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[0027]

[0028]

[0029]

[0030]

[0031]

HFELLIIRA (40°C /HEHILL FOBEE TOMEAD) Thd, KVFELWRALRE
1$5—20°C /Il T, SHIZHFELLITMI0C /K TH D, Fi-, a2 iTiR
B, RO EL S EENOE EERTDILNTEL, FELITEE-0C
THY, IVAFELLITI—ECTHY, SHITAFELLIE6. 5—7. 5CThH D,

BT L7 A o DT BRI E T BEL . MBS CEUIZRERCIgL ., &
DICHIELUCHMORE R AR DT L TED, S OVEE I T DA B, ST
LB THIN, HFFE L Es—T F AT Na— L Thb,

IEIRERECTHBEL /52N (&L 0) B & (Clh) ThHGE DRLEIL, K
[T E T HIETHAMBE TH DD, KEICEE T D5A IR T2, N
(CEoTHMRTDIENH EL, FRIRELL O, BERIIEU CHERINT S
ZENTEDN, 4FELLIFZA0C—130CTHY, IVEFFELLIE65—T75CTHY, IH
[CHFELLIZT0CTh D, RaRIERIT, BB RS EDEL TR ETORH 2
RE R, AR MRRES IR CHEBR T IUEE, -, SR E T
THIE FTHITHIZENTEDN E FTITHOZEMNFEL, BEET, s &
| BLMRSETE | SR RIS U CEESEIR T UL,

CEDREETTIE (BERBIE)

{LA% (5b) ZBERBI R HZLICL-Th, CREARETAZLNARETHD, B
BAER T 569 (5D) 13, EOIIRTERETH-ThEW, 7 b, KA TH
EARDTHIL, FERE THRERE BROEZENLRDLOLET) ThiL, Z
NHDIRAY TH- ThEW, FrZ, HFELWEEEIX, LAY (5b) DKFIOFE &
ETIHEA Y (Bb) DEKYR S B I OMLEY (Bb) DRI DFE B DIREY T
0%, PINHIRAEMELTL, BIZIT, L6 (5b) DERERDOERIZEmFIZE>T
BONDHIRAY (RAMEOEHI2BELUND) &% HOAZENFEETHS,

B4 (6b) & N IREERE | OMBZIR T HZ 212X N— (83— T /—4—AF
N=TH—A VR = N—=T—A ) =3—T B U RVR TIN KA (CH) %
BAHZENTES,

IEGREELL T, WS RIS U CHERINT AL TEDD, 4FFELLIF80—1
30CTHY, LVEFELLIE119-121CTHY, SHIZAFELLIT120CTHS, Hlk
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[0032]

[0033]

[0034]

[0035]

[0036]

RERDIE, R IR ST E DB FREIZE COR ARG B SRR | SREE
FLUTHEEZBRTIEROA, FELIZL0— 12K/ THY , LVFELLIT
3043 — 3K TH D, Fz, BRI FTHRIE FTHITHZENTELN, BE
TTITOTENMFEL, WEEL, G R, RERE | WREES IS CEEE
NG gV O AR

¥72, LAWY (5b) Z/KIRES T, BRI 72t IRET 2281280, CRER
HTEPTED, HWDKDBIIRFITHIRS IRV, i ELLITRES 5K %
B D5 30 E (v W) . KVAFELLIX18 225 & (v./w) , EBITAFELL
1320F5 & (v./ 'w) & V5, INEMEFRZATHOIREIZ60—90°CTHY | #FELLIL75
—85CT, LV ELLIIBOCTHS, MBGHFEATORF] L 1IF[H]— 2407 THD
D, KVAFELLIT3—18KFH T, SHIZHFELLIT16— 18R TH D,

BONTEAK YRGS, VTEIC TR DR D Ik - M LIRIRR D 715 - SR
T, SHICHBEEATIZEN TED,

EROFEIZE-TESN-CRITH—DFEETENLRY, ZORKEHITRE TH
2T, B IMORERTELIBEN B T 52800, ERIBELRNVED B
WAL TRY, MANRICHEL TWD,

ARFE A DA i & A T DR )

{t64 (5b) DHUEHEAIE L COMEFICBIL TR U LICRHIC B RS TR
v, ZNERRICARZEADORK & IIHUEBAI DA DR 7 LU TER 52803 TED,
B R OBIROT R CEBREL CRIMEDBRICED D, F, AEHO
Cluld, T D RIFREEMEEYHELD G FUBFAI DA RIS L L TOEH) (5b)
OERICRLELIZERETHD,

ARFEBNC D DREEIE BHS N T EICLEER], B, RIA], BERIA,
WBEEA, I RAH], ay TRl ba—F Al R, ALA AL BB AIL IR
OB A, AARAL SSEA REAL Sy T Al a—var Bl LU TRIFIE T A EN
T&ED, BANGIZITE T OO LMRTEA, fEa Al FEIRA & aA, BWE R A
R, BEROMEIZ LR EA, FALA, WA, FEENES] pHFEEH, B
A, BRI R E 2R T 22803 TE, —RICEFESEAOFEEL THV bR
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[0037]

[0038]

[0039]

