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GABA ZEAYIaY a2 . R E B EFL

[0001] A HH i ZE 3k 350.S.C. § 119 (e) %3k 2001 47 6 H 11 H HiF 1) 36 [E 1 iy #1184
60/297,521.2001 4F 6 J] 14 [ HIE )36 [N H% 60/298, 514 H1 2002 4F 3 H 19 H H1i
(%) 2% [H i I FR i 60,/366, 090 A 25, A S5 | X LER1E A 255

[0002] 1. % BHAuEL

[0003] AU B — M e GABA UMK HT 25, GABA AU AT 25 I 259 4151 » GABA ZALLY)
IR 25 1 2% 72, GABA ZRALUI R 25 F11 GABA SR aT 25 I 25 W20 S W N F vdee B8R
HARH, A% B8 K ELwE T i pregabalin [IRTZY, iNELWE T Hl pregabalin [KIHT 25K 254
HEY), IEWE T F pregabal in IET 24 1 £ 7732, EWE T Fl pregabalin [T 25810 2
W5 T F pregabalin WIHTZ5 254G N H 712

[o004] 2. KT &

[0005]  Gamma(” Y " )-ZFE TR (" GABA” ) BHILah P KRG h i —Fp 12 22
FH 1435 5T - GABA ¥ A MM AL H A 2 5 12 i (B GABA %A A 25 b s o i — i e it ) o
PRIt Ji 2 Je S o 3R A3E T BT A I i T R IR GABA (BABA S 18 i 75 U IR Ly W IR NLL 8 1 11
it A T A6 1 ) o

[0006]  GABA it H¥5E RIS (B GABAA 324K ) SE-GMiA T & e i A vk, i
B FIEE . S S NI R W 5 U2 A0 M AR A, TR E
Z ke B B 4. CAEmR KRG shiin (a2 R IR shE R e IR R iz
NG ) R AR RS AR RS T R AERAEAT A ) MR USRI K () GABA,

[0007] ¢ T 22 Fivi WARAE RN / B0 WIS 27 59 I AIC GABA 7K P4 /= Ik T x4 HAA
T GABA W22 PERE () an izt s FERE KT BE ) ) 19 GABA ALl 45 IR JE 26 A1,
CLAEAU A Rl T 2 00 A 5B 1 25 2 M BE 1) GABA 214 (1 1 2 DL Satzinger %
N, ZEEH LR 4,024, 175 ;Silverman 25 N\, EH L F) 5, 563, 175 ;Horwell & A, 3£ EH EH|
6,020, 370 ;Silverman 2§ A\, £ [H £ #| 6, 028, 214 ;Horwell 2 A\, 3£ E £ F| 6, 103, 932 ;
Silverman Z& A, £ EH EH| 6, 117,906 ;Silverman, [E 2y 7 WO 92/09560 ;Silverman Z&
N EBRATF W093/23383 ;Horwell 25 A, [E R A JF WO 97/29101, HORWELL 25 A, | R A JF
WO 97/33858 ;Horwell 25 A, EFr2y - WO 97/33859 ;Bryans Z& A, EHFRATF WO 98/17627 ;
Guglietta Z& A, E R /A JF WO 99/08671 ;Bryans Z& A, E Fr /A I WO 99/21824 ;Bryans Z¢
N EHFRATT W099/31057 ;Belliotti Z5 A, EFR2 T WO 99/31074 ;Bryans 22 A, H R AT
WO 99/31075 ;Bryans Z& A, EFRATF WO 99/61424 ;Bryans 22 A, [H R WO 00/15611 ;
Bryans, [E iRy 7 WO 00/31020 ;Bryans 28 A,

[0008]
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CRERT Pregabalin
(1) (2)
& H,N CO,H
HN" >"coH
RLHR
@) Cl
JE 3

(4)

[0009]  [E[5/ATFF WO 00/50027 ;1 Bryans Z& A, [H 52 TF WO 02/00209) .

[0010] {51 i 2 2% - 85 B[] GABA R AL FE UL L BT R K Nt T (1)« pregabalin (2)
AOMIR (3) PSS (4) o InELmE T —Fpn] LId ik i i 5e R 5% Ja M GABA 284814, B
1994 AFLLke OO TIRRYG IR . I T i m] B EAG 0 LR B (1A a7 e
& PEJRRE (A9 G i 22 PR AR UL IR R B R ) W AE Ao (A8 e £ RS S TR
FRBIEAT ) Jsshiom (Bl kil sh VMR IR R s sh s ) % (Magnus,
Epilepsia,1999,40 :566-S72) . H T, hiELME T 0 FH Tl R Sl 205 PR« 7R AN
TR ) R ASE 2R rp B B n L5 T S K7 2% pregabalin IRAL T TIT MG RIS BY B o
[0011] 5% GABA R — NEZE M BE v - BESRETREH K470 T W RV IE K
Y — WG, JLSe@lan L FREs: . BT v - WEE 6G) T, BRI neEms T
R St T R R DR A o 45 S n B TR EEME (LD, /N B KT 8000mg/ ke, T Y ) A T i
(5) WIEETE (LDsos /B ) 2 300mg/kgo PEIBL, o122 4 (1 JELIR], 204 7E GABA R &
BT/ 8% GABA A4 B GABA AL AT 4L W A fhFRIRT /B fids A ok Rt m i 7= o B 11
TR /ME (R LR

[0012]
HZN/ijCOZH

(1) (5)

[0013]  JHEEWE T HITELT ) o
[0014] L Y H4E 52 W B In4liAk 25 B8 6T 2520 A0 0 ) B3R A4 R RS fff 8 BE AT HE
HIdEE IR (Augurt 28N, £ E EH 6, 054, 482) #i4> Fe kT GABA 23U Ky N Bk liac s 4 1nl
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R R 2 A I L TR O T B BERG Y T Ge Rl R AL, B b N IR T G 2 A E GABA
FA i n B ms T s A S WG S AT T T IR e .

[0015]  PRIEHMIRGIEFRZEVEE GABA 2R AFE N W T 10 o5 — A B i), A
T BB R 24 AR EF R AR (3697 FI P R B (Bryans 58 A, Med. Res. REV. , 1999,
19, 149-177) o R R =¥k 300-600mg 7 & 10 L5 T (IR 25 5 S — A THUis kG 77
BRI E (1800-3600mg/ KA FFIFIFIE ) — M H T-VRTT P& TR IE o

[0016] 5 SR TSl 1) A2 PR 1 R GR35 B 38 I — N IR ok 07 38, e X T ARSI RN
RV A (5] 1 2 0L “Remington’ sPharmaceutical Sciences, ”Philadelphia
College of Pharmacyand Science, 17TH Edition, 1985) .35 1% R4t /& CLAN I 2545
BRI TV (02 W Verma 28 A, Drug Dev. Ind. Pharm. , 2000, 26 :695-708) . % GABA
FAL) AL FE I ELWE T f pregabalin ANJEIE KW A%, iIXLEAb G H)— M AE /N b 4%
KE P2 BB iz /) (7 LNAA” ) Wt (Jezyk 5% A\, Pharm. RES. , 1999, 16,519-526) .
i R 2R R I8 T B M T ) U v R S DR S P R T T S BELAS TR R SR TR AR e D N T T
V2 GABA R4 .

[0017] PRk, AEW 75 ZEA RLP) GABA S I RFELRE N7 28, LAt TiX 284k S 0 i PR
FRGTE A T 3 U IR 2 IR 3G 0 B b o e T EEIEAS Al 1 AR HIR B i A R R AN
H A N B HZ A K28 GABA SRABM4, (ol it s T F pregablin SR ) .

[0018] 3. A& FHHER

[0019] AUk BHIE IS HE 4 GABA AP 1T 25  GABA SR IR A 25 R 250 4 & W) Al GABA 2
AV HT 25 () )28 T3 R B0 TR LR B 75 . A R BTAEHRAIE GABA ZABIA KT AT 25 1) K.
FH 735, FI¥ GABA AU () BT 245 I 25 46 W FH 13697 BCTRT 5 DL F1 /B30 he 1K) 77
o

[0020]  EEEIM, A BHRAL K T 250 DURAA B BN A T B #2250 s B 28, A
REHFE LR GABA RAUMI AT 25 20— RAE R R AR E ) (BITEM G BIGRRardie
FE o S B 2 T VRS = AR ORI GABA 2RI ) » 28—, ik ARG 25 3L o
PR TTAT AR R S AT AU ) ERR 3 — FROBEAG GABA SR AU IR 24577 S it FH TV 5L 30
VI — R CE .

[0021] ARG RE —15 GABA RPN v R EBAHERNI T, HET Y
GABA XM v AR EHAE, siF LT LS o -G ERE TR ES o - BRERET
IR FARE, iAot B & 5 GABA BRI v & EEAHE .

[0022] AR AL EYIET] LLEA 5 GABA RN REATERF T, RER TT—8KN
BB e . KB ER B B2 m] U TR R 35250

[0023]  [AIE, AR BRI SR LETFEZ 2 4 NS, BFEIKIR S v FIEAHIER 1 MR
TR Z 32 T (B, BRI &5 70 IR GABA SR I N- Rim i ) o AN K
B A T DAL 2 DM 5ol 1| MR T 2 MR oo L AN E ol | A3
BERTTE 1 NEERE T, MRS AR TR T A K AL G, R AR T
105 S FEAHE L TC I 58 2 RR 2 BT BOK A -

[0024] A BIZE—J7mie il (D2 D 8 1D 1 &9) -

[0025]
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[0030] X 34 O B NR'®;
[0031] Wy 0 8% NR';
[0032] Y HOELS;
[0033] R' £ HE. R*C(0)—. R*°0C (0) —. R*C(S) - R®0C(S) - R**SC(0) - R**SC(S) - (R°0)
(R*0)P (0) -, R*°S—+
R |0 ,/ﬁ\ Ryu/i‘)k 2/“\ R13 14 ICI)
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B e BRI PR GE R A ek UM 2R e 2 « e 2 UK ek 2 2
B REIE AR A8 e, 2 05 2k AR 2% 07 2k L 2807 ZE ek AR 2% 07 R e R e 4
I BRI Aot S L 2% D7 SR U 2 07 48U, s AR 8 R R R 58 &R 17—
AT B 2% otk BRI A 2R BE 230

[0037]  R® Il R® M sr ik B 2 e AR AR ek 05 ik IR IR 07 366 L 07 ko i EBUA R 07
Fepedt R RERL AR B, A28 e 5 BRI PR 2R ek L 2 07 25 VUK 28 07 2 L 7 2
BRI 2 57 FE B

[0038]  R* I R® M7 ik B &l et IR IIBE S Wk U IR AL L 05 B B BRI 5
FLpedk A RERE AR B A28 AR BR SR ek L 2% 07 SR e R AT AR IR 2% 07 R e
B, B AL REOFI R 5 E N4 A BRIE 5 — BT R BEEE U IPR B dE R be 8 IR
IR IR BB BT HE A BEREA

[0030]  R® A R™ M7 vk F &0 WAk U IS L e S i IR IR e S B et e ik
BRI pERE 77 5 B 57 2 57 B et U D7 S et e 2 BRI A e 25 L B e
B BRI FR R e 2k L b B U 2o 2k L 2% 05 B L U R 2% 05 25 L 2% 05 B e SE AR
%07 R EAE, OB AT IE R MR 5e 45 & kIR 7 — B BRI e BRI R GedE PR %
ek BURAC I 2 BERE A

[0040]  R™ ik H & pedk U B At  IAE PRI IR AE 0 5 VAR IR O 2k L 5 o 4 VY
AR T7 B ek ok TS T e 2 AR IR e 2 e I Be 2k U 2R ot 4 2 7
B HUACH 28 97 2 L 2% 07 22 U 2% 07 B ek L e AR RT3 AU e SRl 6 3  HA ok
FEARAETAE AR A R R S AL | 07 S ket AR D7 S BRI 2% 07 S AR
IR 7 L IRIE AR 5

[0041]1  R'VR'VRYVRVR' AR A7t B &0 ek AR ek 5 6 VIDUFRR) D 3 L D7 3k
fedk UG D7 B 5 At UG R P BE i PR e it L AR PR R e L 2 e 2 AU
ARKERE 7 HE BRI 2% 07 5 2% 07 SRR R 2 07 F e s

[0042]  R™HIR™ M7t e [ 40 Beds IR A EdE ot SRR R VIR R e SR e L D 2
BRI 57 45 57 R e U 77 e e L U PR L A I 2 U IR B e it B ot R B ik
B BRI e L | 2 07 BRI 2% 07 3 L 2807 SRR R IR 2 D7 B o 2, Bl 1
PERPRIRY 5 EAEEG B IR T — RS IR BEEE BRI PR GESE PR Aot Bk BRI BR 2 e
F3E

[0043] R Al R* Jr i [ 50 W  IUARIRI TR e AR e 2k L 07 66 IRUARU ) D7 266
77 HERE AR 07 B BE A  PRE AL U BESE A e UK PR 2 ek A be ik B
AR etk 2 05 55 IR AR 05 5 2% D7 SR R M IA R 2% D7 S ot ik, B AEE R AR b
EANES G IR T R RGeS BRI A B IR e BB A 234

[0044] R F R Jorii i [ 5 fredis BRI Fed 07 38 R D57 2 L 07 SEBe S AR Y
FrHRERERE , B AT R AR eSS A HIRRR T i R ek BRI ek R Ak
BB CHIA AR BEEEIL

[0045] R b [H &0 EAE HOR IR IR AL L e ik AR e ik 07 6 VEDUAR IR 0 2 L 0 ke 2k VB
AR 77 Fe e R e 2 AR A BB S R et AR IR MR 2 e 2 L e ik BRUP QIR 28 e 4
2877 5 AR 2 07 2 2807 SR AU 28 07 B e 2k 5 F HL
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[oo46] R ik I IERE U AOIEIE Lotk BRI Be i 07 25 UK D7 2% L D S i U
77 R GRS IR A BERE AR AL BRI M 28 e 2k L e ik BRI 28 Bt < 2% 07
S AR 2% 07 25 % 07 B e S AR K 2% 07 B e 2

[0047]  {E55 —J7 i, AR BHR AL L S WA G . FTd WA EY— 8
B e A B S AN 2525 BTS2 IR

[0048]  {ES =Ty i, A K IR A VA YT s BT LR S50 ¥ 7532« 0O < FP0HE « £ 58 A 1o
B IR AT B BLRE AR P AR A MR BT A R e A 2 M AR AL
AEHE PR ) R (RIS R ) RIS B i s LBk BT 5 Ak o Pk 5 — i
B4 T3 BRI ST ¥ 5 AR A RCE A R AL S

[o040]  {E55 VYT I, A IR M A T3R5 SR  BEIXMh6 7r sH T [ J8 3 (1 LA
Iy G T AR B RS G B IR AR B S WL RE AR /T 7 AR AR PR
Beie PO R AR AR i SRR LA R 8 A ) R (BISCTT R ) VRIR B
PR B SR ER S AE o Prid T 10— i 4 e TR AR o BRI (0 R TR IA T A AR
A I 25 4L 50 o

[0050] {5 Fi 5 1], A5 WAL AE H 36 75 2R T 1K) 8 BEAT 45 25119 GABA SRAUDAT £
WEY, MG, Forp MO 25T G B GABA RMBI4A, H-G (b HOBE) ATk oM —HG
R DR AT 00 K BRI KT 0. 2mmo 1 /kg/ RINEUEERTETIE (TDs) o
111y HLAEXT K SBEAT 45 a2y 24 20 MAE PR N LSS R IR A 6 24, L2k

[0051] (i) JE ik &4 o it FH 55 FEE 7RV 1) 1-G in 45 21 22 20 g I 3R H=G 1Y G Y 120 % 9 1M
B -G (I KIRIE (Cp) AT

[0052] (i) ik 4h il FH 2% /KB ) H=G 15 21 22 2D 0 AUC 1) 120 % ) AUC,

[0053] ik M-G =\ (XTV) HIRTAY) -

[0054]

(XIV)
[0055] B2y BRIEAZ 3 KRS WEE Iy, o
[0056] R AE, 5 R A R® 5 EM14: & 1R F— R REZR T He BURIIE 2R T Fi it
e LE BICHUA R I s B 2R 5
[0057]  Y.R’.R*.R°.R® F0 R" A anwim g o
[0058]  mALik M A (XV) HIRTAEY) -

[0059]
R2
.
“x
n
0o
(XV)

[0060]  H:A :n. X R FI R WG E X
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[0061] 4. KEHER
[0062] 4.13F x‘
[0063]  “y& HYE Fe U T e I 4l MR V) 73 i23)) ca) B R EeHEL

‘{J&?ﬁ%éﬁ‘%ﬁ’m& (BRI ATP JK #8180 FE 50K S )

[0064] &Y

[0065]  b) &AEiE I 5w s B A BAE A S 1 2 8 B
[0066]  “Krdik” ¥Rt ik M ERABERE M BB K B — B B~ R 2 — SR AT A
VRN ECAN RN ELBE  SCRE BN — e . U B R AR T s MLkt &
WRdE CBREE SNFEWIN —1- 25 N —2- 5 AN —1- N —1- & —1- & N -1 46 —2- 2,
W 2= —1- 2 (RN &5 ) VIR -1- J(?‘ﬁ —1- IR -2- -1 R -1 e -1 2
-1 T EWT -1-ET - 2-FE-N-1-E2- FE - -2
- LT 1M - BT - M 2 A2 Eﬁ%—ﬁi—l—ﬁxﬁ -1-3T 2-
2= FL T L3 T 1= E LT L3 T 2 M T - -1
i 3-EEVIAT -1, 3 A - T R - T - -3 T 3 -1

=S
-1- 3,
= ST
5

0067 A FUKE L S LEBTAR AT R 5, B S 00—
SRR AT A AT~ BB AT A — B R AT AT
Bt — ORI R SR IS A R R BRI (i 20 et ™,
“BERRIE” L “HUE”. IRIEREIEEL A 1-20 AMBRECT 8 (R 1-10 LT

[0068] eIt SHHLISE A B R S BT B A LT 4 AT 0 %
BB BEERIRRERE . R B SR LR (IR T T, 238 TR P —1- 3 —2- % (57
PIAE ) IR —1- 354 AT T —1- 35T —2- 2 (W T ) 2- - P -1- 2 (ST
32— W3- T -2- 36 CGRUTEE) R T -1- 3%,

[o069] AL it Jok WA B P 0 8 L R A R T 2 0 B
AT — T OUBE I AS S o B SR e T 0 BT LN 58 I 2
Go U0 B L AL BT 0 A T P —1- 5 L B P -1 5 2 3
P 2 5 —1- 3 CRRIEE ) P —2- 9 —2- 36 FR DT —1- 6 —1= 3 BP0 —2- 46 —1- 3 T
F BT~ A 1= . T —1- M —2- 3.2- 1 - 1 A -1 25, T —2- K -1- 3,
T2 M 1- 3 T2 2 T -1L3- =6 -1 T o135 = fF 2~ . 5F
T -1 1= B IR T -1 -3 IR T -1, 3 O -1 S

[0070]  “HeKE” SR IL M IR B ) 8 BB LB LR T A B A
B - A B S B OB SR SR, U (P R R B T L P ST
SEUTPT —1- B —1- 3, B -2 -1 AR S TR BT —1- B -1 B, T -1- B -3 3,
T -3 Fe -1- %%,

[0071] B JiHEH ~C (O)R, 6o R ShASCRE SR e PR FR A I3 35
SEBEHE ARG RO SO AL AU ST LSBT TR . Z W T
e IR L TR K TR I,

[0072) BRI ( SRATEFENG“ BIEMEAIE”) TRIEH -NR” C(O)R, Jhrb R A1 R 4 F124
REUPTIES TR UL R -2 N3 2 NP2 SSTE M 2o N S
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fidko AR LB OREEAIR T A B OB E (BB ), ORI
55, O L - B2, AR AL 2 s (R e 20 ) Wb 5%

[0073]  “HRAZE” 4855 —0C (0) R, Horp R M WA 8 LA e B b 2k IR fi 3 05
BE T IR btk e 0y BB T R e . AR TR SE AR R AR T SR IR (BR S
FE ) VT 4R (butyloxy B butoxy) 28 LA LS

[0074]  “ldL 2k B FRIEH] -NHR, Horp R AR WA S w SRR I Bl bt o ARR I 52
BIAFEEHAR T RRERE CEEE - FROEAE N COEAEE

[0075]  “HrfE2E” FRIEH] -OR, Hr RACERA S8 R e s fedk o AR 1) S 49 A
EHARR T FEE. CRE NEE. TEE I OEESE.

