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02819912. X wm # E 3k H $1/47
BT EDBRELTHRA L,

NH,

(0] |
£
R' Z-NR'R", £ ¥ R'f= R"# b3 3 3R AKBHR A -(CH,),-C(O)NR*R".
~(CHp)p-%F 5. (CHp)-F A . -(CH)p-CN. ~(CHy),-O-1& B3 £ &,
-(CH,),-3Fht 2,
A RFR"5E N RF—RHEAK S5 X 6 LIEFHRIK, ERTLELE—A
A O RS BT, FEHERTUARKRBRKMYRFEH—RANLEG
IRBESE . -C(O)NR'R” H-(CH,),-O- KL X 9 IR LA, L+ R
Fo RP b3 5 3 R S BARE A
R* R RBARMIBKER ARG EFRRGF AL A,
n £0.1. 2X3.
2. RAZR19X 144, P RERBLFR,
3. RAIZR 2 9K 14664, ¥ R ZHGERNKR M skwh-2-4 .
4. BAIZRKIHX14s%, LPiaisdmit
[8- R I -2-(5-18 -k -2 )-[1,2,4] =" FF[1,5-a] bR -6- K |-k "2 -1- - F A,
[8- & F-2-(5-18 -k h-2-2)-[1,2,4] =" 5 [1,5-a] "R -6-K | -otb R 45 -1- K- F
AR,
[8- A -2-(5- 1 -k vl -2-25)-[1,2,4] == 5 [1,5-a] b= -6- K |-(2- F A -rtbe&is
-1-%)-F &,
1-[8-R A -2-(5- i -k 7 -2-5)-[1,2,4] = FF[1,5-a] o -6-3% K |-k "2 -3-F 8L
— LA BREE,
[8- & HK -2-(5-i8 -k v -2- K )-[1,2,4] =" 5 [1,5-a] o2 -6- K |-(3,5-= F & -k
w-1-3)-F &R,
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[8- R -2-(5-i8 -k vk -2- 30 )-[1,2,4] == 5 [1,5-a] o2 -6- K |-(2- F A -9k 2Z-1-
A)-F 8,
[8- & K -2-(5-i8 -7k w#-2-2K)-[1,2,4] == JF[1,5-a] b o -6- K ]-(2- F ALK F -
rthegbr-1-2)- F B8R,
[8- A -2-(5-3f -mk h-2- 1K )-[1,2,4] =R FF[1,5-a] 22 -6- K |-((S)-2-F AA T
Houtegbr-1-2)-F B8R,
1-[8- &I -2-(5-1 vk h-2- K )-[1,2,4] 2 FF[1,5-a] o -6- B & |- 42 -2- F
BR(S)-— P & BLAk,
8- R -2-(5-i8 vk wh-2- 2 )-[1,2,4] == FF[1,5-a] oK -6-F B — F A & F 8L
AT A-FE-BLEE,
[8- R -2-(5- 1 -nk il -2-2)-[1,2,4] = FF[1,5-a) 22 -6- K |-(3- F A -k 7= -1-
A)-F 8,
8- H-2-(5-if -k ) -2- K )-[1,2,4] =" FF[1,5-a] PR -6- F B F A -8 R -BEAE,
8- R H-2-(5-i8 -7k "h-2-K)-[1,2,4] == 5 [1,5-a) o2 -6- F B T2 -(2- b= -2-
E-TH)-Bekk,
[8- R -2-(5-i8 vk vi-2- 25 )-[1,2,4] == 5 [1,5-a] bR -6- K |- BAK "D ok -4- 2 -
W,
8- -2-(5- 1wk h-2- 2 )-[1,2,4] = FF[1,5-a] 72 -6- F B T A-K T A -8Bt
)i