DR ERLA L TEIEIC IV A LS,

ZNODRGELTIIBIAT R, 05, A7 VBT AR E OB ; RE)
INGTAU  AIOT BTG TT 4 BDRICKTE  RVAF UBA I F VT UL,
SUAFUVEAY T o VED T AT IV B IAT T U T ba—)b _Aaz)L 7 b
—IVEDERRT Va—L VYR VYl R ARV T LU R BT AT
N INE G ENBR = ATV TRV EIIBR = AT )V RIFF L F LY e
ZRRNBE AT )V RUAF L F L ARMOELR, RVAHL = F LR AF
vaeL 7 uyyaR) v —EOREEEA eR ek o F =2 RYT
TUNER TINVARFLE = VR — R F Lo Va—L RIE =L mRy | X
FNENT—RRE DKEMER 57 =8 )=V AT aELT La— Ll D&
BT Na— TV TaeL oL VTR a—)L YV E
NIREDZART Na—)v TN —R, T alffilal OFF BRI AFR, 7 ABRT V=
DT RUD B TABET NI= g8 OEMIIR K RERZEITHND,

BEAILL T, BIZITENE, 2— 027 —F A, TRV, v =h—1 I
Evb, fifarm—R ZEESARRER, FEEFIEL T FlAIERIe =17
Jba—)L R = )LT—F )L AF)LELa—A nF Ll a—R T T AA,
NIH N, BITF v, Ty 7, a7 at L AF vrn—R eRaxi 7 a
=2 RIE= A RIRY R T S a— L R A F L mF L
Ty IRY=— AT NI E D BRERIEL T, BRI, R, BTF R
R A=A REBUN T L, REBKFET NI L, JT BN T L T FA
R, RYF v HNRFL ATF LB m— R T VT DS IERFIEL T,
ZIFAT TV~ TR b ZNT RV TF Lo T Ya— V5 R AEY) I
S0, BEA L UIERFICIRMNTAIENFTFATINTODLON, FHURE R AL
LT, 37 R v, F7ER A~y AT, BN, ERARFES AL,

& 1 BUA 2 BE T H121E, RIS DILEWEITE OEBFRICHASN
HHEEIRTEAN, SHIZHBITRTTHREA ., BREEA., BIRA, B aH., BWERA7
ErMNAT AR, FABICIOBA, kLA, BRRCA, 8274, BEREEH], 7 L %L
ERAN
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[0040]

[0041]

[0042]

[0043]

[0044]

[0045]
[0046]

ZNHOEEF] - FERIFNIIIER, ZOMMBEIZIVFEET—T 107 TH2L1E0H
AIFERZIRN,

E7z, vy TRIRCTES A S OWR A2 BLE T HBRITIT, ABEIUHIHHEE
WS OFEH LR FAS OIS pHA A, e, FiR(bA 2L L LB
IS U CIRAEARBI A, ZE(LAIeEZ N AT, BIEIC LV EAI L2,

S A BUE T DB O FIEIFRES T, FIBICIVRET DI LN TED, T/
OHLEENIZH 70 AT 2ERF R LT, ERA, BRI, L R%E
B H SN AR A H WAL ATRE Th D, T 2EAF RS L TR
BT, B IZEVE I, SETE, AT LI, Uy 7 A8, Bk T v=a—/VHE, BE
FAERSE, S V=, FUmEiEER, VIR, Ty — V8, 07 v — 0V, K
VSRR 1R RS TSR REDK R L DRI IT B, SHITHEITRL, pH
AR FUBRILA, L —RA, BHIE R, & G BRREZINT 5TL3T
EBH0, RFEBRZHD DI A EIOEFFERHIZ NI RESIR Y M BEZNT
TR R, BB HRA] MBRTER], XM, T, RBR AER
MR E DR EFL A TH2Eb TED, 7ok LEEAIFEI ORI EIL, WE /A
DEGEIZHT VR ESNDREIIRDETHD,

REID DD me 5T 556 TORREBIIFICRESN T, BHE b
HHEICIVR ARG THIR AR ETHR, Fl2IX5H]. B, BRA, 17
NA Tay 7 El be—F &l WK, AF] FEHFL REA IREA] SIRA,
REH . REA Ny TR a—talFREDRIELTRANLL, £5T25ZLM/T
x5, RIEFIZHDBHIEEOR SR, BEOER, MR, RE IEROBE, &
BoREWREE, &5 F8 - EORES IS CHERSIENTES,

PATIZ N= (8= T /=4 AF N—1H—A K= —=T—A)V) =3 T )X B A
VIR T IR O EK YRGS (Co) (LG9 (Bb) Ci) 23 7H 5. A~DIBREIX
F B2 8 I WA ORFIL T DFE R,

100mgfiHl & (1EEHT-VDEE)

[%1]
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Iy EH B/ M &
(mg)
k&4 (5b) Ch FEFK 100.0
v =Rl RRFE A 123.8
rETaLT LY BRFZA 36.0
EE#HECNoS S 7o ln—2R HAEEX 48.0
[N =l I e R = T EAHE 9.6
S RING e S A 1BIRA 2.6
ERaF o7 ae /L AF L a— R a—F 17 Al 5.7
~rad =) a—F 7 Al 1.2
9% a—F 427 Al 2.6
B b5 a—F 47 Al 0.45
HEFEk EEHA| 0.05
& &t 330 mg
[0047]  50mgiFIMS (18EHT-VDE &)
[0048] [F2]
B a7 FHB® WH &
(mg)
{L&# (5b) Ci FI 50.0
v =R il 61.9
FrERIVF LT il 18.0
EKE#ELReX 7ae’ L 2lrm—2R RREEX 24.0
eRaf s 7 e’ L/ m—A EAH 4.8
AFTIV R~ T R0 L VEIRA 1.3
vRed L Fat L AF e —2A o—F L7 F 3.4
wynd—)u a—F 47 Al 0.7
Bl a—F 47 | 1.6
BeibF 5 a—F4 7 Hl 0.27
B ek HEA 0.03
& Bt 166 mg
[0049]  10mgiAFIEMF (1EEHTZVDE &)

