CN 103070854 A

ORISR AT IR
) *‘P (12) % BB EHI 1
A

(10) EHIF %S CN 103070854 A
(43) HIFAF H 2013.05.01

(21) RIES 201210530338. 9 07D 307,79 (2006. 01)
(22) HiEH 2007.06. 26

(30) LA E R
177099/06 2006. 06. 27 JP

(62) 51 SR IR I
200780032022. 4 2007. 06. 26

(7)) BigA HRHZ N Tk &4
Hetk H AR

(72) ZBR A Za)EHE ARRMIT LTFTERZ

BEREF
(74) ERKEBAM L T oIL A ImH 4%
11105

RIBA 5KFIT  5kAHT

(51) Int. Cl.
AGTK 31,343 (2006.01)

AGTK 45/00(2006. 01)

A61P 3/10(2006. 01)
BRI ER 45200 BBIH781T

(54) % RBEIR

W&
(57) HE

—MBK I E Y. AREEMLS O X
A B, oA AR5 U B
FrE Lo FTiRth s SR ar g B A
GPR40 =2 AR Dy Be 1 T, I HAE MR B = A2 7
A 2 BRI B BRI R SR SR A A .

T G
R S o r\
| 8 —+—Y—cor {
Ay /
\r/ .
P

Ri—=x—0'



CN 103070854 A W F OE Kk P 1/2 7

L 2y, & s (D) FoRite St dh DL 2535 a2 i3 pA

Hrp

R' 4 R°-S0,~ ( HAp RS2 Cpg 835 ) 5

XK Cpg WHEE ;

R® FH R AH RIS, 3 B BRE R T s R/ T 8k Cg e
R TR A0[RI AN R 9 A% B RAT I R AR g HE2E

AR, AR IMEE S — P B 173 AN | A B B -
< J5 1, A

Cyo Bidi, HATIEM 1 2 3 4> Cyy AT

1 B A DU SRR A

Y 24 CH, ;3F H.

R AFdEk.

2. BREER 1 2l b, X (D oG et hit 5

[(BS)-6-({2" ,6' - HH 4" -[3-( PEBBEE ) WEE ] BK -3-& ) FH
K5 )-2,3- & -1- ZJFIRIG -3- A& ] ZmRel L,

[(39)-6-({3" - 2" ,6' ——HR-4" —[3-( PRMEMEE ) WS ] Bk -3- &
AL ) -2, 3— & —1- 2R —3- 2% ] SmRaldL#,

[(BS)-6-({3" & -2" ,6' - A4 -[3-(FREBEEEE) WEE] BK-3-5&)
AL ) -2, 3— & -1 2R —3- 2% ] ZmRalidL#,

[(BS)-6-({3" ,5" —Z=& 2" ,6' - _HFK 4" -[3-( FRBEWIL ) NEKE ] B
K -3- L) PSAIE ) -2, 3- & -1 ZEIEMeg -3 3L ] ARk L, fi

[(39)-6-({2" ,6' - 23 -4" —[3-( FREMWBEE ) WHEE ] BE -3-& ) F5

HE)-2,3- & -1 AIFFRRI -3- 55 ] ZREHLER.

3. BURIEER 1 8% 2 2545, JLa 6 7 g B 22 0570 PPAR ZhER R 157 a — s
FRHIF SIS TEEREEIR KA 51 23 B LA 2R K A4 A0 41 23 B IR SE R TV P05

4. BREESR 18R 2 253, b A & U
- BORVZEESR A 25300, o, PR U 29 — FOSUTER I Eh e 26
C BUORIZESK 1B 2 259, e B IR KR TV I
. BORIEESR 6 [ 254301, e, Bk — RS IR TV 30550 24 BTk )7 T Sl 2R AR R 2 o
. BORESK 6 By, Horh, ek — IRFEAKEE TV H06050)

2-[[6-[ (3R) -3— &3 —1- WRmEEE 1-3, 4- —4& -3- FEL -2, 4- 448 -1 (2H) - meng 3t ]
AL 1-4- ORI B DRI RR 26

9. BUFJER 1 8 2 2517, SLIE AL HMG-CoA i JRU B 5] o

co =~ O O

2



CN 103070854 A W F OE Kk P 2/2 T

10. BUREESR 9 K254 H0150), Forb, BT HMG—CoA I8 Ji B il 351 Ay BT FLARADRY T
L1, BORJESKR 1812 (25905, Hat 8 PPAR ZhRe i A5 7.

12. RIS 11 254050, b, BTk PPAR Th RS 577 4 ntas 51) Bl sl HL SRR 2 .
13, BORJEESR 1 8 2 (250050, S0 A5 Tk IR o

14, AURIER 13 [ 254d5), Forb, il it ik 4 k6 510 A< K o

15. BORIEESK 13 (2590550, Forb, PriRReameir 4 ks 51 L 0K .

16. BORIEESK 1 82 2590550, Hab s o — FpE R 5 o

17, BURIELR 16 2550, Sor, Brid o — 00 P B il 500 A R4 51 e v

18, BRI R 1717 BE— TR I 25550, 36 F 1 GPRAO A2 AR Th e 1 15 350 1 il 5]
19, AURIER 1717 BE— TR 1 250350, 3628 TRl sty B R v 1R il 551 o
20.

(6- B2k -2, 3- —& —1- ZRJFMemg -3- 2k ) ZmReli#:,

4-(4- ] -3, 5- KA ) VA -2H- W,

2" ,6' - S -4" - (VY5 -20- WER —4- BLEEL ) IR -3- TR TR,
4" I -2 6" - TR -3- HEE, 51

3 —(BERRE)-2,3,5,6- JURRERK —4- iF,
21. 2 (I11) R B4 &Pk H 3 1 220 PR 2R ) 48 v -

z ¢)
am
COR
Hor
7 R T BRI B R 3 5 HL
R BARIEH B 23,
ZOTEAFRER (1) FoRK S s B AT AS KRR IR S
z o)
/ (n
COR
Hh SRS bk,

22. VBT SR I7 W FL B A B R K T, 1% 07 B R LB 4 25 e i K
(D Fite Gsdta, Jo, A (D Ron i G st R aBUR EER 1 8k 2 P o



CN 103070854 A OB P 1/78 T

EE/NE A=Y

[0001] S % 2 [ Br HE H 2 2007 4F 6 H 26 H IR HIE S 4 200780032022, 4 (1174 [H &
LR R “THIRML S B 25

AR s

[0002] AUk BH¥D X HAT GPRAO 2 AR DL REA 15 4E H T Ml A ML 54 -

[0003]  RHEHTS &

[0004] {4 RT TP 6T B R 3 55 B 25400 FH ) GPRAO Z AR5, CikiEA W ~Mb &

o
[0005]  (1)W02004/041266 2~ T GPRAO SZARZhBEY 157, HoAwL & BA J5 & M A RE R i fH
BRI E Y

[0006]  (2)W02004/106276 27T T 3 (I) FmILEY -

[0007]
_______ d—

[oo08]  H:

[0009] Ar mﬁﬁﬂﬁzﬂ}(ﬁ FIHAREE T

[0010] 3R A RATIEMEEAR IR (ERAS by e me, e, K IR FTIAEE I )
[0011]  Xa FlI Xb & H ABEE/E EHEP HA 1-5 AJ:?E’JIEUKFJ% ;
[0012]  Xc /& 0. S. S0 8% SO, ;

m GO X, A

[0014] IA B f& 5-7 ¥
[0015]  Xd &%k, CH 8y CH2 I H.
[0016]  R' RATZEALECHIFEEE,
[0017]  (3)W02005/063729 A JF T 2 (I) F#aRKILE -
[0018]
Rl

}g__f k (/
S / Q. R’

= RIO
¥ | P O
Y

[oo19]  H:Ap
[0020] R'\R\R*F R % H NEJR T xR T AT B A8 T BT RE g B R B3
[0021] R F1R" % H AR T R T8 C ¢ BEETE

[0022] R /2ATIEHEHAC I L s AT I A U O 23

4



CN 103070854 A OB B 2/78 T

[0023]  R® j2& &1 JR 1AM SE T IR B U R IR I8 TR Bl AR KR AT 3 B AR (2 2 AT
TR AR SR A IR A U R 2 B A e B AR 8 B2

[0024]  E &8 ATEHHUCHY €, WAEEE W' -0-W—, -W'=S—W*— B -W'-N(R®) -W*— ( H: W'
W 25 5 R ST BRI Cy RS, I H R 2R 1, 1T 38 4 HUA R P Ik AT 2
BRI RS ) sBAK

[0025] B S'TIERE— D45 E B W R HUREEIUR < 51 5T AT B BRI R I R IR L
RBFRFEFT L AR 2 2

[0026] 452 R' A R® AR 9 Ho

[0027] AR, BIRSCHAFESAEA A F AR L EY .

[0028] AR FHAEG L AR I — S 2R FF RS9, B X T T Ak S HiE .

[0029]  (1)W02004/106276 ~FF T (6- %k -2, 3— & —1- ZKIFmkmg -3- % ) LR F NS,
[0030]  (2)Helvetica Chimica Acta(1982),65(6), 1837-1852 A HF T 7- 4L —-3- (&
FEE) -2, 3— ZE R FFME DGR ) o

[0031]  (3)W001/14358 AFF T 3-(FRHIH ) -2, 3- ZE A IFFRM KGR

RZIAAE

[0032] AU BH B 41t B3 GPRAO A2 PR D RE A 154 H BB BRI A B AL 54, o mT AR i
By B AR 3 WA B T 07 BT B R S K 254

[0033] A ANL I NEHIEAT S M, 85 3 T 0 (D Ronrb a9 A 2EA
BIIAL 7 1K) GPRAO 2 A4 BN NG T , 2k T HARE & Ak 2 g, o AR D B 247 it iR AR 5
(R o e anAs e 1 55, JCIH R RER T, JF Bhom Y R 4F i 259030 ) 2 P o B i wp 4 5
(blood sustainability) %%, Kk, iZA-&Y 2 v H T 7Bh sy AL 5 GPR40 52
A AH G 1 3 BB 1 22 4 FF A T IR 2500, AT 58 1 T AR Bl

[0034] [, AR BT I

[oo3s]  [1] 3 (D) FoftbaWadish (BafaAta? (D) -
[0036]

B Y—cor (I

[o037]  Hp
[0038]  R' & R°-S0,~ (Hirp R®ZEUREE ) ST BRI 1, 1- ZE AR e 2
[0039] X 2kl MRk
[0040]  R® FH R® AH [ 8 AS [F] - H.4% B2 SR T 0 JR 7 AT 28 4 AR P Ja 22 AT 2 o AR
IFRE
[0041] Rl R® AH A S R I HA5 HARATIE R IEEUR C g HEdE
[0042] PR A ZEZRIR, ZORIMEERE— 20 B 18 B A REREE - xR 7 AR 8
FE AT LA I R I AT e 4 AR 2 3

5



CN 103070854 A OB P 3/78 T

[0043] ¥/ B A& 5-7 Hi¥h ;

[0044] Y j2BEEY CH, ;LA KX

[0045] R BATEMEHCAIIRE ;

[0046]  [2] 4b&4 (D), Hor R 2 R°-S0,~ (Horh R ZEUREE )

[0047]  [3] ik [2] L&, 2o RS2 Cpg e

[o048]  [4] AW (1), Hr X 42 € WAL

[0049]  [5] tb&H (1), Horh R R R AHFISA R I B HRSR 7 xR 15k C g et
[0050]  [6] 4LAH (1), Hirh R A1 R® AH RSO HAS H A2 C ik

[0051]  [7] AEY) (D), B A ZRPEHURIRI

[0052]  [8] fLA&4 (1), HA BR B A2 DU ;

[0053]  [9] &4 (1), HAd Y /& CH,

[0054]  [10] 4b&%) (1), HA R ZEFRE ;

[oos5]  [11]4b&49) (D), HikH

[0056] [(3S)-6-({4 ' -[(4-% % -1,1- = 4 £ I & —2H- g m —4- 3£ ) F 4

120,60 - ZHEBOR -3- 3 L PR ) -2, 3- A -1- AR -3- 2 ] 4R,
[0057] [(3S)-6-({2" ,6’ - —FHZL-4' -[3-( FREMAMEIL ) AL ] Bk -3-25 )
k) -2,3- & -1- AP -3- 2k ] 4,

[o058] [(3S)-6-({3" -4 -2' ,6' - —HHE-4' -[3-(FEBBLE) NAEE] K
7% -3- %5 AR IL) -2, 3- A -1 ZRIFME -3- R ] AR,

[0059] [(3S)-6-({3" -& -2' ,6' - _HE-4" -[3-( FEBBE) NEE] B
75 -3 %5 AR IL ) -2, 3- A -1 ZRIFME -3- R ] AR,

[oo60]  [(3S)-6-({3" ,5' - =& -2' ,6' - "HZ-4" —[3-( PR ) WEE]
PO -3- 36 ) AL ) -2, 3- A -1 ZRIFRRR -3- 3k ] 2R, Al

[oo61]  [(3S)-6-({2' ,6' - 2%k -4" —[3-( FILmEEE ) WEEE ] Bk -3-3L ) /

AL ) -2, 3- A -1 R -3- 2 ] 4R

[oo62]  [12] 4k (1) WIRTZY ;

[0063]  [13]GPR40 S fAThREI I, HALE4L-&W (1) SHHETZ ;

[o064]  [14] Z5#iil55] (pharmaceutical agent), HASEY (1) BHATZ ;

[0065]  [15] ik [14] (K259, HoA FRT sG 7 8k PR I 25400

[oo66]  [16] TG Bk iAW FLBNY) oM IR 14 7 3%, i 07 V2 B R X W LB 26 25 R 1)
&Y (1) sILHTZy

[0067]  [17] 4b&4 (1) s AT 25704 H T 77 sb 7 85 R 1 254 T i i

[oo68]  [18] (6— F22& -2, 3— & —1- K FFWkie -3- 55 ) LERE L ;

[oo69]  [19] &N (11D RARMWAEWIEILEE (ERFAED (11D) Kyt2EE
AR 7

[0070]



CN 103070854 A OB B 4/78 T

(i

COR
[0071]  Hrp

[0072] 7 & i JR BRI AR R 3 5 3F HL

[0073] R ‘BATZEHEARIIFRE,

[0074]  ZJ7iEAERE A (D RREW s (IERECALEY (1D) #AT A%

PRI JE Y.
[0075]
z o)
/ (1

COR

[o076]  Hrh 55w EATA ;55

[0077] AR BHEIAL &4 B DL 516 GPRAO A2 PRI SN5ITE M, Bon VR A B 257 i 55

P o bL s e R 5%, JU I BRI, - Bom R I 259003 0 2 5 L i o 4 e

S, LG, A S AT H T PR BB T IR FL B T s GPRAO 52 A4RH OK IR 3 e 1 22

A H 2.

[0078]  REHVFIA

[0079] [R5 U BH, VR A A Ui B A5 A i B 7, AT 4R AR T SR IR A

JAFo

[0080] [R5 A Ui BH , 1 A A Ut B A b 1) “AR I AR IR 32 7, Tl 48 R g an “ AT 38 4 A

(1) Cyg BEIE"ATIEPEEUARI C, g ML ATIEBEUR Cyg BRIE" AT LA EUAR IR Cyg FRBE

T AR IR Coyy F5FE7ATRALEURI C,y TFReIE” 55

[o081]  BRAESIA UL, AE A AU P ) “C g Bk, W LASR S an R 2k £ 36 (TN ZE S+

R T3 R T3 T 28 BCT 28 2 S I B L 2R 5%

[0082]  BRAETIAH VLU, VRN A UL A “ Cop ML, W LA BB U0 L0 FE  IN IR 2 S

Wde2- T -1- 24 s -1 565 Ol -1 RS

[0083]  BRAETIH VLU, MR A AU 45 F KT« C, BREE”, W LASR Jefgl i 2— T b —1- FE 14— &

B —1- F 5 O —1- FEEE,

[0084]  FRARY A UL I, VE A AL 5 A ) “C, o FRKESE ", AT USR Je ol f, BRTA 36 3R T 3

7N 27 N - E

[0085]  BRAETIH VLU, MR A AUL BT I« Coyy 7 EE7, BT RASR S, 2R3k 1- 856 2- &

FE2- BRARFE (3- R E (4- BRORIE (20— BUEESE . 1% Gy J5 0] LU A ’@% (1), VE A
YT Coyy 7555, T ASR R AP S 25 55

[o086]  BRARTIH UL, VE N AU “C D7 et ”, AT LA S, REE R S5

RFEFFE - FREE P 2 ZEEL AL 2, 2- RS 23 3 RSB L 4 2RI T A 5 2R

L

7



CN 103070854 A OB B 5/78 T

PG 2- R TE Ik 3 IS 2 4- IR IR R AR 5%

[0087]  [RAE 554 ULEH, 4R A AUt B 45 b (¥ “ AT 1B B AR I R R 7, W] LB S o, “ FR 567

“IEIER IR Cyg FEREE " AT B Z BRI " AT AR Gy D7 " AT

TR €,y TTERAE” 55

[0088]  RRAE S A UL BH, 1R AR DL BH AT A ) “C, g e E7, WT LA i, FRAR I . L3

RS AR T U 7 TR L - TR L IR R R R

[0089]  BRAESIH Ul B, VRN AUt A5 A “C g Bedidk —C g Btk ™, ] LS K Mol FR4R

SRR PR G GRS P AL O GRS

[0090] 1 Ay A {3 BH 45 (i “ FRBRFEARUIE7, W] LASR bl o “ AR BRI BRIV IR . 1B i

FRIRFEAEEE (R0 S0 W] DASRE Ko, DY SN g ik AU L R ML AR Ik L ML e BE 4Rk L b e SR 40U

PRI LA T Ry L AR MR SR AR R

[0001]  BRAESI A UL, A A AUl A5 iR “ Cyy D5 58L0E 7, W LLER R G, R4 IE L 1- 284

B\ 2- ZREHESE,

[0002]  BRAESIA UL, VA A UL IR “Cyg 7 Sk, T LA Kl i, "R EE R 2

RIS,

[0093] [k 55 U BH, 45 S AU B 45 b (¥ AT 1B B AR B SR 7, W] LB S ot , “ 3 567

“HEIER AR Cyg TEmi AL " AL B AR A Z AR I 7 AT A AR Gy 7 BREE " AT

AU Cp 6 7B 5

[0004]  BRARS A UL B, AR A UL A5 T “C g Jehm e 7, W AR i, AR L St it

PRI S AR SE T B2 A TR BT RS

[00951 [l o A Ui B, VR A A U0 EH o 1) R EREERR L, T AR Bl T ) “ AR AR

(RIRIE o B I AR EER L (KD S5, W AR B9, DY S nb g i 2 | e m BEA 2k | ik g

BT 5 L A L | e R S | WDy L T | PR S S 2

[0096]  BRAE T A ULEH, /E A UL A1 “Cy, ABREE Y, A DAY W an, 250 2 L 1- 2858

g 2- ZR Mm%

[0007] BRI A UL, VE A AU B i) “ Cpye D7 BEFEm 257, W LASR K Mg, "R R LR

LA HES

[0098] [T UL, (E R AR UL F b i) “ JW R IR, mTLABR Kl ln, 5- & 14- 5 (IR,

WA =R ) IR, JLBR TR 740, & — R sl by At B &R 1 s 1 AR 11

1 & 4 DNIRIE PR R IR R, 8% (1)5- £ 14- i (L 5- F 10— 51) FFHINIRE,

(i1)5- % 10~ RAESSHELRIEES . Horh, A0k 5- 81 6- AT AEAIIE . HLARHL, SR I IE

betnmEmy £ (45020, 2— WEwy 5L 3— WEWy AL ) (WG L ()40, 2- WREZE 3 WRmEEE ) (nikie 5k

({52, 2— nHEmE J \ 3— MERE JE \4— MERESE ) (EEMRSE (514, 2 MEMYRE | 4— IR | 5— BRI ) |

w0, 2— oI (A e 5w ) (IHEREL (R SL (L, 2- MEIE S 4

e ) VLRSI (49120, 1— IR 2E L 2— LR IE \ 3— MIEMS I ) (BRI (41 2, 1 IR MR L | 2 R

FhA- BRPRIL ) (b MREL (A0, 1 LRSS | 3— ML AR L4 - ML ) L =ML (i, 1 =Mk

2— =ML ) (DUMRTL (WARRIE ({5120, 3— WAMRIE (4— WARRIL ) SRt ({94, 3— SRt |

A- FMEMIL 5- SUEMEL ) el L (B, 3- el 4- SeRidl 5- el ) g

I (940, 1 WSIWRSE | 2— MSIIWREE | 3— MSIIRSEE ) L2 SR FFWEMRIEL | 2 2K eI | 2 kg I
8




CN 103070854 A OB P 6,78 T

(0, 1= ZEIFmR ML 2- ZRIFBRMESE ) (2K [b] MEmIE (fdn 2- ZRJF [b] WEmMyIE . 3- 2K
I [b] MEWY L) 2RI [b] WEmgEE (A1, 2- 28 3F [b] MEmEZE3— 29 [b] MRIEIE ) (WEIpRIE
(g2, 2— WESIRRIE | 3— WS bR L 4— WAEIRIES | 5— MAEIPRIEE . 8— WA IBREL ) e mbhIt (i dun, 1- S
WIS\ 3— SR EbRS \4— M bR L 56— SmE bR ) 5%

[0099]  AEFFFEZNIRFE LA le e (9 a1, 1— B BE T L 2— HEE e L 3— mEb b ) (i
eI (52, 2— wRME R L ) (K MR E (A0, 1 BRMEBESE | 2— BRI E It 4- BRI SE ) |
WRIE S (AT, WRIE 725 2— WRIE 2 . 3— WRIE L 4- DRIE I ) WREFE (1201, 1- DRIEJE L 2- IR
RS ) JIBRIE (520, 2— BRI L 3— M BBREE bR ) (B IEIAIE (Bt , 2- BRI IBAGE L 3- B
Ny bR 25 ot PR A, ) DU b A 5 55

[0100]  FRIAESIAULEH, ME A AU B K« C L e dE — BRIE”, T LIS S il i, ZBE2E T
PR | e R 5%

[o101]  BRAESTA UL, AR AU I I “C g Bed Ik — BiRIE 7, AT LA4E S g, AR 4 2 e
B CEESERIE NI B - T IR IL

[0102]  BRAESTA UL, AR AU IS I “Cy g BNBETE — BiRIE 7, AT A4 S M, 34 13 e
VORI

[0103]  BRAESTA Ut U, AR A A UL A i) “Cy, 05 55 — SR, W DARR S M8 2, 28 PR
1- Z5 P 2- ZE PR,

[0104]  BRAEFIH VLWL, FE AU ) “C e D7 ledE — BRI, WT LLER Rl an, 2R3k Sk
F\2- ZRFE VBRI SE

[0105]  BRAETIH UL, FE AU A i) “ Gy D7 R — BiRIE”, WT LSRR M4, 2R P
FEVERESERIL S

[0106]  [RAESH Ui BH, 1E N ARV PR “C, s P BERIE — FRIEE”, vl LAHR K, 4R Bk
SR GRS

[0107]  [RAESIA ULBH, /A AU BH AT P i) Sy BARIRIE — BRIL”, ] LU R qoil tn , npk g foe 2k
PrHE WRIE I PRI %

[0108]  [ARTIAH Ut B, AE A AU A5 P i) “ C, g BERRRIEEL ", W] LAgE S gt , P BLTE I L |
LIETETE IS

[0100] AR 53 A Ui B, AF 0 AUt Y 45 0 i “ Coyy 05 FERAICIE 7, AT LAgE B A9, 28 i 15
Fe - ZEEEMRI AL L 2 2RI TR LS

[o110]  BRAESIA UL, AR A AU ) “C g B WRRIESE 7, AT LA4 S 4 2, AR 25 P T
BEEE | 235V IR 2

01111 BRARSIH UL B, AR A AU A “ Cooyy D7 ZEMVRATLEL 7, W] LASR S ] 40, R Tk
WESE | 1 - ZEFE IR AL 2 250 I IR AL 2%

[o112]  BRAES A UEBH AR A UL A5 P 1) “ AT 1B 9k MR AL R e 98 7 ] DA S s 25 C g
FRAE A — BAE Coyy J7IE — BIREE. Ly 7 e %t — B Sh.

[0113]  BRIAETIA UL, AE A AUt B o i) “AE ek s AR C g Bk, W LAER S AT 14 1-5
A B R BIRC g eI R LA RN, AR L HE VIR TR L TR
TEF TR PR,

[o114]  BRAESTA VLI, AF AUt 45 T ) “ AT 1B 4% s AT C, g BESE ", W LASE FAT

9




CN 103070854 A OB B 7/78 T

15 A L3 “ g Jst 77 UG B3 “C g BEdi 2k ™o Rl LASR il PR AR L 4R S T A2
A= TEREE =R PRI

(01151 RRARS AT UM, /R AU A5 P i) “ 8 — B —C g etk — 2 3L 7, I LA3R Rl 3k
“Cro BEdk” B - B HURHI RIS . flln, FEE A LRk N R 2 PR 4
HAAE,

[o1161  BRAR AT Ui BT, VR AU B AR i “ 8 — B =Gy, 073 — IR, W] DASR el ik
“Copy 7757 - B - BRI RS B, ARG R A 1 - AL 2- RARAE
R,

01171 BRAESA UL B, AR AU AR (1“8 - B —C o D7 etk — 237, I AP Rl b
B C 6 FTREREY B - B - BURIR S, i, IR A R LR AT

[o118]  BRAESH UL, AE A AU AT [ “N-C, o etk -N-Cy,, J5 2 — L7, [ LASe S gl -
BRC ¢ HERE” T LR “Cy, J7 7 BURII R EE . B4, N- FIE N- 2R AL N- L3 N- 2%
HREHAEE.

[o119]  BRAESIA UL, MR AU B3 P ) “N=C, g itk -N-C; g D7 hedE — 2L, AR K
W B “C, o pedk” MBI “Cys D7hEst” BURII RS . B, N- L -N-"FEE3E N- &
B N- A

[0120]  BRAEDS A Ui B, A 0 AU A3 (9 B — B —Cy g e — 2 RS, W AR Bl
R CC, o pedk” - B - BURHIE PBERE . m L3R il fur, PR B L Z 2 B
TR PEL T LI T L3 PR PR

(01211 BRAESA UL I, A AU A b B “ B — B =Gy 059 — S LS, ] RAde B4
B G D7 B - B - BURI R P B . R AR BB, SR L 1 - SR T
B 2- AR FBAL

[o122]  BRAESS A ULH, M AU A b i « B - B —Cy g IReds — @ FBLSE 7, W AR K
W B3R “Cy g PRBERL” B - B - BRI TS . W] RASR R, IR 2 R 5%
[0123]  BRAESAT UL I, A A UL AT (1 “ B - B —C o D7 ek — R TR BLAE”, Wl USRI
W B “C e DikedE” B - B - DU ISR . 7T L3R il o, "R R 2 245

(01241 BRARSAT UL BT, RN AU b i) « B — B —5- &2 7— SORMVIL - S ELAL 7, v
CASR R 5- 22 7- BAORIAEL A — s - BRI PBEE . 1E081% 5- 2 7- SR, WL
P& LR ML AZR IR TR AN S AR AL B SRR TR T AR T
T2 A ADIRIE TR IR 7o AR ARS8 - B -5 & 7- SRR - P
(RN a2 S, T DA K 2— M 2, P IR L 3— b L 2 I AE | 4 ki 2 TP R L 2- ey
FLa LA (3 WEWy Lo TP AL .

[0125]  BRAED A UL, MEAA UL ISP ) “ 3 — s —C g et — @Ufealias ”, w] DU 4
EIREC, o e R - B - BRI UL, 9] ] LA3R K, TR U AL - LR B A
TP IR . IR A

[o126]  BRAEDA UL B, A AU A b B “ B — B —Cyyy 05 — GARRIESE ™, W] U 4%
By, D7 B - B - WU BB, Bl ] DASE e, R IR S B « — AL i L
HE 1 BRI AL 2- SRR ARG .