[0076]  “REAEIEIRIL” FREEM] —C(0) - fdaldE, Hh e s A SO E .

[0077]  “Redhin LI "4 BE H] —S (0) R, Ho R AT E IR BRI e o AR 1 SE 451
(R N (SN U R e SN o~ SNV 7 7 o - B e

[0078]  “Ledi P AAIEIL " HR 5L H] —S (0) R, Horp R AR KRt Il bt . ARR I SE
B ELFEE AR T B 5 eI « £ 5 I e TR 6 DT e S T 2 WP Tt e 26 5%

[0079]  “JehiiZE” i 2L SR,,\‘:PRjJZl—‘IEXEI’JTU\Eﬁiﬁﬂzlilﬁfﬂi%ﬂimﬁﬁﬁﬁ%jl
Wpedt . AR S B FEHAN R T oI . A0 2 NI . T s

[0080] “ZAL” fHELH] —NH,-.

[0081]  “7Jk” FRil i b 22 BRA D 3R ARG I BB — B i B — DR AT AR B — W 7
Tk . AR 7 FEAFEEARR Tt LU AT AR 2R ] B E 4 8 vacephenanthrylene. .
BELIRL 9K BT IS IR VI VU IR AR hexalene e AR IF B R I g L e
Wi B 25, JF /UK (octacene) . 3F J\ZK (octaphene) . octalene B2 /% -2,4- — 4G 1o
KI5 J2F (phetaphene) 46+ JF =28 (phenalene) \JE Tt pleiadene. (b & .
TR ARIFFIE B 2855 . P D735 6-20 MR, SELIE 6-12 MR 1

[o082]  “ZFFELEAE"HRAFIBEEE, Horh R i, 3B O AR 5 SP3 Bk S 145 A B SR 11
J7ERAR . AR D AR EARR TR 2- KR L -1- L 2- KEOH -1- BB &
PRI 2- ZRIL L —1- Fh . 2- FREL LM —1- B FOF VIR 2- TSR 4 -1- 2645k HopaniR
KPR B R BRS04 ORI 5 SRR 5 RGN / SO ST . Ik Dy SR
N (Cs—Cao) BRI, 1940 75 FE e R I BERE 25 B MR FE B BE 89l (C=C,) » T 5 25805
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PG TT R . AE—ANSEHE T b, R 9 AR RY O FRIE . ARIEAE MR JE TS T S
R™ W& A, 23 FE L -C(CH,) = CH,. —CH,C(0)N(CH,) ,-

[0413] CHZC(O)OgiCHZC(O)N‘ Vv

[0414] AV 25 0 8k CH,,

[0415]  fflLik R h&L.

[o416]  7E (IX) T (X) WAL G0 5 — A Sl 77 S b, R F0 R AL e 11454 i s
TR IR BER I B e IR o FE—ANSEH 7 S, R R R RS S A4 6 1k R
TR O . TR R G ST S, RO S AR S5 R, —C(CHy) =
CH,+ —CH,C (0) N (CH,) 5+

[0417] CHzc(O)@ HCHLCON v

[0418]  H:H V 24y 0 8} CH,.
[o419]  HALIE R A&
[0420]  FE—ANSEHE T Srh, AR LG RA S (TT1) 145 -

[0421]
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o S
R
R3
N Ra RS R®
(mn
[0422]  £ERX (11D WALAE—ANSEhE S 9,0 oy 1R S R N5 FEkedk. ik R
HAREE, 7B (T WA SR 5 — A2 7 2, n 24 0, 1f0 R' 24 R®°0C(0) —. 1L R® Ky
R R B AR e s . AR R O &3, 7B (TTD) WA B — A s2il 7y &b, R® i
R® & fEH—NSEhET &, R® AR b kB e gk, ik R AR 3L,
[0423]  fE—MUIERISEE T ZH, 20 (1D Rk A X XD B4EH -
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(X1
[0425]  7E3X (XDT) WIALEWRI— DT 24, n o 1, X 2 NH, Y 24 0, RS R R,
R™ J FRZET R® %L, /B DSEiiTEF, n 0, Y 4 0, R 4 R®0C(0) -, R 23,
R & R A4
[0426]  {E 55— Askitiyr g, X IID Wik RA X XID KIS -
[0427]

[0424]

1S
d

(xn)
[0428]  7EX (XIT) MIALSHH— AL EH, n i 1, X BN, Y 24 0, R' W4, R 7
R, R LR R N k. 485 NSEiET &, n 0, Y 0, R RP0C(0) -, R /&
55, R? A R® A
[0420] AR BHIEALHE FH T4 75 BHE T I BB B AT 45 25 1) GABA R AT A4, M=G, Horp M oAy
FETT, 1M G A& GABA 2R, H-G (FHorp HOMED) WA . oo M — BN G FIHATATACEH ™~
Wy 244, 20 R B BT EE MR (TD,) KT 0. 2mmol/ke/ Fo T HL, 2ERF K BT
SEMER 2, FETC MAER P L7 SR IWIE R 6 F 3R 2
[0430] (i) Z/b Ay 1d ik &5 it P 25 BE /R R 1) H-G 3RAZ 1 ML 3K H-G [ KR (Coo) 1Y
120 % [ I3 H-G 1) Cpoyp 51
[0431]  (ii) &/ Ay id i &5 it FH 55 B R 5 & (1) H-G ZR151 AUC 1) 120 % ) AUC,
[0432]  fitik V-G HA R (XIV) FI45H -
[0433]

(XIV)
[0434] 2522 BT i Eh oK G aiE L, Hor
[0435] M AZETT ;
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[0437] R N&L 8L#F R AR RIS A4 & R T —RIE A IR T e B AR T
yo L S e A R R P 82 N

[0438]  R® I R® A7 i &0 e 2k HROPR AR e 3 L 07 66 L AR I 7 25 O Bk o 226 VAR ) 0
BB TR Bk AR R e gk  BR e B AR IR ER o 2k L 21 0 2k AR 2 05 25k L 2 05 ik
B AU 2% 057 SR e 2k

[0439]  R* 1R Bhr ik B & pedk BRI BERE RS BRI RS L 757 56 U K97 55 5%
FERe Ik BRI D7 FE Bk VERE Ik AR PR GE S B et 2  BRAR IR B b 2k L 234 05 25 L AR
(K125 55 55 A8 75 T e FERNEUAR ) 28 7 S e 3, Bl T3k R R0 R FL S B4 A 0 R T
AR BN e R RMINEZN 8 S 7y o8 SNV R B2 A B S W IS Ui EZ N o7e 82 N I

[0440]  R" 3E AAedE  BURHIBESE 0558 CBUARIK 05 55 05 S5 e AR R 0% e 56 L 3R It
5 R IR R b A PR e 22 e 256 L IR e 225 s 2% 5 28 UK 2%
T A5 B IR AR IR 2 05 FE e

[0441]  {fE—MRIERISERET Z29, M A XV) K45 -
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1
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0
(XV)

[0443]  Horp .

[0444] n.X.R'FI R QORI E Lo

[0445]  FE—ANSEHET &, M6 BERXFERIAL G dLrh H-G — B MM E2RE, AR B A
AR B A XV 450 i P R R

[0446]
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N
%
(XVI)

[0447]  JHrp R AE, 1 RPVR R RS 40 Rl 2 X s

[0448]  ARIEEETT M BATAT t M B AR P07E G-M ZARIN AT B P I B0 R - 76—
ANSZIE T Ze A, AENE K SRIEAT G s 251, 500 MAE R Y DL 78 A2 IR G 38 42 /b
Shy I 1ok &5 W it P SRR ORI = 1 H-G 3RAF 1ML K H-G 11 C,., 11 200 %, e fLiE 22 /D 1000 % 1)
IM3E H-G 1] Cpago PLIEFENT K RIEAT 5 W25 251, 2570 MAEAR Y LAFE R IR G 34 =
A2 22 /0 Ay JE et & i ik P 5 TR JRGRI BRI H-G 3RAS () ISR ¥ AUC 1) 200 %, S fidk 2271 500 %6 1
M3 H-G 1 AUC. 7E 57— SER 7 &b, TR M IR (il A2 m MR AR B R 148 ) K
2360 nmol &) H-G/kg MIFIE 2 J&, ZE 70 M AEMR P BLS A2 IR M H-G _E 3= 22 /b
HAEHEAT AR 7 R 252 S Hh A% B JR 34 () H-G RA5 I I8 H-G IR B 1Y 200 % IR ZG 5 12
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[0440] 4.3 AREHWEVIHIE K

[0450] A& BH AL &4 o] CAIE I B 28 1-17 Fros B9 & Al VR 3R 15 . AR E R A
R WRBI AR HEA SR IE R &z HETT S GABARBYE G, C
15 GABA ZE L) i) & BB R 438 1 2 Mg v () 40 2 W, Satzinger 55 A, 36 [H & A
4,024, 175 ;Silverman % A, 35 [H & F| 5, 563, 175 ;Horwell % A, 32 [ & ] 6, 020, 370 ;
Silverman 2 A, 3£ [ & #) 6,028, 214 ;Horwell Z¢ A, £ [#H & F 6, 103, 932 ;Silverman
2N, £ HEH £ HF) 6,117,906 ;Silverman, bR 2y 7 W092/09560 ;Silverman & A, 7R
N FF WO 93/23383 ;Horwell 25 A, [ B 2 FF WO 97/29101, Horwell 25 A, [ Fr A FF WO
97/33858 ;Horwell 2 A, bR > JF WO 97/33859 ;Bryans & A, bR 2 FF W098/17627 5
Guglietta Z& A, EH Fr 2> JF WO 99/08671 ;Bryans 28 A, H fir /& JF WO 99/21824 ;Bryans
2N, B > JF WO 99/31057 ;Belliotti 28 A, bR 2 JF WO 99/31074 ;Bryans 25 A,
Bk 2y JF WO 99/31075 ;Bryans 2% A, bR 2y JF WO 99/61424 ;Bryans 25 A, [H b5 2 JF
W000/15611 ;Bryans, [ [ 2~ FF WO 00/31020 ; Fil Bryans 22 A, [H Fr 23 JF WO 00/50027) »
B J71EAE GABA R & it R b2 i), AR AR N ] LA 5 HS . &
SC P I 1 255 0 A8 A O B a2 A, IR AT RAER B ) O 3 A% O 45 A 21 GABA SN
W (W W 2 W Green 2 N, ” Protective Groups in Organic Chemistry( A
ML ¥R 3E) 7, Wiley, 8 — W, 1991) ;Harrison Z& A, ” Compendium
ofSynthetic Organic Methods (‘HHL& T LA ) 7 , 38 1-8 % (JohnWiley #1 Sons,
1971-1996) ; ” Beilstein Handbook of OrganicChemistry (Beilstein & #l 4k % T
M), ” BeilsteinInstituteofOrganic Chemistry (Beilstein BHNALFWIFHT ), 2
oA, {5 [ ;Feiser % N, ” Reactions for Organic Synthesis(HHLE MY ), 7
H1-17 4%, Wiley Interscience ;Trost 2 N, ” ComprehensiveOrganic Synthesis ( %
G AW 4G ) " , Pergamon Press, 1991 ; " Theilheimer’ s Synthetic Methods of
OrganicChemistry (Theilheimer 5 ML AL %= & &% 77 ), " 4 1-45 %%, Karger, 1991 ;
March, ” Advanced Organic Chemistry ( F2EH ALY ), ” Wiley Interscience, 1991 ;
Larock” Comprehensive OrganicTransformations (ZE&HNEEAL),” VCH AT A, 1989 ;
Paquette, ” Encyclopedia of Reagents for Organic Synthesis( HHLERIRFEH R
F5),” John Wiley & Sons, 1995,Bodanzsky,” Principlesof Peptide Synthesis (k&
RJRFE ), ” Springer Verlag, 1984 ;Bodanzsky,” Practice of Peptide Synthesis(JIk
A RECER ) " Springer Verlag, 1984) .

[o451]  [Klith, Tl 2 4% & B4 5400 B L rb 1) () JsU Rk T DL 45 21 s n] BLEl 2 %0
()G T i es o HE FH TG AR ST IR IR A1 24 1 77 V5 n A sk b s , B0 4 T 25 1E LA
IR 27 BRI ARSI R AR SR U AR B S W, IF AT DL T sas & B AL
G BRI, ARSCRE T B 7 2 AT R A R AT 256

[0452]  {ELAT HE—B&Eed, 48 2R U sl e R4 264 GABA R = B8 B Be AL LA
A] LU VF 2 ARUE AR N i ORI & T R R RS A e AL A MR B R o 72— ML)
SEETT 5, AT LAKE GABA ZRALIA) by I sliht B2 A6 A5 577 (A an B A — M Jie A — PR R 2 Rk
WE ) AFAE N ONVAFEIBE . AE 55— ML R SE 77 229, W] LAKE GABA SRABIA) 5 b i {ETAF
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FE N S NATRIBE . e GABA SR HE AL B s UL ) 5 VA E AR U AR 53 BT 35
A SR LR 2 25 BORNE I A
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[0455]  tnbh LBREE 1 s, Al LRI B Y GABA RUIRT A4 (6) MR ImzdAE (B8R
i) PG ERRIMEY (7)o HEATIERN SN BRI AU E AR N SR Ui A2 C AT, IF
ALFEAEAN PR T oAb — WP ik e b VB Eh 56 o T e FEHE, R IRAT W B R BOR A BT S
GABA 2RI (6) 7Efk (& M BULSE ) A7AE T IR RN AT BLAH T 1 (7) o
[0456] ek 2

- (7)

[0457]
’ RS
RT
RECOW + (6) sto/u{ /H% \><rﬁ\/
. R RS
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RS RG
9)
R2 4 RS
N N @
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R3 RS
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AT ERIRE GABA SRAUMIRTAY) (6) Hetb s FIRAE (8) o WIEFEML, ] LA CLAN XS 57
WUERRR (9) 5 (10) FIEE IR H] TE s (8)
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&, 5
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. £
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[0460]  Gni%4k 3 o, Wl LLE AR A RIAA A0 S B RIR AT AL 3 M # GABA SR AIfiTAE
V) (6) HA AL (1) o F TREAT R S NIRRT AR G AN 52 R Ui A2 AN
HAFEEAR Tt — 0 i e £h 8 £h 55 o T e, AR AT AL A AR L 50 APPR I B8R
REWS (6) 76 (nEEA - BUESE) A7 T BN AT U T& A8 (11) . 78
F—AT7EA T UGB E AR (0 = 0 B ) (F4E FUHT I Be Rz (7) ¥4k Kk
i ARWEZ (1D .

[0461]  WJ DLHIH W AR ACEE IR B AT £ (BRI HI8 P =0, Q= SHIP = SQ = 0) ( Hr
W SR BRI RE BN 4- AL ZEARIE ) 5 GABA RMIRT A (6) TEBRAEAE T HEAT I N &5 ik
A2k FIREE (12) M1 (13) o 1] LUE R EE 5 il R AR (9) 8k (10) R MVIE bRz
SEERNE (13) o A] LA IS GABA SRBMATED (6) 5 iUk IRERAT A (EIPHIQ =)
(b W o ALY KM BEBY 4- AN FE RS ) TERRAT AR T AT O i i) ¢ AR A TR
fig (14) P =S,Q=19S) (B WKL 4) .

[o462] B4k 4

[0463]
B, Q R? 4 RS
REP-CQW + (8 Ree_ )L{ MN%R
=
wW=Cl, skeik n R® RS
LS &1 )
. P=0,Q=5(12
P.Q=0%S P=S.Q=0 (13)
P=S.Q=S(14)

[0464] —FhH & (V) LS 5B 5 B,
[0465] 4k 5
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A e WG e

(1) (16)
NO,  [R%CO, M sk “
s o " e Rl S
! (o) (o) RzSCOzNR4
M=Ag, m=1, (18)
(17) M =Hg . m =2
K qu RO Me,SiCl
| : B,
Rw O n R3 RS
(19)

[0467]  FERRAZAE T FH 5 B B8 £ A A ZE 2R By AL S PR IR (15) 49 21X A5k 455k
MRNE (16) » XALPHIAH BAZ A BB (17) , ¥ L W) 5 4 8 BOR TR 1 VU B L 2 6 [
NAFEML G (18) o FRIEAE = A LRI FULA7 AT F GABA SRIBIMAT £ (19) Ab3H
(18) 1320 (IV) WALEW . il 2 AH QK BE A Ik be Ik 2 2k A R BB A A W 1K) J7 1 CUAE AN Ak
TR (Alexander, 36 E EH] 4, 760, 057 ;Alexander, 35 H & H| 4, 916, 230 ;Alexander, &
[E £ H] 5, 466, 811 ;Alexander, & [EHEH| 5, 684, 018) .