[0050] [F3]
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R 5 £ B B9 WL &
(mg)

&%) (5b) CH s d 10.0
vr=h FRAZA 89.9
cyERIYV T TS R A 38.0
EE#fErNoS L 7Far’ L —2 FREEH 16.0
EReXx 7 ut L Eln—A EEH 4.8
I SAEING o/ Sy NN EIRF 1.3
R e 7 ae L AF L m— A a—F 47 Al 3.4
v/Ra—)b a—F 17 Al 0.7
2T a—T 47 H 1.6

BRfLF 5 a—7 47l 0.27

HER{LK EEH 0.03

& Bt 166 mg

[0051] 2mgBUF|IEALTT (18EHIZVDEE)
[0052] [F4]

B o EAHE® T B
(mg)
{E&¥ (5b) CHy F3K 2.0
< =h—L A 95.9
ryETRaLF LTy vz 40.0
BE#ELN DY I Ll o—2R HA A 16.0
bREE L 7oL n—2 FEEH 4.8
SIS SN T&IRAl 1.3
bR ot L AF L m— A a—F 427 Fl 3.4
v 7ud—j a—F 17 Hl 0.7
Y% a—F 40 Hl 1.6
BT a—747 Al 0.27
EEmg{ek & A 0.03
& &t 166mg

[0053]  7Zpds, EERALTT ORANL, BAIFEHNC— AV AV DILTODFIEIZE >TSS
ZEWTED,
F 5]

[0054] DL FOFEHERNZIVAZEAZZEHNC B BRI AT 55, ARFIZZNHD
FRHNZREE DD TR,

[0055]  ZEHABIA:3—T /-4 R2FN—7—=pa—1H- A N—/ O
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[0056]

[0057]

[0058]

[0059]

[0060]

[fk1]
CH3 CH3 CN
A\ - A\
N N
H H
NO, NO,
VAF VRV LT IRT7A0mLIZ0CTAF LY 235mL (2. 52mol) /%,

ZDtk, 0°CTO. 5REMBHRLZ, IRV TIORISER HIZ4—AF V—T—=ha—1
H—1>F—/1370g (2. 10mol) (WO00,/50395%) DY AF /LR LT INERE (
1110mL) #0°CThIz., 60°C C2RFRMBVEHELT-,

WIZ, ZOPUSRFIZER ad I VT IV REERIE 292 (4. 20mol) DY AF /LA IL
LT INEENR (1850mL) ZNIR80°CLL EIZ72b72n K5I FL., 60°CT4043 M
BB LUT-, BUNRARIOKE T KK 1ILEMZ, SOIZRBHE#RL, HTH
L7zhbdma BB L, KL, fdad k11, 1LICRBL . ZORERICINAKER LS
N LR AR CoHTIZFREE L= 14 | R SA TR, KL, Eii b AW412¢%
57 (L 97. 6%).

HPLCZ#TIZED, WO00,/50395 528D 33— T /—4—AF /L—T—=Fr—1H
AR VERUAEEY THHI LA LTz,

(HPLCZ:A4)

BB CH CN/H O, 70%ICIO =500,7500,1(v/ v/ V)
Wi :1. OmL, 4y
UV (254nm)
#1525 YMC—Pack Pro C18 250X4. 6mm
ERAB2A : T=T 3 /)—=3—3T )=4—AF N—1H—AVF— L DO&liE
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[0061] [fk2]

CHs N CHs N

N
N
H

Iz /
Y

NO; NH,

[0062]  FEiI1ATEZ3—L T /—4—AF )L—7—=ba—1H—1 ' F—,1400g (1. 99mol
) EEEBRTF VELEAY ) — L 6LOIRETRIZIEEL . 10% /3707 L—fRFE40gD
FAE T FIRAKUE CAKFRIRMU T2, MEEATRAI L7t IRIRETEIE RLBEL | B
MEL. M REST, SHE60CICTHRMERE L, 2V ANV mH 6 LICIE LT
AK12LZ T LTz, K SO HZ#ERR %, ki T 1. SEFRIEHRL , IBBL ., %
K (1L) C2[E¥EE L7z, ZOf % 50°C 16 M@ AE R 22 Ll LiERRL A
¥289g%157- (INH:84. 8%),

[0063] HPLC/MTIZLD, WO00,/ 50395 8558 D77 /—3— 7T /—4—AFL—1H
ARV ERUALEY THDHI LA MERR LTz,

(HPLCA4)
BEH:CH CNH O, 70%HCIO =400,600,1(v/ v, V)
Wi : 1. OmL /4y
UV (282nm)
5152 YMC—Pack Pro C18 250X4. 6mm

[0064]  FEHEHISA:N=(3—3T /=4 AFN—1HAVR—N=T—A) =33 T ) ¥

RV TR (kWi (Cn) ) D#dE
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[0065]

[0066]

[0067]

[0068]

[0069]

