | 1839 e .
ﬂin{}?SX‘{j><
14259 >10000 133 —_— -
L0
4360 >10000 | 38.1 >10000 | 14.6
"J‘Jiﬁ.ﬁ?‘f-'l'?“ﬂ”'\ﬁ-f‘*-f
14475 461.3 363.5 265.7 e
o
14476 >10000 33 _— _
it B
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“14555 >10000 22.8 >10000 31.9
et e
T AL
14656 1601.0 1344 2164.5 122.0
AP
74657 422.2 74.0 129.5 62.9
" 114}\ Q_
4799 >10000 36.1 760.2 328
-“._ J__-\
B _l":“ \.{_.
[1395] ) Ljﬂ !
""" 4805 356.1 175.3 362.3 1294
gi, W=
S O
3 ,Efjjg
"1 4906 >10000 8.8 >10000 14.8
~L
15009 >10000 27.5 >10000 14.5
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T5131 3.6 52.9 >10000 139.0
| ! i
5294 >10000 | 324 >10000 | 13.9
.'-"_\ =
v+ Q
,;'.'_'_fi_ﬁf';'fi"'
[1396] 4585 2046|722 166.3 123.0
3886 534 106.0 50.1 164.1
PRio s

[1397]  Sjitafslsd . & it & 4154

N\—COMe ¥ COoMe / -
“s PdIC . LiAIH, G. —
THF = THE = — -~
..... fesiy i oG-
HO

A254 A354
[1398]
O,M;m
lllll ‘go. THF, 0-15°C, 2 h
Ad454 144 154

[1399]  JPDER1:KA154 (2g,5.01mmol) (F A2 WW02014/160480) A1Pd/C (200mg, 10%) 7E
THF (30mL) HH ¥ VR AE 15ps 1 2N 7E25 CEAM3h KR A e 1 ek 8+ 3 98 R e A
TUAE LIS FIRHA254 (1.8g) , HoA 44 .

[1400]  JDUR2: 7EAKT15°CA254 (1.8g,4.47mmol) 7ETHF (25mL) [V -H ¥ INLiALH,
(339mg,8.94mmo1) FETHF (5mL) H IR o S TR AE 15 CHiFE2h o ) B AE 0 °C ol i s i Fi
NH,C1/K¥# i (20mL) ¥ K . fi 398 & ¥ FHEt0Ac (2x50mL) FHL . & IF 19 A VL2 F #h K
(2x30mL) ¥k H Ik 4n A1 2IFHA354 (1.69) , HoA 14,

[1401] PR3 E25°C[A]1A354 (1.6g,4.27mmol) ZEDCM (10mL) AITHF (10mL) EPE’J/tmfFM?JJD
PCC(2.27g,10.6mmol) o4 [ MN.AE25 C A3 /NN o K i 0 38 H U F FHDCM (25mL) Bk

I YRR B IR A o TR AR )i Tﬁiﬂx?ql@c*f’ﬁHPE/EtOACZ8/1/5'6)35@%{%@}\454(O.9g’
54%) , HoA B 44
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[1402] S84

[1403]  DBR4a.4-nEng & ABEAE I =4

[1404]  ZE0°C[h)4- JRALIE R (1g,5. 14mmol) ZETHF (4mL) HP ) 2 V9 Hh V7 in 5 TR R 4
8 (5. 1mL, 2MAETHF A, 10 . 2mmo 1) IR A YIAE 15 C i+ 1 h o 4 - nik g It &40 B8 VA W
(ca.0.5MAETHF ) E4E{E .

[1405]  JB9%4b: fE0°C[A]A454 (100mg,0.268mmol) £ETHF (1mL) H At IV T Vs s sl 5 1) 4 -
ne g L S Ak EE (5. 36mL, ca. 0. BMEETHE T, 2. 68mmol) KRS EE 15 CHERE Lh. A% IR &)
ARININH,CL (2mL, 10%aq.) « RSP FEt0AC (10mL) ZEHL . 4 B A HLJZ , i@ it prep-TLCAAL
(DCM:MeOH=15:1) , MAMeCN (2mL) &% &y H B 2= TR LS B L & 4154 (31mg, 26 %) , H oAy [
N

[1406]  'H NMR (400MHz,CDC1,) 88.57 (d,J=4.4Hz,2H) ,7.28-7.26 (m,2H) ,5.34-5.26 (m,
1H) ,4.71-4.58 (m, 1H) ,2.47-2.37 (m,1H) ,2.03-1.90 (m,4H) ,1.85-1.61 (m,5H) ,1.56-1.46
(m,8H) ,1.39-1.04 (m,9H) ,1.04-0.85 (m,9H) ,0.70-0.62 (m,3H) .

[1407]  LCMS Rt=0.8064> %, LA2. 04> B 1172, 30-90AB,MS EST C, H,NO, [M+H] ¥ 75
{E452, SLMIAE452.

[1408]  SZjfifsl55. & Ak 4255

b4 255

[1410]  {E15°C i3 - JLMEHE (423mg, 2.68mmol) fETHF (10mL) 7EN, I HH [ ¥ ¥ = 3 i -
PrMgCl (1.34mL,2.68mmol , 2M) ¥ ¢ N AE 15 °CHERES30 8 o 8 IA455 (100mg, 0. 268mmol) ]
VI K I SEAE LS C B PE2h o 12 5 87 F L AINH, C1 (20mL) ¥ K , FIEt0Ac (3x20mL) ZEHL . 57
(A HLAR FH 2E7K (50mL) ek , FiNa, SO, T4, ik i H ik 4s . ik R Pid i 44 i 4lifl (MeOH in
DOMARFE , 0% -10%) LAAZ ZHL =4 (50mg) , HoAR J5 MMeCN (15mL) 45 & LA 15 24k & 4255
(8mg, 7% = 3) , H [l 44

[1411]  'H NMR (400MHz,CDC1,) 88.60-8.55 (m, 1H) ,8.55-8.51 (m, 1H) ,7.73-7.68 (m, 1H) ,
7.32-7.28(m,1H) ,5.32-5.27 (m, 11) ,4.73-4.63 (m,1H) ,2.45-2.37 (m, 1H) ,2.01-1.65 (m,
9H) ,1.56-1.33 (m,9H) ,1.28-1.04 (m,8H) ,1.03-0.86 (m,9H) ,0.66 (s,3H) .

[1412]  SEjafil56 . & At & 4356 F1456 .
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[1413]

[1414]  2BIB1.7£-60°C[A]A456 (300mg,0.8mmol) ZETHF (5mL) H A V&R H i N8 J yR Ak 5
(2.01mL, IMZEBFH ,2.01mmo1) o W4 TR & W7E25 CHEFE Lh B R A EIN K (50mL) H H H
EtOAc (2x50mL) ZEHL . 5 I (K176 HLIZ F#E 7K (100mL) Pk , FNa,SO, 08, ik g FLk4e LA 13 21
& H356 (315mg, ML i) , HoAE A . 115mgth & 4)3563& it prep-HPLCA» B 4l 4k, (4 .
Phenomenex Synergi C18 150%30mm4um, /& :95%B (7K (0.05%HC1) -ACN) , Vi i€ : 25mL./
min) BA#3 B 44356 (31mg) , FL [ f4 . 'H NMR (400MHz ,CD,0D) 87.34-7.28 (m,4H) ,7.27-
7.24 (m,1H) ,5.31-5.30 (m, 1H) ,4.57-4.51 (m, 1H) ,2.45-2.42 (m, 1H) ,2.02-1.96 (m,3H) ,
1.95-1.78 (m,5H) ,1.60-1.52 (m,9H) ,1.20-0.72 (m,18H) ,0.72-0.71 (m,3H) .LCMS Rt=
1.24853 %, Lh2. 043 Bh 4 357%, 30-90AB, MS EST C, H,, [M+H-2H,0] " iF 58415, S lE
415.

[1415]  2BBR2. 4E25°C [ 44 & 4356 (200mg, 0. 44mmo1) ZEDCM (3mL) H (i VE-& 4 ¥R nPCC
(190mg,0.89mmo1) & Th o K5 ¥A L i€ ELIEDE FHDCM (2x 10mL) W5k« & FF BRI L 25 IR 48 . ik
R R4 (PE/Et0Ac=10/1) Ye/i LA#3 3IB156 (150mg, 72%) , [ 44

[1416]  'H NMR (400MHz,CDC1,) 88.01-7.95 (m,2H) ,7.58-7.54 (m, 1H) ,7.50-7.45 (m,2H) ,
5.32-5.30 (m, 1H) ,3.03-2.90 (m,2H) ,2.41-2.40 (m, 1H) ,2.05-1.96 (m,7H) ,1.52-1.48 (m,
9H) ,1.17-0.94 (m, 16H) ,0.70 (s, 3H) .

[1417] B IE3.7F-60°C[1B156 (80mg,0.18mmol) £ THF (5mL) H {193 ¥ 3% hnMeL i
(0.28mL, 1.6MEREH, 0. 4mmol) o K5V A PI7E25 CHi#E 1h KR AW EIN K (50mL) H H H
EtOAc (2x50mL) ZEHL . £ F (A M2 F #h7K (100mL) $e i FINa, SO, T8 , i i€ Hik 45 . i x4
i# it prep-HPLCA> & 4lifl, (K : Phenomenex Synergi C18 150%30mm*4um, /% :65-95%B (/K
(0.05%HC1) -ACN) , ¥ i : 25mL/min) LATH 24547456 (24mg,29%) , H Iy [l 44

[1418]  'H NMR (400MHz,CD,0D) 87.42-7.40 (m,2H) ,7.32-7.28 (m,2H) ,7.20-7.17 (m, 1H) ,
5.29-5.28 (m, 1H) ,2.43-2.40 (m, 1H) ,1.98-1.93 (m,4H) ,1.75-1.50 (m, 16H) ,1.48-0.88 (m,
18H) ,0.67-0.65 (m,3H) .

[1419]  LCMS Rt=1.2894%k, LL2. 043 B ¢k, 30-90AB, MS EST C,,H,. [M+H-2H,01" f#7t
HAEA429, SE{E429.

[1420]  S2jfsl57 . & Ak & 400

171



CN 115181153 A W OB P 162/305 T

0‘ _ MePPhgBr 0‘ _MAD, MeMgBr_ “‘
.@ t+BuOK, THF ‘g ‘?’:rn .@
HO'

I by oy 8 C0-2 Co0-3
[1421]
b, 8
OH OTs /,S:
1), 9-BBN-= 4k, THF G‘ TsCl 0' PhSO,Na, KI “. g Ph
_ LSRN T . = =
2), NaOH aq. H,0; .@ 2 CHCls, py ‘@ ; DMF .@ q
HO HO Hd
Co-4 C0-5

[1422]  53%1:7£15°CLEN, F[AIMePPh,Br (1.28kg,3.6mol) fETHF (4.5L) IR & %EW%JJD
t-BuOK (404g,3.6mol) . TR & WAES0 CHEFE 3043l o FEAK T-65 °C 43 41 745 i 22 445 B i
(950g,2.9mol) o K )z SR A PIESO CHiFE /NI o & IR A4 FITE 15 C ML FINH, CL/K VA
(1L) ¥ 2K B9 B THF /2 « 7K J& FHEt0AC (2x2L) 2L o & A AUAH B 2 W 45 LA A 21 8] 446 o 44 [
A — 5385 FMeOH/H,0 (1:1,15L) £E [RIA B 240 LAAF 3]C0- 1 (940g,99%) , H9lEl 4
[1423]  'H NMR (400MHz,CDC1,) 85.40-5.32 (m, 1H) ,4.85 (s,1H) ,4.71 (s, 1H) ,3.58-3.46
(m,1H) ,2.36-2.16 (m,2H) ,2.08-1.94 (m,2H) ,1.92-1.62 (m,9H) ,1.61-1.39 (m,6H) ,1.29-
1.03 (m,4H) ,1.01 (s,3H) ,0.99-0.91 (m, 1H) ,0.59 (s, 3H) «
[1424] B 3%2.fE35°CIACO-1(800g,2.54mol) ZEDCM (8L) 7 Fi) V& ¥k th 43 4tk ¥ inDMP
(2.14kg,5.08mol) o ¥ NVR & PITESS CHEFE20 43 Bl o K S N VR A Wit 96 - i€k I DCM
(3x1L) ¥k . & I B HLAH M AN, S, 0,/ 1 FINaHCO, K K (3:1,2x1.5L) (Fh7K (1.5L) ¥
¥, FiNa, SO, T4, b 16 H L 25345 A AF 1C0-2 (794g A B , HomBEMR B R ERAT T
—#,
[1425]  SBEE3. fEAICF25 CLEN, SR FIAIBHT (1.97kg,8.94mol) 7EFH 2K (1L) A 138 Hh
INATMe, (2.14L,2. OMZEHI 2K, 4. 28mol) o T {FIR S AE25 CHLFE /NI o £E-T0C T INCO-2
(794g,2.16mo1) fEDCM (3L) H ¥ o K VR G D AE - T0 CHLHE L/INET o 75 - 70 C S liMeMgBr
(862mL, 3. OM7E Z Bt ,2.59mo) o 44 [ MR G WITE-T0°CHE #1043 % VR & W id i 1B AnAT A5
2 (L) 2K, FEtOAc (2x2L) ZEHL . & I HIA B I EEK (2L) Yed , HiNa, SO, T4, i o€ H 3
RAE VLR RN R, 5 HAE25°C MMeCN (3L) BIFBE LA 2C0- 3 (340g,43%) , H Jy [l 44 o
[14261  'H NMR (400MHz ,CDC1,) 85.34-5.26 (m, 1H) ,4.85 (s,1H) ,4.71 (s, 1H) ,2.50-2.35
(m,1H) ,2.07-1.94 (m,3H) ,1.91-1.84 (m,1H) ,1.83-1.63 (m,8H) ,1.58-1.33 (m,6H) ,1.27-
1.13 (m,3H) ,1.12(s,3H) ,1.10-1.05 (m, 1H) ,1.02 (s,3H) ,1.00-0.92 (m, 1H) ,0.58 (s, 3H) .
[1427]  JDYR4:7E15°CHEN, F[AICO-3 (149g,453mmol) F19-BBN 244 (127g,520mmol) IR
EPH U INTHE (1L) o X SR EMFE60 CHiFE LN IR G A HI 2 15°CAEL5CH N
EtOH (208g,4.53mol) o ££15C i IINaOH/K K (906mL, 5M, 4. 53mo1) - £E15 Cii§ INH,0, (514g,
30% ,4.53mol) o TR G TE60 CHLHE 1N o 72 A8 [ 4 4 [ 44 FH 2, 1% (200mL) /?a/%uﬁ
B[ 44, 5 H FHEOH (2. 3L) 7E[RIAAIK (2.5L) 7E80 °CIELL M BE L3 £]C0-4 (131g,84%) , H
9l A
[14281  'H NMR (400MHz,CDC1,) 85.35-5.24 (m, 1H) ,3.67-3.61 (m, 1H) ,3.42-3.33 (m, 1) ,
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=6.8Hz,3H) ,1.01 (s,3H) ,
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1.00-0.91 (m,1H) ,0.70 (s, 3H) .

[1429]  LUR5:fE15°C[R1C0-4 (131g,378mmol) 7ECHCL, (600mL) ML IE (420mL) H K] ¥ i
ININTsCL (187g,982mmol) o K5 1R A WITE 15 CHiFE2 /NI o S N TR A P L 25 e 4 DA B K 2 4
CHCL o 7S 7K (3L) o 7 A= [i] 44 .3k 318 o o5 [ 4 I 7K e ¥ (6x4L) HL¥&T-DCM (3.5L) , HiNa,S0,+
fe, ik H B S IR G LA 3C0-5 (177g,94 %) , H o[ 44

[1430]  'H NMR (400MHz,CDC1,) 87.78 (d,J=8.4Hz,2H) ,7.34 (d,J=8.0Hz,2H) ,5.34-5.25
(m,1H) ,3.96 (dd,J=3.2,9.6Hz,1H) ,3.79(dd,J=6.4,9.2Hz,1H) ,2.45 (s,3H) ,2.50-2.35
(m,1H) ,2.02-1.88 (m,3H) ,1.81-1.61 (m,4H) ,1.58-1.33 (m,8H) ,1.24-1.12(m,4H) ,1.11
(s,3H) ,1.09-1.01 (m,2H) ,1.00 (s,3H) ,0.98-0.86 (m,3H) ,0.64 (s,3H) .

[1431]1 2386 #E15°Cla]CO-5 (177g,353mmol) ZEDMF (1.8L) A i A ¥R IIKI (281¢,
1694mmo1) o #5VEAPIE60 CHEHE: Lh 4] DMF YR & ¥ 78 JIPhSO,Na (211g, 1. 06mol) « #5754
FE60 CHEPE2/IN o B SN TR A 74 HI 225 °C IR A YR NIK (20L) Fp HLAE B — BB [E 14 . K
TR AL uE e /K e (3x2L) H FDCM (BL) o3& /K (2x1L) L #h7K (2x1L) ¥k, H
Na, SO, 8, i i€ , B2 W4 LAS SR ™, HO A, R M 2K (2. 5L) 45 & BA1S 31 CO
(121g,73%) , F AR o H 4 ft 10 D8 L 25 A 4 LA AR B A 5 CO (20g) 5 H [ 1k

[1432]  'H NMR (400MHz,CDC1,) 67.91 (d,J=7.5Hz,2H) ,7.69-7.61 (m, 1H) ,7.61-7.53 (m,
2H) ,5.31-5.24 (m, 1H) ,3.14(d,J=14.0Hz,1H) ,2.85(dd,J=9.2,14.0Hz, 1H) ,2.50-2.35
(m,1H) ,2.16-2.03 (m,1H) ,2.01-1.88 (m,3H) ,1.80-1.64 (m,3H) ,1.56-1.34 (m,7H) ,1.20
(d,J=6.8Hz,3H) ,1.17-1.11 (m,3H) ,1.10(s,3H) ,1.08-1.01 (m,2H) ,1.00 (s,3H) ,0.98-
0.87 (m,2H) ,0.65 (s,3H) -

[1433]  Sjafsl58 . & ifh A C3-1/IC3-2.

o] ~,
[1434] e
Fe t-BuOK, DMSO

C1

C3-2

[1435]  2UIR1:#E20°CLEN, R A t-BuOK (3.22g,28. 7mmol) fEDMSO (30mL) H [ %8 i il
— LR (6.42¢,31.5mmol) HLAEH#E305 8. s INC1 (5g,28. Tmmol) ZEDMSO (8mL) H ) ¥
T HAE20 CHEHE16h. 2 BV A4 FEt0AC (50mL) A17K (50mL) %k . /K /2 FIEt0Ac (50mL) Jz 26
W& A HLIZE FINa, SO, T8 , i UiE B 302 ik 45 LA A5 B 7240 , s FLad g i R A 4l Ak, (PE/
EtOAc=3/1) LAf53C2 (1.9g,35%) , H kY.

[1436]1  'H NMR (400MHz,CDC1,) 87.55-7.52 (m,2H) ,7.43-7.35 (m,3H) ,3.43-3.40 (m, 1H) ,
2.95-2.92 (m, 1H) .

[1437]  JDIR2.¥EN, FE-70°C[a THF (2mL) ¥ flin-BuLi (1.7mL,4.24mmol) - ¥R 5 , ¥ NCO
(500mg, 1.06mmo1) FETHF (5mL) H [ &7 W LA1S B B - ££ - 70 CHi 300 8 , s nc2
(398mg, 2. 12mmol) FETHF (2mL) T IV o 28 J5 S NLAE - TOCHEFE L0381, SR G E20 CHiH: 16
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/NI o S BV A K (L0mL) ¥ 2K o R VR A4 FHEt0Ac (3x50mL) 25 HX . A 1A HLAH FH 37K
(100mL) P& » FNa, SO, 1 , i i H 072 PR 48 AAS B 74, o H e ek A 4l Ak (PE/
Et0Ac=10/1) LA15FF{4C3-1 (320mg,46 %) FC3-2 (50mg, A4ifr) .C3-1HIBEHT F—.
C3-2iEIHPLCr & 44k, (A : Phenomenex Synergi C18 150%30mm*k4um, £ )% :82-95%B (A=
0.05%HC1-ACN,B=ZJ§) , Jitid : 25mL/min) LAFS 2L AHC3-1 (25mg,5%) , F A4

[1438]  SEjifafsl59. & ik 54559 .

[1439]

oS C3-1 fe bt 559

[1440]  7E60°C[AC3-1 (320mg,0.486mmol) 7EMeOH (10mL) H (1) ¥ ¥ H 78 hnMg ¥ (349mg,
14.5mmol) o IR S WITES0 CHEFE2h SR JG s I o5 — 38 4 BIMg#y (349mg , 14, 5mmol) « 24 %
r“faoc FE16/NN IR -S4 FHHCT (100mL , IM) ¥4 K B 31 J W AR 7F H FHDCM (2x30mL) 5

B o & 1B HUAE FINa, SO, 452, 3 i , e 4 Hdid i A 44k, (PE/EtOAc=10/1%8/1) LA1H
B A 559 (20mg ,6%) , H 44k
[14411  'H NMR (400MHz,CDC13) 67.52-7.50 (m,2H) ,7.43-7.31 (m,3H) ,5.29-5.28 (m, 1H) ,
2.43-2.40 (m,1H) ,2.29-2.28 (m, 1H) ,2.10-1.60 (m,7H) ,1.52-1.21 (m,8H) ,1.19-0.94 (m,
14H) ,0.93-0.91 (m,5H) ,0.63 (d,J=10.8Hz,3H) .
[1442]  LOMS Rt=1.465%3 %, LL24> B €43 24T, 10-80AB,MS EST C,,H,,F.0 [M-H,0+H] ]
THEAES01, SEMI{ES01 .
[1443] 5‘?)‘5@%60.%552%4\%660 6051 F16052.

00 & ol
=Sx
‘ . [ COH

[1444] w/\©
o
n-BuLi, THF

D1y

b4 660

(14451 JBYR1:FEN, F7E-70°C [ THF (2mL) %8 fin-Buli (1.7mL,4.24mmo1) 4R Ji5 , ¥ ANCO
(500mg, 1.06mmo1) FETHF (5mL) H [ &5 MR LA1S 2 2 - £ - 70 CHeFE30 7 8 , s D1
(284mg,2.12mmo1) ETHF (2mL) ¥ - S8 5 I NLAE -TOCHEFELO 73 B, SR J5 FE20°C it 116
/NI o OB A 7K (10mL) V352K o #41R & 4 FHEt0Ac (3x50mL) ZEHY . A#Eﬁﬁﬂﬁﬁﬁﬁ K
(100mL) %%, FNa, SO, 45, i yif H 30 2 9 4 LAAS 2R 7 4, 4 Fo i o e e A 4tk (PE/
EtOAc=10/1) LL5FID2 (60mg,9%) , H Ay 44

[1446]  'H NMR (400MHz,CDC1,) 87.91-7.81 (m,2H) ,7.69-7.49 (m,3H) ,7.33-7.31 (m,2H) ,
7.24-7.20 (m,2H) ,7.12-6.98 (m, 1H) ,5.32-5.28 (m, 1H) ,3.26-3.23 (m, 1H) ,2.88-2.65 (m,
2H) ,2.57-2.47 (m, 1H) ,2.42-2.38 (m, 1H) ,2.27-2.07 (m, 1H) ,2.04-1.61 (m,9H) ,1.53-1.30
(m,9H) ,1.19-0.93 (m,11H) ,0.93-0.60 (m,4H) ,0.43 (s, 2H) .
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[1447] 35382, 7660°C D2 (118mg,0.195mmo1) ZEMeOH (3mL) H (KI5 ¥ H 7R Mgy (280mg
11.7mmol) o x4 R MNAE60 CHEFE16 /N o K VA4 FHHCT (100mL , IM) ¥ 2K B 31| e B AR P
H HIDCM (2x30mL) ZEHL o & F9 4 HLAR FNa, SO, T4 , ik i , e 4 s il vk fie A 4t Ak, (PE/
Et0Ac=10/1Z8/1) A3 21k &4660 (32mg, 35%) , HA[E 14 .

[1448]  'H NMR (400MHz,CDC1,) 87.32-7.30 (m,2H) ,7.25-7.21 (m,3H) ,5.31-5.29 (m, 1H) ,
3.77-3.75 (m,1H) ,2.89-2.81 (m,1H) ,2.63-2.57 (m, 1H) ,2.44-2.40 (m, 1H) ,2.06-1.92 (m,
3H) ,1.91-1.60 (m,5H) ,1.58-1.21 (m,12H) ,1.20-0.88 (m, 15H) ,0.68 (s, 3H)

[1449]  LCMS Rt=1.466%) %k, LL25} ¥l 247, 10-80AB,MS EST C,,H,,0(M-H,0+H] {7t

327747

HAE447 , SEIfE 447
[1450] & %6010.6051 F16052

[1451]

DA-23-5_1

[1452] & H6010

[1453]

DA-23-5_1 6010

[1454]  {£-70°CYEN, F[AIDA-23-5 1 (400mg,1.03mmol) 7ETHF (6mL) HH F) ¥ Hh 778 - 2k
BALEE (10.3mL,10. 3mmol, IMEETHFHY) o SR J5 Ki Il &0 4E25 C B+ Tho S B2 F 7 MINH, C1
(10mL) \EtOAc (10mL) F1H,0 (5mL) AbFE o K8 5 FIE t0Ac (3x10mL) I &AL F
7K (3x30mL) Pek » FNa, SO, T, 1Y€ , W4 o SR il it P AT 214k (PE/BEA=100/1%12/1)
LAf3FIDA-23-5_2 (6010) (222mg,45%) , H A 4.

[1455]  'H NMR (400MHz,CDC1,) 87.40-7.28 (m,2H) ,7.25-7.15 (m,3H) ,5.30-5.20 (m, 1H) ,
3.80-3.70 (m, 1H) ,2.90-2.30 (m,3H) ,2.05-1.60 (m,9H) ,1.50-1.30 (m,9H) ,1.30-0.90 (m,
16H) ,0.90-0.80 (m, 3H) ,0.68 (s, 3H) .

[1456]  LCMS Rt=1.3567) %k, LL27> Bh il = 41, 30-90AB_E, 4 /£ 100% ,MS EST C,,H,,0
[M+H-H,07 fr) TH5EAE 461, 52 P {E 461 .

[1457] & 1k6051 F16052
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[1458]

DA_23-5_2

6052

[1459]  DA-23-5_2 (180mg) il id SFC4fi{k (£F : AD (250mm*30mm, 10um) ; 2544 :0. 1% NH,H,0
ETOH,40%B; it (m1/min) :60) AR BIAAIH16051 (75mg,42 %) FIA 216052 (80mg,
45%) AE25°CHA4ER16051 (75mg, 0. 156mmol) MMeCN (5mL) fff % DL 15 26051 (40mg ,54%)
HOM R 725 CH AN 16052 (80mg) MMeCN (5mL) Hiff & DL 15 36052 (48mg , 60 %) , Ay [#
(NS

[1460] 6051

[1461]  'H NMR (400MHz,CDC1,) 87.40-7.28 (m,2H) ,7.25-7.15 (m,3H) ,5.30-5.20 (m, 1H) ,
3.80-3.70 (m, 1H) ,2.90-2.30 (m,3H) ,2.05-1.60 (m,9H) ,1.50-1.30 (m,9H) ,1.30-0.90 (m,
16H) ,0.90-0.80 (m,3H) ,0.68 (s,3H) .

[1462]1  LCMS Rt=1.44470%f, LL27 Bh o3k JZ 4T, 30-90AB_E, 4 100% ,MS EST C,.H,40
[MH-H,01+ 7 5 1E 461, S (E461 .

[1463] 6052

[1464] ' NMR (400MHz,CDC1,) 87.40-7.28 (m,2H) ,7.25-7.15 (m,3H) ,5.30-5.20 (m, 1H) ,
3.80-3.70 (m, 1H) ,2.90-2.30 (m,3H) ,2.05-1.60 (m,9H) ,1.50-1.30 (m,9H) ,1.30-0.90 (m,
16H) ,0.90-0.80 (m,3H) ,0.68 (s,3H) .

[1465]  LCMS Rt=1.4467%f, LL27 Bh o3l 24T, 30-90AB_E, 4i £ 100% ,MS EST C,,H,40
[MH-H,01+ 7 5 1E 461, S (461 .

[1466]  SLjafsl61 . A AL &41761.861F1961 .
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OH

LIAIH, “. PCC
o - -
™\ @ i DOM.THF
i

[1467]

“, OH
) '
\..-- =

“ 4’0 ©Mgcl o o Ho bt 861

SFC s
N Y st
ad HO
E6 oot 761 i

1649 961

[1468]  DIR1:EAKT25°Cla2,6- —-HUT 2E-4-HF 8 (220g,1.0mol) 7£ H 2K (250mL) H 1]
R INAIMe, (250mL , 50 Immo 1, 2MAE F 25 HR) o FLAE25 CHEPE Tho SR JE £E - 78 TR INEL
HA R A2 WW02017007840 (50g, 167mmol) £EDCM (400mL) H (K1 ¥ATR - £ - 78 CHi bk 1h 5 , 18 -
78°Cii% INEtMgBr (167mL,501mmol , SM7E Z k) o TSI AE - 78 °C 22 -50 C i H: 3h o 1% i
7E-78°C A FIFT IR IR (100mL) ¥ 2K . FE25 CHiFE304r 4 5 , P 4518 & 4 Ui H & FHDCM
(3x100mL) ZEHL o & I 1 G HL)Z FINa, SO, T4, i 8 H 305 W4 o KR =) & 9 FLd i e JR A
afif, (PE/Et0Ac=5/1) LA1F 2| 38g4H /=4, I g [l 44 , 4 I PEEE 45 & LA1S RIE2 , H A [ 44
(13.5g,13%) -

[14691  'H NMR (CDC1,) 400MHz85.33-5.26 (m, 1) ,5.23-5.10 (m, 11) ,2.45-1.90 (m,61) ,
1.78-0.70 (m,28H) .

[1470] 2P EE2. 76N, FAEOCHIE2 (13g,39. 5mmol) A L H g (8.29g,98. Tmmol) 7£ TE/K
DCM (100mL) H [ ¥ HR i N — 2 28 &AL ER (IMFE L e, 158ml, 158mmo 1) o 7R & #7E20°C
P FE16 /N o8 S BV A BN UK - 7K H, FIDCM (3x300mL) A5 HL o AU F T /K B BR AN T ,
IR Hk e Tk R W)@ A ik e R 4tk (PE/EtOAc=5/1) LAf5 2IE3 (14g,86%) , H N
fi] 425

[1471]1  'H NMR (CDC1,) 400MHz86.93 (dd,J=15.6Hz,8.0Hz, 1H) ,5.81 (d, J=8.0Hz, 1H) ,
5.42-5.38 (m,1H) ,5.33-5.24 (m,1H) ,3.73 (s,3H) ,3.05-2.95 (m, 1H) ,2.40-2.30 (m, 1H) ,
2.10-1.95 (m,3H) ,1.90-1.65 (m,4H) ,1.60-1.25 (m,9H) ,1.88(d,J=7.2Hz,3H) ,1.15-0.95
(m,6H) ,0.84 (t,J=7.6Hz,3H) ,0.78 (s,3H) .

[1472]  PUE3:#E15°CIMIE3 (9g,21.8mmol) FETHF (100mL) H FI¥ % H ¥ npd/C (2g , i
10%) o i< H FH, SO 7 =05 , 7215 CAEH, HE T F IR BV -S V)3 HE 16h KR & )i it
Tk 3 - 2RO 8 K DRV LS IR G LAAS 2IAHEA 8. Tg, M 5D , HOA 44

[1473]  'H NMR (CDC1,) 400MHz85.35-5.25 (m, 11) ,3.69 (s,3H) ,2.40-2.15 (m,4H) ,2.10~
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1.40 (m,17H) ,2.15-0.80 (m, 16H) ,0.70 (s, 3H)

[1474] D3R4 {E0°CIAIE4 (5g,12.0mmol) fETHF (100mL) H (¥ 7 Hh AR I AL AR (1. 13g,
30.0mmol) o FR 5 HF S ML AE25 CHiEPES 73 Bl o SR e S B R NH, CL/K I R (50mL) AIATH IR 7K ¥
W (30mL) ¥ K FEpH=4-5. 4R J& ] BT FHE t0Ac (3x100mL) ZEHL . £ JF1¥1 45 HLJZ FiNa,S0, T
1o, 3o i HL B0 i AAS B MBS (4g,80%) , HON [ 4

[14751  'H NMR (CDC1,) 400MHz85.35-5.25 (m, 1H) ,3.18-3.05 (m,2H) ,2.40-2.32 (m, 1H) ,
2.08-1.80 (m, 18H) ,1.80-0.80 (m, 19H) ,0.68 (s,3H) .

[1476]  JDIR5:[MIE5 (1g,2.57mmol) YEDCM (15mL) FITHF (15mL) H ) ¥ - i inPcC (1. 10g,
5.14mmol) o 13 S SR & WIAE25 CHEFE 2NN - FF I A HUAH 188, e ELie s Rk ¢4 3%
A4 (0-15%EtOAC/EPEH) BLAFEIE6 (T00mg , 70%) , H A [H 14

(14771 'H NMR (CDC1,) 400MHz89.77 (s,1H) ,5.30-5.26 (m, 1H) ,2.46-2.35 (m,2H) ,2.04-
1.57 (m,12H) ,1.50-0.83 (m,23H) ,0.68 (m, 3H) «

[1478] U386 E-70°CYEN, FAIE6 (400mg, 1.03mmol) 7ETHF (10mL) = F) ¥ 8 7 i ik
HALEE (3.5mL, 1. 5mmol , SMAE L BEH) o SR JFREHE S AE20 CHERE20 73 Bl S5 2 F UL AINH, C1
(4mL) \EtOAc (5mL) F1H,0 (3mL) AbEE . K5 7R A HIELOAC (3x6mL) A HL . & I A HLZ &K
(2x15mL) P , HINa, SO, F-15% , S UE , F0 R4 , I8 I A (o vk ek I B4k (PE/EA=30/1%
10/1) LA 24 & 4)761 (300mg,62%) , H gl 4 .

[14791  'H NMR (400MHz,CDC1,) 87.40-7.30 (m,4H) ,7.30-7.20 (m,11) ,5.32-5.26 (m, 11) ,
4.64-4.52 (m, 1) ,2.38-2.34 (m, 11) ,2.06-1.88 (m,3H) ,1.86-1.15 (m,24H) ,1.12-1.00 (m,
3H) ,1.00-0.78 (m,7H) ,0.66 (s,3H)

[1480]  LCMS Rt=1.3034}%h, A2y 8247, 30-90AB,MS EST C,,H, [M+H-2H,0] #it
FAEA429, LB 429.

(14811  SDIRTALAP)T61 (300mg) & it SFCAAL, (FF : OD (250mm*30mm, 10um) ;: 4514 0.1%
NH,-H,0 ETOH,40%B; i (nl/min) :60) LATS 2 [ 4k 54861 (40mg , 2296) A& AL &1
10 (59mg,33%) »

[1482]  {kA4861:'H NMR (400MHz,CDCL,) 87.39-7.30 (m,4H) ,7.30-7.20 (m,1H) ,5.32-
5.26 (m,1H) ,4.64-4.52 (m,1H) ,2.39-2.34 (m, 1H) ,2.06-1.90 (m,3H) ,1.86-1.15 (m,24H) ,
1.12-1.00 (m,3H) ,1.00-0.80 (m,7H) ,0.66 (s,3H) .

[1483]  LCMS Rt=1.41370 8k, L2738 JZ 47, 30-90AB_2MIN_E,MS EST C, H,  [M+H-
2H,01 AT+ 429, SLIE 429 .

[1484]  {kA47961:'H NMR (400MHz,CDCL,) 87.39-7.30 (m,4H) ,7.30-7.20 (m,1H) ,5.31-
5.26 (m,1H) ,4.64-4.52 (m,1H) ,2.39-2.34 (m, 1H) ,2.06-1.90 (m,3H) ,1.86-1.35 (m, 17H) ,
1.28-1.20 (m,2H) ,1.20-0.80 (m,13H) ,0.66 (s, 3H)

[1485]  LCMS Rt=1.4254} %, 24y a7, 30-90AB,MS EST C,,H, [M+H-2H,0] #it
FAEA429, LB 429,

[1486] £ p861 LA E AR L2
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[1487]

ST-200-550_15 ST-200-095-001_1 861

[1488] & AST-200-095-001_1

[1489]

ST-200-550_15 ST-200-095-001_1

[14901  {E-70°C ) 3 £ 2% 181 S /K THF (ImL) 3 Jin-BuLi (2.47mL 6. 18mmol, 2. 5M7E IE T
FeH) o R JE R INST-200-550 15 (1g,2.06mmol) 7EJC/KTHE (10mL) FR VAR - 7E-70°C #ii £ 1h
Ja , FE-TOCHIN (2S) -2- HFLA IR ke (371mg,3.09mmol) HoW S SN FFHERE Lh o K S VR
EPITE25°C (FR) ik 12h . JSHE I L RINH,C1 . aq (100mL) ¥ K . 7K AH FHE t0Ac (3x50mL) %%
B & IR HUAE R A1 ER 7K (2x50mL) Bk, FHTE/KNa, SO, 1 i ik H 51 78 ik 4 A 21 ST-
200-095-001_1 (1. 1g, M%) , HoAMIRY) , M HEZAT 5.

[1491] & HST-200-095-001

ST-200-095-001_1 ST-200-095-001

[1493]  7E25°C/EN, FHST-200-095-001 1 (1.1g, H4/i) 7EMeOH (100mL) = ¥ 753 - i
JnMg#i (2.17g,90.5mmol) FINiCl, (40mg) . fE60 CHiH: Lh7EN, F J5 , ]k MR & 4 FIHC1
(300mL , M) ¥4 7K B 31| 2 8 289575 . 7K AH FIE t0Ac (3x100mL) ZEHY o & F (196 HLAH B Ha A2k 7Kk
(2x100mL) He ik, FFE7KNa, SO, T , i g HLil it o S i 1 Ak Jig (0 15 A 214k (PE/EtOAc =
8/1%5/1) LA4EFIST-200-095-001 (0.65g,77% , AZfift)) , H gl 44

[1494]  }4ST-200-095-001 (650mg, 1 .39mmol) MMeCN (40mL) & 4% & LA R F]ST-200-095-
001 (580mg ,69% , ANafifr)) , H AR A,

[1495]  ST-200-095-001 (300mg,0.6455mmol) i it SFCAlift, (X #% : SFC-16, 4% : OD (250mms
30mm, 5um) , 2&fF:0. 1%NH,H,0 ETOH, FF4AB:45% , 45 4 B:45% , it i# (m1/min) :60,¥E N 70)
PAFSFIST-200-095-001 (256mg ,59%) , H Ay [l 4
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[1496]1  'H NMR (400MHz,CDC1,) 87.88-7.81 (m,4H) ,7.80-7.23 (m,3H) ,5.32-5.25 (m, 1H) ,
4.65-4.61 (m, 1H) ,2.40-2.30 (m, 1H) ,2.06-1.90 (m,3H) ,1.88-1.64 (u,5H) ,1.51-1.05 (m,
15H) ,1.04-0.79 (m,12H) ,0.66 (s, 3H) «

[1497]  LCMS Rt=1.28743 %, LL24r Bl €41 24T, 30-90AB_2MIN_E, 2 100% ,MS EST
Cy,H,s [M+H-2H,0] "fr 71546429, 52K 429 .
[1498]  SEJifafsl63 : & 6347 F16348

! O,B' OH
N
[1499] HULTHE |\ ‘0‘
e DA-23-7_1
[1500]
o] H
i MaD o
EtMgBr 1 LAH
] M . !C@Hg\j
H Hi
DA-28-1_2 DA-28-1_3
[1501]

[1502]  7E30°C[M001-4 (50g,128mmol) FEDCM (800mL) H1 [ %5 ¥ H ¥ InDMP (108g,
256mmol) oK S SRS IAE30 CHEFE 1043 B HsINH,0 (2. 3g, 128mmol) o 2 REVE 544 FH 1
AINaHCO, 7K ¥ (500mL) ¥ K EL 27K JZ 1 pHAZ N A9 o K5 TR S WL E . 73 BDCMJZ HoK A H
DCM (100mL) ZEH - & I (1A HLAH I AINa,S 0, 7K ¥ (600mL) « £57K (500mL) B » FNa,SO,
T, 8 Bk A LIS BIDA-28-1_1 (108g , AW 5) » HN PR o [ B ~FAT 1JEAT 24K

[1503]  'H NMR (400MHz,CDC1,) 85.30-5.26 (m, 1H) ,3.67 (s,3H) ,3.30-3.22 (m, 1) ,2.85-
2.79 (m,1H) ,2.50-2.15 (m,4H) ,2.08-1.96 (m,3H) ,1.90-1.71 (m,2H) ,1.56-1.45 (m,6H) ,
144-1.19 (m,3H) ,1.17 (s,3H) ,1.15-0.97 (m,5H) ,0.96-0.88 (m,3H) ,0.70 (s, 3H) .

[1504]  {E%(S F#E0°C M BHT (367g,1.67mmol) 7£ 2 (1000mL) H [ VA i T ¥ i = FP 348
(2MAE F 2, 418mL,837mmo1) o K5V & WI7E0 CHERE30 4> 4 H. 1 43 FI/EMAD (0. 5OMAE FH 2K
o) BV TR A e — B Alifk, 78 8RR £E - 78 °CIRIMAD (0. 59MAE H 4, 1410mL , 837mmo1)
(95 H R MDA -28-1 1 (108g,279mmol) 7E H 2K (500mL) H1 ¥ o ¥4 VA5 W 7E - T8 C 1t t:
3043 % . i HIE tMgBr (3MAE 2.k, 278mL, 837mmo , SMAE Z. k) o A3 IR S WAE - 78 CHikk 1
NI o 2 SV BN UKV F R AT R 7K ¥ (1000mL) , FHEt0Ac (2x500mL) 250X & 1A
HLZEH ER7K (500mL) Feik, F TG/ BREN T , ik U8 ELIR 48 o 5k Wi oot A (i 7 e e - 4
1k, (0-20% EtOAcZEPERT) LA/3FIDA-28-1 2 (95g, N4E/) , HONTHPIRY) )R N FAT HEAT 21K
[1505]  'H NMR (400MHz,CDC1,) 85.30-5.26 (m, 1H) ,3.65 (s,3H) ,2.48-2.18 (m,4H) ,2.08-
1.91 (m,2H) ,1.90-1.76 (m,4H) ,1.75-1.61 (m,4H) ,1.60-1.48 (m,5H) ,1.47-1.22 (m,5H) ,
1.17(s,1H) ,1.16-1.02 (m,3H) ,1.01-0.96 (m,2H) ,0.95-0.90 (m, 1H) ,0.89-0.82 (m,4H) ,
0.81-0.76 (m,2H) ,0.67 (s,3H) .

[1506]  7EN, FAE0°CHDA-28-1 2 (60g, 144mmol) ZETHF (1200mL) = ) 98 - 43 Stk
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LiAlH, (8.19g,216mmol) o4 S N AE20 CHEF:30min. i% S S AE0C HI2M HC1 (600mL) ¥ K E.
FZK A pHA 22 7R A W3k 36 o W B[] 44 HL7K 2 FHE t0AC (2x400mL) ZEHL . & 3+ 1A HLAH
Hisat.NaHCO, (600mL) i, FNa, SO, T , i yif HIK 48 LAAS B 747, Fe 8 4038 53 FMeCN
(800mL) FIf EE 44k, 111 LA 43 FIIDA-28-1 3 (45g,81%) , H Jy[fl {4

[15071  'H NMR (400MHz,CDC1,) 85.30-5.26 (m, 1H) ,3.65-3.56 (m,2H) ,2.40-2.32 (m, 1H) ,
2.10-2.00 (m, 1H) ,1.99-1.90 (m,2H) ,1.89-1.58 (m,5H) ,1.56-1.31 (m,10H) ,1.30-1.19 (m,
3H) ,1.18-1.03 (m,8H) ,1.02-0.88 (m,5H) ,0.87-0.78 (m,3H) ,0.68 (s, 3H) «

[1508]  {E20°C[fDA-28-1 3 (45g,115mmol) ZEDCM (800mL) H ) ¥& ¥k 1 ¥s INDMP (97 . 5¢,
230mmo1) o4 [ MR S ILE20 CHEHE 1053 Bl o [ REVR & I AE20 °C HIH FINaHCO, 7K 1
(500mL) A K o K VR AWk UE - 73 Z DCMJZ H. 7K AH FHIDCM (200mL) A< HW . & FF 1A HLAH FH i F0
Na,S,0, /K& (3x500mL) \sat.NaHCO, (500mL) 7K (500mL) ¥ i » FiNa,SO, T4 , 1 i€ , < 4 o
LR H25g DA-28-1 31 1 —H#LIK & FF A= 4 FiMeCN (500mL) it B LA 75 £DA-028-1 (48g) ,
HONE A . 500mg A4l DA - 28 - 1@ 1 B A 4fifk (0-15%EtOAc£EPEH) L3 FIDA-28- 1
(194mg,39%) , H A 44

(15091 'H NMR (400MHz,CDC1,) 89.77 (s, 1H) ,5.30-5.27 (m, 1H) ,2.50-2.32 (m,3H) ,2.05-
1.94 (m,3H) ,1.93-1.67 (m,3H) ,1.66-1.58 (m,3H) ,1.56-1.22 (m,10H) ,1.20-1.04 (m,4H) ,
1.02(s,3H) ,1.00-0.90 (m,5H) ,0.89-0.80 (m,3H) ,0.68 (s,3H) .