[o468]  m]EFEHL, X (IV) B4 G AT LAUIERER 6 Fras it 73 28 77 R e (18) il £« 1X
B (18) HEIEMEAERRYH o - 2 5E8R (20) MR MNAFEIE Y (1), Frik 8] = ¥){E
WReRdr e (AR T B ) $20MLEY (22) , 3R )5 ARSI A O br e IR & FH s L
GABA K114 (23) 15
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4 Rs
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Jse L o
OH
R S0 o TJ\L( (23) _ v
(22) R (n=1)

[0470]  H—FbA X (V) ALAP 7 I8 1% GABA SRRt AW (19) FRIEAL Kyrh
[F) 7 4) 28 5 TP R 2R AT 1), B Al I AR AU P 2 T I 7 VA I e B rh AT i e B4k e
MM EER] (Butcher, Synlett, 1994,825-6 ;Ferres 25 A, U. S. Patent4, 036, 829) ., {#
AR TR B W RE ARV U0 DME 2 NP &7 (19) FIA (45140 CS,C0,, Ag,C0, 5 Ag0)
(RIS . IR AEAE AT IR ) & T A7 A T IS AL I s 404, T4k AL B 3
MNSE e AR 7 % T H stk (24) #il4&8 (OV) MALEDHTR.

[0471] B4k 7
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[0473] W[ REFEML, X (V) Wtk &P LA 2 8 Fion ity B 1 5 il % o AR Y
a - IR (20) WIREAAGEEARRA R =) (21) , EFENARI N 5 GABA 25114 (23)
5, WAy KL 6 Fios.

[0474]  PKek S
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[0476]  {H 534 — A5G e (IV) B4 A9 1) J7 1 MO GABA S AL 1 il = 2% 91 % s AT
RIS AL (Gallop 25 A, #n K “MethodsforSynthesis of HRi#Z§ from 1-Acyl-Alkyl
Derivatives andCompositions Thereof ( B 1- WkFE — ke FE AT A9 K& H A7 Y4 ik Rl
AR LR e B TR S ) o WKLk 9 Pros, Bl =2 FIRES (25) 4L
132 V) MG, kA AREEAR T T . = OB, 4. 2kt &
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LHe AR LR OBE O PR AT AR — b, A5 mT LU Atk (41 4n
PR B4 B ) 5 B A AR (1 il Bl A A A ) o D0 AR AR A TR e D R T
Baeyer—Villager &4t & Mg 5% N BB /) 5846 71 (Strukul, Angnew. Chem. Int. ED. , 1998, 37,
1198 ;Renz %& A, Eur. J. Org. Chem. 1999, 737 ;Beller 2 A, in “Transition Metalsin
OrganicSynthesis” Chapter2, Wiley VCH ;Stewart, Current Organic Chemistry, 1998,
2,195 ;Kayser 2 A, Synlett, 1999, 1, 153) ,
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[0510] A DA ph A 45tdsk b 40 E’Jﬁ/fﬁﬁﬁi‘iﬁﬁﬂﬁ‘ﬂ{é\%ﬂ / BEA IR T I  FIAL
FEJE KGO0 B RORAE IE B HLREIEOR « AL A 22 28 PR L AR O (Rl 2 pl e
ff%ﬁf%ﬂﬂ}ll"]%ﬂ B IR )  RMEE CRIOCTY 28 ) IR AR B M 5 03 0 & T ik W 2355
fER) &3 ()2 W, Satzinger 55 N, 6 [ &4 4,024, 175 ;Satzinger 55 A, £ H &
A 4,087, 544 ;Woodruff, 3£ [H & F| 5, 084, 169 ;Silverman 2 A, £ [H & #| 5,563, 175 ;
Singh, £ EEH| 6,001, 876 ;Horwell 28 A\, £ [H £ F] 6, 020, 370 ;Silverman Z£ A\, EEHE
F) 6,028, 214 ;Horwell 22 A\, ZE[EHEH| 6, 103, 932 ;Silverman Z5 A, E£EEH] 6, 117, 906 ;
Silverman, [E fr 2 JF WO 92/09560 ;Silverman 25 A, [E Fr 2 JF WO 93/23383 ;Horwel |
2N, E Br A FF WO 97/29101, Horwell 22 A, [ Fr 2 JF WO 97/33858 ;Horwell 25 A, [H
bk v JF WO 97/33859 ;Bryans 25 A, [ Fr 2y JF WO 98/17627 ;Guglietta Z& A, [E Fr 2y JF
W099/08671 ;Bryans Z& A\, [H fr 22 JF WO 99/21824 ;Bryans Z& A\, [H 22 JF WO 99/31057 ;
Magnus—Miller 28 A, EFRATT WO 99/37296 ;Bryans 28 A, E R/ TF WO 99/31075 ;Bryans
2N EFRATFW099/61424 ;Pande, [H R/ JF WO 00/23067 ;Bryans, [ Ry FF W000/31020 5
Bryans 28 A, EHFR T WO 00/50027 1 Bryans 28 A, EHFRZ T WO 02/00209) . A8 BH )
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WEmA / A GV A D T AU b ek 77 (20 B ) W67 siIB R 7
AR FE RS KA B RO AE B B HLREGR il A AR P D R Rl 2
2295 PEPIRANDL A A B 88 20 )~ RS (RISRAT R ) RIR . W5 A & B I 252
fiEo PRI, ARSI AN G2 BB 88 53 B AT AR AL S AT/ B2 & P LAIR I BB
Pk AL B RS R A0 | B RO AE B B L RS J30R U L SR AR MR A AR CRe
J2 PR P PIRTRT L A R B J O )« AP CBIORTY 28 ) L SRR S B W0 0 Tt o W 5%
.

[os511] 4.5 yf97 / TiPi4a 24

[0512] ARG / RGP AR T AN, Wikl B&B4o 4. 4 ik, &
RUTRIAL G P s S FH T30 9T BRI BT B  F0A  £5 58 R plo B IR AR L IZ B L BE s
AR U AP AR PR R IR e ) AP 2 M AT MUDTL IR M 8 5 m )  R MR
Wi CRISCAT ) VRIR B W95 5k S B i 25 51

[0513] ARG WAl G T8 97 B P; Bl 5w s hE i, ] LU — 53
EIRFBEA A BN H . ARG/ 8 -G n] LR -— 5 B 25 2235 k),
LG A B I E Ak S P it FH BN

[0514] Az W4 (it i 25 58 35 it FH U697 A B A R W A & D) sl & kAT V6 97
AT 7715 BTk S8 5 n] LU0, SEOUE A SLBhW), seflit o A

[0515] AR EWEA G, B8 — P A K AL &), ILIERAT DIk Ak
A G/ B -G id v] L o e IR AR 45 24, 49 T i aod i A eSO O, i
b R BRI S B KA R (B CURG I B A i i R s ) AT 45 2. a2 nI LR RELA 2Y
SR 2. 2RIk R gL AN AT LUR Tt FH AR R B AL S R s S I8 TR R e
(0 an JRR e B0, 3R T HR JBUR VlokE IR B I HE S ) o 2525 TS HAN IR T B2 N LI L
SN SN AN A 10 N N SN XS N T N BRI N =N 77N NG S e B
R TR B IR BB TR AT 45 25

[0516]  EF il Lk () SE Tt 7 S b, A R W AL S A/ BG4 mT DLIR G FF SR I8 R
g8, Ik DIRFF R IR SR IR . 72— LTy Zrh, W UAT A 42 ( 22 W, Langer, supra ;
Sefton, 1987, CRC Crit Ref BiomedEng. 14 :201 ;Saudek Z& A, 1989, N. Engl. JMed. 321 :
574) o

[0517]  ZE % — s 7 e, 7] AT H 22 & ¥ FL (2 0 “MedicalApplications of
Controlled Release( ¥R EZ N ), ” Langer fl Wise (eds. ), CRCPres. , Boca Raton,
Florida(1974) ;“Controlled Drug Bioavailability (2254 FHEE ), " Drug
Product Design 1 Performance, Smolen 1 Ball(eds.), Wiley, New York (1984) ;
Ranger Fll Peppas, 1983, JMacromol. Sci. Rev. Macromol Chem. 23 :61 ;34 % 0. Levy 25 A,
1985, Science 228 :190 ;During 2 A, 1989, Ann. Neurol. 25 :351 ;Howard Z& A, 1989,
J. Neurosurg. 71 :105) o £E—MRIERISEHTT =, HERESM B T DIRFF EoR 06 . 1
ERREGVEFERPEAERZM R ANERGER AN EPFEGEZNROETGHEER (&
WINPT RELTYER) . HERERTERB C iR (Alderman, Int. J. Pharm.
Tech. &Prod. Mfr. , 1984,5(3) 1-9) o M 23R PR 28X T A QU AR N Sk Ut EL 40
[y, HHERAE AR F (Bamba %5 A, Int. J. Pharm. , 1979, 2, 307) .
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[0518] £ — S/ &, T LLE AR T LIRS EE R 4n 25 ARIE Ak R
A4 B WO T pH A2 PE (BRI pHEE SRR 123G HA SA% sl MO T pH 1 RZAK |
W e R A (RIS TR R R T80 ) 2R &4, i B P ( RIBR IR I50) RS
T Rl e 3 e i R R (B 3R ) R &

[0519]  FE5 — DLty &, BBk RAa M T ORI 25 (Verma % A, Drug
Dev. Ind. Pharm. , 2000, 26 :695-708) o £ — ANk () 55 i 77 58 1, % OROSTM 12 3% ¢ & H]
T O R FPEERE R IL S E (Theeuwes 55N, L E LR 3, 845, 770 ;Theeuwes % N, £ [H LA
3,916, 899) .

[0520]  7E 5 — K7 b, v LR BB RAIE AR LG/ LA A
AR, M FFE S R a1 & (a2 0 Goodson, in “Medical Applications of
Controlled Release (=B HIE=NAH ), ” supra, vol. 2, pp. 115-138(1984)) , &R DIV
FIAE Langer, 1990, Science 249 :1527-1533 h TRk I H BB R %,

[0521]  ARHEIALEHR / BUAH -G IILIE LR X 838 AT R N 25 25 I 32 4L GABA 5 ALL4)
(b e mg T A pregablin) o HAAAETEZHIL BRG], AR HKL AT / B EYIH
I EY Aoy I 12 1S3 N i B L/ LR = BN 70 N AR AN N AN R B o T B
(R ZR AP A7 A () — Fh el 2 Pl ] DL SR A i IR AL S W) s S R 2 T o AT EENT T
AR S AR EE R Pk I A B AL G W) RAE T 25T T G GABA ZRAUA 2
KERWBZE 3 (PRIE/N T 0. 5wt %, BEILEDN T 0. 2wt %, ik T 0. 1wt % ) o
AR B A T 24 R T PN I ez e ()R B mT DUASE AR TR o3 B 7 V0P o

[0522]  EARANEAESZELW IR, A& AL SR / 8R4 A28 o mT LAZER B 1 1E ik
WerT (Elande B sl ) i/ sPel B i s (ol an /el 423 g I B dE B
(WM LB L ZR ) B . SR AR B IR A5 1R 25 0 7 Al T MRSty o 284t T P 4%
(%) GABA ZALYY ] LA FLHE W e g N R R (9 il it 7 T /N i K ) Fh PR s R i i
) o WA R BH 140 G40 ) 35 TCAE A B I W s SR, NI 2 GABA SRAUI AT 25 1] LA
Wlas @ I B 5 I PR 1 B (R I B AT 4 s SOR g M 4 1 T e W e idE N R FE
[0523] G SRA K B AL G400 B 5 TTAE Al 2 W 0 SR, D)X 28 GABA ZRALLA) 1T 25 1]
LA L MK N RGN . TEIXMIE DL T, AR AL G s G AR 1B R ¢
SRR ). B MR SEE T T, AR AL G el G0 i 1 iR SR
YR ERIR . PIETE IS 7 b, R R AL GV AR —iIRe 2y ( EALERER
—K ).

[0524] 4.6 AKRHKAEY

[0525] AR HIA G IGIT AR —Mei 2 Mtk b4t e XA g UL E
YIRS & 1K) 255 BRI B IO, BLas B E 3 idE B4 2 2. At B T4 250,
ARG R 25 ERT R ORI IE R e o 55 Ik P it A B R A0 & P
AR — PR B T . 38 AT LI 3R 7K AT A e 5 H I K9 98 AR VAR IR ), R )
SEH TSR & 252 RIS B RE 1 a0 DUR W0 < 3 K0 5 200 - LV - Teemk L B
JRE 22 2~ OROK S TR« 1 e 2 A T TR Sl T PR H v s 3 A~ LA e K I e 5L H
A B K SRS o WU T ELRE, AR B A-S9i8 w] LA 2 /b 8 RN 1) R LA 51
B pH Ze g, m] DA B BsoE 1) B AR 00 I RS )
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[0526]  fE—SEili 7 e, AR A EGWA S A B IE 75+ WL IE B i BE R &)
Yo 1E— ML LT P, ARG WX TR AF (L KT 14 ) 2RE
(K], AT N & W (kDT 0. 5wt % Wk, B4R D T 0. 2wt % N Bk, i idk
DT 0. Iwt % NIEIZ ) .

[0527] A AR WAL S YD I 290 A0 G ) n] LA ER B FLIRIVR & VA A TR TR A< AL BF
PE LA I B BB (entrapping) BRIGT ikl & . Prid 2544064 mr LU S 75 =K,
A7 FH— el 2 Pl AR B 27 AT S IR W RRORE R IR 00 BRI 30 ) 2% AT A 8 T AR 2 B
(R4 A il e T DA 24 IR a0 o 3 PR R ke T P e R 1) 25 23 428

[0528] AR BHICTAL-A 4 HI500 AT DL ARV A BV W FLR S ) ALFRS 2 0 e S B TR
PRI 38 K R RSB T ) B3R LV SO IR S W 55 1) B VR B AT H 0 T N A 1)
o fE— LT R, 25% ERl B2 MIUE R IREE (B2 0, GrosSwald Z5 N, 36 [H
LM 5,698, 155) o H B B I 25T 50 1) S5 O G R R A4 H (2 W, Remington” s
Pharmaceutical Sciences(Remington 25484 ), Philadelphia College of Pharmacy
and Science ( BRIRLIYFFIRF 5208 ), 36 17 WL, 1985) o B0 A I 26 4 il 2% HH
T OIREEIE R T DRI 25

[0529] {4, (1 Ras IR KT 4G4 mT LU i) BE 500 & K B T 40  ORLFR) 55T 5L
TR HE BRI B o 1 IRAL S AT LA — A 22 B (R0, 451 an i R sm o SRR R
2 2R SORE RS VR R T G AT 275 Tl R A € R AR AT 7 AR R 22 B R] 1 R 5
1M HLAE 7 VB G0 T, A] BURE BT iR 406 W) B A< DUSE IR 71 1 i 1 B A AR e, AT 2
IR FFSAEH o« A FEEE RS G YRR 2 E MR AR IS A T D IREG 25 AR &
AL SR G o AEIXLEJERIT 6, >k B IREE ] FE 5 A SR s AL S
Bk Ak & i i LA B2 R DU SR AL G40 o iX S8 15 5 -5 BTN 3 =6 1l 550 i HE T2
FIZAH EE AT DABR B A b2 st d i 28 o 3w DAASE FH S Py A A da s A I - votn 15 st G 7R
HlE. CRA AP nT A FEPRAER I W H 25l 0B ks il IR R EE VBRS Bh  4F 4 22
WRIR RS . IX LU Ltk 24 FH A5 4%

[0530] o T [ JIR 8L A7 i) 51) 497 a0k V2 5 Tt R R R, T P 8 A TR T 1) B o 1) . i
IKSERAK B Tl (B ) (B Ge i R (ISR £ R ) W B pH4 1 pH6 2[R
TRER TS50 (K2 5mM 22 K2 50mM [F] LR #h KA BR 2k PUdR M ER £ ) 5. JbAb, Al
DA TR 7 J 300 25 (0500 26 B 2E PR A

[0531]  ibw] L5 il i e e 4 Sl T 45 25 . A TIh 245, A -G R B mT L2
DL RLOT VA B R ) BE ISR o 3T b W 55 28 VR AR IDE 5526 R EHD "V IR . — g Y.
FH IR 259157 — M B A R BH IR S A 2 2% B nT 82 IIRTE S ik 2% Enl 2
IR T A2 AR W 7K B & BB AR AL R o AEIE I 55 — R I e A R BRI 54
(RIS B TV I O IR T R o DLIE I PO AR I £ g R O 8RR . H'E
T FH TV I B R VU A 24 ) 5 T R T VR Y 1 6 T R AR U AR N D SR A2 L AN Y
(2 W, Biesalski, £ EEH| 5, 112, 598 ;Biesalski, & EEH| 5, 556, 611) » A& BHH
B3 wT LA R B9 T 25 40 A 5 B DR R R P ) 49 2 e B R TR o ]
AP EE L E R R T AT IR 2 A, 3 AT DR A B AL S ) e iR . 1X
R IR F R AT Ol A . (B an 2 R elULN ) sl LS B T 4 2. BRI,

o7




N 1753673 B WO B 56/77 T

AR ALY A] DA S 3 B ) 58 s KR L (A9 S e m e 52 1Ry o I SLVR ) B0 1 AT e
P —EE 2%, B Rl D B SRR AT A4, ) a0 /b B

[0532] ARG WA R YERT, ‘& ] LIVE AU B IR 255 ERl 52 1K 3 L b A ek
IKEWAELEATA ERHIFIP . 25% ErEsz W Eh 50T EOREE T i S IR 1 s e, wT LLid
ik SR N 2% 5 FF T EORE I ) S R Y X B T K R B

[0533] 4.7 W 77y &

[0534] A B AW ERILA GV — R LA 380 N DASEIRIER ) B W FH TR 7 B
77 LA 0 AR 508 B E R R 000 AR « £ 1S K A B R ORAE L B s AL BEIRIE « i
S AR TR B IR (R R A 2R 0 TR B AT L R R B A ) L A (R
KATR ) RIR B Wi 8k SR 275 AT, A8 K IR AL G s A1 B W) LLVR T A 2 it
FHEUNY o

[0535]  AXIC oy FF (A R G 7 R 52 50 B IE R AR J B (1) 40 G 40 1R 280 B e T 9 B
TE R 5, RT DL AT (A8 D AN AR IR R B AT 2 o IL A1, RSB R IR G 7]
DA H T35 B e s EJu o A& R4S ) 1 45 25 80 S AN B TR 9T (1321
R TR IR I R 45 2 SR T B I T

[0536] 54, W LG 5 —25 245 L 2 RN H sl B e 25 A S0 h it flE . 76—
TR SER T S, AR B A i O IR FF SR s 250852 o PUEAE ISt 77 b, A K
B A A R R =k (AR RER— K ) o I nT AR B4, m] DA el 5 e 24
VIBEA AL, AT AR S R v T 950 B IE BT 75 1 B TR) B o

[0537] I ‘AR 1 AR ) Y0 ok T BEA GABA SR 25V I35 T, AH— A K5 0. 001mg
2Ky 200mg ARG / T 5o AKEE . 24 GABA AU A4 I e T Hs, 7R 1y e A1 B
) H & 900mg/ K42 3600mg/ K, 11 Il EL TR/ 24 10570 & m] DL 15 2 $ (L 5% R /R
EAMESETT . He GABA R AT LALL N ELmE T (#9141 pregabalin) A4 25, i HAHK
T B BRI T 22 8 B (AR SRR IRl e ) o ] BAH ARSI AR A R
CL AN 7 VR 28 ) Mo rE R e