[fk3]
CHj3 CN /@\(4[‘)) CH, CN
NC SO,Cl CN

NH, (3b) <o /NH (5b)
2

IZ/

EWiBI2ATEI-T-T/—3— 7T /—4—AF )L—1H—A>F—/L'5, 0g(29mmol)
BIORB—T I REBRVR=L 70 R6. 48g(32mmol) [CAS No. 56542—
67—71%HEEEAF /L 150mLIZIREBL . RO T/K75mL, EUY 2, 83mL (35mm
ol) Z NN A T2MF4073 | LTz, ROSHRIZIRIERL0. 73mL (9mmol) Z IR 721
SYRL . BB A/KT75mL, =& /—/)L17. 5mLOIRIR CUel Lz, AHfE 5 M
REMZ TA5—50C T30 B L7244, IEEUIRMEL 72, 25 L TR DIVt d
[22—=7% /7= 96mLBL UK 24mLEN % T, 75 C T2, K10C/
BFE C7TCETRAL, AR LI, THLICR B ZIBIL , 2—7 %/ —/110mL
FOT2AEMYEEL ., AL AW DRERLS. 17g LEATOER) 2157, &bI2, 20
A TOC T2 RIMER IR T ALV 7. 54gDET LAY DS RE BT,

HPLCZ#TIZLh, WO00,/50395 558 &, ON—(3— 7 /—4—AF )L—1H—1
R—=b=T—AN) =3 T IR BUANERTIRERI AL EY Th AL MR LT

(HPLCZ:A)

BEE: CH CN,H O,/ 70%HCIO =500,500,1 (v, v,/ )
FiiE 1. OmL, %y

UV (282nm)

#1525 :YMC—Pack Pro C18 250X4. 6mm

FTo, BONT RO KR ET 32— 2 RURL, BTA (20 ) e —2
BIOC—7BEEZ RN
[#5]
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[0070]

[0071]

k" -2No. 26 m M BB o B EEE  1/lo
1 11. 420 7.74203 2122 0.210 5%
2 13. 040 6.78368 918 0.210 24
3 14. 380 §.15437 778 0.300 20
4 15.200 5.82415 7117 0.210 18
] 15.540 5.69748 220 0.210 ]
§ 16,380 5. 40714 1013 0.210 26
7 17.000 5.21181 960 0.210 25
8 18.080 4.64763 3825 0.240 100
9 18. 440 4,56237 503 0.150 13

10 19. 780 4.48471 1512 0. 240 39
11 20. 360 4.35824 470 0.210 12
12 20. 900 4.24684 543 0.210 14
13 22. 500 3.94833 1285 0.150 33
14 22. 620 3.921765 1437 0. 270 87
15 23. 160 3.88728 295 0.120 8
16 23. 960 3.71084 820 0.330 24
17 24. 400 3. 64501 880 0.180 23
18 24. 520 3.62744 952 0.150 25
13 24. 980 3.56168 9117 0.240 24
20 25, 560 3. 48216 693 0.210 18
21 26. 260 3.39090 1230 0.270 32
22 26. 760 3.328867 823 0.240 21
23 28. 840 3.09315 1277 0.210 33
24 29.620 3.01345 270 0.180 7

FHEFB:N= (3T /=4 AFN—1H-AV R —N—T—AN) =3 T ) ¥
LV AVIR T IR (K it s (Bik) 2 FICETEAY) Ol

WOO00,/50359F M DON—(3—> T /—4—AF L—1H—A L F—/L—T—A/L)—3
—VT IR BUANER TIRORISGM, BRI E SN TET LAY DRE
mmE LT,

T—73)=3—T )—4—*F L—1H—A > F—/L(10g, 58. 4mmol) DT 7R m

772 (200ml) VEIRIZ, EUP L (20ml) £33 T /_RUB VA VR= AL 7aT AR (1
2. bg) &NNA. EIR T3. bR L7, 2N#HEEE (100ml) /N %, FEER—F /LT
MH LTz, AHEZK (2ED) | fuf1RHEK CIEREEEL . BARREE~ R LT
WL BT TIBME LT, FRIEZ S UN I NAT o0 T TT 40— (T3 FEER
TFN=2:1-3:2) THRL, ZHUCx=E ) — = ~FF ARG (1:2) 270
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Z V= —arth  IREBRBPIERL., InE X ) — ) — A~ R A T (1:3) T
P Uiz, —BuE L L A# (9. 33g. 27. Tmmol, IXFE47%) 157~
[0072] 'H-NMRA~XZRL (DMSO—dﬁ) § (ppm) :2. 58(3H, s), 6. 52(1H, d, J=
7. 6Hz), 6. 80(1H, d, J=7. 6Hz), 7. 74(1H, m), 7. 92(1H, d, J=8. OHz
), 8. 12(2H, m), 8. 19(1H, d, J=3. 2Hz), 10. 13(1H, s), 12. 03(1H, s)

[0073] S5O fESE OB ARXREPT ¥ — 221K, BERFA (2 0) 0¥ —7B L
v —JREAEF6ITRLIZ,
[0074] [F6]

-7 &5 2 8 4 (i 8 d 4 58 HEr +8 3t 34 B¢
1 5.960 0.235 14. 81587 3492 49
2 8.100 0.212 10.9063 2820 40
3 8. 440 0.188 10.4677 1968 28
4 11.920 0.259 7.4184 4067 57
5 14.120 0.282 6.2671 7103 100
6 15.120 0. 259 5.8548 2142 30
7 16.400 0.165 5.4006 2330 33
8 17.660 0.141 5.0180 1905 27
9 17.960 0.212 4.934% 1958 28