[1510]  LCMS Rt=1.2297} %k, LA2.07 B a1k, 30-90AB, 41 2100% ,MS EST C,H,,0[M+
H-H,0] "frI 71 58369, 52 MI{E 369 .

(15111 & DA-23-7 1

B -, OH
I R
R
[1512] t-BuLi, THF \
P
HO
DA-23-3 1 DA-23-7_1

[1513]  7E-70°CHenbhe -2- 24 (437mg, 5. 15mmol) #NZDA-23-3 1 (400mg, 1.03mmol) 7
THF (3mL) T B o KR S D AE 25 CHE P /NI o R VR & ) FI M AINH,C1 (20mL) 2K,
EtOAc (3x15mL) ZEH . & A HLZ HER/K (30mL x 3) Yeik, FNa,SO, T/, 1k 8 , B 25 Ik 4
DAAS IR =4, 30 5 ek e € 344k (PE/Bt0Ac =30/1%6/1) LIS FIDA-23-7 1 (200mg,
42%) , HON A

[1514] 'H NMR CDCl, Bruker P_400MHz88.59-8.55 (m,1H) ,7.72-7.64 (m,1H) ,7.25-7.16
(m,2H) ,5.32-5.24 (m, 1H) ,4.75-4.62 (m, 1H) ,4.10-4.00 (m, 1H) ,2.40-2.30 (m, 1H) ,2.07-
1.30 (m,16H) ,1.30-0.80 (m,20H) ,0.65 (s,3H) «

[1515] #6347 F16348

[1516]

DA-23-T_1
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[1517]  GZARALZBEALEE E) -

[1518]  {h&#IDA-23-7 1(510mg,1.08mmol) i# ik SFC4Efk, (k::Chiralpak AS-3 150 X
4.6mm 1.D.,3umfizhAH:A:C0O, B: ZBE (0.05%DEA) B FE : 553 8h 5% 2540 % BH.7£40 %
Fr2.5%0 8, AR )55 % BIEFF2 . Sminifiid : 2. 5mL/min, #E iR : 35°C) LL1S 3 [F {46348 (60mg,
30%) FAFE 146347 (60mg,30%) -

[1519] 6348

[1520]  'H NMR CDC1, Bruker P 400MHz68.59-8.51 (m,1H) ,7.72-7.64 (m,1H) ,7.25-7.17
(m,2H) ,5.32-5.24 (m, 1H) ,4.73-4.62 (m,1H) ,4.05-4.01 (m, 1H) ,2.40-2.31 (m,1H) ,2.07-
1.67 (m,6H) ,1.66-1.57 (m,3H) ,1.50-1.29 (m,9H) ,1.28-1.19 (m,2H) ,1.18-1.03 (m,5H) ,
1.03-1.00 (m,3H) ,1.00-0.94 (m,1H) ,0.94-0.88 (m,4H) ,0.88-0.82 (m,3H) ,0.68 (s, 3H) .
[1521]  LCMS Rt=0.8397) 8, LL27> Bl ik JZ 4T, 30-90AB, 41 /£ 99% ,MS EST C, H, NO, [M+
H] [R5 4E 466 , S I{E 466 .

[1522] 6347

[15231  'H NMR (400MHz,CDC1,) 88.57-8.51 (m, 1H) ,7.71-7.65 (m, 1H) ,7.25-7.17 (m,2H) ,
5.35-5.23 (m,1H) ,4.75-4.67 (m, 1H) ,4.12-4.06 (m, 1H) ,2.41-2.31 (m,1H) ,2.08-1.91 (m,
3H) ,1.88-1.67 (m,4H) ,1.67-1.58 (m,1H) ,1.50-1.32 (m,6H) ,1.31-1.14 (m,4H) ,1.13-1.03
(m,4H) ,1.03-1.01 (m,2H) ,1.01-0.93 (m,2H) ,0.93-0.89 (m,4H) ,0.89-0.81 (m,4H) 0.68 (s,
3H) .

[1524]  LCMS Rt=0.82570 41, LL27» B il 2 47, 30-90AB, 21 %£99% ,MS EST C, H,NO, [M+

217748

H] B A1 466 , SZIM{E 466 .
[15625]  SEjiif5)64 : &5 56457 6458 16459

% P @’Br
[1526] iPrM;I. TH:-
WA |

DA-23-3_1

DA-23-3_2

[1527]  STAARAL 23 TNMRE B 15 72
[1528]  HR[E]ADA-23-3 11 S50 5 B ] 2 WS i 151163 .
[1529] & F%DA-23-3 2 (6457)

%, NN
) ~
e
[1530] : ) |
iPrMgCl, THF
\o, : o
HO HO
DA-23-3_1 DA-23-3_2 (645T7)

[1531]  ZO°CH H N IEEALE: (20.6mL,41 . 2mmol , 2MEETHE ) ¥ N4 3 - Pt e (6.50g ,
41.2mmol) 7ETHF (10mL) A i) B VF R R S AE25 CHi s 1h A #120°C J5 , Ys INDA-23 -
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3_1(800mg,2.06mmol) fETHF (10mL) H [R5 - F4 TR A I AE25 CHiiF:2h o [a) % IR & W0 n
NH,C1 (50mL,10%aq.) . 5J F 100mg DA-23-3 11 55—tk &, ¥R AP HIEt0AC (2x50
mL) ZEHL . 53 B A HUZ - & A WU FINa, SO, T4, i 38 , W 4f - e R s o Puge A 4fi ik, (0~
100% EtOAcZEPEH) LA1S B A4l [IDA-23-3 2 (560mg,58%) , Ho N[ 44 . A4liffjDA-23-3 2
(560mg, 1 .20mmo1) MMeCN (20mL) ££25 CHf B LA 15 FIDA-23-3 2 (406mg,73%) , H A FEIAk.,
[15321  'H NMR (400MHz,CDC1,) 88.60-8.50 (m,2H) ,7.72-7.68 (m, 1H) ,7.28-7.17 (m, 1H) ,
5.32-5.25 (m, 1H) ,4.22-4.10 (m, 1H) ,2.40-2.30 (m, 1H) ,2.10-1.92 (m,4H) ,1.92-1.68 (m,
4H) ,1.68-1.53 (m,6H) ,1.53-1.35 (m,4H) ,1.35-1.01 (m, 10H) ,1.01-0.80 (m,9H) ,0.66 (s,
3H) .

[1533]  LCMS Rt=0.9217) %, LL27) Bl a1k JZ 4T, 30-90AB_E, 4[/%£100% ,MS EST C, H,NO,
[M+H] f) 54 466 , SZE 466 .

[1534] & Fi6458F16459

DA-23-3_2

6459

[1536]  DA-23-3 2 (378mg,0.811mmol) Jiit SFCAEi4l (4 : AD (250mm*30mm, 10um) , 6 J& : 40~
40%B (A=0.1%NHH,0 TPA) , JLi& : 60mL/min) LLA3 £ [E fADA-23-9 (110mg , 29 %) FIfE {ADA-
23-10 (120mg,31.8%) -

[1537] 6458

[1538]  'H NMR (400MHz,CDC1,) 88.55-8.45 (m,2H) ,7.70-7.60 (m, 1H) ,7.25-7.18 (m, 1H) ,
5.25-5.18 (m,1H) ,4.15-4.05 (m, 1H) ,2.30-2.20 (m, 1H) ,2.10-1.85 (m,4H) ,1.90-1.62 (m,
5H) ,1.52-1.28 (m, 10H) ,1.28-0.95 (m,9H) ,0.95-0.80 (m,6H) ,0.80-0.75 (m,3H) ,0.59 (s,
3H) .

[1539]  LCMS Rt=0.9267) %, LL27> B a1k =47, 30-90AB_E, 4[/%£100% ,MS EST C, H,NO,
[M+H] f) 54 466 , SZE 466 .

[1540]  SFC E1 Rt=1.603%%f, LA10r ¥piiiyk,AD_3 TPA_DEA 40 25ML,100%de.
[1541] 6459

[15421  'H NMR (400MHz,CDC1,) 88.55-8.45 (m,2H) ,7.70-7.60 (m, 1H) ,7.25-7.18 (m, 1H) ,
5.25-5.18 (m,1H) ,4.15-4.05 (m, 1H) ,2.30-2.20 (m, 1H) ,2.01-1.65 (m,7H) ,1.61-1.53 (m,
3H) ,1.53-1.29 (m,8H) ,1.25-1.12 (m,4H) ,1.12-0.88 (m,12H) ,0.88-0.75 (m,3H) ,0.59 (s,
3H) .
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[1543]  LCMS Rt=0.9287) %, LL27) B a1k JZ 4T, 30-90AB_E, 4[/£100% ,MS EST C, H,NO,
[M+H] T BB 466 , SZE 466 .

[1544]  SFC E1 Rt=2.037%r %, LA10 P 1575 ,AD 3 TPA DEA 40 25ML,98%de.

[1545]  SEjf5l65: & %6544 6571816572

[1546]

DA-23-3_4

[1547]  HH[E)AKDA-23-3 41 SEL6 0 ] 2 W52t 4167
[1548] & fkDA-23-3 5

[1549]

DA-23-3_4 DA-23-3_5(6544)

[1550]  #4PhLi (1.71mL,1.5M{E®ET,2.57mmol) ¥ INZEDA-23-3 4 (200mg,0.514mmol) 7£
THF (5mL) H (K17 o TR S AE 25 CHigbEah ¥ 215 , TS W FINH,C1 (10nL, sat ) AL 2E.
IR S FIEt0AC (20mL) A0 . 73 B A HLE , FNa, SO, 4, i 38 H H 7S IR 48 A3 2 iR ) .
TR il i R i ik 44k (PE/EtOAc=0%24/1) A1 EIDA-23-3 5 (110mg,46.0%) , A
i 44 . DA-23-3 5 (20mg) HFi#hi%.

[1551]  'H NMR (400MHz,CDC1,) 87.35-7.25 (m,5H) ,4.61 (brs, 1H) ,1.95-1.88 (m, 1H) ,
1.80-1.50 (m,8H) ,1.50-1.15 (m,13H) ,1.15-0.83 (m,15H) ,0.82 (s,3H) ,0.68-0.55 (m,4H) .
[1552]  LCMS Rt=1.28643%f, LA2. 070 B 43, 30-90AB, 4 [£100% ,MS EST C,.H, [M+
H-2H,0]" (¥ H 505431, Sl fE 431 .

[1553] & R6571H16572
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OH

DA-23-3_5(6544)

6571

[1555]  DA-23-3 5(90mg,192umol) 3@ id SFCAIAL (4 : AD (150 X 4. 6mm, 3um) , 5 & : 5% -
40%B (A:CO, B: Z8F) #iLik : 2. 5mL/min) LA 2 [ {ADA-23-13 (6mg, 7% ) M ADA-23-14
(8mg,9%)

[1556] 6571

[15571  'H NMR (400MHz,CDC1,) 87.35-7.25 (m,5H) ,4.62 (brs, 1H) ,2.00-1.75 (m,8H) ,
1.50-1.30 (m,8H) ,1.30-1.05 (m,10H) ,1.05-0.83 (m,10H) ,0.82 (s,3H) ,0.68-0.55 (m,4H) .
[1558]  LCMS Rt=1.2627%f,LL2. 07 Bh ik, 30-90AB, 4l£100% ,MS EST C, H,, [M+
H-2H,0] " 1154431, SEIME 431 .

[1559] 6572

[1560]  'H NMR (400MHz,CDC1,) 87.35-7.25 (m,5H) ,4.62 (brs, 1H) ,1.95-1.88 (m, 1H) ,
1.80-1.50 (m,9H) ,1.50-1.15 (m,13H) ,1.15-0.83 (m,14H) ,0.81 (s,3H) ,0.68-0.55 (m,4H) .
[1561]  LCMS Rt=1.258%%f,Lh2. 07 Bh ik, 30-90AB, 4[£100% ,MS EST C, H,,[M+
H-2H,0] " 11518431, SEIME 431 .

[1562] & 86571 LIIESEAEC24 M SLARAL 2

[1563]

H
ST-200-095-008_1 ST-200-095-008(6571)

[1564]  7£-70°CHEN, F[AIDA-27-5 (400mg,0.8217mmol) 7E /K THF (3mL) F {1 ¥ i
n-BuLi (0.984mL,2.46mmol, 2. 5M{EIE T BE ) o £E-T0°CHIFE30 4 Ja , 7E-T0°CHi N (25) -
2- I I AL (147mg 5 1. 23mmol) £ETS/KTHE (0. 5mLL) H I - R S SR & W AE-T0°C
FEHE L, SR 5 #E25°C (FER) Bk 12h o [ R i Mg FINH, C1 . aq (50mL) ¥ K . 7K #H FHEt0Ac
(3x50mL) AEHL . & 1A HLAH FR AN #h 7K (2x50mL) Bk, A 7KNa, SO, 45k , i 98 HL Bl 459k
AFLAAFFIST-200-095-008 1 (0.5g, ¥ 50 , HOMmRY MR RWEEHA T T —2.
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[1565]  7E25°CTEN, FIIST-200-095-008 1(0.5g, 4% %) 7EMeOH (50mL) HH [ 78 HH i I
Mg#7 (0.986g,41. 1mmol) FINiCl, (20mg) - fE60°C Pk 1h)5 , [ MR A4 FHHCL (100mL , 1M) ¥
K BB N AR T » KA FHE0AC (2x100mL) ZEHL . 45 I B9 A HLAH HI ML AINaHCO, . aq (2x50mL)
Bek B AHZE/K (2x100mL) Bk , FTG7KNa, SO, T4 , ik 8 H 4 o SRR ii i ik i i 44k,
(PE/EtOAc=8/1%5/1) LL43FIST-200-095-008 (250mg , A2 1)) , H A FEAR , 34 HAES2C 1]
it N MMeCN (20mL) H 25§ 30mins A FFE IR A 74 H1 2.25°C (Bl A BIF R E 2 T JE
PLAFFIST-200-095-008 (200mg , A4 F]) , H AL 44 . ST-200-095-008 (200mg , 0. 428mmo1) 1#
R SFCAEAL, (fX %% : SFC-16 , 4% : 0D (250mm*30mm, 5um) , % #4:0. 1 %NH,H,0 ETOH, JF4:B:45% ,
S5 KB :45% , ik (ml/min) :60,E N :70) LAfFEIST-200-095-008 (148mg,38%) , H Jy [l {4
[1566]1  'H NMR (400MHz,CDC1,) 87.38-7.31 (m,4H) ,7.30-7.24 (m,2H) ,4.58-4.54 (m, 1H) ,
1.96-1.73 (m,4H) ,1.67-1.59 (m,4H) ,1.54-1.14 (m,15H) ,1.13-0.86 (m,13H) ,0.84-0.80
(m,3H) ,0.68-0.59 (m,4H) .

[1567]  LCMS Rt=1.306%3 %8, LL2r B €41 24T, 30-90AB_2MIN_E, 26 100% ,MS EST
Cy,H,, M+H-2H,0] "fRI 1 FAE 431, 5L MME 431 .

[1568] SFC Rt=5.5234r%f, L1053 Bl 3%y ,0D_3 _EtOH_DEA 5 40 25ML (" #F:
Chiralcel OD-3 150X4.6mm T.D.,3umiiizhAH:A:C02 B: ZFE (0.05%DEA) B 5 : 55380 N
5% 2 40%BHTEA0% PREF2. 55081, SR 55 % BIRFF2. 54 8, il : 2. 5mL/min, #i# : 35°C7)
100%de.

[1569]  SEJiif5166 : 2 F6680 716681

o]

"
0,
[1570] \HO

E-2761

DA-62-4_1

DA-62-10(6681)

(15711 C24) TR Z=BE MR €
[1572]  Hr[EARE-2761 1) S50 0 R AT 23 LS e 451 6 3 53 512 it 47116 0
[1573] & %DA-62-4 1

[1574]

E-2761 DA-62-4_1

[1575]  FEOCAEN, T K 5 79 5 S AL 8% (2M, 2. 59mL) W AN 1 - IR AR - 4- 22K (940mg
5.19mmol) FETHF (10mL) 1 VAW 1 o 7EO CHE K 2h 5 , 7E0CTEN, R ¥R IIE-2761 (200mg,
0.517mmol) YETHF (10mL) A F ¥ - K T & W AE0 C 9 4 2h H AT RINH, CT/K L (30mL) Ak
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B KA HE0AC (3x20mL) AL . 5 I (AT HLAH A AN & 7K (2x200mL) Pk , FE7KNa,S0, 1
Jo s 1 HLK 4 A4S 21 D9 IR, Hoad i P AL 264k (0~20% EtOACAEPEH) LAAS £IDA-62-
4 1(140mg,55%) , H A [ Ak o

[1576] £ /6680716681

DA-62-4_1

6681

[1578]  DA-62-4 1 (140mg,0.285mmol) ji it SFCAfk (% : AD (150 X 4. 6mm, 3um) , B : 5% -
40%6B (A:CO, B: Z&F) ik :2. 5mL/min) LLAG B[ ADA-62-4 (32.0mg,23%) F[H fADA-62-
10 (33.0mg, 24 %) - C24H)FHEH OFEHLFE T -

[15791  6680:'H NMR (400MHz,CDC1,) 7.68-7.60 (m,2H) ,7.50-7.40 (m,2H) ,5.30-5.25 (m,
1H) ,4.72-4.62 (m, 1H) ,2.40-2.30 (m, 1H) ,2.08-1.85 (m,4H) ,1.80-1.55 (m,6H) ,1.50-1.32
(m,8H) ,1.25-1.00 (m,10H) ,1.00-0.75 (m,9H) ,0.66 (s, 3H)

[1580]  LCMS Rt=1.17073 %%, LL2. 073 B tailiZ, 30-90AB, 46298 % ,MS EST C,,H,NO[M+
H-H,01 (it 548472, SEfEA472.

[1581] 6681

[1582]1  'H NMR (400MHz,CDC1,) 7.68-7.60 (m,2H) ,7.50-7.40 (m,2H) ,5.30-5.25 (m, 1H) ,
4.72-4.62 (m,1H) ,2.40-2.30 (m, 1H) ,2.08-1.85 (m,4H) ,1.80-1.55 (m,6H) ,1.50-1.32 (m,
8H) ,1.25-1.00 (m, 10H) ,1.00-0.75 (m,9H) ,0.66 (s,3H)

[1583]  LCMS Rt=1.17473%#, LL2. 07 %t itik , 30-90AB, 42 100% ,MS EST C,,H,NO[M
+H-H,0] "R FAE472, S E 472,

[1584]  Sjifaf367 : & B6754F16755
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[1585]

DA-23-3_5

[1586] 6754 FI6755M AR, 53 T-NMREIE 48 7€ -
[1587]  ST-200-3ET-B12 1f& ] 2 WS fe 125 .
[1588] & AkDA-23-3 3

[1589]

ST-200-3ET-B12_1 DA-23-3 3

[1590]  7EO°CYEN, FH4LiAlH, (198mg,2.54mmol) 7} =44 ¥#8 INZST-200-3ET-B12 1 (1.1g,
2.62mmo1) FETHF (10mL) 7 (R - FE20 CHEFE LN & REVE S 404E0°C FZK (10mL) 2K,
SRJG A INHCT (10mL, Imo1/L) o /KA FIEt0Ac (2x10mL) B . & 3 1 A HLAH FI M A0 & 7K
(2x10mL) Pe , F1JE7KNa, SO, T4, i€ HLik 4 o S R i i SRodAT 264K (0~50 %6 EtOACHEPE
1) IAFEIDA-23-3_3 (1g,98%) , HoAFE 1A

[15911  'H NMR CDC1, 400MHz583.65-3.55 (m,2H) ,1.98-1.92 (m,1H) ,1.88-1.75 (m, 1H) ,
1.70-1.40 (m,13H) ,1.40-1.19 (m,7H) ,1.19-0.98 (m,7H) ,0.98-0.80 (m, 11H) ,0.66-0.61
(m,4H) .

[1592] & HDA-23-3_4

[1593]

DA-23-3_3 DA-23-3_4
[1594]  [HDA-23-3 3 (1g,2.55mmol) 7EFC7KDCM (30mL) 7 [ ¥ W P s in et i (1g) AIPCC
(1.09g,5.10mmol) o 7E20 CHEFE LN I , 44 S VR A ik Uik ELKG B8R 48 - ik A a4
B e R 4ifh (PE/EA=50/1%210/1) LAIfFEIDA-23-3_4 (600mg,60%) , H A {4 .

[1595]  'H NMR CDC1, 400MHz89.98-9.97 (m,1H) ,2.50-2.20 (m,2H) ,2.05-1.50 (m,3H) ,
1.50-1.19 (m,15H) ,1.19-0.99 (m,7H) ,0.99-0.82 (m, 12H) ,0.70-0.55 (m,4H) .
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[1596] & KDA-23-3 5

[1597]

DA-23-3 4 DA-23-3 5
[1598]  ZEOCHF A AEE (7.70mL,15. 4mmo]l , 2MZETHF H) R I 3 - SR IE (2.43¢,
15.4mmo1) 7ETHF (10mL) H & V7 o SR A WIAE25 CHEFE /NG o 7E0°C [] 3y il £ 1 IEL g -
3-FEEALEE (2.12g,15. 4mmol) FRHNDA-23-3 4 (300mg,0.77 1mmol) ZETHF (10mL) H A ¥ W o
W VR A 7E25 C iR 2 /N HUFINH,CL (20mL, 10 % aq . ) ¥ K 4R A9 FHE t0AC (2x20mL) %
W7 B A NLZ o & I B HUAH HINa, SO, T4, i U, e LLAF 2IDA-23-3_5 (280mg , #HA 0)
A A

[1599] & Hk6754F16755

DA-23-3_5 6754 6755
[1601]  K£190mg DA-23-3_5HISFC4) £ (#F : AD (250mm*30mm, 10um) 5 56 4F:0. 1 % NH,H,0
IPA,40%B; Jiti# (m1/min) :60;) LAfS 316754 (34mg , ANAlif) F16755 (35mg, A&fifr)) , FH A [H
(NS
[1602]  34mg RN4fiff]67547E70°C MMeCN (5mL) FE &% 5 L5 36754 (14mg) , H Ay 44 .
[1603]1  35mg AN4fiff]67557E70°C MMeCN (5mL) &5 5 L5 36755 (19mg) , H Ay [ 44 .
[1604]  6457:'H NMR (400MHz,CDC1,) 88.65-8.50 (m,2H) ,7.75-7.60 (m, 1H) ,7.35-7.27 (m,
1H) ,4.75-4.60 (m, 1H) ,2.00-1.60 (m,8H) ,1.55-1.15 (m,14H) ,1.10-0.75 (m,18H) ,0.70-
0.50 (m,4H) -
[1605] LCMS Rt=0.846%; %, Lh24r B ik JZH7,30-90AB_E, 4 /%99.8% ,MS ESI
Cy HaoNO, [M+H] f) 501468 , S I 468 .
[1606] 6755
[1607]  'H NMR (400MHz,CDC1,) 88.65-8.50 (m,2H) ,7.75-7.60 (m, 1H) ,7.35-7.27 (m, 1H) ,
4.75-4.60 (m, 1H) ,2.00-1.60 (m,8H) ,1.55-1.15 (m,15H) ,1.10-0.75 (m,17H) ,0.70-0.50
(m,4H) .
[1608] LCMS Rt=0.836%> %, Lh24r B i JZH7,30-90AB_E, 4% 98.3% ,MS ESI
Cy HaoNO, IM+H] f) 501468 , S I 468 .
[1609] St {5168 : & 116895 F16896
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[1610]

DA-62-2_1

(16111 HR[AIRE-2761 1) SLE 0 IR ] 2 WS it 5163
[1612] & %DA-62-2 1

Br. :: F
-
l2 Mg, THF

[1613]

E-2761 DA-62-2_1
[1614] 4 1-7R4%-3-% & (900mg, 5. 14mmol) SN EEE (124mg, 5. 14mmo1) /b & fifl
(130mg,0.514mmol) £ PYZRMEG (3mL) H i) BV H - FE50 CHEFE2h 5 , FE15 CHEN, R N
E-2761 (200mg,0.517mmo1) £ETHF (10mL) H 14 L - K5 TR 5 ¥ 4E 15 C 1t H2h H Y AINH, C1
JKIE R (30mL) ¥ 2K o /K AH FHEt0Ac (3x20mL) A HL o & - 1A ALAH AN 217K (2x20mL) HE¥ »
76 7KNa, S0, 1 , 1 i1 HIR 48 LA 2R ) o T8 & i id Puid A 2646 (0~20% EtOAC{EPE
H) DL/SEIDA-62-2 1 (120mg,48%) , H M 44
[1615]1  'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1H) ,7.10-7.02 (m,2H) ,7.00-6.90 (m, 1H) ,
5.30-5.25 (m, 1H) ,4.68-4.55 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.90 (m,3H) ,1.90-1.50 (m,
7H) ,1.50-1.30 (m,8H) ,1.30-1.15 (m,3H) ,1.15-0.86 (m,13H) ,0.86-0.80 (m,3H) ,0.66 (s,
3H) .
[1616] & Ri6895716896

DA-62-2_1
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[1618]  DA-62-2 1(120mg,0.248mmol) J@ i SFCAlifk (H:: AD (150 X 4. 6mm, 3um) , B & : 5% -
40%B (A:CO, B: Z 1) ik : 2. 5mL/min) LLAF [ £6895 (32.0mg, 27 %) Al [ 1£6896
(40.0mg,34%) -

[1619]  6895:'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1H) ,7.10-7.02 (m,2H) ,7.00-6.90 (m,
1H) ,5.30-5.25 (m, 1H) ,4.68-4.55 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.90 (m, 3H) ,1.90-1.50
(m,7H) ,1.50-1.30 (m,8H) ,1.30-1.13 (m,4H) ,1.13-0.86 (m,12H) ,0.86-0.78 (m,3H) ,0.66
(s,3H) »

[1620]  LCMS Rt=1.2637; %k, LA2.070 B a1k, 30-90AB, 41 2100% ,MS EST C,,H,,F M+
H-2H,0] A THEE 447, S 447 .

[1621]  6896:'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1) ,7.10-7.02 (m,2H) ,7.00-6.90 (m,
1H) ,5.30-5.25 (m, 1H) ,4.65-4.53 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.90 (m, 3H) ,1.90-1.50
(m,7H) ,1.50-1.30 (m,8H) ,1.30-0.86 (m,16H) ,0.86-0.80 (m,3H) ,0.66 (s,3H) -

[1622]  LCMS Rt=1.26170%F, 2. 070 Bl ta ik, 30-90AB, 4 £100% ,MS EST C,H,,F[M+
H-2H,0]" A THE B 447, S 447 .

[1623] & 6896 LATIE S T AR 2 .
Ph
\\ka \ LT
R,R- cat HO D stawess
O F  tBuOK, DMSO n- B“L' THF

S§T-200-095-005_1M ST-200-095-005_2M S§T-200-095-005_3M

[1624]

F
O JE C24 b8 a4
S§T-200-095-005_4M ST-200-095-005_5M(6896)

[1625]  ja) = FR AL AL ARt At (106g,482mmo1) 7EDMSO (200mL) FATHF (150mL) H RV A ) H s
Jint-BuOK (53.9g,482mmol) o BHE A WIAEA0 CHERE LN o AR JE A ZN E0°C HAEOCH
JIST-200-095-005 1M (30g,241mmol) ZETHF (50mL) 1 FRI VAW o 5 ) MVR-E VI3 304 8 H.
{81 \H,0 (300mL) H . Fif3iE 44 FIEt0AC (3x200mL) ZEHY . & ¥4 HLJZ FAH,0 (2x100mL) «
7K (100mL) Hek , FI TG 7KNa, S0, 45 , 198 HLk 4 o SRR il PRs A 44k (0~ 1% EtOACTEPE
1) LA 3] 72 4)ST-200-095-005 2M (322,96 %) , H PR M) .

[1626]1  'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1H) ,7.10-7.01 (m, 1H) ,7.01-6.80 (m,2H) ,
3.80-3.78 (m, 1H) ,3.20-3.10 (m, 1H) ,2.75-2.70 (m, 1H) .

[1627]  [AIR,R-cat (86.9mg,0.144mmo1) 7EF 2K (5mL) H 13+ ¥8 JIAcOH (88 . 8mg ,
1.48mmol) oKV A WITE25 CHEZ S i $E 3043 b H B 259 45 LA 1 FE A4 18 4 BT 45 R0 571
B ARWIAE25°CIETST-200-095-005_2M (5¢,36. Immo1l) o ¥ s N B4 HE0°C, am/\%cl:
T INH,0 (356mg , 19. 8mmol) o SNl #4422 25 °C HLAHHE 16 /NN o S MEVR & ) B F il i ik i (3
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w4tk (PE% =100%) LA#33ST-200-095-005 3M (2g,40%) , H PR . ce % H100% o
[1628]1  'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1H) ,7.10-7.01 (m, 1H) ,7.01-6.80 (m,2H) ,
3.80-3.78 (m,1H) ,3.20-3.10 (m, 1H) ,2.75-2.70 (m, 1H) -

[1629]1  7EN, F7E-70°C A THF (1mL) ¥ fiin-BuLi (2.5M,3.09mmol, 1.23mL) . 4& 5 , i INST-
200-095-005 3 (300mg,0.618mmol) ZETHF (2mL) H AV K LA 15 BB B W - 7E - T0 C At #3040
B, S INST-200-095-005 3M (341mg,2.47mmol) ZETHF (2mL) o R VAT - SR 5 IR N (EF R 7E
25°CHEHE 167N K TR A BN UK - 7K (20mL) H H FHEt0Ac (2x30mL) 2 HY . & I H HLZ H
#hK (30mL) Wik, FNa, SO, FJ4 , i Ik H = WK 45 LA 15 FIST-200-095-005_4M (500mg , ¥4
), HONBER B HEEHT 2.

[1630]  {E65°C[A]ST-200-095-005 4M (500mg,0.802mmol) £EMeOH (100mL) H f) I i 43Iy
P NINiCL,, (5mg) FMgHy (768mg,32. 0mmol) o4 S N VR -A 4074 #l 22.25°C Hd i 7 FINH,C17K
VSR (100mL) K KR A M HE 1/NN o FFASR S ) FEt0Ac (3x100mL) 22 & -G HLZE
FHER7K (50mL) B, TG 7KNa,S0, T4 , ik i LA e R Midad PRadt i 44k (0~1026Et0Ac
EPEH) HAE25°C MDCM/ 1E 4% (0. 5mL/10mL) B 45 & LA3 RST-200-095-005 5M (20mg,
29%) , FAMEAA

[16311  'H NMR (400MHz,CDC1,) 87.35-7.27 (m, 1H) ,7.15-7.01 (m, 1H) ,7.01-6.80 (m,2H) ,
5.27-5.25 (m, 1H) ,4.65-4.60 (m, 1H) ,2.40-2.30 (m, 1H) ,2.02-1.85 (m,3H) ,1.75-1.65 (m,
TH) ,1.65-1.25 (m,7H) ,1.25-1.01 (m, 10H) ,0.66 (s, 3H) .

[1632] LCMS Rt=1.2874 %, LL24r Bl €41 24T, 30-90AB_2MIN_E, 26 100% ,MS EST
Cy,H,,FOMHH-2H,01 " H TH AR 447 , S 447 .

[1633]  SEJifaf5169 : & 6997 F16998

4 Br
9 D=
[1634] \"' THF >’MQCI
HO
E-2761 DA-62-5_1

DA-62-11(6998)

[1635]  C24F) ST ARAK 23 T NMREHE 15 7€
[1636]  H[E{KE-2761 1) L4600 A 2 WS it 4163
[1637] /E.\EQDA-62-5_1

[1638]

THF >-MQC|

E-2761 DA-62-5_1
[16391  7E0CHEN, ¥4 5 4 3 &AL 8E (2M, 2. 58mL) M & 1 - 1R A% -3 - F K 2K (936mg,
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5.17mmol) fETHF (10mL) H* ¥ 1 o #E0 CHEFE2h J5 , 7E0 CLEN, TR INE-2761 (200mg
0.517mmo1) ETHF (10mL) H IR VAW o K Ik & W0 AE.0 C it 2h H AR AINH, C 17K (30mL) ¥
Ko KA HIELOAC (3x20mL) ZEHL . 15 I (AT WA FHR AN 27K (2x20mL) Pedk » FTE7KNa, S0,
Jok 3 i LR 6 LA B iR o R S il i PR AT 24 (0~20% EtOACFEPERT) LAA3 1IDA -
62-5_1(140mg,55%) , F oA 1.

[1640]  'H NMR (400MHz,CDC1,) 87.70-7.65 (m,1H) ,7.60-7.50 (m,2H) ,7.50-7.40 (m, 1H) ,
5.30-5.28 (m, 1H) ,4.72-4.52 (m, 1H) ,2.40-2.30 (m, 1) ,2.05-1.50 (m,5H) ,1.50-1.30 (m,
9H) ,1.30-1.15 (m,4H) ,1.15-0.88 (m, 15H) ,0.88-0.78 (m,4H) ,0.66 (s,3H) .

[1641] &5 RL6997H16998

DA-62-5_1

6998
[1643]  DA-62-5_1(140mg,0.285mmol) HEILSFCALAL (4 : AD (150 X 4 . 6mm, Sum) , 1 & : 5% -
40%B (A:CO, B: Z %) Jfiid : 2. 5mL/min) LA 2[#H 14DA-62-5 (30. Omg, 22 %) F [ #ADA-62-
11(38.0mg,27%) »
[1644]1  6997:'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1) ,7.10-7.02 (m,2H) ,7.00-6.90 (m,
1) ,5.30-5.25 (m, 1H) ,4.68-4.55 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.90 (m, 3H) ,1.90-1.50
(m,7H) ,1.50-1.30 (m,8H) ,1.30-0.86 (m,16H) ,0.86-0.76 (m,3H) ,0.66 (s,3H)
[1645]  LCMS Rt=1.2027) %k, PA2.07 B 415, 30-90AB, 4299 % ,MS EST C,,H, NO[M+
H-H,0] " it 5548472, SEMEAT2.
[1646]  6998:'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1) ,7.10-7.02 (m,2H) ,7.00-6.90 (m,
1) ,5.30-5.25 (m, 1H) ,4.65-4.53 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.90 (m,4H) ,1.90-1.50
(m,7H) ,1.50-1.30 (m,7H) ,1.30-0.86 (m,16H) ,0.86-0.80 (m,3H) ,0.66 (s,3H)
[1647]  LCMS Rt=1.1947} 8k, A2. 070 B aiki%, 30-90AB, 41 )&100% ,MS EST C,,H, NO[M
+H-H01 M T+ E 472, S AT2.
[1648]  sififil70: 4 703017032
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SFC
R

[1649]

H
DA-023-3

DA-023-16 (7032)

[1650]  S7ARAL A FE T NMREHE 15 %€
[1651]  HR[EADA-023- 3% S48 20 B n] 2 I S it 51126 .
[1652] 4 FKDA-023

[1653]

DA-023-3 i DA-023
[1654]  FEOCHFAAEFLEE (1.29mL, 2MFETHFH, 2. 58mmo 1) ¥ 1222 - JRIEIE (407mg,
2.58mmo1) fETHF (4mL) A (1) B IF W KRG WLE25 CHiEFE2h . 7E0°C K5 . 35mLHT il % 1 Atk
mE - 2- R Ak 8% (5. 35mL, ca. 0. 48MZETHF 1, 2. 57mmol) ¥ JIZEDA-023-3 (200mg , 514umo]l) 7£
THF (5mL) A (VW R o B TR & IAE25 CHEFE 16 /N o B A9 3N /K (20mL) 7 H FIEt0AC
(2x30mL) ZHL . & IFI A HLZ FHEE7K (30mL) Pk , HINa, SO, T4, i Ui HLfk 4 o SR s id th
HALAiA (PE/Et0Ac=5/1%23/1) A3 FDA-023 (150mg,63 %) , H g [l 44
[1655] & HYDA-023-15,16

DA-023-16 (7032)

[1657]  DA-023 (150mg) it SFCAiAL (FE : AS (250mme30mm, 5um) , 5544 : 0. 1 %6 NH,H,0 TPA, £
B 25 % £25% , ik (ml/min) :50mL/min, 25°C) LA43 5IDA-023-15 (31mg, 21 %) FIDA-
023-16 (55mg,37%) , HoAFMAE.

[1658]  7030:
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[1659]  'H NMR (400MHz ,DMSO-d,) 88.53 (d,J=4Hz, 1H) ,7.70-7.65 (m, 1H) ,7.25-7.24 (m,
1H) ,7.20-7.17 (m,1H) ,4.71-4.68 (m,1H) ,1.95-1.90 (m,1H) ,1.84-1.51 (m,12H) ,1.47-
1.13 (m, 11H) ,1.12-0.81 (m, 16H) ,0.63-0.58 (m,4H)

[1660]  LCMS Rt=0.9237)%f,L2. 07 B o ik, 30-90AB, £ /£ 100 % ,MS EST C, H,NO, [M
+H] AT A 468, S ME 468 .

[1661]  7032:

[1662]  'H NMR (400MHz,DMSO-d,) 88.53 (d,J=4Hz, 1H) ,7.70-7.65 (m, 1H) ,7.25-7.24 (m,
1H) ,7.20-7.17 (m,1H) ,4.71-4.68 (m,1H) ,1.95-1.83 (m,2H) ,1.81-1.31 (m,16H) ,1.28-
1.03 (m,9H) ,1.00-0.81 (m, 13H) ,0.63-0.58 (m,4H)

[1663]  LCMS Rt=0.9147) %, LA2. 073 Bl ili5 , 30-90AB, 4[/£99.5% ,MS EST C,,H, NO,
(V] (T S AE 468 , 52 {E 468 .

[1664] St 71: & MR 7147H17146

OH

%, 10 . *, OH \"“ ‘ 9“. F
o’ r\@\" 0. SFC HO DA-62-9(7147)
[1665] \..., A NG OL L — L
HO HO 2 s

E-2761 DA-62-3_1

[1666]  HR[EMAKE-02761 1) S50 0 B 1] 2 WS 451163 .
[1667] & %DA-62-3 1

[1668]

HO
E-2761 DA-62-3_1

[1669]1 4 1-BAL-4-% 2 (900mg,5. 14mmol) ¥ IN & 85 (124mg, 5. 14mmo1) A1 /b & il
(130mg, 0.514mmol) 7E Y LR (10mL) H1 i) BiF R - 7250 CHHR S W95+ 2h . 7E15°CEN,
NHE-2761 (200mg,0.517mmol) FETHF (10mL) A )M N 22 GrignardiE& &4 - K IR A 0 7E
15°CHit:2h H M AINE, C1/K R (30mL) K o /K AH FHEt0Ac (3x20mL) AL . & JF 14 HlLAH
M AER /K (2x20mL) Pe ik, FHIC/KNa, SO, 15 , i 9E Bk 4 LA 21 9 JpiR Y , Hoad i pRadiAg:
aifk, (0~20%Et0Ac/EPES) LS IDA-62-3 1 (120mg,48%) , H A {4 .

[1670]  'H NMR (400MHz,CDC1,) 87.35-7.25 (m,2H) ,7.08-6.95 (m,2H) ,5.28 (brs, 1H) ,
4.63-4.53 (m, 1H) ,2.38-2.30 (m, 1H) ,2.00-1.50 (m, 10H) ,1.50-1.28 (m,8H) ,1.28-1.00 (m,
10H) ,1.00-0.80 (m,9H) ,0.66 (s, 3H) .

[1671]  LCMS Rt=1.45373%#, LL2. 043 (%%, 30-90AB, 4L 5284 % ,MS ESI C,,H, F[M+
H-2H,0]" (¥ TF S5 447, SR 447 .
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[1672] & ET146K07147

[1673]

DA-62-3_1

DA-62-3(7146)

[1674]  DA-62-3_1(120mg,248umol) i SFCAiAL (1 : AD (150 X 4 . 6mm, 3um) , #:JF :5% -
40%B (A:CO, B: Z8F) iLik : 2. 5mL/min) LG 2 [H 147146 (30mg,25%) M {47147 (27mg,
23%) .

[1675] 7146

[1676]  'H NMR (400MHz,CDCL,) 87.35-7.25 (m,2H) ,7.08-6.95 (m,2H) ,5.28 (brs, 11) ,
4.63-4.53 (m,1H) ,2.38-2.30 (m,1H) ,2.05-1.85 (m,3H) ,1.75-1.50 (m, 7H) ,1.50-1.28 (m,
7TH) ,1.28-0.86 (m,15H) ,0.85-0.80 (m,3H) ,0.66 (s, 3H)

[1677]  LCMS Rt=1.4347} %k, LA2.070 B taii%, 30-90AB, 4 E100% ,MS ESI C,H,,F M+
H-2H,0]" A THE B 447, S {E 447 .

[1678] 7147

[16791  'H NMR (400MHz,CDC1,) 87.35-7.25 (m, 1H) ,7.10-7.02 (m,2H) ,7.00-6.90 (m, 1H) ,
5.30-5.25 (m, 1H) ,4.65-4.53 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.90 (m,3H) ,1.90-1.50 (m,
7H) ,1.50-1.28 (m,8H) ,1.28-0.86 (m, 16H) ,0.86-0.80 (m,3H) ,0.66 (s,3H) -

[1680]  LCMS Rt=1.4377; %k, LA2.070 B taii%, 30-90AB, 42 100% ,MS ESI C,H,,F M+
H-2H,0]" A THE B 447, S 447 .

[16811 & R 714600 I5E SEARAL 2

e
L F 7 /HO
NaH,Me3S| R,R-cat
N — " g - T oy
THF, DMSO

ST-200-095-005_1P ST-200-095-005_2P ST-200-095-005_3P HO  §7.200.095.005 4P

[1682]

S5T-200-095-005-5P (7146)
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[1683]1  7£25°CIMe,SI (32.8g,161mmol) FEDMSO (100mL) FITHF (50mL) HH ffJ V7 ¥ 1 ¥45 inNaH
(6.43g,60% ,161mmol) - 7£25 CHf X MR & PHi #E20mins , R J5 ¥4 F1 220°C H s 4 - o
M (10g,80.5mmol) FETHF (50mL) H ¥ o K5 I MR A 04+ 1h, 7K (200mL) b3 H H
EtOAc (2x200mL) ZHL . A HLAH FHZK (2x200mL) « #h7K (200mL) Bk , FiNa,SO, )5 , i I Hik 4
PLAS M =Y, HiBidcombi flash4ifk (EtOAc/PE=0-5%) A3 F|ST-200-095-005 2P
(5.5g, A4liff) , KoL HeRY), Hilidcombi flash4ifk (EtOAc/PE=0-1%) LL#33FIST-
200-095-005_2P (4.0g,73%) , HONPIRP . LCMS Rt=1.192%%F, LA 74> B 132, 30-
90CD_7MIN E,4liJE99% , 5 AIMS ESI.

[1684]  SFCU&1:Rt=2.209%) £F A& 2Rt =2.4075 %1, LL10% £, 3%3%,01 EtOH DEA 5
40 25ML ("kE: (S,S) Whelk-01 250%4.6mm,5um, JizHAH:A:CO, B: M (0.05%DEA) i 5 : 5
35PN 5% 240% B HAE40% PREF2. 55081, SR 55 % BIR¥F2. 570 B, il : 2. 5mL/min, A :
35°C7) »

[1685]1  'H NMR (400MHz,CDC1,) 87.20-7.16 (m,2H) ,6.99-6.94 (m,2H) ,3.79-3.76 (m, 1H) ,
3.08-3.05(m,1H) ,2.71-2.68 (m, 1H) »

[1686] [\R,R-cat (69.4mg,0.115mmol) 7EH 2K (5mL) H i ¥ W+ ¥8 IACOH (70 . 8mg ,
1.18mmol) o KR A WITE25 CHEZ S i £E 3043 b H B0 259 4 LA TR T FE A9 13 4 o T 453 140 551
B AWIAE25 CHET-ST-200-095-005 2P (4g,28.9mmol) o [ MBS A HZE0°C , SR |5 459
B INH,0 (284mg, 15.8mmo1) o S N iR # 52 25°C FLHEPE 167N o [ MR A4 B Bl i hik i
Bk alifl, (PE% =100%) L3 FIST-200-095-005 3P (460mg,11%) , H AR Ee % N
97%.

[1687]  LCMS Rt=1.605%) %, LA253Bh Ak 4T, 10-80CD_3MIN_E, 4fE94% ,DAD1 A,Sig
=220.

[1688]  SFCU&1:Rt=2.202% P FIIE2Rt =2.398% 4, L1043 Bh {4135 ,01 EtOH DEA 5
40 25ML ("kE: (S,S) Whelk-01 250%4.6mm,5um, JizHAH:A:CO, B: Z M (0.05%DEA) i 5 : 5
35PN 5% 240% B HAE40% PREF2. 55081, SR 55 % BIR¥F2. 570 B, il : 2. 5mL/min, A :
35°C7) »

[16891  'H NMR (400MHz,CDC1,) 87.20-7.16 (m,2H) ,6.99-6.94 (m,2H) ,3.79-3.76 (m, 1H) ,
3.08-3.05(m,1H) ,2.71-2.68 (m, 1H) »

[1690]  7EN, F7£-70°C A THF (5mL) ¥ fiin-BuLi (2.5M,4.12mmol, 1.64mL) . 4& 5 , i ST -
200-550 15-1 (800mg,1.65mmol) 7ETHF (5mL) H [ 22 V¥R LA 15 2 B V7« 75 - 70 CHEFE30 4>
Bh g, ¥ INST-200-095-005 3P (455mg, 3. 30mmol) VAR - SR J5 I N AE S FE R AE25°CHi 16
NI CEHRE RN UK - 7K (20mL) B FHEt0AC (2x30mL) ZEHYL . & 3 A HLE F 27K (30mL)
Bk, FNa,SO, 44, i 8 H L 25 9k 45 A A3 BIST-200-095-005_4P (g, M50 , HoN iRy,
BHEEHT T 2.