(01271 BRAESA UL, A AU AT 1 “ B — B —C oy D5 EdE — ZUBRBIE 7, Wl LAAE A

10




CN 103070854 A OB P 8/78 Tl

B B “Cr AR B - BT - BRI AR SE , 491 ] DR %, R AR R IR 2 5 o

[0128]  [BRAETIA UL, 15 R AUk B A5 Hh () “ AT e Bl UK g S 7 AT U Cg M
S ATIEBE IR Cyg IR ATIERE AR Cyg FEARIE" FN AT AL AR Cpg S AL,
Al LB R Ao

[0129]  “Cpg FEFE"“Cog MHIE"“Corg PLIE"“C o FERIE” M1 C s HEMiIE”, & HAEIE G H
RO B BA 1 55 Dk H T KBUCE

[0130] (1) RiJRF 5

[0131]  (2) F2d&

[0132]  (3) &% ;

[0133]  (4) #iHZE 5

[0134]  (5) H % ;

[0135]  (6) fFikhk 1 2 3 ik Bl F FIHURIEEUR I AL EE (PUEmRIR | e 2L | Ewy
BE IR R ML AL ) L SR R I A L IR AT s AR € BESE L L - BR
TCyg B - EEE oy AR VER - BT Gy 7 5E — B Cog FRBESE L C g BEAHE Cg AT
B —Cog PRI Cg BEMLIECpg FEFRE WAL\ C g HEAETAIEEL T A AL R R
WA AR RS B — B —Cy e Ji e — B PRS- B Gy 555 — I L U
WEds B — B —C g BEds — SRR 5 — B —Cyyy 0728 — ZUIAEESE

[0136]  (7) Hf - BN = —C, Sttt — 22k ;

[0137]  (8) B — 8 —Cy, 7k — A

[0138]  (9) 8% -8 —C ¢ Fykedt — &

[0130]  (10)N-C,, fidk -N-Cqp, 753k — 2

[0140]  (11)N-C, Bk N-C, s etk — 25

[0141]  (12) Cyq FhJESE 5

[0142]  (13) fEIE AR Cg HEAIE 5

[0143]  (14)C ¢ fehmZE ;

[0144]  (15)C, BEFE W RETLES

[0145]  (16) C, ¢ KEAETHAMER ;

[o146]  (17) fEIERE BRI IORZE ;

[0147]  (18)C, ¢ fidE — Fdk

[0148]  (19) Cyq FibEdk — FiAE

[0149]  (20)Cy,, F75E — P ;

[o150]  (21) & WL ;

[0151]  (22) AR WL ;

[0152]  (23) H - 8L —C  bidk — 2 P ;

[0153]  (24) . - B —Coyy J75E — A PBLEE

[0154]  (25) B — B8R —5- & 7— D ZeBft - E LS

[0155]  (26) fRIEHRFEIURI C L it — BRFEZIE (BN, OB A B ) ;
[0156]  (27) AFEHE 1 & 3 ANik B U BIHCARIERUARIY Gy, 77580 - IRT- RS L 2L
BiF 2 S AR AR € Bk VB — BR T —Cy e gk — 20k Gy 728 VR — BT —Coyy JF

11



CN 103070854 A OB B 9/78 T

Bk - 2R Cy g MMBETE (g HEAUIE C g BEAUIE —C g FEAUIE Cy Ehii I | C g BTk TR IE |
Crg FEIEMAMEAE | R e 4 MR AL R Ik L2l TR ek Bt A2 AR RS L o — Bl —C g et - 2 T
MRk B8 — B —Coyy 7 2 — 20 IS 2RIk R - B0 —C o et — 2l AR A 5 — Bk
T Cooyy 73— BRI

[0157]  (28) AFIEREIE HANTFHY 1 2 3 MHUREERURK Coyy 7728 « IR R JE L 20
B3k IS AT KA g Bedk Bp - B —C g e gt - & FE Coy o -3 Gy 5
B - B Cy g MMBEIE L Cp g HEAUIE C g BEAIE —C g FEAIE Cyg HEMILIE | g Fr 2 T TR |
Cr PEIEMATEIE AL LB MR AL R I 2 PRI AR RS B - B = —C i - AT
WEIE BB — B —Conyy 728 — 2 S 2 I B - B —C L e 2t — 2R IS N 5 — B
T —Coy S — BB

[0158]  (29) Z¥IFILAEIL ;

[0159]  (30) ZHEEIL ;

[o160]  (31) H - 8L —C, bidk — ZAMANLAE ;

[o161]  (32) . — i —Cp, J75E — MBI

[0162]  (33) LM E B U T 1 &2 3 ANHUREERURI Coye AT R T 25
SR EHEE TR AR Cp HE2E B — BT —Cy g e 2t — FIE oy 26 - BT —Co s
J73E - BHE . Cy g BMEIE . Cg HEAUIE . Cg BEATE —C g FEAUIE. C ERiIE | C g Brdk Wit
FECpg HEIE AL EL AT I M AL R 2 R P R AR P2 R - B -C o i - | T
WA R — BR T -Gy 28 — SRS R ESE L B8 — B —Cy St 2 — SUBRIE AN A — B,
T —Coyy AP - BRI ;5

[0163] 4y At B4 0 i “AT BRI Cyg BABEIE " AT I Cooyy D7 257\ AT
BEEUARHY Cryg D5 BETE " “ARIBA AR Z8 AL AT A A A% }7( SRR AT AR
(1) Cooyy 78I AR IR Croye P BT AR IR AT A AR IR FEmE I AT Al AR
(1) Cooyy FMIE" T ATZERE AR Croy T7 e REMLIE”, W LAY S 5] ﬁu,

[0164]  “Cy g FBEIE"\“Cooyy J7E"CCruyg A BEIE" IR IE Y R TL AR IE " Cyyy JTRIE
“Crie TTHERIE"CIIRFERIL ", “Cyy TTIRIE” F1“C, s TTREFERREL”, % HAEIE A BURIIAL
BFERA 125 /\15'_&. H T FR AR -

[0165] (1) KR

[o166]  (2) FolE& ;

[o167]  (3) &% 5

[o168]  (4) HiHZE 5

[o169]  (B) HZ 5

[0170]  (6) fFEHEUARIK) g B2 2E 5

[0171]  (7) AFEHEARIR) Cog JR2E 5

[0172]  (8) fFALHEHUARIT Cyg I 5

[0173]  (9) fFikfiik B LA T 1-3 NEURIERARE Coyy 77 2E « R R Ik 2 58 VAR 2E
T AT KA Cg BEdE L — B —Cy g BidE — 2055 Coyy 72 R — B -Gy, 955 — 20
HE Cog FRBESE . C g HEARUIE L Cpg FEARUIE —Cyg BEIE L C g HEREE | Cyg BESEWRRIEIL | C, ¢ b
SETR RS AT IR B R L P RS B2 RS L A — B —Cy e — 2 P RS

12



CN 103070854 A OB B 10/78 T

B - BT —Cyyy 5 - B P BEES VRIS - BT —Cy ¢ Pk — SRR A - B —C,
779k — I

[0174]  (10) TEMEIE H LR 1-3 ANEUREEEUR I Coyy 75803 < IR R 38 BUE
fiFjs U AT A g Bidk B — BT —Cy g etk — &2k Coy 725 VR — BT —Coyy J7
% - ﬁ%\ Cs—s ﬂ:'ﬁtﬁ%\cke %f&%\ CI—G Fﬁ%% _C1 -6 %ﬁﬁ/ﬁ% C1 -6 %@ﬁ%‘ Cl -6 FEIE&E&%‘
Cy BEIEMAMESE (LA BRAL R IE 2 A WEIE A AR R IESE L o — Bk —C ¢ e dE - AT
WAL BR - B —Coyy 53 — S IESE V2RI SE B - B —C o e 2t — RIS AN — 1)
T Coyy T — EEIEEE

[0175] (1) AFEgik H AR 1 2 3 ANHURIEEURIR Coye FPE S i JR 1 R 55 &
HE VR EE IR R AR Cg edk VB — B Cy BEE — &I Gy JFEE VR - BT Gy,
D75 — B Gy BT Cg EAREE Cpg FEARIE —C g BEAREE Cyg FEIE | Cpg BEFE T
5 Cpg WAL LI BE BRI R I 2 RS AR P R SE L B8 - B —C e i st - &
RS R — B —Cy 28 — R P BESE B IR B — B —C P — ZUIB ISR RN 58 - B
Gy, L - SRR |

[0176]  (12) ikt H AT 1 48 3 USRI 2830 (DU MR IR 2 \ ML I 256 | IRy
B LM R ML ) ¢ ST R B IS T TR R AR C g ek L - R
T Cy ek - 2R Gy FEE VR - BT Gy 7R - 2T G FRBESE . € E5UE L Cog S8
B —Cp g FEARIE Cp g PEMZE \Cp g IR T IAESE | C o PrAETRESE AT L RE MRAL PR V| T
PRI A A2 PR IE L B8 — B —C g e ot — 2 I BSE B — B —Cyy, 72 — 2 PR IE 2 i
BRI 8 — B —Cpq bttt - EUREBIE RIS — B —Cy,, P73k — EUBHEESL

[0177]  (13) B - B —C,_, Bidk - &3k

[0178]  (14) B — 8§ —Cy,, J55E — G0

[0179]  (15) B - BR— —C,,, J7hidk - &5,

[0180]  (16)N-C, ¢ Bidk N-Cq ,, 53k — &I ;

[0181]  (17)N-C,_¢ JehE N-C,_s Fihedk — 3L ;

[0182]  (18)C, ¢ Ffifidit ;

[0183]  (19) fRIEHIUARIR Cpg BEAAE ;

[0184]  (20) fEIEREHUARH Cpg FEMLZE

[0185]  (21) C, ¢ St B LS ;

[0186]  (22) C, ¢ JeEMAIETE

[0187]  (23) fEIERE BRI IGRZE ;

[0188]  (24)C, 4 Btk — ik

[0189]  (25)Cyq FRkEE — FiEE

[0190]  (26)Cq,, 75 — Pk ;

[o191]  (27) & LS ;

[0192]  (28) fiflad LA ;

[0193]  (29) # - B —C,, bidt — 2 WL ;

[0194]  (30) 8 — Bk —Cy,, J55E - R L

[0195]  (31) B — B~ —5— & 7T- BRI — 2 PR

13




CN 103070854 A OB B 11/78 T

[o196]  (32) ZBHAMEIL ;

[0197]  (33) # —mk — —C,_ bkt — AL

[0198]  (34) -8 —Cy,, 55 — AREMESE ;

[0199]  (35) fRIEHRIEIURI C L e Tk — Predha It (Hn BRI IE (N BEE 2 )
[0200]  (36) Z¥FAEEAIE ;5%

[0201]  FRAES A UL O, VE A A UL A5 3 1 AR B B 1 2028 7, w] DASR S AT e 4 0k H LA
T 1B 2 AN HUREEUAR I 2 2

[0202] (1) AFEREHCARIR) g S22 5

[0203]  (2) LRI Cog IR 2E

[0204]  (3) AFALEHEHUARIR) Cog BRFE 5

[0205]  (4) fFIEHHEURE Cog PR 5

[0206]  (5) FIEREEUARH Coyy 72

[0207]  (6) fFILEAEUARIR] C g HE4EIE

[0208]  (7) (TEMEECAIEEE ;

[0209]  (8) T3kl HXUAR ¥y 24 BRI (0 32 POk Rl 55 b e 5 W 3 356 bl w1 e L ol
i)

[0210]  (9) ZHEAELE ;

[0211]  (10) # - 8L —C ¢ brdk — 2 ML ;

[0212]  (11) # - B8R —Coy, 555 — BB ;56 R RIEA U 202 2 4 2 - HL
AIEBAR I 2 ZE I, XL HACEE W] 5 AH AR ZUR - — AT S AR o A i B E 7,
AT LA Mgt 5- 2 7- mEEAES, R TR IR FAMNE EA 20— AN EUR T UL AT
Ak BRJR 7R TR 7R 12 2 DR TR IR R T AR IZES BRI
DRI S, T LA S LM IR A L A AE WA  WR I e P A fe A o 25
[0213]  BRAETIH VLI, 15 R AU B A0 A ) AT 3% 4 B R IR BESE 7, W] A4 K 3K :—COR" —CO-
OR". =SO,R" =SOR". PO (OR") (OR®) . ~CO-NR™*R* FIl ~CS-NR™R** 7R ({5 [, Horp R™ A1 R® AH[H]
RANF I A B AREUR T B R IR R I BT 4 BRI A4 PR ZE , I HLR™ F1R™ AH [R] 2%
ANFFF HA B RER T AT R BRI ST A BRI 2R3, 3 R™ R R W] S5 AHAR I
BR T T AT LR AR & B, 4

[0214]  {ENZ AR B K& B IR 7 R™ I R™ AR RS T T 3“5 &
FeIR”, AT LA S an, 5- 22 7 S EOR S, HoER T IRIR FANE S 2 b — AN ER 1 LR AT
IR EHE AR - R FREIR PR 182 MR FAEA IR R T TERIZCET R
TRER (R S5, T AR % NEE 5 « IDK Mo« AEL ARl L WIRISE WK P e bk % P mb L e et . o
PYebE 56 o

[0215] X EEAMAE SRR EEE A 1 2 2 MU, 1A EEHARIE, W L
P& ORI ARIE AR C g BEdE Coyy 7725 Cryg FFREIEE

[0216] VRSN TIA “AFE A RIS AR L S, v DAHE &

[0217]  FAPEE ;

[0218]  FRJE ;

[0219] S ML

14



CN 103070854 A OB B 12/78 T

[0220]  C, ¢ fedE — i

[0221]  C, feselhE — Pk

[0222]  C,o BRBESE — Pt

[0223]  Cq,, 753k - I

[0224]  C, o J7ledE — BRI 5

[0225]  Cy 4 J5ARIE - RIE 5

[0226]  C._ ¢ F7kesa e — Bk

[0227] 8- B8R —C, il — & P mESL ;

[0228]  # -8 —C,,, 5L - A FESE

[0220] A - B8R — —C, ¢ MkEdE — & LSS ;

[0230]  H - BK . —C, ¢ FHEFE - PR ;

[0231]  C,, BeSEREMEIL

[0232]  AFUEHEAHFEIARY C,oyy 05 FERRILEE

[0233] S AARIRIE - PRI

[0234]  C, Bt WHEEEIL ,

[0235]  C,,, /3L REELEL |

[0236] ARz PELEE

[0237]  ZhAMEEE

[0238]  HL - BK . —C, Btk — &AL ;

[0239] BB - BR T —Cqyy J7 2% — ZHEEIE ;

[0240]  H - B —Cp g JhEAE — ZAMAIEEE 55,

[0241] A (D) PHSDR T IR AR LT,

[0242]  R' J& R°-S0,~ (L R® SR HUARIE ) ST RN 1, 1- AR DY S 5L
[0243]  JbAb, VE R R SRARK “HURIE”, W] LASR K “AT A AR AR S 7 AT 1 1 BUAR 1)
IRFEY AR AR R L7 AT IR B A B 28008 7 AR 1l AR SRE 7 U7 “ ARk 4
EUAR BRI 7, “ o 1 25

[0244]  R® fRIERATIE HUIRIKIRIE, SHEALIE C ¢ edE (RIEFIE. 25 ).

[0245]  R' IR AT 1, 1- 4R VU SIMERGIE” P s « 1, 1- 5 AR DY & e IR
EEEAARMAEFERA 125 0k 1 2 3. TEAZHBURE”, v LU
FHAE R HTIA “AF R BRI Cyg FRGERE 7RI IACTEAT 28 IR LB BIAR T o 1% 1, 1- 5
AWERIL” B 2 D ECE 2N BURIER, 2RI AT LA R BAN ]

[0246] 1% “HUAREE” L A RIS,

[0247]  R'MRIEN C, o HEEEMAMEIE (JLE P AEBAIEIE . L SEMAMESE ) 8k 1, 1- 4R DY Ame
MR, 2 BARIERE 1 22 3 Nk B A28 5 BRI, SEARIE C L Pedbmamidt (it 5L
WEIL | CFERABLS ) BRI R R IR 1, 1- A AP g 2

[0248]  EA FAM sl 77 20, R JLIE A RO-S0,— (b REZEUAREL ) , BEARIE Cp St SE Tk
S (ORI PRI . S FERAEIE ) .

[0249] X 28k —MRIt,

[0250] N X RS« A2 ”, Wl LA S, sk O IR Rk - He

15




CN 103070854 A OB B 13/78 T

o BARHE,

[0251]  (1)C,_,, WkedkE (ft1, -CH,~.—(CH,) ,—~— (CH,) ,—.— (CH,) ,—— (CH,) ,—~— (CH,) ,~—CH
CH,— —C (CH,) ,— — (CH(CH,) ) ,— — (CH,) ,C (CH,) ,— — (CH,) ,C (CH,) ,-) ;

[0252]  (2)C,.,, WAHEE ()11, ~CH=CH- —CH,~CH=CH-. ~CH=CH-CH,~ ~CH=CH-CH,~CH,—.—C (
CH,) ,~CH=CH- —CH,~CH=CH-CH,—, —CH,~CH,~CH=CH-, ~CH=CH-CH=CH-, ~CH=CH-CH,~CH,~CH,-) ;
[0253]  (3)C, o WAHLEE (H1, -C = C—, —CH,~C = C-. —CH,~C = C-CH,~CH,~) ;

[0254]  (4) Cyg WEERGERE (HAlH1, 1, 2- FERRAIEE L, 3- MEBR T 2. 1, 3— R 32k 1, 3- WP
O 1, 4- WIR I 1, 4- WIRPESE. 1, 5- WIRFEIE ) |

[0255]  (5)Cyy WI5HE (AN ARIE (fHlan, 1, 2- WAL 1, 3- WAKIE. 1, 4- WARIL) (W
ZEHE (fltn, 1, 2- WZEHE 1, 3- WZEH 1, 4- WZEHE 1, 5- WZEHE 1, 6- WZEHE .1, 7- W28
B, 8- WZEEE 2, 3- WZEH 2, 6- WZEHE 2, 7- W2 ) (WA (fildn, 2, 2" - WHEE
53,30 - WERHAE 4,47 - WERHSE ) 550 1% Coyy W5 FERT L E - HORI I, A K130
Iy VTN Coopy Y52, AT LA R ol PUS 28285 )

[0256]  (6) & H Lk (1) & (5) PHHEATPIF LS (B, W FF 3L — 2R3k P25k - W
I OHE - WA KT - WA R - WA O RO - R -
ZRIL W EERL - W) %,

[0257] X ARIENEEEN Cp o WhtdE (PUIE C o WSS AL EHBE C, o WEEE ) , BEALIE Cog
Wt (Ui EBE C,, Whtdk AL - (CHy) ) o

[0258]  R® FH R® AH [R] 8 AS [F] H A% B R SR T 0 B 7 AT 228 4 AR I a8 22 AT e o AR
iaf .

[0259]  ftidk, R® A1 R AR [F SR A F IF B H 2

[0260] &R T ;

[0261] JRF s8R

[0262]  Cp, fedE (PRIEAIZE ),

[0263]  Jf H.HfLik, R Al R® % A WA R Fo

[0264] R Fl R® AH A SR I HA% HRATIEMR B C, L, ik,

[0265] {3k, R Al R AHFISAN AT LA F 2 C U, FARIE, R AT R 4% B 4 3.
[0266] R A SRR, AR PMEL IS BA L B W F RS « i R AR A R
PRI U I B IE AT e 4 B C I 3

[0267] P AfLIEREEGCEA 1 2 3 ik LR RBURIERI 2R .

[0268] J& 7

[0269]  C, ik, HATEER 1 2 34> Coyy 7R (IRIERSEIE ) BT

[0270]  C,., fefE s, HATEME 1 & 34 Cyy, 55 (IRIEZEEE ) BUC s

[0271]  Coyy 77 %IE (PRSI ),

[0272]  FEARIEMRRTIEERA 1 2 3 MNMEH KR T Cpg TEIER C g B S HURIEI 2R
W, JCHARIE AR B BT AR

[0273] If B 42 5-7 m¥f,

[0274]  {E MR B ERIRI“5- 2 7- 3R, Al LA Je ol , 5- &8 7- i 5 AN <34 \5- &2
T- RIFEININE 5- & 7- A BRI 5- £ 7- RIRHR.5- £ 7- BRI HNISE,

16



CN 103070854 A OB B 14/78 T

[0275]  {ENi%5- 27— RS E A, W] LAFE RN, 5 22 7- LIR30, FLRR T iR
THNEEH 1 2 4418 BEJR T B R AR 1 [R50 R VR A A8 R IR R 1

[0276]  {E g S BR 77 T A2 A (R0 S48, TT LA Ao IR  WE Wy L TLEIE | B I | Mk g bk g | Ik
W IR A b s S s e s R A A O R

[0277]  {ENPTIR 5 22 7- RN, AT LA S BAT 5 22 7 AN J5 5 1 VRN Bl AN T R TG B4
&, B, Cop IRGEIE S G MMIRIRSE

[0278]  {ENFTIR C;r MEBEIE AL S, T LASR B3R e BR Ot R P 5 o

[0279]  1ENPTIR Csr MR BIDLIE SE], T LASR B3R 00 BR Ol A P 55 o

[0280]  PEN ik 5- 2 7— S AEJT & A4, v LR Sl a0, 5- 22 7— AR A 2838, Bk
TR TFIMNEEH 1 24 MEARR TR FRER TR AR R R 1.
[0281] 14 T i B R AE 057 B 2230 B0 3 5], mT DA Fe — S0 g o PO S PR . — S
W5« VU S0 WE 15« L P ot bk T BR ML A A L Ak IR W WK P P OB 3 N K, 75 NI PP 2 I g
PRI o R IR R A o I AR K WA IR MR S A% FAR B Jt. (azepane) AR R AY FA B 4
(oxazepane) U MHLIE . S MHPESE,

[0282]  FA BARIESN 5- 2 7- SUBIRAESE AN, BALE I AR . BRI SRR3R

[0283]
[0284] &
[0285]

[0286]  JLHARE
[0287]

[0288] Y j&EEy CH,.

[0289] Y {Li%L A CH,.

[0290] R ATEMEHURIFRE.

[0201] bk, ATk “ARIE R AR IR I PRI HA 1 “HURIE” fRIEA C L edk.
[0292] RARIEA

[0203]  FRJL ;BY

[0294]  C, KifRlE (DL ),

[0295]  BEALILE N et

[0206]  7ER (I) . FiREB L5 -

[0297]

17



CN 103070854 A OB B 15/78 T

[0298] LiER (2, 3- =& —1- I —3- L) 4%, B[]
[0299]

)

COOH
[0300]  E5IHL, HAE &5/ 4 ((3S)-2,3- & —1- JKIFMEm -3- 38 ) 2B &9
(D), A 1) GPRAO 32 ARSI 1, 2RI .
[0301]  fENALE (1) BIPLIESEH], 7] e K N &4) .
[0302] [ 1b&4 Al
[0303] fb&4) (1)
[0304] R/ C, o HEFEMAMERS (LI FFIEBAMEIL . L BEMEMESE ) ok 1, 1- AR DU S mEms 2,
5 BATIEME BRESEN 1 2 3 MHRERUR
[0305]  [R'RI%E A C1 6 RedkMimEst ( ARk A ILMARES L FLRTEE ) STl R U
1)1, 1- 5 ARDY S I ]
[0306] X ZBHEK C, ¢ WhidE (PLEEBE Cy WHEE) ;
[0307]  R* 1 R® AH A SAN R I HA% H 2
[0308]  &(JAT ;
[0309] JRF s8R
[0310]  C, fedk (P AEL) ;
[0311]  R* I R* AH[FE SRAN A F HA% B A2 g b (PRI ) 5
[0312]  BR A ORI, AR TIEIE AR 1| 2 3 NMEA KR T C BEIEM C ¢ bt
I (LIRS ) 5
[0313]  FF B & 5- 2 7 MAMAES B AL (PR P )
[0314] Y 72 CH, ;LA K
[0315] R ‘ZFFEE C, FEE
[0316]  [RALIENFRE T,
[0317]1 [ 1k&4) B]
[0318] fb&4) (1) Hrf
[0319]  R'J& C, o KEIEMAMERL (LI FFSEMAWEAE . S SEMAMEAE ) 8k 1, 1- AR P S mem 5L,
% BRI 1 & 3 A1k BRI I EIE AR
[0320]  [R'ARIEN C, o HESEMAMEIL (PRIE P IEBRILAL . QAEMAIESL ) AT IR R IUAR I
1, 1- ZA AP S mErg 5 ] 5
[0321] X 28dEk C, ¢ Witk (JLILEHE C, WHEE) ;
[0322]  R® I R® AH [F 8k AS A JF HA5 B A2
[0323] AT ;
[0324] JRF 5Bk

il
i
=
=
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[0325]  Cp, kit (PRIEFZEE) ;

[0326] Rl R® AH A S AN R I HA5 HRAT MR IEEURIN C, o i (PRIEFIE. 23)
[0327] [ 4RI, R* Al R AHFISAS A IF A5 F A2 Cp B2t (RIEFIE) ]

[0328] PR A JEAFIEEHA 1 £ 3 4k 3 LA BRI AEE .

[0329] JRF

[0330]  C, Hedk, HATLER, 1 2 34> Gy J75UEE (DRIERSIE ) HUAR

[0331]  C, ¢ efadE, HATIERE 1 2 3 4 Cy oy 75 (FRIEZES ) HUR A1

[0332]  Cy,, FHAEIE (PRIERSEIE)

[0333] [ 3f ARIENTIEERA 1 & 3 4NE A KR TCp g FEIEM C g FEAIEMEU RN
RN, JCHALE R BEHARRIZRIE T 5

[0334]  Ff B & 5- & 7 RAMAESH AN (PRt PG )

[0335] Y /2 CH, ;LK

[0336] R EFEIEEK C, ¢ STAIE

[0337]  [RALIEAFRE ],

[0338] [ 1b&4) C]

[0339] fb&W) (1), kA

[0340] [(3S)-6-({4 ' -[(4-% % -1,1- = 4 £ I & —2H- Mg m —4- 3£ ) F 4

12" .60 - ZHIIRROR -3-JE L AL ) -2, 3- A -1 AOFRRIE -3- 2k ] 418 (5E
Jitif5) 6) 5

[0341]  [(3S)-6-({2" ,6' - —HIF-4" -[3-( FImalids ) WS ] BoR-3-2 1 |
k) -2, 3- A -1 ZRJFMmg -3- 2k ] 4l (SERtf) 10)

[0342] [(3S)-6-({3' -# -2' ,6' - " HIE-4' -[3-( PR ) HAEE] K
AR -3-Fk ) AR ) -2, 3- A -1 ZRIFRAE -3- gk ] 4R (St 13),

[0343] [(3S)-6-({3' -4 -2' ,6' - —HIHF-4' -[3-( PRI ) NAKE] B
K-35 ) FRIL) -2, 3- A -1 R -3-F ] 4R (sl 22),

[0344] [(3S)-6-({3" ,5' —-—&-2' ,6' - _HZ-4" —[3-( FREEBEE) NEE]
BROR —3- 3k | FIAEEE ) -2, 3- AL -1 RIERIR —3- 35 ] LB (SEHER 24) , Al

[0345] [(3S)-6-({2' ,6' — —~Z3L—-4'" —[3-( FIREANMER: ) WEIL I K 3-8 ) A

A ) -2, 3- A -1- SRIFRRIG -3- ] LR (SETtif 26)
[0346]  FENALEY (1) ik, B, nf LASE K<) #h Bk S A UL i 28 5 LR
TR ER A WU B £ S M R I 2 A R i 6 4%
[0347]  <p e b RO S0 B P i< s b EL il i B R A8 St < AR L A A A VB
PR SRR
[0348]  EAT MUY i) H A PEIL SL ], AR = TG . = 2 ke  FR R L 2, 6- —
FENLIE  OFEIE . O O A O RO N, N - TN O TR
JH A
[0349] R0 5 TEHLIRIE i) s DL L S 8], A5 55 R IR SR IR  AH IR Bt IR, RO S5 T2 K
k.

1IN

[0350] 124 5 AHLRIE i) R HPLIE SEf], WA 5 IR 1R = LR
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LR WA IR B R R AT AR IR DR H IR SRR PR R AR R 6 — PP AT R S T I £
[0351] A Stz 25 R T i) 26 B 1B S48, A0 4 50K 2 B8 2 IR % 2 IR S5 T )
#ho VBN SIRIEZIERIE R Eh L SE, Adh 5 R A2 A RS TE U .

[0352]  bikiEhrp, (RiE 25322 #5214k (pharmacologically acceptable salt).
[0353] A& (D) AT i AEM AP AL T, BT 5B H RS RV M4
A& (D BEY, Ml 2, B B AL I8 IR KRS A itk &9 (D &4 5
TH I R S R KR N SR AL AL A (D) G5

[0354]  fb&4 (1) BIATZ LB AR AEY (D 2320 B AL e 40 B0k E 4k 3R
B A i 549 (D MRE L = el N2t th  EE Z I L, (5- FF
-2 A1, 3- A UE (dioxolen) —4—25) AR IR P a4k | DU SUmsi ZE 4k i g e 25
R A B e R AU R AL B T A S AR 2L S D &4 (D iR e i Bk
FeBAL L B ERAL (borated) MR BIMALEGW (B Wib&4 (1) R LWL,
PR U BRAL BT BRAL  BEFABRAL & R4 T e AL B = R U R A e A T 45
L EYD AEW (D PRIl B szt 3 24 &9 (B ik &9 (1D [R5
T T Cg e dE — PRl AL — Pefb R - Mefb . — PR TR - Btk B B R
3L - MRk . QRIS O — TR0 VRS — R4k (5 FR3E —2- &K -1, 3- &R
i —4- 35 I - BEAL IR O IRIE O - Me B PR B AL S5 A3 B AL 69D . K
LA EY (1) FREARIT C, ¢ il il an F2E . L85 BUT ZE B m 45 2140 & 4 2 ik
[ XA YT E AR S SR TE RS (D il

[0355] 4k &4 (1) W EF 25 7] DL J& 768 A2 BE 4 10 R B4k sledb &4 (D 4L &4, W
Development of Pharmaceutical Products, % 7 % ,Molecule Design, # 163-198 T ,
Hi HIROKAWA SHOTEN Hihfz (1990) Firditiid (ks

[0356]  FIHIfEEEAL G (1) 1IHIE& ik

[0357]  [RAES AUl B, T 4K R4 SRS AR5 o ERre X B &Mk
G LI SR, RE AT R N o VR A FE R, mT AR B 54064 (1D 3RS0
sedh,

[0358] AP IR 1S B AL G40t ] LA LR NV A T AR =9 . 7E 32 TR 1
SN A, SO 5 R 77 v AR ARG T 43 B, FEdE— SR o s U7 R L E A g 2R
kSRR G AT A4k .

[0359]  AL&4) (D) (flan, X (Ta) f (Ta' ) R EY (R ALEY) (Ta) F
WEY (Ia’ ) ATLURYE T i e B 1 A Bos i 7 A s R 7 A ST ) 45 .

[o360]  Kfif 1

[0361]
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+ HO
Y~COR'

v
R4
LI,
SOAae
R—x—0 o

/ R’ (13)
(B 2AD A

(FH 1A

(1)

(HFIR3AY

O
c
\\<i}‘ BB

» 4

R

V)

(HH1B)

3
R )
Y~COR!
)

[0362]  HATRY 2 R-S-(HAR i BATE L) siPYAMERGIE, RT RATE BRI C g
PR SE, LR B AP ER R, HAWRT 5 an Ere .
[0363] < DB 1A>
[0364] (i) H{ L EREN, HEY (Ta’ ) ALLEEHX V) a5 (VID)
Kamad (A as V) FMik-59) (VID)) 4T Mitsunobu J W >k il £
(Synthesis, 1981, % 1-27 1 ),
[0365]  7F Mitsunobu RNV HT, (&4 (V) Fdb-&4) (VID) R ki &4 (i, &
BA_HFR_OEERE TR AN, 1 BRI ) ZWRmE ) FBE (Fan, =%
FEME =T ) BIAEE T RV
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[0366] AT HIRIALEY) (VIT) BB A4S Imol (L&) (V) 25 0.2 £ 5mol, k4 0.5
F 4] 2mol .,

[0367] At FH IO A IR AL S RS (1 00 F A B Imol A& (V) B Al 1 24
smol, PLikZ) 1 &4 2mol.