10 19. 240 0.306 4.6093 5707 80
11 21. 380 0.235 4.1526 2443 34
12 21, 940 0.282 4.0478 5502 717
13 23.020 0.212 3.8603 2602 37
14 23.580 0.165 3.7699 3172 45
15 23.900 0.400 3.7201 3958 56
16 24.540 0.282 3.6245 2812 40
117 25.840 0.185 3. 4451 4302 61
18 26.520 0.212 3.3582 3045 43
19 27.540 0.376 3.2361 3265 46
20 28. 380 0.118 3.1422 2555 37
21 28.520 0.188 3.1271 2435 34

[0075]  FEHFI1BERIEED FIEIZIYFE— s O REAZRIT- 05 By R XF A7 —
NI—E LD T-, Thbb, ERFII B TELN EimiTE— R TIE e E
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[0076]

[0077]

[0078]

[0079]

[0080]

BOFEBOBEH THHEZE 2 BND, i, EHFIIBOIFIETIE, i
ETAHIEIITERNEEZ LD,
FHBI2B :N— (83— T /=4 RAFN—1H-AV RV —T—AN) =33 T ) E
v A AR IR (AR s (Com) ) DE (BIIET)
EWFBERERD T IETEZ, N— (83— 7 /—4—AF L—1H— A R—L—7—A
N)=3=L T IR BUZNRCTIN UK OfE s % EIZE TREY) (1. 00g)

AV 7 ae VT v —u (5. Om) IZEREBL , MBVERLTZ, 2212, A/ 7 ae’ Ly
Na— 1 (16. Oml) 2R 2 1T A, fhemE BRI LT, ZOWIRESHIZ305y
EINBGENE L7215 RO MBAEZIE L, TOEE1 20 MBI L 72, A7 H L7 i
ZIRELL | fdh & A 7 a7 v a—) L (2ml X 3) THEEH4 ., iR T104 k5|
R LTz, ZOL LN A 50°CT13. SRR LIZ1%, LA TToAL
Tzo TNESHIZE0CTI3RFHIFZRL IR A —RB A EEL T N—(3—3 7/
—4—AF N—1H—A L R —=—T—AN)=3— T )P U ZIVIR T IR DK Rk
fa &K & (Cd) DIRA Y (T44mg) 2157,
ZNHH200mgx120°C T304 MFEETHILIZEY | N— (83— T /—4—AF /b—
1H—A VR —=—T—AN)—3— T B U VR TIRDfE L (194meg) 2157
BONT RO ARXIREITSZ— R LT L2 A FERFI1CTHLINIRE
ERDREIPTF— 2 b—F L TEY, Hoh -k RIE L F 1C RO e F—
Diftida (KM i (Coh)) ThoaZ LR LI,
FFEB1C N=(B8—T /—4RAF N—1H-AVR—V—T—AN) =33 T )}
VAR TR (ki (Cl) ) D fiiE (Ri1%2)
T—73)=3—T )—4—AF L—1H—A > F—/L2. 50kg (14. 6mol) BL3—

T )RR AN R= L0 RS, 24kg (16, 06mol) [CAS No. 56542—67—7]
EEEERAT L 25LIZRREBL . IRV CEEEEAT V87, BLBL VK37, 5BLEM A T, Ik
IV 1. 39kg (17, 52mol) 27 F L., 2K REAE L2,

ROSTHRICIBIEFE0. 361 (4. 38mol) M /2%, kL, AH/EE/K37. 5LEBX
Qs )=/ 8. SLOIBIE TUE LTz, AREEITIEIERZMA TE0C T304 R4
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L7t ARUEBHEL-, 2/ 7 a7 A a— L 30L& N2 BIEMELT-14 . A
V7ae VT a—91LEK9. 1LEMNZ 70 CITMENL 7=, 2RERIMLIRMRE HERL
TBERIERE, A7 a7 a— 11, 4ALEK]L. 1LE M, ZOEHEEZ10°C
S CTCETRAEL (64 CTHRFEREEN) | TCTHRERISE, iz IEmL
720 FEETE F70°C TR T AZLICIVERR L AW 3. 6kg® A EfE AL
Bz (IXE:73%),

[0081] LN -ABKSEBMRDOKGEEEN—NT 42— EICIVRAIELZEZA0. 1
% THY |, HOITAE I EK Y OGS THHZLERER LT, 7z, HPLCHHTIC
X0, BONTERDBN— (3= T /=4 AF NV—1H—A VR = V—T—A)V) 3= T/
NRUBVANVETIRTHAZLEHER LT,

(HPLC%AF)

#BE)fE: CH CN,/T O, 70%HCIO =500,500/1(v/ v,/ v)
FEE: 1. Oml, 4%y
UV (282nm)
HF25:YMC—Pack Pro C18 250X4. 6mm
17 LR E  25C
{RFFIFMH 8. 347

[0082]  FHHLNT-AEROMARXHREITTF—L ZR3ITRL, FE#TA (20) DB —7B LW
E—IBERRTITR LT,

[0083] [5R7]
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2 theta (degree) Relative Intersity
11.4 47
13.0 24
14.4 20
15.2 21
16.4 J0
17.0 16
191 100
19.8 35
20.4 12
205 15
22.6 37
24 0 25
245 28
5.0 27
25 6 19
26.3 35
26.8 23
8.8 35
.6 24
3.7 10

[0084]  F7=. bR O PCEENMRARI ML ERBICRL, AL 7 E8IcE
L7,
[0085] [3%8]

Chemical Shift (ppm)
1434
1377
1369
1342
1311
1285
1264
1258
1243
1200
1188
1158
1110
845
194

[0086] BT, LGSR DIRN AT ML (KBrig) K 7120, WIRE —27 D (c
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[0087]