[1691]  #£65°C[F]ST-200-095-005 4P (1g, fH4)/57) 7EMeOH (50mL) H1 {4 3 ¥ H 43 DU 473 75
NiCl, (5mg) AMMg#y (1.533g,64.0mmol) o4 2 Wik & 4#% #1 2220 °C HIEILHCT (1M, 100mL) ¥
Ko AHREPHIEL0AC (3x100mL) AEHL . & IFAIAHLZ HIEE /K (50mL) &, FIJE7KNa,S0, T ,
b Bk 45 LAAS B B, s i Pl A 4tk (0~5% Et0AcTEPEH) LATS ]ST-200-095-
005 5P (41mg,5%) , H Jy [l {4
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[1692]  'H NMR (400MHz,CDC1,) 87.35-7.27 (m,2H) ,7.05-6.98 (m,2H) ,5.35-5.31 (m, 11,
4.62-4.58 (m,1H) ,2.41-2.31 (m,1H) ,2.10-1.90 (m,4H) ,1.75-1.58 (m,8H) ,1.52-1.05 (m,
14H) ,1.02 (s,3H) ,1.00-0.76 (m,8H) ,0.66 (s,3H) »

[1693]  LCMS Rt=1.2727% 8, L2453 Bh €43 2 41, 30-90AB_2MIN_E, 44 E100% ,MS ESIT
Cy,H,,F IM+H-2H,0] (TR AE 447 , S E 447 .

[1694]  SFCI&1:Rt=2.124%r%h, L1053 ¥p ik, AD_3_EtOH_DEA_40_ 25ML ("#%: (S,S)
Whelk-01 250%4.6mm,5um, Jii8I#H:A:CO, B: ZE# (0.05%DEA) B : 557 84 5% £40%BH
FE40 % 1452 . 570 5, SR 55 % B E2 . 520 B, Uiid : 2. 5ml/min, A3 : 35°C7) &

[1695]  SEJafsl72 ;& A 7281817282

[1696]

DA-62-1_1

(16971 FR{a]4RE-276 1 ) S 620 PR AT 25 WSt 45163 o
[1698] & pDA-62-1 1

[1699]

DA-62-1_1

[1700]  7£-78°CYEN, F#$n-BuLi (2.5M,2.05mL) % % 1 - 4% -2- % (900mg, 5. 14mmol)
FETHF (10mL) (¥ W0 o 72 - T8 CHE #3073 B Jm , £E - T8 CAEN, NS INE-2761 (200mg,
0.517mmol) ZETHF (10mL) " (R ¥ W o 4 VR & W1 - 78 C g #3070 B H Y MINH, C1/K ¥
(30mL) ¥ K o 7K A FIEt0AC (3x20mL) AEH o & F A AT HLAH I A 27K (2x20mL) Hedik » FHTEK
Na, SO, 1 , i € L4 A4S 2 iR Yy, FoiE i pRosiAt: 264k (0~20% EtOAcEPEHY) LA1S 2
DA-62-1_1(110mg,44%) , H AR A,

[17011  'H NMR (400MHz,CDC1,) 87.50-7.42 (m, 1H) ,7.25-7.10 (m,2H) ,7.10-6.96 (m, 1H) ,
5.32-5.25 (m,1H) ,5.02-4.92 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.50 (m,9H) ,1.50-1.32 (m,
8H),1.32-1.18 (m,3H) ,1.18-0.75 (m,17H) ,0.66 (s,3H)

[1702]  LCMS Rt=1.3807;%¥, LA2.07 Bl aiik , 30-90AB, 4 E£100% ,MS ESI C,H,,F M+
H-2H,0] TR TH S 447, SL I 447

[1703] & 728117282
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[1704]

DA-62-1_1

DA-62-1 (7281)

[1705]  DA-62-1_1(110mg,227umol) @it SFCAi{L (£ : AD (150 X 4. 6mm, 3um) , B & : 5% -
40%B (A:CO, B: Z8F) iLik : 2. 5mL/min) LL1G 2 [H1ADA-62-1 (12mg, 11%) FI[H 4ADA-62-7
(30mg , AEE[)) o ANLEFIDA-62-7 (30mg , ANZLEFY) I SFCAEAL (K : AD (150 X 4. 6mm, 3um) , s
JZ:5%-40%B (A:C0, B: LF%) ifii# : 2. 5mL/min) LA#3 FIDA-62-7 (6mg,6%) , HOY[E £
[1706] 7281

(17071 'H NMR (400MHz,CDC1,) 67.48-7.42 (m, 1H) ,7.26-7.10 (m,2H) ,7.06-6.96 (m, 11) ,
5.32-5.25(m,1H) ,5.02-4.92 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.50 (m, 11H) ,1.50-1.30 (m,
TH) ,1.30-1.18 (m,2H) ,1.18-0.75 (m, 17H) ,0.66 (s, 3H) .

[1708]  LCMS Rt=1.3627) i, LA2.070 B a1k, 30-90AB, 41 2100% ,MS EST C,,H,,F M+
H-2H,0] T 5L 447, SEIMEA4T .

[1709] 7282

(17101 'H NMR (400MHz,CDC1,) 67.48-7.42 (m, 1H) ,7.26-7.10 (m,2H) ,7.06-6.96 (m, 11 ,
5.32-5.25(m,1H) ,5.02-4.92 (m, 1H) ,2.40-2.30 (m, 1H) ,2.05-1.50 (m, 10H) ,1.50-1.32 (m,
8H) ,1.32-0.86 (m,16H) ,0.86-0.78 (m,3H) ,0.66 (s, 3H)

[1711]1  HPLC Rt=5.3243 8k, LA750 #1112, 50- 100AB, 4 f£98% ,

[1712] NS MS EST C,,H, F [M+H-2,0] F 5548 447 , SLilifE447 .

327744

(17131 & EREAINE SLARAL

A\ Me,S! o R,R-cat ?}—Q
S —— — E
THF, DMSO
F

ST-200-095-005_1 S5T-200-095-005_2 ST-200-095-005_3

[1714]

S5T-200-095- S§T-200-095-005_4 S§T-200-095-006 (7281)
005_3

[1715]  #£25°C[fMe,SOT (123g,562mmol) EDMSO (150mL) FITHF (75mL) H ¥ i 4 HL s
Jnt-BuOK (63g,562mmol) RS AEA0 CHEFE30 4 . SR J5 AE0 °C ¥ ST-200-095-005 1
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(35g,281mmo1) 7E75mL THF HH (¥ VR N2 VR A4 - 1225 C e PE 1h )5 IR S B UK - 7K
(100mL) #* H. FHEtOAc (2x50mL) Z<H . & FF A HLA A #E7K (100mL) P, Fl 6 7KNa, S0, 1,
o8, B IRYE R AR Y E I R A4l H (PE/Et0Ac=20/1) ¥l LA13 EIST-200-095-005
2(24g,62%) , H AR

[1716]  'HNMR (400MHz,CDC13) 87.22-7.16 (m,1H) ,7.13-7.02 (m,2H) ,6.99-6.95 (m, 1H) ,
4.07 (t,J=4Hz,1H) ,3.11-3.08 (m, 1H) ,2.71-2.70 (m, 1H) .

[1717]  WIR,R-cat (86.9mg,0.144mmol) 7EH 2K (5mL) H [ ¥ W+ ¥8 A COH (86 . 4mg ,
1.44mmol) o ¥R A WIAE25 CHEFE30mi ns o K I R 30 25 e A LAAS 2IRH 8] 4k o B 19 fhe A0 77 7 4
MITE25°C YA T ST-200-095-005 2 (5g,36. Immol) , ¥ K MIR-SWA HZE0C, H ik
(356mg,19.8mmol) o IR SV I A 25°C HAFE 16/ o =i it iR A 44k (PE/EtOAc=
12/1%8/1) LAfRFIST-200-095-005 3 (1g,20%) , H PR

[1718]  'HNMR (400MHz,CDC13) 87.22-7.16 (m,1H) ,7.13-7.08 (m,1H) ,7.06-7.02 (m, 1H) ,
6.99-6.95 (m,1H) ,4.07 (t,J=4Hz,1H) ,3.11-3.08 (m, 11) ,2.71-2.70 (m, 11) .

[1719]  SFCU§1:Rt=2.015% %, LA10% #p 118572, SS Whelk 01 _EtOH DEA 5 40 25ML (”
F: (S,S) Whelk-01 250%4.6mm, 5um, i ahAH:A:CO2 B: Z 1 (0.05%DEA) £ & : 550 %7 45 %
240%BHAE40% frFF2. 500 8, SR 55 % BIR+F2. 570 B, ik : 2. 5mL/min, #¥# : 35°C”) ,
97.1%-ee.

[1720]  7EN, F7E-70°C A THF (2mL) ¥ Jin-BuLi (2.5M,1.54mmol,0.616mL) « 4R J& , i IIST -
200-095-005 3 (300mg,0.618mmol) ZETHF (2mL) H ) 2 v VR LA 15 B B iR - 76 - T0 C 1t #E 30
SIS RN (2R) -2- (-9 A4 N Bt (127mg,0.926mmo ) (VAR - 14 i 3 28 Pt 78
25°CHEHE 167N K TR A BN UK - 7K (20mL) H H FEt0Ac (2x30mL) 2 HY . & I H HLZ H
#h/K (30mL) Pe ik » HINa, SO, 44, 1 i H. 3 2% e 45 A3 B ST-200-095-005_4 (350mg , #14)
), HONPEAR B HEEHT 2.

[1721]1  {E25°C[H]ST-200-095-005 4 (350mg,0.561mmol) A& k48 (I11) (7Tmg,0.056mmol)
ZEMeOH (30mL) HH {95 98 1 8 hiMg (294mg, 11 . 2mmol) VRS WITES0 CHidE Lh A H S , IR
) FHHCT (100mL , 2M) ¥ K H 2 /e A2 7 75 H FHEt0Ac (2x50mL) 2 HL . & F (1A HLAH H
Na, SO, T4, 38, ik 4 HLIB I REIRFE 446 (PE/Et0Ac=10/1%23/1) LA{3£IST-200-095-006
(150mg,56%) , Fo A [ 44

[1722]  'HNMR (400MHz,CDC13) 7.44 (t,J=8Hz,1H) ,7.25-7.21 (m,1H) ,7.15 (t,J=8Hz,
1H) ,7.02 (t,J=8Hz,1H) ,5.28-5.26 (m, 1H) ,5.00-4.90 (m, 1H) ,2.39-2.32 (m, 1H) ,2.04-
1.86 (m,4H) ,1.84-1.60 (m,7H) ,1.55-1.32 (m,9H) ,1.29-0.99 (m, 10H) ,0.96-0.90 (m,4H) ,
0.84 (t,J=8Hz,3H) ,0.66 (s,3H) -

[1723]  LCMS Rt=1.2907; %, LL2. 043 B 1%k , 30-90AB, ZEE£100% ,MS EST C,,H, Fif)
T IM-2H,0+H'] =447, SE{E 447 .

[1724]  SFC Rt=5.4944; %, L1053 B 3%y, AD_3_EtOH_DEA 5 40 25ML (" #F:
Chiralpak AD-3 150X4.6mm T.D.,3umiiizhAH:A:C02 B: ZFE (0.05%DEA) B : 55380 N
5% 2 40%BHTEA0% PREF2. 55081, SR 55 % BIRFF2. 54 8, il : 2. 5mL/min, #i : 35°C7)
98.86%de.

[1725]  SZJitaf5)73 : & 730017399
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[1726]

DA-62-6_1

DA-62-6 (7399)

(17271 SEARACZERE NG & o H TRMAE - 276 1) SE 565 B Al 2 UL S i 151163 .
[1728] & A%DA-62-6 1

[1729]

E-2761 DA-62-6_1
[1730]  #£-78°CHEN, F¥fn-BuLi (2.5M,3.09mL) i N %2 - ARG (1.41g,7. 75mmol) 7
THF (10mL) B ARSI E - T8 CHEFR 307 Bl o £E - T8 CHEN, S INE-2761 (600mg ,
1.55mmol) AETHF (10mL) H B & o K5 VR A W0 AE - T8 CHiEFE30 73 b HL AN, CL/K VA (30mL)
Ko /KA HIEL0AC (3x50mL) AHL . & HIA HLAH AN 27K (2x50mL) ¥ , FJEKNa,S0,+
W, DR HIRAR LT B0 MR Yy , o B AL 44k (0~20% EtOAC/EPEHT) LA43 F|DA-62-
6 1 (300mg, ANZLf) , H A
(17311 'H NMR (400MHz,CDC1,) 67.90-7.80 (m, 1H) ,7.60-7.40 (m,2H) ,7.40-7.26 (m, 11) ,
5.50-5.40 (m, 1H) ,5.30 (brs,1H) ,2.42-2.30 (m, 1H) ,2.10-1.50 (m,9H) ,1.60-1.30 (m,4H) ,
1.30-0.90 (m,20H) ,0.90-0.75 (m,4H) ,0.66 (s,3H) .
[1732] & RE7399H17300

[1733]

DA-62-6_1

DA-62-6 (7399)
[1734]  #DA-62-6 1(300mg,0.612mmol) il SFCAlifl, (£ : AD (150 X 4. 6mm, 3um) , £ /& -
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5%-40%B (A:CO, B: Z¥) Jfiid:2.5mL/min) LA $[H 14DA-62-6 (30. Omg , L) FfE 44
DA-62-12 (80mg, N4 []) « A&fif{JDA-62-6 (30mg,0.0612mmol) L SFCAif, (FF : AS (250mm*
30mm, 5um) , 1% : 25% -25%B (A:CO, B:0.1%NH,H,0 ETOH) ¥ i% : 60mL/min) DL 13 $DA-62-6
(4mg,13%) , H Iy 44 . A4l IDA-62-12 (80mg, 0. 163) B it SFCAlifk (K : AS (250mm*30mm,
Sum) , B : 25% -25%B (A:CO, B:0.1%NHH,0 ETOH) % 3% : 60mL/min) LA75 B A A fr) [ 44 ,
F HAE90C MH,0 (10mL) T 5 LA 15 #DA-62-12 (3mg, 4 %) , A .

[1735]1  7399:'H NMR (400MHz,CDC1,) 87.88-7.80 (m,1H) ,7.58-7.42 (m,2H) ,7.35-7.30 (m,
1H) ,5.45-5.36 (m, 1H) ,5.30-5.27 (m, 1H) ,2.40-2.30 (m, 1H) ,2.10-1.90 (m,4H) ,1.85-1.50
(m,8H) ,1.50-1.30 (m,5H) ,1.30-1.88 (m,17H) ,0.86-0.76 (m,3H) ,0.66 (s,3H) .

[1736]  LCMS Rt=0.9087r %, LA2. 07 B ik, 30-90AB, 21 %£95% ,MS EST C,,H,NO, [M+
HI “FI 1+ 5541 490 , S2IE 490

[17371  7300:'H NMR (400MHz,CDC1,) 87.88-7.75 (m, 1) ,7.58-7.40 (m,2H) ,7.30-7.26 (m,
1H) ,5.50-5.40 (m, 1H) ,5.30-5.25 (m, 1H) ,2.40-2.37 (m, 1H) ,2.10-1.50 (m, 13H) ,1.50-
1.10(m,14H) ,1.10-0.76 (m, 10H) ,0.66 (s, 3H) »

[1738]  LCMS Rt=0.92370%t, LA2. 07 B ik, 30-90AB, 2194 % ,MS EST C,,H,NO, [M+
H] “FR1 1+ 5541 490 , S2IE 490

(17391  SEjifh|74 . & RLT467F17468

OH

MeMgBr
- SFC
e G D -
@OL
nn

Ho ST-200-081-001_6

PhLi
—-

[1740]

%, OH

;@llﬁiipé';ﬂ\#ﬁt:? FBIIIQHP%;;H\ on

ST-200-081-001 (7468) S5T-200-081-002 (7467)
(17411 STARALZEBENLIE E - P RIAST-200-081-001 4fK) S u6+5 B 1] 2= WL S2 i 51127
[1742] & HST-200-081-001 5

[1743]

ST-200-081-001_4 ST-200-081-001_5
[1744]  {E0°CYEN, R ST-200-081-001 4 (1.3g,3.01mmol) ZETHF (10mL) H )3 K - i
PhLi (7.5mL, 2M7EREH , 15mmo 1) FLUREVR & 40 7E25 CHEFE 3073 Bk FIEAINH,C1 (40mL) 2K
Ja » R i A Y FIE0AC (3x20mL) REHL . & FFHIA MR FH &K Pedk , Na, SO, T4, 1L , sl
LG 2IST-200-081-001_5 (1. 6g, #I¥157) , H M, FL B AL A it — 2D alife.
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[1745] 'H NMR (400MHz,CDC1,) 88.01-7.93 (m,2H) ,7.63-7.29 (m,7H) ,5.34-5.27 (m, 1H) ,
3.08-2.83(m,2H) ,2.47-2.38 (m, 1H) ,2.01-1.67 (m,7H) ,1.52-1.14 (m,11H) ,1.11 (s, 3H) ,
1.03-0.97 (m,7H) ,0.69 (s, 3H) .
[1746] & AST-200-081-001_6

[1747]

ST-200-081-001_5 ST-200-081-001_6

[1748]  {E0CYEN, FHIST-200-081-001 5(1.6g,3.56mmol) ZETHF (10mL) HH )3 i - s
MeLi (11.1mL, 2M7EREH, 17 8mmol) H VR A WILE25 CHEHE30 7 Bh o [ N VR A 4718 3 1 A
NH,C1 (10mL) ¥ K HH .12 2. B (3x20mL) ZXHL . A HLJZ H #h7K (60mL) BE#% , FHiNa,S0, 45 H.
o, B U AE HE i P A 44k (0~30%EtOAcfEPEHT) LL45 FST-200-081-001 6 (1g,
57%) , H [l 44

[1749]  LCMS Rt=1.374% %, L2453 B €41 2 H71, 30-90AB_2MIN_E, 4l E100% ,MS EST
CaoH 5 (MH-2H,01 R T 54E 429, SE MR 429 .

[1750] & K 7467F17468

OH

ST-200-081-001_6 ST-200-081-001 (7468) ST-200-081-002 (7467)
[1752]  ST-200-081-001 6 (1g,2.15mmo1) i@ L SFCAIAY (4F : AD (250mm+*30mm, 5um) ) , 15 5 :
40-40%B (A=0.1%NH,/H,0,B=EtOH) , i3 : 60mL/min) LA#3 F|A4EF]ST-200-081-001 (U4
1,390mg,39%) FIAZ#IST-200-081-002 (I2,220mg,22%) , I A 44 . 7] A 4E [ ST-200 -
081-001 (390mg) FETHF (15mL) H {1 ¥ H 5 InPd (OH) ,/C G HT , 300mg) H AV &l < H.
FAH IR FE 3K o SR, H IR MEAE 15 CE 15psi H, Nt k4 oKt s MR A 47 3 1 ek g+ 3
Y€, FITHF (100mL) PE5 o B e ik 45 HLil ik SFC4tifl, (K < AD (250mm*30mm , 5um) ) , 6 /& : 40 -
40%B (A=0.1%NH,/H,0,B=EtOH) , it i# : 60mL/min) LA743|ST-200-081-001 (270mg,71%) ,
HOM A4 A4 IST-200-081 - 00278 1 EMeCN (200mL) R AF BB , 25 W 45 DL 43 ST -200-
081-002 (208mg,94%) , H: Jy[fl 44 .
[1753]  ST-200-081-001 (7468) :
[17541  'H NMR (400MHz,CDC1,) 87.46-7.39 (m,2H) ,7.37-7.29 (m,2H) ,7.26-7.21 (m, 1) ,
5.33-5.26 (m,1H) ,2.46-2.37 (m,1H) ,2.01-1.64 (m,9H) ,1.56-1.53 (m,5H) ,1.52-1.12 (m,
10H) ,1.10(s,3H) ,1.09-1.01 (m,3H) ,0.99 (s,3H) ,0.97-0.86 (m,5H) ,0.62 (s,3H) .
[1755]  LCMS Rt=1.359% 8, LL27r P 41 24T, 30-90AB_2MIN_E, 4l £ 100% ,MS EST
CyoH s [MHH-2H,01 (9 71 5B 429, S E 429 .
[1756]  SFC Rt=5.916% %, LA10 P 1572 ,AD_3 EtOH DEA 5 40 25ML,100%de.
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[1757]  ST-200-081-002 (6467) :

[1758]  'H NMR (400MHz,CDC1,) 87.45-7.39 (m,2H) ,7.36-7.31 (m,2H) ,7.25-7.19 (m, 1H) ,
5.33-5.26 (m,1H) ,2.47-2.37 (m, 1H) ,2.01-1.57 (m, 10H) ,1.55-1.31 (m,12H) ,1.21-1.12
(m,2H) ,1.10(s,3H) ,1.08-1.02 (m,2H) ,0.99 (s, 3H) ,0.98-0.85 (m,6H) ,0.63 (s,3H) »
[1759]  LCMS Rt=1.3677 8, L2438 €41 2 47, 30-90AB_2MIN_E, 44 E100% ,MS ESIT
CaoH 5 [MHH-2H,0] I 545429 , S (E 429 .

[1760]  SFC Rt=6.397% %, LA10 P 1572 ,AD 3 EtOH DEA 5 40 25ML,97.26%de.
(17611 SZHfF74B . A% s

[1762]  S5G 4N S5 2 Fridk 1E4T HL&5 R4k 5 fE £ 2-66.

[1763] Z£2-66

7 B E N E 7] T E
EC50 2A |Emax 2A | EC50 2B | Emax 2B
M) | (%) M) | (%)

[1764] 154 >10000 18.2 >10000 | 56.8
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356 414.6 59.6 9234 156.3
58
456 6710.0 534 6746.8 74.8
559 15713 204.3 1564.3 3732
A
255 646.4 1594 153.0 131.8
[1765] i) g
761 4759 301.6 2491 197.3
A5F
861 199.6 183.1 246.9 389.8
Nesix
961 616.7 138.5 179.8 97.4
\ .Q
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6347 268.3 64.7 310.7 131.9
6348 259.61 79.65 663.21 132.91
oo lRs
9 UL
6457 731.9 198.3 523.6 168.1
6458 >10000 30.9 028.9 79.4
[1766]
6459 1327.1 156.2 909.0 184.2
‘r'\
\f"
6544 558.8 2532 497.7 4146
D
T OOL
6754 >10000 223 >10000 38.8
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6755 >10000 |22.8 >10000 |44.2

6571 189.8 157.5 266.6 241.0

6572 378.5 128.9 1341.5 250.6
%

6680 1370.7 175.4 464.4 123.4

[1767] . )d;{]ig bii{

6681 365.3 171.6 359.9 165.3
A5

6895 174.1 240.9 328.8 3543

6896 518.9 215.9 1676.0 402.2
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6997 3734 327.2 414.3 314.7
6998 357.6 337.9 304.3 3034
7030 >10000 |28.3 >10000 74.7
7032 >10000 |28.3 874.3 63.8
[1768]
7146 119.8 103.7 2159 1674
\--“'
7147 147.0 200.5 91.7 241.5
X .g
7281 248.37 98.1 302.7 125.7
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7282 95.9 208.3 1737 289.7
7399 696.1 150.1 1581.2 179.5
7300 >10000 |37.5 >10000 | 46.9
1 7467 >10000 |20.5 >10000 8.8
[1769] -’
'''' 7468 61.4 2734 54.2 3174
8o
660 700.6 195.2 516.8 281.1
6010 1104.9 238.7 1573.9 184.0
50
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6051 500.2 292.7 1262.1 2924

[1770]

6052 425.9 101.8 232.3 92.2
O

SO

(17711 SZjitafs 75 : & AL &1 75 1AT5 FIBT5.

o) OH
y “. Li/NH W 0. Pk
= 3 =
= I e
o] o H
A175 A275

PhsPEtBr
+BuOK

[1772]

HO A Aadh -
A10-B75 a4y 1-B75

(17731 BERL AE-T0°C o) il & U4 (1. 0L) - b e (12.7g,1.82mol) VR &2
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VRS AE-TOCHERE LG , ZESR B HE T A 175 (50g, 183mmol) FIAL T B (26.9g, 364mmol)
TETC/KTHF (600mL) H A A ZIR A1), IR ERFHK T -60°C . i3 IRA M 7E-70°C
P HE2 /NN o A ER (1508) IR IN 2 R IR -G K IR G Wil #2225 °C H A HE 16/ o [ B R
E W) FHHCT /KR (2. 5M, 1000mL) A0 Hask 38 o ¥ FHEt0Ae (1Lx2) ZEHL, A ER /K (10) ¥eik,
F57KNa, S0, F-# , i yiE kA8 LAAF A2 (45, KA J50) , FLOy 44

[17741  'H NMR (400MHz,CDC1,) 83.65-3.57 (m, 1H) ,2.06-1.66 (m,5H) ,1.43-0.75 (m, 16H) ,
0.74(s,3H) ,0.73-0.59 (m, 3H) .

[17751  JBR2 . fE25°C[HA275 (43g, 155mmol) FECH,C1, (600mL) H {7 h s Itk fis (75¢,
w/w=1/1.5) FIIL g $5 S ES IR 25 (52.3g,243mmo]l) - /H/El's WIAE 25 CHEHE2 /NI o B R A4t
JE LW I8V L S IR A o R Al i A S AR I 4tk (PE/EtOAc=20/1%5/1) LL15 %I
A375(22.0g,50%) , HoA[HE 4 .

(17761 'H NMR (400MHz,CDC1,) 62.52-2.38 (m, 2H) ,2.38-2.28 (m,3H) ,2.15-2.05 (m, 21 ,
2.05-1.65 (m,5H) ,1.55-1.40 (m,2H) ,1.40-1.15 (m,6H) ,1.15-0.92 (m, 1H) ,0.90 (s, 3H) ,
0.89-0.80 (m, 1H) ,0.80-0.65 (m, 1H) .

(17771 3DYR3 . #E0°C[FIBHT (48g, 218mmol) 7E FH 2 (120mL) H FVA VR 1 AR INA I Me,, (2MAE H
ZFr1,120mL,218mmo1) HAE10CHERE 1h. £E-78°C [M]MADYA K (109mmo 1 7 120mL H 4 H) ¥
A375(10g,36.4mmo1) F/EDCM (30mL) H I - /£ -78°CHiHt: Lh )5, 7£ - 78 C ¥ IiMeMgBr
(36.3mL, 109mmo1) KR A WAL - 78 CHitF:20mins o )R NVR &) B FF7 5 R (50mL) ALI?Q

TTEEH *MHEyMHﬁHEtOAc (80mL) £ HL . A HLAH A #57K (100mL) ¥k i » FNa, SO, T4, H.2

A5 LIS FIHH =4, HE i b AR 44k (0~30% EtOAc#EPETY) LLR3A476 (62,57 %) ,/\7'3.
(N

[1778]1  'H NMR (400MHz,CDC1,) 82.50-2.45 (m, 1H) ,2.13-1.96 (m, 1H) ,1.95-1.70 (m, 6H) ,
1.70-1.60 (m,2H) ,1.58-1.45 (m, 1H) ,1.45-0.95 (m, 13H) ,0.95-0.83 (m,4H) ,0.80-0.65 (m,
2H) .

[1779]1 B FR4 . #£20°C [ PPh,EtBr (22.9g,61.8mmol) fETHF (30mL) 1 H) &R P Vs Nt -
BuOK (6.93g,61.8mmol) - fF40°CHEFE300 8 J5 , FE40°C ¥ inA475 (6g,20.6mmol) 7ETHF
(20mL) H (R BRSOV A D AEA0 CHERE Lh o 44 [ TR S P BN B0g i vk HL A #1:15%>
Bl 2 B AHLZ HKAHHEt0AC (30mL) ZEHL o & H 1A HLAH B 25 Wk 45 L3 2 B 3 . 7260 C oy
BRARYEET90mL MeOH, 28 J5 FHIOML/K AL R o & BRUTIE - 7E60 C e H 1h 5 , Y v id i i i 2
H HMeOH/7K (15mL/15mL) ¥R G H 5 25 T LS 2 F=4A5 75, HoA [k .

[1780]1  'H NMR (400MHz,CDC1,) 85.18-5.06 (m, 1H) ,2.42-2.29 (m, 1H) ,2.29-2.10 (m,2H) ,
1.95-1.84 (m,1H) ,1.84-1.46 (m,10H) ,1.46-1.25 (m,2H) ,1.25-1.05 (m, 10H) ,1.05-0.80
(m,5H) ,0.75-0.60 (m,2H) .

(17811 PER5 7EN, FAE0CMA575 (4.8g,3.30mmol) AP KRR HIfis (4. 21mL, 47 . 4mmol) 7E
TorK A E (100mL) H VA VR A R I — 2 R AL AR (1. OMZEH %5+, 63 . 2ml, 63 . 2mmol) .

BHIR S WAE20 CHEPE 16/ o [ MR A YI7E0°C R IR /K W (100mL) 7N Cadie K, HL 38
TR FEAR KT 10°C o AT /SR & il il ik e 1= 280 H FIDCM (2x200mL) ZEHL . & I H HLE
FATC /KRR B AN T, b 98 HIR 4 LLAS BFHAGT5 , HONIEA . 5 585 — ik & 6 M =45 i b
HAEAE (0~30%EtOAcTEPEH) LL15 B 6g AN 211 =47 , Ho oM [T o 44 8] 4 M\DCM/PE (20mL/

211



CN 115181153 A W OB P 202/305 7

80mL) Hi 4 it LAFF 23 . 12l 1) F=4 , Fo 9 [l A4 W B IR 48 LA1S 2112 . 8g /=4 , FL A [l 4, a3t
3305, 9g729) (19% 7= %)

[17821  'H NMR (400MHz,CDC1,) 86.96 (dd,J=8.0,15.6Hz,1H) ,5.83 (dd,J=0.8,15.6lz,
1H) ,5.45-5.38 (m, 1H) ,3.75(s,3H) ,3.10-2.96 (m,1H) ,2.10-2.03 (m,1H) ,1.95-1.55 (m,
9H) ,1.45-0.85 (m, 18H) ,0.80-0.60 (m,3H) .

[1783]1  BR6.[MA675 (3g,7.76mmol) FEEtOAc (100mL) H () ¥& W ¥ inPd /C (100mg, 10% ,
TR BARRE YIS H FHH SR 3K 4 [ N AE15 CHELSpsi H, FHiFE16/NF o S iV
A e G UE , FHELO0AC (20mL) Pk K IR 45 A1S B3¢ ATT5, HONHARYD , ¥
HEZHAT T &,

(17841 'H NMR (400MHz,CDC1,) 83.66 (s,3H) ,2.43-2.30 (m, 11) ,2.30-2.15 (m, 1H) , 1.95-
1.50 (m,10H) ,1.50-0.96 (m, 17H) ,0.96-0.80 (m,5H) ,0.75-.050 (m,5H) .

[1785]  LRT . 4EOCAEN, NHA775 (3g,7.68mmol) ETHF (100mL) H (¥ A INLiATH,
(580mg, 15.3mmol) o fEIZIR R+ 1h G , R MRS /K mL) AbEE, 58 5 pH R AT 12
P A1 -2 KA FHEL0AC (2x50mL) L. & IF A HLZ FH 27K (2x100mL) e , HiNa,S0, T
f, 1 HR 45 A1 32 . 5gRIASTS K HEH AT F—F,

[1786]1  'H NMR (400MHz,CDC1,) 83.70-3.50 (m,2H) ,2.00-1.78 (m,3H) ,1.78-1.52 (m,8H) ,
1.52-1.30 (m,4H) ,1.30-0.98 (m, 15H) ,0.98-0.80 (m,5H) ,0.75-0.55 (m,5H) »

[1787] L I%8 .M A875 (2.5g,6.89mmol) FEDCM (200mL) 1 [ V& ¥ T ¥ INPCC (2. 94g,
13.7Tmmo1) FIFESZ (5g) o FE20 CHiHE2h J5 , K S W e iod Ak 5 1= #85d Ji , FHDCM (2x20mL) e
o IE R 4 LS 23 AR A 4, Hoas i P i 44k (0~30% EtOAcEPEH) LI1S 21 . 5g7™
Yy, HoA A4

[1788]  'H NMR (400MHz,CDC1,) 89.76 (t,J=1.2Hz,1H) ,2.53-2.28 (m,2H) ,2.00-1.50 (m,
12H) ,1.50-0.98 (m, 13H) ,0.98-0.80 (m,6H) ,0.75-0.55 (m,6H) .

(17891 B IR9 . fF0°CMA975(1.5g,4.16mmol) ZETHF (100mL) B V& ¥ s ini PrMgCl
(6.20mL,12.4mmol) o ¥ ¢ B £E % i JE P B 1h HE i V8 bnsK (50mL) A AT 45 R 1A TR
(100mL) ¥ K . SR Jo KR &4 FEt0Ac (2x100mL) X HL . & A HLE H 257K (100mL) ¥eis, H
Na, SO, T4, i 9iE Hfe i o L R Wi id SRodi AT 264K, (0~20% EtOACZEDCMHY) 21 . 4g77 4, H
NI AL E Y175 (1. 3g) £E80°C FHMeCN (50mL) AF B LL#53/175 (350mg) , He [l 44

[17901  'H NMR (400MHz,CDC1,) 83.38-3.25 (m, 1H) ,1.98-1.92 (m, 1H) ,1.92-1.76 (m,2H) ,
1.76-1.50 (m,9H) ,1.50-1.40 (m,4H) ,1.40-0.97 (m, 14H) ,0.97-0.80 (m,12H) ,0.73-0.53
(m,5H) .LCMS Rt=1.30943 %0, LL2. 043 f 4375, 30-90AB,MS ESI Cy H,. [M+H-2H,0] f 7t
HAE 369, SEIE 369.

[1791]  HIR10.4E0°C ] 175 (700mg, 1. 72mmol) ZEMLIE (5mL) H K] ¥ H s inBzC1 (723mg
5.15mmo1) H K Je N 7E20 C 4 #1: 18h LATS B IE T - I BV &4 /K (20mL) #i ke, FHEtOAC
(2x20mL) ZEH . A HLZ HIER /K (5x100mL) B , HINa,SO, 15, i U HK 4 A ik AR i i iR
A4l (0~10%EtOAcZEPEH) LA15 5920mg JUIR 4 o FH 77 438 i SFC3 25 (AD (250mms
30mm, 5um) ) , 0. 126 NH,H,0-EtOH) LAF5 2]280mg fE NALO-ATS UL, HON[E 44 , M1285mgff Ny
A10-B751U2, H g [l 44

[17921  A10-A75:'H NMR (400MHz,CDC1,) 68.07 (d,J=8.4Hz,2H) ,8.01 (d,J=8.4Hz,2H) ,
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7.58-7.48 (m,2H) ,7.48-7.36 (m,4H) ,5.00-4.90 (m, 1H) ,2.40-2.30 (m, 1H) ,2.30-2.20 (m,
1H) ,2.00-1.85 (m,3H) ,1.80-1.30 (m,13H) ,1.30-0.88 (m,22H) ,0.88-0.70 (m, 1H) ,0.70-
0.50 (m,4H) .

[1793]  A10-B75:'H NMR (400MHz,CDC1,) 68.07 (d,J=8.4Hz,2H) ,8.01 (d,J=8.4Hz,2H) ,
7.58-7.48 (m,2H) ,7.48-7.36 (m,4H) ,5.00-4.92 (m, 1H) ,2.47-2.28 (m, 1H) ,2.28-2.20 (m,
1H) ,2.00-1.85 (m,3H) ,1.80-1.45 (m,13H) ,1.30-0.85 (m,22H) ,0.85-0.70 (m, 1H) ,0.70-
0.50 (m,4H) .

[1794] BB 11.7825°Ca]A10-A (280mg,0.46mmol) ZETHF (5mL) F1MeOH (5mL) H FA A VR 5 s
JNNaOH (200mg, 5.00mmo 1) FIH,0 (2mL) o SR J5 ¥ WAES0 CHEFE 16h o S B HEt0AC
(2x10mL) ZEHL . & I B A HLJE FINa, SO, 4, 1 Uik B 5 75 W4 LLAS 2R =4, o FLI i feE Jie
K44k (PE/EtOAc=3:1) LA15 2| [l 44 , HAR J5 7E HMeCN (5mL) HHAff BE LLA5 2 B /& =64
1-A75 (102mg,55%) , H: Ay [l 44

[17951  'H NMR (400MHz,CDC1,) 83.38-3.25 (m, 1H) ,1.98-1.92 (m, 1H) ,1.92-1.76 (m,2H) ,
1.76-1.50 (m,9H) ,1.50-1.40 (m,2H) ,1.40-0.97 (m,17H) ,0.97-0.80 (m,11H) ,0.73-0.55
(m,5H) (LCMS Rt=1.3234}%, LA2. 043 Sl 2313, 30-90AB,MS EST C, H,, [M+H-2H,0] 1t
HAE 369, SLE 369.

[1796]  JBIE12.7E25°CA]A10-B75 (285mg,0.47mmol) ZETHF (5mL) FAIMeOH (5mL) H ) ¥4 Wi HH
AN JNNaOH (200mg , 5. 00mmo1) FH,0 (2mL) o 28 JG I AES0 CHEFE 16h o [ BE W HIE 0AC
(2x10mL) ZHL . & I B A HLJE FINa, SO, #4198 B 5 75 W4 LA AT 2R =4, o FLI i feE i
K44k (PE/EtOAc=3:1) LA15 2| [l 44 , HAR 5 7E HMeCN (2x 1mL) it 85 DLAS 21 B 75 =4k &
)1-B75 (18mg,10%) , Ho A [El 44

[17971  'H NMR (400MHz,CDC1,) 83.38-3.25 (m, 1H) ,1.98-1.92 (m, 1H) ,1.92-1.77 (m,2H) ,
1.77-1.50 (m,4H) ,1.50-1.30 (m,6H) ,1.30-0.97 (m,17H) ,0.97-0.80 (m,12H) ,0.73-0.55
(m,5H) (LCMS Rt=1.3204}%, LA2. 043 fi 2313, 30-90AB, MS EST C, H,, [M+H-2H,0] 91t
HAE 369, SLIE 369.

[1798] & AIATSLAIESE S AR 22 .

0,
[ai]

n-BuLi, THF

Mg, NiCh
MeOH

E-2678_1 E-2678_2 E-2678_3

[1799]

OH

PdIC, H,
e

MeOH

H
A

HO
DA ST-200-094-006 (1AT75)

[1800] 7N, F7E-70°C[AITHF (0. 5mL) ¥ fiin-BuLi (2.5M,2. 18mmol,0.872mL) - 4R J& , i il
E-2678 1 (400mg,0.875mmol) 7ETHF (3mL) A [ AL 1K LA 15 B BV W o 75 - 70 C i £E 3043
Ja, I (QR) -2- (R -2-3%) |2 A ke (112mg, 1.31mmol) ZETHF (0. 5mL) H1 VAR - 2R 5

A "
JE C24 e b as iy Al
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N AEBEREALE25 CHEHE 16 /NI IR S E VK -7K (20mL) 1 H FHEt0Ac (2x30mL) 2K HL . &3
R L)z FH #7K (50mL) ¥e ik , FNa, SO, )6, ik i H 302 e 4 LA1S 3E- 26782 (380mg , FH4)
), HoAlME, RKEZAT 5.

[1801]  {E25°C [ E-2678 2 (380mg,0.7mmol) AE L8 (I1T) (4.53mg,0.035mmol) fEMeOH
(30mL) 1 ¥ VR R Mg 3 (336mg , 14mmol) o W5 VE S WIAES0 CHEFE 1h ¥ 2 5 , IR &4
HC1 (100mL , 2M) ¥ 2K B 31 Je B A8 i H FHE t0Ac (2x50mL) AL . A I (K15 HLAH FANa,S0, T4,
RhyE, s Hom i iR AR 44 (PE/Et0Ac=10/1%3/1) LIS 2IE-2678_3 (140mg,50%) , K
[ 445

[1802] KE-2678 3 (140mg,0.347mmol) i@ it SFC4> 2 (F% : AD (250mm*30mm , 5um) ) , A5 & -
40-40%B (A=0.1%NH,H,0 ETOH) , ¥ 3% : 50mL/min) LA f3 FIE-2678 3 (95mg,34%) , H Hy[d
N

[1803]  'HNMR (400MHz,CDC1,) 8, 5.42-5.38 (m,11) ,3.35-3.26 (m, 1H) ,2.20-2.14 (m, 1H) ,
2.10-1.89 (m,4H) ,1.87-1.59 (m,6H) ,1.54-1.16 (m,12H) ,1.13-0.97 (m,7H) ,0.95-0.75 (m,
11H) ,0.68 (s, 3H) .

[1804]  SFC Rt=5.305%3%k, LA107r A iiik, AD_3_EtOH DEA 5 40 25ML,98.5%de.
[1805]  [H]E-2678 3 (95mg,0.235mmol) ZEMeOH (10mL) o {3 F s inPd/C (0. 1g,<1%
K) AR JE IR RAESOps i &S R FES0 CEAL 16/ KR A i it ek v = 3 g8 HOK S
BIRY R A it Combi - flash4difl, (0-15%EtOAcfEPEH) LA DA ST-200-094-006
(23mg,24%) , HMLE A

[1806]  'HNMR (400MHz,CDC1,) 8, 3.35-3.28 (m,1H) ,1.99-1.62 (m,7H) ,1.55-1.33 (m,7H) ,
1.31-1.20 (m,7H) ,1.17-0.97 (m, 10H) ,0.93-0.75 (m,11H) ,0.73-0.65 (m,5H) .

[1807]  LCMS Rt=1.2697%F, LL2. 07 B3k, 30-90AB, 41 £100% ,MS ESI C,H,.[M-
2H0+H] I THEAE =369, SE A 369.

[1808]  SJtif576 . & A& 0276376 F1476.

0] @]
PhsPEtBr
SO IO s B
. ' £BuOK
= A Hi H

H A376 © A1176

OMe

[1809]

b4 376 bt 476

[1810]  BER1.7EN, FYEOCIABHT (41.9g,190.58mmol) 7E FF 2 (100mL) HH ) ¥ ¥ Hh i i
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AlMe, (47 . 6mL , 2M7E FH 41,95 . 2mmo1) o KR S FE25 CHiiHt: 1h £ - 78 C A i IR &7 N
A376(9.21g,33.6mm01) FEDCM (30mL) H ¥ ¥ - £ - T8 CHiHt: 1hf5 , 7£-78 C/%%ﬂnEtMgBr
(33.3mL,100mmol) B IR-AWAE-T8° CHEFEL . 5ho e MBS M AIFT IR (50mL) AL FE . %)
BSAHLAH, FHEtOAC (80mL) ZEHX . A HLAH A #h7K (2x100mL) Bk , FiNa, SO, T , B Kk 45 L 15
FIA1176 (5.2g,51%) , HoNFEMA

[1811]  'H NMR (400MHz,CDC1,) 82.47-2.40 (m, 1H) ,2.11-2.00 (m, 1H) ,1.96-1.77 (m,6H) ,
1.69-1.63 (m,2H) ,1.58-1.50 (m,3H) ,1.38-1.20 (m,6H) ,1.56-0.97 (m,5H) ,0.90-0.87 (m,
6H) ,0.80-0.64 (m,2H) .

[1812]  BPR2.{£20°C [ PPh,EtBr (18.2g,49. Immol) fETHF (20mL) H [¥) 2 V73 A A e -
BuOK (5.50g,49.1mmol) - fE40°C 4 F:30mins J5, fFE40°CHSIAL1176 (5g, 16.4mmol) FETHF
(20mL) H [ ELUKs e ST A D AEA0 CHERE Lh o 44 [ TR S P BN B0g i vk HL A 41:15%>
Bl 7 B AHLZ HKAHHEt0AC (30mL) ZEHL o & H 1A HLAH B 25 Wk 45 DL A3 2 B 3 . 7260 C oy
B AW T-90mL MeOH, 2R 5 FH9OmL 7K Ab 3 H H B K S UTIE  7E60 CHEFE 1h )5 , Yiye iE it it
JEWSCEE H FMeOH/7K (15mL/15mL) VA RGeS, L8 TR L3 2A1276 (5. 08,96 %) , H oA [
(N

[1813]1  'H NMR (400MHz,CDC1,) 85.14-5.09 (m, 1H) ,2.39-2.33 (m, 1H) ,2.25-2.14 (m,2H) ,
1.87-1.75 (m,3H) ,1.66-1.63 (m,5H) ,1.58-1.54 (m,5H) ,1.34-1.25 (m,2H) ,1.19-1.03 (m,
7H) ,0.90-0.84 (m,8H) ,0.73-0.64 (m,2H) .