[0368] 1% M ALIELEXS [ N TR TP AT o B REIEAT X RN, R T IR 5 57 A
) T B A, DI B 4, R L 0 2 Ik S TR Ik 2SIk DU SR L 1, 4- e 1, 2- CRIARE
LS 5 I IR LW L PR R SRR L i R e s bS5 s IRAZ S e o N, N- — PP 56 A
Ji N, N- R Ol 7S R B S s i bt — U e &0 s PO Ak 1, 2- —
AP SHER L O NE IS TR LL WP W 228 AR 2Rl 55 5 AR bL dn — FF 5%
NIRRT,

[0369]  Jx VLRI A —20 &2 200°C, fE1E 0 22 100°C o J NI TR A 5 43842 100 /)
I, LIk 30 73080 A 72 /AT

[0370]  (ii) YL EELEMN, LEW (Ta’ ) afCLEELEY (V) FiLEY (V1D
TEWRBIATAE T R AT i) 2% o

[0371] 1B L SRy B 255 A1, ] LUABE Ko, o JL AT 328 s AR C g be I R AR
(i dn, FEEEIE AL . LRI 4SS  — S IR AU . — M PRt ) TiE B
BRI Cyyo 7 REMAMEIL AL [ 0 AFIE B 1 &2 3 Mk B P AR EURIER Cyy 7755
e AR A (9, 2R ST, AU 2 BRI I AU ) €y it Cpg PEREE RIS s R
A H AT 2 By, SRFERAIERL AR I | 0] — AL IR IL IR R AR Ak () — PR ORI IR AR AR A ] B A
(B, =R OBEIE . R OBEIE ) %

[0372] 14 BTk, mT LA K Aot ok 4 B S0 SR A 4 Lt A AR AL B L S AR A B L SR A
PRAE B 1 G B SR A B SRS S < Tk IR R S L AN B R Y Bk PR BT L B R HEe
S Tk TR A AR 2 LU T R N S s el A IR R LU I B R S s SR R L TR
WYL GRS 5 F R e dnntbme . — ARl e A 5 BURSR L W = 2% =T I =T R
N- RN A O = I 4 AR e o N, N- IR R . N- AR
e« N— FFIEOLms o . N— ISR IR A% S 4 J S A2 Ll dn &t iy S 2% s B ek L
AR, RN IEM (lithium diisopropylamide) 7S FFdE L2 LM (1ithium
hexamethyldisilazide) %5 ;B4 @ 1 HA 1 2 6 Mg R 1 10 B 25 b o FF B0 £ T
B TR B - T B A VLR L PR AT 1E TSR AP T IR BT SR, 2
[0373]  FTAIRALEY) (VIT) M EE AR Imol (L& (V) £50. 2 £45 10mol, {EiE4 0. 5
F 4] 2mol .

[0374]  Jit AR S8 8 R Imol &4 (V) 291 227 10mol, fRIEZY 1 247 3mol.
[0375] % AL AE XS RN A 1 PR S I P i AT o VB X FE I ), ] DLER S 7 D IR
1A= (1) R HI2E AR LE5 5] o

[0376]  J AVIRLAEIE A =70 22 150°C, Lk —20 22 100°C o [ PVIN [R]IE & 4 10 738042 100
N AT 20 438R AR T2 AN

[0377] < B 1B>

[0378] X (IV' ) R EY (R ALEY (V' ), w LB (VD) KRk
Y (RFRALEY (VD)) 559 (VID RIELELE 1A Th B ks Uy ik
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AT T 7145 o

[0379] < DR 2A>

[0380] fb&4) (Ta) W LLEEAAY) (Ta' ) BEAT/KME RN M H 4 o

[0381] M o ;W 5 v, A FH R SRR A T %K A S Y

[0382]  {ENFTIRER, T LAY K, TEWLER Lo i R R iR 25 1% 5 3071 Eb dn = &ALl =
WAL S A AR a0 =3 SR 0 — FFRTRIR S o % 5 TR nl DL SRR ski ik (sulfide)
JFH .

[0383]  {F K BTl i, mT LASR Ko, sl 4 B A AE AL W e &L SR A B SR AL B S R
2t a R S A L i S RIS A TR IS L s R B R A B AR I
HA 126 MR T REE S Lo an FREE . S gl B - T R S5 A AL (BFEKED)
W= i KM PR SS:

[0384] AT H 1Y) R S At i) 208 % 9 B Imol AL54 (Ta’ ) 29 0.5 24 10mol, fRI£Z 0.5
4] 6mol .

[0385]  JTid [ 7K i S N AE A W 700 1B AT, BROAEE 0 S BV i MR s R R gk AT . R
SN REEAT , P A e I PR e, A4, BE SR b an TR L LT NS5 5 5 B e b
A5 PZREE AR EL I ER Cbe s bt Ss A MUBR B EL U R L BRAE 5 TR EL 4 DU S g
1, 4- ol 1, 2- AR L etk RIS L B N, N- L PR L N, N- R 2
2 AU L I A R DY AR 1, 2- TR SRS S ER I 2B VT S
LG 55 A A5 s AR LL an — PR AE s K ARG 3715

[0386] [ Wil FEIELH 4 —10 22 200°C, ik 0 &2 120°C. MR A A 10 7380 42 100
NI AT 10 438 AR 24 /N

[0387] < DR 2B>

[0388]  fL&54 (IV) nl L@ EEALEY (V) ) BT KM N R 4

[0389] AR /K i S NSRRI 25 B8 2A BT i 7 v sl L 2R 5 ok 34T

[0390] < JDHE 3A>

[0391] 4tb&4Y) (Ta) W LLELEEAAEY) (V) AT SN R 2% o

[0392]  JITi SR 4K S V38 AR U5 1 L 7 VA F AR AR AT o BN BTl A0 7], mT DA %
B, A A I CRR TR - S R IR VT 2Rt A ALl (tert—butylhydroperoxide) .
oL T TR O e T R A ok R N IR SR B G TR AR TR EE AR TR AN R B TR A UL R
(VID) EALET (VIT) \ ZRALBACR . = AR R (iodobenzene diacetate) %5
ALV ES (singlet oxygen) %5,

[0393] BT AL EAR IR AR AP 2R & 4 g« 8% A B Imol &4 (1IV)
£70.25 22y 10mol, JLik#y 0.5 224 bmol.,

[0394]  JITI S AR I ASE FH%oF S N2k 48 1 RIS TR SR B AT o VR IR AR IS 0, ] LA S AT A0
IR 20 A28 IR s 5

[0395]  J Wil BE IR HS 4 —10 22 200°C, ALI% 0 &2 120°C . NI TAE A 10 438 %2 100
/NI AT 10 438 AR 24 /N

[0396] < DR 3B>

[0397] 4b&W) (Ia' ) AL &Y IV ) #HTEM RN .
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[0398] ATl IR AL S AR 2D B8 A v o ) 7 v sl FE R ABL 7 vk 3k T

[0399]  LiRElfg | Bt AL &4 (VIT) m] DUE k) drnin s STk bR I 16 77 25 s 2R A0
TriERH4% :Journal of Medicinal Chemistry, # 39, %8 4928-4934 11, 1996 ;Bioorganic
and Medicinal Chemistry, #9, & 1325-1335 71, 2001 ;Heterocycles, # 41, % 647-650
T, 1995 ;Journal of Medicinal Chemistry, #& 43, & 2049-2063 T , 2000 ; Journal of
Chemical Society Perkin Transactionsl, &% 2895-2900 71 , 1996 2%,

[0400]  EiAKEfE 1 HATH LAY (V) FdLE&9 (VD) mf DUE B W~ ik EIfE 2 EoR
(1) 75 B R A T ke i 4% o

[o401]  Kfi# 2

[0402]
R R
R% L (TR AN R% L (T SA)
——e—eria. R
Ho “ R R —X—0 TR
R R
v, 8]
{H% SB) ;
7 (FR4B) (H 3 6A)

(FHRTC)

(HFIRAE)

V1)
[0403] i R” BEAJAFBTE U C ¢ pisd s, L' B &R R, AR 5 by
[0404] PEN L' FRoniy B LILE7, v DA$E S arids L AT 4145 i A0 L e e 3L 1,
[0405] < R 4AD>
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[0406] X (IX) FRBIML &Y (RIFRAALEY) (IX)) W LLE R (VITD) RO &9
(fRIFR & (VITD) 5 R X-L" £tk e (RiL&m R X-L' ' ) &
1= 5 A% —6- T A8 [2. 5] “Fhe, DB 1A Wb B R 1977 VA BRI 7 VAT SRR il 4 o
[0407]  hdb, L” @S RIEASGRES, HALRT S 0w Bpre . 1A L7 KR “ 8 %2k
17, W] CAER L HTIA L B A2 () 8 4 s 2o L 1A

[0408] < DR 4B>

[0400] X (X) FARMIEY (FFRALEY X)) 7T CURYE D B 1A b R ) B s 2R
53, ik R (XD ZoRL SRR EEY XD 5 R X-L7 FRLE WL
1= 5824 —6- TR AR [2. 5] e T KON AR H % o

[0410] < DBE 4C>

[o411] =X (XTID) KRG (FFAEY XTD)) 7T LARYE PR 1A iR i) 78k
HBMUT, BB A& X1 5 R-X-L" R &Y (R LG R-X-L" ) 5
1- 5 4% —6- B ZRI2 [2. 5] k¢ 6, 6- AT SN A %

[0412] < DI 4D>

[0413] A& (V) AT LURAE DB 1A B Fros ik s 38 B7 %, it =0 (XI1D) FoR
4k &9 (RRR A& XITD) 5469 R-X-L" 8k 1- S 4% -6- M A4 [2. 5] 2 4¢
6, 6- —HMWIAT SONVR £ o

[0414] < BDER 4B

[0415]  Ab&4 (VI) W LURAE PR 1A o 75k si R U7 1%, i ¥k 54 (XT1T)
S5AEMRY X-L7 8 1- 5828 -6- BiZRI8 [2. 5] FheibaT RNk Hl%

[0416] < DR 5A>

[0417] L&) (X) AT LURHEA B CLAnpy 7 v, ik i 54 (X FsX Ar-M SRR i
Y CTRIRR A EY) Ar-M) AT A SOV R & s BE @i B &4 (I KL #Aoh &
JE& (Ao, BB BELBE VBRI VEESE, BT LRSS ), R e S X
Ar-L" " FoRBMLEY) (LA Ar-L"” ' ) IATIERA R VR & .

[0419]
O

[0420]  Mj2<gJa (Mt #H B B BE VI VB B RS, NI LRSS 1) L7 1 BB .
B, HARAT S B e o L 1 RO BRI, AT DR AR L B2 23S R e 8 %
2

[0421] {5 Se N IB W AR A7 AE R IEAT o AT O BT il W] LASR K49, el S AL M LE
AL A AR B S AL L I SR AL B S A AR B R
AACD LU AEAL B A AL AL S Tl < T 1R 5 2K L Qe 1R Y il IR A B TR
25 el <R Tl TR S B L Al PR S e TR S S 5 < R AR PR i B S PR P A 5l
IRA 1A 6 ANBRR 1 REE R LL i R RN SR BL - T BERAE A HLA EL fn = 7 i
SO SRR SRR ERE P EENEE . N- RN e . N- BRI IR 1, 5- AU NOA
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[4.3.0]-5— M1, 4— ZHA0 [2. 2. 2] =F4E 1, 8- A& AW [5. 4. 0] -7T— +—Hik i
2 H AU LD Gn B SR TR A TR R T AR R R L A R
SRR N R T RE LA,

[0422]  FTHIRIAL AW Ar-M 84L& Ar-L" ' EEH NS Inol (L&Y (IX) £410.1 58
2y 10mol, ik 0. 5 B4 2mol . Fir H Bk 1) Sl 5 A B Imol (LA (IX) 241 24 20mol,
Rk 1 B2 5mol.

[0423]  fHBE s AR A4S PN e s P IR R AT o B R N BB J0EAT , XTS5 A Rl
(YRR i), M0 18] G, B2 B T R RE S ST TR RE S S PR RE T I BT S WAt 1, 4-
wlbr  DUERIG . Wk BT FE FIEEE SN BE. 1, 2- SR IE 2 b eSS EL I FF AR 2166
LR O CTRIE T B4 s iR in — S bt 07 WY S4B . — SR LG 5% sk bl
IE - OFt 2 RS BRI E an N, N- Z SR FERZ . N, N- Z R Qe 5% sJiE Rt s
TGS SE s ARG e an — A ARAE 38T 00 5 /S ARSI L L /K s e TTIRTR G ) 55 .
[0424]  DAEEI W] LAY H 6 @ AL SR AC AR & SN o A4 BT I 1) <62 8 AR AL 7R, AT LA
HARFRAR B %59, vl LA &g, @459 [ 6, A (1) PO ( =R )
AL (0) VR (=R ) &40 (TD =800 (=48R ) 448 (D = (I FER
M) 448 -2,2" - X ( REEREIE ) -1, 1 - 2B (1D 51,17 - = (%
AL ) KBRS A ] A A Do, DY ( =2REE S ) A8 (0) JEUEAL ( =228 )
A D VR (Z2RER) A8 D] ssiea [, &= (=Z2RER) A%
(1D 7 85 &9 Atk &9 [ oltn, EAE . &AL8 (D T 5. Hb, 2k 59,
BAA VA YRR IE R .

[0425] AT F IO 4B ABAL R G Bl B Imo L ALA4 (1X) £490. 000001 =4 5mol, fiE 4
0. 0001 222 0. 2mol o 47 1% N HP s FH AR AR E 14 B A AL RN, 2% R AR IETEAE 75 1
AR (I TEE ) PR T .

[0426]  J VYRR A —10 22 250°C, Lk 0 22 150°C. RMIN AR T A4 (1X) fk
EW) A M BAL G Ar-L" 7 E R AR AT R R R 2R L e N S AR AL, G R 1
SHBRAR 200 /NI, RIE 5 B A2 100 /N

[0427] < DB 5B

[0428] L&Y (XI) W LLEEALAY) (VITD) AL &9 Ar-M 34T 18 & SOk 4 .
[0420]  FTiRAE G [ N ] LIKRYE A0 B8 5A b s i VB R V4T .

[0430] < EE 6A>

[0431]  Ab&4) (XID) W LAEEEALEY) X AT ROV R 45 o

[0432]  FTiRAEAL S N ] LARR YR A0 B8 3A s i VR B R AT AT .

[0433] < HEETA>

[0434] AbEY) (V) AILLHALEY) (XTD) 4.

[0435] A L2 ay (V) [ Eam R eEs v )] ol bld B 59
(XIT) AT IR R e il £

[0436] T i id J s R 38 55 AR 4R i R 7 vEAE A IE SRR R 2R AT . 4B A B iR & SRR, W] LA
e R p W, SR AR A R T EEMNE. S T EEANE S 2 RA Y%
EW A IR E AL = BRI A AL B B A AL B SRR S SIS S B
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A 4o DY 016K PR 205 5 40 00 o Pt K % 5 ) 5 5 o 2R o L o (2- FREE R —2- ) Bl
(thexylborane) « —ff 7 I L (disiamylborane) 56 ; —#l %t s & J8 L n e B8 9 Bk
AR LL el % /W (Birch IBJR) %

[0437] P A 03 J ) ) AR 408 1208 TSR IR PP SIS0 2 o o g, P FH ) < SR A <&
B S A I A ) SR I e B e A tmol AL A (XTT) £ 0.25 &
25 10mol, PLik£y 0. 5 £y bmol s HEIEE (FH T Birch RIS 8 ) 1 &8 % A&
Imol 54 (XIT) 291 £2) 20mol, fLIEZ) 1 £ 5mol.

[0438] %K s AN 1B A8 O B A T RS R 8EA T o U O N REBS 1EAT , RIS 7V Ry
ST PR ) A48 G, IS Bl A R S 1 TR S 2 TR O T 55 s Ik 2R Ll £k 2T
Mok 216 PO UM 1, 4- o8 1, 2- R O H5E s AR b e, RS SRR T
WA OB O B REL a0 N, N- S mERL . N, N- L AW /N PR I 4
EHEREL TR L8 AR = LR PR e IR A 74 .

[0439]  J IR EIE K —20 & 100°C, 3%k 0 % 80°C . S B i a4 #i 1 At A 51 sl i
FMARAL, K 10 7308 E 100 /M, IEEE 30 7380 E 50 /NS

[0440] AL 2 RIEAMALEY (V) WTLUEEEAL G (V) 5 i s Ak )
A -

[0441]  1E Ky JiTid i AL 7, W] LU F 0, SRR IR S s = IRAL IS o IXAPIS WL T, m] DA 4
LR (Flns R fIeayw (V).

[0442] AW (V') SRR AR B W AT, BAE R R 1 1 s ) ik
1T o AR RXT SR P (R A1, W DA B s e AR bl o — S0 e S A7 DU AR 2 5 05
JELL IS TR RS RS L U £ TR S AT BT TR IR DO SRR L 1, 4 et
1,2- S IE L5 s BEREL N 2 TS LR A WS OB IE TS LB BT B2, 25, o}
B BT AR AT DAL e FH DA A

[0443]  FTHHI AL BB A E Imol 4bEY (V) 41 245 10mol, fLIEZ 1 24
5mol .

[0444] e YL EEIEH A —20 &2 100°CEIE 0 22 80°C o [NV [RIIE H 4y 10 43 8P 2 100 /)
I UL 30 78R A 48 /AT

[0445] A KT WE Ak ) W] LAASE A 900 4, st O 1 245 B 2 PR R I S0 AR I S % — P T
UG TR I S b an AR IR I  — 9 A IR I 55 5% o IXBP S 0 T, T LA & Horb L 244 R
Figh TR A A L T T S AU BE 6 — FRORA IR R AR 0 L — PR R S S A (V) 6
[0446] AbEW) (V) SEEREAL T 0 SN I8 H X SR P R R AE R A AE R T .
VE R 0T e b PR R 37, W DA B BG4 (V) 5 AR B S N 81 28 IR0 i 5
[0447] AT MTEBLALFIN B0 E AR Inol 4b&4 (V) 401 245 10mol, fRIEZ 1 £
5mol .

[0448] {1 M BTIARR, 7T AR K9, F 2R EL an = £ % « N— PR RIS A4 i IR & £k T
WK PR N IR FR U 56 0ol 4 Tk I 6 L A PR 45, 55 o

[0440] BT IR EIEH A RE Imol A& (V! ) 291 24 10mol, fRIEZ) 1 &4 bmol.
[0450]  Jz il FETE 2 —20 2 100°C, fR1E —10 2 80°C . NI [RIIE 4 10 73 8h & 24
NI AIE 30 43Bh AR 8 /.
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[0451] < DR 7B>

[0452]  fb&4) (XIII) mfLIRHE D ER 7A b BRI 77 BRI E AL &Y (XD 4%
[0453] < BBE TC>

[0454]  fb&4 (VI) m] LARHE DR 7A th SR 7GR BT AL &Y X .

[0455] iR 2 TR IAL G (VITD) AL &R —X-L" LA R'-X-L" A&
Ar-M FLEY) Ar-L" " AT AR 5 BRI 39S, thrT LURTE B & 2800 7 s 2R AL 7
A o

[0456] Ab&4) (VID) b, (6- L -2, 3— & —1- F IR -3- 2% ) ZREIG2A0E T
A (HAR AP EY ) st 8B FE iz G WaEN L&Y (T11), v LA, H40
TAVEE 3 T 7B T VR 2% o

[0457] KIfi# 3

[0458]
N (FF 8 z °
3 R

(m (i
[0459]  FHARARIC T & AR IR T A A X R S 1, HAL R 5 b e
[0460] < DEE 8>
[0461] L&) (I11) WOE2EE B n] LB DB LAY (1) BT K HRI SR s R e il
o
[0462]  FITIR ANKIFRIE I s SEAILIEAE FH G 2805 1k K18 — I & AR M AR, TEBR I A7 7E
TEd AT .
[0463] Pk (RO 15 Tt IRV BE — 2 & 0 nT LURRYE U0 B v OGS T I BRI B 2 &
Wikl 2%, FRd S i (N, W46 AR T 45 i A R ) 4 Bkl
b
[0464] Bk o2 PR — Bt A 0t vl DLE b s I 25 M B R 4% B W 2 I N AR R
kel &
[0465]  ZEXXPRIGFIL T, B 6 250 PR B AR 4% 6 s TN B1) 2 3 38 A0 (%) B LA 3 e
BRI, ‘AT DAIRTIHAS 0 281 s M A 25 ohy, B LAS I 77 20 s
[0466]  1E N2 0% PE WS, 7T DA B, 2,20 - X —( R FEPERE -1, 1" - B2
(k6 J5 A ) 8 Bk 9 BINAP) 7E BINAP [ Z5 38 b B3 HUARSE (9, Cpg e 2Es Coyy 77 25
) K BINAP fiT A4, 4, 2,27 - X -( Z R FEWEIE)-6,6" - —H I -1,1" -k
2% sBINAP fiT 4= 4, H  BINAP [¥) 28 34 4 & 73 b & Ak, ) 4, 2,27 = 00 - ( = 28 2k
$)-5,6,7,8,5" ,6' ,7' ,8" - A -1,1" -HZE (HSBINAP) ;BINAP fi72E 4, Hi 7
HERT BINAP (% J5i+ B — 2R3 ERA 1 2 5 MEUREE (B0, C kedkss ), i,
2,2 =X -( - X EIEREI)-1,17 - BEZE (tol-BINAP).2,2" - [ M (3,5—-
RIEZRIE ) W2 -1, 17 - IR& (xy1-BINAP) ;2,2" - X ( “H LRt )-6,6" -
F-1,1" - BEX (BICHEP) .2, 3— X ( —FAEMESEL ) T 4% (CHIRAPHOS) . 1- BRCLE -1, 2- X
( ZRFEBESE ) &%t (CYCPHOS) V1, 2—- XU [(2- AU AL 42 ) 2 AEEREE 1 & %¢ (DIPAMP) |
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1,2- X0 ( = 2K L W 55 ) T8 4% (PROPHOS) .2, 4— — ( — 28 JE W 55 ) 1 %% (SKEWPHOS)
=017, 2- = (RS ) —REE ] W 4R li% (BPPFA) (1- # AR -3, 4- = (=
RILEES ) mbng 4t (DEGPHOS) <2, 3-0- 5§ L A2 (isopropylidene) -2, 3— —Fk ~-1,4- —
(Z2RFEWEIL) T %e (DIOP) | # BUAR 1 -1, 2— XU IE B 2k X (bisphosphoranobenzene)
(DuPHOS) A BUAR 1) 1, 2— BUIEMEFE 2 4% (bisphosphoranoethane) (BPE) .5, 6— X —( 2K
SEESE ) —2- FRUK A M (NORPHOS) « N, N' = XU ( Z2REEMFE ) -N,NT - W (1- REE L% )
W23 —f% (PNNP) \2,2" — —ZRFEPSEFE -1, 17 - BXIRkE (BICP) W4, 12— XU ( Lk
FE)-[2,2]1- — X — 2K (paracyclophane) (PhanePHOS) . N— # B A ) -N—- — 75 3 il
F -1-[2- C R REE ) Rkt 1 43 & (BoPhoz) | 1-[2-(2— VAR — B2 ) — %k
5] 4k -2- BREURIY - B% (Josiphos) 1-[2-(2" —2—- BHUARAY - BEEERSE ) /i BE ]
23 —2- PEEUARI - B (Walphos) 2,2' - = (a-N,N- ZHIZEGIERIERIE)-1,1" - X
(- WA - BE2E ) =88k (Mandyphos) «2— B HUACHY — & —2-[a - (N, N- Z RS
55 ) —o—2— BRI — 2 2R 28 - 3L ] %8k (Taniaphos) 1, 1= X0 (2— B HUARHY) — IE I
(phosphotano)) — %2k (FerroTANE) 4% HXAK[#] —Solphos 55 H 4Lk, DIOP DuPHOS \BPE .
BoPhoz. Josiphos. Walphos.Mandyphos. Taniaphos. FerroTANE 2%, 5 HALE FerroTANE Fi
BPE,

[0467]  PEMEEZS G, v LR B tn, ZBENET — (=5 ) &8 (D QBN = (&
i) AR (D CBUNET = (1, 5- M%) &% (DW= (1, 5- ¥4 ) G
(D= PR (1, 5- M ) 6% (D JUh= (M=) 6% () —Bh8= (&
W) A (D AT (L, 5- 20 ) &8 (D R & (2 48 (D) =%
VEBRK T AR (D R AR GE = (KRR &8 (DB (1,5~ M=E244)
G (D) BRI CBEA BT (D 3 (HPREN R ) &8 (1) %,
P P VYR — (1, 5- e 4% ) &8 (D ULR —m PR (1, 5- =M ) A%
(1), R AL e = PR (1, 5- MaE 00 ) &8 (Do

[oa68] P DG MERE — IBRas G I BB N 2548 » B 7 A S T AR A, 9t 4
Imol k&4 (11) £ 0.1 225 0. 00001mol, fLIEEZ) 0. 02 B4 0. 0001mo]l

[0469] 1 Ay iZ e N b By FH IR0k, T DABR A A8 s i 4 S A ) bl i S A AL B L AR AL
B S A S B B R 1 A 6 BRI EE S B R TR A R O
B, OWERN SRR NIRRT B U A e DU A S DN TR S T R - T I
WS EMEA 126 MNRIRF R (thioalkoxides) b 4n AR 4 (sodium
thiomethoxide) 5. Horv, i< @ S AL ARG B I 26, Ak 8 1 A 1 22 6 DMk IR+
(R R A e A LI 1T o

[0470]  FTAMBRITI & AR Imol fLEY (I1) £90.01 225 100mol, JLEZ 0. 1 222 10mol ,
[0471] %S N AR R AT o BT SO T R 1K O HL BB AR SRR A R AL
T s RS T s ol ) R i) T DAASE P A9 4, O 5 e B 2 AR 2R L = AR RS 5 i D s B B e
OB eE s fUR E i — S e 25 s RS L I 0 DU S e 25 s B SS Lb in R B L O . 2—- TR
BT HE R PSS IR OS5 R SS E an N, N- — AR ARG 45 5 AR bL dn —
B o IR LRSI AT LLLAGE 4 LU TR S B AT o Ik st e, JCHA0E B .
[0472] IRV AE T ER R U E Tz
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[0473] P IS FIEREAE Y (T1) BRI SRRk IE e » i, Hf i (Piik
) ARSI, Brad S N ARG RS [ R4 R AT WL A E IR R 2 A T
EY 1) AT 100- FEEE KBS FIARR . W5, Frik S Fpidk AR T &9
(I1) N 2- £4 50— 5 EERATH .

[0474] RS LR DUE S 5L W (bateh reaction) FHEESE e W H A4 77 24T - Ik
Ak, TR S AE A RIAFAE T AT, A& = o8040, 1 & 200atm, fLIE 1 & 10atm.
[0475]  SONELEEIEE A —30°C 22 100°C, Lk 10°C 4 80°C, AL 20°C A 50°C. R MY
[FE R 0.5 22 48 /NI, ARIE 1 22 24 /IS

[0476]  AXTHFRIE R N A RIS (TT1) KG2aag MR, v CLE o 240 1 Ty vk
(0, sy gy TR ) dT 4k

[0477]  FERTIRI N RNV, YN GV BA 2RI R B EAE N AR,
Al DAFEIX ST A b g | NTE8 O ARG 2 TP AR I o 78 I N i i I R 77 22 5 B IR 9 2,
CINVECEISPIR S Agy/

[0478] {1 N Prid 2 2k — fR 47 2, W] DAAS A 49 4n, AR 3 5C g B 2 — Bk (@l , &
WEIE NS ) A R IR, Cp BEAR 28 — B (o, A et S| BRI - T
AFEIRFE Boe)) KGN FEEFE R IE (Alloc) « AR FLAFE IR FL . 75 Fk AL PR &L (Fmoc) &
Coyo 77 BEEFE - BRIE ()40, FEEFL ) . = 2K L. 4R 28 — A R 2. W A B8 30 Mk
(dithiasuccinoyl) FIN, N- — FIZLE AL P, & AEE B A BRI E. MEABU R, 7T
DAAS R 51, 35 S 1 R Cyg e 3 — BRI (U SR TIOR3 e ) AR iR C g
P s RS . BUREREE A 1 2 3.

[0479] VRN FRIEARIPIEE, Rl AT B U, C, ¢ Kl AT 2E R IR RS L = K R =i 5
ke (A, = FSERERE AL BT 2 T AR . RN RS ) , % BT B EUR
FEAE . AR HURES, T LS R, o SR AR BRI L Cy g e s — I (N, SRS N BESE
JEEIE ) VARIE BRI Cg HEAIE VA ZE \ C g BETE Coyo 726 (BIIIZRIE ZRIE ) 25, HUQUZE
MEH A1 2 3,

[0480]  ENFREELRIPIE, W LIE A 0, A BESRE 5C g BEdE Cryo JTIETE Crg IEdE — FRIE
(N CEEE IR ) 8 AR 2R IR AU IR L | Cryo DRI, — BIEE (I R4 et )
Croro J7 0625 — P2k (I REERRIE ) VU Snth Asg 225 - DY SRR 22 | e 5 R0 — e S5 be 2 (9
= PSR RERE BT B SRR AL L R NSRRI ) L 2 BT B BRI S R EX
ARZE, AT LA GG, R 7\ Cpg BEEE Cryo 7 edE (HIANTREE ) | Coyo 75E (BIINZREE  5R
)\ Co R S, RENEE NN 1 2 4,

[0481]  VEASRIELRIPIE, n LIER S WIUN, C, o BEFERN C, o hEdE (1, FF3E = 2KFIL),
% BEE A RAIES . FEABACEE, ] LUAT B, 571 Cg BedE KTk Cpy 7 he0E
(BIWRES ) | Cg PR NS . IUREMEE A 1 2 4.