[0538] AR B AW ILELE ] T N Z BT @ AT 7E AR SRR N B AR b7 By i P 1)K
5o lan, RAMAL T DA T A % IR 2 LA e kB AL S I A G K 45 25
S TR 8 FH s R R Gk ] LIGIE A &R BH IR S 102 S0 22 4 1
[0539]  ARIEVARIT A G & B A ST IR A R B AL G 3 AR Va0 9T s AL RIS 2 4R B A
SEENE. A KRS P EE T DT AR HEZS 2% 700 5E , FF ] DL B i A s by
RN RHE . BESHTERPFIEIGZIRT IR AR UKL SIE R IR H R & )
TR R AR AE IR T TR A

[0540]  AXSCPTId AR & BH AL A4 1) 50 s AE AL G B D B 5 I B A B A 0N &
RITEFR IR FETEE Z N

[0541]  4.8. BESVATT

[0542]  {EA R BHIFLLL St 7 b, Ak AL G0 nT LS 2 /b — R e va 7 R T8
EIRIT . ARG YIG TR LN, EOLE P FEEM . B — ML RS 7 &
o, EH AR WA S A -G Y S BT R EIN 45 245, ik a7 500 m] LS Ak B )4k
W FER SN 3 0 BAE A RMAEY. 5Ll EH, B AR
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WA G Y] UAE S — s e i i J5 45 25

[0543] 5. SZjiifs

[0544]  Zx A DL N SEHido) 1 — 0 0 SO W, P STt 9] 3 4k A% % B AL S AL &
VDI LA S AR I B AL A AL ) B RS o AU AR N AT DL B HAEATS
AR BH ()R 0 L R 00T T DA JSUARK I 7 ¥ S5 it 22 o g 7Y

[0545]  7ELAF RS H, LUF BI46°5 BA LU & o WREA w X405, W' B HE
W RS Lo

[0546]  AIBN = 2,27 —BEXN (FTH)
[0547] Atm = A&

[0548]  Boc = BUT IR

[0549]  Cbz = N #EZE (carbobenzyloxy)
[0550]  CPM = Bt

[0551]  DCC = HOERAL I

[0552]  DMAP = 4-N, N- R g
[0553]  DMEM = 1K eagle $57FH
[0554]  DMF = N, N- ZHEF B
[0555]  DMSO = _FH

[0556]  Fmoc = O- DR HEIRIL
[0557] g =

[0558] h = /PEf

[0559]  HBSS = Hanks ZE3P VSR
[0560] L = J

[0561]  LC/MS = WAHEGE /P
[0562] M = JER

[0563] min = 7

[0564] ml =7t

[0565]  mmol = %@ﬁ

[0566]  NBS = N-RBEHIBEZ
[0567]  NHS = N- AREEDEIIWL L
[0568]  PBS = Ez‘i h gz i #h K
[0569]  THF = VYERRIR

[0570]  TFA =  ZHLR

[0571]  TMS = HERRLRE
[0572] ulL = Wt

[0573] uM = R

[0574]  v/v = MBHAR

[0575]  SEjitfsl 1
[0576]  1—{[(a - FREHEFLFAEEE ) FRAL 1 I | -1- RO B
[0577] DR A XHAEIE IR IR S P IS (52)
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[0578] G XTAFZEZL®Y (100g,0. 72moles) ¥ T LK USRI (3L) FRIZI M HE . =W M
HHEBIMA AT ERATES (70mL, 0. 7T9moles) , 2R )G A = L FEHZ (110mL) » HiF: 1h J5, 4%
SRNARG WIS PE G SRR 4, ARG H SR Ol (L) #ké e FH 10 % R B (3 X 500mL) Al
INHCI (2X 300mL) « #:7K (2X300mL) J&i A HE B I FH KB BR T4 . B K515 321
157g(95% ) [WkrEL &4 (52), h—FifE k. Fridfb&¥x LC-MS AfasE . 'H NMR(CDC,,
400MHz) :5. 86 (s, 2H) ,7. 44 (d, ] = 9Hz, 2H), 8. 33(d, ] = 9Hz, 2H) .

[0579] DR B X i3 AR AR R B /i (53)

[0580]  7EZ&L/TAR 5 0 AR 22 R S5 ik e 50 P iR (52) (100g, 0. 43moles)  BLAL B (228g,
1. 30moles) F 50g Jo/K4r -9 (4299) N3 2L AN, [RIBEAT MU HE . 7E 40°C ¥
VRS BEFE sh GBI 'H ONVR B ) o BEdE5E e, ok g8 RR 22 [ AR 0, H 20K T bR 25
W B R T /T e (L) AR BB /KA (300mL) B K, 2R )5 K
(300mL) ¥E¥k. 7 BEAVEIFH AR5 . BrEHHIEE] 123.6g(89% ) HIbrH1L
G (B53), FEFE I A — A . RILFTIRAL G4 LC-MS ANF&7E » "HNMR (CDC1 5, 400MHz)
6. 06 (s,2H) ,7.42(d, ] = 9Hz,2H),8.30(d, J = 9Hz, 2H). ""CNMR (CDC1,, 100MHz) :155. 1,
151.0,146.0,125.8,125.7,121.9,33. 5,

[0581]  ZDER C . ZHE LR (54)

[0582] KB e (50g,0. 49moles) W T £ 1 (1. 3L) , SRJG IIANEALIR (70g,0. 29moles) ,
HRIZADERE o ARG TERSS TN 660mL 7K o 153 FIRTE T 70°C T {ERE Ab i 1he H
C ERUEH I YRS, IR R HIAF 2 865 (82% ) AR AY) (B4) , A—Fh K (bl 4, # A
St — LAt T — 2 RN *E?‘%*fjﬁﬁﬁfzﬁﬂéﬂwﬁm TR ) e AR R

[0583] DR D : B i X i

[0584]  [WJ7EJC/K 2 (11) EPE/JXTﬁﬁ%ﬂK%Eﬁ@&ﬁEEﬁ@a (53) (62g,0. 19moles) HIHF BN
A= RO (80g,0. 38moles) o 7E 55 CHAE A FHEF: 3h 5, B R NIR G HI 2 E
U, A C EhuEHu g, F 0% BRIRER (500mL) PERIER . B FEFHIEE] 43¢ (75% ) HIFF
FAL-EY (55) , A— P . "H NMR (CDC1,, 400MHz) :1. 25 (s, 9H) , 5. 88 (s, 2H) , 7. 40 (d,
J = 9Hz,2H),8.29(d, ] = 9HZ,2H). "*CNMR (CDC1,, LOOMHz) :177.0, 155. 3, 151. 6, 145. 8,
125.6,121.9,83.1,39. 1,27. 0.

[0585]  JDERE :1-{[ (o — FrBiaa h et ) Bdt | 2R R | -1- MO LR

[0586] (51)

[0587] 7R /K M HE (100mL) Ao hin tms T Ui B i (24g,0. 14moles) i3, 28 J5 43
S = RS (18. 6mL, 0. 28moles) A= Z &M (10mL, 0. 15moles) AbFH. ¥ s i aiF
AN AR F P A SEIRAT A [ AR 1) 56 A i . I3 (equalizing) NI IRFFELL BT
I s T BN B SR R, FEAE R P AU R R = S ke (100mL) A ()3T B 2k
AR R AN 2 R JE R (B5) (20g,67mmol) 1= &% (10mL, 0. 15moles) WI¥SH . 4 Hrfs
(B8 LRSI FE 1. 5he Bk se et ClE ke Mg e m I ) B RS Yik vE, H a8k
o VGRSV T 18 218 (500mL) , A INHC1 (3 X 100mL) « #h7K (2 X 100mL) $eik, HH T
IKORER N T o BRZZEFG B 0%s T B (300mL) , 2R J5 M 1g5% Pd/C. K3
TREWAE 50psi E KT HidE 16 73080, ARG H C shukBad vk W4%i)5, HRRWE T LR
LR, H 5% H,S0, PEV, I KB T8 . 7RI T BR 25850 , R e R -4 T
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itk (4.1 Okt BRI ) 153 15g(68% ) HIbREL & (B1), —FhE A, M p. -
79-81 °C ;'HNMR(CDCl,, 400MHz) :1. 21 (s,9H), 1. 3-1. 5 (m, 10H) , 2. 32 (s, 2H) , 3. 26 (s, 2H) ,
5.33(M, 1H) , 5. 73 (s, 2H) . >CNMR (CDC1,, 400MHz) :21. 7, 26. 2,27. 3,34. 3, 38. 2, 39. 2, 80. 6,
155.9,176. 8, 178. 0. MS (EST) m/2328. 36 (M-H) ~, 330. 32 (M+H) *, 352. 33 (M+Na) .

[0588]  SLjififs] 2

[0589] 1-{[(a- ZFRFLLHIE) BRI 1 WAL | -1- RO L TR (56)

[0590]  SDIEA :1- S LHE - XTAEFIEAIERIRAE (57)

[0591] 7] UK ¥4 [ & A 78 — S0 ke (60mL) o 1 XA 25 2K %y (1. 39g, 10mmol) A ik mg
(0. 81g, 10mmol) HJ MIRGVIMARTIR 1- WL (1. 2mL, Llmmol) « FVEEW T 0°CTF
Pk 30 73 %h, ARG AR EIR T HikE 1he fEUE T ERZEHNG , FIRRWE THE, HIZK 10% 47
BIRFIIK sk o FH Na,SO, TIEBEZ , AL ARG 2. 4 (97% ) Wiks@EY (57),
Sh—Fek 4. HNMR (CDCL,) :1.93(d, 3H) , 6. 55 (g, 1H) , 7. 42 (d, 2H) , 8. 28 (d, 2H) .
[0592] IR B :a - LRIE L3 - XHAYFEAEILIRFRIE (58)

[0593] KAE LR (15mL) H Y 1- Al L3k — SFHZE R IREE (57) (0. 5g, 2mmol) Fl £
& (1.5g,4. 4mmol) HIREW T 506 FHtdE 24h. ERIE T2 C /)G, B2 Yvs T8,
FHH7ZKL0.5% (v/v) NaHCO; 7K B AR BES: . H Na,SO, THEEEE, Hkga 2+ MR
WA TR R (O LR HE (95 :5)) 153 0. 45 (84% ) Ik Btk 44 (58) .
'HNMR (CDC1,, 400MHz) :1.55(d, J = 5. 6Hz, 3H),2. 07 (s,3H),6.78(q, J = 5.6Hz, 1H),
7.36(d, J = 9. 6Hz, 2H),8.22(d, J = 9. 6Hz, 2H) .

[0594] IR C:1-{[(a - LRFIELAIE ) IRIE | ZUEFEE 1 -1- OB LR (56)

[0595] [ & A R A kL (20mL) PN T (633mg, 3. Tmmol) F=ZFEf% (1. 03mL,
7. 4mmol) RSN =P E&ERE (0.93mL, 7. dmmol) , FERH IR S W+ B 2 Bs i
. NS ST HE (10mL) 1 a - LRI L5 - MR R IEIR R RS (58) (1g,
3. Tmmol) FIVETR, 355 T 13 IR S HE 30 23 %P, 10 % A7 B2 G (20mL) VEWR R VIR &
W, I BEENE. BE—5HBF (3X10mL) ZKEE K E, I H MgS0, T84 3 A HLAL EL
Yo WUESG, TERUE NRE A VER . HEREIEGHETARERY (Ck : LR LN
(4 : 1)) 153 700mg (63% ) IbRREAL A (56) « 'HNMR (CDC1,, 400MHz) :1. 27-1. 60 (m, 10H) ,
1.55(d, 3H), 2. 08 (s, 3H) , 2. 38 (s, 2H) , 3. 25 (m, 2H) , 5. 31 (t, 1H) , 6. 81 (g, 1H). MS (EST) m/
2302. 22 M+H) "o JEIEEE 7K (5mL) , I NS EE /R & 1) 0. SNNaHCO,, 2R )5 14 1 K e T A e =
AR B B

[0596]  SEjfsl 3

[0597]  1-{[ (o - FRHWEIEFAE ) A | ZUEHRE 1 -1- O LR (59)

[0598]  JUIE A :a — K PRI RS ER XL AL RS (60)

[0599] =i T M) £E 60mLCH,CL, HF {122 B 7 (2. 0g, 9. 4mmol) [¥J¥ ¥4 1 i A\ DMAP (1. 21g,
9. 9mmo1) MURAHEE AL - ST HLEE (1. 99g,9. 9mmol) o =3 F i+ 3h Jm, HZAKZ b O,
R CR CBE / Tt (2X100mL) FE. KB EREN T & A MIARY . £ T
bR TS RIbR AL G (60) , A Z AL T — 2 RNV

[o600]  IEB :1-{[ (o — ZRFAPER R4 ) SRAE | SR 1 -1- RO LR

[0601]  (61)
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[0602]  0°C T [W] £E CH,CL, H ¥ n &2 %% T (1. 70g,9. 9mmol) MY B yF W A = & 5 i
(2. 76mL, 19. 8mmo1) F1 TMSC1 (2. 51mL, 19. 8mmol) » Z53& T4 & NV HEE 30 238h. (7] R
G IINTE CH,CL, H &4 (60) (FELL EAPIR A il ), B TR R A T il
PR ohe H SR R RE I NTR S, FH ER KBRS, NaSo, TIEEANLZE . 7EUE TR
2o v G, B RERS Gtk ai Ak 7% 43, FIAE CHLCL, FR K 5% R VE TS 31 3. 78g (90 %, 4
W) KRB S Y (61) . 'HNMR (CDCL,, 400MHz) = 8 1. 48-1. 35 (m, 10H) , 2. 30 (s, 2H) ,
3.24(d, ] = 7. 2Hz, 2H) ,5. 58 (t, ] = 6. 8Hz, 1H) , 6. 85 (s, 1H), 7. 50-7. 33 (m, 8H) , 7. 93(d, J
= 7. 2Hz, 2H) .

[0603] PR C:1-{[ (a - KPR ITEIL ) IRIAL 1 FIEFH - 1- O LR

[0604]  (59)

[0605]  ZiE T M 7E 40mLCH,Cl, H i 1-{[ (a - 2R BEEE R4 ) Bedk ] |EFE }-1-3F
O bt & TR (61) (1.89g,4. 6mmol) I ¥ W 43 7l 0 A 77 % mCPBA (2. 07g,9. 2mmol) Fi
NaHCO; (0. 78g,9. 2mmol) , ¥4 15 FIRA W T =W T HiHE I H 10 %A R IR IR AL | MY
REW, IEH CHCL, 28, H R KPEGRA NI, 3 H Na,S0, 4. 8k T B EEHE,
I ARSI HPLC ( M - 7K, 0. 1% FER ) afifbik R, 152 960mg (49% ) HIbs L&)
(59). "H NMR (CDCl,, 400MHz) : 6 1. 58-1. 35 (m, LOH) , 2. 34 (s, 2H) , 3. 26 (dd, ] = 6. 8, 0. 8Hz,
2H) , 5. 38 (t, J = 6. 8Hz, 1H), 7. 46-7. 26 (M, 5H) , 7. 63-7. 55 (M, 3H) , 7. 89 (s, 1H) , 8. 08 (dd, J
= 8.8, 1. 2Hz, 2H) .

[o606]  SEjiiifsl 4

[0607]1  1-{[(a- LFRFLTFEIL) Pk | 2P -1- MO LR (62)

[o608]  ARHESLHE] 3 (7732, JE A 1- Rk —1- 2R3 - N —2- WA 2% 54, 43 2 300mg
(K] bR B4k & ¥ (62) o 'HNMR(CDC,, 400MHz) = 8 1. 41 (m, 10H) , 2. 19 (s, 3H) , 2. 33 (s, 21) ,
3.27(dd, J = 6.6, 1. 6Hz,2H),5. 36 (t, ] = 6. 6Hz, 1H),7.40 (M, 3H),7. 52 (M, 2H) , 7. 63 (s,
1H)

[0609] Lt 5

[o610]  1-{[ (o - KPEEILLEIL ) BILFILFI | -1- K OKE LR (63)

[o611] R STl 3 (7738, IEH 2- 320k —1- 5L —1- AN 2 B4, 13 L Smg (kxR
AL A (63). 'H NMR(CDCl,, 400MHz) : 6 1. 44-1. 36 (m, 10H) , 1. 62(d, J = 5. 6Hz, 3H) ,
2.34(s,2H),3.24(d, J = 6.8Hz,2H),5.28(t, ] = 6.8Hz,1H),7.06(q. ] = 5. 6Hz, 1),
7. 44 (M, 2H) , 7. 56 (M, 1H) , 8. 03 (dd, J = 8.4, 1. 6Hz, 2H) ,

[o612]  SCjfs] 6

[0613]  1-{[(1- ZKAIEEAEIL —2- FEIL A ) BRAE 1 SUOEMIE | -1 - M Oke L8

[0614]  (64)

[0615]  DIR A .2- Z5FE —1,3- —BELE (65)

[0616]  ZiF T [ 7E CH,CL, (150mL) HH ¥ 2K AR (10. 6g, 100mmol) Fl 1, 3— Pkt it BE (1%
N BF,o % E,0 (6. 3mL, 50mmo 1) FHFT13VRG YT =i FHH: 2h. 285 H CH.CL, Fi
[, I 9EIE FH #h 7K ORI NaHCO,  #h /K PRV S8R, I H Na,SO, 48 7Rk T R 2535
FFEI—MEEE A, H 1 D1 B ORGP L E L R3] 17. 05 (87% ) kri
Y (65), A EME S E. 'H NMR(CDCL,, 400MHz) : 6 1. 91 (M, 1H) , 2. 14 (M, 1H) , 2. 89 (M,

)
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2H) , 3. 04 (M, 2H) , 5. 16 (s, 1H) , 7. 35-7. 28 (M, 3H) , 7. 46 (M, 2H) ,

[0617]  DIRB :2— AHL —1-(2— AFL —[1,3]- —Wefke —2- 35 )~ L (66)

[0618]  —30°C [l {F THF Hify 2— 236 -1, 3— —WEJ% (65) (4. 0g, 20. 4mmol) RV ALY
THF (15. 3mL, 24. 4mmol) H(#) 1. 6M IE T ZEBE KIS 7 —30°C FHiH: 30 43805, £ -30°CF
W N AE DY SR TP SR 2 WEIE RS (2. 45, 20. 4mmo 1) PRIV TSI RNVIR S T 0°C
T EEBERE The FIWRURI NH,CL S 261 RN, 1 LR B2 o PR NH,CL ¥ BhyK ki
A A VLAER, 5 H Na,S0, T4 . LS8R 4E a5 , 1l fk B P A i v L 4l KL =4 (4
CEEH I 25% LR LG ) 193 2.63g(7T1% ) HIbRE4L 54 (66) . 'HNMR (CDCL,, 400MHz) -
6 1.97 (m, 2H) , 2. 23(dd, J = 4.0, 1. 2Hz, 1H) , 2. 43(dd, J = 13. 6, 10. 2Hz, 1H) , 2. 77 (M, 4H) ,
3.02(d, J = 13. 6Hz, 1H),4. 07 (M, 1H) , 7. 44-7. 13 (M, 8H) , 8. 02 (dd, J = 8.4, 1. 4Hz, 2H) ,
[0619] IR C.2- FFE —1,3- — %3 - —-1- i (67)

[0620]  [a] 7E 100mLI :1 [ & JIE FI/K BIVR &) 1) 2- 2R 2 —1-(2—- 2R & —[1,3]- —mE
ft —2- 4% ) — LT (66) (2. 508, 7. 9mmol) (RN mr B A K G4 (4. 1g, 10. 3mmol) o K
PR3 R AT 2R PR 5 20 8h, M2 Gk b B R RNV 5E . H OIR CBEMBEIRE
V), i C EhykEad yE, FILHT NatHCO, £ /K P U8R, 1 H Na,S0, T4 . e T Br £,
A I e i PR (AR AR ) (TEC e 0 20% LR & B8 ) 4331 1. 32 (T4% ) KR
&4 (67) . "HNMR (CDC1,, 400MHz) = 8 2. 90(dd, J = 14. 4,7. 0Hz, 1H) , 3. 20(dd, ] = 14. 4,
4.0Hz,1H),3.70(d, J = 6.8Hz, 1H),5.35(M, 1H),7. 28-7. 11 (M, 5H) , 7. 53 (m, 2H) , 7. 65 (M,
1H),7.93(d, J = 7. 2HZ, 2H) .