[1814]  PER3 . {EN, FAE0CIa]A1276 (4.5g,14. 2mmol) FITA BRI i (3. 78mL ,42. 6mmol)
FETE K G bt (100mL) = A 790 Hh i INE L ,A1CT (1. OMAE Ff 2 7f1, 56 . 8mL , 56 8mmo]1) o Kf VB
B WIAE20 CHEFE 167N o [ B YR A PI7E0 °C B AR B TR K ¥ VR (100mL) 7N CadBe oK., HL PN 38
TR T 10°C o Fr 3R & Wi il 1k 8+ # e e HFIDCM (2x200mL) ¥ & H A HLE
FHTE K B R 4 T, 3ok 8 HLIR 4 AR BUAN S A1376, HON AR HL P~ 53R H 0. 5g
AL2761) 55— IR AL P26 9, i PR AE 4l 4k (0~30% EtOAcfEPEH) LL45 £]A1376
<6g,95V) s H g [l 4

[1815]1  'H NMR (400MHz,CDC1,) 86.93 (dd,J=8.0,15.6Hz,1H) ,5.80 (dd,J=1.2,15.2Hz,
1H) ,5.39-5.39 (m, 1H) ,3.73 (s, 3H) ,3.02-2.97 (m, 1H) ,2.07-2.01 (m,1H) ,1.85-1.52 (m,
8H) ,1.35-0.96 (m,10H) ,0.90-0.84 (m,8H) ,0.76-0.66 (u,6H) .

[1816] B8R4 . [H]A1376 (6g,14.9mmol) FEEt0Ac (100mL) H AR F ¥ inPd,/C (1g,10% , it
[¥)) FLVE & FH B3R AR 5 4 B AE 15 CHELSpsi H, FHERE 167N oKt e B TR A5 418
it e - HG R H HE0AC (30mL) Paidk o - IE VR 4 LA 1S 2L & 7276 (5.8g,96 %) , H A [
(N

(18171 'H NMR (400MHz,CDC1,) 83.66 (s,3H) ,2.39-2.31 (m, 11) ,2.25-2.17 (m, 1H) , 1.95-
1.92 (m,1H) ,1.85-1.78 (m,4H) ,1.68-1.61 (m,3H) ,1.57-1.52 (m,5H) ,1.42-1.40 (m,2H) ,
1.35-1.26 (m,3H) ,1.15-1.02 (m,8H) ,0.92-0.82 (m,8H) ,0.81-0.79 (m, 1H) ,0.72-0.59 (m,
4H) JLCMS R, =1.33453 0, LL2J3 B 4335 24T, 30-90AB, MS ESI C,H,,0, [M+H-H,0] ¥ i1 58
387,%{)@%387.

[1818]  BIR5.FE0°CHEN, F I LA 276 (1 A5 51 7551 (1 175) (200mg,0.494mmol) £
THF (40mL) 9 (¥ HP 8 INLAH (56 1mg, 1. 48mmol) o £F %R FE P EE Lh )5 , 2 IR -4 FH 7K
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(2mL) &b 3, B AR B A 15 2 pH=1-2 . /KA FHEt0Ac (2x50mL) ZEHL . & H A HLE H #h
7K (2x30mL) Wi » FNa, SO, 18, it i HLk 45 LA13 B 4L-5 9376 (120mg ,65%) , H I 1k .
[18191  'H NMR (400MHz,CDC1,) 83.63-3.60 (m,2H) ,1.96-1.93 (m, 1H) ,1.85-1.78 (m,3H) ,
1.68-1.52(m,10H) ,1.48-1.38 (m,3H) ,1.34-1.25 (m,4H) ,1.13-1.07 (m,9H) ,0.93-0.83 (m,
8H) ,0.73-0.59 (m,4H) .

[1820]  LCMS R,=3.8264) %, A2yl € 3k 244, 30-90AB, MS EST C,.H,,0 [M+H-H,01" H it
THAE 359, SLIE 359.

[1821]1  ZR6. £E20°C[AIDMP (2. 24g,5.30mmol) ZEDCM (18mL) H () BV i s Indk & 471376
(1g,2.65mmol) FEDCM (10mL) H i) ¥ W o 45 IR R AE20 °C #ii 4 Lh o 7E20 C IR & ¥ H o Fn
NaHCO, 7K K (20mL) ¥ K o 1R 5 Wi g B2 B A L= HK )= FIDCM (2x20mL) ZEHL . & FF 1
HH A AN, S, 0, 7K VAR (50mL) - #7K (40mL) &%, FANa,SO, 1, i g H 30 2% ik 4 LA 2
FEY, H I e 44k (0~30%Et0AcZEPEHT) LA1S£A1476 (920mg,93%) , H Jy il 44
[1822]  'H NMR (400MHz,CDC1,) 89.76 (s, 1H) ,2.47-2.41 (m, 1H) ,2.40-2.32 (m, 1H) ,1.97-
1.92 (m,1H) ,1.86-1.78 (m,3H) ,1.68-1.52 (m,6H) ,1.44-1.41 (m,1H) ,1.35-1.22 (m,6H) ,
1.12-1.03 (m,8H) ,0.92-0.79 (m, 10H) ,0.78-0.57 (m,4H) .

[1823]  BR7 . {E0°C[HAL1476 (910mg,2.42mmol) £ETHF (60mL) 7 {1k T ¥s i i PrMgCl
(12.1mL,24.2mmo1) o} I N 7E 1% FE R FE Lh o SN 38 i s 7K (30mL) 0 Ry 45 18 v ViR
(30mL) VK o ¥R S FELOAC (2x30mL) FEHL . & I A HLZ 57K (30mL) e, FiNa,S0, T
fee, ok 8 FLVR A DA 2 9 R Y, s g iR AR 44k (PE:EtOAc=50:1%4:1) IR BIHLAEY)
476 (900mg ,89%) , H: [l 44

[1824]  'H NMR (400MHz,CDC1,) 83.32-3.30 (m, 1H) ,1.96-1.93 (m, 1H) ,1.85-1.78 (m,3H) ,
1.68-1.52(m,12H) ,1.43-1.02 (m,16H) ,0.93-0.83 (m,13H) ,0.70-0.61 (m,4H) .LCMS R =
1.37143 %k, LL243 Bl 3% )2 T, 30-90AB,MS EST C, H,. [M+H-2H,0] )1 F{E 383, 5 MfE
383.

[1825]  SJafol77 . & i & YD AATT RI4BTT .
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SFC

[1826]

144 4B77

[1827] P IR1.#F0°Cl4L&4476 (800mg, 1.91mmol) ZEMLLE (20mL) H 3%k HH ¥R inBzC1
(402mg,2.86mmol) H ¥ [ M AE20°CHEHE18h. i M IR &4 FH /K (50mL) 7%, FHHEt0Ac
(2x40mL) 2L A HLZ FHERK (5x50mL) Pelk , HINa, SO, FJ4 , i 9k Hke 4 o K4 o ad 7ot JRo AT
aift, (PE/Et0Ac=50/1%4/1) LA15 F|A15 (600mg,60%) , HAHPIRY)

[1828]  'H NMR (400MHz,CDC1,) 88.05 (d,J=8.0Hz,2H) ,7.55 (t,J="7.2Hz,11) ,7.45(d,]
=8.0Hz,2H) ,5.00-4.92 (m, 1H) ,2.05-1.20 (m, 13H) ,1.20-0.75 (m,30H) ,0.75-0.50 (m,
5H) .

[1829]  A153@id SFC4ifk, (4 : AD (250mm*30mm, 5um) ) , ¥ & : 40-40% B (A=NH3/H20,B=
MeOH) , i : 60mL/min) LA7SF|A16-A (116mg,19.4%) FIALEKIAL16-B (230mg) -

[1830]  A16-A:'H NMR (400MHz,CDC1,) 88.05 (d,J=8.0Hz,2H) ,7.55 (t,J=7.2Hz, 1H) ,
7.45(d,J=8.0Hz,2H) ,5.00-4.92 (m, 1H) ,2.05-1.83 (m,2H) ,1.83-1.20 (m, 11H) 1.20-0.75
(m,30H) ,0.75-0.50 (m,5H) .

(18311  A16-B:'H NMR (400MHz,CDC1,) 88.04 (d,J=8Hz,2H) ,7.55 (t,]=7.2Hz, 1) ,7.45
(d,J=8.0Hz,2H) ,5.00-4.92 (m, 1H) ,2.05-1.42 (m,15H) ,1.40-1.15 (m,4H) 1.14-0.75 (m,
24H) ,0.73-0.50 (m,5H) .

[1832]  IR2 {E25°C[HA16-A (116mg,221umol) ZETHF (2mL) FIMeOH (2mL) H ) ¥4 R R hn
LiOH (52.6mg,2.20mmo1) AMH,0 (ImL) - 2R JG¥A R AES0 CHEFE 24h o s M¥A ¥ FHE t0AC (2x10mL)
FHL A I A HLZ FINa,SO, T , it U8 H 30723 ik 45 LA A3 B 724 (91mg) , Foam o pRodi A 4
1k (DCMH0~5% P, 25°C) LA1R 21k & 44A77 (45mg,50%) , H A [E4E .

[1833]1  'H NMR (400MHz,CDC1,) 83.33-3.31 (m, 1H) ,1.96-1.85 (m, 1H) ,1.84-1.77 (m,3H) ,
1.68-1.62 (m,5H) ,1.56-1.52 (m,5H) ,1.44-1.33 (m,4H) ,1.31-1.17 (m,5H) ,1.14-0.99 (m,
8H) ,0.92-0.79 (m,13H) ,0.73-0.56 (m,5H) .LCMS Rt=1.34743%h, LL2. 04>k 1157, 30-
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90AB,MS EST C,H, [M+H-2H,0] Fit51E383, 5 {E383.

[1834] B3 . #E25°CIn]A16-B (130mg,248umol) ZETHF (2mL) FIMeOH (2mL) ATH,0 (1mL) H )
W INE ALK& (104mg, 2. 48mmol) « 3R J5 VAR ££50 C it 16h . N FH7K (10mL)
Hii e H HEt0AC (2x30mL) Z£HL . & I HA HLZ HIER /K (50mL) BE% , HiNa,S0, 1, id i H o+
Wi 5k A i FE I i 44 (PE/Et0Ac=10/1) LA1E 24L& W14B77 (59mg,57%) , 3 [
(NS

[1835]1  'H NMR (400MHz,CDC1,) 83.33-3.31 (m,1H) ,1.97-1.88 (m, 1H) ,1.84-1.77 (m,3H) ,
1.68-1.59 (m,6H) ,1.55-1.52 (m,5H) ,1.46-1.37 (m,1H) ,1.33-1.15 (m,6H) ,1.14-0.99 (m,
9H) ,0.94-0.79 (m,12H) ,0.85-0.78 (m, 1H) ,0.73-0.56 (m,5H) .LCMS Rt=1.35743%1,LL2.0
Gy i, 30-90AB,MS EST C,0H, [M+H-2H,01" (1 7+ FA 383, S I B 383.

[1836] & AR SE A Ak 2

[1837]

[1838]  7EN, N7E-70°C[a THF (0.5mL) 7% Jiin-BuLi (2.5M,2. 12mmol,0.848mL) - 4R J& , i M
E-2863_1(400mg,0.849mmol) 7ETHF (3mL) H [ & ¥ ¥R LA 15 2 B W - 75 - 70 CHii #1: 30 7
J& > TN (2R) -2- (9 -2-3%) 44 3A %% (86.9mg, 1.01mmol) ZETHF (0. 5mL) HH I W o 45 I N
TEBEPELE25 CHEPE 167N KR S BN UK - 7K (20mL) A HLFHEA (2x30mL) ZEH . & 3 H1 A AL
JZ R #7K (50mL) Bk, FNa, SO, T4 , i ig B0 I 45 LL1S FIE-2863_2 (430mg , KA 5D , He
AR K EEAT T —2F,

[1839]  7E25°C[A]E-2863 2 (430mg,0.772mmol) FI54k4E (I11) (5mg,0.0386mmol) ZEMeOH
(30mL) AV A A InMg Ay (369mg , 15 4mmol) o KR A WIAES0 CHEFE Ih A H 5 IR &)
FAHC1 (100mL, 2M) ¥ 2K B F| ) B A8 ¥ 1% H FEt0Ac (2x50mL) AEHL . £ 11145 HLAH FNa, S0, T
W, 1Lk, vk 4n BB RE AR 44K (PE/EtOAc=10/1%3/1) LA FIDA ST-200-094-002
(160mg,50%) , HA[E 44, HiE i SFCr B (5 : AD (250mm*30mm, 5um) ) , 15 5 : 40-40 % B (A=
0.1%NH,H,0 ETOH) , 3% : 50mL/min) A5 DA ST-200-094-002 (85mg,53% ,50mg F i
%), HONE A

[1840]  'HNMR (400MHz,CDC13) 85.42-5.38 (m, 1H) ,3.35-3.26 (m, 1H) ,2.25-2.21 (m, 1H) ,
2.07-1.77 (m,7H) ,1.70-1.59 (m,3H) ,1.54-1.36 (m,7H) ,1.32-0.99 (m,11H) ,0.96-0.75 (m,
14H) ,0.68 (s, 3H) »

[1841]  LCMS Rt=1.29170%k, A2. 070 B {iki%, 30-90AB, 4 )& 100% ,MS EST C,.H, 0[M-
H,O0+H] ¥ o+ 5 H =399, SEMIME 399.

[1842]  SFC Rt=5.654%%k, L1043 8h hihi%, AD_3 EtOH DEA 5 40 25ML,96.8%de
[1843]  [AJDA ST-200-094-002 (35mg,0.0839mmol) EMeOH (6mL) 7 i1 & ¥k ¥ inPd/C
(0.1g,<1%7K) ¥R 5 BIF M AES0ps 1 AN AES0 CEAM L6 /NN R TR & 4 0d it ek v 1 2o
I8 F IR B S WA L R oR il i pUE AR 44k (PE/Et0Ac=10/1%25/1) LA#3 3IDA ST-200-
094-004 (Tmg,20%) , H A,

[1844]  'HNMR (400MHz,CDC13) 83.35-3.28 (m, 1H) ,2.00-1.91 (m, 1H) ,1.87-1.74 (m,3H) ,
1.71-1.56 (m,6H) ,1.54-1.35 (m,8H) ,1.32-1.17 (m,5H) ,1.14-0.94 (m,9H) ,0.93-0.76 (m,
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13H) ,0.73-0.62 (m,4H)

[1845]  LCMS Rt=1.3507 %, LL2. 070 B 1%, 30-90AB, 4L E100 % ,MS EST C,.H,, [M-
2H0+H] T+ =383, S 383.

[1846]  SEJifsI78. & At & 4561.

Ph,PEtBr

[1847] +BuOK

THF

OMe
lindlar , Hz

lindlar, Hz
EtOAc

THF .
/ HO

febdh 561
[1848]  JBIE1 . fE A/ FAE35°CH4t-BuOH (300mL) ¥ N2 = 30 [5 Jis ot L7 B80S0 T Byt e
FE10mins o K t-BuOK (45.2g,403mmol) ¥ IR A ) HAE RS T S HFE 15mins . KA178
(10g,36.7mmol) I INE _FRR A HAE RS FAE3S CHEIEMFEL. 5/ o R IR G EIA
10% £ FR/K ¥ W (500mL) H H A5+t 15mins o 47K (200mL) 78 00 22 K H 35 FE30mins o 4 1R
E VI pHH IR E BN (60g) 1T 27 ~8 KHIR &M F:307 %1 IR A4 FIPE (3x400mL) %5
oy B A HLZ , LK (500mL) ¥eisk , FIJCK B IR AN 1458 , i i€ HLAEAIR T-40 C ik 4 LA 15 2]
A1878 (11g, ¥ 50) , H AR -
[1849]  'H NMR CDCL, (400MHz,CDC1,) 85.55-5.47 (m, 1H) ,3.16-2.94 (m,2H) ,2.52-2.33
(m,4H) ,2.19-1.93 (m,6H) ,1.75-1.61 (m,2H) ,1.56-1.48 (m,1H) ,1.40-1.33 (m,3H) ,1.29-
1.22 (m,1H) ,1.01-0.92 (m,4H) .
[1850] L2, 7EN, N7E0°C[FBHT (52.3g,238mmol) 7EJG/K HH 2K (150mL) HH fr 3 ¥ HH 35
— AR MAE R R H, 55.0mL, 110mmol) KRG MIAE LS CHiFE /N HIR E1 2 -70°C. R 5
FEAKT-60°C¥s INA1878 (10g,36 . Tmmol) £EHI 2K (50mL) H (R - AR VR-A M AE-T0 CHiFEL
NI S AEAR T - 60 °C i N 2 FE IR AL EE (36. 6mL, 3. OMAE Z k1, 110mmol) o S N IR S #E-70
CHHE LN o S SRS YILE-T0°C WL AT IR (400mL) VK KR S8R # 215°C
El_ﬁﬁzlﬁama (3x400mL) ZHL . & FEHIAHLZE FHERZK (500mL) BEi% , FNa, SO, T , i ik Hk
Ui o R A W)IE i Combi - £ lash4ifk (0% ~30%EtOAc/EPEHT) LAF3FIA1978 (7.6g,69%) , H N
[ 445
[1851]  'H NMR (400MHz,CDC1,) 85.39-5.32 (m, 1H) ,2.43-2.33 (m, 1H) ,2.22-2.15 (m, 1H) ,
2.05-1.86 (m,6H) ,1.80-1.70 (m,2H) ,1.65-1.52 (m,2H) ,1.47-1.29 (m,5H) ,1.26-1.13 (m,
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4H) ,0.85-0.76 (m,8H) .
[1852] U3 .7E40°CHEN, F[AJPPh,EtBr (38.9g,105mmol) ZETHF (200mL) H ¥ B W i
Jnt-BuOK (11.7g,105mmol) - 7E20°CHiH: 104380 )5 , ¥S IHA19 (8g,26 . 4mmol) o 44 IR &4
FEA0CHE+E: 1ho % ) M TEO0 C FANH,C1/K & K (250mL) *Jé?KEJEHEtOAc (3x200mL) ZHY . & FF 1Y
A HUAHH #7K (500mL) ¥k , FNa, S0, T4 , i 8 H k4 o ik R P8 id Combi - £ lash4fifk, (0%
~30%EtOAcFEPEH) LAF3FIA2078 (7.2g,87%) , H Iyl {4
[1853]  'H NMR (400MHz,CDC1,) 85.36-5.29 (m, 1H) ,5.12-5.01 (m, 1H) ,2.36-2.25 (m, 1H) ,
2.23-2.05 (m,3H) ,2.00-1.73 (m,5H) ,1.62-1.48 (m,7H) ,1.43-1.32 (m,3H) ,1.28-1.06 (m,
5H) ,0.86-0.73 (m,8H) .
[1854] R4 . FEO°CALEN, FI1A2078 (7g,22. 2mmol) AP HER F g (4.66g,55. 5mmol) ££
DCM (200mL) H B VAR i hn — 2. 3R &b 4R (88.8mL, 88 . 8mmol , IMZE CL ke ) o 4 [ B VR &)
FE25°CHiFE16h [ SR 5 4 F 3 AINaHCO, 7K VAR (100mL) 2K, AV AT B¢ R /K I VR IR AL
ZpH=5, FADCM (2x200mL) FHL . & FH 114 *ILF‘ HIEE/K (100mL) Pes , FANa,SO, 4, g H &
R4 LG B = L P Wl i R R AT 44k (PE/EtOAc=4/1) LA15 ]A2178 (6.20g,
70%) , HA A
[1855]  'H NMR (400MHz,CDC1,) 87.00-6.90 (m, 1H) ,5.85-5.75 (m, 1H) ,5.40-5.30 (m,2H) ,
3.73(s,3H) ,3.05-2.95 (m, 1H) ,2.30-2.20 (m, 1H) ,2.10-1.75 (m,9H) ,1.75-1.50 (m,3H) ,
1.50-1.20 (m,9H) ,0.95-0.80 (m,5H) ,0.78 (s,3H) .
[1856] &5, 1A]A2178 (800mg,2.00mmol) ZEEtOAc (50mL) H I VAR HH s Nl ind LarfiE 4k 7
(500mg) H Kt 2 BEJRA WD FE20 °C AEH, R Bt bEAh ¥ S5 N T 240 P I 4t g L 250 2 Wk 4 L 43
SR R = i i e A ik, (PE/Et0Ac=10/1) LL13$1A2278 (650mg , FA 4 Ji7) -
(18571  'H NMR (400MHz,CDC1,) 85.45-5.35 (m,2H) ,3.66 (s,3H) ,2.50-2.40 (m, 1H) ,2.35-
2.25(m,2H) ,2.15-2.05 (m, 1H) ,2.05-1.95 (m,3H) ,1.95-1.75 (m,3H) ,1.75-1.55 (m,3H) ,
1.55-1.40 (m,7H) ,1.40-1.25 (m,3H) ,1.10-1.00 (m,4H) ,1.00-0.85 (m,4H) ,0.85-0.80 (m,
1H) ,0.75 (s, 3H) .
[1858] 6. [ A22 (300mg,0.748mmol) ZE THF (10mL) H (VAW TR s Nl ind lar fE 4k 71
(500mg) Kt 2 BEJEA WD FE20°C AEH, R Bt bEAh ¥ S5 N T &40 P I 43t g L 250 2 Wk 4 LA 73
FIHE =Y P 3 i fE AR A4k (PE/Et0Ac=10/1) LA45 BANAL K] P24 o AS 2 () 7= i i
prep-HPLCZEAL (0. 1% TFAYE TSI o He4a 2Bk R 22 BMe CN H. 3 4% (1) 1 7738 i VR 1 % Bk
PA1R 3561 (27mg,9%) , HoA [ 44 .
(18591  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1H) ,3.66 (s,3H) ,2.40-2.30 (m, 1H) ,2.30-
2.20 (m,2H) ,2.10-1.80 (m,8H) ,1.55-1.40 (m,6H) ,1.40-1.20 (m,5H) ,1.20-1.00 (m,5H) ,
1.00-0.90 (m,3H) ,0.90-0.75 (m,4H) ,0.75-0.70 (m, 1H) ,0.68 (s, 3H) .LCMS Rt=1.299%}
B, L2 043883535, 30-90AB, MS EST C,H,,0, [M+H-H,0] (15 fE1385 , S I fE385.
[1860]  SEJifafsl79. & Ak & 4679,
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bt 276 o4 679

[1862]  ¥EO°CTEN, R [H276 (150mg,0.37mmol) #ETHF (5mL) =[]V ¥ i fiMeMgBr (6161 ,

BMAE L) o AR5 K S TR A PIAE20 CHEHE LTh o S BT A1) VAN, CL/K &V (15mL) ¥

K, FEt0Ac (2x20mL) ZHL . & FFHIAHLIZ FER/K (20mL) BEi » FINa,SO, I, 1L 98 H 3=

5 LA ZHL 4 - L MAMeCN (10mL) S48, A 21679 (32mg, 21 %) , HOUE 1A

(18631 'H NMR (400MHz,CDC1,) 62.05-1.95 (m, 1H) ,1.90-1.80 (m,3H) ,1.65-1.60 (m,3H) ,

1.60-1.55(m,2H) ,1.45-1.25(m,8H) ,1.25-1.15 (m,8H) ,1.15-1.00 (m, L0H) ,0.95-0.80 (m,

8H) ,0.75-0.55 (m,5H) LCMS Rt=1.28243%l, LL2. 0538 3% , 30-90AB,MS EST C, H, M

+H-2H,01 1T+ 54369, SLIIE 369 .

[1864]  SIZjaf5180 . & BLAL A T80
“ 0O

1444 561 b4 780

[1866]  [A]561 (300mg, AN4liff],0.745mmol) £E THF (10mL) 9 (93 4 7 hiMeLi (2. 32mL,
3.72mmol, 1. 6MAETHFH1) o KR & I LE25 CHEHE30 70 Bl o KR S Hsat .NH,C1 (30mL) ¥ K
H HEt0Ac (3x15mL) ZEHL . & (K15 HLAH FNa, S0, 45 , i i€ , ¥k 4 FLJd o i ki 44k (0-
15%Et0AcEPEHT) LL55780 (37mg, 12%) , H A 44 .

[1867]1  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1H) ,2.26-2.20 (m, 1H) ,2.10-1.75 (m, 7H) ,
1.68-1.58 (m,2H) ,1.56-1.37 (m,7H) ,1.36-1.24 (m,4H) ,1.23-1.17 (m,8H) ,1.16-0.99 (m,
5H) ,0.96-0.90 (m,3H) ,0.89-0.76 (n,5H) ,0.68 (s,3H) -

[1868]  LCMS Rt=1.22243 %, LA2. 043 B 172, 30-90AB,MS EST C, H,, [M+H-2H,0] #it

277743

HAE 36T, SM{E 367 .
[1869]1  =jitif5|81: & k8127

EtMgBr

e . Ti(OiPr)4 e A

2t /w8
200-N19-2_4 (276) ST-200-6-17 (8127)

[1871]1  th[a]{&200-N19-2 455276/ <L+ B8 n] 2 W, S it 5176 .

[1872] & 8127

[1870]
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[1873]

ez

HO H

200-N19-2_4 (276) ST-200-6-17 (8127)
[1874] Z£2573$%Ti(i-PrO)4(14Omg,0.5mmol)%DEtMgBr(0.6mL,3M%EEtZOqj,1.72mmol)ﬁﬁ
HIZE200-N19-2 4 (200mg, 0. 5mmol) ZETHF (2mL) A (A T o SR 5 , 4 I SV W AE 25 C 1
N, FHEHELE 73 o S BV G P Y AINH, CL/K I R (10mL) 7% K H FHEt0Ac (3x20mL) ZEHX . &5
fRIA ML I Eh7K (B0mL) ek, FHNa, SO, T4 , i 98 H 3 2 IR 4 LA AT 2L =4 o KL = i i ik
I AE4lAL (EtOAc/PE=5/1) AR BIA A 7= 4 , 1 HAE25°C M IEC b (5mL) fF BE LA 5 28127
(58mg,46%) »
[1875]1  'H NMR (400MHz,CDC1,) 81.99-1.91 (m, 1H) ,1.88-1.59 (m, 10H) ,1.48-1.21 (m,6H) ,
1.18-0.97 (m, 10H) ,0.94-0.81 (m,9H) ,0.79-0.56 (m,8H) ,0.47-0.38 (m,2H) .
[1876]  LCMS R, =1.356% %, LL27} B (il = 47, 30-90AB_2MIN_E, £l /& 100% ,MS EST
CopH 5 [MHH-2H,0] I+ 55367 , SElI (E 367
[1877]  sjitif582 : A 8245

EtMgBr

[1878]

—-
Ti(OiPr)4

200-N19-3_5A

[1879] & HST-200-6-16 1

[1880]

ST-200-N19-3_5A ST-200-6-16_1

[1881]  ST-200-N19-3_5AH) M Al 2 WL ifI 78 K5 Ti (i-Pr0) , (212mg,0.75mmol) ¥
%£200-N19-3_5A (300mg,0.75mmol) ETHF (2. 5mL) H [\, SR 5 7E25 C IR ME tMgBr
(0.9mL, 3MFEEL, 01, 2. 6mmol) o SR )= , B S LR 5 IAE25 CHEN, T HEHE 1670 Bl o [ MR 54
VR RINH, C 17K 75 (10mL) K HLFIEtO0Ac (20mL x 3) ZEHL . & IF A HLZ A #7k (50mL) 36
5 FNa, SO, T, i U8 HLEC 25 IR 46 LAAS 2URH 7 o R 038 i ek A AL (EtOAc/PE=5/1)
CAAS KL=, Ho R [, FLd ik AMeCN (5mL) i 45 5 7585 'C 4L A3 B2l 1 7= 4, H ok
(B & o NG (1 A5 it 30— 20 @ 3k SFCAtiAk. (K : OD (250mm*30mm, 10um) ) , £ /% : 25-25%B (0. 1%
NH,H,0 ETOH) , Jt3% : 60mL/min) LA#3 £IST-200-6-16_1 (110mg,44%)

[1882]  'H NMR (400MHz,CDC1,) 85.44-5.38 (m, 1) ,5.33-5.28 (m, 1H) ,2.29-2.21 (m, 1H) ,
2.15-1.94 (m,5H) ,1.93-1.79 (m,3H) ,1.78-1.57 (m,6H) ,1.52-1.21 (m,10H) ,1.06-0.98 (m,
3H) ,0.92-0.82 (m,5H) ,0.77 (s,3H) ,0.75-0.69 (m,2H) ,0.47-0.39 (m, 2H)
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[1883] LCMS Rt=1.219%3%},LL2. 0% &b %v%,30-90AB 2MIN E, 4L EF100% ,MS ESI
C,;H, O [M+H-H,01 T SAE 381, S PIMEL381 .
[1884] & %8245

lindlar, Hy
[1885] LTy 4" Tins
& THF /
HO HO
ST-200-6-16_1 ST-200-6-16 (8245)

[1886]  ¥4LindlarfiEfk s (100mg) ¥R INZEST-200-6-16 1 (78mg,0.2mmol) ZETHE (5mL) H 1)
VR KR S P < E I, S R 3R SR 5 K N IR S WILE 25 ‘CHEH, T Hii#E4h o K W
TR AP o ek R 8, I THF (100mL) e H 3725 ¥k 4ig LAAS 200 7240, 1 HAE85°C M
MeCN (5mL) B 45 5 AR 3ST-200-6-16 (32mg,41%) «

[1887]  'H NMR (400MHz,CDC1,) 85.43-5.34 (m, 1H) ,2.27-2.19 (m, 1H) ,2.07-1.72 (m,8H) ,
1.67-1.59 (m,3H) ,1.55-1.37 (m,7H) ,1.34-0.96 (m,10H) ,0.94-0.91 (m,3H) ,0.89-0.82 (m,
4H) ,0.76-0.70 (m, 2H) ,0.68 (s,3H) ,0.48-0.37 (m,2H) .

[1888] LCMS Rt=1.186%;%, A2. 0% #h €07k ,30-90AB_2MIN_E, 4l Z100% ,MS EST
Cy H 0 [MHH-H,01 [ 71 S AE 383, S ME 383.

[1889] s f583: A /%8361 .8378 18379

HO  200-N19-4_5 HO  200-N19-4 6

[1890]

SFC

200-N19-6-14_1 200-N19-6-14_2(8361)

NMDA-6-15(8379)

[1891]  200-N19-4 5/1& AT 2 WL S2ii5194
[1892] & %200-N19-4 6
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[1893]

e

HO

200-N19-4_5 HO  200-N194 6

[1894]  7E25°CH#KI (28.0g,169mmol) s MZE200-N19-4 5(17¢g,33.9mmol) 7EDMF (200mL)
H IR o IR A PIAES 0 CHEHE 2/ NN o — - I B TR A PRI 7K (500mL) H o &5 FHPE
(700mL) FEHL o & I 14 HUAR AT 557K (2x500mL) P , F TG 7KNa, SO, 45 , o 36 HLik 45 LA
#3%1200-N19-4_6 (8.5g, ¥ 50) , HoNWMRY . n—F R SIREMEEH T T —%.

[1895]1  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1H) ,3.35-3.30 (m, 1H) ,3.20-3.10 (m, 1H) ,
2.25-2.15(m,1H) ,2.05-1.76 (m,8H) ,1.69-1.34 (m,9H) ,1.30-1.13 (m,7H) .0.92-0.75 (m,
6H) .0.71 (s, 3H) .

[1896] & hk200-N19-4 7

PhSO,Na

[1897]
e

C .

HO  200-N19-4_6 Hig 200-N19-4_7

[1898]  7E25°CHKiPhSO,Na (9.15g,55.8mmol) ¥R INE b — 5 i) RIR &4 - KR A W7
50 C 3/ N o 4 [ TR S BN K (500m1) A HLF= A — B[] 44 o TR S 403 B8 e F F K
Bk (2x500m1) o FrfS EUFA T-DCM (500mL) , F7K (2x500mL) Heik - A 3 1A HLAH A ER 7K
(2x500mL) ¥ , TG 7KNa, S0, ) , i 8 H B Kk 45 LL 15 3200-N19-4 7 (8.5g, ##5) , H
NI A K 3 MMeCN (50mL) 7E RN (82°C) BE45 & . A 1 2225°C 5 BB & it vk HL B 25 IR 4
PA1S3]200-N19-4 7 (5g,59%) , H A [l 44 o A4 BEGS 8 Bk 4 AT 21 55 b2 [ 4

[18991  'H NMR (400MHz,CDC1,) 87.92-7.88 (m,2H) ,7.65-7.53 (m,3H) ,5.38-5.33 (m, 1H) ,
3.18-3.10 (m,1H) ,2.90-2.80 (m, 1H) ,2.25-2.16 (m, 1H) ,1.88-1.60 (m,9H) ,1.59-1.35 (m,
5H) ,1.29-1.05(m,11H) ,0.88-0.77 (m,5H) ,0.65 (s,3H) .

[1900] & H%200-N19-6-14 1

[1901]

HO  200.N19-4 6 HE 200-N19-6-14_1
[19021  #EN, F{E-70°CH¥fn-BuLi (2mL,2.5M,5.08mmol) ¥ % — S A 3L A% (0. 73nL,
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5.08mmol) fETHF (1mL) HH A - BT ARG il 4 22.25°C HAE25 CHiHE307 Bl F-4 &
Z-70CJa,fE-7T0°CH#IN200-N19-4 6 (0.6g,1.27mmol) FETHF (3mL) H [KIVAE TR - K5 [ BT &
YITE-TOCHERE L/ AE-TOCHERIN2- GRUT 2% SH A At (152mg, 1.52mmo1) o 44 [ VA
Pl # A 25°C HAE25 CHEFE18/NM o S RLVE & ¥ E0 °C M AINH, CT/K VR (10mL) 2K, H
EtOAc (2x10mL) ZEHL . & IF 14 HLAR FH 357K (2x10mL) ik , FiNa, SO, 44 , ik I HL B 25 9k 45 LA
A3 FH =, HoE kP A 44k (0~30% PEZEEtOAc T, 50mins) LA#35]200-N19-6-14 1
(550mg) , HoMlE &, B H EHEHT F—25.

[1903] & %200-N19-6-14 2 (8361)

[1904]

200-N19-6-14_1 200-N19-6-14_2(8361)

[1905]  7E65°C¥Mg (1.16g, ¥ AK) ¥ INZ200-N19-6-14 1 (550mg , ¥4 i) £EMeOH (40mL)
H AT TR A PTE6S C A4 3/t HLd i 8 INHCT (50mL , 2M7E 7K H) ¥ K R &40 H
EtOAc (2x50mL) ZEHL . A L2 FI7K (2x100mL) ¥ FINaHCO, (2x100mL) « #:7K (2x80mL) ¥ , F
Na, SO, 1 , i € Hif 4 LLAS 2 ™, Hoalad pRige AL 24k (0~20% PEFEEtOACHT, 60mins)
PL#53]200-N19-6-14 2 (190mg) , H A 44

[1906]  200-N19-6-14 2 (45mg) 7£70°C MMeCNEE 45 5 LA551200-N19-6-14 2 (35mg) , Hi Ay
fi] 425

[19071  'H NMR (400MHz,CDC1,) 85.45-5.30 (m, 1H) ,3.40-3.00 (m, 1H) ,2.30-2.15 (m, 1H) ,
2.10-1.60 (m,9H) ,1.55-1.40 (m,6H) ,1.25-1.00 (m, 11H) ,0.95-0.75 (m, 18H) ,0.68 (s, 3H) .

[1908]  LCMS Rt=1.33853%l, A27) B 43k S, 30-90AB_E, £l)5%£98% ,MS ESI C,H,,0[M

+H-H,0] I TH AR 413.
[1909] £ &8378H18379

200-N19-6-14_2(8361) DA-6-14(8378) DA-6-15(8379)

[1911]  200-N19-6-14 2 (145mg) 1@ i SFC/ B (4 : AD (250mm*30mm, 10um) ; 2c4:0.1%
NH,H,0 ETOH,40%B;#iti& (m1/min) :60) LAfG E|ALEHIDA-6-14 (70mg) MALEFIDA-6-15
(60mg) , & A [E4A . ANLEIDA-6-15 (60mg) FiMeCN (5mL) 725 CHF BE LTS FIDA-6-15 (27mg , 46
(), He oA A4 . A4l DA-6- 14 (70mg) 7£25°C FIMeCN (5mL) W BE L5 BIDA-6-14 (27mg , 4
(1)) 5 g [l 44

[1912]  8378:'H NMR (400MHz,CDC1,) 85.45-5.30 (m, 1H) ,3.40-3.00 (m, 1H) ,2.30-2.15 (m,
1H) ,2.10-1.60 (m,10H) ,1.55-1.40 (m,5H) ,1.25-1.00 (m,11H) ,0.95-0.75 (m, 18H) ,0.68
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(s,3H) »

[1913]  LCMS Rt=1.33450Bf, A2y B 43 JZ M, 30-90AB_E, 421009 ,MS EST C,H,.[M
+H-20,0] [ TH 54 395.

[19141  'H NMR (400MHz,CDC1,) 85.45-5.30 (m, 1H) ,3.40-3.25 (m, 1H) ,2.25-2.15 (m, 1H) ,
2.05-1.75(m,7H) ,1.70-1.60 (m,2H) ,1.50-1.30 (m,8H) ,1.20-1.05 (m,11H) ,1.00-0.75 (m,
16H) ,0.68 (s,3H) .

[1915]  LCMS Rt=1.3274%f, LL22) Bl a1 247, 30-90AB_E, 4999 ,MS EST C,.H,, [M+
H-2H,0]" 7T 545395 .

[1916] & AK8378LL & ST AARAL, 2

[1917]

£ C24 6y s ata R
E-2878_1 HO E-2878_2 DA ST-200-094-007 (8378)
[1918]  7EN, F7E-78°C ] — 5 A 5% (0.262mL, 1.82mmol) 7ETHF (0. 5mL) HH ¥ - i
n-BuLi (0.676mL,2.5M,1.69mmol) . FF ARSI A2 0°C HAEOCHiF: 10mins o F- 4 £ %2 -
78°CJ5 , fE-T8°C¥RINE-2878 1 (200mg,0.425mmol) ZETHF (1.5mL) 1 fIVE W - ¥ S M IR S
FE-T8CHUFE L/ AE-T8CHMM (R) -2- GRUT 55) A A bE (51.0mg,0.510mmol) o4 i i
A YR A 25°C HAE25 CHIFE 16/ o [ SR A Y)7E0 C HIMAINH, CL/K ¥ # (10mL) v
K, FIEt0Ac (2x10mL) A HL . & H HIAHUAHFHER K (2x10mL) P , HINa, SO, 4, i € H B+
Wedg L3 RIE-2878 2 (250mg, KM D) , H A4 W H HEH T T —24,
[19191  7E60°C[AE-2878_2 (250mg , # 4% Jii) 7EMeOH (30mL) H {134 ¥ H ¥ Mg 47 (840mg ,
35.0mmol) MINiC1, (20mg) o KiE 5 MIFE60 CHEHES /NI o [ M RLHCT (50mL , 2MAE K )
Ko KA P HELOAC (2x50mL) ZEHL . A HLJZ /K (2x100mL)  HAINaHCO, (2x100mL)  £h7K
(2x80mL) ¥ » HINa,SO, T4 , i i€ HLiR 4 LAAS 2 4, Hoad i ps At 464k (0~209%6Et0Ac
FEPEH) LAFEFST-200-094-007 (100mg ,53% , ANALHT, 96 % de) , He Ay 44 A4l P43 i
SFC/y B PR &AL (K < AD (250mm*30mm , 5um) , 25 : 0. 196 NH,H,0 EtOH, JF45B:40% , 4571 B:
40%) LA 3IST-200-094-007 (70mg, 100 % de , AN4liff)) , H Y44 . ST-200-094-007 (70mg)
il #4520 4G (n-BuOH/H,0=4/1) LAf3 2[5 £ST-200-094-007 (Img , ZE 1) FH[E 4RST -
200-094-007 (60mg , N4LE )
[1920]  'H NMR (400MHz,CDC1,) 85.45-5.30 (m, 1H) ,3.40-3.00 (m, 1H) ,2.30-2.15 (m, 1H) ,
2.10-1.60 (m,10H) ,1.55-1.40 (m,5H) ,1.25-1.00 (m,11H) ,0.95-0.92 (m,4H) ,0.90 (s,9H) ,
0.88-0.82 (m,5H) ,0.68 (s,3H) -
[1921]1  LCMS Rt=1.334% %, L2453 B €41 2 47, 30-90AB_2MIN_E, 4{ifE100% ,MS ESI
CogH, [MHH-2H,0] FRI T+ 54395 , S (E 395
[1922]  SFC Rt=5.18243%¥, LA 10 B a1k, AD_3_EtOH DEA 5 40 25ML,100%de.
[1923]  SZJfif5]84 : & 18462 F18463
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>
SOsPh

H Mg
—_——
mBULi THE \ MeOH
Ty
Hd
200-N19-4_6 200-N19-4_6_1 DA-6-6
[1924]
OH OH

H

[ A
\., .@ JE C24 &bt iR \"'
H

o]
8462 8463

[1925]  200-N19-4_ 614 % F] 2 WL 92t 5183 .

[1926]  {ENF- IR EA G Ai846200 I FEH , 846 27EC24UE S NS - #4714 H 8463 7EC241IE 5K
NR-FY .2 WL R

[1927] & F%200-N19-4 6 1

€24 h st

[1928]

200-N19-4_6 200-N19-4_6_1

(19291 7EN, F#E-70°C [ THF (5mL) ¥% Jin-BuLi (4.23mL, 2. 5MfE 1E ke, 10. 6mmol) o 7E -
70°C AR A 03 INST-200-N19-4_6 (2g,4 . 24mmo1) 7ETHF (15mL) H ) 5T « 45 S N VR 540
FE-TOCHEHE /NI o £E-T0CH N2 - 7 A HEE A A it (437mg , 5. 08mmo 1) o R S5 ke & W)
18I #4225 °C HAE25 CHEFE 16/ o S BETE & ) M FINH, C 17K VAR (50mL) V2K o K&
FEt0AC (2x30mL) . & I (A7 HUAH F #h7K (2x30mL) Pk, FNa,SO, 44, i g B 25 k4
LIS 3st-200-N19-4_6_1 Qg, #¥50 , HoOymiky, REZHT T2,

[1930] 5 DA-6-6

Ph
O=g._
<0 oH

[1931]

200-N19-4_6_1 DA-6-6
[1932]  7E65°C[H200-N19-4 6 1 (2g,3.59mmol) fEMeOH (100mL) = [ 3% 5 H s Mg
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(4.35g,179mmo) o K5 VR & WI7E65 CHEHE Lho S INHC1 /K3 (70mL , 2MAEZK H1) o KR &4 F
EtOAc (3x50mL) ZEHY , 11 MINaHCO, (2x150mL) « £h7K (2x100mL) ¥ i LA 5 S =4, il i
P A4l (0-10%EtOACTEPEHT , 60mins) LA#3 IDA-6-6 (600mg ,40%) , F A [E 44

[1933] & H8462718463

OH

DA-6-6
[1935]  DA-6-6 (600mg) i3 SFCS3 & (FE : AD (250mm*30mm, 10um) ; 24 f4:0.1%NH,H,0 ETOH,
40%B; it (ml/min) :60) LA F8462 (152mg, 25 %) FI8463 (137mg,23%) , H A 4.
[1936] 8462
[1937]  'H NMR (400MHz,CDC1,) 85.42-5.35 (m, 1H) ,3.37-3.25 (m, 11) ,2.27-2.19 (m, 11) ,
2.08-1.87 (m,4H) ,1.86-1.75(m,3H) ,1.71-1.58 (m,3H) ,1.52-1.35 (m,6H) ,1.34-1.17 (m,
7H) ,1.16-0.97 (m,5H) ,0.97-0.90 (m,8H) ,0.89-0.82 (m,5H) ,0.81-0.75 (m, 1H) ,0.68 (s,
3H)
[1938]  LCMS Rt=1.285%)%f, LA2. 070 B 4392, 30-90AB_E, 4 [£100% ,MS ESI C,H,.0
[M+H-H,0] FAI T+ 54 399 , SEMIE 399 .
[1939] 8463
[1940]  'H NMR (400MHz,CDCL,) 85.41-5.35 (m, 1H) ,3.37-3.25 (m, 11) ,2.27-2.19 (m, 11) ,
2.07-1.93 (m,3H) ,1.90-1.78 (m,3H) ,1.63-1.50 (m,5H) ,1.48-1.34 (m,7H) ,1.33-1.15 (m,
7H) ,1.14-0.98 (m,3H) ,0.98-0.89 (m,9H) ,0.88-0.82 (m,4H) ,0.81-0.75 (m, 1H) ,0.68 (s,
3H)
[1941]  LCMS Rt=1.2784p%f, Lh2. 073 B 4392, 30-90AB_E, 4 [£100% ,MS EST C,H,.0
[M+H-H,07 fr) TH5E4#.399 , 52 P E 399 .
[1942] & AIESE S AR AL 2

- S,,O )
[ 1 943] ' & ph ﬁ.
‘ =

[1944]  7EN, FAE-T0°C[A THF (0. 5mL) 7% Jiin-BuLi (2.5M,2. 12mmol,0.848mL) - 4R J& , i
E-2863 1 (400mg,0.849mmol) £ETHF (3mL) H )& VE K LATT 2l 8% W - 7£ - 70 CHi £ 3073 B
J& > AN (2R) -2- (9 -2-3%) 43R %% (86.9mg, 1.01mmol) ZETHF (0. 5mL) HH ) I W « 45 S N
TEBEPELE25 CHEPE 167N R TR S BN IK - 7K (20mL) A HLFHEA (2x30mL) ZEHL . & 3 H1 A HL
JZ R #7K (50mL) B, FNa, SO, T4 , i g B I 45 LL1S BIE-2863_2 (430mg , K50 , He
AR K EEAT T —2F,

[1945]  7E25°C[AIE-2863 2 (430mg,0.772mmol) FI5AL4E (11) (5mg,0.0386mmol) ZEMeOH
(30mL) IV A R Mg A (369mg , 15 4mmol) o KR A WIAES0 CHEFE Lh A H 5 BB &)
FAHC1 (100mL, 2M) ¥ 2K B F Je B A8 ¥ 1% H FE0Ac (2x50mL) AL . £ 11145 HLAH FNa, S0, T
e, 3 uE, W4 Hom o e R AR 44k (PE/Et0Ac=10/1%3/1) LA/ FIDA ST-200-094-002

DA 5T-200-094-002 (8452)
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(160mg,50%) , H A FE A, HiEidSFC/r B (F: : AD (250mm*30mm, 5um) ) , B 5 : 40-40%B (A=
0.1%NH,H,0 ETOH) , % : 50mL/min) LA5 FIDA ST-200-094-002 (85mg,53% ,50mg H T i
%), Ho A

[1946]  'HNMR (400MHz,CDC13) 85.42-5.38 (m, 1H) ,3.35-3.26 (m, 1H) ,2.25-2.21 (m, 1H) ,
2.07-1.77 (m,7H) ,1.70-1.59 (m,3H) ,1.54-1.36 (m,7H) ,1.32-0.99 (m,11H) ,0.96-0.75 (m,
14H) ,0.68 (s,3H) .