[0088]

[0089]

m ) BLOERE (%T) 2RITTR L,

[£29]
Wavenumber (em—1) %T Wavenumber (em—1) %T
3212 5 1087 23
2954 20 1060 36
28772 26 984 25
2242 22 939 41
2223 7 905 25
1715 47 839 45
1617 49 819 36
1519 29 795 a2
1472 42 754 30
1443 12 690 15
1410 20 676 16
1337 12 652 26
1316 17 625 24
1260 32 607 28
1207 39 b8 20
1178 32 559 17
1168 6 B3 14
1102 32 420 45
EHI1D:N=(3— T )=4—AF N—1H—AV =)L =T—AN) =33 T )X ¥

Y AN T IR ORI i AdL) DELE

N— (3= 7 /—4—AF NL—1H—A LR = L—T—A V) =3—3 T ) _BU RRL T
IR (31. 8g) AV T BE LT Lm—/)L (954ml) BL UK (9. 5ml) H, 4ME8OCT
VR LTz, oK) OFERS &L (95, 4mg) ZANZ., —RUTKB LTz, 3077 [M#ERE .
fRETEHL ., A7 B LT La—/L (60ml) T2EYEE L, 19°CC3. SREHEIEITH
L AEF LAY O BfsE (28, 1g) 27, SOV DR RXRE T ¥
—VERIELI-EZA, FEHafF 1 F CRELNIR SO R XIRET /7 — b —F L,
ARERH THRONT R ABIXFEMF I THROLN MR L ALK THHZ LR L
770

FHAF2D:N— (BT /=4 AFN—1H-AVR—=V—T—AN) 3T )X ¥
VAN AR T IR (RS AR (Cdl) ) ORIE (IIE3)
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[0090]

[0091]

[0092]
[0093]

[0094]

[0095]

FEhaB 1D THRIEN— (83— T /=4 AF L—1H~A VR —I—T—A ) =3—T ./
NRUBUANVRT IR (5g) &K (100m) IZERE L, 80°CTL 7R EIMBUREELT-,
RIBFE TN R IEEL ., /K (20ml) THESL, &5HI270°C T22RRIRIER
L BB ORER (4. 20g) 24572 (IR 97. 7%).,

OGSO RXIRET 32— BB LT L2 A, Eif 1 CTHLIRE
e DEIPT/RF— E—F L TEY, BRI ERA 1 CTELN R e R —
Dt an (KW G (Chn) ) THHZLERER LT,

ERFIE :N= (38— T /—4—AF N—1H—AV R—=)L=T—A)\) =3—3 T )P
Y AR TR (B it (Bif) ) #LE

N— (38— 7 )—4—AF N—1H—A LV R = —T—A V) =3— T J_ B RN T
IN (KPR (Cam) L 1. 0g) 2K TH /—/1 (36mL) &/K (6mL) DIRHK T70
COKBHTEMESE, RNT, ZOWIREKKPICFHES S, TRz
TIHL ., BHONT-#EE%E2200°C ChzgEt N— (83— 7 /—4—AF L—1H—A R —
N=T—A ) =3—L T ) _RB U 2V T IR (KA (Bi) ) 245877,

BONT R ORI 7 — 2 HINTIR LT,

FEREBIE :N— (3T /=4 AFN—1HAVR—N—T—AN) 3T )X ¥
v AN TIR GRS dE (AdR) ) DRLIE

N—(8— 7 )—4—AF N—1H~A VR ——T—A ) =3 T ) B RV RT
IR (EAPHERE (CaR) | 1. 0g) K TH ) —/1 (36mL) L/K (6mL) DR T70
CORBH CTEMASE, WNVT, ZOBEIRE KRB FICHESE T, HTH LT
FEBL, N— (37T /4 AFNV—1H-A VR —V—T—AN) =3~ T /B A
VRV T IR GRFn#E &t (AdR) ) 215872,

BONT GO RXRETF— % RKAIRL, B A (2 0) O —7 RO
— 7 BEAZR 10T,

[#10]
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[0096]

[0097]

[0098]

2 theta (degree) Relative Intersity
8.5 100
11.8 8
13.5 14
151 20
16.5 51
17.0 17
17.7 11
18.8 16
20.3 16
2.8 B8
222 g
23.5 23
245 13
258 41
26.3 3
28.6 13
00.2 8
54.4 7
F7- BON RO P CEENMRANY ML ERBIZRL LEY 7 N FE 111
RLTZ,
[F11]
Chemical Shift (gom)

139.9

1365

1347

1317

1305

1299

12872

1263

1224

1199

1184

1169

1141

111.7

82 .1

161

LI, BONT R DOBRAN AT (KBrig) # K812, W E — 7 DR (¢
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m ) R ONEIEE (%T) %R 121057 Lz,
[0099] [F12]

Wavenumber (em—1) %T Wavenumber lem—1) %T
3749 43 1139 17
3650 35 1108 29
2400 12 1091 32
3131 23 1060 B0
S0 28 982 47
2916 47 964 hd
2233 32 928 51
2217 17 907 47
18485 60 850 b2
1734 58 813 47
1621 47 202 36
1517 25 702 26
1472 37 682 27
1422 13 635 28
1389 40 616 24
1347 13 597 32
1320 23 B2 26
1244 45 556 29
1206 34 26 49
1179 38 h08 28
1160 11 420 b1