[0482] X TRAPFEEN L, 0] LA A5 O 7 ik s SR T3 lan, SR FH DARR
Bk SR AR W 2RI IR N- PR S AR I RN WY T IR AL STRAE (TT) SR AT b3
[0483]  7E LR I AR, tn FEHAEE, AR BT AL G4 ] Lk — 28 SR R K A i A4
WEAL eSS AL S S A 3 i B B SE A DA R AT F AR IS S B 1, 3 2677 V5] DL g
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WA LB P Fh ek 58 2 P dl A8 o X T Es e Y, nf BIR A Shin Jikken Kagaku Koza,
% 14 Fl1 15, 1977 Maruzen Press) SR 7 VEZE,

[o484] 4 L3k Hiw 2 iiad Bk e v L B T2 A5 BT, 12 n] DL ok R0 7 V5%
o0 B, S ULER I A8 B, 2= W] DL I8 JU R 7 V2 A i 2 e sk At g £ . X
FEAS 2 A B AL A4 mT Ld it S J5vE N SR G4 b 4 B a4k | Le ln AR F2
IRAR IS FUAEEL 43T 5 T4 o (A%

[o485]  “4bAEY) (1) VE AL RIIE (configurational isomer) (SZARFARIMR) (HEXS R
SR G SRR SEAEAE N, 5 B W] DU 75 E2 i Bl ()40 S R Al 7 047 50 185 . ik
AUE Y (1) 2T BRI, e AT AT B k5 B 6 25 70 70 B i S— 200 R- 7Y,
[o486]  “AbEH (1) QGRS PRIN, SRR e A8 1 DL S & S i AR VR AR S 7

AR N
[0487]  JEAM AL EW (D) Wl LLZKEWEARKEY . E? (D RKEGWES 2t
SRR E M

[0488]  fk&) (1) mT LA FRAL BT ARIE (B0, °H CL°S )

[0489] H TG (1) REHATZ (£ F 0, REE-—- MR AARKEHWLEY) BF
GPRAO 2 (A THREVA 1T VE L, JUH 2 GPRAO 2 PRI h 3713 M, 3F H B AR ERE (540, X M i
BREIREI, L2040 i U4 MR b 28 (hamatocritvalue) \ MLZ1 R ¥R . MCH. MCHC.
MCV I /MR 40 B 55 i R 4 B (1 40 i 4 2R %% s Ak S5 n R A A &
H A/G LU 200 S TH ST H o = BRI R = A0 VLRI S IH 413 L AST. ALT. LDH, ALP,
CK. Na. K\ CL 85 EAUBE AL EEEE (445 0 55) M IEIER (B, SEdEE 18
FEPE —EE M AR O R A BVE T VBB E ), EAME N 2 A GPRA0 321K
THESTE 7, AL GPRAO S5 2 A I

[0490] Ak BHHIAL G E AL (i, /B KB B B (hamster) fi - At H0 2F
PN ) RIS GPRAO 32K ThAE R TR, 15 A3 M GPRAO A2 4K (1) 4= B Zh RE I
EFE AT FH I, S E S TS 5k VA 7 5 K GPRAO A2 (K (1955 B Bl e s (1 TR B BRIA YT 2540 2
FHT

[0491]  FLUARMH, AR B4 S W1E A IR B 22 0 Wby 15 70) (PRIERR B = (8 b 38 ) , IR Bk
RERIZIYIAIR B 4 M AR 3 2 .

[0492]  JudL, AUk B AL A W35 T HL GPRAO 2 BLENFITE Mk, 1B A 1 T 1 i 7K ST (4 Tl
SRR A I X SRR AR, AR B AL A E A AN 5 |2 I BHRE 1 e 5
RN WEEH AN

[0493] 1y H., Ak B (AL A W4 g TR s 36T7 0T 950 B 254 52 R, EL o 8 J o
TR 52 A2 457 TS TR 25 B DO RORE (90, 8 A e A 205 o B T R A B IR
93 DAL D) I K UL A 9 A R 8 M SR ) L B TR R v I I L A TR B S L Y
i~ B D SRR AR | R PR L THARAS B TCAZ RN 2 ) B0 L PARE  FATSE UL
IE KA ZE VBB FARERS [ 23 ] (attention deficit hyperactivity disorder)-.
PETBERS BB PR (9 W R HE ) AR RERE ARG IR vy i s K B Bt 5 24K A
R o TROMH R I Tk 2 4 ol B 22 AR T B 208 L IR EE I (Lipotoxicity) « Ryl i 2 1M
RiEERE (BIAnFLEE ) AR SR AR e M (i e Be BB ) L R (9 i 4% %

31



CN 103070854 A OB B 29/78 7T

TR GIHE ) 2 R MEREARE L Sk B R AL, BRI LS T BRI 11 O PR U
RGN 6 TS O o N =1 0 = = I T L =T TN B 0 1 N S =
25 P T H 1 IME 8 R e IMAE A%

[0494]  Xof T-HE IR (K12 Wb il , [ ASBE IR Phox 75 1999 FFEHRE 1 B 2 bRt o

[0495] R IZIRIE, Bl RGO B7s W AR — RO IE 5 R MR /K P (R I 25 %) i 26 B
WRE) AT 126mg/dl, 75g IR 2 B iR 246 (75 OGTT) 2 /N 7K1 (R L 3% ) 6 25
AL ) AT 200mg/d1, DL AR B UM ZKF CREIK LR PR R 5 BB B2 ) AN/ T 200mg/
dle WA &N LI PR E B HA R T “ 25t sl CRpAkIm 2% i 28 s ) /AT
110mg/d1 8% 75g [ R 7 % BEIY 21X 4 (758 OGTT) 2 /NI ZKF (R IS P o] B FEE ) /D
T 140mg/d1” CIEF AL ) [RIAE, BEFR R “Ia 4 AL,

[0496] A4k, ADA ( EFEBE K2 (American Diabetes Association)) PAK WHO fRiE
TR PRI [T (RS W AR .

[0497] AR HmIXLCHIE, Ml R 4 Bos Wi T BAE < B R i R AT (e i 2 1) i 28 B Ak
FE) AT 126mg/dl 8L 7og T 2 M Y B 150 2h KPRk i 1 /i 2B L ) A/
+ 200mg/d1,

[0498]  #RYE Fi& ADA Rl WHO [FJFIIE , 52 4 1) 71 250 B ) 2 27 a0 1 I <758 IR i 25
B B A 2 /NI K (R 2R 1 A 2 BRI BT ) AN/ T 140mg/d1 FF H/h T 200mg/d1.
M ADA [I3RIE , B B a0 R RIEFRR A TFG ( 52 HM 25 ] 2 0 ) AR R bk K (FRK
MR HEHEIRZ ) AT 110mg/d1 3£ H/NT 126mg/dl. H4E WHO [1J3RIE, TFG (52411
LA A 40 , Impaired Fasting Glucose) /&FR E7n i N HIWAE 5 E MBS (Ff bk 3R
[RIE BRI EE ) AN/ T 110mg/d1 JF H T 126mg/d1, IF HARA TRG (3240 AR & bl 2
(ImpairedFasting Glycemia)) .

[0499] MR LIRFTISWIARHE , AR BIAA WA RT CLAAE R T Py sh o7 0 R 1 4
RS2 A5 ) R A R I B TRG (240 I A A 4 B, Tmpaired FastingGlucose) 1 IFG (%%
PR AL 2 ) 2. Bk, A% B AL G4 REaE TR 120 S0 284 | 5240 1) ) 250 B T =
IFG ( SZ 4R AE R AR ) B0 IFG (24 AR bt 2 ) R A B R o

[0500] A BH 4L A4t AR X TR R IR 4k 1k 2 R R0 b PR S R YA T 254, I ELXGE -1k
T MR A 5 ) R R TR AT 2050 Iy 2 A2 70 W 38 T B A B 32 A 28R, AN T AN ek 212 8 11 %
MBE SRR, FAE0 R 5 5 21 43 Wl 3 R AR HRE 4

[0501] RN A SC iR R B R AL &4, 7T DL4E J BA TR LR & 22 1040 & P s AT A4
CAa, FR 2R T IR SRS S AR A 055 VR DA R 22 har Tt R T T LR A A7) EL DR S 4 4710 56
T 111 AN L

[0502] Ay BT Ik IR PR S AU PR R I 22 (i 3 Wb 2, 1T LA R DL ST e IR AL & 90 AH 1R 1) 77 X
feml B Ay WAl B m AL S, RS B A AR B 4L, L g 4% (glinide) &
Wy (N, Btk H0 5% IR 535 RS S48 RS A 53 s LA HUKG W55 ), 55

[0503] AR HIHIAE W o nKEE T, IF HLRef% LLAC R AL G IR TE 2, s AR 38 259
SRR R 25 77925, A0 5 253 A7 ERT B2 (M3 K B AR 5 U 7 G T IR G 1S 25
HFA G, 22 CUIREEE B i gs 25 (B, R 2 Emes 25 iikes 25 ) .

[0504] ik 245 4 il ) Bk 500 28 A 490 4, 1 AR ol 300 B 2 g RS TR R SRR A
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) R EE (CEFERIEFEFTLEE ) BRI B0 B2 (troches) VBRI FLA) VRS
(51| = 177 15611 ) = a7 | I 7 " i 1N 8 @2 85 i | NV N S R a8 a3 e o I
TR ) AT (g je dilsn) BCE ) SRR (I an B AR R BHIE AT ) A AL 22 S il
30 il FH AROR) CIRONFR ) HIR R 50 5%

[o505] ix & ) i W OBL o2& # B il M (controlled release) ( % 4N
2z B T #FE(sustained-release microcapsules) bt @1 Bl % B i & 5
(immediate—-releasepreparations) « 22 R Hl5H%

[0506] 254 il b A e BH AL A 0 I 7 B 9 A X T BEAN I 29 0. 01 2244 100% HE i .
JUE TN BRI 25 250 G 4 29I AR VI ~ e S T A4k, 490 40, AR BRI A (VBN iETE
A3 ) FTELLAR AR RS 25 TR IR Wi N (fAEE 4 60ke) :£9 0. 01 24 30mg/kg AT
FR,ARIEL 0.1 22 20mg/ kg AE AR, HALIEL 1 24 20mg/kg RE /K, &0 LA
—RIRG T BE S ILIRSG T o

[0507] RN FIRZFHEEE bl FeA2 (RE A, W LA A AR 500 A4 L &Rl HLER G AL
BRI 5T o AT AR B A5 G, FH T A i) ) 6 TR TR 500 T 300 A RO AR s R TV A )
(RIS ) A B3] B B S B ) B2 PRI R 22671 (soothing agent) 5. U1 752, WL
ISR EE an o7 550 B AR 5 TR RS O] VR ) S5

[0508] {4 BT ik WA T, W AR A dn, SFUHE RERE \D- H BB ek « TOKTER (&5 ah 4T
K B A AkiE (light anhydrous silicic acid) 2.

[0509] {4 BT g 51, W] LASE R g an, i IR I Bk B R RS T A AR — A 55
[0510] VRSN BTIRIIRG G 7], 7] L3R S gl an, 45 i 2T 4R 2= L el . D— H 8 B VRIDRS PR 28 N 2%
YR RIEANIE T AELTYE 21 R LIRS BE L vk RERE W 2T i3 R L 4T 4k
B

[0511] VRN Bk ¥ i fif 711), o] CABR S ol , Ry R RS 4P e 3 R R R 4T 4 245 R R &
VEREN . L- RIS Y R .

[0512] A4 Ak @550, W CARR R an, v 5 FHOK VBE I B2 B & % (macrogol) <2 iR
TH - K TH RO v 5

[0513] 14y B iy s it Bhn, ] CASRE S ol o, 58 £ VTN B D- H 8 I K IR R Ig
O =S FE e B A = R R TR AN AT AR TR AN 45

(05141 RN vk iy Bh B, v AR R M 4, 28 i v PR, B bl T 8k — Wi 1 — e 5
T R B =S AR H AEE . O R L AU R R AUV R IR IR H I BB 55 o KR &)
LU AN 2R L IR B B8 LARIMEMS el 2 PE AT Al AR AT 4 = RS AT R R Bk o 0
YR RN YR E, F

[0515]  {EAFTIASEE, TU\%&WHID H 2 D— I ALEE S AL JEWEH D- H &%,
[o516] R A BTk G2 i3], ml LIS K 9 4, S ph ) LU L I8 &5 165 1R R L IR IR 3k AT i R R
A A

[0517]  AE M BTIR 5, W] LASE RAglan, 8 F I o

[o518] {1 & B ik By JEg 771), AT LA S M9 4, o — Fe ks A R i U0 e 2 R 2 O
AL LIBRLRE

[0519] R M FTIR YU, W] LS S, WA e #h LRI R . a - B M.

42
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[0520] 1 4y Fr i (¥ 55 G 5R), m] DLR o, K ws ME v & F A Rl (el in & L
WMEMA25M3 S AMIE4 S S EME 15255 KA ESE
(0 an, R A PE A & AR EURE AR 30 56 ) VI RAREIEE (il d, B - MR MR
(chlorophil) EALERLISE ) %5,

[0521] A & BT ik 1 @t R 50, T LB K 18] 2, RS B H e B R ) oy B e 3
(stevia) &,

[0522]  BhAb, AR B4 G AT LA S AR A K I ALE I 2 A G A8 H

[0523] R NPT IRE S A K BHIMAL S A A - 254 (72T SO I BIRR 8 3 FH 25
V), AT LAAE A, B TR PR I LARIE 7 25900 FH TR PR IR AOREIE T 25 T i le
IMRE [RYE T 2590 s i e 25900« LR RE 254 R IR 245 AL ST 2590 S 383897 29 L R 254
L Ae 259 15 DA IR TT 298 e A2 22 2R BUmioR 29 F T IR sk ik PR 2R v 97
2 THER R XER VR TT 2995 . AR, v LR A 4259 .

[0524] R A V6T M R i 1) HCAth 25900 1 S 49, B 6 T s 2 o500 (8 s v 4 B0 4 R R 4
HUR B i 22 070 s BRI (Escherichia coli) BNMEEEIRERRIG LI AR & 2267 5
JE BB EE (zine insulin) ;ARG S VERIE B 31 s B B 3 0 BeallfiT A4 (49 INS-1) | 1 i
EyZ iR ) \PPAR ZhEe 7] (i annpbas s i sl 2 (PuakEhme £t ) 2 s sl e (e
L REREL ) Reglixane Z5& A1 . FK—6 14 FI k%41 fi . W00 1 /38325 H ik AL &4 22
¥ 438 (Tesaglitazar) 4 AL, Muraglitazar. ONO-5816. &% %) 5% (Edaglitazone) «
LM-4156. Metaglidasen (MBX—102) . Naveglitazar., MX—-6054. LY-510929 . 4% 1| Ei . T-131
s HEh | THR-0921)  a — FBE T BRI I55) A0 W AR A 51 B Bl S 8 KA S B L 8% 5
g ) SIS (A8 28 OBV — FROSUNKS T A B s 2 (9 an 3h 8 36 & 5 IR 2h R HI 1R
)RR WA E [ BEBENR (9] G0 B R TR S AR A B SRR SR T IR S 2
R IR « TG TR DR S A Z IR A 20 SR MR ) b 1) 2% L T 410 4% Kb 1) 2% B4 2R K50
¥ 5 %5 1. GLP-1 2 4R 3 sh 57 [ 4 1 GLP—1. GLP—1MR 3. NN-2211. AC-2993 (exendin—4)
BIM-51077 Aib (8, 35) hGLP-1 (7, 37)NH,~ CJC-1131] — JIk & Jik B TV 0 1 5 (41 4o
NVP-DPP-278. PT-100. P32/98. P93/01, NVP-DPP-728. 4k #% 41) T Saxagliptin. T-6666.
VEARAITT  TS-021 B4 #1VT (alogliptin) BRI EE (PR X EE ) \2-[[6-[ (3R)-3- 2
B -1- WRIESE 1-3, 4- & -3- 3L -2, 4- AR -1 () - mEng 5 1 L 14— R IE e L
(kg ) \2-[2- (3-(R) — & &% — WRBE —1- 25 ) —5— Rl —6— AL —6H- MEIE —1- 2%
L - FRIF e s (PRl AIREL ) « B 3 BBhF (Flin AJ-9677) JEM AN (amylin)
PR ) 3 22 AR ) i PR R 2 PR i IR 8% (phosphotyrosine phosphatase) il 5
TR BR BN ) B S AR SR () G e i I A 10 0 ) ) 3 2 0 —6— ot T A ) 761
3 i BE R FE PR ) « SGLT (8l — # Z& B Rl 4% 2 823 (contransporter)) FPlFH] ()40
T-1095) \ 11 B — F2FE $ 4R B S B 57) (45140 BVT-3498) L JREX % (adiponectin) B HI4E)
7 TKK $0557) (1 AS-2868) K VT Hi itk s 254 AR KN 2 ksl 7] (W001/25228,
W003/42204 . W098/44921 . W098/45285. W099/22735 F iR fIALS4 ) 4525 B Ik i 0% Ak 57)
(4 RO-4389620PSN-010) \GIP ( i & #lf — MR (€ i & Z K ) PACAP ( FEA4 IR H IR ML
IO IR )  GPR119 ¥ (440 PSN119-1) %%

[0525] 326 F T8l bR i I RCRE FRYE T 2540 00 435 T B e Dt ) it 510 (A1), 76 s ) A AK
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WA =) A A 08 ) Aty R AR FE IR R A R IB )R ranirestat, CT-112) A& FR I f
FCIINPE 254 (45301 NGFNT-3 BDNF\WO001/14372 FH#EiR A& 8 F2 R 7427 — 40 Mg ik
F (B 4= (4= FAREE ) —2- (2— FISE —1- BRMeSE ) —5-[3- (2~ FIIRZRAEIE ) THSE ] w&me ) |
R ¢ (PKC) 357 (4840 ruboxistaurin mesylate) JAGE I3 (540 ALT-945. JC
L3459 L pyratoxanthine, N— 2K FE R A JEE MR 404 (N-phenacylthiazoliumbromide)
(ALT-766)  EX0-226, ALT-711. Pyridorin. Mt 2 % ) « 36 4805 W0 (460 B =2 18 ) g I
kA (I tiapuride) A KD Z AR BB (W01 BIM23190) I 715 5 94 15 3%
—1 (ASK-1) FIHilF1)%5

[0526]  FH T/ i MM AE (19 ¥4 97 25 40 1 52 49 0 6 HMG—Co 3 JE g 0 41051 (451 S AR At T
FAGARTT IEARARTT BT FEARAN T AT VSR A YT B IR AR YT B 2R (el L L
) ARG A EEIEIR (Ban Wo97/10224 H AL &4, thin N-[[ (3R, 5S)-1- (3~ &
WA 5 —2,2- — R ERF R )-T-/ -5-(2,3- — HE R ) -2- H AL -1,2,3,5- 11
S 4, 1= I EEIRE 3 ] ORI T URNE —4- 4R ) . VUK (brate) th & (H
i, AL DURE R DU T B S DURE S se B DURR ) B AR (1 an, B2 BR (lipoic acid) .
WA )« ACAT IS (5, PR AT S 2 A A 2240 ) I FAs B g (41
W, R i ) % 2 A5 JHBR 25 (9, JE R SR BV MRS ) oS b L R L s
(ethylicosapentate) AW (B, KRG EEE. v- 45 ) F.

[0527] /57 1ML s 24500 (%) S A9 A 4 1 A8 6% ok 2 2 AL R A AR (0, R FE35 ) AR )
Hopr ) ) M Kok = 1150 (B, @yPHE Ry EEE (candesartan cilexetil) .
M By 1 ARy R b L JE DL vb B EE YR H S (olmesartan medoxomil) | A b
HI-[[2) -(2,5- Z& 55— 8 —4H-1, 2, 4-#% —mp —3- L) BE2E —4-JL ] B3 ]-2- 2%
BE —1H- ZRIFRKME —7- JRER ) @ PHA R (4, B JE HbP R AR 2 SR R
Ve AR ) VBB TE S EGR) (AN, 25 R AR L-27152, AL0671 NIP-121) \AJ SR 2 55
[0528] T AL 259 1 S AL 18 VB H T iR K M &2 RR BT IEE 254 (491 40, A5 e
OH L 25 30 Pz B < 25 B L A ot B 2z Al P A A E 22 AR A Ay 0 W SR T B AR
H) MCH 32 45 B (1501, SB-568849 ;SNAP-7941 ;W001,/82925 F11 WO01/87834 T4 ik 1]
EW) IR Y F5H0F) (B, CP-422935) 3 KR 232 K F5 15 (141, SR-141716.,
SR-147778) s AE KM E RN Z K (ghrelin) FHEPUH 11 B — FRIE (S A Wi S BEHD 7] (491 4
BVT-3498) ) - g g [ e 41 w57 (48] 2, B0 ) At s PR ) =) ik (ATL-962)) « B 3 sl 71 (45
1, AJ-9677) JIKIR B 254 (peptide anorexiants) (841, Sk 7T CNTF (B R fif 48 Pl
(Ciliary Neurotropic Factor)) HHZEWCHE 2= ahF) (] anmke thiks JFPL-15849) 13E £ 3
#i15 (feeding deterrent) (W, P-57) . ACC2 FIHIF (41, CP-640186) 25,

[0520] 7 R 24 1 S5 48] A 15 SRR T A=) (48] 2, 7K A T A R0 ] R i 7K A% R % AR R ]
B ) WBERR RIS (9, £ MR BRI MERE | — GUMER | S SR | SRR S R A R R | T
TRMEE VR R | R SIE IR ) PR RS A TR (90 s R P R S R ) L Bk IR U S
) Clan, CEEMERE ) SURTEBERZ IR (B0, SUBER 55 2% VERr  ISLA ARG ) BTPEZEK . &
U B AR A JE R ML Ah JE A S Atk JE R FE K &5

[0530] A7 29Iy S A 6 B Ak ) (90, IR I L e B IR IG ) ARHE DR (41
i, AN (5 FUIRMERE ) (PUMETAER (B, 2R PER ) CRIE T HE P
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) (BN, KBS KBRS BE (Taxol)) JWEA R RFEATESE. Hh, #k ek
FEete (Neo Furtulon), EA14E 5 FURMERENTAEY, SRMIERT

[0531] Gz vy 771 IR S 48 60, 5 sk A2 W B804 e i 23 (A8 s B RE I — KT A2 (muramy 1
dipeptide derivatives) iR (Picibanil)) HAREEINERIGTERIZ 0SS (], B4
ZHERIHE 2 2220 ) R R TR RSB A RE 7 (B, TR AR
(TL) ) VEETE R 7 (45 i 40 P 4R 75 R 7~ R A Al i AR e 5% ) 5. o, (A& e
IL-1.IL-2. IL-12 25 2Rk

[0532] P % 25 SEB AL G IE B AT 98 259 EL an B =) DEAR X R 25y IR SE 2 45
[0533]  HLIMARIE LI 250 ) Sl B0 FE F 228 (0, R 28l 240 VIR 24l ) L Aiadk
(T, SRR ) CPUBE LB 254 (0, Bl n dhgE ) S A i 254 (40, IR BN 2%
R Bl il I Bl o R K B ) | I MBCR BRI (), EhRR R ST
B PHIE A, — oSN RE HAGER B ULRT A 2580 EhIRVD RS TR IR ) 5.

[0534]  FH B BB AARE (FIT6 7 25900 10 SE A9 B0 HE BTV A I 1A — T A0 PR, 25 | b %
P F M = A TR L 2R R IR AN B R R AN K S R R R JE R —
WA

[0535] 4RIV SLBIAFEY4EL K B 4L B, 55,

[0536]  Hri R 25 S AL HEAh ST AR L 2 SR URSE AR BH L I == Al A s

[0537]  FH T JRAMELIK VG T 2590 1A S 491 A0 455 26 15 2 W R s R 198 B8 B A 1 BhER TN
[0538]  FH T HE B IR A 1136 7 25400 1 S 48] A 46 £ % HE e s 18 0 a1 5 (490, s 07 1% B
(distigmine)) %%,

[0530] 4, 7B LAY LA R I IR 57 B S ot o8 A H I 2590, L in A A
Al 00 (A9 g o 36 2 ) LB AR AT A4 (A9, T TR PR M R I ) B S S8 (9 A,
FEKAR )« B AR U i 25 4 DU 0K Ry 29 T W AR iR 25 (B, — B 46 1R
(eicosapentanoic acid)) K 2. 16F-1.15 & %% T B 7 I HTUAA B i TNF-a | LIF.
IL-6. 8 3 M 5%, 55, W UL S AR R L&A S .

[0540]  JbAN, BEREALIMEIF) (Bhn, ALT-711) FRE AL 254 (filhn, Y-128. VX853,
prosaptide) HUINVARIE 254 (M4, HE i B FIRE AR TR IR ) SBUmUIR 254 (o, 7
=R Nk % (Trileptal) «Keppras Zonegran ¥ 4K, Harkoseride. &P ) (Pl
BRI (BN, SEVEEE )  SEIRARSZ PRI AR (904N, ABT-594) I B2 Z= 32 57 (151
U, ABT-627)  FR AT (A, th 55 22 ) EERER R (0, i ) L GABA A2 1K)
) (il an, o ELmE T I EmE T MR ) a2 AR (i, n AR e ) Rk (4
UM (capsaicin)) PUEEEEZY (1N, FIFMAIESR) HEIR — BEREIDHIF) (filtn,
T £ 55 (sildenafil)) 2 ELFESZARBBNF (4540, B ANl ) L DKk e | e i 2t m LA
SRR HEEMASER .

[0541]  ZH & 25 00 36 JEE 5% 25 0 57« PPAR Zh B8 U8 75 57 (00 2 nik k% 47 W ol 2R R 6 )
a — FOBEFE R IR (O ARRE AN RE ) O (L = A XUME L Eh g 2 ) R mER (A0
K A AR K% 50 S IR ) KA 51) 25 s L 405 b K A s A 510 4% L K3 K TV 0 46 5]
(flLik alogliptin sl 28 A R #h . 2-[[6-[ (3R) -3- 2 & —1- WRmE ZE 1-3,4- & -3- F
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5 -2, 4- AR -1 CH) - mEmg g ] B J-4- RURTE BRI MR 2L 2- [2- (3- (R) — &= & - Uk
WE —1- 55 ) —5- G —6— 4 A —6H- mEng —1- LA ]- RSt A TR R ) .

[0542]  E WA R A S I 25 ALEA8 F, v CLEA A O R4OR, b

[0543] (1) 5 Hphels 254 % B 4L S 80T F 29 AH LG, AR B R A0 & BT L 29401
B PR,

[0544]  (2) it EFE AR T ARHLE Y ThEe RO I FH 259, 7T LLe e
K769 48,

[0545]  (3) it FEHA AR A K WL &0 I ShRERALEL R I H 254, T LAY v FF 4k
HITVER

[0546]  (4) 1L A1 AR B &R0 I FH 2590, nT ISR LB RIE A, 25

[0547] AR EHI AL -GN FE H 259 40 A A8 FHIN S AR BH AL P R0 3 FH 259 1 25 24 1
() B R » A B A0S P R0 3 F 25400 ] LAIR]IN 25 2%, BT DA N R) 25 25 R 45 250 B o
I 259 1300 2 nT DARR AR 115 PR A B30 & v, FF Hon] LURTR 45 25X %, 45 2508 4%, 0
HEEIATIE LR

[0548] {1 KA BHIRIAL & WA BT ik IF H 299 1 45 24507 5K W RAR PR T7 7% - (1) Ak
B B4 S R 5 29 TR o 2% e AN IR 25 2. (2) AR BG4k & 1R 5 F 254 43 31 )
2 BRI, DAAH [E] IR 25 25 AR R 25 24 o (3) AR BH AL SR 3 29 53 s 2 e
P, CAAH R 25 29I A5 T IN TR 265 24 o (4) AR BH A& 00 3 2590 73 il ol 28 e P e
HilF), AR )25 25 pe RN 25 250 (B) AN W RIS 00 R0 3 T 2540 53 ) i) % 1 P o i) 541 »
CAAN[RI ) 25 2 i AR b TN TR 25 2 (A0 2, A B R A & A A0 5 F 25900 T LAz s sl LA
REIPE5 2 ), 25

[0540] AR M (6- F2dk -2, 3- & —1- ZEIFMRMG -3- 5% ) 2R ik, HAE Ky i
/AR AN A YR REM B2 A RS .

[0550]  iZALA AT LIAR PR 4 N IR S e 17 AR 0 5 AT A . 2 AT DL
THBE R EOEZATE M o AR ZA S WL, v AR IR 54054 (1) 13 2ReUEE, fL
[0551]  ifif H, AR BI$R AL (T11) Ram ik & sk I #h e 243a M e A i 46 5 8%
[0552]

z o)
(i

COR
[0553] Hrp

[0554] 7 & < )R BT M U L 1 HL

[0555] R B/TIEHHUR AL,

[0556]  Z7VEEFEE R (1) RRFAL S D eI TR AT A KT FRIE S SR
[0557]
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y4 0

/ (I

COR
[0558] AR W LATIA,
[0550]  BbAb, 7 DR N FRFEE C, o et SEILIE R A
[0560] R LIk RIS Cp s oIk, LRI
[os61]  AL&4 (ID) AL&Y (I11) Ky#h, vl LI slde LR 5454 (1) KRR IR
iR et

S HE 11

[0562] A< BHIE I Tk 2575 451] L SIE T A51] ol 351) S Jh 451 R S B i A9 R 3 — 22 T 4 i B, 1K

LEANAIE R, AS SR BRI AR & B, I HL AT DATE AN B A BH 15 B 9 d: AT ez .

[0563] T A1) 22 51 R0 S Ag) v R “ 2R RN N2 10°C 22 35°CRITERT . fh2

% (vield) &I (mol/mol%) B mRGRAH LIS 2 I . Sh2ai

AT (CAXFRBCR ) AR AR S SRR (%e. e ) o

[0564]  Fradsfm it &R T e i -

[0565]  XfHRAAIE R (%e. e.)=100X[(R) - (S)]/[(R)+(S)] Bk

[0566]  100X[(S)-(R)]/L(R)+(S)]

[0567] e (R) 1 (S) & fmy AR (i b 48 W A B T AR

[0568]  FH T (i I 7 AR % 380, HoAth i) “%” I8 % .