[1947]1  LCMS Rt=1.2914r%, LL2. 0438 €a iy, 30-90AB, 4 100 % ,MS ESI C,.H,.0[M-

287747

H,0+H] ) T3 AH =399, L MI{E 399.
[1948]  SLjiif585 : &5 58564 8584 F18585

" “ Oa 0 oH
300, - i’. Mg
[1949] [ JIT" AV GCL e

HO  sra00M1946 ST-200-N18-L5_1 ST-200-N1945
(B564)

(a5ed)

ST-200-N19-L5S
(8588)

[1950]  FREAST-200-N19-4 6115206 55 B Al S LS i /51183
[1951] & HKST-200-N19-1L5 1

0"
S0 oH
(@]
[1952] L\/
o
LDA, THF \
HO Hi
ST-200-N19-4_6 ST-200-N19-L5_1

[1953]  7E-70°C/EN, FK§ST-200-N19-4 6 (500mg, 1.06mmol) 7ETHF (4mL) HH K] &7 ¥ i I
%n-Buli (1.05mL,2.5MfE L kA , 2. 65mmol) #ETHF (ImL) A ¥ ¥ R o 7 - 70 °C 356 #3043 %
J& , £E-TOCIE N — 5 A % (267mg, 2. 65mmo 1) FRIVE L, SR JE VR INAE -T0°C i N2 - 2. 3L A 24
ke (114mg, 1.59mmol) W K IR S WAE-T0° C B HE303 B, R[5 1B BT IR v 2225°C
W I LR A WD TE 25 C Bt 24 /N 3 i P FINH, CL/K ) (5mL) ¥ K, FHEt0Ac (3x10mL) %
B 45 91 (A HLAE I 367K (30mL) k4%, FINa, SO, 48 , ik 3 HL 30 25 i 45 A3 BIST-200-N19-
L5 1 (610mg, 4 J50) , oA 4 B 4248 A o

[1954] & AST-200-N19-L5
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ST-200-N19-L5_1 ST-200-N19-L5
(8564)

[1956]  ¥sMghp (1.07g,44.8mmol) FINiC1, (5mg,0.05mmol) AR HNZEST-200-N19-15 1
(610mg, 1. Immo1) £E100mL7E/KMeOHH F ¥ HLAEN, T~ #E60 C L+ o S MR & 43 i 2M
HC1 (50mL) ¥ K B 21 [f 4 35 i o 4 98 & 90 FIEt0Ac (3x100mL) REHL . & FF (1A HLJZ Al v A
NaHCO, (150mL)  #7K (150mL) HE¥% , FNa,SO, T4, &L U Hk 4 . SR i i P A 4fifl (0~
15%EtOACEPEHT) LA FIST-200-N19-L5 (240mg, 53%) , -y [ 4. 'H NMR (400MHz,CDCL,) 8
5.42-5.34 (m,1H) ,3.54-3.42 (m, 1H) ,2.28-2.18 (m, 1H) ,2.08-1.61 (m,8H) ,1.55-1.36 (m,
10H) ,1.34-0.98 (m, 11H) ,0.97-0.73 (m, 11H) ,0.71-0.63 (m,3H) .

[1957]1  LCMS Rt=1.34973%f,LL2. 07> S (3%, 30-90AB_2MIN E, 4l E100% ,MS ESI
Cy H -0 [M+H-H,0] " 71 5B 385 , S ME 385.

[1958] &K ST-200-N19-L5R&ST-200-N19-L5S

ST-200-N19-L5R
(8584)

ST-200-N19-L5 C
(8564)

ST-200-N19-L5S
(8585)

[1960]  ST-200-N19-L5 (208mg,0.52mmol) i@ i SFCAfifk, (#F : AD (250mm*30mm, 10um) ) , 6
J&:40-40%B (A=0.1%NH,/H,0,B=EtOH) , #iLiE : 60mL/min) LA#FF|ST-200-N19-L5R (80mg ,
38%) FIST-200-N19-L5S (70mg,33%) , H: gl {4

[1961] 8584

[19621  'H NMR (400MHz,CDC1,) 85.42-5.36 (m, 1H) ,3.52-3.41 (m, 1H) ,2.27-2.19 (m, 1H) ,
2.07-1.77 (m,7H) ,1.67-1.56 (m,2H) ,1.54-1.38 (m,8H) ,1.33-0.98 (m, 12H) ,0.97-0.90 (m,
6H) ,0.88-0.79 (m,5H) ,0.68 (s, 3H) »

[1963]  LCMS Rt=1.353%%, LL27r B 41 24T, 30-90AB_2MIN_E, 2 100% ,MS EST
Cy H -0 [M+H-H,0] " 71 5B 385 , S {E 385.

[1964]  SFC Rt=5.762%3%¥, L1043 hithik,AD 3 EtOH DEA 5 40 25ML, 4% :100% .
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[1965] 8585

[1966]1  'H NMR (400MHz,CDC1,) 85.42-5.36 (m, 1H) ,3.53-3.43 (m, 1H) ,2.27-2.19 (m, 1H) ,
2.08-1.77 (m,7H) ,1.68-1.56 (m,2H) ,1.54-1.32 (m,10H) ,1.29-0.97 (m,10H) ,0.97-0.89
(m,6H) ,0.88-0.74 (m,5H) ,0.68 (s, 3H) .

[1967]  LCMS Rt=1.353%%, LL27r B €41 24T, 30-90AB_2MIN_E, 26 100% ,MS EST
CyH, 0 IM+H-H20] +) 15248385, SLIME 385.

[1968]  SFC Rt=6.041%3%k, L1053 Bh ik, AD 3 EtOH DEA 5 40 25ML,4fi%:95% .
[1969]1 & R AW & ST AR fL 52 (8584 H19142) .

>u/

an
ST-200-091-002_1
—— -
LDA, THF

ST-200-094-010_1
[1970]

H,0

- AcOH 0.
3’3—6 T LA

ST-200-091-001_1A R,R-cat ST-200-091002_1
[19711  7E-7TOCHEN, F[AIM-2-11 7 (400mg,0.849mmol) 7£ 57K THF (3mL) F (#1478 i
n-BuLi (1.01mL,2.54mmol,2.5MfEIECLFEH) o 7E-T0CHiHE30mins J& , 7E-70°CHE M (R) -2-
O HEEE IRk (91 . 5mg, 1. 27mmol) ZEJE/K THE (0. 5mL) H AIVE W - 5 I N VRS (E - 70°C 1
PiRELh, R E#E25°C (BEIRD) idE12h . 7260 °C In#A2h 5 , S SEd i v FINH, C1/K % (50mL) ¥
Ko KAHHIEL0AC (3x50mL) ZEH . 5 I 1A WL FHE AN 27K (2x50mL) Pk . FFE7KNa, S0, T
f o 19 H O S IR G LATF B1ST-200-94-10_1 (0. 4g, P 50 , HoNweiky, HE#EHT T~ —
[1972]  {£25°CHEN, FIA]ST-200-094-010_1(0.4g, ¥4 51) fEMeOH (50mL) H ¥ ¥ Hh 45
Mg ¥ (883mg,36.8mmol) FINiCl, (20mg) - 760 CHiH:1h/5 , S &) FIHCL (100mL , 1M) ¥
KE B N AZ T - K HH FIEtOAC (3x80mL) AEHL o 15 I AT HLAH F M FINaHCO, . aq (2x50mL)
Bek , R ARIER 7K (2x50mL) Pk , TG 7KNa, SO, 46 , i 918 FLHR AR o 5k A i ek e € 1% v 4l
1k (PE/Et0Ac=10/1%28/1) LA453 18584 (180mg,61%) , H [ 14
[1973]  ST-200-094-010 (180mg,0.447mmo1) it SFCALi4L (£ : AD (250mm*30mm , 5um) , 5%
:0.1%NHH,0 IPA, FFURB:40% , 45 B:40%) L3 58584 (120mg,67%) , A [F 4k .
[19741  'H NMR (400MHz,CDC1,) 8, 5.40-5.37 (m, 1H) ,3.48-3.46 (m,1H) ,2.25-2.21 (m,
1) ,2.05-1.74 (m,7H) ,1.65-1.40 (m,13H) ,1.38-1.07 (m,11H) ,1.06-0.96 (m,6H) ,0.85 (s,
3H) ,0.68 (s,3H) -
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[1975]  LCMS=1.2774 %, LL2 4 Bl € 3% Z 47, 30-90AB_2MIN_E, 4fiF5100% ,MS ESI

Cy H -0 [M+H-H,0] " 71 5B 385, S ME 385.

[1976]  SFC Rt=5.736%3%k, LA102r Atk , AD_3_EtOH DEA 5 40 25ML,99.5%de.

[1977] #8584 (88mg,0.2185mmo1) FIPd (OH) , (80mg) 7EMeOH (10mL) H ¥ ¥ 7E50ps 1 /<
NAES0CE A 127N o 4 S TR A e ok Ak g - 48t 98 HLJE 1 THF (3x100mL) Je ¥ - R

B WRAE TR AR E P A 4l Ak (10~25%Et0AcfEPEHT) LL43 39142 (27mg, 31%) , N

[ 445

[1978]  'H NMR (400MHz,CDC1,) 8, 3.50-3.41 (m, 1H) ,1.99-1.91 (m,1H) ,1.87-1.74 (m,

3H) ,1.70-1.60 (m,3H) ,1.53-1.19 (m,12H) ,1.18-0.97 (m,11H) ,0.96-0.78 (m,12H) ,0.75-

0.54 (m,5H) .

[1979]  LCMS Rt=1.292%3 %, LL27r B €41 24T, 30-90AB_2MIN_E, 2 £100% ,MS EST

CyoH s [M+H-2H,01 (9 71 SEAE 369 , S IME 369 .

[1980] St f51186 : & k8689860218603

200-DA-C24 8 _2
Q,

G P
0. o “Ph -
\ i n-BuLi, THF
e @

200-N19-4_7

Mg, NiCly

MeOH

S5T-200-6-18(8689)

[1981]
SFC
S§T-200-6-20(8603) ST-200-6-19(8602)
[1982]  tH[E]{A200-DA-C24 8 2fF) LG IR A] 2 WL ht 515 H.200-N19-4 THI & E A 2 I
S 5183

[1983] & ST-200-6-18 1

200-DA-C24_8_2

[1984]

Y

200-N19-4_7 ST-200-6-18_1
[1985]  7E-65°CYEN, F¥$200-N19-4 7 (600mg, 1.29mmol) 7ETHF (8mL) H F) V5 ¥ I 2
n-BuLi (1.54mL,2.5M7E ke, 3. 87mmo1) ZETHF (2mL) H FIVA VR H - 7E - 65 C KR A& W i £
30058 ARG, FE-65° C i — R A % (390mg , 3. 87mmol) , 2R J5 7E -65C i n200-DA-C24
8_2(387mg,3.87mmol) ¥ IR G W) HHiHE305 B, SR 5 IZ W ila #4 225°C HAE25 CHiHE16/)
I} o 2% ) B F U FINH,C1 aq. (50mL) ¥ K, FHEtOAc (3x50mL) EHX . & )5 ML 2 FiNa, S0, T
e, Wedg LAAF 2ST-200-6-18 1 (610mg, A4 )50) , HONMPIRY) W L EEHT T —24.
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[1986] & %ST-200-6-18

Mg, NiCl,
—_—
MeOH

ST-200-6-18_1 ST-200-6-18(8689)
[1988]  7EN, F7E50CH#iMgky (1.01g,42.9mmol) FEHEFE 73 4438 INZEST-200-6-18 1
(610mg,1.06mmo1) FINiCl, (13.6mg,0.106mmol) £EJG7K FH A (100mL) H ) o 4 S5 LT
HE60CHEREL/NE IR G FHHCT (100mL, 1N) ¥ K B 3 & 22 755 H FHEt0Ac
(3x50mL) EHL o & I 1) A HLAH FNa, SO, T4, ik i, e 4 o kAR Wi B i 24K (0-30%
EtOAcfEPEH) LA 21 140mg i {47 4 A1100mg A2 ) [ 147475 - 140mg 74 (0. 325mmo1l) ££82
"C M\MeCN (10mL) 25 5 F B LLA3 2IST-200-6-18 (80mg) » H Iyl 14
(19891 'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1) ,4.05-3.95 (m, 1H) ,3.95-3.83 (m, 11 ,
3.72-3.62 (m,1H) ,3.55-3.45 (m, 1H) ,2.50-2.40 (m, 1H) ,2.05-1.55 (m, 13H) ,1.50-1.32 (m,
7H) ,1.32-1.03 (m,9H) ,1.03-0.75 (m,8H) ,0.68 (s,3H) «
[1990]  LCMS Rt=1.0867)%f,LL2. 0% iz, 30-90AB, 41 /£100% ,MS EST C,gH, 0, [M+
H-H,0] " 1545413, SEME 413,
[1991] A &ST-200-6-19&ST-200-6-20

ST-200-6-18(8689) ST-200-6-20(8603) ST-200-6-
19(8602)

[1993]1 374Kk 2738 1 8603 ) XE 28 B iiE 52 .

[1994]  100mg ST-200-6-18(0.232mmol) i i SFC4E4L (#: AD (150 X 4. 6mm, 3um) , £ & :
5%-40%B (A:CO, B: %) ¥fiid : 2. 5mL/min) LAA3 F[E #£ST-200-6-19 (16.0mg, 16 %) Hlfi]
{&ST-200-6-20 (17.0mg,17%) -

[1995] 8602

[19961  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1) ,4.05-3.95 (m,1H) ,3.95-3.83 (m, 11 ,
3.72-3.62 (m,1H) ,3.55-3.48 (m,1H) ,2.30-2.15 (m, 1H) ,2.05-1.55 (m,12H) ,1.50-1.32 (m,
7H) ,1.32-1.03 (m,10H) ,1.03-0.70 (m,8H) ,0.68 (s, 3H) -

(19971  LCMS Rt=1.0887) %, LL2. 07 iz, 30-90AB, 41 £ 100% ,MS EST C,cH,.0, [M+
H-H,0] MR FAE 413, S E 413 .

[1998] 8603

(19991 'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1) ,4.05-3.95 (m,1H) ,3.95-3.83 (m, 11 ,
3.72-3.62 (m,1H) ,3.55-3.48 (m,1H) ,2.50-2.40 (m, 1H) ,2.05-1.55 (m, 13H) ,1.50-1.32 (m,
6H) ,1.32-1.03 (m, 10H) ,1.00-0.75 (m,8H) ,0.68 (s, 3H) »
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[2000]  LCMS Rt=1.084%3%,LL2. 05 Bt iy, 30-90AB, 4l f£100% ,MS ESI C,H,.0, [M+

2874572

H-H,01 (i iH5AE 413, SLifE413.
[2001]  sEjfs87 . & %8708

[ son o .
[2002] 508 O | g veor_
‘g A LDATHR § ‘ ¥ 2lindlar,Hy  \,,,
. A HO

HO ST-200-N19-4_6 L ST-200-N19-L14_1 ST-200-N19-L14 (8708)

[2003]  FRE{AST-200-N19-4 61 S0 45 98 m] 2 L 52 i 451183
[2004] RSO A K :

F
[2005] C t- BuOK THF o F

200-DA-E31_1 200-DA-E31_2
[2006]  7EN, F7E15°C[FMe,SI (3.93g,19.3mmo1) FETHF (20mL) H ) =35 W 8 i ¢ - BuOK
(3.33g,29.8mmol) FETHF (10mL) " IV - 44 B IF M AE 15 CHiHE 30mins . 7E15°Ci hi200-
DA-E31_1(2g,14.9mmol) ETHF (5mL) H ¥ o SR A WITE L5 CHiHE 16 /NI KRSV H
Sat.NH,C1 (50mL) ¥ K H. FIEt0Ac (3x20mL) ZEHL o & 1A HLAH FINa, SO, -1 , ik 38 , FLyk 4
PL155200-DA-E31 2(1.8g,82%) , HoA[E 4.
[2007]  'H NMR (400MHz,CDC1,) 82.72 (s,2H) ,2.20-1.85 (m,8H) .
[2008] & J%ST-200-N19-L14 1

F

E—
T LDA, THF
\.

[2009]

ST-200-N19-4_6 ST-200-N19-L14_1
[2010]  7E-70°C/EN, F#4ST-200-N19-4 6 (200mg,0.42mmol) fETHF (4mL) Hh fr) X V3803 I
Z%n-Buli (0.4mL,2.5MEC ki, 1.06mmol) ZETHF (1mL) H (IS IR & #@#?#30@\%4:
f—7oc E-T0°CH N — 2% (107mg, 1. 06mmol) VAW, SR G 7E-70°Cig hne, 6- —

-5 442 [2.5] 3F ¢ (94 . 4mg, 0. 64mmol) HIVE WK - ¥R A W) Bl FE30 4381, SR J5 18 i, #LE
25°C oK SNV B D AE 25 C AP 24 /N o s N VR 5 P 3 5 i FINHL, C1 7K VA (BmlL) V2K,
EtOAc (3x10mL) ZEHL . & I HFT HLAH F 857K (30mL) Pk , FiNa,SO, T, ik i L3 2% ik 45 LA 3
FST-200-N19-L14 1 (290mg, ¥ 57) , H gl 44, ¥ H BT T —2
[2011] & J%ST-200-N19-L14
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[2012]

ST-200-N19-L14_1 ST -200-N19-L14 (8708)

[2013]  7EN, F#E60°CAER T #Mgkr (448mg, 18. 7Tmmol) MINiC1, (5mg,0.05mmol) ¥ I %
ST-200-N19-L14 1 (290mg,0.47mmol) £E50mLICKMeOHH FIVA IR T o S S VR i 2M HC1
(50mL) ¥4 K T 3 [ 44 75 A o K VR & FHE t0Ac (3x100mL) ZEHY . & F 145 ML JZ A Hd FiNaHCO,
(150mL)  #h7K (150mL) B , FNa, SO, 4, 1 38 H k4 . S R il o Pud AL 44k (0~15%
EtOACEPERR) LLZ 2 A (HNMR R 7 M) E 510 % 22, 23- M k) o 76N, T [FIST-200-N19-1.14
7EEt0Ac (5mL) H (¥ R I Il ind lar fE 4L 77 (100mg) - h%ﬁaﬂ&iﬁlﬂﬁmﬂﬁ% W BE =
W ARGE R AE15psi &R FAE25 CEAAL4h K IR & ¥l ol ik e - #3834 8 H HEtO0Ac
(3x10mL) ik K B8 IR 4 HL 45 LA 1S B A 461 ST-200-N19-L14, /\jjlﬁx ("HNMR & 755 7=
WL £8%22,23-1fi%) o 7EN, F¥Lindlar 4477 (100mg) ¥ INZEST-200-N19-L147ETHF/
MeOH (3/3mL) H R ¥R o 4 8V T 3 2 Mot <0 EL R H, R = K AR JE VR AE 15ps 1 AU M AE
25 CEH A Ah K VR A a1 i v 1 #ast i H A THF (3x10mL) ik o« 44 S8 ik 46 H.AE25°C MPE
(5mL) AT IE 2 %% (5mL) B BE LAAS FST-200-N19-L14 (19mg, 31%) , HoNFE .

[2014]  'H NMR (400MHz,CDC1,) 85.42-5.35 (m, 1) ,2.27-2.19 (m, 1H) ,2.17-1.76 (m, 11H) ,
1.69-1.57 (m,6H) ,1.52-1.21 (m,11H) ,1.19-0.98 (m,6H) ,0.97-0.91 (m,4H) ,0.88-0.74 (m,
5H) ,0.68 (s, 3H) »

[2015]  LCMS Rt=1.25243%,L2. 0% Bh €037k ,30-90AB_2MIN_E, 4l Z100% ,MS EST
CyoH PO [M+H-H,01 I 7T BB 461, S I{E 461 .

[2016]  SLjifif5188: & F%8809

OH

1.Hy, Pd(OH),/C

[2017] Wi
\ L
ST-200-N19-L5S ST-200-N19-L5SA (8809)
[2018]  F[AJ{ARST-200-N19-L5SHK) S8 A5 IR n] 2 I, 52 it 5185

[2019] & %ST-200-N19-L5SA

1.H,, Pd(OH),/C
24648 |

[2020]

ST-200-N19-L5S ST-200-N19-L5SA (8809)
[2021]  ¥Pd (OH) ,/C (100mg) ¥R MZEST-200-N19-L5S (45mg, 0. 11mmo1) ZETHF/MeOH (5mL/
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5mL) H VR o IR S P R E I, R A8 3R AR5 # I B AES0 C#E5O0psi H, T it
T2h o ¥ 2 S TR B )3 e Fek 3 = #e i , FHTHE (100mL) 6355 o K v 4 LA 43 3ST- 200-N19-
L5SA, HoA 44, # Hoat— B AE IE O e (3mL) Hhaf B LA A3 21ST-200-N19-L5SA (5mg, 11%) , H
9l

[2022]  'H NMR (400MHz,CDC1,) 83.53-3.43 (m, 1H) ,2.07-1.61 (m,13H) ,1.59-1.21 (m,
13H) ,1.20-0.99 (m,8H) ,0.98-0.75 (m,9H) ,0.74-0.53 (m,4H) .

[2023]  LCMS Rt=1.2674 %, LL27r Bl €41 24T, 30-90AB_2MIN_E, 26 100% ,MS EST
CyoH s [M+H-2H,01 (71 S AE 369, S IME 369.

[2024]  SEZJiaf5189 : &5 A 8946 F18963

[2025]

THF

[2026] M-2-11 7/ & T2 WL 583 B ALY & T 5 I SL it 15128
[2027] & kM-2-11 8

[2028]

M-2-11_7

[2029]  #E-70°CYEN, N¥fn-BuLi (1.01mL,2.54mmol, 2. SMECL e ) WS INZEM-2-11 7
(400mg ,0.849mmo1) FETHF (5mL) 1 AR 1 7E- 70 CHii #¥ 1hrs J5 , 7E-70°C iR N6, 6- —H
F-1-A AR [2.5] b (236mg, 1.69mmol) o 4 [z N1 15 2225°C HAE25 CHii 12/, H
NH,C1 (10mL , #Flaq) 7K (30mL) ¥ K H FHEtOAc (3x10mL) ZEH . 44 A #1225 IR 4 LA A3 2]
M-2-11_8(400mg, #H4)50) , HONMHPIRY) W H HEH T T —24.

[2030] & EEM-2-11 9

M-2-11_9 (8946)

[2032]  7E50°CKiMghy (792mg,32.6mmol) ¥ IIZEM-2-11_8 (400mg , 14 Ji7) 7EMeOH (80mL)
H VTR B R A ITESO CHERE Lho ¥ 21 20°C J5 , K VR &4 FIHCT (50mL , 2M) % K H. 3] )¢
J3 32 P E H HEt0Ac (2x50mL) L . & 3 1A HLAH HINa, SO, T4, i € H W4 SRR Wil
b PR AT Al AE (0-40 % EtOACFEPEHT) LATS £ 150mg AN 20 [ [ 44, 4 HAE25°C AMeCN (3mL) Bt
BELLASFIM-2-11 9 (120mg,40%) , H N[44k,
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[2033] 'H NMR (4OOMHZ,CDC13) 65.39-5.38(s,1H) ,2.26-2.21 (m,1H) ,2.05-1.77 (m, 7H) ,
1.68_1.38 (m716H) 71.33_1.00 (m714H) 70-96_0.90 (m76H) 70.89_0.81 (m;?H) 70-68 (SySH) o

[2034] LCMS Rt=1.65143%F,LL2. 04> 8F iy, 30-90AB, 4 5 100% ,MS ESI C, H. [M+

327751

H-2H,0] (¥ 71 5435, S E 435.
[2035] & M-2-11

Pd(OH),, H,

[2036] THF

M-2-11_9 M-2-11 (8963)

[2037]  7EN, N JE/KPd (OH) , (118mg,0.845mmol) 7 INZEM-2-11 9 (80mg,0. 169mmol) 7F
THF (5mL) HH VAR o 448 8 7 1 B 2 JBE <0 L FHH, R B 3UK o VR & 7EH,, (50psi) F7E50 CHi
PEL2/N DL 381 B 0 20V o K S VR A 3 et k8 - s 58 H A THEF (3x30mL) 355 o 4 €
TR ARG LIS EIM-2-11 (20mg, 25%) , Fo M 44

[2038]  'H NMR (400MHz,CDC1,) 81.97-1.91 (s, 1H) ,1.88-1.76 (m,4H) ,1.69-1.60 (m,3H) ,
1.59-1.46 (m,15H) ,1.31-1.06 (m,14H) ,0.94-0.86 (m, 15H) ,0.69-0.63 (m,4H) .

[2039] LCMS Rt=1.71843%f,L2. 0408 €a3%v%, 30-90AB, 4li 5100 % ,MS ESI C. H., [M+

327752

H-2H,0] (¥ 7T B 437, S E 437
[2040]  SJiEf51190 : & F 9062

HO 200-N19-M22_6
[2041]
1447 _55

OTs
el ki 1. Mg, MeOH

o
n-Buli 2. Lindlar, H;
i

ST-200-087-001_1 ST-200-087-001(9062)
[2042]  tf[E]{£200-N19-M22 6 (BEM-4-14-2) K& B Sc i 22 4% -
[2043] & %200-N19-3 1

[2044]

ST-310-B9_1 200-N19-3_1

[2045]  7EN, F4E35°CH5t-BuOH (1. 7L) 7% i % = £ B He ik H A3 ## 10mins o K t -BuOK
(292g,2.61mol) ¥ N A VR & W) HAEHE B2 [ NAR T T - PR , ££35 CLEN, MREST-310-B9 1
(65g,238mmo1) ¥R INZE _FIRIE AW HAEHEL. 5ho ¥ & BIR A WIRIN10% Z FR/K VW (2L) H.
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P FE30mins , 78k ) 5 B2 LR FFAK T 10°C AR IR S M HK (1. 5L) 438 H. FANaHCO K pHifd
T ET~8 H A #E30mins . /K AH FIMTBE (3L) ZXH . 2> B A HLE , Fh/K (3x1L) ¥k, F K
Na, S0, T4 , 1k 3 H AR T35 CIk4E LATS £IST-200-N19-3 1 (65g, KI5 , H AR o i
BWRMEREHT 5.

[2046] & %200-N19-M22 1

[2047]

200-N19-3_1 200-N19-M22_1

[2048]  7E0°CIA2,6- -] H:-4- F 1 (340g,1.54mo1) 7E F 2 (700mL) H (132K i
AlMe, (385mL , 770mmo 1 , 2MAE FF 22 r) o REVR 5 4125 CHiE R 1h H B3 FI/EMADIE . #E-T0°C
7EN, F£:30mins#$200-N19-3 1 (60g,220mmol) 7 JE7K F 2K (200mL) F17E7KDCM (200mL) H )
VA TS TN ZEMADVE W o [ VR A W AE - 70 C #i#F 1h o SR J5 7 - 70 °C i iMeMgBr (220mL,
660mmo 1 , SMAE £, i) FLIEH Tho £E0°CoRe s ML BRI BRI K& i (2L) Hh A $#3053
B, FEOAC (2x1L) ZEHL . & (1A HLAH AN EE /K (2x1L) Pk, FIJEKNa, S0, 4, it i H.
WA o % A3 38 e ek e € VL ik (PE/Et0Ac=10/1%5/1) LAf3$]200-N19-M22 1 (33g,
52%) , HONE 4.

[20491  'H NMR (400MHz,CDC1,) 85.46-5.42 (m, 1) ,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)

[2050] & pkM-4-14 1

[2051] PhPEtBr,t-BUOK

THF
200-N19-M22_1 HO M-4-14_1

[2052]  7£25°C7EN, I [a]Ph,PEtBr (102g,277mmol) 7EJG/K THF (500mL) Hh i sl vh — v ik
# It -BuOK (31.0g,277mmol) « S MR & 28 G 41 ¢ o 7E25 CHEHF 305y i , # In200-
N19-M22 1(20g,69.3mmol) HE25°CHiff2h. %R M AE0C Faq.NH,C1 (800mL) ¥ K , H
EtOAc (2x500mL) ZEHX . & FF A HLAH FH #57K (2x500mL) P4 , FiNa, SO, T8, 1k 38 H ik 4s . ik
RPYERE R A AL (PE/EtOAc=10/1%5/1) L3 FIM-4-14 1 (15g,72%) , HIy[El 4k
[2053]  'H NMR (400MHz,CDC1,) 85.43-5.40 (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)

[2054] & M-4-14 2
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1) 9-BBN %4k

_—

2) NaOH aq.H;O5 111,
HO  M-4-14_2

[2056]  7E0°CHEN, T FIM-4-14_1(30g,99.8mmol) 7E /K THF (500mL) H ¥ ¥ ¥ 1 ¥4 9 -
BNN 2R 44 (66.9g,299mmo1) H A #E:30mins o ke S BV & il #4422 50°C HARFE1h 2 HI2£0°C
JE VR ANELOH (100mL) o JE % 22 12 5 IINaOH K # # (99 . 8L, 5M, 499mmo) « 2% 12 ¥ filH, 0,
(53.0g,499mmol , 30 % FE/KH) H N #BR IR FFIRT30°C KR S WA 2E50°C HatH: 1h,
W S SR A H BNk - 7K (1) H A #E304> #h. i i€ H B SR 45 LA EIM-4-11_2 (30g,
YD) oA AR EER T 4.

[2057]  FRCREEFER R & ] 2 Wit f530 .

[2058] 4 /%200-N19-M22 7

[2059]

HO 200-N19-M22_6 HO  200-N19-M22_7

[2060]  #£25°CH4TEA (21mL) MTsC1 (16.0g,84.0mmol) ¥ 200-N19-M22 6 (7g,
21.0mmol) 7EDCM (150mL) HH I H o KR S WITEA0 CHEFE 1 2h o [ 1% R NS 7K (200mL)
7K AH FDCM (2x200mL) Z£HX o 5 I 1A HLAR AN #E 7K (2x200mL) Pei , FNa, S0, ), i ik H.
WA I ek g v 44k (PE/EtOAc=10/1%8/1) LA155200-N19-M22 7 (10g,98%) , N
HARY .

[2061]  'H NMR (400MHz,CDC1,) 87.79-7.76 (m,2H) ,7.34-7.26 (m,2H) ,5.38-5.29 (m, 1H) ,
3.95-3.93 (m,1H) ,3.74-3.73 (m, 1H) ,2.44 (s,3H) ,2.19-2.14 (m, 1H) ,2.09-1.97 (m,3H) ,
1.92-1.44 (m,14H) ,1.29-1.08 (m,6H) ,1.05-0.88 (m,5H) ,0.63 (s,3H) .

[2062] & H%200-N19-M22 8

[2063]

HO  200-N19-M22_7 200-N19-M22_8

[2064]  #£25°CHEN, FH4KI (16.9g,102mmol) ¥ fI1ZE200-N19-M22_7 (10g,20. 5mmo1l) EDMF
(100mL) H VA o £EN, N RHR-EWAES0 CHEHE 1 2he F RPN UK - 7K (300mL) H H.4
2073 Bl o 7K # FIEtOAC (2x200mL) 2 HL . & FF A HLAHHIH A1 2R /K (2x200mL) ¥e ik, FITE/K
Na, SO, T-#5% , i 9 FLi 45 LAF3 $200-N19-M22 8 (8g,88%) , H A 44,
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[2065] 'H NMR (4OOMHZ,CDC13)65.41‘5.39 (m,1H) ,3.40-3.28 (m, 1H) ,3.23-3.13 (m, 1H) ,
2.19-2.13 (m,1H) ,2.10-1.71 (m,9H) ,1.63-1.34 (m,7H) ,1.16-0.98 (m,10H) ,0.96-0.77 (m,
2H) ,0.72(s,3H)

[2066] & A 200-N19-M22

[2067] PhSO,Na

L 200-N19-M22_8 i 200-N19-M22

[2068]  #PhSO,Na (9.27g,56.5mmol) ¥ N %200-N19-M22 8 (5g,11.3mmol) ZEDMF (50mL)
H I HAES0°CHeHE6h K I NVR G 74 #122.25°C H¥s ImuK (200mL) - 7K AH HEt0Ac
(2x100mL) ZEHL . £ (G HLAH FA AT EE /K (2x100mL) P , FJEKNa, SO, T4, it i€ FLk 4 .
B A R IR AR 4li4k (PE/EtOAc=8/1~5/1) LAf35]200-N19-M22 (4.0g) , H: A[FE 14 . 782
"CER T KF200-N19-M22 (4. 0g, 8. 75mmo1) MMeCN (50mL) B &5 i 17NN o B 4 b1 1 1R -5 40 v
HE25°C (Fif) M BIAH LTI JE LT 2)200-N19-M22 (3. 5g,68%) , H A [E 4.

[20691  'H NMR (400MHz,CDC1,) 87.94-7.88 (m,2H) ,7.66-7.54 (m,3H) ,5.39-5.37 (m, 1H) ,
3.17-3.13 (m, 1H) ,2.88-2.81 (m, 1H) ,2.18-2.12 (m, 1H) ,2.11-1.47 (m, 15H) ,1.28-1.08 (m,
8H) ,1.07-0.74 (m,5H) ,0.65 (s,3H) .

[2070] & H%ST-200-087-001 1

SO,Ph

OTs

[2071] HO CF,1447_58
_— =

It

HO n-BulLi
200-N19-M22 HO

ST-200-087-001_1

[2072]  7£-70°CHEN, F¥n-BuLi (1.22mL,3.06mmol,2.5M7E IF L ke ) 5 IN4200-N19-
M22 (400mg,0.876mmo1) ££JC/KTHF (3. 5mL) H A - ££ - 70 CHEFF30mins &5, ££-T0 TR
4 - FREERBSR (S) -3,3,3- =9 -2- R HE -2 L N HE S (390mg, 1. 31mmo) 7 Fo/K THF
(0.5mL) H AV W H B BEHE Lh o B S N & M0 E25°C (SR HEHE 12h o S B3 3o 7 A
NH,C1.aq (20mL) 7% K . /KA FHEt0Ac (3x50mL) ZEHL . & F 45 HLAH M A1 # 7K (2x50mL) ¥
¥, F1JE7KNa,SO, T8k , i g H I 2 W4 LA 13 2IST-200-087-001_1 (0. 4g, A 50) , H o9
& A .
[2073] & AST-200-087-001
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1. Mg, MeOH
2. Lindlar, Hp

ST-200-087-001_1 ST-200-087-001 (9062)

[2075]  7E25°CHEN, FH5Mghi (986mg,41. 1mmol) FINiCl, (20mg) ¥ I EEST-200-087-001 1
(0.4g, fH¥) i) fEMeOH (50mL) T [ H o 7E50°CLEN, N HE 1h 5, [ MR & 4 FHC]
(100mL , 1M) 8 7K B 3| ;2 b AS P& 3 . 7K A5 FHEt0Ac (3x80mL) ZEHY o & 3 11 & AUAE FH i A & 7k
(2x50mL) B » HIJE7KNa, SO, 1, i i HIR 4 o Sl Wi ik i (i 44k (PE/EtO0Ac =8/
1%5/1) LL53 5[ 44ST-200-087-001 (63mg,20.7 %) FIEH&ST-200-087-001 (80mg , AA4f
(1)) -

[2076]  7EN, F#4LindlarfE4L5] (300me) ¥ INZEST-200-087-001 (143mg,0.323mmol) FE7C
K THE (2mL) H ¥R o B v 31 2 i <L FH W =k R IR & ) #EH, (15psi) FAE25
CHEFEA/NET LAS B 2 0 B VF I, S SR A i et ek i 1= 30 9 H FE t0AC (2x30mL)
B o TR LS MR 4 LU 15 BST-200-087-001 (80mg , 56 %) , H g [l 445

[2077]  'H NMR (400MHz,CDC1,) 85.41-5.39 (m, 1H) ,2.19-2.14 (m, 1H) ,2.10-1.61 (m, 11H) ,
1.54-1.16 (m,13H) ,1.14-0.73 (m,12H) ,0.69 (s, 3H) .

[2078]  LCMS Rt=1.217% %, L2453 Bh €01 Z 47, 30-90AB_2MIN_E, 4HifE100% ,MS ESIT
CogH o .0 [M+H-H,01 [ T 5B 425 , SEIE 425

[2079]  Sjafsl91 : A %9142

bM

ST-200-091-002_1
LDA, THF

Fb C24 ty g Al

ST-200-094-010_1
- ST-200-094-010(8584)

[2080]

- N=
O . & AcOH 8]
+ G e I
p_\ E :(j 0/ 0\0 ;: E - I> \

ST-200-091-001_1A R,R-cat ST-200-091-002_1
[2081]  wpfElfAM-2-11_ 712560 3R 0] 2 0L SE it 5183 .
[2082]  ~PARMLEE G RS WL HEAGI85 .
[2083] & %ST-200-091-002 1
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< 2 H20

(o] _Nx /N_ AcOH 0.
- Ca N a
[2084] P\ %ngc)f \07:%3_6 - >\

ST-200-091-001_1A R,R-cat S§T-200-091-002_1
[2085] [\R,R-cat (166mg,0.276mmol) 7EH 2K (5mL) H [ ¥ ¥ 1 ¥ IHAcOH (173mg ,
2.89mmol) o KR A WNTE25 CTEZ S i P 307 Bl HL B 25 9 45 LA J T REL 117 [ 4 o B 75440 771
W AMAE25 CIET2- LA ZIR A BE (10g, 138mmol) o K [ B B vA H1 0°C HZ&5% %4
H,0 (1.36g,75.9mmo1) SZ AL FE . Jz i #4 22 25 °C H AW FE24hrs HoK IR MR AP 2818 LA £
(R) -2- ZEA M A Jx (4.4g,61.0mmol) o
[2086]1  'H NMR (400MHz,CDC1,) 82.91-2.88 (m, 1H) ,2.76-2.71 (m, 1H) ,2.49-2.47 (m, 1H) ,
1.62-1.54 (m,2H) ,1.03-0.97 (m,3H) .
[2087]  HEAAIH) eefl Rl E

SH OH
Et;N

?).;” + 3 > ./S\).q,/

o) \ e

ST-200-091-002_1 ST-200-091-002_1A
[2089] |1 (2R) -2- ZFL S 24 ¥R 4t (100mg, 1. 38mmol) F1ZE-2- il (221mg, 1.38mmol) 7£
I (10mL) A (R 8 0 = 2% (139mg, 1. 38mmo ) VR WIAE30 CHibE 16/ o 2 8
TRV E AT HLLIE ee % A FHARATALBE . ee %6 M 3E H93.6% .
[2090]  SFC Rt=5.2874r %1, LA10%y P 1578, AD-3_TPA (DEA) 5 40 2.5ML,93.6%ee.
[2091] & REST-200-094-010 1

SO,Ph

3 OH

SO,Ph

c|>>...,/

S$T-200-091-002_1
. ——
LDA, THF

e

[2092]

M-2-11_7 ST-200-094-010_1

[2093]  #E-70°CHEN, FAIM-2-11_7 (400mg 0. 849mmo1) 7E LK THF (3mL) H I VB i A
n-BuLi (1.01mL,2.54mmol,2. SMAEIEC KEH) o fE-70° CHEFE30mins 7, ££-70°CHg AN R) -2-
LA R (91.5mg, 1. 27Tmmo 1) ETE/KTHE (0. 5mL) H R T o« Kf S SR A P 1 - 70 °C 7§
PEFELL, ARG 1E25°C (Fih) HEFE12h. 7E60°C N 2h 5 , S N3 i v AINH, CL/K P8 (50mL) ¥
Ko K AHFIEL0AC (3x50mL) A H . 15 I 143 WL FHR AN 27K (2x50mL) Pk . FFE7KNa,S0, T
W o 198 H IR AF LS FIST-200-94-10_1 (0. 4g, ¥ B0 , HomeiRYy, KE#EAT T —

[2094] & %ST-200-094-010
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, QH

.I
Y

Mg# , MeOH
—_—

\o.,
HO
ST-200-094-010(8584)

[2096]  7£25°CTEN, FIa]ST-200-094-010_1 (0.4g, ¥4 57) 7EMeOH (50mL) H )V ¥ s

Mg# (883mg, 36. 8mmol) FINiCl, (20mg) - FE60 CHiH: Lh/G , SV A4 FHHCL (100mL , 1M) ¥

KE B N AZ P « KA FHE t0AC (3x80mL) REHL . £ F HAH HLAH Al 1 HINaHCO, . aq (2x50mL)

WRIER 7K (2x50mL) Yok » FHTE7KNa, SO, W, i g LR 4 SR Wil i ek e € i ik Ak (PE/

EtOAc=10/1%8/1) LA{3EIST-200-094-010 (180mg,61%) , H My A

[2097]  ST-200-094-010 (180mg,0.447mmo1) &3 SFCAAY, (FF : AD (250mm*30mm , 5um) , 5%

:0.1%NH,H,0 IPA,JT4AB:40% , £57B:40%) LA EIST-200-094-010 (120mg,67%) , Ny

[ 1

[2098]  'H NMR (400MHz,CDC1,) 8, 5.40-5.37 (m,1H) ,3.48-3.46 (m,1H) ,2.25-2.21 (m,

1H) ,2.05-1.74 (m,7H) ,1.65-1.40 (m,13H) ,1.38-1.07 (m,11H) ,1.06-0.96 (m,6H) ,0.85 (s,

3H) ,0.68 (s, 3H) .

[20991  LCMS=1.2777p %, LL27p B 438 JZ 4, 30-90AB_2MIN_E, 4% 100% ,MS ESI

CopH, O [M+H-H,01 I T+ 54K 385 , S P 385.

[2100]  SFC Rt=5.736%f, LA107> ¥t ili%, AD_3_EtOH_DEA_5_40_25ML,99.5%de.

[2101] & EST-200-094-012

S$T-200-094-010_1

ST-200-094-010 ST-200-094-012(9142)
[2103]  }4ST-200-094-010 (88mg,0.2185mmo1) FIPd (OH) , (80mg) 7EMeOH (10mL) 1 ) ¥4 K
E50psi Z A N AES0 CEAL L 2/NIF o K Je B VR & 40 388 ok Ak 988 - 2 ok 8 H J8 U F THF
(3x100mL) e sk o PETR H 25 W 4 - ik AR Wid i oA 44l (10~25% EtOAcfEPEH) LAFR 2IST-
200-094-012 (27mg, 31%) , H A FEIAE.
[2104]  'H NMR (400MHz,CDC1,) 8, 3.50-3.41 (m,1H) ,1.99-1.91 (m,1H) ,1.87-1.74 (m,
3H) ,1.70-1.60 (m,3H) ,1.53-1.19 (m,12H) ,1.18-0.97 (m,11H) ,0.96-0.78 (m,12H) ,0.75-
0.54 (m,5H) .
[2105]  LCMS Rt=1.29273 i, A2 B €3 2 41, 30-90AB_2MIN_E, 4fiE100% ,MS ESI
C, H, . [M+H-2H,0] "fr1 115 AE 369 , S MIME 369.
[2106]  Sjafsl93 . AE W4
[2107]  SEERAnSEiE 2B id 34T Ha5 RAER2- 61 #24k.
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[2108] X2-61.

o o - - MR HlE H|F 7
EC50 2A | Emax 2A | EC50 2B | Emax 2B
(nM) (%0) (nM) (%)
376 >10000 | 49.9 >10000 |59.8
[2109] /C@i{v
1A75 671.1 457.2 439.6 308.0

244



CN 115181153 A

B B

235/305 Tl

[2110]

1B75 164.9 278.8 183.4 233.1

ootk
| 476 406.0 811.2 189.5 399.2

AP
175 574.1 366.7 287.5 279.0

e ..
679 5113.4 104.9 280.0 171.5

/'::;.
4A77 427.2 382.5 285.2 253.7
4B77 466.8 466.6 298.2 320.5

/‘::';E'
780 340.9 132.1 263.2 169.7

. .@no
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8127 543.0 1387 371.2 210.7
8245 5245  |73.0 2676 | 1195
etk
8361 87.0 252.0 1363 | 30838
\.;-W
8462 1700|2732 |96.2 281.0
[2111] \
8463 102.5 291.3 85.1 324.2
\ H
8564 4688 2525 4895 3105
Nouik
8378 1239 |1950  |2083  |2586
\ .9“.
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[2112]

8379 73.4 251.8 78.1 358.6
\. *

8584 3322 284.3 2445 363.1

8585 286.2 194.4 236.7 232.9
b ‘g

8689 168.6 319.6 174.8 438.6

8602 1047.1 2717 433.7 262.3

8603 134.9 293.5 75.1 270.6

8708 697.2 117.4 552.7 243.2
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[2113]

3809 5329 73.6 160.4 78.2
8946 1596.2 262.8 1352.5 231.4
8963 >10000 8.4 >10000 |559
9062 34.5 66.5 179.0 52.2
9142 >10000 41.6 70.4 44 8

[2114]  SZjf5194 . & AL & 4194 .
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PhyPEtBr
tB uOK . ( BuOK
Jo o oo =g e oL

A194 A294 A394

PhsPMeBr
-BuOK
—_—

THF

1) 8-BBN — 54k
————

2) NaOH agq.Hz02 /u..,

A594

[2115]

1}9 BBN =4k . Kl DMF
TsCI o.
2}NaOH ag.H:0;

A894 A994
SO.Ph o
.... A n-BuLl i
/8 /8 /
A1194 A1294 fobdh 194

[2116]  BEEL. 7E A5 F AE35°C ¥4t -BuOH (350mL) ¥ & = %915 Jbs et HL7E &R R sy i
FE10mins o K t-BuOK (90.5g,807mmol) ¥ INAE TR A4 HAEZ A T #i i F: 15mins . F4A194
(20g,73.4mmol) ¥ N2 FIRVE-E Y HAER T AE3S C oy FE 1. 5/NN oK S VR & 15
AN10% ZFR/KIE W (500mL) H HAEK T35 °CHiFE15mins o 57K (500mL) ¥ N2 e i H 5 FF
30mins o ¥R AP pH R ER Z AN (500m1) Y75 27 -8 K IR A Wi FE 307> B o IR &4 HIPE
(2x500mL) ZEHL . 70 EAHLZE , FH 27K (500mL) Peis, FH I /K BREREA T4, ik € ARk F-35°C
Weag L3 21A294 (17g, MY D) » HOmRY) KRR BT T —24.