[0621] DR D .1-{[ (- ZKAAEIL —2- ZRFELHIL ) dt 1 /AR | -1- 3

[0622] LR (64

[0623] AR SZHER 3 (1975 ¥%, FFH 2- B3 —1,3- K3 - TH —1- B0 2 54, 15 3
181mg ) b5 AL & ¥ (64) « 'H NMR(CDC1,, 400MHz) : 8 1. 45-1. 29 (m, 10H) , 2. 24 (d, J =
13. 6Hz, 1H), 2. 28(d, J = 13.6Hz, 1H),3. 22 (M, 4H) , 5. 26 (t, J = 6. 6Hz, 1H),7. 16(t, | =
5. 6Hz, 1H) , 7. 33-7. 25 (M, 5H) , 7. 40 (M, 2H) , 7. 57 (m, 1H) , 8. 02 (M, 2H) »

[0624]  sEjidsl] 71— {[ (1-(3— AL T HEARIL ) —2- ARIL AL ) FRIE 1 UL

[0625] ZE1-1- RO kE LB (68)

[0626]  ARYE S 6 (1) 7735, HH 3— FE TS DR A P B, 1331 95mg ¥ bR
154 (68) o'H NMR (CDC1,, 400MHz) : 6 0. 88-0. 90 (M, 6H) , 1. 16—1. 29 (m, 10H) , 2. 06 (M, LH),
2. 16 (M, 2H) , 2. 26 (M, 2H) , 3. 08(d, J = 6. 8Hz, 2H),3. 19 (M, 2H) , 5. 22(t, J = 6. 8Hz, LH),
6.93(t, J] = 6Hz, 1), 7. 31-7. 23 (M, 5H) ,

[0627]  Sjifs) 8

[0628]  1-{[ (o — ;KAWL T42E) Bedk | A | -1- MO LR (69)

[0620]  HR#ESLHfF] 6 K177V, T AR IR B PR AL L, 1331 240mg bR &4L &
) (69) . 'HNMR (CDC1,, 400MHz) : 6 0. 99 (t, J = 7. 6Hz, 3H) , 1. 52-1. 38 (M, 12H) , 1. 89 (M, 2H) ,
2.31(s,2H),3.24 (M, 2H),5. 34 (t, ] = 6.6Hz, 1H),6.70(t, ] = 5.6Hz, 1H),7. 42 (M, 21),
7.56 (M, 1H) , 8. 04 (M, 2H) ,

[0630]  SEJEfH 9

[0631]  1-{[(a - &PRFIE T AL ) FiAE | ZEM I L -1- RO LR (70)
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[0632] AR S5 6 (1) J5 vk, FE 43 I H LA A0 B A i 2K B R T AR D
BB K O, 15 3 42mg 1 bR AL A H (70) o« 'HNMR (CD,0D, 400MHz) = 8 0. 95 (M,
3H), 1.52-1. 31 (M, 12H) , 1. 72 (M, 2H) , 2. 02 (s, 3H) , 2. 27 (s, 2H) , 3. 20 (s, 2H) , 6. 67 (t, ] =
5. 6Hz, 1H) .

[0633]  SEjifs) 10

[0634]  1—{[(a— TR T4 ) Ak 1 ZULHIL | -1- OB (T

[0635] A4 S 3 ¥ vk, FEH TR AR 2 B A, 19 31 210mg bR @4L &4 (T1) .
'H NMR (CDCl1,, 400MHz) ;80.93 (M, 6H), 1. 37-1. 76 (M, 16H) , 2. 30 (M, 4H) , 3. 23 (M, 2H) ,
5.25(broad triplet, 1H),6.73 (M, 1H). MS (EST)m/2356. 45 (M-H) *,

[0636]  SLjfsl 11

[0637]  1-{[(a - NEEAEIE LA ) Bdk 1 ZOLHI | -1- ROk AR (72)

[0638] ZDIRA .1-ft £ — XPRESLRELBRIRAE (73)

[0639] 4 AETC/K A M1 1- 5 &5 — XA EE R I IR IR G (0. 5g, 2mmo1) 1 Nal (0. 6g,
4mmol) WHREAW T 40°C T i+t 3ho IHIESG, fEIRH T F U84, 15 LL 480mg (72% ) [FIhR
BAEY) (73) B HAZE— DAL T P RV,

[0640] DR B :a - NEHEIE L FE — XML AR FEARTRRE (74)

[0641]  EAEFA (20mL) WP 1- i &2 - APAHZE AR IR RS (73) (0. 51g, 1. 5mmol) FHPA
BE4 (0. 54g, 3mmol) KRG T 50°C FHtHE 24h ., ¥ g N IR &4 i ik g 26 B4, IEEWUE R
WAEIETE o W FTIR IR AW BATRE IR (A Ab 3 (20% CH,CL,/ Tkt 385 H 40% CH,CL,/ ©
%), 1330 0. 39g(92% ) HIbREAL S (74) « 'H NMR(CDC1,,400MHz) :1.16(t, J = 7. 6Hz,
3H), 1.61(d, ] = 5. 6Hz, 3H),2. 41 (q, ] = 7. 6Hz, 2H),6. 84 (g, 1H, ] = 5.6Hz) ,7.39(d, ] =
9. 2Hz, 2H) , 8. 28 (d, J = 9. 2Hz, 2H) »

[0642]  LERC:1-{[ (o - NIFEIELAIE ) PRI 1 LI | -1- MOk LR

[0643] (72)

[0644]  [a]fE & F%E (30mL) HHEIINESE T (160mg, 2. 76mmol) 1= Z3EHZ (0. 77mL, 5. 5
I ol) RSN =F RS (0. 71mL, 5. 5mmol) , I T 153 IR S P bk B 2 % i i
TEVEWR. UL EWSBOINNAE S ke (1omL) K o - PBRAEIE 23 — XA R B R i
(74) (0.39g,1. 4 ML ol) M. BidE 30 23BhEH 10 % FrRIR (20mL) PEik R INVIREY), I
SEANZ. P B (3X10mL) ZEE K)Z, 7 MgS0, TH-& A NLA Y
RGO E] 4 HPLC ( 25, 7K, 1% B ) Bhk el Ab 1351 190mg (44 % ) HIkR
ALY (72) o "HNMR (CD,0D, 400MHz) :1. 09 (t, ] = 7. 6Hz, 3H) , 1. 36-1. 54 (m, 10H) , 1. 44 (d,
J =5.6Hz,3H),2. 28(s,2H),2. 31 (q, ] = 7. 6Hz, 2H) , 3. 22 (s, 2H) , 6. 67 (q, ] = 5. 6Hz, 1H).
MS (EST)m/z316. 25 (M+H) ",

[0645]  SLjEfs] 12

[o646] 1-{[(a - JTEEARELAHAE) Btk | AR | MO LR (75)

[0647] DIRA :a - JTHEHEIL L FE — XML ARFEARTRRE (76)

[0648]  HAEFA (40mL) ) 1- B 23 - XSFAHFE IR LR ER G (73) (1. 5g, 4. 5Smmol) FTT°
MR (1. 3g,6. Tmmol) HIVREY)T 90°C AR T HiH: 24h. R T 44 [ N IR -G 1L 38
HEAE DRI o T AT RVR R PIATRERR i Ab 3 (20 % CH,CL,/ ke, 2R )5 FH 40% CH,CL,/
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CbE ), 155 0. 46g (36 % ) MIFREALAEY) (76) « 'HNMR(CDCL,, 400MHz) :0. 95 (t, ] = 7. 6Hz,
3H),1.61(d, ] = 5. 6Hz, 3H) , 1. 67 (m. 2H) , 2. 41 (t, ] = 7. 6Hz, 2H) , 6. 84 (q, 1H, ] = 5. 6Hz) ,
7.39(d, J = 9. 2Hz, 2H), 8. 28 (d, J = 9. 2Hz, 2H) . MS (EST)m/2298. 28 (\M+H) .

[0649] PIEB :1-{[(a- THEILZHEE) R 1 EIEPR 1 -1- Ol

[0650]  (75)

[0651] & AEA TR (30mL) HFHIINE®TT (530mg, 3. Immol) Fl = ZFEH% (0. 89mL,
6. 4mmol) HIVESWIMAN = A& LS (0. 83mL, 6. 4mmol) , 744 Fr 13 KR S WPl HE B 2 ¥
VBV . RN S (1omL) H i o — TR IE 238 - XYL R SE R R
fig (76) (0. 46g, 1. 6mmol) W1V, HA4 1S KVR G HiHE 30 438 H 10% A7 R (20mL)
PR R NAIREY, FEor EA VA @2 HmE (3X10mL) ZEHE KA, 3 H MgSo, 1§ &
HHE A, R G Bk i . Bk G4 IPLC( 21, /K, 1% BEg ) ¥ Frig vk K4
14533 T0mg (21% ) kR4S (75) » "HNMR (CD,0D, 400MHz) :0. 95 (t, J = 7. 6Hz, 3H),
1. 32-1. 58 (m, 10H) , 1. 42(d, J = 5. 6Hz, 31) , 1. 67 (M, 2H) , 2. 24 (s, 2H) , 2. 30 (t, ] = 7. 6Hz,
2H) , 3. 24 (s, 2H) , 6. 74 (q, J = 5. 6Hz, 1H) . MS (EST) m/2330. 28 (M+H) ",

[0652]  JEIL LA AR I e B AL X R R EN R i T K (BmL) , N 25 BE R & )
0. 5NNaHCO,, 2R J5 14T -

[0653]  SLjfs] 13

[0654] 1-{[(a- R THEIELEIL ) PRI | QUS| -1- ROk LR (77)

[0655]  HR¥E Lt e 2 17735, JFH e T RARAUE T IR, 49 31 Tomg (21 % ) IR AL
4 W (77) . 'H NMR(CD,0D,400MHz) :1.12(d, J = 7.2Hz,3H),1.14(d, J] = 7. 2Hz,3H),
1.32-1.58(m, 10H), 1. 44 (d, J = 5.6Hz,3H),2. 28 (s, 2H), 2. 56 (M, 1H) , 3. 25 (m, 2H) ,
6.73(q, J = 5. 6Hz, 1H) . MS (EST) m/2330. 30 (M+H) ",

[o656] L LA 7 AR IR 2K B Ak A R AN B 9 T K (BmL) , IO\ S EE R & 1K)
0. 5NNaHCOs, 2R 5 14T o

[0657]  sEjifsl] 14

[0658]  1—{[ (a - FREAEILLAIL ) BiIE | ZUE I | -1- RO L% (78)

[0659] AR SEHEMR 12 (1 J7¥%, 3 H = F 58 LR T IR 2k, 19 31 80mg (36 % ) II4%
oAk & W (78) . 'H NMR(CDCL,, 400MHz) :1. 13 (s, 9H), 1. 32-1. 58 (m, 10H) , 1. 41 (d, J =
5. 6Hz, 3H) , 2. 27 (s, 2H) , 3. 25 (M, 2H) , 5. 41 (t, 1H) ,6. 73(q, J = 5. 6Hz, 1H). MS (ESI)m/
2344. 20 (M+H) ",

[0660]  JEIL LA AR I e B AL 5 R R EN R T K (BmL) , N 25 BE R & )
0. 5SNNaHCO,, 2R Ji5 14T -

[o661]  SLjfs] 15

[o662] 1-{(a- PRI T4 ) A | ETFE 1-1- RO LR (79)

[0663]  ARYE LM 2 (K53, A TR 1- & 2- PREFNERNABE TR - A L8, 15
3 212mg (38% ) WIbREAL &4 (79) . '"H NMR(CD,0D,400MHz) :0. 99 (M, 6H) , 1. 32-1. 58 (m,
10H) , 1. 88 (M, 1H) , 2. 08 (s, 3H) , 2. 38 (s, 2H) , 3. 25 (s, 2H) , 6. 52(d, J = 4. 4Hz, 1H) ;MS (EST)
ml1z330. 30 (M+H)

[0664]  SLjifs) 16
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[o665]  1-{[(a - NFEEIER 425 ) Ak | U AR | -1- MO LR (80)

[o666]  ARFESZHEM] 11 (535, IHH |- & —2- AR - SHEIL IR IR IR0 1- & 2
I — XA AR IR FR IS, 193 190mg (44 % ) HIkRAAL &4 (80) » 'H NMR(CD,0D, 400MHz) :
0.90(d, J] = 6. 6Hz,3H),0.91(d, J = 6.6Hz,3H),0.98(T, J = 7.6Hz,3H), 1. 32-1. 58 (m,
10H) , 1. 83 (m, 1H) , 2. 18 (s, 2H) , 2. 28 (q, J = 7. 6Hz,2H),3. 25(s, 2H) ,6.52(d, J = 4. 4Hz,
1H) . MS (EST)m1z344. 34 (M+H) .

[o667]  SEjifs] 17

[o668]  1-{[(a - JTTEEIER T 4IE) Hdt | 2UEHHE | -1- RO LR (81)

[0669] R4 SLHE] 2 197775 FEar A TR 1- & —2- FIENEMA T RARAGA T
MR 1- & LEEEE A LR K, 1931 95mg (36 % ) MIAR 4L &4 (81) . 'HNMR(CD,0D, 400MHz) -
1.12(t, J = 7.6Hz,3H),1.13(d, J = 6.6Hz,3H),1.14(d, J = 6. 6Hz,3H), 1. 32-1. 58 (m,
10H) , 1. 87 (m, 2H) , 2. 22 (m, 1H) , 2. 42 (s, 2H) , 2. 46 (t, J = 7. 6Hz, 2H) , 3. 44 (m, 2H) , 6. 78 (d,
J = 4. 8Hz, 1H). MS (EST) m/z358. 30 (M+1]) ",

[0670]  SEjEfs] 18

[0671]  1-{[(a- S T WRERILR [ 408 ) BOE | 283 1 -1- ROk 4R (82)

[0672] R4 SCHEM] 2 B T70 FEor I A PR 1- &l —2- FAENERMNS T BRRAER
IR |- S LBE A L TRK, 193] 95mg (36 % ) MIbREALEY) (82) » 'H NMR(CD;0D,400MHz) :
0.95(d, J = 7.2Hz,3H),0.97(d, ] = 7.2Hz,3H),1.05(d, ] = 6.6Hz,3H),1.06(d, J
= 6.6Hz,3H), 1. 32-1. 58 (m, 10H) , 1. 98 (m, 1H) , 2. 24 (s, 2H) , 2. 45 (m, 1H) , 3. 24 (m, 2H) ,
6.42(d, J = 4. 8Hz, 1H) . MS (EST) m/2358. 27 (M+H) ",

[0673]  SZjfs) 19

[0674]  1-{[ (o — BREEARILR T 48 ) POE | 228 1 -1- MOk 4R (83)

[0675] AR SEHEM 12 (53, o0 B 1- & —2- RN — XAl 2K L IR i fn =
AL TR 1- S L3 — XA IR R B AN T TR, 9 31 10mg (9% ) Wb A5
(83) . 'HNMR (CD,0D, 400MHz) :0.98(d, J = 6.6Hz,3H),0.99(d, ] = 6.6Hz,3H),1.19(s,
9H) , 1. 32-1. 58 (m, 10H) , 2. 08 (m, 1H) , 2. 28 (s, 2H) , 3. 21 (m, 2H) , 6. 49 (d, 1H) ;MS (EST)m/
2372. 31 (M+H) ",

[o676]  sLjfs] 20

[0677] 1-{[(a - KRR THIE) AL 1 2P -1- MO LR (84

[o678]  HRHESLiE o] 11 (575, FE B 150 —2— FFE TN 3L — GHAS S 2R S50 IR s F 4 T IR
B 1- XPAHFE A IR AR TR |- S S TERE R N IRAR , 1931 109mg (40% ) AR EH (84)
'"H NMR (CD,0D, 400MHz) :1.18(d, J = 7. 2Hz,6H), 1. 32-1. 58 (m, 10H) , 2. 42 (M, 1H) , 2. 28 (s,
2H), 3. 45 (s, 2H) ,6.99(d, J = 4. 8Hz, 1H), 7. 76 (M, 2H) , 7. 92 (M, 1H) , 8. 26 (M, 2H) » MS (ESI)
m/z392. 22 (M+H) *,

[0679]  SLjfs] 21

[o680] 1-{[(a- LMRFLRNEE) Hedk | ZIEAAE | -1- RO LR (85)

[o681]  DIR A : FIAMGIE — MAHFE ARSI RIS (86)

[0682]  OCF[AE & %t (200mL) X 2L Ky (5. 76g,41. bmmol) FGL R 7 T4 4
MG (5g,41. 5mmol) HIVEEWIMAAE & M LE (50mL) F g (3. 4mL, 42mmol) IV o
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BITRRNRED T 0°C H HHE 30 73 Bh, ARG RS0 T HEHE Lthe UE BRI G, BRR
Vv T 1K, 3 K10 %6 Fr R R AUFE X R K e % o FH Na,SO, TR 2, JF A0 T 28 R A5
8. 7g(94% ) HIAREMAY (86), X —Fi Kl 4. "HNMR (CDC1,, 400MHz) :2. 05 (s, 3H),
4.81 (M, 1H) ,4.95(d, J = 2Hz, 1H),7.42(d, ] = 9. 2Hz,2H),8. 28 (d, ] = 9. 2Hz, 2H) »
[0683] DR B :2- SR AL — XMAEIE RILIRIRNE (87)