[0569]  FH /5T~ NMR 335 ) 55 W 1 AN BE AR DA I OH JBT+ NH Ji 55, AN FE(EER o

[0570]  ASCHT R HARSRT 5 A T 418 X

[0571] s: ERUE

[0572] d: _EIE

[0573] . —EIE

[0574] Y i

[0575] m: ZEIE

[0576] br: TEl&

[0577]1  J: R G H AL

[0578] Hz: #§%%

[0579]  CDCl,: JiAX &)

[0580]  DMSO-d: JTAC — FF I

[0581]  'HNMR: J& /4% midLdR

[0582] (R, R) -Me—BPE: (+)—1, 2— — ((2R,5R) -2, 5— —FHE Ei3E (phosphorano)) %t

[0583] (S, S)-Et—FerroTANE: (-)—1, 1" — = ((2S,4S)-2,4- —ZEIFBEE ) — ke

[0584]  7E T 41| 225451 Rl St 451 b, 945 i SOl RIAZ MG L AR 1S (WR) A2 7E T IR 4 AF T e

1 o

[0585]  J4 midllsE T H A H Yanagimoto M sl 52 % &, 5l Buichi 45 sl Il E ¢ E M 5
38
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B-545,

[0586]  MS Jll5E L H :Waters CorporationZMD, Waters Corporation ZQ2000 mk

[0587] Micromass Ltd.,platformII,

[0588] T4k U7V HIME S B AL (BST) BORTURMAAE F10 (APCT) o FRAE R AL EH
YK H EST,

[0589]  NMR¥ll’E T H :Varian Inc.Varian Gemini200 (200MHz), VarianGemini300 (300MH
z), Bruker BioSpin Corp. AVANCE300, JEOL JNM-AL400.,

[0590]  7EZ75 15 A St , SR FH il 28 1t HPLC B4k 2 7E T 4 44 AT .

[0591]  #|4%¥E HPLC T A :Gilson, Inc. , il 4L R4

[0592]  #F :YMC Combiprep ODS—AS—5 i m, 20X50mm

[0593] ¥

[0594] VW A 7 0. 1% = S ERIKIK,

[0595] VAW B ;& 0. 1% =R LG

[0596]  #f & 1 2F A :0.00 73 8P (¥ ¥ A/ ¥ ¥ B=90/10),1. 20 73 %P (% W A/ %
B=90/10) , 4. 75 435 (VAW A/ ¥ B=0/100), 7. 30 Z38h (VAW A/ ¥ B=0/100) , 7. 40 4
PP (S A/ F B=90/10) , 7. 50 4380 (I A/ %5 B=90/10) .

[0597]  BREEDERS B :0. 00 738 (H¥E A/ ¥ B=95/5) , 1. 00 738 (¥ A/ %5 B=95/5) ,
5.20 7380 (¥ A/ ¥ B=5/95) ,6. 40 7080 (HF A/ B B=5/95) ,6. 50 7380 (¥ A/
W B=95/5) ,6. 60 7350 (W A/ ¥ B=95/5) o

[0598]  Viii# :25ml/min, £ I0 /574 :UV220nm

[0599] 7S it 5], iy CHEUAH (i 4 A b PR B IS TR) IG5 N BB, 2R 05 e f 1
TG I B 65 e A AR B A1)

[0600]  ZH ] 14— (4- 1 -3, 5- —HIEEZRAIE ) VUS —2H- WEI

[0601]
CH,
Br
O CH

[0602] 1] 4- yR -3, 5- —FIELZEMY (0.201g, 1. 00mmol)  PY & —2H- BER —4- % (0. 130g,
1. 10mmol) FT =8k (0. 341g, 1. 30mmol) 7 PYEMRAE (5ml) I T IMAMEE TR
Z LM (FER A 40% ¥R, 0. 591mL, 1. 30mmol) , ¥R G WITE = HBEFE 1.5 /b A
VY& —2H- WEMH —4- % (0. 0591g,0. 500mmo1) « = ZKFEHE (0. 157¢g, 0. 600mmol) FHE — FR
ZLlE (FER A 40% B9, 0. 272mL, 0. 600mmo 1) , KRGt — D HidE 1.5 /M. Kz
N VRAPIAERE N IR GA , 5k B W RE AL Gtk 4idl (4R 48 - ot =0:100-20:80) 153
TGS IAR AL A (0. 261g, IEE 86%) o

[0603] 'H NMR(CDCl,) & :1.93-2.07 (2H,m), 2. 10-2. 23 (2H, m), 2. 37 (6H, s), 2. 49-2. 61 (2
H,m), 2. 85-2. 98 (2H, m), 4. 26-4. 35 (1H, m), 6. 65 (2H, s) »

[0604]  Zx7 {5 2[2, 6— —FAZE —4- (PUS —2H- WEA —4- JE50E ) 2R3 ] IR

[0605]
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CH, OH

|
B
SO\ /©i \OH
0 CH,

[0606]  7E —78°C i 4-(4- J] -3, 5 R KAL) VIS —2H- WERg (3. 01g, 10. Ommol) 7E
VU (50mL) H RS P B I N IE T 258 Ce s (1. 6M, 6. 57mL, 10. 5mmol) , Ff44
RNAR G EZIRERRE 1.5 DB AR = % AEE (Triisopropyl borate) (6. 92mL,
30. Ommo 1) , K VRGPt #1 k 4, BRI IR A P IR 2 508 o o SN IR A AT VKA AL, I
2M #h7R (50mL) , KRG HE 2.5 /I o 43 EIKIZ A VLUZ, ¥A N1z s £h K fiy
R PR S BN 7K BRI R 22 rp e o A WLE TG KR BR B T4, FFAE R T k4
B FE ) FH VS Tt dilse A9 20 (L gh i AR AL &4 (1. 89, LF 71%) .

[0607]1 'H NMR(CDCL,) & :1.90-2. 06 (2H, m), 2. 09-2. 23 (2H, m), 2. 35 (6H, s), 2. 48-2. 62 (2
H,m), 2. 83-2. 98 (2H, m) , 4. 28-4. 40 (11, m), 6. 51 (2H, ), 6. 59 (2H, s) &

[o608]  Z74] 32" ,6' - H -4 —(VUE -2H- WER —4- FEAR 2L ) K -3- IR

s
Je
0
“CH,
0
0 CH,

[0609]

[0610]  $% M85 Z2540 6 AHEI M 71k, B [2, 6- —FEL —4-( PY& —2H- WEM —4- FL5 36 )
AL ] HERAN 3- YRR R IS, 15 B ot 45 i AR AL 540

(06111 Y% 86%.,

[0612] &4 69-71°C.

[0613]  Z%4] 44" [ (1, |- 5 ARDUAL —2H- WM —4- 3L ) 483 127 6/ — R
7K —3— FE G
[0614]

CQ O

0=5 CH,

SUONN
o CH,

[0615]  LEUKEEITR,m 2" ,6' — —HHE 4" - (Y& 20— WEMR —4- FL8 L) BEoK -3-F

i F G (1. 56g, 4. 38mmol) 7F L8 £ W (20mL) = IS H N AN TA) — S0d 22 R (65%,
2. 44g,9. 20mmol) , FZIR-A M FE 16 /I, SRR R & W& i 2 =3 ¥ LR Ll
OB NTRED T o F4 TR 40 VLRI PRk B S B 7K 3 YRR A s R AR Vs VR PR 5 Dk
B AR R AN B K e, FJGKBR BR B T8, JRAEm R ™ ik, AR LR O lE - Tkt
2R3 R O E SR AL 54 (1. 458, IUEE 85%)

[0616]  J& & 180°C.

06171 2 % 5 5{4 " -[(1,1- = % fX (dioxido) VY & -2H- ME W —4- K& ) %
120,60 - R -3-F L PR

[0618]
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CH,
0

3 OH
L
0 CH,

[0619]  FEUKAEITN, 4" —[(1, 1- 5 RPUE —2H- WErg —4- 3% ) % 12" ,6' -
IR IE K -3~ AR FF S (0. 128g,0. 33mmol) #F PUSIWEIR (2mL) H IR15 ¥ H 43 /I b i A
SAbEE4 (80%,15. Tmg, 0. 33mmol) , FIRAWAEAH R E B H: 1.5 /Mo [ NV IRE D+
gy /MU AR RSN 10 /K54 (0. 106g,0. 33mmol) , FIRAWITEEIRPEFE 1 /M. AR
T IEBRANEE W) T, B DR AE IR N IR 1S B TG 2 TE R AR AR AL 54 (0. 111g, YO
93%) o

[0620] 'H NMR(CDCI,) & :1.76(1H, t, J=5. 6Hz), 2. 00 (6H, s), 2. 29-2. 44 (2H, m) , 2. 44-2.
58 (2H,m), 2. 87-3. 02 (2H, m), 3. 37-3. 53 (2H, m) , 4. 63-4. 70 (1H, m), 4. 74 (2H, d, J=5. 6Hz) , 6
.68 (2H, s), 7. 05 (1H, dt, J=7. 4, 1. 5Hz), 7. 12(1H, s), 7. 31-7. 38 (1H, m), 7. 42 (1H, t, J=7. 4H
7)o

[0621]  ZF%fi] 64" - 3ok -2/
[0622]

[0623]  f 4- I -3, 5- " FIEEIRMY (10. 3g,51. Ommol) I (3— FWEHEAEL ) MR (7. 674,
51. 2mmo ) H¥HALE IMRERHH/K I (150mL) B2 (50mL) A2 (150mL) (IR AHH. H
EAESSS, AP (=2RZEE) S48 (0) (2. 95¢, 2. 55mmol) , JFA e MRS MTER TR T
7 80CHH: 24 /M. AR FHR AP, JEMAIK. ARV LB CRERRE, AL L
BEFR ANV BRI LI PR AU /K W P T K R M, IR T R4
B FIREEAE (ML (ARG = Db =10:90-00:60) (I €45k IO PRI 5
(9. 53g, % 83%)

[0624] MS m/z227 (M+H) ",

[0625] 3245 T1- S5 —6- W22 [2.5] ¥4

[0626]
0

r

[0627]  {EZVE, [ = LML TN (trimethylsul foxonium iodide) (37. 1g, 165. Immol)
FEZFEEOA (120mL) H VR B H 2212 i A &4 sl (il 60%, 6. 10g, 152, 4mmol) , Jf
PZIREUERA TR TR L. xR NVIREY T4 20 708 B i MA V& —4H- 1
IR —4— i (14. 8g,127. Ommol) 7F — FEEMVHH (60mL) H ISR, J-44 S NS VAR 25 iR i+ 14
/NI o KRGV KRR T SBEZEE . A HLZ AR A R0 7K P8, FH S /K Bt B i
T, AR T R4 o TR AR IAE =R, /D B Cee R UTiE 46 d, JF T8, 13310k
ARG E Y (8. 22g, IER 50%) .

[0628] 'H NMR(CDCI,) & :1.69-1.82(2H, m), 1. 93-2. 09 (2H, m), 2. 56—2. 73 (4H, m) , 2. 85-3
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.01 (2H, m) .

[0629] S 4 84" —[(4- FHILVYS —2H- e —4- FL ) B4 L 1-27 6/ - —H3REL
o —3— F

[0630]

CH,

[0631]  7F = 3, W] 1- 4 % —6- il % W& [2.5] 2F % (6. 33g,48. 6mmol) F1 4 ' -5
K2 6" - THEBOE -3- FEE (10.0g,44. 2mmol) £F N, N— — FRILFEEZ (150mL)
I INBRER SR (6. 11g,44. 2mmol) , %IR-EHIAE 100°CHIHE 12 /M, 5 KN IR A e
R NS, SR I ERER R IR A LR CEEREEL o ZEEU) T AK B R AN T-14, I
TR N VR4 TR B S AR Zh i 43 B0 (o gh f AR &4 (12. 3g, 3R 78%) o
[0632] 'H NMR(CDCl,) & :1.77-1.91(2H,m), 2. 00 (6H, s), 2. 06-2. 16 (2H, m), 2. 19 (1H, s),
2.42-2.53(2H,m), 3. 04-3. 18 (2H, m), 3. 81 (2H, s), 6. 69 (2H, s), 7. 41 (1H, dt, J=7. 5, 1. 5Hz)
,7.59 (1H, t, J=7. 5Hz), 7. 66 (1H, t, J=1. 5Hz), 7. 87 (1H, dt, J=7. 5, 1. 5Hz), 10. 05 (1H, s) .
[0633]  Z% i 94-({[3' - (B EMPE)-2,6- ~FRBPEFE 4- K] HKE) FHR) MY
& —2H- WER —4- i

[0634]

[0635]  FEUKVAEITN, [ 4" —[(4- FRIEDUA —2H- WM —4- 28 ) AL 1-2' ,6' - —F
FEROR -3- IS (2. 12g,5. 95mmol) 7EPUSIMEIR (8mL) FTAFEE (4ml) FIVRGHE I I E R
IIAINEAE (0. 2258, 5. 95mmol) , ¥ VR-AWITEAH FRRE B HE 20 738h . RONVETRAEHE T
WA, 17 5% B ) s I @A K L TR S SR S 2B R HU R e A oK ki,
7K BN 1, FRAE PR Rk 4a13 2o g AR AL &4 (1. 87g, L 88%) »

[0636] 'H NMR(CDC1,) & :1.70(1H, t, J=5.8Hz), 1. 76—1. 90 (2H, m), 2. 01 (6H, s), 2. 05-2. 1
6 (2H, m), 2. 20 (1H, s), 2. 40-2. 53 (2H, m), 3. 03-3. 18 (2H, m), 3. 80 (2H, s), 4. 73 (2H, d, J=5. 8
Hz), 6. 67 (20, s), 7. 02-7. 09 (1H, m), 7. 12 (11, s), 7. 31-7. 37 (11, m), 7. 41 (1M, t, J=7. 4Hz) .
[0637]  ZZ&AH] 102- F2Hk -3, 4, 6- = AR FE

[0638]

CH,
H,C

HO CH,
o7 H
[0639] % 2,3,5- — AU JL AWy (13.6g,100mmol, ) 78 — & FF 4% (20mL) P 1% %5 W 3E AT
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VKA HL, fE A AN N H 0.5 /B & i i A VU s 4k Bk (titanium tetrachloride) (41. 7g,
220mmo1) , ¥ S N IR -S W WEFE 1 /NN e BRI I U 2k AL BE (11, 5g, 100mmol) , ¥4V
EYIFDERE 6 NI . SONTR A VRN AL B K VTR EE, R AR AR . AR
IR HI s S0 IR VA AR Tl TR0 S B 7K Y 8RR b 0 5 /K W s FH A IR B 18, A ek R 1 IR 4
TR AR AL RS L ( ZFR OBG © Ot =5:95-50:50) 13 BIVR A% (45 o AR Sk &4
(6. 58g, Hir A 40%) .

[0640]  MS m/z165 (M+H) *,

[0641]  Z:F46 112, 3, 5, 6— PU FFEL 25y

[0642]

CH

H,C

HO CH
CH,

[0643] ¥ 2- 25k -3, 4, 6- = FEZEHEE (6. 58g,40. Immol) VEALEFEE (120mL) 1, 7F
SURAA (RERIE (balloon pressure)) FHIA 10% 48 - B (50% & 7K7= . 1. 0g) , KRR &
UILEZ IR BEFE 22 /N o JEH AL TR, OBV AR IOE NG o A UTTE R &5 B BT A5
i R B A B PR AL G (0. 73g, IR 12%) « FEWUE FIRGERER, 15 3128 — 4t 7=
(5. 10g, W% 85%) .

[0644]  MS m/z151 (M+H) ",

[0645]  Z:7544] 124- J] -2, 3,5, 6— VU LK)

[0646]

3

CH,
H,C Br

HO CH
CH,

[0647]  {EZSIE, [ 2, 3,5, 6 VUL (5. 10g, 34. Ommol) 7E LR (90m1) A ()R B
B INAIR (1. 98mL, 38. 6mmol) 7EZER (30mL) R K IR G BEFE 5 /N o o S f
IREVIAERE N WG, 5 B D LR LR AR UL A 198 A /K VA YRR AR 5 K D
Vo KA HUZERIJCKBLBR BT, FF R T4 DUIE B4 do AT iR wE I, 13 2R B 6
AR 59 (5. 10g, YK 66%) « BRRAERS N IRGE, IF ATl BEVERAT 226 it
Y (1. 38g, I 18%)

[0648]  'H NMR(CDCI,) & :2.23(6H, s), 2. 40 (6H, s), 4. 59 (1H, s)

[0649]  Zf5) 134" - ¥%E-2' .3 ,5' 6’ - PQAZLEAIR —3- A

[0650]

3

[0651] %M 524 6 AHIFII 5%, th 4- IR -2, 3, 5, 6— PY AR MAT (3— LA AL )
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IR, 15 2 e (gl d bn AL &) o R T9%.

[0652] MS m/z255 (M+H) ",

[0653] S5 143" - (FRFEFHEL ) -2, 3,5, 6— VY FILIOK —4- i
[0654]

[o655] ¥4’ -FpFk-2' 3" 5 6’ - PYFILELA -3- A (2.03g,8. 00mmol) 7F
A (10mL) FPYZMERR (20mL) FRIVE -GS ) (RS VAT UK V% 21, I AN &ALl (90 %,
0. 336g, 8. 00mmol) , {ER /U FRIZIREW I 2 /Mo NIR-EGW A IR, FFH &
MG CIMRAREY . A HU FH AN K BR %, FHOC /KB BR B T4, JRAEUE N ik4i. 19211045 M
Bt — LR LBEE 45 i, 13 B (L85 v AR AL &4 (1. 90g, i3 93%) .

[0656]  #44 152-153°C.,

[0657]  Z25 4] 154- AL NHAIR 3— ( AL ) AN

[0658]

RV

ety
CH,

[0659] ¥ 3-( H &% 3L )-1- 74 B (5. 30g,50. Ommol) « = Z & (10. 5mL, 75. Ommol) Fll
NN, N N = PY 3L -1, 6- ¢ % (0. 861g,5. 00mmol) 7F FF 2K (50mL) ¥ VR IEAT
UKV, AR EUR T B I — 2R R G S (14. 3g, 75. Ommol) 7F A28 (50mL) 1 (1%
o MG  FREPIBEE 3 /N, IITEPEHR G IR 2 200 KA B R NIRE )
WL IRE I R CBEAEE . AU AR R K P i, KGR ER BN T, HEAE IR N IR 4
bR I RE AR 4tk ( LR 4B« Tt =10:90-40:60) , 15 2 T (iR i br 84L& 4
(12. 2g, W% 94%) .

[0660] MS m/z261 (M+H) ",

[o661]  Zx75 44 164— FISEATAPR 3— ( FFILRAMESE ) MR

[0662]

Y

H.C.. AN P
S O
RN
O O
CH,

[0663]  {EUK¥& I, o] 4- AL N B R 3-( A 55 ) AR (12. 2g,46. 9mmol) 7F 7 EF
(250mL) A B A SRR A (Fi s 44 OXONE, 57. 7g,93. 8mmol) 7E7K (250mL)
R NS T KRG PR 20 /N, B TRPEIR A B W IR 2 s . R TR
AR PEE, VRGP KGR, AN SR CBEAEE . 25U A R0 R 7K Bk, FH ek
Tt RN T8, FRAERE T I 4a . UTTE &S i H TR L8 - PEEsesk, 19 310 L4 & I As @il 4k
G (13. 1g, B 96%) o

[0664]  MS m/z293 (M+H) ",
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[o665] ZZ417{2" ,3" ,5' ,6' —PUMA 4" -[3-( PARBIH ) AHHE ]I
R-3- 3k} FEE
[0666]

[0667] |n] 3’ —(FFEEFIL)-2,3,5,6- PUFILEAR —4- B (0. 616g,2. 40mmol) I 4- FH
FEARTE IR 3- ( P IEmAWESE ) AME (1. 05g,3. 60mmol) 7E N, N- — AL LI (5mL) H )
B, IATREEEF (0. 597g,4. 32mmol) , 7F 90 CAER TR MR IR GW L 12 /I KoK
TN R NRED T IREWH LR SRR 2 BRI I S8 7K i v R v
ERIK VeSS, e /KR BREE T8, FRTE R Tk da. b B A AE il aifh ( LR 41 -
CBt =40:60-80:20) , 13 B A 45 i MR Bt — TR Ll E 45 i, 19 3 0 68 45 i bR L & 4
(0.577g, B F 85%) »

[0668] Y&/ 132-134°C,

[o669]  ZxF&fh] 182" ,6' - —HII -4’ —[3-( MmN ) WAL ] oK -3- g
[0670]

[0671] [ 4' -FHE-2' ,6' - “HHREIK-3- I (2. 26g, 10. Ommol) Fl 4— FFREZSH R
3—( FIERAMESL ) RS (3.51g,12. Ommol) 78 N, N- — FIEE W% (20mL) = sy, in
IR (1. 80g, 13. Ommol) , 7E 90 CEEV TR MR G+ 24 /N o Hg AN B )R VIR A
Wb IREMA CR QAL BRI A IM S EAL B K S ORI A 2Rk kg, Bk
i BR BT, FRAE R Rk 4a o vk A IR A (el alidl (LR &l - ©%t=40:60-80:20) ,
13RI 25 5 NBRBE — LR LB 25 5, 15 B (45 S bR AL 54 (2. 68g, IEE T7%) .
[0672] MS m/z347 M+H) ",

[0673]  Z7%4] 19(2' ,6' — —HK 4" -[3-( FEMEE) NAE I BE -3-1) 7

[
CH,
OH

[0674]
H,C O
3 \S/\/\O CH3

[o675] ¥ 2' ,6' - ZFSE -4 -[3-( PN ) WA ] BEK -3- FEE (2. 66g,
7.68mmol) 7E ¥ (10mL) FHPUZERE (20mL) VRG-SR R iEAT UKV #1, I &AL
B (90%, 0. 323g,7. 68mmol) , FEE A LIRS W 6 /N SN IR A4 FH G h R A
L, I MR CBEAEL o A EU F AN 3 /K B B G /KR BR B T8, FRTEUE T k4.
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TR EE b BB — LB CBREEAS fn, 15 2IE 41 i PR EL &1 (2. 608, R 97%) .
[0676] 'H NMR(CDCI,) & :1.68(1H, t, J=5. 9Hz), 2. 00 (6H, ), 2. 30-2. 40 (2H, m), 2. 97 (3H,
s), 3.24-3.31 (2H,m), 4. 13 (2H, t, J=5. THz), 4. 73 (2H, d, J=5. 9Hz) , 6. 64 (2H, s), 7. 03-7. 08
(1H,m), 7. 12(1H, s), 7. 31-7. 37 (1H, m), 7. 41 (1H, t, J=7. 5Hz)

[0677] 27541 203" - (FRIEFIL ) -2, 6- — FLIAR —4- iz

[0678]
CH,
OH
HO ‘ CH,

[0679] ¥4’ -FRE-2' 6" - ZHIZERCR -3-FEE (6. 95g,30. Tmmol) 7E FIEE (30mL)
VUZ g (60mL) VAT I TREEAT UKA 20, In ANEAL 8 (90%, 1. 29¢, 30. Tmmol) ,
TEAUR T EZIR G RE 20 /N, B IAPE RS 908 80 il 22 2500 o 3 R VIR G IAE kR
TG, T Y M SRR AN, IR AW AR L BEAEEL . AU AT $E K B, H /K
RREETHE, JRAEIUE PRk 192145 s M PERE — LR LBEEE4h it , 19 2 0 (55 b AR AL
EH (6. 56g, L 93%)

[0680] A& 175C,

[o681]  ZFfi] 21{4" -[2-( &WiZs) K T-2" ,6° - —HEPR-3-Z} Pz
[0682]

H?,C\/S’\//\D
[0683]  [r] 3’ —(FRELFIL)-2,6- " HIFLEEIE —4- B (1.83g,8. 00mmol) Fl 2- M LHE L
TR (2—chloroethyl ethyl sulde)(1.07mL, 12. Ommol) 7EN, N— — F1 I AL (15mL)
IS M N TR IR # (1. 33g, 9. 60mmo 1) FLALEH (0. 132g,0. 800mmol) , FHIE-AMAE 95°C
FERVTUR T HEEE 24 /NI K I B RTR G , IR B 4R CREAEEL . AEHUK IR
FH M SUEAL BN A ORI A T 2 7K i, B TC /K AR R B T4, JRAE DR N IR 4. FR B ek
A Al (LR 4B - Tkt =10:90-50:50) , 73 2 C AR AR AL 59 (1. 19g, I3
AT%) .
[0684] 'H NMR(CDCl,) & :1.31(3H, t, J=7.3Hz), 1. 67 (1H, t, J=5. 8Hz), 2. 00 (6H, s), 2. 67 (
oH, q, J=7. 3Hz), 2. 92 (2H, t, J=7. OHz), 4. 16 (2, t, J=7. OHz), 4. 73 (2H, d, J=5. 8Hz), 6. 66 (2
H,s),7.06 (1H, dt, J=7. 3, 1. 3Hz), 7. 12(1H, s), 7. 30~-7. 36 (1H, m), 7. 41 (1H, t, J=7. 3Hz) «

[0685]  Z7% M 22[ (3S)6-({4" —[2-(ZLHitk) LHEFHE]-2" ,6' - “HEEOK 3-%)
e ) -2, 3—- & —1- ZRJFIRMG —3- %k ] ZIR TP s
[0686]
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Q
H,C
O~cH,
O
[o687]  fii F [(3S)—6- & 2& -2,3- & -1- K JF Wiy -3- % 1 £ R F B (0. 250g,
1. 20mmol) . {4' -[2-( ZWhI) CHEKE -2 |6/ - —HEBE -3- 2 ) BEE (0. 380g,

1. 20mmol) F1="T Z:Ms (0. 388g, 1. 92mmol) 7EFZE (20mL) AW, oA 1,17 —(fBE =
BRHE ) ZWUREE (0. 484g, 1. 92mmol) , fERV AR T HRHE S WAE = HE 1 /di) o 4 2kt (10mL)
IIANE s ARG, SEBRDTIE BIANEE W0, 9B AR gk T 4 o W% B ) A IR A i 4
th (RS © Cht =5:95-40:60) , 15 2R B AR AR AL 54 (0. 363g, Y 60%) .
[0688] MS m/z507 (M+H) ",

[0689] S 45] 23[ (3S)-6- ({4’ -[2-(&WidE) CHK&E]-2" ,6' - —FEEIK -3-3L )
AL ) -2, 3— & —1- 2RI -3- 3% ] 4R

[0690]
CH,
O 0
chvs\/\o O CH, \EELQ(OH
O

[0691] 1] [(3S)-6-({4" -[2-( W% ) L% 1-2" ,6' - —HFEK 3-8 | F%E
) -2, 3- A -1- IR -3- 2L ] IR (0. 358g,0. 707Tmmol) 7E FFEE (1. 5mL) A1)Y
SRS (3mL) VRS VA TR I T, N 2M SR K (0. 750mL) , B TR-A M AE
50 CHEFE 1. 5 /NI o K i ARG W K ARRE, F IM SRR IR AL, H ] LR L AR« 2 ]
YA ER K P, F e /KB BR B T4, FEAE IR T IR 4a15 21 Jo Gtk fds AL &4 (0. 309g,
2% 89%) o

[0692] MS m/z493 (M+H) ",

[0693]  Z:I%fh] 244- YR —2— 5 -3, 5~ — K KM

[0694]

CH,
Br

HO CH
F

[0695]  [f] 4- ¥ -3, 5— — FIELZEMY (2. 00g,9. 95mmol) 7F 1, 2- — 4124 (20mL) [RI¥s
BN N- SRt 48y = i A ER £ (N—fluoropyridinium triflate) (6. 15g, 24. 9mmol) , J&4
YIAEIRTL T MR 7 /o VRGP IMORACHE BR A /K i v b 2, - SR SRR A B . A
B VR R AK AT £k /K Bk, F TE /KR R BE T, R B R R4 o 7k B W ek B A (i
aifk ( LR LMW © Tt =0:100-30:70) , 75 B E (A R AIbs AL A4 (0. 7908, UK 36%) o
[0696] 'H NMR(CDC1,) & :2.29-2. 36 (6H,m), 5. 04 (1H, d, J=4. 0Hz), 6. 79 (1H, d, J=9. OHz)
[0697]  Z54] 253" - -4’ —-FFE-2' 6" - “HEECOR -3- A
47
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[0698]

L
[0699] % M54 6 AHIFI I Jy vk, tH 4- R —2- 6 -3, 5— Ky (3- K
55 IR, 13 B G AR AL S ) WL 49%.

[0700]  MS m/z245 (M+H) *,

[0701] S 263" -4 -2' ,6' - P -4' -[3-( PIREMEEIE) HEE] BEE -3-
i

[0702]

[0703] [ 3' -@ -4’ -FFE -2 6’ - “HIEEIK -3- FEE (2. 44g, 10. Ommol) Al
4— P IEAR R 3— ( PR EmAMESE ) RS (3.51g,12. Ommol) 7F N, N- — FIIEFHEZ (20mL) o
(R T I AR BR B (1. 80g, 13. Ommol) , 7EBUSR T AE 90 CHRIR G MiHE 24 /Mt HFK
TN BN R NIR G T IR G LT8R CEEFEEL . 2 BRI I S S8 B 7K 5 3 R v
EROKVEB, KO R BR 1058, AR vk NIk Ao Bk B ) A AT (i il ( LR &1
Tt =40:60-80:20) , 15 2 [ 45 5 I PEGE — LR L BE T 45 i, 159 2 T (45 it R b B4k & )
(3. 45g, L& 95%) o

[0704]  MS m/z365 (M+H) ",

[0705] &%) 27{3' - -2' ,6' - "R -4’ -[3-( PREEERE) NHEKE] B
7K -3- 3L ) g
[0706]

[0707] K 3' - -2' ,6' - ZHFk 4" -[3-( FAEmAELEE ) N4EE ] OK -3- i
(2.77g,8. 00mmol) £ (10mL) FPUZINIR (20mL) {1 ¥R A7) HH A 0T VKA 11, i
AEALHT (9095,0. 3368, 8. 00mmol) , fEZ TR M %I A HH: 8 /DY IR AW
Mo ERIR AL IR, IFH] Z08 LA ABU A /R ek, T TG BRIR B8 T4 JFAEWUE
Wi TR YRR REEIELIL (LM RS « Okt =40:60-80:20) , 13 B 45 MBEkE - &
MR LR F 4, 13 BIECEE S A AL &4 (2. Thg, UR 94%)

[0708] 'H NMR(CDC,) 8 :1.67 (1H, t, J=5. 9Hz), 1. 91-1. 95 (3H, m), 1. 97 (3H, s), 2. 32-2. 4
5(2H, m), 2. 98 (3H, s), 3. 27-3. 35 (2H, m), 4. 20 (21, t, J=5. 8Hz), 4. 74 (2H, d, J=5. 9Hz) , 6. 70
(1H, d, J=8. 3Hz), 7. 03 (1H, d, J=7. 5Hz), 7. 10 (1H, ), 7. 32-7. 47 (2H, m)

48



CN 103070854 A W BB B 46/78 T
[0709]  Z2&M5] 284- (@ L ) -7- B3 21~ B 0% —2- W

[0710]
HO 18] O
@g

ol

[0711]  {fEVKAHI T, % 4- W L WEFE 418 B (14. 0g,85. Ommol) ¥ fif E I i IR (30mL)
H, 2/l I N TRIZE — %y (resorcinol ) (8. 81g, 80. Ommol) , 1R G W1E =1 i FE 2 /it
W R IRA VBN VKOK A, S S8R DTVE I [ 4, B KBRS, 35 ATF15 2K G AR K b 2
&Y (14 1g, B 84%) .