[2117]  JPBR2.#E0°CIH2,6- ~-#U T F-4- Fy (100g,453mmol) £EH 7 (300m1) ) 1A TR
i InAIMe, (113mL, 226mmol , 2M7E FH A8 H) TR S AE25 CHtH: 1ho £E - 70 C g INA294
(10g,36.7mmol) 7EH < (50mL) FH A HAE-70°CHiFELh 5 , £E-70°C i INEtMgBr (36.6ml,
110mmol , 3MFE L BkH) o ARV TR AE - 70 CHEHE L/ o S NTR A ) 4E - 70 °C I Mo Ak AR IR
(400m1) VK AE25 CHEFEL07r 8 5, TSR & i 8 H FHEtO0AC (2x200m1) BE¥ K& FH 1)
ARS8, H# /K (2x200m1) Pk, FNa, SO, T, i 9 B 525 W4 o R i ad fk i € 7%
L4tk (PE/EtOAc=10/1%5/1) LAfS FIA394 (7. 6g, ANZhR) , HONFE K

[2118]  'H NMR (400MHz,CDC1,) 85.45-5.40 (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) »

[2119]  PBE3: #E40°C[AIPPh,EtBr (37. 1g, 100mmol) YETHF (200mL) 7EN, T H ) B H Vs
JHt-BuOK (11.2g,100mmol) o 7E20° CHiFE107 Bl 5 , Vs INA394 (7.6g,25. Immol) o ¥4 [ VR &
PILEAO CHEH: Lho 2 BAE0C FHHAINH C1/K K (200mL) ¥ K H HIEt0Ac (3x200mL) AEHL
EHBIA N EK (200mL) Peig , FINa,SO, T, i 8 HIR 45 . J R i i PRk €, 382 4tk
(0% -30% EtOACcYEPEH) LA1G $A494 (5¢,63%) , F [ 4. 'H NMR (400MHz,CDC1,) 85.45-
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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 (m, 15H) ,1.35-0.94 (m, 7H) .

[2120] P3R4 fEO°CYEN, FAIA494 (2g,6.35mmol) fETHF (20mL) H ¥ 757 - 5 N9 - BBN
AR (3.09g,12. Tmmol) «VEWAEGO CHEFE 1h. A A EO0C )T, JEH 18 VS MELOH (20m1) A1
NaOH (12.7m1, 5M, 63 . 5mmo 1) F) ¥ - ¥5 I » 22 15445 11,0, (2. 15mg , 6. 35mmo1 , 3096 £E/K )
HLA S B AR R T 10°C o IR S TE60 CTEN, T HiHE LB SRR AW FA E1230°C 5
7K (100mL) ¥ I 22 7 HL FEt0AC (100mL) 25HX . A5 HLJZ F 27K (2x100mL) ¥k , SR8 J5 & FE 1)
A HLZHTEKNa, S0, F#, Hisd i R o 1%L 24k (PE/EtOAc=2/1) LL4F B A4 K A594
(1.6g) , H Iyl 44

[2121]  'H NMR (400MHz,CDC1,) 85.45-5.35 (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) .

[2122]  ¥85.[A1A594 (1.6g,4.81mmol) ZEDCM (20mL) H ¥ ¥4 W TR Vs It Jie (2g) %ﬂPcc
(2.07g,9.62mmol) o KR & WIAE25 CHEEES /NI o [ 1% TR & 9% INPE (50mL) HUKH R & il

Tk e B3k i€ H [ 442 FHPE /DCM (30mL/30mL) BEV& o VR i U FLIE TR B 43 WK 4 %%éé%u;
R ik 4tk (PE/EtOAc=10/1%25/1) LA BIAZEKIA094 (1. 2g) , H g [l 44, 7E 8] 7t (82
"C) 4 H MMeCN (10mL) H &5 & LTS $1]A694 (1.0g,84%) , H gl 44

[2123]  'H NMR (400MHz,CDC1,) 85.40-5.35 (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) .

[2124]  LCMS Rt=1.058%3 %, LA2. 043 B ¢4 3%, 30-90AB,MS EST C,,H,,0[M+H-H,0]" ¥ ¢t
AE 313, SE{E313.

[2125]  5UR6: fE40°C [Ph,PMeBr (11.1g,31.4mmol) ZETHF (50mL) 7EN, N Hh ) BRI Hh 8
Jnt-BuOK (3.51g,31.4mmol) . FE25 CHEFE 107041 5 , TR INA6 (2.6g,7.86mmol) o ¥ S N VR &
PIHEA0 CHERE Lho %R BIAE0C Faq . NH,C1 (100mL) %K , FHEtO0Ac (2x100mL) ZEHX . & - 1A
HUAH A #h7K (2x100mL) Bk, FNa,SO, 0 , ik 8 HIk4g o F AR il i Pt (o 32464k (0% ~
30% ,EtOAcZEPEHT) LR FIATI4 (2.4g,93%) , H Jy [l {4

[21261  'H NMR (400MHz,CDC1,) 85.45-5.35 (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) .

[2127]  BERT:fEO°CAEN, FIAIAT94 (2.4g,7.30mmo1) ETHF (40mL) H ) 3% - ¥4 N9 - BBN
TRAK (4.44g,18. 2mmol) VEMRAEGO CHEFE Iho A HEO0C )T, IFH 18 VS INELOH (30m1) A
NaOH (14.5mL,5M,73. Ommol) VAV - W8 I » 22 125 INH,0, (7. 29mL, 73 . Ommo 1 , 30 %6 £E7K H)
P 30 FE R T 10°C IR A M7E60 CHEN, T%ﬂ#ld\ﬁ ’Iﬂ‘/tab YA HIE30°C H
/K (100mL) s N2 B A ELOH (50mL) H¥ R - UL UE T A%, Fd b ik i 48 2B 25 ik 4 LA 75 2
A894 (1.8g,71%) , HoA[H 44 .

[2128]  'H NMR (400MHz,CDC1,) 85.45-5.35 (m, 1H) ,3.69-3.60 (m, 1H) ,3.40-3.30 (m, 1H) ,
2.25-2.00 (m,1H) ,2.08-1.75 (m,7H) ,1.68-1.60 (m,2H) ,1.55-1.38 (m,5H) - 1.36-1.09 (m,
8H) ,1.08-0.93 (m,4H) ,0.89-0.76 (m,5H) ,0.70 (s,3H) .

[2129]  JDIR8:1E25°CIA894 (1g,2.88mmol) 7E5 A (5.5mL) FIMLRE (3. 5mL) H 1R ¥ H s
JATsCL (1.42g,7.48mmol) KR & WTE25 CHEFE2/INI o [ BV A E 25 R 46 DL B K2 5
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A7 o 7] A5 ML RE VR S 09 7K (50mL) o A8 Rl ] 4 , Hoad i ik i £ H A /K B (5x50mL) o
H [ 443 T-DCM (50mL) , FINa, SO, T , it i€ H 3L 25 ¥k 4 LA 15 211A994 (1. 2, M 57D » H o i
Ry, BHEEEHT 2.

[2130]  23R9. 7E25°C[]A994 (800mg, 1. 55mmol) ZEDMF (6mL) H (VAR F1 s KT (1.23g,
7.44mmol) o IRAINTES0 CHEHE /IS o [ VR A P BN LA PE (30mL) (7K (50mL) H .
HUAHHIEE/K (2x30mL) e, HINa,SO, T4 , 1 ik Hfe 4 LA43 £1A1094 (700mg , 96 %) , H gk
Yo

[2131]  'H NMR (400MHz,CDC1,) 85.45-5.35 (m, 1H) ,3.36-3.30 (m, 1H) ,3.20-3.10 (m, 1H) ,
2.30-2.20 (m,1H) ,2.07-1.70 (m,7H) ,1.68-1.60 (m,2H) ,1.32-1.14 (m,8H) ,1.13-0.94 (m,
6H) ,0.93-0.74 (m,7H) ,0.72 (s, 3H) »

[2132]  2BEE10:7E-70°CAEN, F [H/PhSOMe (449mg, 2. 88mmol) 7ETHF (10mL) (K17 - i
n-BuLi (1.04mL,2.62mmol, 2. 5M7EC e H) KRS PRI 2 0°C . /£0°Ci NA1094 (600mg
1.31mmo1) FETHF (10mL) H (1) VM o WS IS 4 S B 15 2225 °C o 44 [ VR A W) £ 25 C Hi
L/ o 1% J B R M AN, C 17K A R (30mL) ¥4 2K o [A] 1 & P A n 7K (100mL) H FHEtO0Ac
(3x50mL) FEHL A FF 1A HUARIR AR LS 2GR R 4, Foam i we i (0924l 4k (PE/EtOAc =6/
1) L FIME A IA1194 (1. 5g, REEH, A5 PhSOMe) » FENTHARY) o WOR P03 — 25 8L Rk i
A r (DCOM/ Al =50/1) LA#3 EA1194 (400mg, 63 %) » H A HPIRY) -

[2133]  'H NMR (400MHz,CDC1,) 67.90 (d,J=7.6Hz,2H) ,7.69-7.62 (m, 1H) ,7.60-7.51 (m,
2H) ,5.40-5.35 (m, 1H) ,3.17-3.07 (m, 1H) ,3.04-2.93 (m,1H) ,2.22 (dd,J=2.4,12.8Hz,
1H) ,2.10-1.64 (m,9H) ,1.57-1.35 (m,7H) ,1.31-1.11 (m,5H) ,1.10-0.92 (m, 3H) ,0.90-0.82
(m,7H) ,0.81-0.71 (m, 1H) ,0.64 (s, 3H) .

[2134]  JDIR11:4E-65°CLEN, FAIn-BuLi (0.468mL,2.5M{EC HEH, 1. 17mmol) #ETHF
(0. 5mL) = VA R i INA1194 (200mg , 0. 39mmo1) ZETHF (2. 5mL) ) B V7T o 5 VR S W (E -
65°CHEFE3070 40 . SR 5 AE-65°C N2, 2- — FF BE A 8 BR TR it (42. 1mg, 0. 585mmol) o KL VR4
FHEHE302 B, SR 5 B TR AT 25°C oK R BITR S WTE25 CHEFE 16 /N o [ BV 4 F A
NH,C17K ¥ ¥ (30mL) ¥ K HF 2.8 2. T (3x20mL) FEHL . & 3 (11 HLAH F k7K (30mL) ¥ i » F
Na, SO, T4 , i I B 25 ik 45 LA 15 #1A1294 (210mg) , HoAMRY) B H EEH T 5.
[2135] U PR12: 76N, FAESEFE FAE50°CA1A1294 (210mg,0.3771mmo1) A& fL4R (11)
(5.02mg,0.03875mmo1) 7EJC/K FHFE (100mL) HE BT H 20 34 s IR (372mg , 15. 5mol) LA
G R B R S BETR A AR 60 C A HE LN o ) NV &4 FHAE L0 CHi ) 2M HC1
(30mL) ¥ K B [ 44 % % - FHEt0ACc (2x50mL) ZEHUS , & JF 19 HLJZE F L FINaHCO , /K ¥ i
(30mL) +#h7K (30mL) e , SR J5 FINa, SO, T4, it i H. 30 205 e i DA 75 38 [T 42 , 3 e R 3
4tk (PE/EtOAc=10/1) L3 EI100mg AN 4H (1) =4 , F F£ MMeCN (5mL) Fiff & DA 15 2] [l A4 4k, A
#1194 (16.5mg, 11%) PL K 80mg AN4E I P4 o

[21361  'H NMR (400MHz,CDC1,) 85.40-5.36 (m, 1H) ,2.23 (dd,J=2.8,13.2Hz, 1H) ,2.08-
1.89 (m,4H) ,1.85-1.76 (m,3H) ,1.67-1.58 (m,2H) ,1.53-1.32 (m,9H) ,1.32-1.23 (m,4H) ,
1.21(s,6H),1.20-1.15(m,3H) ,1.15-0.97 (m,4H) ,0.93 (d,J=6.8Hz,3H) ,0.86 (t,]=
7.2Hz,4H) ,0.83-0.74 (m,1H) ,0.68 (s,3H) .

[2137]  LCMS Rt=1.355%3%, LL2. 04> Bl e it yk, 30-90AB, 46 /£ 94.6% (ELSD) ,MS ESI
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CoH,, O [M+H-H,01 HI T 54K 399 , S P 399
[2138]  SJifaf5]95 : & R 9567

qs‘@ o, f o;Z’“o
i L—F OH
[2139] o TO0 &
\}-;0 ‘@0. LDA, T:F \H-O F MeOH \

200-N19-4_7 ST-200-52-9_1 ST-200-52-9(9567)

[2140]  200-N19-4 THIE ] 2 W92 ji15)94 .
[2141] & R%ST-200-52-9 1

[2142]

200-N19-4_7 ST-200-52-9_1

[2143]  7EN, F7E-70°CKfn-BuLi (0.99mL,2.5M,2.47mmol) ¥ I 4 — 5 N 2Ef% (0. 38mL,
2.66mmo1) FETHF (1mL) H AR+ - IR SR A il 4 2. 25°C HAE25 CHiHE307 Bl F-4 &
E-70CJa, #E-T0°CHRIN200-N19-4 7(0.3g,0.62mmol) ZETHF (3mL) T VAR . 7E - 70 °C itk
LN J& S AE-TOCE N (S) -2- (=3 58) SR H A e (69.3mg,0.62mmol) o 4 5 37 VR & Wit
e 25°C HAE25 CHIFE 18/ o SRR A IAE0 °C AN, CI/K K (6mL) 7K o KR &4
FIEt0Ac (2x8mL) ZEHL . £ 104 HLAH 57K (2x10mL) ¥ i » FANa, SO, T8 , i 918 HL B 25 9k 4
AT EIR =, B B T4

[2144] & HST-200-52-9

[2145]

ST-200-52-9_1 ST-200-52-9(9567)
[2146]  7EN, FEEHEHE FLE50 CH5Mgky (513mg, 21 . 4mmol) 43443 A8 A ST-200-52-9 1
(320mg,0.536mmol) FINiCL, (6.91mg,0.054mmol) 7EJE/K FH i (50mL) HH ¥ - 7E60 CHik
LN R IR A HIHCT (50mL , IN) K H 21 s AR S H FHEt0AC (3x30mL) AL, & I
1A HUAH FINa, SO, 45, 1 8, e 48 o BoR il 1 R A 404K (0-15 % EtOACFEPEH) LAFF 2]
ST-200-52-9 (11mg,5%) » H A 4.
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[21471  'H NMR (400MHz,CDC1,) 85.42-5.35 (m, 1H) ,3.95-3.83 (m, 1H) ,2.25-2.17 (m, 1H) ,
2.05-1.83 (m,5H) ,1.83-1.75(m,3H) ,1.75-1.50 (m,3H) ,1.50-1.30 (m,6H) ,1.30-0.98 (m,
11H) ,0.94 (s,3H) ,0.90-0.72 (m,6H) ,0.68 (s, 3H) .

[2148]  LCMS Rt=1.253%3%,A2. 0% Bh €037k ,30-90AB_2MIN_E, 100% 4l & ,MS EST
C, H,,F,0, (M+H-H,0] 111 HAE 439, 52 MI{E 439 .

[2149]  SEjiafs196 : A %9670

[2150]

HO

ST-200-52-7
[2151]  ST-200-52-7H1E& B AT 2 0L S2 i 5194 o
[2152] & ST-200-52-6

[2153]

e

HO HQ_  H
ST-200-52-7 ST-200-52-6 (9670)

[2154]  ¥4Pd (OH) ,/C (JE7K , 200mg) #R N AEST-200-52-7 (200mg, 0. 479mmo1) EMeOH (30mL)
AR R A PITES0ps i 7250 CE A A8 /NI TR &4 38 , We 4 BB it combi - f1ash
alifk, (0-10% EtOAc/EPE) LIS HST-200-52-6 (33mg, 16%) , H: Y[l {4

[2155]  'H NMR (400MHz,CDC1,) 81.99-1.90 (m, 1H) ,1.88-1.75 (m,3H) ,1.69-1.56 (m,4H) ,
1.55-1.52 (m,4H) ,1.48-1.32 (m,5H) ,1.31-1.23 (m,2H) ,1.22-1.15 (m,9H) ,1.13-0.99 (m,
9H) ,0.95-0.78 (m,8H) ,0.74-0.53 (m,5H) -

[2156]  LCMS Rt=1.2997y%f, LA2. 07 B 4372, 30-90AB, 4 £100% ,MS EST C,H, [M+
H-2H,0]" ¥ 7H 545 383, SR 383.

[2157] S f5197 : & A9792

[2158]

5T-200-N19-4_7 5T-200-N19-K7R_1 5T-200-N19-K7R (9792)
[2159]  ST-200-N19-4 7TH)E& R AT S LSt 15194 .
[2160] & JST-200-N19-K7R 1
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", SO-Ph

[2161]

ST-200-N19-4_7 ST-200-N19-K7R_1
[2162]  7EN, F7£-70°C#4n-BuLi (0.408mL,2.5M,1.02mmol,2.5eq) ¥ MIZETHF (0. 5mL) 44
J& » W ANST-200-N19-4 7 (200mg,0.412mmol,1.0eq.) #ETHF (1.5mL) H ) £ W L 15 31 B 17
WAE-TOCHFE307 8 ), N R) -2- SR I e (35.8mg,0.618mmol , 1.5eq.) A5
R REAE25 CHEFE 12/ o 1% 8 Flsat .NH,C1 (30mL) %K , FIEtOAc (3x15mL) EHL . & I 104
BLJZ HiNa, SO, 18 , i i€ H k4 LA1S 2R 4 (250mg) , FONBA, L ERE A T — 25
[2163] & ST-200-N19-K7R
SO,Ph

[2164]

ST-200-N19-K7R_1 ST-200-N19-K7R (9792)
[2165]  7£65°CFKMgky (441mg, 18.4mmol) — R MEIRINZEST-200-N19-K7R_1 (250mg ,
0.46mmo1) fEMeOH (30mL) H I H o« KRB V) #E65 CHiiHf: Lh IR &4 FHHCL (50mL , 2M) ¥
K LB S S ARV HHIDCM (3x 15mL) A HW o & FF A HLAH FINa, SO, 452, 3 i , W4 Had i th
HALAEAL (0-10% EtOACEPEHT) LS FST-200-N19-K7R (27mg, 14 %) , H A 14
[2166]  'H NMR (400MHz,CDC1,) 85.40-5.36 (n, 1) ,3.87-3.71 (m, 1H) ,2.27-2.18 (m, 1H) ,
2.08-1.88 (m,4H) ,1.87-1.73 (m,3H) ,1.67-1.58 (m,1H) ,1.53-1.34 (m,9H) ,1.31-1.22 (m,
5H) ,1.21-1.11 (m,7H) ,1.10-0.98 (m,3H) ,0.95-0.89 (m,3H) ,0.88-0.83 (m,4H) ,0.82-0.74
(m,1H) ,0.67 (s, 3H) .
[2167]  LCMS Rt=1.2467%f, LL2. 07 i a3, 30-90AB_E, 4 £100% ,MS EST C,.H,.0
[V+H-H,01 " T+ AR 385 , SR 385.
[2168] SEE@@W98:%§EE9810$D9813

sm

\

5T-200-N19-K14_1 ST-200-N19-K14 (9810)

[2169]

ST-200-N19-K14A (9813)

[2170]  ST-200-N19-4 THJ& AT S WLt f5]94.6,6- 4 - 1- A 4R [2. 5] F ke & e n]
2 WLSE 187
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[2171] & HST-200-N19-K14 1

[2172]

ST-200-N19-4_7 ST-200-N19-K14_1

[2173]  #EN, F7E-70°C#¥4n-BuLi (0.656mL,2. 5MYECL e, 1. 64mmol) ¥ 25 — 57 TA B i
(179mg, 0. 442mmol) FETHF (ImL) H (VAR o KR S MDA A E26°C . FRAR A £ -70°C )5, 7EN,
T MNST-200-N19-4 7 (200mg,0.412mmol) £F THF (5mL) 5 [ 2 7 W - £F - 70 C #3043 #h
J& , 7E-T0°CINING, 6- 38 - 1- 8 J24R [2.5] 2% (91.5mg,0.618mmol) o [ MR A PI2% 12
A 25°C HAE25 CHEFE16 /N o S VR & W) M AINH, CT/K ¥ R (15mL) 2K R IR &)
EtOAc (2x15mL) ZEHL . & IF 1 HLAR FH 357K (2x20mL) ik , FINa, SO, 44 , ik I HLEL 25 9k 45 LA
3 2ST-200-N19-K14_1 (200mg, ¥ 50) , HAMIRY) , M HEZAT 5.

[2174] & %ST-200-N19-K14

[2175]

ST-200-N19-K14_1 ST-200-N19-K14 (9810)

[2176]  #4ST-200-N19-K14 1(200mg,0.316ummol) fEMeOH (30mL) HH K1 765 C Nk . 7F
65 C— X IR Mg ¥ (302mg, 12. 6mmol) FINiCL, (12. 1mg,0.0948umol) . Vi &4 7E65 CHl i
1h H FHCT (50mL , 2N) ¥ 2K B 31 Js AR P8 175 o 4 1 540 FHDCM (3x20mL) A o 5 I (A WL H
Na, S0, FJ4% , 2L U , W 4 ELad e ik Jie € i 44k (0-15 % EtOAcEPEHT) LS 3|ST-200-N19-
K14 (100mg,64%) , H Ay [E k.

[2177]  'H NMR (400MHz ,CDC1,) 85.41-5.36 (m, 1H) ,2.27-2.20 (m, 1H) ,2.19-2.03 (m,3H) ,
2.02-1.88 (m,5H) ,1.86-1.73 (m,3H) ,1.71-1.59 (m,5H) ,1.54-1.33 (m,10H) ,1.32-1.15 (m,
6H) ,1.14-1.00 (m,4H) ,0.99-0.97 (m, 1H) ,0.96-0.89 (m,3H) ,0.88-0.74 (m,5H) ,0.68 (s,
3H) .

[2178]  LCMS Rt=1.3224 %k, LL2. 043 B {fi7%, 30-90AB_E, 4[[E£100% ,MS ESI C, H,.F,
[M+H-2H,0] [ T 54457 , 2 P {E 457 .

[2179] & J&ST-200-N19-K14A

ST-200-N19-K14 (9810) ST-200-N19-K14A (9813)

[2181]  ¥4Pd (OH) , (70mg, JG7K) ¥R MM ZEST-200-N19-K14 (70mg, 0. 142mmol) 7EMeOH (20mL)
R TR G ITES0C (50Ps 1) 48/ NI R G i IE , el HLilid combi - flash4ll
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1k, (0- 10% EtOAcZEPEH) LS FIST-200-N19-K14A (20mg, 28%) , Fo M [H 44

[2182]1  'H NMR (400MHz,CDC1,) 82.24-1.99 (m,2H) ,1.97-1.73 (m,6H) ,1.71-1.57 (m,8H) ,
1.55-1.32(m,8H) ,1.30-1.16 (m,4H) ,1.13-0.97 (m, 11H) ,0.94-0.78 (m,8H) ,0.74-0.55 (m,
5H) .

[2183]  LCMS Rt=1.34470%,LL2. 07 Bl ik, 30-90AB_E, 4l £100% ,MS EST C, H,F,
[M+H-2H,0] " 1155459 , S iE459.

[2184]  SEJf5199: A 9911

) b oo
09
\H‘O A LDA, THF \....

ST-200-N19-4_7 ST-200-N19-K75_1 S5T-200-N19-K75 (9911)

[2186]  H[E]{AST-200-N19-4 7 S22 IR W] 2 DL S it 15194 .
[2187] & /ST-200-N19-K7S 1

y .
Mg, MeOH 0 OH
— 3D

[2188]

ST-200-N19-4_7 ST-200-N19-K7S_1
[2189]  7EN, F7E-70°C#$n-BuLi (0.408mL,2.5M,1.02mmol) ¥ AN ZETHF (0.5mL) - 48 )5 , 4
BOIST-200-N19-4 7 (200mg,0.412mmol,1.0eq.) ZETHF (1.5mL) 5 [ & K LA 75 B 2 7
LE-TOCHERE30 85, ¥ 0 (S) -2- B B2 48 8 PR A % (35.8mg, 0.618mmol) o 4R J5 R W #E25°C
P12/ o 1% [ B Hlsat . NH,C1 (30mL) ¥ K, FIEt0Ac (3x15mL) AEHL . & KA HLI= H
Na, SO, T4 , 1k I HLi 45 LAAS B =4 (250mg) , HOA M4 K L BB H T R —25.
[2190] & ST-200-N19-K7S

[2191]

ST-200-N19-K7S_1 ST-200-N19-K7S (9911)

[2192]  7EN, F¥Mghi (357mg, 14. Tmmol) ¥R JNZEST-200-N19-K7S 1 (200mg,0.368mmol) Al
SAEL (IT) (9.53mg,0.074mmo1) 7EJC/K H B (50mL) H (1) R BT 1R & 97550 °C it £
L 51K E SR A K o I NV A IAE60 CHERE LN o s BV A it 7E 10 °C i n g 2M HCl
(100mL) ¥4 2K B 3 ] 4 %5 % - FHEt0Ac (2x150mL) Z£HU , & FF 196 HLJZE A H RINaHCO, aq.
(300mL) « #7K (300mL) Heik , HINa,SO, T4 , 1 i HL 3025 e 4 L A5 21 [ 4% , FLad e fek e ¢ 72k
alitk, (PE/THF =4/1) LIS 2FH 7R R ¥ , Foad 1 MMeCN (10mL) = 45 d 4fi Ak LA 45 2]ST-200-N19-
K7S (52mg,35%) , HAFEA.
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[2193]  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1) ,3.80-3.70 (m, 1H) ,2.25-2.20 (m, 11 ,
2.05-1.75(m,7H) ,1.69-1.15 (m,20H) ,1.14-0.70 (m,13H) ,0.67 (s,3H) .

[2194]  LCMS Rt=1.241%r%, L2. 0438 {0 iy, 30-90AB, 4 100 % ,MS ESI C,.H,.0[M+

277745

H-H,0] ) vH5{E 385, SLM{E 385.
[2195]  sZjfif51100: & 5%10012.10042F110043

[2196]

ST-200-N19-4_7 ST-200-N19-K9_1

N19.K9 -
{10012) AW % —
A C24 8 R4 2 b E

ST-310-N19-K95 (10043)
[2197]  FH[AJ{RST-200-N19-4 7FK) Szt 5 3R a] 22 I, 92 i 45194 .
[2198] & AST-200-N19-K9 1

[2199]

ST-200-N19-4_7 ST-200-N19-K9_1

[2200]  #EN, F7E-70°C#n-Buli (0.824mL,2.5M,2.06mmol) ¥ ANZETHF (0. 5mL) - 4R 5 , T
HOST-200-N19-4 7 (400mg,0.825mmol) ZETHF (3. 5mL) H fr) B ik A1 B B W - 76 - 70 °C ¥t
FE302> 85 T In2- (BT 3 A4 kE (123mg, 1. 23mmol) o #R J5 S N AE25 C it fE12hrs H.
Hisat.NH,C1 (30mL) % 2K, HEtO0Ac (3x15mL) A . & FF A Bl = FNa, SO, FJ4 , i JiE H.k 4
PA1S 2 =) (500mg) , HoA A, M HEEH T 3.

[2201] & /ST-200-N19-K9 (10012)

SO,Ph

[2202]

ST-200-N19-K9

ST-200-N19-K9_1

[2203]  7EN, T #5Mg#% (663mg, 27 . 3mmol) ¥R A ZEST-200-N19-K9 1 (400mg,0.683mmol)
FALER (IT) (17.6mg,0.136mmol) FEJG/K FHEE (50mL) AR HLITAR IR A I AES0 CHit b
DL 51 R 7 SR AR R K IR NV A PITE60 C it LN o )R STRA P 7210 CHi i 2M HCl
(100mL) ¥ K B 31 [ 74 ¥ % - FHEtO0Ac (2x150mL) 2 HUS , & 10 M2 M AINaHCO, aq.
(300mL) 57K (300mL) Pk , FNa,SO, 5 , it ik HL 3023 R 4 LA 21 [ 4 , FLaeh it e fisg € 1
alifk, (PE/THF=4/1) LA13 ZHL =4, K L AMeCN (10mL) 45 & LA A3 #ST-200-N19-K9
(160mg,53%) , FL A [E 4.
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[2204]  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1) ,3.25-3.15 (m, 1H) ,2.25-2.20 (m, 11 ,
2.10-1.60 (m,9H) ,1.50-1.00 (m,19H) ,0.90-0.75 (m,18H) ,0.67 (s,3H) »

[2205]  LCMS Rt=1.41243%F, LL2. 0430t iiEyk, 30-90AB, 45 F100% ,MS EST C, H. O[M+
H-H,01 (iS5 {8427, SEfE 427 .

[2206] & %10042F110043

307751

OH
ST-200-N19-K9 (10012)

JE C24 vy Foi R gt

ST-310-N19-K9S (10043)

[2208]  ST-200-N19-K9 (120mg,0.269mmol) i# it SFC4Li4k, (AD (250mm#*30mm, 10um) , B F&F -
40-40%B (A=0.1%NH3/H20 IPA,B=MeOH) , {fii# : 60mL/min) L5 £|ST-200-N19-K9R (V& 1,
44mg ,37%) FIST-200-N19-K9S (2, 45mg,38%) , e A 44

[2209] 1004271100431 C25/ 3L ARAL 238 ik T IR A ALY A X FR G B 10042711004 34E
S,

[2210]  ST-200-N19-K9R (10042) :

[2211]  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1) ,3.25-3.15 (m, 1H) ,2.25-2.20 (m, 11 ,
2.10-1.55(m,9H) ,1.50-1.30 (m,8H) ,1.29-1.00 (m,11H) ,0.95-0.75 (m,18H) ,0.67 (s, 3H) .
[2212]  LCMS Rt=1.4027p%f, LL2. 05> Bh i3tk , 30-90AB, 4E/£100% ,MS EST C, H, O[M+
H-H,0] (i iH5AE 427, SLilifE 427 .

[2213]  SFC Rt=6.347%%F, LA103 P (1575 ,AD 3 TPA DEA 5 40 25ML,100%de.

[2214]  ST-200-N19-K9S (10043) :

[2215]  'H NMR (400MHz,CDC1,) 85.40-5.35 (m, 1) ,3.25-3.15 (m, 1H) ,2.25-2.20 (m, 11 ,
2.10-1.75(m,7H) ,1.74-1.35(m,7H) ,1.34-1.00 (m, 13H) ,0.99-0.75 (m,19H) ,0.67 (s, 3H) .
[2216]  LCMS Rt=1.4027p%F, LL2. 07> B ik, 30-90AB, 4[/£99. 2% ,MS EST C, H, 0[M
+H-H,0] FTH5AE 427, SLIME 427 .

[2217]  SFC Rt=6.940% %, LA10 P 1575 ,AD 3 TPA DEA 5 40 25ML,99.5%de.
[2218] & R CLIE S AR AL
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SOPh o {

n-BuLi, THF
[2219]

ST-200-009-001_1 ST-200-089-001_2

7E C24 ¥ AP S 40105

ST-200-089-001 (10042)
[2220]  #E£-70°CH¥ST-200-009-001 1 (300mg,0.618mmol) FETHF (2mL, J57K) H HI VAR R N
%n-Buli (0.616mL,2.5MEC kEHT) ZETHF (0. 5mL, To7K) H B £ -70°CHi$E0. 5hm
W (S) -2- GRUT ) | 4«3 R 4 (92.Tmg,0.926mmo1) ZETHF (0. 5mL, F57K) H VAR - £25
C Bt 16hrs 5 , IR A4 FIHURIN,CL (5mL) K o B 1R 44 FAEt0Ac (2x10mL) AEHL . 755
HIAHLZ FHEE/K (5mL) Yk » FNa,SO, T4 , i i€ HLifk4ii A3 21ST-200-089-001_2 (360mg , #H
V) , HONREMA, HEEHF T —5.
[2221]  7E25°CH4NiCl, (8.85mg,0.683mmol) ¥R JNZEST-200-089-001 2 (360mg, ¥4 i) 7E
MeOH (20mL) H VR &40 SR S5 IR S AE60 CHitbE H 2 =¥ Mgk (828mg, 34 . 1mmol)
K2/ o 1% S N FHHCT (IM, 10mL) ¥ 2K, #4498 &9 FHEt0Ac (2x15mL) 250X . & I A HLZ HEh
7K (10mL) e » FNa, SO, -1, 1L 98 FLI 4 SR P03 id £ lash-combiZlifl (0~30%EtOACHE
PEH) LLAFFIST-200-089-001 (115mg, A2liffy) , HoE 44, Fit — P iL SFCaitk (AD
(250mm+*30mm, 10um) , ¥ &% : 40-40%B (A=0.1%NH3/H20 IPA,B=MeOH) , J#ii# : 50mL/min) LA
53ST-200-089-001 (77mg, 28% F= &, 245) , HoM 44k,
[22221  'H NMR (400MHz,CDC1,) 85.41-5.35 (m, 1) ,3.25-3.15 (m, 1) ,2.25-2.20 (m, 1H) ,
2.10-1.90 (m,4H) ,1.90-1.75 (m,3H) ,1.69-1.50 (m,3H) ,1.50-1.33 (m,8H) ,1.33-1.13 (m,
7H) ,1.13-0.98 (m,4H) ,0.98-0.90 (m,3H) ,0.90-0.78 (m, 14H) ,0.67 (s, 3H) .
[2223]  LCMS Rt=1.467% %, L2538 i ZH7, 30-90AB_2MIN_E, 4l E100% ,MS EST
CooH, O IMHH-H,01 Bl TS 427 , S 427 .
[2224]  SFC Rt=6.135%%¥, L1043 0 4i7%,AD_3 EtOH DEA 5 40 25ML,100%de.
[2225]  sEjtifs)101: & E101144010115

Q @ SGE-1882_4
g

I\ Q y
o OH
(g L0 T 300,
= n-Buli, THF :
& : =
N I . YO OL
HO HO
ST-200-N19-4_7 ST-200-N19-K4R_1 ST-200-N19-K4R (10114)

[2226]

S§T-200-N19-4_7 ST-200-N19-K45_1 ST-200-N19-K45 (10115)
[2227]  ST-200-N19-4 T7{¢)& 5] 2 W92 jif5194 .
[2228] & JkST-200-N19-K4R 1
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SO,Ph

ST-200-N19-4_7 ST-200-N19-K4R_1

[2230]  7EN, F#E-70°CKfn-BuLi (0.408mL,2.5M,1.02mmol ,2.5eq) ¥ JNZETHF (0.5mL) . 4%
J& s NST-200-N19-4 7 (200mg,0.412mmol ,1.0eq.) ZETHF (1.5mL) 4 i) BV LS B & 77
W AE-TOCHEFEI0 B0 5, 0 (S) -2- TN IS Z T (53.2mg,0.618mmol , 1.5eq.) -4
J& X BLAE25 C APl 1278 o 1% )2 B F sat . NH,C1 (30mL) ¥ K , FHEtOAc (3x15mL) ZEH . & FF 1)
AHUZ FINa, S0, 15 , 1 iE Hok4g LLAS 208 ) (250mg) , HONREMAR B E#EH T T —4,
[2231] & REST-200-N19-K4R

SO,Ph

[2232]

ST-200-N19-K4R_1 ST-200-N19-K4R (10114)

[2233]  7E65°CH4NiCL, (11.3mg,0.0874mmol) FIMgH} (417mg,17.4mmol) — R MU N4 ST -
200-N19-K4R_1 (250mg,0.437mmol) 7EMeOH (30mL) HH {1 ¥A W o 5 VR B D 7E65 C it #E 1h o K5
TR FIHCL (50mL , 2N) VK .3 e b A2 7 H HIDCM (3x20mL) ZXHL . 45 I 6 HLAH FNa, SO,
TAg, 18, e FLE R e A4l ik (0-10% EtOACTEPEH) LLFZ FST-200-N19-K4R (38mg,
20%) , H Iyl 44

[2234]  'H NMR (400MHz,CDC1,) 85.41-5.36 (m, 1H) ,3.41-3.31 (m, 11) ,2.27-2.20 (m, 11) ,
2.07-1.89 (m,4H) ,1.88-1.75 (m,3H) ,1.70-1.59 (m,3H) ,1.54-1.33 (m,10H) ,1.30-1.16 (m,
6H) ,1.15-0.97 (m,4H) ,0.95-0.88 (m,9H) ,0.88-0.82 (m,4H) ,0.82-0.74 (m, 1H) ,0.68 (s,
3H) .

[2235]  LCMS Rt=1.3624> %k, LL2. 0% ik, 30-90AB E, 4 E100% ,MS ESI C,,H,,0
[M+H-H,01 I TH 5B 413, SEIME 413.

[2236] & H%ST-200-N19-K4S 1

[2237] n-BuLi, THF

N1

HO
ST-200-N19-4_7 ST-200-N19-K4S5_1

[2238]  7EN, F4E-70°C#n-BuLi (0.408mL,2.5M,1.02mmol,2.5eq) ¥ JHZETHF (0. 5mL) o 78

J& T ANST-200-N19-4 7 (200mg,0.412mmol,1.0eq.) ZETHF (1.5mL) H ) B9 W LL 153 31 B 77
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W AE-TOCHEHEI0 7 B 5, 0 (R) -2- N AL S A JE (53 . 2mg,0.618mmol, 1.5eq.) o 94
J& I BEAE 25 C Rt #1278 o 1% 5 B Fl sat . NH,C1 (30mL) ¥ K , FHEt0Ac (3x15mL) ZEHL . & I
A HUZ FINa, S0, T , it iif Lk 4 LA1S 20K =) (250mg) , HOMMEME B BT 4.
[2239] & ANST-200-N19-K4S

“, SO,Ph

.l\OH

[2240]

ST-200-N19-K4S_1 ST-200-N19-K4S (10115)
[2241] ?'I:65°C>I%N1C12 (11.3mg,0.0874mmol) FMgHy (417mg, 17 .4mmol) — IR VN INZEST -
200-N19-K4S 1 (250mg,0.437mmol) £EMeOH (30mL) AV o IR S WIAE6S CHi#E 1h . #
TRE)HHCL (50mL, 2N) ¥ 2K B 31 Je S48 P H.FDCM (3x20mL) ZEHY . & I 1A HLAH FINa, SO,
T4, L Uk, W4 HLE i b A 44k (0-10 % EtOAcZEPEH) PLA3 F|ST-200-N19-K4S (36mg,
19%) , H A A,
[2242]  'H NMR (400MHz,CDC1,) 85.41-5.36 (m, 1H) ,3.41-3.31 (m, 1H) ,2.27-2.20 (m, 1) ,
2.07-1.89 (m,4H) ,1.88-1.75 (m,3H) ,1.71-1.57 (m,3H) ,1.55-1.35 (m,9H) ,1.34-1.23 (m,
4H) ,1.22-0.99 (m,7H) ,0.95-0.89 (m,9H) ,0.88-0.82 (m,4H) ,0.82-0.74 (m, 1H) ,0.68 (s,
3H) .
[2243]  LCMS Rt=1.35673%#, Lh2. 073 $ (11¥i%, 30-90AB_E, ZE/E£100% ,MS EST C,H,,0
[V+H-H,01 R TH S AR 413, SR 413.
[2244]  SJfaf51102: A %10216

OH
O
HO
ST-200-N19-4_7 ST-200-N19-K15_1 ST-200-N19-K15 (10218)

[2246]  ST-200-N19-4 T7{#)& %] 2 W92 jif51194 .
[2247] & JKST-200-N19-K15 1

[2248]

@]

ST-200-N19-4_7 ST-200-N19-K15_1
[2249]1 7N, F#E-70°C¥fn-BuLi (0.408mL,2.5M,1.02mmol ,2.5eq) ¥R JIZETHF (0.5mL) - 48
J& » W INST-200-N19-4 7 (200mg,0.412mmol,1.0eq.) FETHF (1.5mL) A [ B W LA 15 2 & 17
W AE-TOCHERESO 8 5, N1, 6- — 4 242 [2.5] 4% (70.5mg,0.618mmol , 1.5¢eq.) . 4R
J& I BLAE 25 C Rt #1278 o 1% 5 B F sat . NH,C1 (30mL) ¥ K , FHEtOAc (3x15mL) ZEHL . & I 1)

Y
n-BuLi, THF
N
H
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A HL)Z FiNa, SO, 45, 38 B e LL1S 2 74 (250mg) , HOYRAR B R EREH T T 2.
[2250] & %ST-200-N19-K15
%, __ SO,Ph
OH

[2251]

ST-200-N19-K15_1 ST-200-N19-K15 (10216)

[2252]  7£65°CKNiCl, (10.8mg,0.0834mmol) FiMgh} (398mg, 16.6mmol) — K MR INEEST-
200-N19-K15 1 (250mg,0.417mmol) ZEMeOH (30mL) AV o IR S WIAE6S CHi#E 1h .
TRA Y FIHCL (50mL, 2N) ¥4 K B 31 fe AR 71 H HIDCM (3x20mL) ZEHL . & F11 76 HLAH FNa, SO,
T, 1 98, e 4 ELI G Pos A 4lifk (0- 10 % EtOACZEPEH) LL43 FST-200-N19-K15 (43mg,
22%) , HoA A,

[2253]  'H NMR (400MHz,CDC1,) 85.44-5.33 (m, 1H) ,3.81-3.69 (m,4H) ,2.27-2.19 (m, 1) ,
2.07-1.88 (m,4H) ,1.87-1.76 (m,3H) ,1.71-1.58 (m,3H) ,1.53-1.32 (m, 11H) ,1.31-1.13 (m,
7H) ,1.12-1.07 (m,2H) ,1.06-0.95 (m, 3H) ,0.94-0.89 (m,3H) ,0.88-0.82 (m,4H) ,0.82-0.75
(m, 1H) ,0.68 (s,3H) «

[2254]  LCMS Rt=1.200%>%f,LL2. 070 Bh 39k, 30-90AB_E, 4[£100% ,MS EST C,H,,0

[M+H-2H,0] (¥ 7+ S AE 423, SE I {E 423
[2255]  sZjifs]103: & )%10317

e
o}
[2256] 1 5 n-Buli, THF
\H'é' i Ny

ST-200-N19-4_7 ST-200-N19-K17_1 ST-200-N19-K17(10317)

[2257]  ST-200-N19-4 7] & AR 2 WSt 5194 . A E AL H & 1 7] 2 0L SE e 51128 o
[2258] & &ST-200-N19-K17 1

[2259] n-BuLi, THF

L
HO
ST-200-N194_7 ST-200-N19-K17_1
[2260]  7EN, F4E-70°C#fn-BuLi (0.408mL,2.5M,1.02mmol,2.5eq) ¥ I A THF (0. 5mL) o 78
J& » W INST-200-N19-4 7 (200mg,0.412mmol,1.0eq.) ETHF (1.5mL) A [ B W LA 15 2 & 17
W70 -TOCHERES05 5 5, i N6, 6- —HI JE-1-4 4«12 [2.5] ¥ %% (86.6mg,0.618mmol ,
1.5eq.) SR JA S NAE2S CHERE 12/ o 1% S sat .NH,C1 (30mL) YK , FHEtOAc (3x15mL)
A & IR ALZE HiNa, SO, T8, i 38 Bk 4a LA1S 26 74 (250mg) , HOA 44, 44 H B #2
HTT—4
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[2261] & AST-200-N19-K17

[2262]

ST-200-N19-K17_1 ST-200-N19-K17(10317)

[2263]  7£65°C¥NiCl, (10.3mg,0.08mmol) FiMg#} (384mg,16.0mmol) — VK I 4EST-
200-N19-K17 1 (250mg,0.4mmol) £EMeOH (30mL) H (VAR T o IR S Y7265 CHi bk 1h. K4 IR
E P HHCT (50mL , 2N) YK B3 e S AZ 78 iE H AHDCM (3x20mL) ZEHX o 5 I 194G HLAH FiNa, S0, F
e, i, W e HLE T P AR a4k (0-10 % EtOAc#EPETT) A3 B AS4E I ST-200-N19-K17
(58mg,30%) , FH gl A , K FH CL e (3mL) B B RV A i JE LA AR B 461 ST-200-N19-K17
(33mg, H A [E 44

[2264]  'H NMR (400MHz,CDC1,) 85.44-5.33 (m, 11) ,2.27-2.2 (m, 11) ,2.07-1.88 (m,4H) ,
1.87-1.75(m,3H) ,1.68-1.57 (m,2H) ,1.52-1.45 (m,7H) ,1.44-1.32 (m,7H) ,1.28-1.15 (m,
8H) ,1.14-0.95 (m,6H) ,0.94-0.89 (m,6H) ,0.89-0.82 (m,7H) ,0.82-0.74 (m,1H) ,0.68 (s,
3H) .