[0684] 5 N MEIE — XTAHFE KSR ER TG (86) (8. Tg,39mmol) ¥ T-AE BRI A S P i AM &
W&/ . BIREGY T = N4 16h. ERE RS FIEE] 10g(100% ) Fbs @
WwEY 87, BHAGUE— DAL T F—P M. 'H NMR(CDCl,, 400MHz) :2. 10 (s, 6H) ,
7.42(d, 2H, J = 9. 2Hz) , 8. 28 (d, J = 9. 2Hz, 2H) ,

[0685] LR C:a — LFRIL AL — XTAHFL RILIK RS (88)

[o686] 4 7F — & H %t (20mL) o () 2- S TN 3k — X AF 2 2% Bk R I8 (87) (0. bg,
1.93mmol) FLERK (1.0g,3. 13mmol) FREY T = N HH: 24h, ¥ NVIRE Wi 86k
R, HFAERE FIRAAIER . HIRER (i AbFE AT A5 IR ) (20% CH,CL,/ ke, R JGH
40% CH,Cl,/ Tkt ) , £33 227mg (50 % ) FIFRBILE 4 (88) » 'HNMR (CDC1,, 400MHz) :1. 90 (s,
6M) , 2. 07 (s, 3H) , 7. 28 (d, 2H, ] = 9. 2Hz) , 8. 28 (d, ] = 9. 2Hz, 2H) ,

[0687] IR D :1-{(a- ZFRIEFNEIL) Ak | ZIE T 1 -1- MK LR (85)

[o688] A& AE & Kt (30mL) H I INEL®E T (257mg, 1. 5Bmmol) F = ZJEH% (0. 46mL,
3. 3mmol) WIVEAWIMA = B EE AL (0. 38mL, 3mmol) , I B IR AW B . IMAS
AT L (10mL) I o - ZFRFEF AL - XTAHZE 2L R AR (88) (0. 23g,0. 8mmol)
(RIS e 30 43 Bhe A #RK (10mL) JEH R MR & W, H o EANE. dE— 5 Bk
(3X10mL) ZHUE 7K Z , 7 H MeSO, 6 I A HLAHUA , B2 W 4n o FHREIRON T3 (P AR
Wk ( Ok : SRR CEE (4:1)) 133 40mg (16 % ) s 4L &) (85) » 'H NMR (CD,0D,
400MHz) :1.32-1.58 (m, 10H) , 1. 80 (s,6H) , 2. 02 (s, 3H) , 2. 27 (s, 2H) , 3. 30 (s, 2H) . MS (ESI)
m/z316. 21 (M+H) ",

[0689]  sEjifs] 22

[o690] 1-{[(a- THREIERNESE) Btk | FAEFRE 1 -1- MO LR (89)

[o691] A SLtafs) 21 1) 773, I T B RAVE SRk, 193 5mg (5% ) HIbR &AL &)
(89) » 'H NMR (CD,0D, 400MHz) :0.99 (t, J = 7.6Hz,3H), 1. 32-1. 58 (m, 10H), 1. 60 (M, 2H) ,
1.85(s,6H),2.22(t, ] = 7.6,2H),2.27(s,2H),3. 20 (s, 2H). MS (EST)m/z344. 24 (\M+) ",
366. 30 (M+Na) ",

[0692]  SLjfH] 23

[0693] 1-{[(a - JELARILRNAIE ) BE | ZEFE 1 -1- RO LR (90)

[0694]  HRHE LI 21 7735, I T IRAKAE /oK, 153 109mg (43% ) bRk &
) (90) . 'H NMR (CD,0D, 400MHz) :1. 19(d. J = 7. 2Hz,6H), 1. 32-1. 58 (m, LOH) , 1. 82 (s, 6H),
2.38(s,2H) , 3. 25 (s, 2H) . MS (EST) 344. 22 (M+H) *, 366. 24 (M+Na) »

[0695]  SLJfifs] 24

[o696]  1-{[ (o — :RAEEARIL VAR ) BiOE | S8 1 -1- ROk 4R 91)

[0697] R SLHi ] 21 17735, I H 2R R AU Sk, 1931 170mg (58 % ) H 4w @i ik,
4 4 (91). "HNMR(CDCl,, 400MHz) :1. 32-1. 58 (m, 10H), 1. 95 (s, 6H) , 2. 30 (s, 2H) , 3. 20 (d,
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J = 6.8,2H),5.41(t, ] = 6.8Hz,1H),7.40 (M, 2H),7. 52 (m, LH), 7. 98 (m, 2H) . MS (EST) m/
2400. 29 (M+Na) *,

[0698]  sEjifsl 25

[0699]  1-{[ (o —MHMESEIER 425 ) Btk | 2R HR 1 -1- MO LR (92)

[0700]  PIRA :1-{[(a -G T4 ) PR FIEFIR —1- M COBELIR (93)

[0701] [ EAE ST (150mL) FEIIEmE T (1. 71g, 10mmol) F1 = ZFEM% (3. 06mL,
22mmol) WHEAMIMA = RIEERERE (1. 4nl, 1lmmol) , FRR TSR G FE RS (K
2920 5380 ) o RJGIEOCTIIMASHAE ST S (10mL) 1y 1- 5 —2- IS T IR
(1. 27mL, 11mmol) WYV, FEE R T HiHE 60 708 H 10% TR (30mL) Peik RIVIRG
W, I EANE. E— DB (3X20mL) &K E, IFH MgS0, T4 FF A HIAH, 48
Ja B, AR AR R, HOH : LR (1 2 4) Pl 2.37g(77% )
[ b5 4k & ). "HNMR(CDC1,, 400MHz) : 6 1. 04(d, J = 6. 4Hz,3H),1.06(d, J = 6. 4Hz,
3H), 1. 36-1. 53 (m, 10H) , 2. 15 (M, 1H) , 2. 34 (s, 2H) , 3. 24 (M, 2H) , 5. 39 (t, 1H) ,6. 32(d, ] =
5.6Hz) , IH) « MS(ESI)m/z306. 34 (M+H") ,

[0702] DEEB :1-{[(a - MRS TAZE) BIE 1 25 | -1- RO LR

[0703] (92)

[0704]  Z R T 44 75 N B ) (93) (268mg, 0. 88mmol) \1,8- — & J4 X EF [5.4. 0] +—
W% —7- %% (DBU) (1581 L, 1. 0lmmol) FIHEE (637mg, 5. 2mmol) WIVEESYIPiHE 48h. U85,
IRV L WG, I SORH il & HPLC VAZEAL P13 IR R ), 19 31 50mg (14 % ) BRI &
Y. "HNMR (CD,0D, 400MHz) : 8 1. 07 (d, J = 6. 8Hz,3H) , 1. 09 (d, ] = 6. 8Hz, 3H) , 1. 32—-1. 58 (m,
10H) , 2. 19 (M, 1H) , 2. 26 (s, 2H) , 3. 23 (M, 2H) , 6. 78 (d, J = 4. 8Hz, 1H), 7. 58 (m, 1H) , 8. 39 (d,
J = 6.4Hz, 1H),8. 76 (d, J = 4. 4Hz, 1H) ,9. 10 (s, 1H). MS (EST)m/2393. 42 (M+H) .

[0705]  Sjiifs] 26

[0706] 1-{[(a-2,2- ~ ZAFEANMEIL T T AL ) At | L 1 -1- MOk

[07071 & (94

[0708] ZDERA:1-{[(a -G R T4 WA | 28R 1 -1- MO O FAENE

[07091  (95)

[0710]  [fE =S FFHEHF) (93) (1. 02g, 3. 34mmol) RSN 1,3- ZH CaEmib — W
[z (758mg,3. 67 1l ol) o =W FHiHE 30 73805, A FEE (3801 L, 3. 67mmol) Fl 4-( —F
R ) e (R . MITENREY T=E T hide 16h. 385, H 10 %R vE
BRUEW, H Nay,SO, T k4. MAERR ik ab B R, Hl 10% L% L lE / Chevelifs 2l
820mg (62 % ) b5 Ak 4 4. "HNMR (CDCL,, 400MHz) : 6 1. 03(d, J = 6. 4Hz, 3H), 1. 05(d,
J = 6.4Hz,3H), 1. 36-1.53 (m, 10H) , 2. 13 (M, 1H) , 2. 35(s, 2H) , 3. 22 (M, 2H) , 5. 11 (s, 2H) ,
5.49(t, 1H),6.32(d, ] = 4. 8Hz) , 1H), 7. 34 (m, 5H) . MS (EST) m/2396. 24 (M+H") »

[0711] B :2,2- — ZEIER B (96)

[0712]  10°C F [ B H 14mL (0. 2mol) T4 B R AN 80m1 JE g = Z W (v i in N 1mL
WHIR . HIFRIREY T 5-10°C FHetE 1h, 285 A 200mL — & P Hifi B IESH A /K
(3X80mL) FALFIZALANES IR (80mL) VEVEA HLE, 285 /KB B T4 . SRR Gt
I8, IRAETF RN E R 2, 2- Z LRFENIR, A—Fiil. HNMR(CDCL,, 400MHz) = 8 1. 30 (t,
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6H) , 1. 61 (s, 3H) , 3. 57 (q,4H) ,8. 62 (s, 1H) » L BLF J5 5 R T e & 5L e 1 4
#h HRRE T K (25mL) 5 4R 5 FH SR EE R S IR H kb B, Bl J5 % T 'H NMR (D0, 400MHz)
80.98(t,6H), 1. 28 (s, 3H), 3. 22 (q, 2H) , 3. 47 (g, 2H) »

[0713] PR C:1-{[(a-2,2- — ZA NI IL S T 438 ) IRIAL 1 3L

[0714]  Z&1-1- OB LFRFIMAS (97)

[0715]  ZiR FEAETAEI P (95) (200mg, 0. 51mmol) FIMIALAHN (114mg,0. 76mmol) VRS
VP the A 2,2- Z 2 FEN IR (96) (300mg, 1. 02mmo1) F DMF (20mL) , FFK Fir #5311
REWT 40°C T e 18h, iy )m , W BRI 4 I P A R PO AT (i E AL P A3 I R ) »
F10% TR 415 / Cledeifg 2] 100mg (37% ) IbREAL G4, MS (EST)m/2522. 34 (M+H) ,
[o716] BBED :1-{[(a-2,2 ~ZHFANMEIR T HIL ) IRE | ZIHEH

[0717]  H 1 -1-H LR (94)

[0718] SN ER TF (97) (200mg, 0. 38mmol) 1 5% Pd-C(fEfL&E ) IR GWIEHE
16he TLUE ), BF UEVRIR 46, FF B [ AH ) £ HPLC vk 44k T 15 il 7% 42 0 15 31 98mg (60 % )
() b AL 4 W) 'H NMR(CDC1,4, 400MHz) : 8 0. 97 (D, J = 6. 8Hz,6H),1. 19(t, J = 6. 4Hz,
3H),1.21(t, J = 6.4Hz,3H), 1. 32-1. 58 (m, 10H, ), 1. 51 (s, 3H) , 2. 06 (M, 1H) , 2. 30 (s, 2H) ,
3. 23 (M, 2H) , 3. 46 (M, 2H) , 3. 56 (M, 2H) , 5. 30 (t, LH, NH) , 6. 59 (d, J = 4. 8Hz, 1H). MS (EST)m/
2432. 24 M+H) »

[0719]  SEjifs) 27

[0720]  1-{[(a-(2- & —2- FARAMEIL ) S T 40U0E) Bt | AR 1 -1- 3
[0721] iR (98)

[0722]  HR#E SEHif) 26 (7735, A 2- 205k —2- MEENRAE 2, 2- — 5 AN, 1531
b B AL A ). 'HNMR (CDC1,, 400MHz) = 8 0.97(d, J = 6. 8Hz,6H), 1. 44 (s, 3H) , 1. 45 (s3H) ,
1. 32-1. 58 (m, 10H, ), 2. 05 (M, 1H) , 2. 30 (s, 2H) , 3. 23 (m, 2H) , 5. 50 (t, 1H, NH) ,6.58(d, J =
4. 8Hz, 1H) . MS (EST)m/z373. 48 (M+H") .

[0723]  Sijifs] 28

[0724]  1-{[(a - JTREARIE T4 ) Btk | SR HA | -1- MO LR (99)

[0725] IR A :2- S -1, 3- —IELE (100)

[0726] OC F W S PP M S T 8 (9. 1mL, 100mmol) F1 1,3- P4 4% — B (10mL,
100mmo1) WIVEADH A = AN = CEEBEA Y (6. 4mL, 50mmol) o ¥ 3 HIE G T 0°C
FEEFE 30 438h, T EE N 30 8. HEh K 5% NaHCO, FHFT IR A 3h /K PEdk R VIR &
Yo 53 EANAH, FEH NayS0, T4, SR G ik 413 21 168 (100% ) HIbRAAAY, J—Fhig i
W B ARG BE— B4y AT —45 . "HWR (CDC1,, 400MHz) : 8 1. 057 (D, J = 7. 2Hz, 3H) ,
1.059(d, J = 7. 2Hz,3H) , 1. 80 (M, 1H) , 1. 97-2. 08 (m, 2H) , 2. 82 (M, 4H) , 4. 00 (d, ] = 5. 2Hz,
1H) .

[0727]  JPEEB :2- mNKE —2-(a - FRAE T AL ) -1, 3— —WEEE (101)

[0728]  —20°C T [/ G K DY SRR (50mL) () (100) (4g,24. Tmmol) RV INIE T 2k
B (1. 6M fE bt 18. 5mL, 29. 6mmol) o KEHEHE KIVR G WAL 2R T A 4h, 2R 5 AR RIS H)
2 -20°C. FIHEWSNE IMALE /KPS RCI (10mL) ) IE T B (2. TmL, 29. 6mmol) .
BT AT IR A PAE 20 C R ZR 2 TR R R S it 16h, AV A @ B s v 240 N,
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LR CEEAERUR AW - 7 BANUZ I H Na,S0, T4 o IR B 2285, FRER R R ik
ATTREAE OIS BE, ] 5% LR IR / ChivElifa 2] 5g(85% ) HIFrdL &, A—FhiE
[K)3H1 . "HNMR (CDC1,, 400MHz) : 8 0.96 (t, ] = 7. 2Hz,3H), 1. 11(d, ] = 6. 8,Hz,3H) , 1. 17(d, ]
= 6. 8Hz, 3H) , 1. 42-1. 52 (M, 2H) , 1. 76 (M, 1H) , 1. 87-1. 95 (M, 2H) , 2. 04 (M, 2H) , 2. 62 (M, 4H) ,
2.94 (M, 2H) ,4. 03(d, J = 5. 2HZ, 1H) »

[07290]  JBHR C :4- FL3E —2- FIFLEeBE —3- Wi (102)

[0730]  7FERIZ44HE N A8 2B (270mL) F i (101) (5. 0g, 21. 4mmol) FJ %5 ¥ N A 7E FF
g (30mL) H ¥y Hg (C10,), MW ZiR NS IRE MBI 2he U85, £ A N4
(IR0 K eV R I 4 o TR DRI AR G (10% LR 4 BE / Bkt ) didb ik & is 3
2.8g(91% ) WIbREAL &G, Jy—Fh WA, "HNMR (CDC1,, 400MHz) :S0. 91 (t, J = 7. 2Hz,
3H),1.09(d, J = 7.2Hz,3H),1.10(d, J = 7.2Hz,3H),1.35-1.46 (M, 4H), 1. 75M, 1H),
2.80 (M, 1H) , 3. 45(d, J = 5. 2Hz, 1H) , 4. 29 (M, 1H) .

[0731]  ZDER D :2- FISEHERE —3- Wl —4- XHEFE AR FLIRIR S (103) 0°C R [ #F oK & Fde
I (102) (1. 1g, 7. 6mmol) 50 FF ER AT A 2 A8 S5 R (1. 84g,9. 2mmol) WHRGWHE2IZ A
EZA PRI 4- Z IR AEMERE (1. 12¢,9. 2mmol) KW, 0°C FHiHE 1h MIAE=ET
PikE 4h LS, H 10 %R IR 4 b VY. 70 B AU, H NapS0, 5, JF B ilkdn . PRhidirs
OIS PR R, F 30% A MPht / Chivtlil, 1331 2g(85% ) HIbs@L &, I —FK (A
[ 4. "HNMR (CDC1,, 400MHz) : 6 0.99(t, J = 7. 6Hz, 3H) , 1. 12(d, J = 6. 8Hz,3H), 1. 18(d, J
= 6. 8Hz, 3H), 1. 51 (M, 2H) , 1. 84 (M, 2H) , 2. 82 (M, 1H) , 5. 17 (M, 1H) , 7. 42(d, ] = 6. 8Hz, 2H),
8.25(d, J = 6. 8Hz, 2H) .

[0732] JPERE:1-{[(a—Jp J WAL T4 ) Bt ] 08I 1 -1- O

[0733] 104

[0734] &AL AT HE (20mL) FFMERET T (820mg, 4. 8mmol) = ZFEf% (1. 35mL,
9. 6mmol) FIVESWIINAN=FRESERELE (1. 22nL, 9. 6mmol) , JE¥ T 153 VRS i HE: 20 434,
PR P I ATE & FE (1omL) H g (103) (1g, 3. 2mmol) , H44 iSRS VI HiH: 60 73
B H 10%ATER (20mL) PV R NIRGY, HrSAaNZ. B (3X10mL) Hf—PAH
PrKIZE, 3 MgS0, TG FF A NLAR, ARG E B2 N lk4i . AR il b 3% R V)
HOHE LR OHEE (4 0 1) PElibR BN, ARG HH O - SRR ARE (1 1 4) JElife
B (72% ) HIbREALSY . "H\MR(CDC1,, 400MHz) : 8 0.91(t, J = 7. 2Hz,3H),1.04(d, J =
6. 8Hz, 3H), 1. 12(d, J = 6. 8HZ, 3H), 1. 36—1. 53 (m, 12H) , 1. 74 (M, 2H) , 2. 33 (s, 2H) , 2. 78 (M,
1H) ,3. 22 (M, 2H) , 5. 11 (M, 1H) , 5. 48 (t, 1H, NH) . MS (EST) m/z342. 24 (M+H) .