[0100]  CHYRX#REIHT/ S Z— DHEIE)
HE B TIRONTRE RO RXIREITRIE L, LUT ORIE SR TITo7,
[HIE A
fEHAXHR: CuK aiff
BRI 40kV
B 20mA
FEEAYvh: 1°
ZHAUvh: 0. 15mm
BELAY v 1°
EEEE: 2° 45
[RIESA+B]
fEFAXHR: CuKaff
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[0101]

[0102]

[0103]

[0104]

[0105]

HEAYh: 1,/2°
ZHAYh: 0. 3mm
BELAY YR 1,72°
EEERE: 2°
EHFIBATHELN ST LEERIESRMHAICTRIEL, ERFI1B, 1C, 1ERXK
CIFCELNRE I LR ESREBICTRE LT,
(PCEENMRAZ ML ORIE)
EHiff1CB LI IF TELIRE RO  CEENMRARZ MU EE AT D4k
TIT 7,
FIERE: =R (—220)
BEEYE: vVa—ran(NEEE: 1. 56ppm)
BER: °C(75. 188829MHz)
POV U T0RD (AfL  FEERI1EF) 150% (Ca: S2EB11C)
rYOVAE—R: CP,/MASH|E (VACPX—pm)
(FRIMBUI AT BV (KBrik) OBIE)
EHHI1CBIVIF THLNFE R DORAARTRIEIL, BAETID LEERE
TIT o7,
BB M1 B THSNDHE SO
HPLCHEIZEY, EHEFI 1B THELNDK @ PICE ENH M ELRHIE LT
(HPLC%A)
A7 ODSHZ A (4. 6mm, 775K 250mm, K285 1 m)
HTLIRE: 30C
R 282nm
FiE: 1. 0mL /%>
EZUL R
Az CH CN,H 0/ 70%HCIO =100,7900,1(v/v/v)
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Bi& CH30N/H20/70%H01O4= 900,/100/1(v./ v,/ V)
TG NI A F13ITR LT,
[0106] [#13]

Time (min) B (%)

Initial 39
40 100
all 100

[0107] (N EDFEFIE)
ravh I h00, £ TOE—sO—EfEEREL, L FORIZEV&EE—2 (
N—(3—7 J—4—AF L—1H— AV R—V—T—A)V)—3— T I B U AR TR
ROE—2%BRO)ICONW TR EEZEH LT,
18 % ORG & (%) = ([ 2« DAMYE — 2 FFE) / (BE—ZHEEOHKFI) X 100
A ED0. 06% LA LoV —rZ2 A flie —rL L, ENbDOMEREmICE Ei
HARMMEE LT,
T E (%) =18 % DM E (%) DTN
[0108] HPLCHHTDfER, ERBIIBTHELIHERIE, AHEZ2. 17%FATHDT
EW DT,
[0109]  EEBRHI2: I I DEERENE
ERiBI1C, EHI1EBLOERKFIIF THRLNIE Mm%, 256°C1000Lx Gt
ZEMRBRIERE, LT-120D 3], T4 /B EERT, BHA) Tlr ARKRUS
r ARFELTeHE, HPLCIEIZKY S &L I E LT,
[0110]  (HPLCZA%)
RIURL T TV o7 a S M I HER T LM, BB B 1ITRLZ 5
L FEl— D&M THPLCEEZ T -7,
[0111] [5R14]
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Time (min) B3E (%)

Initial 3h
29 3
40 100
50 100

[0112]  BBRGI VIR U E B LR O FIEIZED, FRICE ENA R &2 RD T
o IRIEDHIE T, FE MG THONRMmICE ENOTMP ELR ISR, R
15366725912, ERFIIFRBLOERHI1CTIIRFDORTHE TP RICE
ERRBO LN -T2, ERBIIEIZRFICIO A EIE LTz, T7205,
FERHNFRBICICTELN -/ w (I Eh, ABIUCHE) 1T, JEICxT5%
TEMED BN EDEGN R ST,

[0113] [3R15]

(e s L & (%)

Erf 1F | EMEA 1E |EMEAF 1C

& 77 /i 0.42 0.50 0.51
25°C /1000 Lx/1 » A |0. 41 0.83 0.51
25°C /1000 Lx/3 » A |0.51 4,44 0.51

[0114]  PAEOFERIL, KREADON—(3—7 /—4—AF )L—1H—A VR —)L—T—A /L) =3
—V T IR BURNR T IR DRt (Chl) ORUGE I I, ME O S ORf
ERONDZENRALNERY | Fl-BLN T (Cab) ITtITx 2= @t m<,
BFMCICE L2 E R 2 CQOBZERHALNE R0 T,

PEZE L OF H rTREM:

[0115]  AFEHIL, H—DfERE1LRY, ST TR EICENZ, N—(3—3 7 /—4—4
FN—1TH—A VR = N=T—A ) =3 T )X B AVRTIRORERBIOED
BOE T EE RS D, 20D IT. BRI OB R LL THWAHZ LN TE
R TR, FUESAL, 3V B ISR A . KRR IEIRA, B TR A
\ FUIBTR A, BOSLIETRRRA . MR, IN B TR IR s am A, bE
RIFPERBEE TR A, V= —~ F MBI S TR A 6 K OV B JE VAR A D B 2Rk 40
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L THWADIZEL TWA,



[1]

[2]

[3]

[4]

[5]

[6]

[7]

(8]

[9]

WO 2005/026118 32 PCT/JP2004/012649

FHR D #LH

B ARXHREIITIZIWNT, EYTAE (20 £0. 2° )11, 4° ICEPE—r2F 35,
N— (83— 7 /)—4—AF N—1H—A L R = L—T—AN)=3—L T )R B 2R T
NORE i (Chl) o