[2265]  LCMS Rt=1.5167%, A2, 07> B ik, 30-90AB_E, 4 100% ,MS EST C,.H., [M
+H-2H,01 I TH 545449, SLPIE 449 .

[2266]  sZjf 5104 : & /%10456

a, !
/ ‘é‘(’P" e,
N “’ © n-Buli, THE
[2267] g - '

ST-200-N19-4_7 ST-200-52-8_1 ST-200-52-8 (10456)
[2268]  ST-200-N19-4 TH)& R AT LSt 15194 .
[2269] & J&ST-200-52-8 1

o SO,Ph
| >—=CF; OH
—_—
n-BuLi, THF
[2270] \
This
HO
ST-200-N19-4_7 ST-200-52-8_1

[2271]  {EN, F{E-70°C#n-BuLi (0.246mL,2.5M,0.617mmol) ¥ JHZETHF (0. 3mL) - fE-70°C
7R IIST-200-N19-4 7 (0.12g,0.247mmol) FETHF (ImL) H VA - £E - T0 CHEFE LN & , 76 -
TOCTRIN (R) -2- (Z 5P IE) E IR A b (41.4mg,0.37Tmmol) oK [ MR A WIE R E15°C H.
TEL5 CHEFE 18/ o [ BLIE A #9750 °C F ML FINH, CL/K ¥ ¥ (6mL) ¥ K o 4V A9 FHE tOAc
(2x8mL) ZEHL . & I AN I H7K (2x10mL) R, FiNa,SO, 1 , 1 g H R 2 IR 4 LL 1S 2
FPP)ST-200-52-8 1 (150mg , LA 50 , HONREA K L BRI TR —25

[2272] & %ST-200-52-8
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[2273]

ST-200-52-8_1 ST-200-52-8 (10456)

[2274]  7E65°CKNiCL, (6.5mg,0.0502mmol) FiMgH} (240mg, 10.0mmol) — UKL IIEEST-
200-52-8 1(150mg,0.251mmo1) FEMeOH (30mL) H1 PRIV o F4 VR S W FE6S CHiLH: 1h KR &
P FHHC1 (50mL, 2N) ¥4 K B 31| )z 848 9% i H FIDCM (3x20mL) Z£HY . & I 1A B AH FiNa, S0, F
W, kg, e e HLE S POd AR 44k (0- 10% EtOACTEPEH) LAFF FIST-200-52-8 (20mg, 17%) ,
O A

[2275]  'H NMR (400MHz,CDC1,) 85.43-5.34 (m, 1) ,3.98-3.85 (m, 11) ,2.27-2.19 (m, 11,
2.06-1.88 (m,5H) ,1.87-1.76 (m,3H) ,1.68-1.57 (m,4H) ,1.53-1.34 (m,8H) ,1.29-1.15 (m,
5H) ,1.13-0.98 (m,4H) ,0.95-0.89 (m,3H) ,0.89-0.82 (m,4H) ,0.81-0.74 (m,1H) ,0.68 (s,
3H) .

[2276]  LCMS Rt=1.25570%1, LA2. 07 B ik, 30-90AB_E, 4l )%100% ,MS EST C,.H,,F,0
[M+H-H,01 I H 5B 439, S ME 439.

[2277]  SEjtaf105: 45 /810557

OTs
HO CF1447-55

[2278]

LDA, THF

ST-200-N18-4_7 ST-200-N19-K11_1 ST-200-N18-K11 (10557)

[2279]  ST-200-N19-4 TH)& AR Z WSt 15194 . B 2R R g 1Y & 1 v 2 I s2 i 51130 6
[2280] & H%ST-200-N19-K11 1

OTs
HO CFj1447-58

LDA, THF

[2281]

ST-200-N19-4_7 ST-200-N19-K11_1
[2282] 7N, F7E-70°CKfn-BuLi (0.656mL,2. 5MAECHE 5 1. 64mmo 1) s Il 25— 5 7 Sk i
(179mg, 1.77mmo1) FETHF (ImL) (¥ U+ R SR IR 2 25°C IR M E-70°C 5, EN,
RAE-7T0°CIHGIIST-200-N19-4 7 (200mg,0.412mmo1) ZETHF (5mL) A i) B ¥ - 7E - 70 °C i+
300 Bl G , i 4 - R KA ER (S) -3,3,3- =4 -2-FR2d - 2- AL P 2Ll (184mg,0.618mmol) .
W SN R S 2 18 R A 25 °C HAE25 CHiFE16hrs o SNV &4 FH Y RINH, C1 /K ¥ VR (15mL)
PR R AP FIEL0Ae (2x15mL) ZEHL . & I HI A B I ER /K (2x20mL) Pei , HiNa, S0, T4,
I HE SR GE LS FIST-200-N19-K11 11 (200mg, KA 50) , HmeRyy, HE#HT T —

[2283] & %ST-200-N19-K11
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ST-200-N19-K11_1 ST-200-N19-K11 (10557)

[2285]  #ST-200-N19-K11 1 (200mg,0.327mmol) EMeOH (30mL) H i1 VA VR 7E65 °C N . 78
65°C — R MEA IIMg Ky (312mg, 13.0mmol) AINiC1, (12.5mg,0.0981mmol) o Kf & H7E65 C Al
W Lh o R A4 FIHCL (50mL , 2N) v K B 3| [ /}Ef’é/ﬁﬁﬂﬂl)cm(sxzomm WA FHMAVLE
FINa, SO, 45, i 98 , e 4 H.al i ik i (0 57404k (0- 15 % EtOACTEPE ) LLAF BIANAL ¥ ST -
200-N19-K11 (26mg,17%) , H N[44, 4 H e (3mL) B & LL45 2]ST-200-N19-K11 (13mg,
50%) , A4

[2286]  'H NMR (400MHz,CDC1,) 85.41-5.36 (m, 1H) ,2.27-2.19 (m, 1H) ,2.08-1.95 (m,3H) ,
1.93-1.75(m,5H) ,1.69-1.57 (m,4H) ,1.55-1.37 (m,7H) ,1.34(s,3H) ,1.30-1.15 (m,6H) ,
1.14-0.97 (m,4H) ,0.96-0.89 (m,3H) ,0.88-0.74 (m,5H) ,0.68 (s,3H) .

[2287]  LCMS Rt=1.26170%t,A2. 070 B th ik, 30-90AB_E, 4l )%100% ,MS EST C,.H, F,0
[M+H-H,01 "I H 5B 453, SEIME 453

[2288] 5‘?)‘5@%106:%5210673

SOQPh

S oH
[2289] % oA THE \ ;:id:?or: \"

ST-200-N19-4_7 ST-200-N19-K5_1 ST-200-N19-K5 (10673)
[2290]  200-N19-4 7{1E 5% AT 2 0L S2 i 5194
[2291] & JRST-200-N19-K5 1

[2292]

ST-200-N19-4_7 ST-200-N19-K5_1

[2293]  ZE&I P (10mL) W AE-T0CHEN, FREST-200-N19-4 7 (400mg,0.8251mmol) ETHF
(4mL) FH () B VR AN EEn -BuLi (5.0mL, 2. SMAE e, 6. 5mmol) ZETHF (2mL) H (¥ W
FE-TOCHE SV FE3070 81 AE-T0°CHg I — A% (274mg, 2. Tmmo 1) HIVE VR, SR 5 1 -
70°ci%ﬁbu2—z,ﬁ€’fu%%ﬂ Pk (178mg, 2. 47Tmmol) FRIFE I o KR ) FE I 3070 B, SR8 i
T 25°C B [ NITR S WIAE2S CHUFE 157N o Je BTR 5 438 5 1 FINH, CT/K P K (30mL) ¥
X » HHEt0Ac (3x50mL) ZEHL . & F A HLAR FH 257K (50mL) ek , FNa,S0, T4, i ik H 3K
AHLAAFFIST-200-N19-K5 1 (450mg, fHA 50 K HEEH T T —2.
[2294] & EST-200-N19-K5
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“,, SO,-Ph o,
OH
1. Mg, MeOH
—_—
[2295] :
i 2. Lindlar, H, \"“
HO HO
ST-200-N19-K5_1 ST-200-N19-K5 (10673)

[2296]  #4ST-310-N19-K5 1(0.45g,0.808mmol) 7EMeOH (30mL) H [ VAR £E60 °C hnF Mgy
(775mg, 32 . 3mmo1) 7E60°C 73 PUA7 ¥ N o VR A M0 7E60 C ot 1 1h 4 VR -S4 FHHCT (30mL , 2M)
K BB 2 N ARV B FHDOM (2x30mL) A H o 5 I A7 HLAH FiNa, SO, F# , il % , vk 4 Hoam it
Peigi k4l (0-30 % EtOAcEPEH) AR F330mg AN 4 i =4 , o3 1 P s A 4l 4k, (0-20 %
EtOAcEPERR) LA 15 FI4fi 1) 150mg [ 445 o [7] [ 44 (150mg, 0. 873mmo1) ZETHF (5mL) A ¥ i
lindlar #4657 (100mg) o K5V & 7E25 CTEH, I (15Psi) FitFk 16 /N KR A Wi 8 Bk 45
PA1SFIST-200-N19-K5 (100mg , ¥4 50) , H A [l 44 o R R M0 7£.20°C A IE T (2mL) B B LLAR
FIST-200-N19-K5 (50mg) , FH: Ay [ 44

[2297]  1H NMR (400MHz ,CDC1,) 65.39-5.37 (m,1H) ,3.51 (s, 1H) ,2.25-2.21 (m, 1H) ,2.05-
1.70 (m,7H) ,1.65-1.50 (m,4H) ,1.50-1.25 (m,10H) ,1.25-1.15(m,6H) ,1.14-1.10 (m,4H) ,
0.94-0.91 (m,6H) ,0.88-0.83 (m,5H) ,0.67 (s,3H) .

[2298]  LCMS Rt=1.269%r %, L2 Bl €4 24T, 30-90AB_2MIN_E, 44 F99% ,MS ESI
CogH, ;0" [MHH-H,0]+ PRI T SAE 399 , 2P 399

[2299]  SJafs107 : 5 10790

/

T -~
401- + o’
9-BBN =%k \. @
Pd(t-BusP),

CsF HO

ST-200-52-
3_1A

[2300]

Ti(OiPr),
EtMgBr

ST-200-52-3_1 S§T-200-52-3_2 ST-200-52-3 (10790)
[2301]  HR[EAST-200-N19-4 3¢ S22 8 ] 22 WS i {5194
[2302] & JkST-200-52-3 1,ST-200-52-3 1A

Br O
e O/
9-BBN —E4&
[2303] Pd( Bl.lgp)z
CsF
ST-200-N19-4_3 ST-200-52-3_1 ST-200-52-
3.1A
[2304] ZEA /S5 RAE30CHE9-BBN B4k (2.22¢,9. 12mmol) ¥R ANZE200-N19-4 3 (2¢g,
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6.08mmo1) 7EJC/KTHF (20mL) H VAT H o KR G HITE6S CHiHE 3/ N o b [ BRS04 #1 2
30°C, HW () -3-1R NG R G (1.20g,7.29mmol) CsF (1.83g,12. lmmo1) F1Pd (t-Bu,P),
(310mg,0.608mmol) ¥ N Z IR AW . BT IR G WTE65 CHEFE 167N 4 I BLvA ), )EH7J<
(300mL) ¥ K, FHEtO0Ac (3x300mL) FHL . & H- A HLZ FJC /K BRBR 841158 , 1 98 H 31 3 Kk 4
DL RIS, Hlid Combi - flash4ifl, (5% -15%EtOAcEPEHT) LA7S 5] [E 44ST-200-52-3
1 (400mg,16%) \[&{4ST-200-52-3 1A (340mg,13%) FIST-200-52-3 1FIST-200-52-3 1A
HIVES %) (340mg) , FHooA A .

[2305]  'H NMR (400MHz,CDC1,) 86.29-6.23 (m, 11) ,5.82 (d, J=12.0Hz,1H) ,5.39-5.34 (m,
1H) ,3.70(s,3H) ,2.65-2.55(m,2H) ,2.23 (dd,J=3.2,13.2Hz,1H) ,2.08-1.78 (m,8H) ,
1.72-1.58 (m,5H) ,1.53-1.38 (m,6H) ,1.37-0.99 (m,5H) ,0.95(d,J=6.4Hz,3H) ,0.86 (t,]
=7.2Hz,3H) ,0.70 (s,3H) .

[2306] & %ST-200-52-3 2

[2307]

Nurs

HO

ST-200-52-3_1 ST-200-52-3_2
[2308]  #4ST-200-52-3 1 (340mg,0.8200mmol) £ETHF/MeOH (8mL/8mL) H F AR ALindlar
(600mg) £20°CAEH, T (15psi) HEFE 16/ o 45 S S i 5 Pt g HIEYF HIDCM (2x10mL) \MeOH
(2x10mL) \THF (2x10mL) $i o 44 I 3L 25 W 45 LAAF 2ST-200-52-3 2 (300mg , A J50) , H oy
TR, ¥ HAEMeOH/H,0 (5mL/5mL) HBfE B LAAF 2ST-200-52-3 2, H PR o Kok R4
P PR AT Al A (0~10%EtOACTEPEHT) LA43 2ST-200-52-3 2 (240mg,80%) , H N
RTINS

[23091  'H NMR (400MHz,CDC1,) 85.44-5.35 (m, 1H) ,3.66 (s,3H) ,2.38-2.17 (m, 3H) ,2.02-
1.76 (m,7H) ,1.61-1.37 (m,10H) ,1.28-0.99 (m,9H) ,0.96-0.76 (m,8H) ,0.74-0.65 (m,3H) .
[2310] & A10790

/
0

Ti(OiPr),

[2311] EtMgBr

ST-200-52-3_2 ST-200-52-3 (10790)
[2312]  #25°CHTi (i-Pro) , (163mg,0.58mmo1) MEtMgBr (0.7mL, 3MfEEL OEP 2mmo 1) s
ZST-200-52-3 2 (240mg,0.58mmo1) 7ETHF (2mL) H A o Bt S TR & I #E 25 C AN, T
PR 155 %h o I SR G4 FA A AINH, CL/K AR (10mL) ¥ % K H FIEt0AC (3X20H1L)$EY0 a
FHHIAHLZ A ER K (50mL) BE¥R , FINa, SO, 4, 1 U8 B E 2S5 W4 LS 2R ), FLid i b

267



CN 115181153 A W OB P 258/305 T

K44k (0~15%EtO0AcFEPEH) LLAF ZIKH 4 o 3] 44 o K [F] 4 3t — 28 MAMeCN (5mL) Bif B H 38 it
feE fi iy 4fifk, (PE/EtOAc=10/1) LA 2ST-200-52-3 (15mg,6%) , H A [E 14

[2313]  'H NMR (400MHz,CDC1,) 85.44-5.35 (m, 11) ,2.27-2.19 (m, 1) ,2.07-1.61 (m, 10H) ,
1.51-1.34 (m,8H) ,1.31-0.98 (m,11H) ,0.97-0.92 (m,3H) ,0.89-0.82 (m,5H) ,0.76-0.71 (m,
2H) ,0.68 (s,3H) ,0.48-0.39 (m,2H) .

[2314]  LCMS Rt=1.226% %, L24> Bh (o i =47, 30-90AB 2MIN E, 4l EF100% ,MS ESI
CogH 0 MFH-H,01 I T+ 55397 , Sl (E 397 .

[2315]  Sjitif5]108: & 10841

O
) 0 /

- 0 Psf:;ao-ogmozj H
stel @. i [ )
HC
" gram N19-4_7 ST-200-091-002_2 ST-200:041-002(10841)
[2317]  HhAJ4RST-200-N19-4 7(F) 52565 B v] 2 UL S jii 45194
[2318] & %ST-200-091-002 2
2 SO,Ph
g OH
I>31:';|§)-091-002 1
[2319] - P
Buli, THF
n-Bu \IW
HO
ST-200-N19-4_7 ST-200-091-002_2

[2320]  £E-70°CHEN, F[ST-200-N19-4 7 (500mg, 1.03mmol) 7EJC/K THF (3mL) H H VA
Hn-BuLi (1.23mL,3.09mmol, 2. 5MAEIEC KE ) o R MR A 47 - 70 CHi #1:30mins o 7F -
T0°ClHZIBEITE I R) -2- LF =AW HE (111mg, 1.54mmo1) 7E 7K THF (0. 5mL) H 3%
T H R Lh o SR 54 S SR A WIAE 25 C A HE 1 2h o 12 5 B FHEAINH, C1/K ¥ (50mL) ¥ 2K
7KAHHEtO0AC (3x50mL) ZEHL o & 3 (1 A HLAH T AT £57K (2x50mL) ki , FJE7KNa, S0, T, i
JE HE A IRYE LIS FIST-200-091-002 2 (0.5g, ¥¥JR) , H R
[2321] & HKST-200-091-002

“, SO5Ph

OH
1. Mg, MeOH

2322
[ ] 2. Lindlar, Hy

ST-200-091-002_2 S§T-200-091-002(10841)

[2323]  #£25°CTEN, FIA]ST-200-091-002 2 (0.5g, KH4)J50) 7EMeOH (50mL) H (1) 9453 7 ¥
Mg#p (1.07g,44.8mmol) FINiC1, (20mg) - 7E50°C i+ 1h ) , KR A4 FIHCT (100mL , 1M) ¥
K EB J N ARE G o 7K AH FHE t0Ac (3x80mL) A5 H o & FF HIA HLAH FHIE AT #1 7K (2x50mL) HE
FITE 7K Na, SO, T8 , i 98 Hk 45 o 5% Wid i ik fie 8 i vk 4fifh, (PE/EtOAc=10/1%8/1) DA%
FIST-200-091-002 (120mg, 32%) , H A4 , Hil ek SFC4ti4k (£ : AD (250mm*30mm , Sum) , 5%
:0.1%NH,H,0 ETOH, JT4AB:40% , 45 B:40%) LA#3FST-200-091-002 (50mg ,42.0%) , H:
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9l

[23241  'H NMR (400MHz,CDC1,) 85.38-5.36 (m, 1H) ,3.55-3.49 (m, 1H) ,2.29-2.20 (m, 1H) ,
2.05-1.75 (m,7H) ,1.65-1.31 (m,13H) ,1.30-1.15 (m,7H) ,1.14-0.76 (m, 15H) ,0.68 (s, 3H) .
[2325]  LCMS Rt=1.326%3%, LL27r B 41 24T, 30-90AB_2MIN_E, 2 100% ,MS EST
CogH ;0 [MHH-H,01 [ 71 5B 399, S IME 399 .

[2326] 5‘?)‘5@15]109-/*55?10949

SOZF'h

H
5
B
G. ST-200-091-001. zou 091-001_1 Mg, Nict, _
LDA THF MeOH
N, 0L Ny

& C24 6 a4 A

5T-200-N19-4_7 S5T-200-091-001_2 5T-200-091-
001 (10949)
=N, ‘I_’N_
C
o Q‘a
CIJ>_/ _ SS-cat (IJ>_J

5T-200-091-001_1A S$T-200-091-001_1

[2328]  F[E]{AST-200-N19-4 7 S22 R AT 2 DL S it 15194 .
[2329] & JkST-200-091-001 2

[2330] LDA, THF ..

HO

ST-200-N19-4_7 ST-200-091-001_2

[2331]1  #EN, F7E-70°C[a] THF (0. 5mL) ¥ fiin-BuLi (2.5M,2.57mmol,1.02mL) - 4K J5 , 4
ST-200-N19-4_7 (500mg, 1.03mmol) ZETHF (3mL) H {1 B V7 i LA 15 B B VF Wi - 7E - T0 C i $E:30
3RS RN (S) -2- ZFEE ZL A TR B (88.6mg, 1.23mmol) ZETHF (0. 5mL) A AR - SR J5 S
TESRFEAE25 CHERE 16/ B IR A BN UK - 7K (20mL) H H FHEt0Ac (2x30mL) ZEHL . & F: 11
AHLE R K (50mL) ek, FNa, SO, T, id il H 5 23 ik 45 LL1F FIST-200-091-001 2
(580mg , #WJ50) , HONBEA  HERH T~ —3.
[2332] & ST-200-091-001

SO,Ph

[2333]

ST-200-091-001_2 ST-200-091-001
[2334] AE25°C[HST-200-091-001 2 (580mg,4.41mmol) FI& 4L (11) (6.73mg,
0.052mmo1) fEMeOH (30mL) H ) ¥ 3 1 s iMMg A (499mg , 20 . 8mmo1) o BEVE A 401150 C 4 £
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Tho A H 5, KR -S4 FHHCT (100mL , 2M) ¥ K B 21 J N A2 ¥ 75 H HEt0Ac (2x50mL) 22 HL . &9
(KA HLAH FNa, SO, 1, i i, Wi Hod s i IR AL 44k (PE/EtOAc=10/1%3/1) A3 ST~
200-091-001 (120mg,28%) , H: Jy[fl {4

[2335]  ST-200-091-001 (120mg,0.287mmol) i id SFC/> B (kF : AD (250mm*30mm, 5um) ) , 1
JZ:50-50%B (A=0.1%NH,H,0 ETOH) , ik : 60mL/min) LLFFFIST-200-091-001 (58mg,
14%) , H gl

[2336]  'HNMR (400MHz ,CDC13) 85.42-5.38 (m, 1H) ,3.57-3.47 (m,1H) ,2.25-2.21 (m, 1H) ,
2.07-1.88 (m,4H) ,1.86-1.78 (m,3H) ,1.68-1.59 (m,2H) ,1.52-1.31 (m,12H) ,1.29-0.98 (m,
10H) ,0.96-0.75 (m,11H) ,0.68 (s, 3H) .

[2337]  LCMS Rt=1.318%p%, LL2. 07> B i3k, 30-90AB, 4E/£100% ,MS EST C,gH,,0[M-
H,O0+H]+{ T+ 5B 399 , SEE 399 .

[2338]  SFC Rt=6.962%%f, LA10r P 1574 ,AD 3 EtOH DEA 5 40 25ML,99.4%de
[2339]  sjitafel 110 . A= s

[2340]  sEEGANSEHEFI2 iR 34T H a5 RAER2-62h #e iy o

[2341] Z£2-62
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[2342]

a4 * 3 | ¥ | F # | F ¥
EC50 2A | Emax 2A | EC50 2B | Emax 2B
(nM) (%) (nM) (7o)
194 200.3 161.8 143.5 192.5
108,
e Sk
9567 275 104.0 378.1 124.3
9670 366.1 153.8 219.9 213.2
108,
. . "
9792 334.2 64.5 284.9 58.2
108,
\:. A
9810 124.0 87.1 151.2 91.6
9911 252.6 2331 287.6 326
3018,
reOL
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10012 790.0 154.1 909.6 167.6
9813 469.2 68.7 267.7 99.9
\ ."
10114 320.8 146.3 505.6 179.1
10115 555.9 191.6 458.2 225.6
[2343] "
10216 1196.8 79.3 445.6 120.7
10317 >10000 | 56.7 >10000 | 59.9
\.'i“sl
10042 >10000 | 65.9 1877.4 112.8
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10043 897.3 145.7 1067.0  |210.6
10456 239.6 230.6 208.6 265.7
b l
10557 286.8 189.7 191.7  |2025
10673 2536  |2155 180.1 2135
[2344] "
10790 203.8 159.8 270.5  [2458
% R
N .gﬁo
10841 >10000 | 15.6 >10000 | 30.1
10949 66.4 97.4 138.1 147.4

[2345]  sZjtafsl111. & Ak &4IA-1

273



CN 115181153 A W OB P 264/305 7

-

=N N= =N, N=

>
7\ / Co(OAc): . \ = /Co\
OH HO—_ /X meonoow 7 N\ ¢/ ©° ©
[2346]
S,S-cat Co-S,S-cat
S,5-cat
0 AcOH, H,0 0
L\\CF3 ki CF;
A-0 A-1

[2347]  BIR1 ER/S FAE20°CIHS,S-cat (2g,3.65mmol) £EJE/KDCM (30mL) H ) ¥& s
Wz, % (1) (775mg,4 . 38mmol) 7EMeOH (30mL) HH HI VA o 44 VR A 75 20 °C Hit #:30mins HL7E
0°C ok Lh o K T UE 1 [ 440 i %, P VA MeOH (2x30mL) ¥eik H B4 AR 3Co-S,S-cat
(1.6g,73%) , HALE A

[2348] L E2.[A]Co-S,S-cat (1.07g,1.78mmol) 7EFF % (30mL) H ) V& s A cOH
(1.12g,18.7mmol) o« IR EWIAE20°CHit b 30mins o R 2L 25 W 4 LA A5 SIKE 40 Jo [ 42 T 75
T F TR A WAE20° CHE T4l A-0 (100g,892mmol) , ¥4 & TR -G A HIZE0°C, Bk
(8.82g,490mmol) o IR &ML 20°C HANFEA8/INI o A-1 (44g) il ik M BETR G 2518 77
Z5'H NMR (400MHz , DMSO-d6) 3.96 (s, 1H) ,3.11-2.98 (m,2H) .

[2349]  A-1fe.e. it HAR LT T E AL DI 5E KA -1 (200mg, 1. 78mmo1) AN HNZE To /K
HHe M (190mg, 1. 78mmol) , H AR S MAE20 CHiHE2 /NS o BEARITUE , 44 H M THERF B DL
B2 7= (260mg ,67 %) , HOAE K Z =Y e . e i@ FPEHPLCIN %2 4100% . (F:CD-PH
250%4 .6mm I.D.,5um;MENH:AH110% %280%B (A: 7KHAH0.069%TFA B: ZJiE) ; ik :
0.8mL/min; i@ :30°C) »

[2350]  sEjtifsll12. &Rtk &4i12.
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1), 9-BBN, THF
_— -

2), NaCH aq. H;0;

" .
o OTs | @_g_
TsCl, TEA 0. ki . =
e O O L '
: S0L
DCM TBSO'
B-4C

TESO

t-BuOK, THF

T85O0

% 9 )
o0 ; § '~ -0
o TBAF i §
. — G. o PdIC, H, v
5 —
[2351] ‘g = TEE ‘@ : MeOHITHF 0.
T8so B-6C HO .0 :

. s—‘@ 3
1
R o] TMSCF o}
DCM “. e “.
QOL AN GO
= A
L EaCir )
o : ? 7

b4 112

[2352]  JDYR1.7E15°CHEN, I F]MePPh,Br (1.28kg,3.6mol) fETHF (4.5L) H (11 3 & 4 s il
t-BuOK (404g,3.6mol) . AT 13V & WAES0 CHiH:3077 B o £E 1K 65 °C 75 L A8 i 22 I 1t B
(950g,2.9mo1) o Kt [ MR A MIFER0 CHEHE /NI o & FF TR & WI7E 15°C I MINH, C1K VA
(1L) ¥ K . 43 BSTHE 2 . 7K /2 FHE t0Ac (2x2L) ZEHX o A5 FF 1A HLAH B 25 ¥R 46 LA 75 21 ] 4 o s [
it — 5 3@ i FIMeOH/H,0 (1: 1, 15L) 7E [B] LA B 1 44 4k LA #3 2B - 1C (940g,99 %) , 3L [l
(N

(23531 'H NMR (400MHz,CDC1,) 85.40-5.32 (m, 1) ,4.85 (s, 1H) ,4.71 (s, 1H) ,3.58-3.46
(m, 1H) ,2.36-2.16 (m,2H) ,2.08-1.94 (m,2H) ,1.92-1.62 (m,9H) ,1.61-1.39 (m,6H) ,1.29-
1.03 (m,4H) ,1.01 (s,3H) ,0.99-0.91 (m,1H) ,0.59 (s, 3H) .

[2354]  LIR2. 7E25°C[A]B-1C (4kg, 12.7mol) FEDCM (30L) H AV Wk Th s ik e (1. 72kg ,
25.4mo1) FMTBSCI (2.86kg,19.0mol) o ¥ [ NLVE E&YIAE25 CHEFE 16 /N o I MLV -S4 H K
(10L) &b B o K A HLAH M 4 LA 43 2R 7= 4, 44 FAEMe OH (15L) H £ [9] i fF & LA 15 2B - 2C
(5.02kg,92%) , F A 44 . 'H NVR (400MHz ,CDC1,) 85.38-5.28 (m, 1) ,4.85 (s, 1H) ,4.71 (s,
1H) ,3.57-3.41 (m,1H) ,2.33-2.11 (m,2H) ,2.10-1.94 (m,2H) ,1.90-1.61 (m,8H) ,1.60-1.38
(m,6H) ,1.28-1.03 (m,4H) ,1.00 (s,3H) ,0.98-0.91 (m,1H) ,0.89 (s,9H) ,0.58 (s, 3H) ,0.06
(s,6H) .
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[2355]  HIE3.[HB-2C (1.69kg,3.94mol) ZETHF (8L) H ({1 vA R ¥ N9 -BBN — 24k (671g,
2.75mol) H B 2 BAE25 CAEN, N4 FE Lh H I B 844 o 1] [ SR A P07 I 21 (2. 261,
39.4mo1) AMNaOH (3.94L,5M,19. 7Tmol) HiR & WIAER . S8 )5 ££25 Cifg InH,0, (3.94L, 1OM,
39.4mol) H. PN 3L B T i Z2 IR0 o K5 VR A5 094 ) LA B 16hes HL R i 44k o S8 J5 7225 °C 1)
7 IiNa,S0, (2.5L,20%aq.) 7K (BL) o KR St HE Lho S TFEE 5, TR BB IS 1 T E AT
A EERFRE BEENTEESR . LEZEFHRZERK (QOL) 4P KR & Y i £
15mins o KR AWk 8 o K ] 44 FH 7K B 5% B 2 pH< O LAA5 208 7= 4 o 118 7= 9B - 3C¥ T-DCM
(100L) o 4r BSHHLZ , FNa, SO, T-## , i HIR A B 20L SR R EEH T F—2.

[2356]1  'H NMR (400MHz,CDC1,) 85.40-5.23 (m, 1H) ,3.70-3.60 (m, 1H) ,3.55-3.42 (m, 1H) ,
3.41-3.31 (m,1H) ,2.31-2.20 (m, 1H) ,2.20-2.11 (m, 1H) ,2.06-1.91 (m,2H) ,1.89-1.67 (m,
3H) ,1.65-1.39 (m,7H) ,1.38-1.08 (m,6H) ,1.05(d,J=6.4Hz,3H) ,1.00 (s,3H) ,0.99-0.91
(m,2H) ,0.88 (s,9H) ,0.70 (s,3H) ,0.05 (s,6H) .

[2357]  JBUR4 . #E25°ClAB-3C (FRiL i & . 5. 2kg, 11.6mol) FEDCM (15L) H i ¥ R ¥ JINN -
PR RS- Ik (1,371, 17.4mo1) AITEA (3.2L,23.2mol) 2R J5¥TsCl (2.53kg, 13.3mol) 43t
TN 22V DA DR 35 N IR B AE 25 2230°C o K ) NVR S W FE 25 C 1t b Lho M Z IR & P insK
(10L) FPIERE (20% , 1L) ¥ JIHCL (1M) B $pH=3. 4> &5 L2, 7K (2x10L) \NaHCO, (#2F0
aq.5L) F#E7K (5L) Peidk, FiNa, SO, T-J# , ik i H k4 LA 13 31B-4C (6.63kg,95% , 278) , H Nl
(NS

[2358]  'H NMR (400MHz,CDC1,) 87.78 (d,J=8.4Hz,2H) ,7.34 (d,J=8.0Hz,2H) ,5.37-5.25
(m,1H) ,3.96 (dd,J=2.8,9.2Hz,1H) ,3.79(dd,J=6.4,9.2Hz,1H) ,3.53-3.41 (m, 1H) ,2.45
(s,3H),2.32-2.20 (m,1H) ,2.20-2.11 (m, 1H) ,2.01-1.88 (m,2H) ,1.84-1.61 (m,4H) ,1.56-
1.31 (m,6H) ,1.23-1.02 (m,5H) ,1.02-0.95 (m,7H) ,0.93-0.90 (m, 1H) ,0.88 (s,9H) ,0.63 (s,
3H) ,0.05 (s,6H) »

[2359] P UR5.[MB-4C (10g,16.6mmol) fEDMF (300mL) H 1) %5 ¥ = ¥ JiKT (6.88g,
41.5mmol) o KB IFIAES0 CHERE2 /NS o K TR A9 F7K (500mL) ¥ K _H HPE (3x150mL) EHY ,
& T A LA FINa, S0, 1, 1 8 Bk 4 . 7 AW FHEt0Ac (50mL) B % B 3§ DL 43 31B-5C
(7g,76%) , H Al A

[2360] ' NMR (400MHz,CDC1,) 85.32-5.28 (m, 1H) ,3.52-3.40 (m, 1H) ,3.38-3.30 (m, 1H) ,
3.20-3.11 (m, 1H) ,2.32-2.10 (m,2H) ,2.00-1.90 (m,1H) ,1.90-1.35 (m,13H) ,1.30-1.15 (m,
4H) ,1.15-0.96 (m,6H) ,0.96-0.80 (m, 10H) ,0.71 (s,3H) ,0.06 (s,6H) «

[2361] P IR6.4£-T0°CHEN, | [a) (FF ZER L) 2K (24. 5g, 157mmol) £ETHF (200mL) H ) ¥
WA IIn-Buli (57. 2mL, 143mmol) o IR-GWITE-T0°CHiFE307 £ . 7£25 C IMB-5C (40g,
71.8mmol) fETHF (200mL) H F) - A8 NG 5 K s BLAE25 CHiEHE 3h o 1% [ b il sat .NH,C1
(50mL) ¥ K H HIEt0Ac (2x20mL) A HL . 5 I 1A HLAH FiNa, SO, T , i 36 , Wk 45 LA 15 2B-6C
(40g,95%) »

[23621  'H NMR (400MHz,CDC1,) 87.90-7.86 (m,2H) ,7.68-7.61 (m, 1H) ,7.60-7.52 (m,2H) ,
5.33-5.29 (m,1H) ,3.50-3.42 (m,1H) ,3.17-3.06 (m, 1H) ,3.04-2.96 (m,1H) ,2.31-2.11 (m,
3H) ,1.99-1.90 (m,2H) ,1.87-1.67 (m,5H) ,1.51-1.40 (m,7H) ;1.24-0.82 (m,27H) ;0.68-
0.58(m,3H) .
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[2363]  JBHR7.[MB-6C(31.0g,54.7mmol) ZETHF (100mL) H ) = v W 1 Vs INTBAF (21 . 4kg,
82.0mmol) o IR EWIFECS CHiHE Lho VBB VLIS - M 1ZIR-& Y0¥ hivK (300mL) HAES0CHi
PE2h A H JE B VR A i U o AR F 7K B35 (300m1) , AT LS EIB-7C (17g, M D) » HoN
& HEEHT N2,
[2364] IRS.[B-7C(10.5g,22.3mmol) £ZEMeOH (100mL) AATHF (100mL) 5 B ¥ R = ¥
Pd/C (2g,<1%7K) SR JG I AE30psi &/ R 1E25°C AL 48h, [ B~ FAT BEAT IR » K TR &)
T e A R g R DR VR L S R G P B i MeCN (100mL) A 8% D15 2B-8C (15g,71%)
HA A
[2365]  'H NMR (400MHz,CDC1,) 87.91-7.89 (m,2H) ,7.67-7.64 (m, 1H) ,7.59-7.55 (m,2H) ,
3.60-3.55 (m,1H) ,3.15-3.06 (m, 1H) ,3.02-2.94 (m, 1H) ,1.89-1.70 (m,3H) ,1.69-1.64 (m,
3H) ,1.53-1.20(m,12H) ,1.15-0.89 (m,7H) ,0.86 (m,4H) ,0.78 (s,3H) ,0.63-0.56 (m,4H)
[2366]  HIR9. £ 25°CIHB-8C (5.0g,10.5mmol) ££DCM (50mL) H )34 ¥k o ¥ ANDMP (8. 90g ,
21.0mmol) o ¥R G AE25 CHEFE307) o 12 S B I ANaHCO, /K ¥R (50mL) ¥4 K H K pHif
BT ~8. AR5 K 1 FNa, S, 0, (100mL) 7 2 ¥ H. FHDCM (100mL) 2HL . & I A HLE
7KNa, S0, F# , i 3iE HIRk 45 AT FIB-9C (4. 6g, fHP B0) , HOMREMA ¥ AT — 2 1mAs i
—Bafifk.
[2367]1  'H NMR (400MHz,CDC1,) 87.96-7.86 (m,2H) ,7.61-7.53 (m,3H) ,3.17-3.04 (m, 1H) ,
3.03-2.94 (m,1H) ,2.42-2.15 (m,3H) ,2.10-1.80 (m,4H) ,1.73-1.63 (m,2H) ,1.60 (s, 3H) ,
1.55-1.45 (m,4H) ,1.40-1.24 (m,5H) ,1.24-1.15 (m,1H) ;1.14-1.03 (m,2H) ;0.99 (s, 3H) ;
0.90-0.84 (m,4H) ;0.74-0.65 (m, 1H) ;0.63 (s,3H) .
[2368] A B#10.7E0°CIB-9C (4.6g,9.77mmol) FCsF (2.96g,19.5mmol) 7ETHF (50mL) 5]
VY INTMSCEF, (2. 77g,19. 5mmol) o R &4+ AR T 10°CLR+F30mins . 7£10°C [1]
ZIRA YIS IITBAF (24 . 4mL, IMZETHF A, 24 . 4mmo 1) IR & HEE BAEAE T 10°C R £F
3om1nsom7/ﬁ£ Y sk (20mL) H HEtOAc (2x30mL) ZEHL . & FF B9 F HLZE H 2h /K (50mL) ¥
% H HINa, SO, 15, B p i i i I 0 1532464k (PE/EtOAc=10/1) LAf$3IB-10C (2.4g, AN 4E
EI’J) , HONER A4 RIB-10C (2. 4g) 18 1] 4 BYHPLCZEAX. (#F : Phenomena Luna C18 250%
50mm10um, £ & : 20-100% B (A=7K (0.05%HC1) -ACN,B=Zf5) , Jii# : 100mL/min, 25°C) LA
53IB-10C (1.6g,30%) , H MR AE.
[23691 ' NMR (400MHz,CDC1,) 87.91-7.89 (m,2H) ,7.67-7.64 (m, 1H) ,7.59-7.55 (m,2H) ,
3.16-3.08 (m,1H) ,3.02-2.94 (m, 1H) ,2.08-2.02 (m,2H) ,1.91-1.78 (m,3H) ,1.70-1.60 (m,
4H) ,1.53-1.01 (m,13H) ,1.07-0.92 (m,4H) ,0.87-0.85 (m,3H) ,0.83 (s,3H) ,0.68-0.63 (m,
1H) ,0.61 (m,3H) .
[2370]  JD¥R11.7E-65°CHEN, FAln-BuLi (440uL,2.5MZEC S, 1. 10mmol) #ETHF (0. 5mL)
PRIV R % B 10C (200mg , 0. 3698mmo 1) ZETHF (2. 5mL) H 11 B V7R o K5 Ve B W 1E - 65 C i
FE3073 Bl 7E-65 CEN I — S5 N 2% (111mg, 1.10mmo1) 88 J5 , 75 -65 C I N (R) -2- 1 A4 44
KL (32.2mg,0.5547Tmmol) o K VR-E W) FFHHE30 5381, SR J B Hn il #2225 °C HAE25 CHi
167N o Sz SR A ) 388 5 1 FINH, CLZK VK (30mL) ¥ 2K, Fl R 2 T (3x20mL) ZEHL . & FF (1)
AP #7K (30mL) ¥k , FNa, SO, 45 , i i H EL 2 ik 4 LA 45 2IB- 11C (250mg , #4 57) ,
FlE HHEZEAT 5.
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[2371]  HIR12.7£60°ClaB-11C (250mg,0.417mmol) 7EMeOH (10mL) = F{ A W& 1 ¥s IiMg A
(398mg, 16.6mmol) H#SHINiCL, (100mg,0.771mmol) o Kf VA #ITE60 CHEHE:3/ NN A EI 5
K AP FIHCT (50mL , 1M) AT9K-7K (50mL) ¥ 2K L2 Je N AR % HHEt0AC (2x50mL) ZEHL . A
BLZFHER7K (2x50mL) Pk , FNa, SO, -4, i IF , Wi o R W id i ik i i 44k, (PE/EtOAc =
10/1) LA EMEA112 (33mg) , A [E 44

[23721  'H NMR (400MHz,CDC1,) 83.80-3.76 (m, 1H) ,2.08-1.93 (m,3H) ,1.86-1.77 (m,2H) ,
1.70-1.62 (m,3H) ,1.54-1.44 (m,4H) ,1.42-1.32 (m,6H) ,1.31-1.22 (m,5H) ,1.20-1.18 (m,
4H) ,1.14-0.96 (m,6H) ,0.94-0.86 (m,4H) ,0.85 (s,3H) ,0.70-0.66 (m, 1H) ,0.65 (s,3H) -
[2373]  LCMS Rt=1.26577 %, LA2. 07 B3k, 30-90AB

[23741  MS MS EST C,H,,F,0M+H-H,0] 5 {E441 , SgilifE441

27744

[2375]  SCjifsl113. & it &42113.

[2376]

o4 2113

[2377]  DUE1 . #E-65°CAEE S FlAn-BulLi (440uL,2.5ME%iH ,1.10mmol) ZETHF
(0. 5mL) H 9% FP i B - 10 (200mg , 0. 3698mmo1) ZE THF (2. 5mL) H [ B V77K « 7E - 65 C 4R
EWITERE30 2 Bl SR TG ID A JE (11 1mg, 1. 10mmol) o 4R J& , #E-65°C g b (S) -2- Fi 3k
AL (32.2mg,0.5547Tmmol) o KRSV FE305 81, SR J5 1B Wi #v 42 25°C HAE25°C
PEFE16 /N o s YR A 8 1o v AINH, C1 /K ¥V (30mL) V2K, FH] 418 £ T (3x20mL) X H . &
FHEIEHUAE A EEK (30mL) Pl , FNa, SO, T-## , i i H 3072 e 4 LLAF 2IC- 1 (250mg , A J5D)
HAEME B HEEHT 3.

[2378] PIR2.FEZES FMIC-1(250mg, K4 51) TEMeOH (5mL) H 14 H ¥ Mg (202mg
8.34mmol) o SR G , K5 SR NIR A I LEG0 CHEN, 4+ 1ho S INHCL/K &R (1M, 10mL) o KE R 5
FIEt0Ac (2x10mL) ZEHL . 45 HLJ2 A M FINaHCO, 7K ¥ ¥ (10mL) A #k7K (10mL) ek, FH TG K
Na, SO, 45, i U8 H I W45 LLAS 2R ™9 o fL = il i ek At 44k (EtOAc/PE=1/10%1/
5) LAS B A4 AL & )2113 (100mg) , e g [, ¥ HAE25°C DM/ 2. i (5mlL, 2/3) H 45 &
PAAR B4k -& 02113 (52mg,52%) , H gl 44

[23791  'H NMR (400MHz,CDC1,) 83.79 (s, 1H) ,2.08-1.94 (m,3H) ,1.82-1.79 (m,2H) ,1.66-
1.01 (m,28H) ,0.91-0.90 (m,4H) ,0.85 (s,3H) ,0.71-0.65 (m,4H) .

[2380]  LCMS Rt=1.2677> %k, A2.07 B aiki%, 30-90AB,MS EST C,.H,,F,
5441, S2(E 441 .

[2381]  sZjtifsl114. & Hufb &43114.

0 [M+H-H,0] "f¥y
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[2382]

1445 3114

[2383]  JBER1.{EN, FAE-TOCla) — 57 N FE[% (156mg, 1.55mmol) 7ETHF (0. 5mL) H i i
#Niin-BuLi (0.552mL,1.38mmol , 2. 5MAECLEH) o PR JE 22 185 INB- 10 (300mg , 0. 554mmo) £
THF (3mL) (R o VR B DAE - TO CHRERE30 73 B, SR SR N (R) -2- (S FR ) SR R T e
(A-1) (93.2mg,0.831mmol) H ¥4/ W AE25 CHig 16 /N o Kk & 4RI AINH,C1 (30mL) 2K
H HEt0Ac (3x10mL) ZEHL . & I )45 HLAH FiNa, SO, T , ik 68 HLyk 45 LA 15 ZHED- 1 (350mg) ,
N, REEAT 2,

[2384] 12 . 7E55°CHID-1 (350mg,0.536mom]) fEMeOH (30mL) = [ ¥4 ¥ s Mg A5
(520mg , 21 . 4mmo1) o KR & VIFE60 CLEN, T~ HEFE307 B KR & 4 HIHCL (50mL, IN) ¥ K EL
31 S AR P T HLHIDCM (2x30mL) Ko 15 I (K14 WU FNa, SO, T8k , i € , Wk 4 Had i Pk A
2li4k (0-10%6 EtOACLEPEH) A 2IML 543114 (65mg ,24 %) , HON [ 14

[2385]  'H NMR (400MHz,CDC1,) 63.93-3.88 (m,1H) ,2.08-2.01 (m,1H) ,2.00-1.92 (m,3H) ,
1.85-1.75(m,2H) ,1.70-1.58 (m,5H) ,1.50-1.32 (m,8H) ,1.31-1.13 (m,6H) ,1.12-0.96 (m,
5H) ,0.95-0.92 (m,4H) ,0.90 (s, 3H) ,0.70-0.60 (m,4H) .