[0735] JDERF :1-{[(a - S T B T 2L ) Bdt | 2R FRE | -1- MO

[0736]  (99)

[0737] W PE =& FHE (20mL) ) (104) (780mg, 2. 3mmol) XIS I AN [H) ik 48 4K FF R
(1. 03g, 4. 6mmol) A1 NaHCO, (386mg, 4. 6mmol) . =& N+ 16h J5, T oA — it 7] &t 4
MR (791mg, 4. 6mmol) F1 NaHCO, (386mg, 4. 6mmol) o ¢ P15 (K7R & V) ikt 8h, A 5 H
10% Fr iR AL 2 . L vk S, /- B A HUZE, H Na,SO, T Ik 4. T ad Je A7 ) %% HPLC V46
R A AS3) T9mg (11 % ) HIARREAL & 4. 'HNMR (CDCL,, 400MHz) = 6 0. 94 (t, J = 7. 2Hz,
3H),1.153(d, J = 7.2Hz,3H), 1. 150(d, J = 7. 2Hz,3H), 1. 32-1. 58 (M, 12H) , 1. 74 (M, 2H) ,
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2. 28 (s, 2H) , 2. 56 (m, 1H) , 3. 23 (m, 2H) , 5. 27 (t, ] = 6. 8Hz, 1H,NH) , 6. 71 (t, ] = 5. 6Hz, 1H).

MS (EST)MLZ358. 30 (M+H) .

[0738] ik LAF 77K L B ER S8 B A AL A BV R AN R DR R TOK (BmL) , 2R JE A
A6 BE IR E K] 0. 5NNaHCO, JFHT

[0739]  SEjsifs) 29

[0740]  1-{[(a - S WAL R T 400 ) FRAE 1 ZUIL I | -1 - MO LR IS

[0741] 105

[0742] BB A :1-{[(a -G R T 4L ) PIE 1 LI | -1- RO LR IS

[0743] 106

[0744] ¥ (93) (1. 0g, 3. 3mmol) € (90mL) FIFIEE (10mL) FITR-SMAHZE 0°C. fE0C T
G MAN =P EFERE _AA TR ER R RO HREGY T 0C T+ 30 48 E R

&Dmé CH TLC W53 o W FRBR 2GR Gk A TR 7R, H 10% 4R

LHE / TR 2] 7T60me (72% ) KIFREL G, MS (EST)m/2320. 24 (M+H) o

[0745] DEEB:1-{{[(a -5 | BEEILR [ E3E8) a1 U8 L -1- MO 4 IS

105

[0746]  # {5 & 7 T ¥ (106) (760mg, 2. 38mmol) « T & 4R (394mg, 1. 4mmol) F1 % T M

(4420 1,4. 76mmol) [JIR-GWLE MR T HiHE 24he IO —HEAKIRIR (394mg, 1. 4mmol) Al

st TR (4421 L,4. T6mmol) , F¥4 Fr 3 VRS W) A3 HE 24 /o T8 , B B8 4 I H

Fk J BRI AT € VA AL TR AR R, FH 10% SR O ls / b i A3 2] 560mg (63% ) 1)

Fr Ak 4 4. "HNMR (CDC1,4, 400MHz) : 8 0. 94 (d, J = 6. 8Hz, 3H),0. 96 (D, J = 6. 8Hz, 3H),

1.15(d, J = 7. 2HZ,3H), 1. 17(d, ] = 7. 2HZ, 3H), 1. 32-1. 58 (m, LOH) , 2. 01 (m, LH) , 2. 19 (s,

2H) , 2. 55 (m, 1H) , 3. 18 (m, 2H) , 3. 67 (s, 3H) , 5. 33 (t, 1H) , 6. 56 (d, J = 4. 8Hz, 1H) . MS(ESI)

m/z372. 38 M+H") »

[0747]  sEjEfs] 30

[0748]  1-{[(a - KPR R T A ) PRE | PR I -1- MO R TR

[0749] 107

[0750] % 1-{[(a - ZRFEREE e T4k ) Btk ] A | -1- FChi 4 (84) (150mg,

0. 38mmol) 25 (18mL) FIAEE (2mL) MVREMAHIZE 0°C. AE0°C FEIEMA = EﬁﬁEﬁF

ik AP E R IR EF A, KIREWAE 0C TR 30 48 E 2 R V5E4a (H

TLC M ) o 98T B EW G, IR (i A TR R, H 5% LR L / EP&EH}EH%U

98mg (64 % ) IR AL-5 4. '"H NMR(CDCL,, 400MHz) : 8 1. 02(d, J = 6. 4Hz,3H), 1. 03(d,

J = 6.4Hz,3H), 1. 32-1. 52 (m, 10H) , 2. 14 (M, 1H) , 2. 27 (s, 2H) , 3. 17 (M, 2H) , 3. 62 (s, 3H) ,

5.40(t,1H),6.81(d, J = 4.8Hz, LH),7.40M, 2H),7. 54 (M, 1H), 8. 12 (m, 2H) . MS (EST) m/

2406. 29 (M+H") .

[0751]  SEjfsl 31

[0752]  1-{(N-[(a - 5 TEEEIE CEEE ) BRI 14— WARFL N S ]

[0753] —1- ¥ ki L% (108)

[0754]  ZDERA :1-{(4- R AFEN 2B ) 2L 1 -1- RO GIRER (109)

[0755]  [n] 40mL /M H IIA N-Boc—4— IR KE N 2 1R (1. 72¢, bmmol) « 3 CIERRAL — V)%

2k P

il
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(1. 24g,6mmol) - N- FRIEPEHIWE I i (0. 7g, 6mmol) FHLME (20mL) o ) NIRAWTE 25°C
YR 4ho W PERRLUTIE R I O IR . AEIER P I ERER I ELE T (1. 04g, 6mmol) Al
AN (0. 4g, 10mmol) FIZKIRVE (30mL) o« AT 22-25°C Rk 16h. FH & L BiE
(100mL) R e ARG, FEH 0. BMATIEER /K (2X100mL) FI7K (2X 100mL) Pedko 73
BANAHE, T MgS0,) , i JEFFIRHIK AT . KRR T =M LR (40mL) , FF7E 22-25°CF
FE 2he PR N ERZEH. KRR T/K (4mL) , FFH 0. 25 u M B R JE ot vE, 2R )5
i ik HPLC (Phenomenex250 X 21. 2mm, [ 5 1 mLUNAC18 #%, 100 % 7K ¥ 5 434, 4R J FH 727K o
1) 0-60% LJEFN 0. 05% TFA DL 20mL/min (IRZEHEME 20 4380 ) 4tk & IFF4iiE 7, HAEmK
JE R ZEFIFEN L. 7g(T0% ) FIARGALEH (109) , h—Fh A EE 4. MS (EST) m/2397. 02,
399. 01 (M+H") .

[0756] JDBEB :1-{[N-[ (a - B THFEIE LI ) PRI 14— WAL N AR EIE

[0757] HZE 1 -1- OB LR (108)

[0758]  O°C FInjfE —S LT (109) (200mg, 0. 51mmol) I EIFR T IMA = L%
f# (141w L, 1. 0lmmol) Al =& ELE (129mL, 1. 01lmmol) o Ff TS HIE S T 0°C i
FE 15 80, IMAE R PEEP I o - 7 T WS O 0k - XA LR s (111) (144mg,
0.51mmol) W FHEAW T = FHiH: Th (B LC/MS W ) , 285 H U bets B
RINAREG W, HFTIEIRIRAL . 7 S A VUZE, HEKYES, FEH Nay,So, T4 s8Rk 4d 5,
F 2% LC/MS iE 44 ML= 9153 3] 92mg (¥ 45 4L A 4. "H-NMR (CD,0D, 400MHz) = & 1. 10 (M,
6H) , 1. 46—1. 25 (m, 13H) , 2. 20 (m, 2H) , 2. 48 (M, 1H) , 2. 84 (m, 1H) , 3. 06 (M, 1H) , 3. 17 (M, 1H) ,
4. 36 (m, 1H) ,6.67(q, ] = 5.6Hz,1H),7.17(d, ] = 2.0,8.0Hz,2H),7.42(D, ] = 2.0,
8. OHz, 2H) ,

[0759]  SEJEfs] 32

[0760]  3-{[(a - R T ESEIELEIE ) BRIL | 2UE I 1 -5- FEE R (110)

[0761] VERA:a - 5 T EEEIL LI - XHEFERFERRIRNE (111)

[0762] MGAE S LT (10mL) Wi 1- S L3 - AAHEE AR IR NG (57) (2. 0g,8. 14mmol)
TR (6. 13g, 16. 29mmol) HIVEE T 45°C FHiFE 24h. SR )54 | N4 H1 22 =3, FF
H CFEMBE LLTE R 3o F C EhUEE I IEDTIED, HAE B2 T M ik 4515 21 2. 5g HH ™
Yo FRERS ISR R, FH 10% — &kt / Chi s 20% A P ht / Tt AT st
B3 1. 2g(52% ) IARBEAL S "H-NMR (CDC1,, 400MHz) : § 1. 21-1. 99 (M, 6H) , 1. 62(d, J =
5.6Hz,3H),2.61 (M, 1H) ,6. 84 (g, ] = 5. 6Hz, 1H), 7. 41 (dt, ] = 6. 8,2. 4Hz, 2H) , 8. 29 (dt, J
= 6.8,2. 4Hz, 2H) ,

[0763] UIRB :3-{[(a - T EHAEILLEIE ) BRIL ] IR 3L 5 R COR

[0764]  (110)

[0765] OC FMETK S FEE (10mL) T pregabalin (2) (150mg, 0. 94mmo1) K i+
[FIRVF BN = 230 (0. 26mL, 1. 88mmol) F1 = AL AERE (0. 24mL, 1. 88mmol) » 7F 0°C
TR 16 A8 E, IMATE S TR Gul) ) a - 7 T BEAESE O3 - AR IR R B K IR R
(111) (267mg, 0. 94mmol) VAW . F TR G T =W FHERE 1. 5he AT B BRKE [ N TR
G, FEH R PR A . H KIS A A WA, 7 Na,So, T8¢ i g
2R IR B R A ), B o FH A B B B 2 Al 2 25y, 2R 5 FIAE U P e
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R 30% LR L EEVENGAT 2 130mg (48% ) [KIAR AL A4, A Rl EXT B e A AR VR G4 o
'H-NMR (CDCI3, 400MHz) : 6 0. 90 (m, 6H) , 1. 70 (M, 8H) , 1. 46 (d, J = 5. 6HZ, 3H) , 1. 66 (1H, M),
2. 15(M, 11), 2. 33 (M, 2H) , 2. 53 (m, 1H) , 3. 12 (m, 1H) , 3. 29 (M, 1H) ,5. 08 (t, J = 6. 0Hz, 1H),
6. 79 (M, 11) .

[o766]  sEjifsl 33

[0767]  3—{[(a - S T WHAFL R T 400k ) FRAE 1 2 3L | -5 FIIE - R (112)

[0768]  SDHRA :1- G —2- BTN — XA IR e (113)

[0769]  [n A fE S F ot (200mL) A X ZE 258y (4. 068, 29mmol) Fl 1- 5 —2- A 4&
P FIRAS (5. 0g,29mmol) [FIUKYA I R NAREG Y T IMAAE Z S F 4t (50mL) H ¥tk we
(2. 78mL, 32mmol) W . FHREMW T 0°C T HiHE 30min, SR JGE IR N HHE the fERET
BERVETG , R AR T, I F /K 10 %6 ¥ A B A P IR UK PRV o 73 B3 TE =, FH Na,SO,
W, FHRIE 2R AT RN 7. 9g (100% ) KIBREALEH, A — TR @IE . "HNMR (CDCL,, 400MHz) -
§1.12(d, J = 6.6Hz,3M),1.13(d, J = 6. 6Hz, 3H),2.29(M, 1H), 6. 24 (d, J = 4. 8Hz, 1),
7.42(d, J = 9. 2Hz,2H),8. 28(d, ] = 9. 2Hz, 2H) ,

[0770] PEEB:a - % [ EEEIES | HL - XTAHFE AR TLI RS (114)

[0771]  R4E (11D BT, A (113) AR B7), 13217 %4 15 % MAs 59,
H AR A e 2624 70 % . "H-NMR (CDC1,, 400MHz) : § 1. 07 (d, J = 6. 8Hz), 1. 21 (M, 6H),
2. 18 (M, 1H) , 2. 26 (M, 1H) , 6. 60 (d, J = 5. 2Hz, 1H) , 7. 42 (M, 2H) , 8. 28 (M, 2H) .

[0772]  PERC:3-{[(a - [ WAEJLR 405 ) AL | ZUEFIE |5 L - O
[0773] 112

[0774]  AR¥E (110) Byl 772, IEA (114) A% (111) , 15 BbR AL &4, R P FREEXS B 57
TR IITR G, P23 h 51% » "H-NMR (CDC1,, 400MHz) : 8 0. 89 (m, 12H) , 1. 17 (m, 8H) , 1. 65 (m,
1H) , 2. 02 (m, 1H) , 2. 16 (m, 1H) , 2. 33 (m, 2H) , 2. 56 (m, 1H) , 3. 13 (m, 1H) , 3. 30 (m, 1H) , 5. 00 (m,
1H) , 6. 57-6. 56 (m, 1H) .

[0775]  sEjifsl] 34

[0776]  3—{[ (o - RPMEARIL R T 408 ) PRIE | S8 5 B - O (115)

[0777] DR A ;o - KFBAEILT T3 - XAHFE AR IEIRIRAE (116)

[0778]  #R#E (111) MIl#T73%, FH (113) AU (B67) FFHZR IR RACE = T Ak, 19 2br
LAY, P23 R 1%, R IR R 50 % . 'H-NMR (CDC1,, 400MHz) : 8 1. 15(d, J =
3. 2Hz,3H),1.16(d, ] = 3. 2Hz, 3H),2.30 (m, 1H),6.87(d, ] = 4.4Hz,1H),7.42(dd, J =
7.2,2.0Hz,2H),7.48(t, ] = 7. 6Hz, 2H) , 7. 62 (t, ] = 7. 6Hz, 11),8. 09 (dd, ] = 8. 0, 1. Olz,
2H),8.27(dd, J = 7.2,2. 0Hz, 2H) .

[0779] ZPEEB :3-{[(a - ARPEAEIL R T4 ) A | 2EPHRE 15 PR - O
[0780] 115

[0781] AR (110) WIHI4& ik, J-H (116) A (111, BRI bR i1k &4, S P AP AEXT
e S R AR VR A, 77 E Ol 58 %o 'H-NMR (CDC1,, 400MHz) : 8 0. 87 (m, 6H) , 1. 05 (m, 6H) ,
1.16 (m, 2H) , 1. 64 (m, 1H) , 2. 17 (m, 2H) , 2. 32 (m, 2H) , 3. 12 (m, 1H) , 3. 29 (m, 1H) , 5. 01 (brs,
1H) , 6. 82 (m, 11) , 7. 44 (m, 2H) , 7. 57 (m, 1H) , 8. 05 (m, 21) .

[0782]  SEjifs) 35
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[0783] 1-{[((5- Ik —2- &40 —1,3- "SI 4-4F -4- ) PEIL) B 1 &
[o784] ZEAIZE I -1- OB LR (117

[0785] JDIRA . FFE 2- —{HE 3- AT - TR (118)

[0786] O°C N[ 7EZME (200mL) 7 i) Lk L R F G (5. 0g,26. 01mmol) 14— Z BEE
B - RIS E A (6. 25g,26. 01mmol) [V I N = £%EH% (10. 9mL, 78. 03mmol) o
TS HRAY T 0°C N HLFE 30min, JFEEMER N HiH: 4ho WURWYE 5, Bk RW 52 1 1 4
Mk / ATk (3X100mL) — RS it BE o ] DAREAR AL IR C Ry EGt 385 FF A VLAY« 729
H R LEHF R 4. T4g (bR EAL A, A — Pk 45§ . 'H-NMR (CDC1,, 400MHz) : 6 2. 49 (s,
3H),5. 27 (s, 2H) , 7. 38 (M, 5H) .

[0787] PR B .7RHL 2- 3L 3- A - TR (119)

[0788]  47E THF (110mL) F1 H,0 (50mL) i —fEE 454 (118) (4. T4g,21. T4mmol) 1%
5 Rh, (0Ac) , (7T7mg, 0. 17mmo1) — RS [FIFAL AN 4 /NI, FFA 1 22 S MR A 7E L Rk
4, FFH O LB A B R /KT« RS G FR A ML), FH Na,SO, 15, i &,
HEARGEE R 4. 5g KW « "H-NMR (CDC1,, 400MHz) : & 2. 28 (s, 3H) , 3. 90 (s, 1H) , 4. 82 (s,
1H) , 5. 26 (m, 2H) , 7. 37 (m. 5H) ,

[0789]  DHR C :A- RAILIRIE 5- AL —2- AN —1,3- AR —4- 4% (120)

[0790]  0°C K[ {F THF (50mL) Ay ¥EE kM (6. 88g, 42. 45mmol) IRV INALE TE/K
THF (50mL) 91 (¥ (119) (4. 50g, 21. 22mmol) IR 4 PT1s RGP AE 0°C FHiH: 5 /)
I, R 2R N . KR SR WA, KM IR LBE / Ol Bk R. 7 8a
BLZ, FHLRT NH,CL EhoKBe%, 3 NaySO, 458 il JEAIR 4 fa , H ek e Radi (i v 4l Ak
7, FIAE CRE Y 20% LR S BRBENTT B 2. 6 AR BALA Y. "H-NMR (CDCL,, 400MHz) -
8 2. 48 (s, 3H) ,5. 27 (s, 2H) , 7. 37 (br. s,5H) »

[0791] IR D .5- IR —2- 40 -1,3- " &N 4- MR —4- Ffg (121)

[0792] i) 7% 50mL £ FE o [ 4k & 4 (120) (2. 6g, 10. 92mmol) (K] %5 & 1 A 260mgPD/
C(5% ), B RNRESMEE RS FHHE 1he i ERERE T IR AR5 1. 62g HIkR
LS. "H-NMR (CD,0D, 400MHz) : 8 2. 41 (s, 3H) .