[0712]  MS m/z211 (M+H) ",

[0713]  Z754] 29 (6- F24E —1- FJFHRIE -3- 55 ) L&

[0714]

HO e

4
OH

O
[0715]  # 4- (P ) -7- 2 F —2H- (df —2- li (10. 9g,51. 8mmol) WAL IM S AL
KR (500mL) 7, KRR A WAEIRIR R Ind 2 /NI o W S NEVR SV 1, TR IR R AL, 7
H L% CERASEL o 2B RN 2 /K s, B /KB R R T8, I AR gk s T IR 413 B bR (45
bn KPR AL S (8. 27g, e 83%) .
[0716]  MS m/z193 (M+H) ",
[0717] 27545 30 (6- 2% —1- R IFMEAE -3- 2% ) SIRFIS
[0718]
HO 0
Y4
,O~cH,
O
[0719] % (6- FR2E —1- R FFWEm —3- 2k ) &8 (9.85g,51. 3mmol) VR &L 1 (45mL)
W IINIRER R (5mL) , VA PILE R T N 4 /N o 3 5 RS PILERUE T ik4s . K,
TREYH CBEREL . A BV IR FH VR R ik IR S A K s R R 3k /K ek, /K I R BT
B, IR NIk YE . PR YR AR g A (LR AHE - CE =10:90-50:50. ) , £3 2]
SEdnHH CTR Ol - TRt S, 3 RR B ARG & (prisms) FIAREALEY) (7. 38g, L3
70%) o
[0720] MS m/z207 (M+H) ",
[0721]1 224 31 (6- 23k -2, 3— & —1- FIFMeng -3- 38 ) 2 Mg
[0722]
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HO 'e)

O~cH,

O
[0723] [ (6- F23E —1- ZKFFIRIG —3- 38 ) ZRA B (11. 4g,55. 3mmol) 7E FE (100mL)
HRE I 10% 48 - ik (50% F7K ™ i, 2g) , FEEVA (UBRH ) NHIRA YIRS IR
PE IS /NS, JEHIEE S, B IERAE S Nk gE. BRI GRE Atk (2B ARG - &
it =20:80-50:50) , 15 I [ [E 4 HH 4R W5 — Cobe 45 b, 19 21 BARIR S i bR L 54
(8. T4g, YL T6%)
[0724] MS m/z209 (M+H) ",
[0725]  Z7& 4] 32 LR 4- IR -3, 5— —HFIEEAME

[0726]
CH,
Br
1 @
H.C O CH,

[0727]  |nj 4- ¥R -3, 5— —HIFEM) (10. 1g,50. Ommol) FEMERE (13mL) FHE T IMA L
BRI (7. 66g,38. 6mmol) , ¥VR-AWTE 50 CHEFE 30min. ¥ NMIRGEEAT VKA AL, F 0. 5M
R, I 1R ZBEZEE . AU R0 2 K WA, I TE KR R B T, JH AR E Rk
9, PR BAL A (12, 1g, IR 99%) 125 (A HPIRY o

[0728]  'H NMR(CDCL,) & :2.28(3H,s), 2. 40 (6H, s), 6. 82 (2H, s)

[0720]  Zx2%44] 33 L% 4- IR —3- (YR 3L ) —5— ALK

[0730]

Br
[0731]  {ERAA T, LR 4- 1R -3, 5- AN (12. 1g,49. 8mmol) \N- SLBEFHIIE W i
(9.79¢g,55. Ommol) F1 2, 2" —f{BE BT I (2,2' -azobisisobutyronitrile) (82. Img,
0. 500mmo1) 7EPYZALAK (100mL) FRIVRE VAL 75 CHiH: 5 /DIt B R NIR-EWHEAT UK
L, AR T A . TR B SRR, JEBR ANV B0, BT s T k4. TR A H
TR ATE (g4l ( LR CIE « Tt =0:100-25:75) , {3 B L (0 45 b AR AL &4 (11, 7g, i
2 73%) .
[0732] 'H NMR(CDC1,) 8 :2.29 (31, s), 2. 43 (3, s), 4. 60 (2H, s), 6. 97 (11, d, J=2. THz) , 7.
07 (1H, d, J=2. THz) »
[0733] 2754 34 LR 5— LWL —2- IR —3- FIIL RS
[0734]
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[0735] [ &R 4- ¥R —3- (YR F3E ) —5- FJEKHEE (11. 7g, 36. 3mmol) £E N, N— — A Jk A g
fi (60mL) A A I LEREN (5. 96g,72. 6mmol) , E R T HRHR G AE 70 CHidt: 4
NI o PE LR BRI B S NI A IR A AR U AK RV RN 2R 7K ik, F TE K B R %
T, FFEE T ik4E . TR EEY AR AL ( LBR OB « ©ft =0:100-25:75) , 13 3
PR G (7. 29g, WLER 67%) 1R PR o

[0736] 'H NMR(CDCI,) 8 :2.15(3H, s), 2. 30(3H, s), 2. 42(3H, s), 5. 18 (2H, s), 6. 95-7. 03 (
20, m) -

[0737] 256 35 LR (4- LBREIE -3 — HEEIE —6- IR —2- 3% ) FIfS

[0738]

[0730]  #:M8 5 5% 6 AHIFIK 5%, tH LR 65— LBEAIE —2- ¥R -3- IR IR (3 I
RFE) MR, R R &4 R 50%.

[0740]  'H NMR(CDCL,) 8 :2.00(3H, s), 2. 03 (3H, s), 2. 33 (3H, s), 4. T4 (2H, s), 7. 02 (1H, d,
J=2.5Hz), 7. 07 (1H, d, J=2. 5Hz) , 7. 43-7. 48 (1H, m),, 7. 62 (1H, t, J=7. 6Hz),, 7. 71 (1H, t, J=1.
THz), 7.88-7.93 (1H,m), 10. 05 (1H, s)

[0741]  Z%Hi 36 LM [4- F2Hk -3' - (REEFEE ) -6- PR —2- 35 ] FlE

[0742]
CH,
OH
HO ‘
0

[0743]  TEUKAET, W LB (4- OB -3 - FBREE 6- HAEBR —2- 28 ) S
(1. 63g,4.99mmo1) 7EPYSMEME (10mL) FFEE (5mL) FIVEA A M b i A& A 4l
(90%, 0. 210g, 5. 00mmo1) , FEA T N FIRG W LEAH R HERE 3 /NI o A7 B2 B /K N
NB S RREYF AW 218 CTEAEEL . 2B M £ K vk, F 0K BR BREE T 15,
HAEWRE T RkYE . 7R E I ARERAE IS4l (LR OHE : Tt =20:80-80:20) , 15 31 €4 7
RIS (L. 028, BLZE T1%) o

[0744] 'H NMR(CDC1,) & :2.00(3H, s), 2. 01 (3H, s), 4. 72(2H, s), 4. 75 (2H, s), 5. 20 (1H, br
s), 6. 73 (1H, d, J=2. 5Hz), 6. 78 (1H, d, J=2. 5Hz), 7. 05-7. 11 (1H, m), 7. 15 (1H, s), 7. 31-7. 43
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(2H, m) »

[0745] =24 37 41 {3' - (AR )-6- FH —4-[3-( FEBIMEE ) NWEE ] B
7K -2- %5} il

[0746]

[0747]  [W LR [4- 2K 3" —(RILFIIL) —6- AL —2- 25 ] FIfE (1. 02g, 3. 56mmol)
A 4- FECRTERR 3- ( FAEERAIESS ) TR (1. 25,4, 27Tmmol) 7E N, N- — AL FWEZ (10mL)
P TP IINERBR B (0. 640g, 4. 32mmol) , BB G WAL R T AE 90°CHid: 21 /M. H
AN B R RED S IREVH LR LB 0o %5 AN S K ek, /KB R B+
W, AR NIRYE . AR A RERCFE s 4l ( LR 4WE 2t =50:50-100:0) , 15 FI
PR AR AL S (0. 87g, LA 60%)

[0748] 'H NMR(CDCl,) & :1.81(1H, t, J=6. 0Hz), 2. 01 (3H, s), 2. 03 (3H, s), 2. 31-2. 43 (2H,
m), 2. 97 (3H, s), 3. 24-3. 32 (2H, m), 4. 16 (2H, t, J=5. THz), 4. 72 (2H, d, J=6. OHz) , 4. 76 (2H, s
), 6. 78 (1H, d, J=2. 5Hz), 6. 83 (1H, d, J=2. 5Hz), 7. 05-7. 10 (1H, m), 7. 15 (1H, s), 7. 32-7. 43 (
2H, m) o

[0749] %45 38[(3S)-6- ({2 —( ZBEAEFEFIE)-6' - 3 4" —[3-( PREBEEE)
TRAREE ] BE2E —3- 2L ) 4L ) -2, 3- =4 —1- ZEIFmkm —3- 35 ] 2% Fig

[0750]
CH,
O 0

AN O\CH3

T 5

[0751]  $E#F [(3S)-6- F2 3 -2,3- — & —-1- K Wk —3- 3 ] 2 B F 5 (0. 208g,
1. 00mmol) « LR (3" —(FREEFIR ) -6- AL —4-[3- ( FEBIE ) R ] 5K 2- %)
FIAE (0. 360g, 1. 00mmol) F1="T ZL[ (0. 324g, 1. 60mmol) 7F B ZE (15mL) " I, TN
1,17 —(ARE R ) ZRE (0. 404g, 1. 60mmol) , 76 /40 R G W IR BEH: 3 /)
o Okt Bmbl) MBI R NIRA Y, JEERUTHE BFIAS W5, F I8 AT s TR %q. 7%
Y AR aifh (LR OME © S8 =30:70-70:30) , 15 31 7o G etk i br AL &)
(0. 432g, WL 79%) o

[0752] 'H NMR(CDCL,) & :2.01(6H, s), 2. 31-2. 42 (2H, m), 2. 50-2. 61 (1H, m), 2. 70-2. 80 (1
Hym), 2. 98 (3H, s), 3. 24-3. 32 (2H,m), 3. 72 (3H, s), 3. 75-3. 86 (1H, m), 4. 12-4. 18 (2H, m) , 4.
26 (1H, dd, J=9. 2, 6. 0Hz) , 4. 7T1-4. 79 (3H, m), 5. 04 (2H, s), 6. 43-6. 50 (2H, m), 6. 78 (1H, d, J=
2.5Hz), 6. 83 (1H, d, J=2. 5Hz), 7. 02 (1H, d, J=7. 9Hz), 7. 07-7. 12 (1H, m), 7. 19 (1H, s), 7. 36—
7.45(2H,m) .
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[0753] 2754 393" -G -4' - I -2' ,6' - “HIREOR -3- i
[0754]

[0755]  {EVKAEIT, M 4" - I -2' ,6' - “HEEZE -3- P (11. 3g,50. Ommol) 7F
N, N- Z IR A EERE (50mL) A RIS 2 /M Ui N— SUBE L P fi% (6. 68g,50. Ommol) ,
PR G WA E IR 13 /NI, SR JGTE 50 CHLHE 3 /NI FF N- BRI B W iz (1. 34g,
10. Ommo1) JOAZI R NIREYIH, IR GWIEAH R BLHE 3 /o BRI N- SR EH T
[z (0. 668g,5. 00mmol) , KRS WITEAH FIFELRE B8 HE 1 /o AR R VIR EYI,
REWH L8 CREAHL . ZEEU) R #h /K sk, Bl /KB BREE 68, JEAE IR T k4. ok
R g4tk ( 2R WS © ¢ =5:95-40:60) , 15211145 i /8 L Tg — Bekeilt
ATESS W, (RIS W AR AL S ) (8. 4Tg, WLZE 65%) o

[0756]  MS m/z261 (M+H) ",

[0757]  Z2%54) 404" —{[ FUTH (FHE) ekt 1 & -3 -& 2 ,6' - _FHR
BEK —3— s
[0758]

CH, o]

[0759] 7E=ZEM 3" - 4" -RI-2' |6/ - “FIILBE -3- AR (1. 41g,5. 41mmol)
FHBK M (1. 10g,16. 2mmol) 7E N, N- — FZEFIEERZ (10mL) A b i AN BUT 28 = 250
ke (1. 22g,8. 09mmol) , 7E AR M IR G WAL B IWMPEFE 24 /Mo FEACIMA B R VIR A
Y, FH CBRREBUR G . AU R AN £ K PEsk, FH TE /KB BR B0 T, FHFAE R T R4
W W) R AL g 4t ( LR 418 C%¢ =0:100-20:80) 152 Lt PR bR BLL &4
(1. 78g, L % 88%) .

[0760] MS m/z375 (M+H) ",

[0761] & H] 41 (4" —{[ BT (—FHE) dxERE 18313 -& -2 ,6/0 - —H
FEREIE —3- 2k ) FIEE
[0762]

*7 CH, Cl
[0763]  {EUKVREIR, I 4" —{DBUT 3 () rEpidt ] 8551 -3" - -2 6" -
AR -3~ FRE (L. 78g, 4. 7ommol) /E VUSRI (10mL) AIFFRE (5mL) HVR G457 A
BB AL Y (90%, 90mg, 2. 38mmol) , £ %R MR A WAEM FIR BEHLHE: 2 /i
23
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KA B RN ED IRE VI SR LB 2B o B FH AN SR /K ek, FH G /KB B 4+

W, FEOEIRE TG . kR A REICHE G AL ( ZBR LG O =5:95-40:60) , 13T 6

HAREIPREAL G (L. T4g, R 97T%) .

[0764] MS m/z377 (M+H) ",

[0765] Z & ] 42{(3S)-6-[(4 ' —{[ W T & (= B H) & & % ] 5
_3_

-3 - -2 .60 - THERRBCK 3-8 ) FASE 1-2, 3- A -1 KT 5
L8 T

[0766]

0
*7 CH, cl O\CHS
0

[0767] %M S5 S FH 22 MHIF K Fvk B @ - {IRTER(ZHFRE) il A
F-30 - -2 60 - THEECK -3- 3L ) FEER [(3S)-6- BRI -2, 3- —& -1- K

MR —3- 5k 1 ZRF NS, SR e g AR 5 9. CR T7%,
[0768] MS m/z567 M+H) ",

[0769] S H 43{(3S)-6-[(3' -G 4’ -FFE-2' ,6' - “HFHEEE-3-&) FHE
F1-2,3- & —1- ZKIFmkng -3- 5L ) LR
[0770]

O~cHh,

o
[o771] £ = W, W {BS)-6-[(4 ' —{[ A T & (= B F) fE k£ & ] %
F1-30 -2 60 - IR -3- 58 ) MRS ]2, 3- A1 AR -3- 3k ) AR

G (2.01g,3. 54mmol) 7EPUSIMERG (20mL) A A N IM DY T SR d Ak e 1 DY Sk
MRSV (3. 9mL, 3. 9mmol) , 7E B T ARG W AEAH RIELEEBEFE 3 /NN o 4 s VTR S A I3k
JE R4S, AN B E P IR EWH CIR CBEREEL . AU A B K B F K
PR BT, JRAE g T k4 TR A A (i 4k, (4R 4B - Tkt =10:90-50:50) ,
R ORI S (1. 41g, WEE 88%)

[0772] MS m/z453 (M+H) ",

[0778]  Z7#] 443" |5’ - R -4 -&HE-2' 6" - ZHEEK -3- FEE

[0774]
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[0775]  FEVKAHIF, 4" —-#FE-2" |6 - ZPEEZE -3- IR (11. 3g,50. Ommol)
N, N- ZHZEFEERE (50mL) ¥4y /Mo i N N—- GBS IABE N % (13. 4g, 100mmol) , K4V
EAEEIRDFE 14 /N, R JGAE 50°CHEH: 2 /Do KA B R NIR G, IR GV H &
B LRI o AEEU) AR S oK Pk, PG KB BR B T8, JFAE sl s T ik o DUE 45 56
LR LT — BEGEiss, 13 B 45 MAR AL 5 (8. 88g, LER 60%) o

[0776] 'H NMR(CDCl,) & :2.03(6H, s), 6.00(1H, s), 7. 35-7. 40 (1H, m), 7. 60-7. 66 (2H, m),
7.88-7.94(1H,m), 10. 06 (1H, s) »

[0777] &%) 453" ,5' - —& -2' ,6' - —HF -4’ -[3-( IR ) WA ]
oK —3—
[0778]

Hac\s/\/\o

Py CH,

Cl
[0779] M S5SEH] 18 MR Ak, 13" ,5" - & -4 -FE -2 6 - _HH
B —3— FEERN 4- IR ARATR 3- ( PIERAMEIE ) TAEE, /9 B0 (45 5 AR AL 5. e
53%.

[0780] 'H NMR (CDC1,) & :2.03(6H, s), 2. 37-2. 48 (2H, m), 3. 00 (3H, s), 3. 44-3. 51 (2H, m)
, 4. 18 (2H, t, J=5. THz), 7. 34-7. 39 (1H, m), 7. 61-7. 68 (2H, m), 7. 89-7. 94 (1H, m), 10. 06 (1H,
S) o

[0781]  ZH45 46[3' ,5' - & -2' ,6' - —HH -4 -[3-( PRBEEIE ) HEKE ]
Bk —3- 4k ) g
[0782]

H.C
3 \S/\//\O

CH
/7 \ 3
d o

Cl
[0783] B YHZEE] 41 HFER 7, B3 ,50 - —&-2' ,6' - _H3E-4" -[3-(HF
FEMAIRAS ) AL ] B -3- HE, 9 2 AR AR AL G . e 98%.

[0784] 'H NMR(CDCl,) & :1.76 (1H, t, J=5. THz), 2. 03 (6H, s), 2. 36-2. 47 (2H, m), 3. 00 (31,
s),3.43-3.51 (20, m), 4. 16 (2, t, J=5. THz) , 4. 75 (2H, d, J=5. THz) , 6. 97-7. 03 (1H, m) , 7. 07
~7.08 (1H, m), 7. 36-7. 48 (2H, m) »

[0785]  Z2516] 473, 5— . 2 5y

[0786]
H,C

HO
CH,

[0787] AERV/SG TAE 115°CHr 4- L FZK Wy (25. Tg, 210mmol) AL (62. 5g, 469mmol)
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FIVRAEE 4 /NI o B I IR A E 22 60°C, BIANVKK L 1B S R CREZEEL . A5
) vt 0 R 7K s, B KB B k58, IR ARk Hs T k4 o B ) FHIE I AT (il 4l (&
M Ll © Ot =0:100-25:75) , 13 BILLAR R KPR AL 54 (12, 3g, E 78%) -

[0788]  MS m/z151 (M+H) ",

[0789] S35 484~ JR -3, 5~ . LIEKM)

[0790]

H,C

HO
CH,

[0791] [} 3, 5— — ZKEAMY (9. 30g,61. 9mmol) 7EFFEE (100mL) AT ALY T &=
TRAEE (29. 8g,61. 9mmol) , KRS WITE S WBEFE 15 /N o B FITERE T 28K, B A A
N EY D RGO O A B R R K%, G /KB iR BT, I 75 8k
FE R4 bR B AT ik alifl ( LR W5« bt =0:100-25:75) , #4453 21 1 &5 i R
e AT E AL, BRI AL AR &Y (1. 85g) o i BEERAEME T ik4s, 15 BIRG IR (L2
i MRS (8. 68g) (U HE 10. bg, LIH 74%) o

[0792] 'H NMR(CDCl,) 6 :1.21(6H, t, J=7. 6Hz), 2. 73 (4H, q, J=7. 6Hz), 4. 65 (1H, s), 6. 59 (
2, s) o

[0793]  Z£4) 492" |6’
[0794]

[0795] %R 522546 6 AH R 1%, B 4- ¥R -3, 5~ LRy A (3- AR ZRIE ) IR,
RN AR AR E Y. EE 68%.

[0796]  MS m/z255 (M+H) *,

[0797]1  Z74] 502" ,6' - — 3 -4 —[3-( FEMEEEE ) WA ] B -3- FiEE
[0798]

H3C\S/\/\O

[Z2\Y

[0799] [ 2’ ,6' - Z4FE-4" - FREROR -3- FEE (2. 44g,9. 59mmol) i 4— I IR
Mg 3— ( A ZEmalEsE ) ARG (3. 36g, 11. 5mmol) 7F N, N- — FIZEAIMEZ (20mL) A (¥ i
ANBREZR (1. 73g, 12, 5mmol) , fERV TR N RHRG WAL 90°CHid: 70 /N o KA B s i,
REVHIREYH CIR CBEAEE . AEEUY F A $h 7K 5e 5 B e /K BR R BE T4, JFAE Il &
NRYE . TR HRERAE IR (LR ME - CbE =30:70-70:30) , 13 27 5 R 1A%
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BALEY) (2. 86g, R 80%) .

[0800] MS m/z375(M+H) ",

[0801] &4 51{2" ,6' - "3k -4" —[3-( FEmMIE ) NER I K -3-%& 1

fit
[0802]
H.C
o
Hac\s/\\/\\o O
LB

CH,

[0803] ¥ 2’ ,6' -~ LF -4 -[3-( PREBELE ) NWEE ] BE -3- Bl (2. 86g,

7.64mmol) 7EFEE (SmL) AIPUSRNE (16mL) FIVEA P ARG T UkA 1, NI A1k
B (90%,0. 161g, 3. 82mmol) , ZEA A M ZIREWHIF: 2 /Mot NTREWIH 10% Fr15 12
IKEERALEE, IF ] 88 CTEAEEL . REEUY AR 2K Ui, F KR BR B 1458, JEAE IR T
Wedi o WM HRE A g4t ( 2/ WS © T =40:80-80:20) , 133 45 5 M BEEE - 2
M CBEE S L, SRS PR A (2. 41g, U3 84%)

[0804] 'H NMR(CDCl,) & :1.01(BH, t, J=7.5Hz), 1. 66 (1H, t, J=5. 9Hz), 2. 24-2. 42 (6H, m),
2.97(3H, s), 3. 25-3. 33 (2H, m), 4. 16 (2H, t, J=5. THz), 4. 73 (2H, d, J=5. 9Hz), 6. 67 (2H, s), 7
.06-7. 10 (1H, m), 7. 12-7. 16 (1H, m), 7. 32-7. 43 (2H, m) ,

[0805] 46| 52{3' ,5' - & -2 ,6' - 234" -[3-( PIREEEIE) WA ]
ez —3- 2k )

[0806]
H,C
o Lo
N
/}S\:/\/”\o
00 Cl  CH,
[0807] [ {2/ ,6' -3 -4 -[3-( BB ) WA ] K -3-2& ) FEE

(0. 377g, 1. 00mmol) 7EZJiF (5mL) A EIHSH A N- R IR L iz (0. 267¢g, 2. 00mmol) ,
PR AWAEZIRBIFE 3 Ko BRSNS IR G LR LEEAEEL . A HU) FH A
LK PR, F KRR EE T, AR k4. v IR b2tk (2RO -
Tt =15:85-50:50) , 15 2L AR FIAR 4L 54 (0. 2608, iEH 58%) o

[0808] 'H NMR(CDC1,) & :0.94(6H, t, J=7.4Hz), 1. 74 (1H, t, J=5. 6Hz), 2. 36-2. 48 (6H, m)
3.00(3H, s), 3. 44-3. 53 (2H, m), 4. 18 (2H, t, J=5. THz), 4. 75 (2H, d, J=5. 6Hz), 7. 05-7. 11 (1H
,m), 7. 14 (10, s), 7. 37-7. 47 (2H, m)

[0809] ZH ] 533 IR —4— A FEIK

[0810]
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[0811]  |] 3— R —4— K IS (2.03g,10. Ommol) FHZEMy (0.941g,10. Ommol) 7F N, N- —
RS e (10mL) S W In N B R B (1. 66, 12. Ommol) , K Vi & W) 7E A AR T 1E
90 CHLFE 16 /NI KA B NIREW . IREVIH CIR LWEAEL . AU 0 L
IKBE, LK R EE T4, HAEWRE NIk 4Ga . B RE AR (il 4life ( LR Ts « Ok
=0:100-15:85) , 15 2R B (PRI bR AL B4 (2. 27¢g, YRR 82%)

[0812] 'H NMR(CDCIl,) & :6.90(1H, d, J=8.5Hz), 7. 05-7. 11 (2H,m), 7. 21-7. 29 (1H, m), 7. 3
8-7.47 (2H, m), 7. 72 (1H, dd, J=8. 5, 2. 1Hz), 8. 17 (1H, d, J=2. 1Hz), 9. 89 (1H, s) .

[0813]  ZF&fh] 542 ¥R —1, 3- — I -5-[3-( L ) WK ] &

[0814]

CH,

\Br

Hig ™™g I/'Cm

[0815] ] 4— ¥} —3,5- — L 2Ky (4. 02g,20. Ommo1) , 3—( A A% 3 ) —1- A ¥ (2. 12g,
20. Ommol) F1 =TT JL % (7. 97mL, 32. Ommol) 7% FF 2E (320mL) TP I¥B P mA 1,17 - ({8

WAk ) ZWRAE (8.07g,32. 0mmol) , /E AR N HHRG WAL=\ AFE 18 /it H ke
(160mL> IR R RGP, JEER AP, P e A T k4 o 5% B W) AT 1%
aith ( LR OBE © Ot =0:100-25:75) , 15 B3k S C R AR AL 54 (5. 03g, % 8T%) o
[0816] 'H NMR(CDCI,) & :2.00-2. 10 (2H,m), 2. 12(3H, s), 2. 37 (61, s), 2. 67 (2H, t, J=7. 1H
z),4.02(2H, t, J=6. 1Hz), 6. 65 (2H, s) .
[0817]  Z2%M5] 55 {2, 6- L —4-[3- ( FIARZE ) WSS 1 255 | iR

[0818]
CH, OH

3
B
H.C
g TN TN CH

3

[0819] %M 5S4 2 AR 5k, B 2- R -1, 3- & -5-[3- (M dE ) WEAE ] 7,
RRL OSSR ST . W3R 8T%.

[0820] 'H NMR(CDC1,) § :2.00-2. 10 (2H,m), 2. 12(3H, s), 2. 36 (6H, s), 2. 67 (2H, t, J=7. 2H
z),4. 04 (2H, t, J=6. 1Hz), 4. 53 (2H, s), 6. 55 (2H, s) &

[0821] S 562" ,6' - —HFE:-4' -[3-( i) WEE 1-6- KEREPIE -3- F
(3
[0822]
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H
HCog ™0 CH,
[0823]  #f 3— R —4- AR (1. 11g,4. 00mmol) | {2, 6— —FHE 4-[3-( i) N
AR ] R IR (1. 02g,4. 00mmol) \2— IR COFEREIE -2/ . 6" - &R, 17 -Ff

7% (0. 263g,0. 640mmo1) FIEEELER (1. 70g, 8. 00mmo 1) ¥EARAE A (20mL) Fl/K (4mL) HIVES
W, |AEWG, A= ( ZWRERE) & 48 (0) (tris(dibenzylideneacetone)
dipalladium(0)) (0. 147g,0. 160mmol) » {EG M MBI MNIRESWAE 100°CHiHE: 18 /Mt
B R IRE YIS FEIMNIK » BHR GV LR CWER RS, R RESE U8R AN Y . JEHIT
AHUZ A KB, KD PR BT, FRTE 8RN ik%a. 7k B W A oA (i 4l 4k
( LR LT = Tt =0:100-20:80) 13 RNTEEMHPRIbRAAL G (1. 13g, HLF 70%) o

[0824]  MS m/z407 (M+H) ",

[0825] S5 57{2" ,6' - _HF-4" -[3-(Hm*E) WEE 1-6- FRKEFLPIK -3-3L )
AR it

[0826]

CH,
‘ OH
H,C “'ED
g0 “CH,

[0827] &M 5 & 41 AHFE VL, 2! ,6' — W -4 -[3-(FHE) HR
5 1-6- JRAEFEIOOR -3- B, 13 R EMR bR L S R 92%,

[0828] 'H NMR(CDCl,) & :1.63(1H, t, J=5. 8Hz), 2. 00-2. 10 (8H,m), 2. 12 (3H, s), 2. 68 (2H,
t, J=7. 2Hz), 4. 04 (2H, t, J=6. 1Hz), 4. 69 (2H, d, J=5. 8Hz), 6. 61 (2H, s), 6. 82-6. 89 (2H, m), 6
.93-7.04 (2H, m), 7. 14 (1H, d, J=2. 1Hz), 7. 18-7. 32 (3H, m)

[08290] &% 58[(3S)—6-({2" ,6' - —HF 4" -[3-( Fi%E) NEE ]-6- KEH
PR -3- 3k ) FAEIE) -2, 3- & - 1- RIFRRIE —3- 3L ] 2 S

[0830]
H.C S/\\/\O/‘\CH‘\/ \@{«
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[0831] M5 Z2H] 22 MR 7k, B {27 ,6/ - —HH 4" -[3-(FHE) WE
Fk -6 FREFEROR -3- 3L | FFEER [(3S) -6- FEHE -2, 3- & —1- FIFIRME -3- & ] 4R
ARG, 152 R Kbr L 590 e 71%.