MARXHRETIZBNT, B, B AE (20 £0. 2° )19. 1° (BT —72F
5, FBREIZHOMESR (CH).,

FRAMPUL AT ML (KBrE) 128V T, 251410+ Tem (CRIRE—2 %245
N= (83— T =4 FAF NV—1H-A LR —N—T—AN) =3 T )X B U RAVRST
NG (CA) o

FRIMBIL A ML (KBrig) 1238V T, I, 551443 = Tem (2R IE — 2%
95, FEREIFTHOME SR (CH).,

PCEMBNMRANZ MUZIHWWT, /LSS 7 MI143. 4ppmllt— 252 H T4, N
— (83— T )4 AF N—1H- AV R —N—=T—A V) =31 T ) _RB LU RVRTIR
DFE L (Ca) o

PCEENMRAS MUZIBWT, BT, b2 7MI131. lppmict —2%2 A7
%, FERIESFLE DR (Chh) o

N— (83— 7 J—4—AF )V—1H—A VR —)L—T7—A)V)—3—LT )X B U Z)VRST
IREn—u LT a—)L AT VT La—)b n—7 FINT)La—)L s—T
FNT Na—)b =T F AT 2= )L BIOKNORAEEDORIT NS H— IR E
T NSDIRA VR SATIRBEE L CHOWCEITS T 22 L2 R T A55 R TH
—6V TP 1IHEILHON— (83— T /—4—AF N—1H—A LR —)L—T—A()L)—3—
T )RR AV T IR ORI (C) DBLE T %,

BTN, AV 7T aE N T L a— b L Es—7 F AT a—/ /L OHE—EH | s—
TFNT N— LR EDIREVRBEE 131 7 o VT ha— L bR EDIR A VR
THLFERBTERHOMEFIE,

SRS, s— 7 F T ha— L K EDIRATARE (FEHE3:1-5:1) i3 A
Y TUENT A= EKEDIR G (B #H9:1-10:1) THOHHF KA 7D
R ITIE,
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[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

ERATERIREDS | s— 7 FNT Na— L bKEDIRATRE (&3, 9:1-4. 1:1) T
b5 RIETRH ORI 7L,

N— (38— 7 )—4—AF N—1H~A VR ——T—A V) =3 T I B RR T
SRBRIE B L CRATSEDZ LA ML T 255 RETICRREORE 7 A,

N— (38— 7 J—4—AF N—1H— AV R = N—T—A V) =3— T J_ B RR T
IRBRBEINBIR AR IR L CRATS AT L2 M T 255 RE T I i o #L
&,

N— (83— 7 /—4—AF NV—1H—A VR —V—=T—A)V) =3 T ) _XBU AR T
IN%80— 130 CTMAT HILEREHELT HFEREL -6V T I 1BHFTE DON—(
83— T =4 AF N—1H—A LV R = N—=T—AN)=3—LT )R B U ANVHRTIRD
it b (Clh) DRLETIE,

N— (83— 7 /—4—AF NV—1H—A VR —V—=T—A)V) =3 T )X BU AR T
INEKFT60—90CIZTHEME BT A2 L2 /B E T HiE RTE1 -6\ T 118
FEHON— (3T /4 AFN—1H-A R —N—T—A ) =3 T I _RBU RV
R T IRDfE G (Chh) DREE L,

N— (83— 7 )4 AF N—1H- AV R —N—T—AN) =3 T I _XB U R)NVRST
IRDKFN DFEFEZ 80— 130 CTHMENT HT L RHHE T D RIEL -6 1>
1HFEHEH DN (83— T /=4 AF N—1H— A R —N—T—A V) =3 T J_E
ANV T IR Difidh (Chh) DREE T,

N— (8= 7 )—4—AF N—1H—A VR ——T—A V) =3 T I B AR T
SRDKFI DOFE TR E K P TE0—90°CIZTMBGR R+ A LA KM L+ 555 RE]
SOV T NP TIHEEEH DON— (83— 7T /—4—AF NV—1H—A N —)—T—A)L)—3—
T )RR AR TIRORE S (Clt) ORGE %,

B ARXBREHTICRBWT, BPTARE (20 £0. 2° )8, 5° IZEIHFE—728T 5,
N— (38— 7 J—4—AF L—1H~ AV R —L—T—A V) =3 T ) _ B 2R T3
ROKFOFE T (A,

BARXBREIITIZRBWTC, B, BHTAE (20 £0. 2° )25. 8° ICETE—I%H
T5, fERELTEEEHOR & (Ad)
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[19] HRIMBIL A WL (KBrig) 1280 T, 30616 = 1em  1[CRINE — 22 AT 5,
N— (83— 7 J—4—AF N—1H—A VR —N—T—AN)—=3— T IR B AR T
ROKRFBORE S (Adh).,

[20] HRIMBILAAZ WL (KBrig) 1280 T, B, 802+ lem WCRINE — 244
T 5, FERE1FTH O (Adh) .

[21] PCEMBNMRARZMUZBWT, LSS 7MI134. Tppmlct —2&2H 5, N
— (83— T =4 AF N—1H— AV R = N=T—AN) =3 T B ANVRSTIR
DOIRFN DRGSR (Afh).,

[22] PCEEBENMRANRZ RN T, B, L% 7MI126. 3ppmict —2&H 7
%, FERIH2 1ECRL DM i (Add)
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