[0793]  ZDERE .4- FILHHL —5- FIIL —2- 448 -1, 3- — MR —4- 4 (122)

[0794] 0 °C F I £ Jo 7K — & F k¢ (50mL) A ¥ B2 (121) (1. 62g, 11. 10mmol) I J& 7K
DME (112 1 L) MM INELEE S (6. LmL, 2M 3§, 12. 2mmol) o 7F 0°C N HitEE: 30 4 ehAifE s
B PEE Lh 5, 7R T ER 23 HRRYVE T Ik Z& Pkt (65ml) , FAH12 -78°C.
10 738 Py A LS W0 0 BuNBH, (3. 14g, 12. 2mmol, 7E 20mL — S &et ) HIE. 7E -78°C
FHEHE Th J5, AN B 0. INHCT (30mL) Z VRGN, JE IR S| . 2 E&KE, B
EtOAc (3X50mL) #:H, F #h/K e & FF B ML), 3 H Na,SO, T4 ik T BR 255 7
Ja s AR RS AT AR Ll b 28, FHAE — S A 1K) 50 % EtOAc YENAT 2 76 Tmg bR LAY -
"H-NMR (CD;0D, 400MHz) : 6 2. 09 (s, 3H) , 4. 34 (s, 2H) ,

[0795] IRF .1-{[ (- FE 2-F8A-1,3- “EH M A4 -4-3) PEE) JRE -2
ZEPHE -1- Ot SRR EENE (123)

[0796] K54 AR K A B (122) (767mg, 5. 9mmol) Fl 1- ¢ R Fk A 3 —1- M Ot L 1R
FEME (5. 9mmol) MRTE WML A R T BR 2 T, F DA s vk A A TR 4R
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Wy, FIAE Cpt it 30 % EtOAc HIBENLTS F 510mg (W4 AL A 4. "H-NMR (CD,0D, 400MHz)
6 1.58-1. 30 (m, 10H) , 2. 18 (s, 3H),2. 35(s,2H), 3. 17(d, J = 6. 8Hz, 2H) , 4. 80 (s, 2H),
5.11(s,2H),5.44(t, J = 6. 8Hz, 1H) , 7. 36 (m, 5H) .

[0797] IR G .1-{[((5- A3 —2— 4 1,3 SN —4- 4 —4- K ) F4IE) B
[o798] & 1-Z A I -1- OB LR (117)

[0799]  |f] £F & % (20mL) ' () 4k & % (123) (510mg, 1. 41mmol) ) ¥ & 0 A 59mgPD/
CB% ), IR RTRAGMAAES KT B the UK T o 38R B X3 R W45 2™
Wy, 18 i & LC/MS 32 44k A = ) 19 31 105mg 1 A% A4k & 4. "H-NMR (CD,0D, 400MHz)
8 1.52-1. 36 (m, 10H) , 2. 16 (s, 3H) , 2. 27 (s, 2H) , 3. 22 (s, 2H) , 4. 86 (s, 2H) .

[0800]  SIjifs] 36

[ogo1]  1-{(1- AL —3-4AX — | —1-J&dE ) UL AL | —1- SRk CIRWRIE S5

[0802] 124

[0803] ¥4 2,4- M (1031 L, lmmol) \ JHELWE T (171mg, Immol) FHWKAE (99 1 L, Immo1)
RANJCAK FFEE (10mL) o Fr 15 VR -5 9 I B 4he o Hs T B 25 510459 2 48 &2 K T
90 % [ bR A & 4 "HNMR (CDC1,, 400MHz) : § 1. 34-1. 62 (M, 12H) , 1. 71 (M, 4H) , 1. 94 (s, 3H) ,
1. 96 (s, 3H) , 2. 26 (s, 2H) , 2. 98 (M, 4H) , 3. 38 (d, J = 6Hz, 2H) , 4. 90 (s, 1H) , 5. 20 (s, br, 2H) ,
8.64(t, ] = 6Hz, 1H) . MS(EST)m/2252. 35 M-H) .

[0804]  SEjifs] 37

[0805]  1-1-{[ (2— %A% — VUSIMRIR —3- JEW L ) £0% 1 S FH 1 -1- MO LR
[0806]  WRMEs (125)

[0807] ¥ 2- ZWEEE T W AE (1081 L, Immol) « j E2WE T~ (171mg, lmmol) FIWREE (991 L,
lmmol) VR AJG/K FIEE (10mL) o [Pl 6h Ji , 7R T B 22355045 21405 KT 90 % (IR
Bk . 'H NMR (CDC1,, 400MHz) : 8 1. 34-1. 62 (m, 12H) , 1. 71 (m, 4H) , 1. 94 (s, 3H) , 2. 24 (s,
2H), 2. 81 (T, J = 7. 6Hz, 2H) , 2. 99 (M, 4H) , 3. 31 (d, ] = 6. 4Hz, 2H) , 4. 23 (t, ] = 7. 6Hz, 2H) ,
5.17 (s, br, 2H),8. 64 (t, J = 6. 4Hz, 1H) . MS (EST) m/z280. 34 M-H-) ,

[ogos]  Sijiifs] 38

[0809]  1—{(2— ik 4 — BR —1- #dk ) 2L | —1- 3 Ut LPRWRHE S5

[0810] 126

[0811] ¥ 2- AR AL FF R I BE (1240 L, Immol) B E2 155 T (171mg, Immol) FWR IE
(991 L, Immol) VB AJC/K FEE (10mL) o HNFA[RIVL 16h J5, 7R3 T B 25 % 50145 2 40 K
T 90 % kR B4 &) "THNMR (CDCL,, 400MHz) : 6 1. 29-1. 60 (M, 12H) , 1. 72 (M, 41) , 1. 79 (M,
J = 7.6Hz,2H),2.24(s,2H) ,2. 49 (t, ] = 7.6Hz,2H),2.55(t, ] = 7.6Hz,2H),2.99 (M,
4H),3.24(d, J = 6.8Hz,2H),3.63(s,3H),5.06(s, br,2H),7.93(s, br, 1H).MS(EST)m/
2294. 36 (M-H-) .

[o812]  SEjifs] 39

[0813]  1-{(1- Ak —2- (LA ) -3 LA —3- FUARN —1- 1) PR -1-3
CAE LPRIRIE S (127)

[0814] ¥4 ZWiIETN 1% — Z K5 (202mg, lmmol) \ANELWE T (171mg, lmmol) FIWERE (991 L,
lmmo1) YR ANTE/K CEE (10mL) o JNAAI 16h Ji5 , FE0R T bR 25857015 2405 KT 90 % [1kx
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AL A4, "THNMR (CDCL,, 400MHz) : 8 1. 28 (t, J = 7. 2Hz,6H), 1. 38-1. 64 (m, 12H) , 1. 75 (m,
4H) , 1. 96 (s, 3H) , 2. 23 (s, 2H) , 2. 99 (m, 4H) , 3. 24 (d, J = 5. 2Hz,2H),4.20(q, J = 7. 2Hz,
4H) , 4. 35(s, br,2H), 7. 79 (t, J = 5. 2Hz, 1H) . MS (EST) m/z354. 38 M-H) .

[0815] syt 40

[0816]  1-{[(a—-(2-(2- AL —1,3- 4RI —2- L) MR THIE) I 1- &I
[0817]  HAE 1 -1- MOk LR (128)

[0818] IR A :2— I —1,3- —SURIEL —2- IS (129)

[0819]  OC NI & HLEL/K & F%e (100mL) A EIEE Z 85 (11. ImL, 0. Imol) FIZ —
fig (5.6mL,0. Imol) HIPLHEHITR AW I =% AL — 854 (6. 4mL, 0. 05mol) FH{E Ak &
TR ¥ PTAFIIREGAE A0 CHitE 16h, 285 H 100mL — &0 FFGem B . 1% St R &
AN (2X80mL) YEA NI 7+ EANZE, KRG & IFMANERY) . S| TH IN
SEAAN AL TR ). S0 N REEE 3h(H TLC W) S5, InAFT R pH & 4. &
e B ), FH Na,SO, T4, H k4t 2 5. 1g (38% ) Wikr L&) (129), A— Mg
AR B RA G — P AiL T — 2 V. 'HNMR (CDC 5, 400MHz) :51. 55 (s, 3H) ,
4. 03 (m, 4H) .

[0820] PERB :ZEHE 1-{[(a -(2-(2- FIHE 1,3~ ZA R —2- 3 ) BRI F TR

los21] 2 FRIL 1 FIEHIE | -1- MOk LFREIENE (130)

[0822] =R FHE AR T 1-{[(a - & T AE) AEAETE I -1- O Lom
FRHEEAE (95) (1g,2.53mmol) « (129) (673mg, 5. Immol) \FEEZHE (557mg, 2. 53mmol) Fl = Z %
g (7091 1,5. Immol) WIVR-GYIHEHE 16he it iEJ5, KUk gs . FREIR Bk 2l Ak T A3 i
R, Fl 16% O OIE / ChEsElif3 3] 510mg (41% ) KIbREL &4 (130) o MS(EST)m/
2492. 40 (M+H) .

[0823] IR C:1-{[(a-(2-(2- FAHL —1,3- —4URIF —2-F ) AL T4IL ) B

lo824] & - ZEHIE | -1- MO LR (128)

[0825] AU E R TR ST (130) (470mg, 0. 96mmol) F1 5% Pd-C (L= )
VR A HE 16h, o JE R 45753 31 382mg (100 % ) HIbs AL &4 (128) . 'HNMR (CDC1,,
400MHz) : 6 0.96(d, J = 6. 8Hz,3H),0.97(d, J = 6. 8Hz, 3H), 1. 32—1. 58 (m, L0H) , 1. 59 (s,
3H),2.06 (M, 1H), 2. 32 (s, 2H) , 3. 26 (m, 2H) , 4. 08 (M, 4H) , 5. 29 (¢, LH, NH) ,6.55(d, J =
4. 8Hz, 1H) . MS (EST) m/2402. 32 (M+H") o 1 ik LA F 7B BRI X Ak i 0 R 2 <9
F7K (5mL) , A ZEEE/RE 1 0. 5NNaHCO,, 28 5 14T -

[o826]  Sijiifsl] 41

[0827]  ARALINEHIZH Y] Caco—2 4%

[0828] W] LU AN AT b L AN 7 54 A% B VT AT 25 R4 20038 0 PR AT AR SR PR (431
Wi, Stewart 25 A, PHARM. RES. , 1995, 12,693) o {511, W] LA i k6 25 iy 25 i 0 55 75 i
oAz (fFlhn Caco—2 4 ) SRYFMMHEIE M . 18 BIESHE YK Caco—2 4L (f£
DT 28) s FE R RN B Transwel | ZEBK PR IR AT . FH DMEM/10 % 4 iy LIV +0. 1mM
A FHRAFEMR +2mML-GLn. 5% C0,/95%, 37 C L IR 40 i B 5 S0 24 K. £ st 2 30 il 571
(250 1 MMK-571, 250 u M 4EH7 K, 1mM 4P A ) 1245 1, 78 pH6. 5 FAET (fE5A
ImMCaCl,. IMMMgC1,+ 150mMNaC1  3mMKC1 . ImMNaH,PO, . 5mM 7 28 B 1) 50mM MES 22 ) LA
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JAE pHT. 4 RAEIRM (75546 10mMHEPES ) Hanks ~F3 8 ) #HTEIEEI . 1640
ANVE TS0 12 FLek 24 FLFAR, FF4E 37°C R RE9% 30mine H4ATZ (200 u M) N
THERAE MR % (fE3% ), I8 LC/MS/MS LA 1 /)N i iy 1) B 0 58 £EAH G IR 2 (B2 )
HIRT 2R/ BB BEAR 2R o« T LR 5 FE TR MIBE . (Papp) -

[0820] P, = Vr(dC/dt)//(AC,)

[0830] X HLIY V, Ay LA mL 4 SAA PR A2 B 2 A R 5dC/dt il 24 R0 BE R 25400 I A
(B M/S), &M #5252 B 3 PN 1 A< R 508 I ) 1) ol 288 (1) R 200 52 5Co S L w MK BT T 24
I BAHTIR I sA L em® Ry BT IR AL, Lk B B8 10 28 L 4 M A8 3B PE Al 25 3%
P P, BIE = 1X 10 °em/s, BARIE P, FIE = 1X 10 Pem/s, 1 — B HARE P, (H1H

= 5X10 7 °cm/s. KT GABA A RIAT 25 45 1 AL R P, EATEL R R PR -

[0831]

twEY (P (TR ) (em/s) [P, CRMI 2T ) (em/s) |H# A-B/B-A
(51) 1.06X 10 1.25X10° 8.5

(56) 3.1X10° 2.0X10° 15.5

(62) 2.10X10° 6.40X10° 3.3

(68) 8.43X10° 2.26X10° 3.7

(69) 1.84X 107" 5.22X10° 35. 2

(70) 1.78X10° 1.68X10° 10. 6

(71) 8.10X10° 1.99X10° 4.1

(72) 2.51X10° 1.26X10° 2.0

(77) 7.41X10° 1.43X10° 5.2

(78) 1.37X10" 2.46X10° 5.6

(80) 6.62X10° 8. 75X 10° 7.6

(81) 8.65X10° 1.27X107° 6.8

(82) 1.25X 107" 1.82X10° 6.9

(83) 1.29X 107 4, 48X 107 0.3

(84) 1.26X 10" 1.57X10° 8.1

(89) 5.85X 107 2.34%X10° 25.0

(90) 9.22X 107 5.75X10° 16.0

[0832] LKA I R A ST H R AT 25 B S gl ivs i vk, 5 % B I s g i W i

BR TALED) (83) » BT 25 TR 22 S M2 i B ok S AT TR N 2R T BB . X R i efh &
Y] LLETE Caco 40 MU TR A7 76 I PR IS ML A ( BLARIX P 28 1 40 ¥y i 1 1)
FEAC B I A ORI ) o (83) FRYJECHN 22 THUET () IRVEIE PR B O 3R R A AR T Y
FEARIFR MK=57 1, 4EHr iR A 30D 2, X P AP mT Lyt 2 i o i i) fE

[0833]  sjsfsl] 42

[0834] PPN
[0835] [k
[0836]  7F 6-24 /)N P % 12 RS 245 0 1R 4R SR8 S0 ) 11 R 28— M 7 &5 i PO B TR = 1)

Fi . PRI A X AR 2L () 25 0E R I R 25 R o AT AR SIZE6 DAVPA) o e
THTZYAE D IR EF SR ORI AL S

[0837] LIEA AR

[0838] s M43 K B I 5 T &5 o A ST ok Pl 5

BNAE SR I SEVE LN o PTAT 130
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VSR ERRZ G 4 /. B E DA T 25mg MW T ke W55 &6 in e T
BN EEE T RTZE (59) . (63) . (69) . (72) . (7T7). (79). (85) . (117) F (126) KIS (AE/K
8 PEG 400 71 ) EREH T 450 16 8 /NI A 18] [ ST DK SR AT LA (0. 5mL) , 38 ik
NCHIE /) PEESLRIZE b N, LB IR AT AT — 2. a0 R iR 73 #r

[0839] DR B .45 W e 25 iR L il

[0840] 1. /EZ¥[ 1. 5SmLeppendorf & 1, SN 300 u L50/50 ZJIF / FREEFI 20 u L X &UR 5
N BRAE A P FF

[0841] 2. EAS[RIFKIH ) A e B2 K BRIy, 37 R 100 1w L Iy N3 eppendorf &, 4 #
RBE.

[oga2] 3. K¢ 10w L fn (W T Ar #E % ¥ (0.04,0.2,1,5,25,100 1 g/ml) fill £ 90 L
75 ORI v DA A R R ¢ R HE AR HE (0004, 0. 02,0. 1,0.5,2.5,10 8 g/ml) 5 4R Ji5 4%
300 u L50/50 LJiF / EEMEIEAE S, BEE A 20 u L X RURFEN AR -

[0843] 4. J4FEMBEREFFLL 14, 000rpm B ZEE L 10 438h,

[0844] 5. HX LG A T LC/MS/MS 73+#.

[0845] IR C .LC/MS/MS 3 #t

[0846] 4[4 ShidmadzulOADVp —JGZE M CTC HTS-PAL H ZhELFERS T AP12000LC/MS/MS
ST T T ZE 43 T BRIAPE Zorbax XDB C84. 6 X 150mm A3 JI#4E 45°C . FLBIAHA 0. 1%
FER (A) FZNES 0. 1% FIR (B) « BAE M2 :5% BUIE 1 708h, 2R )5 98 % B ¥/ 3 4384,
SRR FEH 98% B BEME 2.5 0 Bh. MIMBIAHE IR R 5% B ¥l 2 738h. 4 TurbolonSpray
KIEH T APT 20000 LAIE & 177 X583, I8 MRM 3642 172/137 RT3 i in 2mg T
(BT 1 MRM A2 %601 (59) & 426/198, X (63) 4 364/198, X T (69) & 392/198, %} T
(72) & 316/198, % T (77) 24 330/198, Xf T (79) & 330/198, %] T+ (85) & 316/198 HIXf
T (117) 24 327.7/153.8) o VEET 200 L ¥EM . T Analystl. 1 @ BHAEHER . 24T
IR BEHT 2 ) BT E g 25 5, N BT SR MR IR T (Ca) BAAC I EL IS T I 2R
B Hu i ) 1 2 T B A (AUC) BHE KT O2 F%) InEmE T A 5 45 )l 25 257 AL 1 i 28 T 11
o B, §i gy (77) $RALAINEE T C,. AT AUC {E L INELIE T A B K 10 £, R £ W
AR B A AP0 RT LA OE T e RSO/ BOA R 3 SR T GABA ZEAUA I 464 M T
FH T GABA Z DI (1) PRI 22 G35 ok 2R 1 W IR 2 AR e /M

[0847]  Sjfsl] 43
[0848] R Z 2 5 g Z
[0849] &M T BN T RIZY (77) A1 (82) (LA T 10mg MICLWE T /kg HIFI&E ) %
T3E B IV (BIU17K JPEGA00 2% ) , 305 HAB 78 2 FFR 11 Al 2e t29? SRARIB B E I E (i
74 2001D) (DurectCorp. , Cupertino,CA) . JHILLE 37°C FEIE I Alzet??? fE1BIE LK+
B 3 /NI FHAE 4°C TR B AL TP A7 O AT AT . AR5 DY R AR R R e P A A
Mk (K29 6. 5kg) o BIAERFHRIRZJG 4 /NITER . £E 48 /NI Py TR B HBER AT (1. OmL) ,
FEAZRIXT I AT A PR o ¥ 1A R, FFRAE -80°C T A7 B2 AT IR T VAT 7
Mo PARPRTZSPTEREEAIMRZ ST 12 /NI R EsE T O IR IR FE LU AE Alze t 299 58 & it H
EL IS T AN B 5 BT LI I B T R K 2 i o BRI 12— 2D AIE B AC R BH (1946 & 400 ] B R
T T R R SR GABA SR 454 o
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[0850]
[0851]
[0852]
[0853]

St 44

KN4 N Dregabalin 5% pregabalin Q2525 24 51 pregabalin (¥

e

H pregabalin Fl pregabalin §i24 (110) A1 (112) ®\EHE=ZjEh] 41 1. FiX

EHT G R F T E s 252 G s pregabal in [ KM KWK E (C,.,) LLAK pregabalin Ifil
IR P K IS TR) R 2 R RTIAR (AUC) BHIR KT pregabal in K & g5l 25 25 7= AR 1) i 26 R 1 AR

C24%5) .

[0854]

R Ja AL B RIAFAE S A e B AR ] 14 10 75 3 DRI, ARSIt 7 S A 2 4

AN AN BRE > HLAR B AN 32 A SCHR AL IR 40715 PR Al 5 112 v 6 BT B AR ASOR) 25K (1 Y [ A0 25
R WAEE .

[0855]

EHGIARIL SR I MLFIE NS,
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