[0832]  MS m/z599 (M+H) ",

[0833] 2544 592- ¥ —5— ( AL I ) -1, 3- ZHREXK

[0834]
H3
Br
H.C..
0" o CH,

[0835]  {EZUVR T, K ke (50mL) IMABIZALEN (50% i, 12. 6g, 264mmol) . K&
VIikE 30 #0, # &, bk BIEW. M I A VISR (460mL) o FHREWIREIR 0°C,
G2 N 4- 1R -3, 5— ZHELER)Y (53. 0g, 264mmol) {EPUZIRN (50mL) F A . W N58
UG s BRAPIAE 0O°CHEFE 10 208, IR E W, FEBiFE 20 8h. ARG, TESEE R IR
AL JLEE (chloromethyl methylether) (22.3g,277mmol) , ¥ iZ IR S Wi tE 24 /it 45
RNAREWH I S ALK (80mL) #iokE . TRysE T 28 R VU RE, 7k B W LTEAE
. ZEEUIHIR A 2M S8 AL B K S ORIV RN £ 7K e ide s F /K R T4, AL Ik
45 TR Y HRERALAEEE ( LR ABE « ©Ft =0:100-10:90) , 15 3 G PR i br @4k &
W) (47. 6g, I T4%)

[0836] 'H NMR (CDC1,) 6 :2.38(6H, s), 3.47(3H, s), 5. 13(2H, s), 6. 79 (2H, s) »

[0837] 2745 60 [4-( AL 4L ) -2, 6- IR ] R

[0838]
CH, ©OH
B
ooy
H,C..
0o CH,

[0839] M5S0 2 MHREIF J7vE, B 2- R —5-( FEFE AL ) -1, 3- &K, 153
TS AR S . IE 91 %,

[0840] '"H NMR (CDC1,) 6 :2.36(6H, s), 3.46 (3H, s), 4. 65(2H, s), 5. 15(2H, s), 6. 68 (2H,
S) o

[0841] %M 616- MR 4" - (FEEFEIL)-2" 6/ - ZFREPK -3- FIRF NS
[0842]

[0843] %M Z 5] 56 AR Tk, B [4- ( FAREE AR AR ) -2, 6- AR ] AT
3R A FIE 2 TR T MR A 205 IR bR &4 e 79%.

[0844]  'H NMR(CDC1,) & :1.94(6H, s), 3. 52 (3H, s), 3. 95(3H, s), 5. 21 (2H, s), 6. 84 (2H, s)
,7.89-7.91 (1H,m), 8. 06-8. 10 (1H, m), 8. 11-8. 17 (11, m), 9. 73 (1H, d, J=0. 8Hz) .
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[0845] 7515 626- (AL 2k ) 4" —(WAREEFAIEL)-2" 6" - ZHZEEPCR -3- FR
SRLE
[0846]

[0847] {2524 41 MR TV, H 6- FIMEdE 4" - (FHRERERE)-2 60 - =
AR —3— FIR IR, 19 B C PR A AL S . 38 93%.

[0848] 'H NMR(CDCL,) & :1.58(1H, t, J=5.9Hz), 1. 92 (6H, s), 3. 52 (3H, s), 3. 91 (3H, s, 4.
38 (2H, d, J=5. 9Hz), 5. 20 (2H, s), 6. 81 (2H, s), 7. 68 (1H, d, J=8. OHz), 7. 73 (1H, d, J=1. THz),
8. 06 (1H, dd, J=8. 0, 1. THz) .

[0849]  Z%fi 634" - (HEILPHEA)-2" ,6' - A -6-CGREILPIE) HK-3- 7
W2 e
[0850]

[0851] % Ml 5 2 2% Bl 22 A4H A 1) 7 %, H6-(F 2k B 36 )4 - & 3 J A
-2 60 - ZHIEEOOR -3- FER A EEARN, 15 200 AR AR LS. CE 96%,
[0852]  MS m/z407 (M+H) ",

[0853] S5 644 - FHL 2" ,6' - "HIL -6-( REFEFR ) BEK -3- FIR AR
[0854]

[0855]  [n] 4’ —(FAEERAEE)-2" ,6' - “HHE -6-(CREFEFE) PR -3- PR
B (1.77g,4. 35mmol) fEFFE (10mL) I — FARIE £ %% (BmL) MIVRA I I+ N
10% FALE - R (ImL) , VRS WIAE 45 CHiFE 16 /N #5 S VRS AE S T k48, 7%
YRR s 4tk ( L8R OWE - Cbe =10:90-25:75) , 152 o6 5 2 TE M R K bn gk &
W (1. 47g, R 93%) o

[0856] MS m/z363 (M+H) ",

[0857]  Z#%M 652" ,6' - L -4" -[3-( FILBAEE ) NI ]-6- (REIEFE)
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R -3 IR s

[0858]
98
Oy
CH,
HCg™g CH

YN 3

d%o
[0859] M5 H 1SR i, 4’ -FE-2' |6/ - "R -6-(REREFE)

AR -3 MR T RRAN 4- FRIERmARR 3— ( FIERRILAE ) I BS, 19 2 (PR K Fs @A 54 o
B 92%.

[0860] 'H NMR(CDCL,) & :1.95(6H, s), 2. 28-2. 42 (2H, m), 2. 96 (3H, s), 3. 22-3. 32 (2H, m),
3.91(3H, s), 4. 13(2H, t, J=5. 411z), 4. 68 (21, s), 6. 65 (21, s), 6. 77-6. 85 (2H, m), 6. 88-6. 97
(1H,m), 7. 17-7. 28 (2H, m), 7. 71-7. 80 (2H, m), 8. 07 (1H, dd, J=8. 0, 1. 9Hz) .

[os61] ZEfHl66{2' ,6' - —FHH -4’ —[3-( FEBEBIE) NEKE ]1-6- CGREILFL)
R —3- 4k ) FIEE
[0862]

[0863] &M 524 5 MHFEIMI TEE, 2 60 - W 4" —[3-( PRI ) e
5 ]-6- (RAEFEFEL) BOR -3- RS, /3 20 Ee iR KAs 8L &64 . i3 100%.
[0864] 'H NMR(CDCl,) & :1.72(1H, t, J=6.0Hz), 1. 96 (6H, s), 2. 29-2. 41 (2H, m), 2. 95 (3H
,s),3.23-3.31 (2H, m), 4. 11 (2H, t, J=5. THz), 4. 64 (2H, s), 4. 74 (2H, d, J=6. OHz) , 6. 63 (2H,
s),6.77-6. 84 (2H, m), 6. 88-6. 96 (1H, m), 7. 08 (1H, d, J=1. 6Hz), 7. 18-7. 26 (2H, m), 7. 40 (1H
,dd, J=7.9, 1. 6Hz), 7. 64 (11, d, J=7. 9Hz) »

[0865]  ZF ] 675— Y —2— #. —4— FRILIE RS

[0866]
HO F
H
ped

O
[0867] [ 2— JR, —4— FRIE K IS (2. 16g, 15. 4mmol) 7F £ (70mL) 77 (K& = i A\ i1
(2. 71g, 17. Ommo1) {EZ 8% (10mL) " (I, IR G ALE 45 CHEHE 26 /M. B 2 IR &
WILEWE T AR, ¥ E A MBI AR Y IR E W LR CBRAE L XU JC KB BR BT
W, FEEIRIE TG . kR A REI R G AL (ZBR LG - Ot =5:95-40:60) , 13 EI T 6
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g IR S (2. T4g, ook 81%)
[0868] 'H NMR(CDCl,) & :6.85(1H, d, J=12. 2Hz), 7. 94 (1H, d, J=7. 5Hz), 9. 96 (1H, s), 12. 0
S(1H, br s).

[0869]  Z: %45 684~ (FARHE ) -5- WL —2- FAK T

[0870]

[0871] &M 52K 18 AHFEIR /775, 56— R —2- i —4- HARFE AR, 5356
AR AL A . BCR 85%.

[0872] 'H NMR (CDCIS) §:5.35(2H, s), 7. 33-7.53(6H, m), 8. 01 (1H, d, J=7. 5Hz), 10. 03 (1H
,S) o

[0873]  Z%45] 696- (FEKEL ) -4-® 2" ,6' - R -4 -[3-(Fmik) WEE ] 5K
oK —3— FE
[0874]

[0875] {2 5275145 56 AHRI J7i%, H 4- (R4 ) -5- IR —2- R PR {2, 6- —F
Bk -4-[3-CHmigE ) AL ] 2R3E | IR, 19 2028 (ol RN bR L S 1036 88%.
[0876] 'H NMR(CDCL,) & :1.97(6H, s), 2. 06-2. 12 (2H, m), 2. 14 (3H, s), 2. 71 (2H, t, J=7. 2H
2), 4. 09 (2H, t, J=6. 1Hz), 5. 12 (2H, s), 6. 67 (2H, s), 6. 74 (1H, d, J=12. 4Hz) , 7. 16-7. 22 (2H,
m), 7. 27-7. 36 (3H,m), 7. 58 (1H, d, J=8. 3Hz), 10. 23 (1H, s) .

[0877]  Z254 70 {6— (FFHEIL ) 4- 5 2" ,6' - R 4" -[3-( FfmiE) WEKE ]
R —3- 4k ) AR
[0878]

0 F
CH;
OH
- (
g "0 CH,

[0879] M 5 S HZ B AL MHEW Hk H6-(FHE)4-®M-2' ,6' - _H
F-4" —[3-(HHidE ) WESE ] K -3- FEE, 1520 T PR bR B 54 . % 89%.
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[0880]  'H NMR(CDC1,) & :1.68(1H, t, J=5. 9Hz), 1. 99 (6H, s), 2. 03-2. 14 (21, m), 2. 14 (3,
s), 2. TL(2H, t, J=7. 2Hz), 4. 09 (2H, t, J=6. 5Hz), 4. 69 (2H, d, J=5. 9Hz), 5. 01 (2H, s), 6. 67 (2
H,s), 6. 72(1H, d, J=11. 9Hz), 7. 05 (1H, d, J=8. THz), 7. 14-7. 20 (2H, m), 7. 20~7. 34 (3H, m) .
[o8s1] 2B TIL(3S) ~6- ({6~ (FHIE) -4-H 2" ,6" - “FHE 4" ~[3-(FHi%)
IR ] RO -3- 56 ) FI4E ) -2, 3— A —1- JRIFem -3 2k ] LR AR

[0882]
QO F
CH;§
° °
HC. o~ cH, \I:::jiiii\y(o
~CH,
o
[0883] M 5 = ZH 22 A K vk B 6-(FHEFE)4-F-2' ,6' - H

sk -4' -[3-(FRiSE ) WAL T OK -3- 26} R [(3S) -6- 322k -2, 3- =& -1- KJF
R —3- 2% ] ZIRT R, SR G R AR B G R 80%.

[0884]  'H NMR(CDC1,) & :1.97 (6H, s), 2. 04-2. 13 (2H, m), 2. 14 (3H, s), 2. 54 (1H, dd, J=16.
5,9. 3Hz), 2. 66-2. 79 (31, m), 3. 71 (3H, s), 3. 73-3. 85 (1, m), 4. 08 (2H, t, J=6. 1Hz) , 4. 25 (1
H, dd, J=9. 1, 6. 1Hz), 4. 74 (1H, t, J=8. 9Hz), 5. 02 (4H, s) , 6. 42-6. 50 (2H, m),, 6. 66 (21, s) , 6.
73(1H, d, J=11. 7THz), 7. 00 (1H, d, J=7. 9Hz), 7. 10 (1H, d, J=8. THz), 7. 14-7. 34 (5H, m)

loggs] S jii 4] 1[(38)-6-({4 ' -[(1,1- = % 40 P4 & -2H- W& Wy —4- 2& ) 4
AL ]-2" 60 - SRR S3- 2k ) FIEEE ) -2, 3- A - AR 3- 9 ] SR

[0886]
™ ]
O
0
L0 )
0 CH;
O

[0887]  Hii #k [(3S)—6- F 3k -2,3- & —1- K JFWem —3- 3£ ] 2 % T g (0. 208g,
1. 00mmol) v {4" —[(1,1- —4 A& —20- MEmg —4- 3% ) S 127 6’ — ALK
% -3- %} R (0. 360g, 1. 00mmol) F1="T ZEM%E (0. 324g, 1. 60mmol) 7F 2 (15mL) K
VWL N 1,1 — (B RIE ) IREE (0. 404g, 1. 60mmol) , £ 5 U FRHR S
PEFE 3 /NI o R e (SmL) IS S RSP » BERRUTIE KAV T, K IE AR IR
Ao R D HTERAT (b2l (LR A/ « Cbe=30:70-70:30) , 5 B E L MPIR K bR AL 75
W (0. 432g, YK 79%)

[0888]  MS m/z551 (M+H) ",

[0889] sz jifi ] 2[(3S)—6-({4 ' —[(1,1- — % 4¢ DU & —2H- WE W —4- %) &
F1-2' .6 - TFIFREE -3- ) FAIE) -2, 3- AU -1- AROFRIR -3- 2 ] 4
[0890]

O-ch,
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CH,
C% O
0=5 Q

OH

O

[0891] [ [(3S)—6-({4" -[(1, 1- ZAARPYS —2H- WEmg —4- 3% ) & 12" 6/ - —H
FERESE —3- L) FI4IE ) -2, 3- A —1- FEIFEMeE —3- 3 ] 2B S (0. 427g,0. 775mmol)
TEFEE (2mL) FIPUSMERG (4ml) [RVREETFI B I 20 S A BK G (ImL) , 44
REWALE b0 CHiHE 2 /o ¥ NIRA PR K FRE, I IM i"@ﬁz@ﬁz@é HH 1R LBEAEEL
A HU A RN ER K PR FH e /KR BRBE 158, FRTE I T k4 . UIIEMI 4 m M Okt - LR &
BEL AL, 1 RIC G AR AL 5 (0. 352, R 85%)

[0892] MS m/z537 (M+H) ",

[0893] =k Jii 4 3[6-({4 ' -[U-B I -1,1- ZH LA 20 Mg —4- 35 ) &K
120,60 - ZHEBOR -3- 2 L PRI ) -2, 3- A -1 RIERRG -3- 2 ] SRR

[0894]
CH,
O 6}
» 1
(j/\o o O~cH
0=8 3
i
o) 0
[0895]  [n] [6-({4" -[(4-FFLVYS —2H- WEMg —4- 3L ) FHE A 127 ,6' - —HIE

R -3- A5} AR ) -2, 3- & -1 ZRJFIRIG -3- 4k ] 2R AR (0. 689g, 1. 26mmol) {F LR
G (5mL) AP KV TR R N TB) — S0 2K R (72%, 0. 602¢, 2. 51mmol) , KR A 4E = Ve i £
2 /N o RIVIRE Y SR SPERRE, UK IM SR A AN /K i R v A Rk e %, S /Kt
FREETH, JREUE FIk4i. FR WA R AT Gtk 4ifl ( LR LG = Tkt =50:50-100:0) ,
13RI 25 50 Cbt - SR CREEZ; 5, 15 20 (4 W IMFR a4k 54 (0. 416, 13 57%) .
[0896] MS m/z581 (M+H) ",

[0897] sz i 4] 4[6-({4 ' —[(4— B 3 -1, 1- = F AL VU & —2H- WE 0 —4- 3£ ) 4
120,60 - ZHEBOR -3- 2R ) P ) -2, 3- A -1 RIER -3- 2 ] 4R

[0898]
CH,
O o
)
0 CH, OH
()Zzﬁ
O O
[0899]  F%ME S5 scjtify) 2 AHREIR 5%, B [6— ({4 -[(4-FIE -1, 1- —F VY& —2H- B
R —4- &) FHEIE 12" ,67 - “HIEBK-3-F) FHEIE)-2,3- &K -1- KIFmk

M —3- 2% 1 LERANE, 153645 W b @b 59 . R 89%.

[0900] MS m/z567 (M+H) ",

[0901] S5 5[ (3S)—6-({4" —-[(U-FFE —1, 1- “HACPVY & —2H- WEM —4- 5L ) 4
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H]-20 6" - TRERIRE -3- 4k ) WAL ) -2, 3- A - 1- IR -3- 2k ] LR RS
[0902]

d/\o O~cH

0=$ ?

(@} O

[0903] 7E VK ¥ #I T, W [(BS)-6-({4 " -[(4- ¥ & VY & —2H- WE i —4- 55 ) F 5
12" 6" - IR -3- 5L AL )-2,3- ZE -1 R IFMi -3- 2k ] IR T
Mg (1.43g,2.61lmmol) 7E LR £ W5 (15mL) H P i N TR — S0 28 IR (65%, 1. 39g,
5. 22mmol) , VR EWTEAHFIE EEREHE 2 /N 4 R NIRG W LR L BERRE , MR PR AR
PR AN 7K VR I S S A B RV VRO LR 3k /K W, T DG /KB R T, FRAE s T Wk i o ik
B A it aidy, (1R G « Cokt =40:60-80:20) , 1531 45 54 Wikt — 28 L &
ghim, (SRR S W PRI S (L. 208, R 79%) .

[0904] MS m/z581 (M+H) ™.

[0905]  SEjEf] 6[(3S)-6-({4' -[(4-F%& -1, 1- 5 A VUE —2H- WE —4-JL ) 5
F1-20 .60 - ZHIERCOR -3- gk ) AL ) -2, 3- A -1 AFRRAE -3- 2 ] 4R

[0906]
CH,
0 0
e
0 ChH, OH
O=//S
o) 0
[0907] o] [(3S)-6-({4 ' —[(4- F& & -1, 1- — % A VU & -2H- W W —4- 2% ) A 4
F1-2' 6" - THEEOR -3- & ) AR ) -2, 3- A& -1 RJFIRmE -3- 2k ] SR TN

(0. 482g,0. 830mmo1) 7EFEE (2mL) FHPUEMCHE (4mL) HIVEA I P N 2M &5
AN KES (ImL) , V&S AE 50°CHEFE 2 /NI o B RO NTR-EW KRS, L IM Eh IR IR AL,
H CB8 CEEAEL . A HU) R v £h KBk, FHOC/K I BR B T8, FEAEIUE N Ik4i . DITE 45
o MPERE — LR L BErP B 46, 15 BG A5 dFR itk &4 (0. 358g, LEE 76%)

[0908]  MS m/z567 (M+H) *,

[0909]  JTEHT C, H, 0.8

[0910] 4 1H :C, 65. 71 ;H, 6. 05.

[0911]1  =ZfR{H :C, 65. 69 ;H, 6. 03.

lo912]  szjifs] 7[(3S)-6-({2' ,3' ,5' ,6' —PUFE:-4' —[3-( PRI ) N
Y BRI -3- 2k ) RS ) -2, 3- A -1 O -3- 3L ] 4R R

[0913]
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H,C /\/\O

// N O\CHS

0]
[0914] i HE [(3S)—6- F2 Fk -2,3- A -1- K JFWemg -3- % 1 2 8 7 B (0. 208g,
1.00mmol) . {2" ,3" ,5' ,6' —PUFIEE 4" —[3-( FIEREEEIE ) H4E ] BEOE —3- & )
R (0.377g, 1. 00mmol) F1 =T ZL M (0. 324g, 1. 60mmol) 7F 1 ZE (15mL) = FI¥ W, I
L1 OB A ) ZUREE (0. 404g, 1. 60mmol) , {EE T FHIR G YR ZI\BHE 1.5
NI B TR (BmL) AR R NVR G W), EER UTUE AN ) 50, T B EAE gk s T 4
YR YRR AR g4tk ( LBR WG : Cbe =30:70-80:20) , 13 BTG iR I b 4k 54
(0. 462g, W% 82%) .
[0915]  MS m/z567 (M+H) ",
[oo16]  SZjiffs] 8L (3S)-6-({2" ,3" ,5' ,6' —PUFIZEE 4" -[3-( FEEMmEE ) A
5] BOR -3- 3k ) BESE) -2, 3- A -1 FIFRm -3- 3 ] 4R
[0917]

OH

O
[o918] T[] [(3S)-6-({2' ,3' ,5' ,6' —PUFI3L-4" -[3-( FILREMERL ) I 1 B
% -3- gk AL ) -2, 3- AL -1 ZROFMER -3- 2k ] SRR (0. 457g,0. 806mmol) 7F
BE (2mL) FIPUSNEAE (4mL) VRSP 20 S K (Inl) , KR A
YIAE 50CHERE 2 /N o NV IR A RIKHERE, F IM SRIRIRAL, JF FH TR CFEAEHL . AKX
Wy P RN R 7K WIS, B K BR BRBE T4, I AEWk I R4 o WIvE I 45 B R — TR L Bis
F4E G, R WP EY (0. 417g, YR 94%) .
[0919]  MS m/z553 (M+H) ",
[0920]  sZjlfl 9L (3S)-6-({2' ,6' - —HI 4’ —[3-( FIRMEEEE ) NI ] B
a8 -3 AL T AL ) -2, 3- & -1 RGN -3- 2k ] AR

[0921]
. “y
3 \S/\/\O CH "
TCH,

[0922]  fif ¥ [(3S)—6- ¥ %k 2,3 — & —1- & FF MR I -3~ %] 4 B FBE (0. 208g,
1.00mmol) . {2/ ,6' — —H I -4’ —[3-( FREMEEAE) NEEE] BEIK-3-% ) F
fizz (0. 348g, 1. 00mmol) 1 = T Z& i (0. 324¢g, 1. 60mmo1) 7E FF 8 (15mL) = [ 3% W, A

L - OB ) —URIE (0. 404g, 1. 60mmol) , ER T M RHR G WAE S MBI 1.5
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AN R TR (BmL) I B SN VR G W) T, BE R UTIE AN ) 00, T BB AR gk s T W 4
VBV RE R AR IR A ( LR OB - Okt =40:60-80:20) , 13 B JE EHPIR AR @L4L &4
(0. 442g, W% 82%) .

[0923] MS m/z539 (M+H) ",

[0924]  SZjifs] 10[(3S)-6-({2' ,6' - —FIJE-4' -[3-( PRI ) AR ] B
7K -3- 3 ) FEIL ) -2, 3- A -1- 2RI -3- 3 ] 4

[0925]
CH, O
SRS
H3C\//S\\/v\0 CH, \CI/\Q(OH
o0
O
[0926]  [n] [(3S)—-6-({2" ,6' — —FMIZk-4' —[3-( FAEERAMCEE ) NAEE ] B —3- 3 )

PP ) -2, 3- & -1 AP —3- 4% ] SRR (0. 438g,0. 813mmol) 7EFIE (2mL) F

USRS (4mL) VR AV B, TN 20 SEAL B KA (Iml) , YR A 1E 50°C 1

FE 2 0B B R NVIRE YRR RS, B IM ShERERIL, JFHH O TR LB #E L. A IV A A £

IKPEE, H TR BR B T4, FFAEIUE N ik4s . VT RIEE SN BERE — LR OBEH B 45 i, 15
BTG IR AL S (0. 377g, ILEE 88%)

[0927]  MS m/z525 (M+H) *,

[0928]  JTE /3 HT Cyolly,0,S

[0929]  +}41H :C, 66. 39 ;H, 6. 15.

[0930]  SEZPR{H :C, 66. 23 ;H, 6. 14.

[0931]  SZjfifs] 110(3S)—6-({4" -[2-( L HEEMMEE ) CHAFE ]2 6" - ZHEE

K-35 ) PRI ) -2, 3- A -1 RJFM -3- 4 ] 4R

[0932]
\\ // ‘t/
HC. - \/\0 CH,

[0933]  FEVKIAHIT, ) [(3S)-6-({4" -[2-( &MWiZE) Z@E&;E%] 2" ,6' - " HREL
a8 -3- gk AR )-2,3- & -1 R IFMEIE -3- 55 ] 478 (0. 304g,0. 617mmol) 7 1 EE
(10mL) AP ZE M AR P (R4 1 0XONE, 0. 569g, 0. 926mmol) 7E/K (5mL) 1
(RIS T IR G RE 12 /N, SRR A 08 8T i 22 =30 o ROV IR G K AR
HH R ORI A H L@%H boKBEV, G /K i BB T4, JF AR P k4. Wk i
V) F ) &5 1t HPLC 44k, 15 B0 45 i M BERTE — LR SRR E 4G i, 13 B e g it AR AL &4
(0. 237g, T2 73%) .

[0934]  MS m/z525 (M+H) *,

[0935]  SEjfifs] 12[ (3S)-6-({3' -# 2" ,6' - —HH-4" -[3-( PRI ) A
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B ]I -3- Ak ) AR ) -2, 3- A -1 SRIRIRIN -3 2k ] LR AR
[0936]

[0037] i Hk [(3S)—6- B 2 -2,3- & -1- 2K JF kg -3- &£ 1 2 1% F f5 (0. 729¢,
3.50mmol)\ {3" - -2 ,6' - “HFE-4" -[3-( IR ) NEE ] Bk -3- &)
FAEE (1. 28g,3. 50mmol) F1="7"ZLWs (1. 13g,5. 60mmol) 7F FI 2K (45mL) F1PY S e (5mL)
FHREWE TP L NN 1, 17 - (R BREE ) ZWREE (1. 41g,5. 60mmol) , 7/EE AT
PRAWAEZIRBRE 4 DI, K EkE (G0mL) A NIREGYH, BERR U A DR,
PUEVRATIRE Tk gd . PRI ( LR LS @ Tkt =40:60-80:20) FHAG AR
FEERE (ZFROME + Tkt =40:60-100:0) Zi4k, 133010450 MBERE - 1R LB E 45, 1331
TSR AR E Y (1. 50g, IR 7T%)

[0938]  MS m/z557 (M+H) ",

[0939]  sZjffs] 13[(3S)—6-({3" - -2' ,6' - —F3H 4" -[3-( FEELE ) NE
FE ) B 3- ) REIE)-2,3- A -1- ZEIFEIE 3- & ] 2%
[0940]
O
OH
O
[0941] 1] [(3S)-6-({3" -9 -2’ ,6' - _—HH 4" -[3-( FIRMWIL ) WHEE | 5

R -3- 4k ) RS ) -2, 3- AL -1 R -3- 55 ] SR (0. 418g,0. 740mmol) 7EFH
B (4mL) FTPYSMAE (8mL) VR -G o IS I 2M S A AR 3 (2mL) , TR G4
16 50°CHEFE 2 /N o Hg S RGP KM RE, I IM EhPRIR AL, I LT8R S REAHL . AU
PN ER KBk, /KO BR B T4, FRAEUE k4 . Bk W) A (i itk (2R &
g : CE =50:50-100:0) , FFEAA RIS G H Okt - 4R L REE LS 4, A3 30 (45 5 AR
&4 (0. 248g, L 62%) o

[0942] MS m/z543 (M+H) ",

[0943]  JTE M7 C,oH,,FO.S

[0944]  {FHAH :C, 64. 19 ;H, 5. 76.

[0945]  SEPR{H :C, 64. 40 ;H, 5. 92.