[2386] LCMS Rt=1.28073%f, LA2. 004 ik, 30-90AB

[2387]  MS EST C,.H,,F,0M+H-H,0] )i+ { 495, 2 MIE 495 .

27741

[2388]  Sujifsl115. & i &44115.

TMSCF;
E—

CsF, THF, 0°C

[2389]

Ti(OiPr),, EtMgBr
THF

b4 4115
[2390] JDIR1.7E0°C[HE-1(200mg,mmol , il £ iR T-W09827106 F1US5856535) FICsF
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(141mg,0.99mmo1) ZETHF (5mL) H KV 8 INTMSCF, (150mg , 0. 99mmol) o K iR-&Hii: H.
{RFIL T 10°C A 10mins « ZR 5 £E 10 C ¥R INTBAF (2. 5mL , IMZETHFH, 2. 5mmol) EKHIR-& Y4
FEHARFHE T 10°CiE 10mins o ;R MR &0 L7 7K (20mL) ¥ K H AHEt0Ac (2x30mL) A5
EIHHIEHLZHERK (50mL) Peigk, FNa,SO, T, 1 8 H 32 ik 4 . R id o mk i e i 4k
1k, (PE/EtOAc=5/1) LAFFFIE-2 (146mg,59%) , H Jy il {4

(23911  'H NMR (400MHz,CDC1,) 83.66 (s,3H) ,2.31-2.21 (m,2H) ,2.08-1.92 (m,2H) ,1.82-
1.77 (m,2H) ,1.71-1.65 (m,4H) ,1.50-1.20 (m,14H) ,1.10-0.99 (m,5H) ,0.92-0.84 (m,7H) ,
0.71-0.67 (m,1H) ,0.64 (s,3H) .

[2392] P32 . 7E25°CHE-2 (146mg,0.31mmol) ZETHF (1. 5mL) A (¥ -F A InTi (i -Pro)
(87.5mg,0.31mmol) , #R J5 i MMEtMgBr (0. 36mL, 3MZEEL, 01, 1.07mmol) . 85 , /[j‘}ir/tbm
PIAE25 CHEN, NHEHE15 0 B o [ BT & ) ML AINH, C17K ¥ K (20mL) ¥ K H FHEt0Ac
(3x20mL) ZXHL . & 7 A HLJE FHEL7K (50mL) ek, FNa, SO, 45, o i H = 2 e 4 LA 15 21 FH
FEy, s i A A A (EtOAc/PE=5/1) LAR 21k 544115 (45mg, 31 %) , HoA[A .
[2393]1  'H NMR (400MHz,CDC1,) 82.10-2.03 (m, 1H) ,2.01-1.92 (m,2H) ,1.87-1.77 (m,2H) ,
1.75(s,1H) ,1.72-1.60 (m,3H) ,1.54-1.35 (m,10H) ,1.31-0.98 (m,12H) ,0.92 (d,]=6.5Hz,
3H) ,0.85 (s, 3H) ,0.74-0.72 (m,2H) ,0.70-0.67 (m, 1H) ,0.65 (s,3H) ,0.45-0.43 (m, 2H) MS
EST CygHl 6F,0, [MHH] (¥ TH 5B ATT, SL (AT

[2394]  sZjtifsl116. & Hidk &45116.

[2395]

b4 5116

[2396]  JPHR1.FEOCHEN, FRIF-1 (&S WO 2017007836) (7g,17.3mmol) 7ETHF
(70mL) H 9 F s fnMeLi (54.0mL, 86 . 4mmol, 1. 6MEE 2. BkH) K5 2 B iE # ZE25°C HAE25
CHEFE1h1Z 8 VKK (200mL) 38 2K, ik € H FHEt0Ac (2x200mL) 2 HL . & 3 EHLEH
Na,S0, T, 1 iE H B S KRAE LA 2IF-2 g, M4 B1) , H AR 1A .

[2397]  'H NMR (400MHz,CDC1,) 85.4-5.3 (m,1H) ,3.6-3.45 (m, 1H) ,2.35-2.25 (m,2H) ,
2.05-1.9(m,2H) ,1.88-1.75(m,3H) ,1.54-1.26 (m,15H)1.24-1.15 (m,6H) ,1.15-1.1 (m,
6H) ,1.01-0.95 (m,3H) ,0.93-0.91 (m,4H) ,0.7-0.6 (m,3H) .

[2398] LIR2.[AF-2 (2g,4.96mmol) ZEMeOH/ THF (40mL/10mL) 77 [ ¥ F s inPd /C (FE7K
10%,0.8g) o it < H I, )R IATE =R 5 , # [ BLE & P01E50 CLEH, R (50psi) i #1:48h . ¥
REYIEIE Hm W4 LA 2IF-3 g, M 50 , HOME £ .

[2399]  'H NMR (400MHz,CDC1,) 83.65-3.50 (m, 1H) ,2.01-1.85 (m, 1H) ,1.84-1.75 (m,2H) ,
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1.73-1.57 (m,5H) ,1.55-1.50 (m,8H) ,1.49-1.3 (m,6H) 1.29-1.15 (m,6H) ,1.15-0.95 (m,
9H) ,0.94-0.8 (m,3H) ,0.79-0.75 (m,3H) ,0.7-0.5 (m,4H) .

[2400]  LEE3 . 7E25°CHF-3 (2.06g,5.10mmol) ZEDCM (20mL) H iAW F AR INPCC (2. 21g,
10.2mmol) , ¥ S MiAE25 CHiHE2h, KR G H S W 4g IS 2IRHF-4 (1.6g) , Foidd 4 (il 78
EER_E4li4k (0-20 % EtOACEPEH) LLAARIF-4 (1.2¢) , HoAE A,

[2401]  'H NMR (400MHz,CDC1,) 82.45-2.25 (m,3H) ,2.20-1.9 (m,3H) ,1.82-1.75 (m, 1H) ,
1.73-1.6 (m,1H) ,1.57-1.25 (m,14H) ,1.24-1.1 (m, 14H) 1.09-0.95 (m,3H) ,0.94-0.79 (m,
3H) ,0.77-0.6 (m,4H) .

[2402] D ERA . [F-4 (100mg, 248umol) ZETHF (5mL) H [ ¥ i H ¥R INTMSCE, (176mg,
1.24mmo1) FITBAF (0. 5mL, IMFETHFH,0. 5mmol) o ¥R S WI7E 10 CHiFE Lh. [ %18 & Y0¥ in
TBAF (2.48mL, IMFETHFH, 2. 48mmo1) o 4R & PI7E30°C FH-i H2h K TR A W) 31 23 I i o K Bk
R TELOAC (50mL) , F7K (2x50mL)  #h7K (50mL) Pk, FNa,SO, T, i i , A iRk 4E LA 1S
FFHAL G H5116 (80mg) , A 44 50mg M AL A 45116 7E50°C FH 2 M (10mL) & o 28 J5 Ui
i IR B R W4 LS 26 545116 (20mg) o

[2403]  'H NMR (400MHz,CDC1,) 62.13-1.97 (m,2H) ,1.96-1.8 (m, 11) ,1.79-1.7 (m,21) ,
1.69-1.61 (m,4H) ,1.60-1.25 (m,15H) ,1.24-1.15(m,6H) ,1.14-0.92 (m,7H) ,0.9-0.8 (m,
3H) ,0.79-0.76 (m,3H) ,0.75-0.55 (m,4H) .LCMS Rt=1.305%3%, LA24r 8o it JZ 4T, 30-
90AB,MS EST C,H, F,0[M+H-H,0]+/ i1 5 {5455, SLili{E455.

287746

[2404]  SCHfE1117: 27511786

[2405]

DA-24-4_4 5T-200-3CF3-E14_1 5T-200-3CF3-E14 (11786)

[2406]  DA-24-4 ARIE AT S WSEHE1112 . R8I A Rl n] 2 WS it 45187
[2407] & H%ST-200-3CF3-E14 1

[2408]

DA-24-4 4 ST-200-3CF3-E14_1

[2409] [ THF (0.5mL) ¥ JiBuLi (0.368mL, 2. SMYE ke, 0.922mmo1) o 7E - 70 C#8 NDA-
24-4-4(200mg,0.369mmol) fETHF (3mL) 7 R L o K S W E - 0 °C g+ 1h H¥s N i Pr ,NH
(104mg,1.03mmol) . 107; ¥ )5 , fE-T0CHHING6,6- 4 -1-FARIF[2.5] ¥ 4t (163mg,
0.553mmol,50% 4 J5) [V ARHIR S AE - T0 CHEBHE Lh KBRS WIR A E25°C HAtHE 16
/NI o TR 298 5 N JANH, CT (50mL , W FIZK I D o KT 5 40 FHEt0AC (2x30mL) AEHL . 53 B 4T
HLZ , FiNa, SO, 04, 1k 38 , HLi 45 LA43 $IST-200-3CF3-E14 1 (250mg , A 5R) , Ho Ayl ¢ ,
HEHT 2,
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[2410] & %ST-200-3CF3-E14

HO A

ST-200-3CF3-E14_1 ST-200-3CF3-E14 (11786)
[2412]  #£55°C[H]ST-200-3CF3-E14 1 (250mg,0.362mmol) ZEMeOH (20mL) H VA o s
Mg#i (349mg, 14.4mmol) IR GHITE60 CHiHE 16/ NN KR -S4 FHHCL (50mL , IN) 74K H #|
JR A% P i HLFDCM (2x30mL) ZEHW o & 3 16 HUAH FINa, SO, T4, i Ui, Wk i HLid s phodi A 4
1k, (0-10% EtOAc£EPEHT) LL1F-FST-200-3CF3-E14 (22mg, 11%) , H oA [El 44
[2413]1  'H NMR (400MHz,CDC1,) 82.10-2.01 (m,3H) ,1.99-1.88 (m,4H) ,1.86-1.72 (m,2H) ,
1.70-1.58 (m,7H) ,1.56-1.32 (m,10H) ,1.31-1.13 (m,7H) ,1.11-0.97 (m,6H) ,0.95-0.86 (m,
4H) ,0.84 (s,3H) ,0.65 (s, 3H) »
[2414]  LCMS Rt=1.32943%k, LL2. 04> itk i, 30-90AB, 4l 98 . 9% , i ik AN [F] 75 VEMS
RERTTFE T
[2415]  sjitifsl118: & 11828

E SO.Ph

soPh A
OH Mg #r OH
o I SN < e T SN o'y
q LDA ? e 5
[2416] Fac" H FsC ‘e H cm'-- H
HO W HO ~ H HO H

DA-24-4 4 © ; ST-200-3CF3- S§T-200-3CF3-25E4S (11828)
25E45_1
[2417]  DA-24-4_ 4fRE ] 2 W2 iifel 112,
[2418] & %ST-200-3CF3-25E4S 1

[2419]

NMDA-24-4_4 ST-200-3CF3-25E4S_1

[2420]  7E-70°C/EN, N[ln-BuLi (0.46mL,2.5MfEC e, 1. 15mmol) ETHF (ImL) Hh ) ¥4 ¥k
H INDA-24-4 4 (250mg, 0. 46mmol) ZETHF (4mL) A () BV W - IR S WILE-T0 CHEPE304)
Bl TE-T0°C Y N — 7 P 3E % (116mg, 1. 15mmol) IR, ARG 7E-T0°CHi N (S) -2- T I
FIR P KE (59.6mg, 0.69mmol) VAR R S VT HE3050 81, AR JF IR TR A Z25°C R
LR G YIAE25 CHiRE24 /N o [ VR & )38 i M FINH, C 17K ¥ i (5mL) ¥ K, FHEtOAc
(3x10mL) ZEHL . & FE A HLAH R 7K (30mL) ek , FINa,SO, T4 , i 8 H. 3L Wk 4 LAF3 2 ST -
200-3CF3-25E4S 1 (500mg, f¥)50) , HONPEA K HEEH T~ —2.

[2421] & ST-200-3CF3-25E4S
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[2422]

ST-200-3CF3- ST-200-3CF3-25E4S (11828)
25E4S_1

[2423]  7E4ii#E FAEN, F7E60°C[AIST-200-3CF3-25E4S 1 (500mg,0.8mmol) fE50mLIE 7K
MeOHH (13 W 48 inMe ¥y (763mg , 31 . 8mmol) AINiCL, (1mg,0.008mmol) o Sz 88 &5 #3d i 2M
HC1 (50mL) V&K L 21 [F] 44 ¥ i o KV & ) FHE t0Ac (3x50mL) ZEHL . & I K A HLZE A A0
NaHCO, (100mL) «#7K (100mL) P , FiNa, SO, , ik 8 HLk 4 o 7R AR i i pRosi At 44k (0~
10% EtOAcfEPEH) BLAS 1 LAAS 2 [ 44 , oK HAE25°C M IE e (5mL) BF B BLAS ST -200 -
3CF3-25E4S (102mg,68%) , H [l 44 .

[2424]  'H NMR (400MHz,CDC1,) 63.44-3.29 (m, 1H) ,2.11-1.91 (m,3H) ,1.87-1.60 (m,6H) ,
1.52-1.32(m, 10H) ,1.31-0.97 (m,12H) ,0.95-0.88 (m,10H) ,0.86-0.81 (m,3H) ,0.73-0.61
(m,4H) .

[2425]  L.CMS R, =1.503%p %, LL27) B (il 2 47, 30-90AB_2MIN_E, 4l )£ 100% ,MS EST
CooH, P, 0 [M+H-H,0 [ TH 54 469 , Sl (£ 469 .

[2426] St 119: & 11934

%, Q L] .,
[2427] O = F D .
E ¥ . F s E B F
F%....: H LDA Fél--- ¥ ""; . -
FHA  H i FHO A

DA-24-4_4 DA-24-9 (11934)

[2428]  DA-24-4 4f)& ] 2 W92 iife]112.
[2429] & JkDA-24-9 1

[2430]

DA-24-4_4 DA-24-9_1

[2431]  {£-65°CHEN, Flain-BuLi (552uL,2. SMZECUHE A, 1. 38mmol) ETHF (1mL) H ¥ K
i INDA-24-4 4 (250mg,0.462mmol) £ THF (4mL) H () 235 W B VR A W 4E - 65 C Bt PE30 5
Bl E-65°CIR N — 7 A M (139mg, 1. 38mmol) o 7E-65Ci Il (S) -2- (=& H 3 AN
e (154mg, 1.38mmol) o B GV FEHE30 4 8, S8 5 1B BN AR 25°C o K I SR & ) 125 °C
PipE 167N H M AINE,C1 aq. (50mL) ¥ K, FEtOAc (3x50mL) ZEHL . & I 1A HLJE FiNa,SO,
TR, g Hak4LLAS 2IDA-24-9_1 (250mg, A 50) , HOGREIA R HE AT 125
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[2432] & H%DA-24-9

[2433]

DA-24-9_1 DA-24-9 (11934)

[2434]  7EN, REEH 4 FFE50°CIADA-24-9 1 (250mg,0.382mmol) FINiCl, (4.92mg,
0.038mmo1) FETG /K FEE (50mL) H IR 73 443 ¥ i ¥y (364mg, 15. 2mmol) o K5 S MR &
YIAE60 CHERE /NI IR &4 FIHCT (50mL, IN) ¥4 K . 3] e 3 A8 3 H FHEt0Ac (3x30mL) 25
W o & I A HLAE FNa, SO, T, 1 Ui, e o Bl A Pl i oA 44k (0-15% EtOAC/EPEHT)
PATF BIANSERDA-24-9 (65mg) , H A4, K HAE68C M IE T bt (10mL) AfF & 2h LS 3DA - 24 -
9 (23mg,12%) , HA[E 4.

[2435]  'H NMR (400MHz,CDC1,) 83.95-3.85 (m, 1H) ,2.08-1.90 (m,4H) ,1.70-1.58 (m,7H) ,
1.50-1.13 (m,14H) ,1.13-0.98 (m,5H) ,0.98-0.85 (m,4H) ,0.85 (s,3H) ,0.70-0.60 (m,4H) .
[2436]  HPLC Rt=3.15%3%¥,A8. 0% Fi e ik ,50-100_AB 1.2ml E,Zfi/%100% .

[2437]  HRMS MS EST C,.H, F, [M+H-H,0]+) i+ 5 {E495. 3056, SLlI{E495 . 3050.

[2438]  sjitif]120 : & % 12055

200-TBU-E_S4 “, SO.Ph

RO M _ OH OH
0. Mg o.
E— J - Ll a
n-BuLi, THF f MeOH fi
o f L) NeO
HO H

HO A
DA-24-4_4 ST-200-3CF3- ST-200-3CF3-E9R

[2439] ESR_1

OH
08
- :
THF, MeOH, K ¢ ; H
HO A

S5T-200-3CF3-E9R_Bz ST-200-3CF3-E9R (12055)
[2440]  DA-24-4 4fRE& BT 2 W2 itifl112.
[2441] & %ST-200-3CF3-E9R 1

1) BzCl, py, DCM
-

2)SFC

200-TBU-E_S4 SO,Ph
SOzPh O: {
—_—
[2442] n-BuLi, THF
DA-24-4_4 S§T-200-3CF3-

E9R_1

[2443] |5 THF (0. 5mL) ¥ hHBuli (0.46mL,2.5M7EC ke, 1. 15mmol) « £E-70°C ¥ DA - 24 -
4 4(250mg,0.462mmol) ZETHF (3mL) VAWK o FE-TOCHEFELh G , ¥ I — 5 A 2% (130mg,
1.29mmol) - 10434 J5 , 7E-T0°CUE N (S) -2- BT 3) E 24 A ke (69.4mg,0.693mmol) o F5Vi
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ENTE-T0°C ML Lh IR A IR A E 25°C HAFE 16/ o 1298 & P07 IINH,C1 (50mL,
YRR IEIR) o IR-5 W) FHEtO0AC (2x30mL) A5 73 B A HLJE , FINa, SO, 45, ik iE , Hk 4 LA
#32ST-200-3CF3-E9R 1 (250mg, *HA 7)) , H oyl Af W L EEHT T4,

[2444] & EST-200-3CF3-E9R

“ SO,Ph Gy
OH
Mg
—_—
[2445] MeOH
FsCr,
HO H
ST-200-3CF3- ST-200-3CF3-E9R

E9R_1

[2446]  7E55°C[H]ST-200-3CF3-E9R 1 (250mg,0.390mmo1) ZEMeOH (20mL) = ) ¥ & o ¥ in
Mghr (374mg, 15.6mmol) o H4 VR APITE60 CHiF: 16 /N o KR A4 FHHCT (50mL , 1M) ¥ K H 3|
BRI H. FHDCM (2x30mL) 2 H . & 1A HLAH FiNa, SO, 45, 1 38 , W4 S R i il bR
BWAE4iAY (0-10% EtOAcZEPEH) LAFE FIST-200-3CF3-E9R (150mg, 77%) , Ho A A ¥4 1% 44
LA N IR DL LA W aiAh, an L R B BRATR .

[24471  'H NMR (400MHz,CDC1,) 83.22-3.15 (m, 1H) ,2.10-1.93 (m,3H) ,1.88-1.75 (m,2H) ,
1.72-1.58 (m,3H) ,1.58-0.97 (m,23H) ,0.97-0.80 (m, 15H) ,0.75-0.68 (m, 1H) ,0.65 (s, 3H) -
[2448] & H%ST-200-3CF3-E9R Bz

OBz
1) BzCl, py, DCM

Y

[2449]
2) SFC

ST-200-3CF3-E9R ST-200-3CF3-E9R_Bz

[2450]  [A]ST-200-3CF3 E9R (180mg,0.359mmol) £EDCM (2mL) 7 3%k T s Mllpy (567mg
7.18mmol) MBzC1 (251mg, 1.79mmol) K& ¥ FE25 C i+ 2h . K I 5 ¥ FINaHCO, (5mL,
10%aq) HC1 (5mL, 2M) P35, i@ id prep-TLCAE4K (PE:EtOAc=50:1) LLfFFIST-200-3CF3-
E9R Bz (150mg) , H: Ay [E4A . ¥ HIST-200-3CF3-E9R Bz (150mg) i ik SFCAfifl, ({X %8 : SEC-14;
¥+ AD (250mm*30mm, 10um) 5 25 4: 0. 1% NH,H,0 EtOH; FF#B:30% ; £53B:30% ; i i& (m1/
min) : 60ML/MIN; V¥ N :180) LAFR 34k f{ST-200-3CF3-E9R Bz (100mg) , H Nk .

[2451]1 & RST-200-3CF3-E9R

OBz

LiOH
[2452]

THF, MeOH, 7k

ST-200-3CF3-E9R_Bz ST-200-3CF3-E9R (12055)

[2453] |4 ST-200-3CF3-E9R Bz (100mg,0.165mmol) ££THF (1mL) 5 [ ¥ % - ¥R hnMeOH
(0.5mL) \7K (0.5mL) FILiOH.H,0 (69.2mg,1.65mmol) , ¥ & TES0 CHEHET2h, XA
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K @mL) RS Y FHEL0AC (5mL) ZEHL. 7 B A HLE , B2 R4, il i e e #E 2tk (PE/
DCM/EtOAc=40/1/1%20/1/1) LA#3 FST-200-3CF3-E9R (60mg, 73%) , H A A . A4l
MMeCN (0. 5mL) £ 5 DL 2ST-200- 3CF3-E9R (22mg) , H Ayl .

[24541  'H NMR (400MHz,CDC1,) 83.18 (dd,J=5.2,10.0Hz,1H) ,2.10-1.93 (m,3H) ,1.88-
1.75(m,2H) ,1.72-1.58 (m,4H) ,1.55-1.28 (m,12H) ,1.28-0.95 (m, 10H) ,0.91 (d,J=6.8Hz,
3H) ,0.89 (s,9H) ,0.85 (s,3H) ,0.75-0.68 (m,1H) ,0.65 (s,3H) .

[2455]  HPLC Rt=6.63%>%k,A8. 0% Bt iyk,50-100 AB E,4li#97.3% .

[2456]  SZiitifil121 : & Ak 12156

“, 200-TBU-E_4

) SoPh Oy é
anil
0s .
A n-BuLi, THF
il
nd TR

DA-24-4_4

ST-200-3CF3-E9S

[2457]

1)BzCl, py. DCM
il

2) SFC

LiOH

S§T-200-3CF3-E95_Bz ST-200-3CF3-E958
(12156)

[2458]  DA-24-4 ARIE R AT Z ILEL 112,
[2459] & JkST-200-3CF3-E9S 1

200-TBU-E_4 SO,Ph
SO.Ph ?> é
vl
[2460]
n-BuLi, THF
DA-24-4 4 ST-200-3CF3-E9S_1

[2461] & THF (0.5mL) 78 NBuLi (0.46mL,2. 5MAEC K¢, 1. 15mmol) o 7E-70°C ¥ JNDA-24-
4_4(250mg,0.462mmo1) 7ETHF (3mL) HH V&R - 7E - T0° CHEFE Th & , ¥ in — 7 N 2 % (130mg
1.29mmol) 10738 J5 . FE-T0CHRIN (R) -2- GBUT 2%) S A bt (69.4mg,0.693mmol) o R
EWIE-T0CHHEHE Lh IR A IR 55 25°C B EE 167N o 7] %98 & 907 JINH,C1 (50mL ,
YMIK ) o F R & 7 FIEL0AC (2x30mL) A<HL . 73 A HLZE , FNa, SO, F1 , 1 &, HIkF LA
3 3ST-200-3CF3-E9S_1 (250mg, ¥ ) , H o4 W K HEH T T —2H.

[2462] & HXST-200-3CF3-E9S

SO,Ph
. l\OH

.|\OH

ST-200-3CF3-E9S_1 ST-200-3CF3-E9S
[2464]  7EN, RAEHEFE FAE50°CHST-200-3CF3-E9S 1 (250mg,0.390mmol) AINiCl,
(5.03mg,0.039mmol) FEJC/K I B (20mL) IR 4> A0y 75 Mg K (374mg , 15. 6mmol) o Ff
S RV A WIE 60 C 45 Bk 1N o K VR A7) FIHCT (50mL, IM) ¥4 2K . 3] Jie A% ¥ 35 H. FIDCM
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(2x30mL) ZEHL . & - H A HLAH HINa, SO, 45, 1L U8 , ik 4 HLid i B AT 264K (0-10% EtOAcfE
PEH) DL433ST-200-3CF3-E9S (120mg,61%) , H: Ay [ 44

[2465]  'H NMR (400MHz,CDC1,) 83.22-3.12 (m, 1H) ,2.10-1.90 (m,3H) ,1.90-1.76 (m,2H) ,
1.76-1.58 (m,4H) ,1.58-1.32 (m,7H) ,1.32-0.94 (m, 18H) ,0.94-0.88 (m,9H) ,0.85 (s, 3H) ,
0.65 (m,4H) .

[2466] & H%ST-200-3CF3-E9S Bz

1) BzClI
—_—

2)SFC

[2467]

ST-200-3CF3-E9S ST-200-3CF3-E9S_Bz

[2468]  [5]ST-200-3CF3 E9S (120mg,0.239mmo1) FEDCM (2mL) H (113 T ¥ Mlpy (377mg,
4.77mmol) MBzC1 (167mg, 1. 19mmol) o KRS HIE25 C HEH:2h o Ke TR 54 FINaHCO, (5mL,
10%aq) \HC1 (5mL, 2M) ¥, il idprep-TLCAE1L (PE:Et0Ac=50:1) LAfFHIST-200-3CF3-
E9R Bz (140mg) , H: Y FEMA . B4 M ST-200-3CF3-E9S Bz (140mg) il it SFCAift, ({X & : SEFC-14;
- AD (250mm*30mm , 10um) ; £ 44 : 0. 1%NH,H,0 EtOH; FF4HB:30% ; 45 5B: 30 % : il ik (m1/
min) : 60ML/MIN; ¥ N :60) LLAFF 4l [ ST-200-3CF3-E9S Bz (100mg) , H N HPRY) .

[2469]1 & REST-200-3CF3-E9S

.\\OH

LiOH
[2470]

Y

THF, MeCH,
7K

ST-200-3CF3-E9S_Bz ST-200-3CF3-E9S (12156)
[2471]  [6]ST-200-3CF3-E9S Bz (100mg,0.165mmol) #ETHF (1mL) 1 & ¥ ¥8 inMe OH
(0.5mL) \7K (0.5mL) FILiOH.H,0 (69.2mg,1.65mmol) , KHE A WITES0 CHiFET2h, M %R &)
WK CmL) R AP FELOAC (Bml) ZEHL . 7 B A HLZE , B2k Ss , il i At 44 (PE/
DCM/Et0Ac=40/1/1%20/1/1) A3 FIST-200-3CF3-E9S (60mg, 73%) , H R FEMAE . g A4l 4y
MMeCN (1mL) 545 & L5 FST-200-3CF3-E9S (35mg) , He AE 44
[24721  'H NMR (400MHz,CDC1,) 63.22-3.12 (m, 1H) ,2.10-1.92 (m,3H) ,1.89-1.78 (m,2H) ,
1.72-1.57 (m,5H) ,1.55-1.28 (m, 10H) ,1.28-0.93 (m,11H) ,0.91 (d, J=6.4Hz,3H) ,0.89 (s,
9H) ,0.85 (s, 3H) ,0.74-0.67 (m, 1H) ,0.65 (s,3H) .
[2473]  HPLC Rt=6.61%%k,A8. 044 tAi%,50-100_AB E, 4l f100% .
[2474]  sijtafsl123 : A= E i
[2475]  Soe an s 2 frid 12k 47 H45 R T-3%2-60.
[2476] Z2-60
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] F ¥ | | ¥|F 3
[2477] EC50 2A | Emax 2A | EC50 2B | Emax
(nM) (%) (nM) 2B
(%)
4115 91.9 186.5 113.6 195.2
d@&“ o
dpa”
5116 101.7 185.1 130.4 213.8
3114 382.1 318.0 243.5 293.6
_
112 480.1 92.6 478.0 150.8
o
[2478] ‘T'
2113 380.4 402.7 412.8 285.0
11786 583.9 152.0 1008.7 151.0
5:‘5
NS
08
AT
11828 146.6 142.3 76.9 114.5
i
of LT X?—
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11934 7292 [113.4  [469.7 [70.0
~ ¥

,1“1”}>

12055 506.2 113.8 1134.5 184.7

[2479] Gb X

vt N

12156 153.9 43.2 2456.4 1112

WGB3

o O

[2480]  sLjiifs|125: &%

EtMgBr, MAD

RS
FH 1

ST-200-G-047_3 ST-200-G-062_1

[2482]  FE10°CIR2,6- - T FE-4-HEy (17¢,77. Immol) 7E FF 2K (50mL) H A V& W R s n
= AR (19, 2mL, 2MAE H 26 ) BIR S ITE20 CHERE L iZMADYETR BLEE F T F — 2 i A
F53 4t 6

[2483]  7£-70°CHEN, FIAMAD (77. Immo1) £ 24 (50mL) A f) #¥80h  Im (R) -4~ ((5S, 8R,
9S,10S,13R,14S,17R) -10, 13- = £ -3- AT N & - TH- I 4 9F [al 3E- 17-58) IR
fig (5g,12.8mmol) 7E HH 2K (20mL) A VA Wl - B VR B WD AE - T0 C 4t $E 1 /NI o 7E - 70 °C i fn
EtMgBr (12.7mL, 3M) )& o KRG P AE - T0°C FEH 3 /NI o« HTLC R /= K 22 HUE 46 M BEH
FEH A S, [ NIR A R R (150mL , WA K IRV T K o 4 S NI A E 25°C o 7y
EANA H B S WG R A s e AR _E a4k (EA:PE=200:1%210:1) LA 3] (R) -4-
((3S,5S,8R,9S,10S,13R,14S,17R) -3- £, 3&-3-$83£-10, 13- “H R /NE - 1H-3K K —FIF
[a]JE-17-28) [RIRF G (3.8g) , HoA 44

[2484]  'H NMR (400MHz,CDC1,) 83.66 (s,3H) ,2.41-2.30 (m, 11) ,2.26-2.15 (m,1H) ,1.94
(td,J=3.3,12.5Hz,1H) ,1.90-1.73 (m,2H) ,1.69-1.58 (m,3H) ,1.56-0.84 (m,28H) ,0.82
(s,3H) ,0.64 (s,4H) .

[2485]  sLjitif5]126:

[2486] & H%DA-23-3 3
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" LiAH,

[2487] THF

ST-200-3ET-B12_1 DA-23-3_3
[2488]  7EOCYEN, F¥$LiAlH, (198mg,2.54mmol) 4> =48 I % ST-200-3ET-B12 1(1.1g,
2.62mmo1) FETHF (10mL) FHRITE A - FE20 CHEFE L/ i, L0 CHHR G4 K (10mL) 72K,
SRJIGVRANHCT (10mL, 1mo1/L) o /KA FHEt0ACc (2x10mL) REHL . & I (¥ 7 HLAH F 4 A0 £6 7K
(2x10mL) ¥ » FITE/KNa, S0, 1, it g H k4 S R i prig A4t 4k (0~50 % EtOACEPE
H1) LAF3FIDA-23-3_3 (1g,98%) , HAE 4.
[2489] 'H NMR CDC1, 400MHz83.65-3.55 (m,2H) ,1.98-1.92 (m,11) ,1.88-1.75 (m, 11 ,
1.70-1.40 (m,13H) ,1.40-1.19 (m,7H) ,1.19-0.98 (m,7H) ,0.98-0.80 (m, 11H) ,0.66-0.61
(m,4H) ,
[2490] £ EDA-23-3 4

OH
PCC
[2491]
DCM
\ll
HO
DA-23-3_3 DA-23-3 4

[2492]  [WDA-23-3 3 (1g,2.55mmol) 7EJC/KDCM (30mL) H [ 95 ¥ H s It ik (1g) FAPCC
(1.09g,5.10mmol) o 7E20 CHFE L/INS I , 44 S B VR Wik Uik EUR BB MR 4R - Bk AR a4
g ERER Eaifh (PE/EA=50/1%210/1) LAf5EIDA-23-3_4 (600mg,60%) , H A 14

[2493] 'H NMR CDC1, 400MHz89.98-9.97 (m,1H) ,2.50-2.20 (m,2H) ,2.05-1.50 (m,3H) ,
1.50-1.19 (m,15H) ,1.19-0.99 (m,7H) ,0.99-0.82 (m,12H) ,0.70-0.55 (mn,4H)

[2494] 5‘?;‘5@%127:

o o)
o. _ MeOH “.
24951 (7] “2S°‘HO S0L
H &h A 6
1 2

[2496]  [a1{k & 41 (100g, 255mmol , 1. 0eq) 7EJG7KMeOH (500mL) HH 14 ¥ ¥ HH A4S Ik H,L, SO,
(14mL) o KRS PN 2 R R, SR 5 74 20 28 =50 R &) M AINaHCO, /K ¥ VR (0. 51)
VER R G 78 9% LA BRMeOH . AR AR & ) FIEt0AC (300mL x 3) ZEHL . & I A A HLE ik
(200mL) e , HINa,SO, T4 H. 28 A& AAS 2 74 (100g A J57, 96 %) , HOHy K

[24971 'H NMR: (400MHz,CDC13) 84.09-4.02 (m, 1H) ,3.66 (s,3H) ,3.63-3.58 (m, 1H) ,
2.39-2.31 (m,1H) ,2.25-2.15 (m,1H) ,1.97-1.91 (m,1H) ,1.91-1.55 (m,10H) ,1.52-1.02 (m,
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14H) 70-95_0.88 (m76H) 70.62 (SySH) o

o

[2499]  jaifb &2 (250g,615mmol, 1.0eq) 7EJC/KMERE (0.8L) I R INTsCL (352¢
1844mmol, 3. 0eq) 7ETC/KMEIE (200mL) H K o K TR & WIAE IR PP 18h o s UK g 1287 s T
ZIREY), HUTE i B AR €, 10 % HCT /KR (400ml x 3) Al7K (400mL x 2) Peisk, SR
Ja 7R 2T LR R = G00g, M i) , oW R , B HEEHT T 5.

0

o]

[2500]

[2501]  ¥4b493 (250g M9 i) CH,COOK (24g,245mmol,0.77eq) +7K (150mL) FIDMF
(900mL) FAIVE & I7E [RIF AN 24 o F VA VLV 2028 323 , B WA KRS o K UE A ] it i st
HAZK (100mL x 2) Peidk o RerE I AR AERE IR b2 AE (PE/EtOAc=8/1) LI EML &4 (40g,
FRE34.3%,2:8) , N K

[2502]  'H NMR (400MHz,CDC1,) 85.32-5.38 (m, 1) ,3.66 (s, 3H) ,3.47-3.57 (m, 1H) ,2.16-
2.41 (m,4H) ,1.93-2.04 (m,2H) ,1.74-1.92 (m,4H) ,1.30-1.59 (m,9H) ,0.90-1.19 (m,121) ,
0.68 (s, 3H)

[2504]  7EO°C 4L &H)4 (33g,85mmol, 1. 0eq) FETG/KCH,CL, (700mL) H R 43 L Al
Dess-Martinifk#l] (72g,170mmol,2.0eq) - %A J5 ¥ I BTR A )78 E IR P FE 1h TLC (PE:EA=3:
1) B AR UERRL 58 A VA o SN IE A5 4 FINaHCO,/Na,S,0, = 1: 3 (250mL) [ H R K I K
AHAHFEEK (200mL x 2) ¥k H FINa, SO, T4, H R I FILAAS 27 & 724 (35g, M4
J5O S B H TR — A B i

0O

© MeMgBr
—_—

[2506]  7E-78 CTEZ S FIMMAD (0.42mol, 3. 0eq) 7£ F 2K i A ¥A M GBI #iMe AL (210mL
0.42mmol, 2MfE e ) MIVE AN INZE2,6- - FUT H-4- H ) (185g,0.84mol) 7E H 2K
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(200mL) H () FFE IS, A8 5 7 2 I HE Lhom 5 5 1) 45D L 5 hn ik & 45 (54¢,0. 14mol,
1.0eq) 75 H 2K (200mL) H I - 28 )5 1 | RSV & W) B #3003 %, 75 - 78 “C i inMeMgBr
(140mL,0.42mol,3.0eq, 3MTE L k) FIVE R - 5 S B TR S WD A ER - 40°C HLAE %3 L B FE
3h,oTLC (PE:EA=3:1) iR dats k58 2 4 R TR G W B AING, CLK Y (100mL) H1 H.
FEtOAc (300mL x 2) A<HX . & FF A HUAH HINa, SO, 18 , HL28 K W71 A1 2R 7= 4 KL 7=
TERENR b 2li4k ti57% FPE : EA= 10 13E i A1 246 1) H Fr4 (30g,53%) , H M K

[2507] 'H NMR: (400MHz,CDC13) 85.31-5.29 (m, 1H) ,3.66 (s,3H) ,2.39-2.33 (m,2H) ,
2.24-2.22(m,1H) ,1.99-1.95 (m,3H) ,1.85-1.68 (m,4H) ,1.59-1.40 (m,8H) ,1.31-1.26 (n,
2H) ,1.17-1.01 (m, llH) 0.93-0.91 (m,4H) ,0.67 (s, 3H>

o]

t!n m
[2508] HO T EN.CHC, Ho- .@

74 8
[2509] HFE=ERBLEYT(32.0g,82.35mmol) N,0- —HIHEFEHE (16.07g,164.70mmol) .
HATU (37.57g,98.82mmo1) MEt,N (46 . 0mL , 329 . 40mmo1) 7£500mLAG /K CH,C1, W (TR & 4 +F
18h o TLC 7R S 58 i o 2R Je K CHLC L 78 I 259 2 4 EL T A3 75 /K L IN HC17J<4ﬁﬂ§ T A
NaHCO, 7K VA 7K Bk » FTE7KNa, SO, 45, i g ELIR 4 , Il I e IR 4li4k (PE:Et0Ac=10:1
F3:1) LIS H L &8 (17.0g, 773 147 .8%) , HoN k.
[2510] 'H NMR: (400MHz,CDC13) 85.31-5.29 (m, 1H) ,3.69 (s,3H) ,3.17 (s,3H) ,3.03 (s,
2H) ,2.47-2.29 (m,3H) ,2.04-1.68 (m,7H) ,1.60-1.43 (m,7H) ,1.38-1.30 (m,2H) ,1.20-1.08
(m,6H) ,1.03-0.91 (m,8H) ,0.68 (s, 3H) .
[2511]  Hesihin &
[2512]  ZEARCRIZRIE B AEHE B o A I & BBl = N SR R AR S A
(@) 7\ “—Fh (an)” A1 “i% (the) " Al HE— AL T — A BRI R R A I = BB H b 3T
BRAS H, R BRI — A 2 T — AN BT A R E T T S 248 5 7= i B VE A
I, WAE—ZL 1 — N8k 2 Al 08 2 AR RE B B AR 22 SR Bt B 1 4 A A2 3 2 25 A
(1 o A5 B AL HEIX FE I S0t 7 2, HoAR — 2 HR 4B 1A — AN BRORAEAE T T B S 45 58 1 7= it BR
TIERSR AR W AR X1 SE e 77 5, Forh — 20 B — ANk R BT A R A FRAEAE T
TECS 48 B P B AR
[2513] Ak, AR B3R 55 AT B 224k LA AR, Horh — AN Bk 2 A BT 51IAUR 2SR A i) —
B AR 1) 0 R SRR U0 AREHE 5IN  — BRI SR A o A, AT )k vy T e AR 2E
SRR ZL R v B AE SO B FE TE 51 T AR TR 0 2R AR 3R (AT ] B AR 3R HH ) —
ANELZ AR S T RARYE B FE 2RI, 1 WP 5 AR ot R A WA A
IF, It BT MZ A b LR AT e &R SRR, — R U, 24 AR Ik B Bl A 2 BH 1) 22 > 5 T 4
H LS BARE S0 AN/ SR HE R, A R B 0 — S8 S iy SR B AR R BH 22 4N O T X S8 e R/
SRR RR, BIEA eI . A T G 10 B 1, X B AR E 5 BRI X e s
Wit T 2 3B RIE BARTE “BE7 M S AT BN, R B e n R BUP R M
VST, ELRR v o BEAN  BRAE AN BN B S RL R AR RN D1 A R T
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T 75 DI DA 5 6] 2 528 P 01 AE AR i B PR AN (7] S it 77 5 Hh mTABRE A AR 6 B ik 3 Bl 1) B Ak %
BB B, 22 %5 B R BRAE AL oy 22— BrAE B R e R s A s

[2514] R SCHE 2 & MU L R A1 L R BRI S F A e R, B 3l
S &I T a0 AL 51 IR SCHR -5 A< 15 B 45 TR AR AE 77 &, B DA AS i BH 5 A . B 4h
AT AT AT — AN B8 22 AN BRI EE SR b B B HERR AT AT ¥ N IIAE B ARV ] A 1 AR B 1) B Ak S T
J7 % o H TS 77 N A ARG AR N 512 0, RIS AR ST A B s i AR ‘BAT
AT HE R H 25 o AN B R A AT B A SE it 77 5 8 PT AT AT BSOR E3K o DUAT A BE EH 4 HERR
T B LA HE AR,

[2515] U ad o A FH RS FIA S0, AN TUEE AR N SRt 2 W TR 31 B RE 8 7 8 A8 SC Rl 1 =
A St 77 2R 1) 22 Fh AR AR o AR ST Il () A S i 77 22 BRIV L 5 AN 15 AE AR D iR BB 45, 1
72 N DA I B AR LR A 1 o AR SIS R N D1 REE B AR, 7E AN TS B9 A K BH R b el s ) 1)
fitth b, AR AR 2 K 1) 8 SO B A EAT & e FE oL

[2516]  R2, RKRIHW K -

[2517] 1.0 (1-59) ML &9

[2518]

(1-59)

[2519]  sfH. 2522 Eaf gz dh, Hd

[2520]  RMIR’%% [ b7t 9 A O BRR BURR R C, - C ot 3 BOAR B8 A BUA R P e 6 66 L B
ARECR B 22302, 5

[2521]  R*AIR®, 5B A TR HE A B S 7 e T BB AR R HAR K 3-8 T 3F

[2522]  RYFIR®%% [ ST A9 L i - OR”, HL RO BB BOR B IKIC, -C e, 5%
[2523]  RYFIR®, 5 A EBERI R R TR TR A

[2524]  ROAAFLEE A B.

[2525]  ====== FETN B BN , Horp Y e — R, T — = g L
Avzzz==s A R, ROAE ;s H Y ====== 2 — XN, ROANAEAE ;

[2526]  Z5AFRANEFELL S LED):

[2527]

[2528] 2. LRI A e REA A SRR BUR HIC, -C i
[2529] 3. T LRI AP, AR NC, -C ki f U2
[2530] 4. T1FTRI A, FHRFIR 4% ST A BRI C, -C b Bk sl AL

iy
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[2531] 5. 1ATR A6 A4, FARRVFIR 4 it Ry AR BRI C -Cobe S Bl
[2532] 6. 3501 AT 046 A0, FARRPRIR &% 4 ST R C, - C i AU B Bl
[2533] 7. SLBTIR 46 A4, FE-RRVFIRY 8 1 Mt Ay 0 BRIA S B A FR 2
[2534] 8. T FR (AL A4, JEHRERIR' & [ M7 4 C, - C b B s

[2535] 9. THLFTR 46 A0, FE-RRIFIR™ 3 E B Ay 57 I B A T 2B

T AT 4540, F AR RPRIR S A 2 — R C,-C b B BRPR S Bl 4 BR B s R

R, 5 e R B SR 72 I PR3 - 8GR

[2536] 10.
[2537] 11.
[2538] 12

[2539] 13

[y Bl
[2540] 14

[2541] 15

[2542] 16

[2543] 17

[2544] 18

[2545] 19

[2546] 20

[2547] 21

[2548] 29

[2549] 23

[2550] 24

[2551]  25.
[2552]  26.
[2553] 27

[2554] 28

[2555]  29.
[2556] 30

[2557] 31

[2558] 32

[2559] 33

[2560] 34.
[2561]  35.
[2562] 36

[2563] 37

[2564] 38

7

[2565] 39

TR LFTR A A 0 , eR g S A R R T 56 FLR A AR B

IR A A, PR AR 1 5 A B AR AT ELR A AR AR R
IR A, PR A R B 1 5 D SR B BRI AT 5 FLR A B

TR IS, R T #E HRP A A

TR TR S, F P RPER AR T 5 HR A A

TR TR S, P RPRBURII AT 2 HR AL
JRUFTR R A, Hrp RO =T RN
RIS, F PR = R Ak HR 3
IR A D, 3R = 6 R L FLRS AR R
TRLFRR A4, 3R =4 2 LR A AR R
JRUFTR R A, Hrh RO HRY A
IRLFTR R E Y, HrP RO T BRI A

TR TR A, Fe PR AR BRI F 3 HRP A A
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