[0946]  SEjfsl] 14 (6— F23k -2, 3— & —1- A IFMRMG —3- 3L ) ZRFERRDGAE MR
[0947]
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HO '9)

O~cH,

@]
[o948] M@ A AT EHR T, M =5 B (,6-F ) & % (12ng) M
(R, R) Me—BPE (6. 5mg) HIVEAH I FEE (2. 5mL) , BH VRS (E 305k 16 28 ¥
ANB (6- 2 —1- 2R —3- 25 ) SRF S (Blmg) H, KR GWTE 0. TMPa S5 T 1E
TOCHEFE 3 /N o g NVIREGWIH HPLC & f. 4521, MR R 47, 9%, i# Rl 41. 5%.
[0949] (R VBAH CAIE I 251 )
[0950] 4% :CHIRALPAKAS ( Ff DAICEL CHEMICAL INDUSTRIES LTD. 3 )
[0951]  JiLBhAH :1E — Okt /2- INEE (fAFRLL :85/15)
[0952]  Viii# :0. 75mL/min
[0953] A&l UV (220nm)
[0954] & :EiR
[0955]  fREAINTE] :15 438h (74.0%) ,19 5380 (26. 0%)
[0956]  SEiifdl 15 (6— AL -2, 3- & —1— A IFMRIR —3- 2k ) LM FERRDG g X
[0957]
o 0

F
H,C

O-cH,

O
lo9s8]  H <7 7 B, W =& B g (1,5- 3 2 — /) & % (12mg) M
(R, R) -Me—BPE (6. 5mg) VAW I FEE (2. 5mL) , KRR A WAE IR BCRE 15 20 8h. % 3
ANF (6— FAHE —1- RKIFIRME -3- 55 ) ZMRF I (55mg) 1, ¥ IRAMAE 0. TMPa AU T
TET0CHIFE 3 /N o JRNIREWH HPLC i & o 25 R AT BRI &4 52. 8%, I3 24. 3%,
[0959] (R ZCVBAH CA il 2 )
[0960] 4% :CHIRALPAK AD-RH( i DAICEL CHEMICAL INDUSTRIES LTD. #i% )
[o961]  VAizhAH : 40iF / K (HAFRLEL :40/60)
[0962]  yii# :1. OmL/min
[0963] ¥yl UV (220nm)
[0964] & :EiR
[0965]  fREAINTE] :19 438h (76. 4%) ,25 5350 (23. 6%)
[o966]  SEjfsl] 16 (6— FIAEIE -2, 3- &L —1- R IfFHKIN -3- 4% ) SERe2AiE e
[0967]

OH

O
[0968] HI@AE A AW BT, W =& F R (1,5-3 ¢ — /&) & 8 (5.9mg) F
(S, S) -Et-FerroTANE (5. 5mg) HIVRE) NN FEE (2. 5mL) , KRS WIAE =i BEFE 15 4380,
70



CN 103070854 A OB B 68/78 T

BHIIAR (6- I —1- 2KIFIRNE -3- 55 ) 2® (51. 5mg) FIFERAN (Tmg) VRS,
7E 0. TMPa S/ MR G WEEIRDIFE 5 /o OVIRG Y HPLC 2 & o 45 KA Xk fk
L5k 86. 2%, A K 88. 4%,

[0069] (iR RUvBAH il (1) 454 )

[0970] 4% :CHIRALPAK AS-H( Hi DAICEL CHEMICAL INDUSTRIES LTD. fhlid )

[0971]  VABhAH :1E - O%¢ /2- HEE / =8 L8 (trifluoroacetate) (1AL :95/5/0. 1)
[0972]  VAi# :1.O0mL/min

[0973] A&l :UV (220nm)

[0974]  ELE :FiR

[0975]  PREAETIR] :22 4380 (93. 1%) ,24 438 (6. 9%)

[o976]  SEZjfifsl] 17 (6- 2L -2, 3— & —1- KIFHEmg -3- 258 ) ZmRrotsia e
[0977]

HO (9]

OH

)

[0978] M@ 7w B H T, W = /P M (1,5-3 F Z ) & 8% (ATmg) M
(S, S)—Et-FerroTANE (44mg) WIVR-EWH IMAFEE (15mL) , KR &Y =W 15 408 H
TARTERT, 1 (6- ik —1- 2R FWem -3- 2L ) TR (1. 92¢) MPEER (270me) (KR
G I TFEE (35mL) o [a] A AL B il 2% 1) A £ 0. TMPa U MRS
FIRBEFE 2 /. OVIRGYH HPLC 2 & . G5 R ARk &84 91. 2%, I 4 98. 5%,
[0079] (R RUvBiAH il (1) 454 )
[0980] 4% :CHIRALPAK AD-H( Hi DAICEL CHEMICAL INDUSTRIES LTD. it )
[0981]  WZNAH :1E - Ot / Ll / =L (AR :90/10/0. 1)
[0982]  yii# :1. OmL/min
[0983] il :UV (220nm)
[0984]  JHLAE (=i
[0985]  fREANSIR] :27 Z3%h (4. 4%) , 29 438 (95. 6%)
[0986] {4 Jx N RA WA, FRAEPRE NIk AE. TREWTE AN IR OB 5L . AVLE
R K e, FOC/KBRBR B T158, H AR UE, JF7Ed s T ki, 19 2105k 9 e (4
AL, 19 R R (4 i (1. 568) « UEE 80. 5%, X B4 1t &8 90. 3%.
[0987]  'H-NMR (400MHz, PUZMERE —dy) 6 :2. 43 (11, dd, J=16, 11Hz), 2. 67 (11, dd, J=16, 11
Hz), 3.67 (1H, m), 4. 15 (1H, dd, J=9Hz) 4. 64 (1H, t-1ike, J=9Hz), 6. 13 (1H, d, J=2Hz), 6. 20 (1
H, dd, J=8, 2Hz), 6. 93 (1H, d, J=8Hz) 8. 03 (1H, br s), 10. 9 (1H, s) »
[0988]  sujififs] 18[ (3S) —6- ¥k —2, 3- & —1- Z Mk —3- %5 ] Z /8 I fE
[0989]

HO 's)

O~cH,
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[o990] M@ A BT, m =& Bl iR (1,6- ¥ Z M) & 5 (656mg) A
(S, S)-Et-FerroTANE (620mg) HIVE-EY)F M FEE (200mL) , VRGP AL ZE P HE 15min,
HES A ERT, 1) (6- F2dk —1- 2K IFIRE -3- 55 ) LR (acetate) (26. 1g) FI I EE4H
(3. 8g) KRG A FEE (500mL) o [r] FoA I A 51 4% 1) AR BV AE 0. TMPa 2R
R EWEZERDE 2 0. NIRAYIH HPLC & &, 45 R Xt me kit & 4 90. 8%, i
N TE B

[0991] (B AH A I 251 )

[0992] 4% :CHIRALPAK AD-H( Hi DATCELCHEMICALINDUSTRIESLTD. #li% )

[0993]  VRBNAH :IE - Okt / LB / =R LR EE (triacetate) (AAFIEL :90/10/0. 1)
[0994]  VAii# :1.O0mL/min

[0995] A&l :UV (220nm)

[o996] & =i

[0997]  FREAETIR] 27 4380 (4. 6%),29 438k (95. 4%)

[0098] 4 [ NAR-AVILEIE N4 TR B WAER Eh IR LR L Bs 2 [R5y B . A HLZE M
MK BEG, FHICAKBRIR T4, B AR U8, FF 7R T~ 4 o Fr ik B VR & A P B (200mL)
WL TE OCIMARER IR (14. 9mL) , JREFEIFL RN 1. 5 /N 3 I SRS W) 7ETR R T K
4, IMANVKIK VRE Y CTR CBERE o 25 B A 20 FH R R ik TR S M 7 3 R AR 3 7K
B KR BR BT 58, JRAE gk s T k4 7 B R iR i 2idl, ( 2R 48R ) , 19 2 bRt
&Y (26. 3g, U 93%) MIVRPRELE K. 2 W T IR S 80 AH (s 16 2 R 44k, 73 2 bR
LAY (24. 4g, AT BRAKTE &4 99. 6%, 103 93%)

[0999]  ( miZBAHETE 251 )

[1000] 4% :CHIRALPAK AD( F§ DAICEL CHEMICAL INDUSTRIES LTD. #il4%)

[1001]  BHAH :1E - Okt /2- NEE (KL :88/12)

[1002]  ¥ii# :60mL/min

[1003]  #3l :UV (220nm)

[1004] &% :30C

[1005]  SZjfs] 190(3S)—6-({2" —(FREFE)-6" - FE -4 -[3-( PEMBEEEE) WA
B ] B -3- ) FEE ) -2, 3- A -1- 2RI -3- 2 ] 2R

[1006]
CH,
o

$ O
Hac\s /\/\O
AN OH
o O OH

&}
[1007] [ [(3S)-6-({2' -(LBRSEEFE)-6" - FH 4" -[3-( FEEBEIE ) NHA
] B -3- gk ) AL ) -2, 3- A -1 KPR -3- k] SERFEE (1. 11g, 1. 86mmol)
76 EE (4mL) HIPYSUMEAE (SmL) [RIVR -G 1) P ISV, N 2M S8 A /K (2mL) , TR
EWAE B0 CHEHE 2 /Mo B R VIRE W KRR, I IM ERIRIRAL, I LR LFEA . %%
) vt R0 R 7K s, B /KBBR8, I AEJk s T k4 o B IR (3 (2R &
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: Tt =50:50-100:0) FH4 M HPLC Zii4k, 13 B &5 db MBERE — LR SRR ESS i, 19 3
%’é%a%ﬂﬁﬁ i4k-&4) (0. 508g, L3 51%) .
[1008] 'H NMR(CDC1,) & :2.00(3H, s), 2. 30-2. 41 (2H, m), 2. 55-2. 67 (1H, m), 2. 72-2. 81 (1
Hym), 2. 96 (3H, s), 3. 23-3. 31 (2H, m), 3. 73-3. 85 (1H, m), 4. 16 (2H, t, J=5. 9Hz) , 4. 25—4. 34 (
3H, m), 4. 69-4. 78 (1H, m), 5. 08 (2H, s), 6. 40-6. 50 (2H, m), 6. 74 (1H, d, J=2. THz) , 6. 93 (1H, d
, J=2. THz), 7. 00-7. 10 (2H, m), 7. 16 (1H, s), 7. 36-7. 46 (2H, m) »
[1009]  SZjfs] 20[ (3S)—6-({2' ,6' - —FZE 4" —[3-( PRBEE) NAKE] B
-3 E ) I ) -2, 3- A -1- ZRIFMEN -3-FE ] 2R 0.5 KA

[1010]
/‘t/ :
H,C
/“\\//\
°s 0 CH, \@gw

// \\

[10111 K [(3S)-6-({2" ,6' - —HIZ 4" —[3-( PR ) WHEKE ] BR -3-5 )
AL ) -2, 3- & —1- KW -3- 55 ] SR Gl - /K E 4 i, 15 3IF 8k &G
g, IR 85%.

[1012] 'H NMR(CDCL,) & :1.99(6H, s), 2. 29-2. 41 (2H, m), 2. 61 (1H, dd, J=16. 9, 9. 2Hz) , 2.
81 (1H, dd, J=16.9, 5. 5Hz), 2. 97 (3H, s), 3. 23-3. 31 (2H, m), 3. 75-3. 87 (1H, m), 4. 13 (2H, t, J
=5. 8Hz), 4. 28 (1H, dd, J=9. 1, 6. 0Hz), 4. 76 (1H, t, J=9. 1Hz), 5. 06 (2H, s), 6. 44-6. 52 (2H, m)
,6.64(2H,s),7.02-7. 10 (2H, m), 7. 16 (1H, s), 7. 35-7. 46 (2H, m) .

[1013]  sjtifs] 210(3S)-6-({3" - -2' ,6' - —FH3k-4" -[3-( PAEmMEEL ) N
B BOR -3- 3 ) FIESE ) -2, 3- A -1 2PN -3 3 ] R R

[1014]

O~cH,
O

[1015] %M 5S4 18 #HFEIM T,  {((3S)-6-[(3" -& 4" -F&E-2" 6/ - =
BRI 3-8 ) HA3E 1-2,3- =& —1- KW -3- 25 } &R IR 4- Eﬁ%zlxﬁ%@zz
3—( EETEBEES ) N, 15 2R AL G e R R R . 102 88%.

[1016]  MS m/z573 (M+H) *,

[1017]  sgjifs] 220 (3S)-6-({3" - -2' ,6' - W3k -4" -[3-( PAEmELE ) HE
] BeR -3 g ) BRI ) -2, 3- A -1 ZRIFRI -3- 5 ] 4R

[1018]
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0
H.C..
/,3\\/\/\0 OH
0
[1019] | [(3S)-6-({3" -4 -2’ ,6' - _—HH 4" -[3-( FIRMWIL ) WEE | 5

K-3-F ) FEEL)-2,3- & -1 ZKIFRRNg 3-8 ] SR FEE (0.676g, 1. 18mmol) 7EFH
B (2mL) FPYEUNERG (4mL) BTR-AHE I S, N 2M S AL B/ (1. 2mL) , TR
WILE 0 CHLFE 2 /NN R NIR-E W) KRR, I IM ERIR AL, FFH LR LB A . #HY
V) RN B K WEvEs , TG /K B BR BT, FF AR08 R ik o DITE IS5 b M LBk — LTR LR
i, 3 RCEE R INFRE A (0. 418g, YHR 63%) .

[1020]  MS m/z559 (M+H) *,

[1021]  JTE 5T CHy, C10,S

[1022] 414 :C, 62. 30 ;H, 5. 59,

[1023]  =ZfR{H :C, 62. 03 ;H, 5. 58,

[1024]  Sjids) 23[ (3S)—6-({3" ,5" - —&-2' ,6' - _—M3-4" -[3-( FEEmELAEE)
WAL ] Bk —3- 38} IS I ) -2, 3- — & —1- XJFeig -3- 3% ] LR fiE

[1025]

8
O=cH,
(@
[1026]  Jif ¢ [(3S)-6- 2 £k -2,3- & —1- K I kg -3- & ] &4 R g (0. 237g,
1. 14mmol) « {3/ ,5' - —& -2’ ,6' - —HF 4" —[3-( PR ) HEIL ] B

K =3-F ) FEE (0. 475g, 1. 14mmol) F1="T Z&[k (0. 453mL, 1. 82mmo1) 7EF 2K (18mL) 1%
WAL - IREE ) ZWRAE (0. 459¢, 1. 82mmol) , 7E AT MR G YR =R
FE LM R Ok (9mL) DA ARG, SERRUTTE BIANEE YT, W UL Dk Hs T 4 o
W) AR A Bk A AL ( LR GHE - Ot =30:70-70:30) , 15 21 5 R bR @4k &4
(0. 622g, L 89%) o

[1027] MS m/z607 M+H) ",

[1028]  sijfs] 24[ (3S)-6-({3" ,5" - =@ -2' ,6' - —FHE-4" -[3-(FEMELZE)
AL | K -3- 3% ) A4S ) -2, 3- & —1- 2RIFFIRE -3- 3% ] 4R

[1029]

o
OH
O

[1030] |a [(3S)-6-({3" ,5" - & -2' ,6' - —HIZ-4" -[3-( FRmMME ) NE
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S ] K 3-8 ) RS ) -2, 3- AL -1 AR -3- gt ] LRl (0.617g, 1. 02mmol)
TEFEE (2mL) FHPYEEAE (4mL) HVEA B T, o 2M S ALK (Tml)
TREWAE SO CHIRE 2 /o g S NG 4 F KB, 10% F#@wﬁf&m&% HH L’
CBEZEET . AR HUA AN £ K Wik, F JC/K B BB T8, JFAE DR Nk 4 o DUTE 145 5 M
ft — LR CPEH P 4 i, 19 B0 L i AR LG4 (0. 5208, 103 86%) o
[1031]  MS m/z593 (M+H) ",

[1032]  JGE4MHT CyollyoC1,0,S

[1033] 1% 1H :C, 58. 69 ;H, 5. 09,

[1034]  =ZfR1{H :C, 58. 69 ;H, 4. 99,

[1035]  sEjfife] 25[(3S)—6-({2' ,6' - — 23 -4' -[3-( PR ) AL ]
7K -3- 5 ) RS ) -2, 3- & -1 FRIFM -3- ] LR B

[1036]
H.Cx
// \\ O\CH

[1037]  $ii # [(3S)—6- F£ F& —2,3— = & —1- 2K JF Wk I -3~ %] L 18 W Bs (0. 208g,
1.00mmol) .\ {2' ,6' - &K -4" -[3-(PREBBLE) NAEKE] KR -3-&& | AR
(0.377g, 1. 00mmo1) I = T J& B (0.399mL, 1. 60mmo1) ¢F A Z& (16mL) HF K] ¥ W&, A
L1 (A I ) ZURiE (0. 404g, 1. 60mmol) , 7E B UA MEHE AW ZImBH: 2 /)
o Ok BmL) MR NVRA Y, WEERUTHE KA 5, 4 S8R AR T ki, 7%
BRI RE IR AL i alidl, ( 2R 4B « O =30:70-70:30) , 43 3 8% € ek 1 bR AL &)
(0. 526, W% 93%) .

[1038] MS m/z567 (M+H) ",

[1039]  SZjifs) 26[ (3S)-6-({2/ ,6' - =3 —4' -[3-( PREBME) HEL ] B
oK -3-3 ) I )-2,3- A -1 FIFRRNE 3-3 ] 2m

[1040]
H,C
O o o)
HyCs. NN O q{
ZI\s OH
00 CH,
O
[1041]1 [ [(3S)-6-({2" ,6' - &K 4" -[3-( FEEmEEE ) NAR ] B -3- &}

FEEdE ) -2, 3— & —1- ZR PRI —3— 2% 1 ZM A lG (0. 521g,0. 919mmol) 7EFE (2mL) 1
VU2 (4mL) FRIVE SR RO, I 20 S SR (Inl) , IS 4E 50 CHi
P L5 NI o R ONAR G TR RE, HT 10% AT IR KBS UIRAL  IF ] LR S BEAEHT . 251
Yo AN B K Pedik , FIJE KRR IR R Tk FFAEIE IR AE » DTIERIST s MPEE — IR LBR
4w f BIE AT R AREAL S5 (0. 4138, UK 81%)
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[1042]  MS m/z553 (M+H) ",

[1043] 'H NMR (CDC1,) 6 :0.98(6H, t, J=7. 5Hz), 2. 22-2. 42 (6H, m), 2. 55-2. 66 (1H, m), 2. 7
5-2.85(1H,m), 2. 97 (3H, s), 3. 25-3. 33 (2H, m), 3. 74-3. 86 (1H, m), 4. 15 (2H, t, J=5. THz), 4.
28 (1H, dd, J=9. 1, 6. 1Hz), 4. 75 (1H, t, J=9. 1Hz), 5. 07 (2H, s), 6. 43-6. 51 (2H, m) , 6. 66 (2H, s
), 7.04(1H, d, J=8. 3Hz), 7. 06—7. 12 (1H, m), 7. 18 (1H, s), 7. 35-7. 45 (2H, m) »

[1044]  SZjifs) 27[(3S)—6-({3' ,5' - —& -2' ,6' - _—2Z3H-4" —[3-( PREMMIL)
WEEZE ] OK -3- 38} S ) -2, 3- & —1- KIfnkmg -3- 28 ] ZIRF I

[1045]
H,C
¢ O 9 0
HCe NN O
EN O\CH
00 Cl CH, 3
o]
[1046] 4% M8 55 Siiifs) 23 AHIFI K773, 1 [(3S) —6- F24E -2, 3— & —1- A JFRRIR —3- 2k
LB {37 5" - & -2 ,6" - " LHE -4 -[3-( IR EE ) VAR ] ER

2K -3- 2} I, 15 2R EL S e R . IR T4%.

[1047] MS m/z635 M+H) ",

[1048]  sgjffs] 28[ (3S)-6-({3' ,5' - & -2' ,6' - Z3E-4' -[3-( FPIMEEIL)
AL T oK —3- 2k ) FI4RSE ) -2, 3- —4& -1 ZEIFWeng —3- 3k ] 2%

[1049]

OH

O
[1050]  #% M 550jife) 24 AHIRI W 738, tH [(3S)-6-({3" ,5' - =& 2" ,6/ -—&
Fe-4' —[3- (IR RAMERS ) NASE ] B -3- 28 ) A3 ) -2, 3- & —1- A JFmemg -3 5 ]
LR, 132G W IR G . i 66% .
[1051]  MS m/z621 (M+H) *,
[1052]  sEjifs] 29[ (3S) -6-({2" ,6' - A -4’ —[3-( FREmMERE ) NEKE ]-6- K
AR -3-F ) AR ) -2, 3- & —1- ZRIFMm -3- 25 ] 4R AR
[1053]

CH,
0o 0

VAN 3 O
g o CH,
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[1054]  $2 /8 5 szjitif] 5 AHRI A 7732, 1 [(3S)-6-({2' ,6' — — % -4" —[3-( FRiE)
PEIE 1-6- FREFERIE -3 56 ) PR ) -2, 3- & —1- FIFmRm -3- 3% 1 2R i, 753
BT EHPR PR B AE D . ICEE 99%.

[1055] MS m/z631 (M+H) ",

[1056]  Sjifs) 30[ (3S)—6-({2' ,6' - —FIHE-4' -[3-( FRERAMEIL ) R 1-6- 2%
AR —3-F | SRR ) -2, 3- & -1 IR -3- %5 ] 4R 0.5 £5E:

[1057]
H,C
§\¢“o CH,
// \\
5Cg?*

[1058] |r] [(3S)-6-({2' ,6' - —F3L-4' -[3-( FPIERHE) W%&%]—G— AR
AR -3- AR AR ) -2, 3- A -1 2RI -3- ] SRR (0. 371g,0. 588mmol) 7E AR
B (2mL) FPYSUAE (4mL) FIVE -GV b, 0 2M SR ALK (0. 6mL) , 1B A
WITE 50°CHLFE 2 /N o B RSB G HIKFRRE, 1M ZRIRE 1L, I LR L EARHL . AEEY
W) P RT B /K WG, FH KR BR B T8, JREIE Nk . YRR EIg 4t (&
BR L WG - Ot =40:60-100:0) 13 BHPIRY) (0. 342g) o H414F 21K R 5 ffAE I (2mL)
AR (ImL) FVRAEFIA, I IM S A AL BRI (0. 555mL) o ] Hip in N IM &40 45 K
B 0. 333mL) o I JEUC AR DTVE I A4, FH KBRS 815 2 J0 8 AR R AR AL &9
(0. 256g, WL % 68%) .

[1059]  'H NMR(DMSO-d,) 6 :1.95(6H, s), 2. 01-2. 29 (3H, m), 2. 43-2. 55 (1H, m), 3. 01 (3H, s
), 3.20-3. 29 (2H, m), 3. 62-3. 74 (1H, m), 4. 04 (2H, t, J=6. 0Hz) , 4. 11-4. 19 (1H, m), 4. 68 (1H,
t, J=8.9Hz), 4. 99 (2H, s), 6. 36-6. 43 (2H, m), 6. 64 (2H, s), 6. 79-6. 85 (2H, m), 6. 95 (1H, d, J=
8.5Hz), 7. 00-7. 12 (2H, m), 7. 16 (1H, d, J=2. OHz), 7. 23-7. 31 (2H, m), 7. 37 (1H, dd, J=8. 5, 2.
0Hz) »

[1060]  sEjlif] 31 (3S)-6-({2' ,6' - —FHF -4 —[3-( PERAMEBER ) WEKE I-6-CF
FUIEFEE ) BROE -3- 2k ) MAIE ) -2, 3- & —1- IRk -3- 3 ] 2 S

[1061]
H,C S/\\/\Q/“KCH‘V \@1(

// \\ O\CH

[1062] %M 55y L AHFEIR vk, | {27,687 - ZA3E -4 —[3-( FEERAIEEL ) N4
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2k ]-6- CRGAIE L) BCA -3- 28} AT [(3S) -6- F2k -2, 3- & —1- 2R JFIRY -3- 2 ]
LR TR, 15 2R SRR G R T2%,

[1063]  'H NMR(CDCl,) & :1.95(6H, s), 2. 28-2. 41 (2H, m), 2. 55 (11, dd, J=16. 5, 9. 1Hz), 2.
74 (1H, dd, J=16. 5, 5. 4Hz) , 2. 95 (3H, s), 3. 22-3. 31 (2, m), 3. 71 (3H, s), 3. 74-3. 87 (11, m),
4.11(2H, t, J=5. THz) , 4. 26 (1H, dd, J=9. 0, 6. 1Hz), 4. 64 (2H, s), 4. 75 (1H, t, J=9. OHz) , 5. 06
(2H, s), 6. 43-6. 50 (2H, m), 6. 62 (2H, s), 6. 77-6. 84 (2H, m), 6. 87-6. 95 (1H, m), 7. 01 (11, d, J
=7.9Hz), 7. 12 (1H, d, J=1. 5Hz), 7. 18-7. 26 (2H, m), 7. 44 (1H, dd, J=7. 9, 1. 8Hz), 7. 65 (1H, d,
J=17.9Hz) .

[1064]  sLjfifs] 320 (3S)—6-({2' ,6' — —HFE-4" —[3-(PERAMEAL ) &L 1-6- (8
SEIETIE ) B 3-SR ) AR ) -2, 3 A -1 O 3- 2 ] AR

[1065]

[1o66]  $% M5 Sit] 2 MR ik, i [(3S)-6-({2" , 6" — 3k —4" —[3-( F2khs
Wi ) AL J-6- (CRAIEFIE) OK -3- 55 ) 4L ) -2, 3- 50 —1- ZRFFIRIg -3- %%
LR T g 13 BIE MR AIbR AL 5. R 99%.

[1067]  'H NMR(CDC1,) & :1.95(6H, s), 2. 28-2. 42 (2H, m), 2. 61 (1H, dd, J=16. 7, 9. 1Hz), 2.
80 (1H, dd, J=16. 7, 5. 3Hz), 2. 95 (3H, ), 3. 21-3. 33 (2H, m), 3. 73-3. 88 (1H, m), 4. 11 (2H, d, J
=7. 2Hz), 4. 28 (11, dd, J=9. 1, 6. 1Hz), 4. 64 (21, s), 4. 75 (1H, t, J=8. 9Hz), 5. 06 (2H, s) , 6. 42
-6.52(2H,m), 6. 62 (2H, s), 6. 77-6. 97 (3H, m) , 7. 00~7. 26 (4H, m), 7. 40-7. 50 (1H, m), 7. 65 (1

H, d, J=8.0Hz) »
[1068]  Sijififsi] 33[ (3S) —6- ({6- (W) 4- | -2' ,6' - —HHE -4 —[3-( FHEMEE
L) AR ] R -3 56 T FAURE ) -2, 3- AL -1 ZRJFRR —3- 5k ] 2R TR
[1069]
0 F
CH;
O o Q
N
s o CHy @go\cw
o

[1070]  $% M6 550 jtfs) 5 AHF A 7515, B [(3S)—6-({6- (R4 )-4- 5 2’ ,6' - _H

B4 -[3-(Whisk ) ARSI -3- 56} Ak ) -2, 3- & —1- A IFIRM -3- % ]
LR g, 13 2T MR AR L 5. W 78%.
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[1071]  'H NMR(CDCL,) & :1.97(6H, s), 2. 29-2. 41 (2H, m), 2. 54 (1H, dd, J=16. 3, 9. 1Hz), 2.
73 (1H, dd, J=16. 3, 5. 3Hz), 2. 95 (3H, s), 3. 22-3. 32 (2H, m), 3. 71 (3H, s), 3. 73-3. 86 (1H, m),
4. 12 (2H, t, J=5. THz), 4. 25 (1H, dd, J=9. 1, 6. 1Hz), 4. 73 (1H, t, J=9. 1Hz), 5. 01 (4H, s) , 6. 41
—6. 50 (2H, m), 6. 64 (2H, s), 6. 74 (1H, d, J=11. 7THz), 7. 00 (1H, d, J=8. OHz), 7. 09 (11, d, J=8. 7
Hz), 7. 14-7. 34 (5H, m) »

[1072]  sjfs) 34 [ (3S) —6-({6- (F4IE ) 4-] 2" ,6' - _HHE 4" —[3-( FILMEEE
B) WEE ] BR -3- 2L ) &I )-2,3- & -1- KR -3- 3L 1 2

[1073]
e F
CH; O
O 0
" (
//g\\/\/\o CH, OH
d o
O

[1074] M8 S5 scjtif) 2 AR 7%, B [(3S)—6-({6-(F5 I ) 4- % 2’ ,6' - _H

-4 —[3-(RIEmIIE ) PUAUE ] BooR —3- 2kt 4 ) -2, 3- Z& —1- 2R JfF el —3- 2 ]
LR TR, 132 B G E O E B R i 81%,

[1075] 'H NMR(CDCL,) & :1.97 (6H, s), 2. 29-2. 41 (2H, m), 2. 60 (1H, dd, J=16. 6, 9. 1Hz), 2.
79 (1H, dd, J=16. 6, 5. 6Hz) , 2. 95 (3H, s), 3. 23-3. 31 (2H, m), 3. 74-3. 86 (1H, m), 4. 12 (2H, t, J
=5. THz), 4. 28 (1H, dd, J=9. 1, 6. OHz), 4. 75 (1H, t, J=9. 1Hz), 5. 02 (4H, s), 6. 42-6. 50 (2H, m)
,6.64(2H, s),6.74(1H, d, J=11. THz), 7. 04 (1H, d, J=8. 1Hz), 7. 09 (1H, d, J=8. THz), 7. 14-T.
21 (2H, m), 7. 22-7. 34 (3H, m).

[1076]  HilF)SEife] 1 (BRI & )

[1077] 1) SZiEfe) | &4 30mg
[1078]  2) 14 4T 4E 10mg
[1079]  3) L4 19mg
[1080]  4) i lgMREE Img
[1081] S 60mg

[1082] ¥ Lk 1).2).3) fl 4) BEIFFHAEE NHR S,
[1083]  #hlFAIsZitaf 2 ( Al l#% )

[1084] 1) SLjEfd] 1 B4 &) 30g
[1085] 2) FL#E 50g
[1086] 3) F KyEky 15g
[1087]  4) REPILA YRS 44g
[1088] 5) fififiFHREE lg
[1089] 1000 J7 5 & 140g

[1000]  Kr B3k 1).2) M1 3) WS ELLL 30g (1) 4) HKE G, B TEIFHIRL. RoRiAL
WA 14g 11 4) M 1g 1 5) &G, FFHIE A HLEFr o X8, /321751 1000 J, K /735 30mg
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S 1 A

[1091]  SZEGSEHEE] 1 % F R8T AR GPRAO 32 AR ZhREV T /ER (BshFHIER )

[1092] R A4S e & KIE T A1) GPRAO [f) CHO 40 fa ik, A T 52 ik S sh #vE . B
E 55 91 Ui B, BT IR CHO 40 e BF 746 « —MEM % 3% 3% (Invitrogen 8% WakoPure Chemical
Industries, Ltd.) o 15 7%, 1% 55 95 2 o 4b 78 47 10% 3% #7 (9 Jif /4 175 (TRA Thermo
Electron) .

[1093]  FEIREAT— K, B i R8I I G 1 Tk 40 fe FH PBS (Invitrogen) ¥k, H 0. 5mM
] EDTA (Wako Pure Chemical Industries, Ltd.) W, FR@ot &0k Bl $15 3 i 40 i
T IR R 26 ImL BEFREE 3x10° AN, Ke 4l i LAREFL 100 1 L 43 H%E 96— FL R (E B
JEIE T (Coster) , HAE CO, Wi FRfE G IRt . ) LA 7 il 2% 1) CHO 48 ff rhigs i A
[ 152 34 -S40, 40 e PN 495 3R B 1 28 40 S FH FLIPR (Molecular Device) 8% Cell Lux (Perkin
Elmer) M. % KA FLIPR 8 Cell Lux il 41 A Py 853 BE 2R AL, EAT T b AL 2
[1094] |4 P n N7 64kl Fluo3-AM Molecular Device), [i] a -MEM £55= P
AT TRITER K BSA 2 e 2R FE R 0. 1%, 13 2RI P i 6 Bk s ik o i) 4%
4 500mM A Tl &F F AR AL IN 1K) NaOH HP, B 28 0 N B BTl i 56 22 vl vh 2 i R LA
2. bmM, K T A3 (10mL) AR 12058 A Molecular Device) H1o FFAERE0 BT — RELFY
7 CHO 40 J 1) T ik 96— L AR (s B RS FRAR (35 7R 550 tH o 4 40 i 1 D-PBS () Pk, FFidk
— M50 u LiRE il CGAS I AN IR DT IR ) BSA 1] o -MEM %5753, e 24K 0. 1%) ,
4l MO AE CO, B5 MR AE 37°CHEFE 60 73 8h e 28J5, LL 100 v L BRfLAr OGRS, IF
FAMIAE CO, G FRFATRRGFE 1 /N DUEEU Tk 28 S Y Kk

[1095]  7EIX IR, K 52 1Ak S 40 FH R B0 22 P B 2 4 2 W, OF HLLL 100 1 L 73 B 28
P 96— FLAR (A (sample plate)) o 4 B id 4H OASORURE: it AR (W] I J5CE A FLIPR B Ce11
Lux o {EFTRPUALTE ), SR FLIPR 8% Cel1Lux J5E 7E A 50 1 L AN[F 52 5k & (40
M NS B AR AL o FHIRBE g B MG BRI A4 (1w M) BIBBh s v H 5 0 24 L 10 n M)
y - WHREE (GPR40 #4zh30 ) WG TEA 100% B AR S AR . 45 R EBR T2 1 J.

[1096]  FLIPR I T-S&iitifs] 2.6.8. 1011 1 13 FIALE 052, Cell Lux H TSeitifs] 19,
20.22.24.,26.28.30.32 1 34 [{ALA DI 5E o

[1097] %1

[1098]

weys  (MREEE

SE a5 2 107

S a5 6 102

SE 1) 8 112

SchEp) 100|114

SEHEp) 11 120
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SEhEp) 13 125

SChEp) 19 |18

S 20 118

St 22 121

SChtf) 24 |96

SEitif) 26 |101

L) 28 |92

St 30 108

SEHf) 32 104

SEhf) 34 |119

y - WK 100

[1099] Mk A1

[1100] AR HEIL G BB DR GPRAO SZAATh BT 1E T, V5 4 5 2 e /0 W B Tl
B BT B R e S 1 25 5

[1101] L HE R T T8 H AR AT LA H19E No. 177099/2006, H P 251 FH I A SC /R
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