5. RAZR 24X 11464, A+ R*ZRRKR A% H2-K.

6. BRAZRSHXI14LeH, LPiansHmi
(8-R A -2-7k -2 25 -[1,2,4] ==L 5 [1,5-a] 12 -6-2 )-whek bt - 1- K - F B9,
(8- R E-2-7k h-2-2 [1,2,4] ==& 5F[1,5-a] 7R -6- £ )-2-R-F A& F & -nthek
$-1-38)-F 87,
(8-RFE-2-7k h-2- % -[1,2,4) = FF[1,5-a] 2T -6- K )-(2-S- F E A F A -nhek
Be-1-2K)- F B 3K,
8- R A-2-2kh-2- 2 -[1,2,4] == H[1,5-a] Ht72-6- F B —F A BLAE,
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7. RAIER 28X 1184, £+ R AEp-2-K.
8. AAEBR 7T HX 1144, LFiEeHE -RAE-2-E%-2-K
-[1,2,4] == FF[1,5-a] o2 -6-F B —F K BrA:.
9. MAER2HX 144, L+ R ZRFERKGHH-2-K.
10. RAERIWHX14eW, LFiansdht
[8-F A -2-(5-F A vk wf-2- £ )-[1,2,4] == 5 [1,5-a] T -6- K |-tk b -1- 2 -
¥ B,
[8-F A -2-(5-F & vk vlg-2-2)-[1,2,4] == H[1,5-a] ®"2-6- K |-k -1- X -F
R,
[8- B -2-(5-F A -wkwf-2-2)-[1,2,4] = 5 [1,5-a] o2 -6- 2 ]-2- F A -k
Br-1-25)-F B &
8- A -2-(5-F -k wh-2- 2 )-[1,2,4] == F[1,5-a] k7R -6-F BR F A -5 A Bt
11. MAER 1 X114, PR ZFA,
12. BAEZR 11 HX T4, £FREXE,
13. —# 54, OS—FREHRANER 1-12£—RATEHX 144
Hr1Fa~T 2 FI KT A
14. AT#HAERFZTAE XIEFGBA)EER 13 42554,
15. RAIBR 1 GRS EF %, AFxaE
¥ X I 1La

5 X I & B B_EL
HNR'R" 111
22X 114sW
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NH,

A ~=N
R' R?
\,N\n/\ier\N)_
RII

0 I

AP R. R'FREFLELEHLEHLL, HA
e RE R, WATRIE ML T 25 A B 3.

16. B F|EK 15 7 R RA0 L G F5 B4 S A1 B K 1-12 45—
R E L.

17. BAZR 1-12 FE—FATRQGLSMF TFie 57 AR AL,

18. RAIRR 1-12 1 F—RAFTRGILAHERER THFEBRT AT
PR R Z AR GG AR B 254 P 64 R 3R,

19. AT RLHA.



02819912. X iﬁ', HA :F'; 1/357

8- A -[1,2,4] =" F[1,5-a]*to-6- F BLAk

AERGBRAXN OREDEATHA &,
NH

2
Z =N
RZ
Rﬂh{}—

0 I

£
R' Z-NR'R", £ ¥ R'F= R"# 3% 5 32 KL . -(CH,)o-C(O)NRR.
C(CH)y#F XK. -(CHp)u-F & -(CHpy-CN. -(CHy)p-O- 1K ASTE K
-(CHy) - 55,
£ R'F R"E N BRF—RHEAR S5 R 6 LIEFHKIR, HKRTaLL—A
B O RS RRT, FHEFRTURRBRYRA R —RFAALA
&Gt . -C(O)NR*R® H-(CH,),-O- KB K 4 B IRAK, £ 4 R
Fa RO eIk 5 30 R R RAKBBLA;
R> Z R XKL S R R B FRARAFEREFE;
n Z0.1.2X3.
Wk AR L IEX 1L RIBF TR AR,
BBt EHRGmRR BT ABEIERA KRR SFHAR SR, £
1982 FE R E TREZTHREA S H I EATRE, REF N ALHFES
Rt 7 @ 5 £ B EMGEF AR (ATP). —BEBR I (ADP). —BER
B3 (AMP)Fe 3R I 5 — A% BS ((AMP)A %5 AR M ALMFFKMFE
54 i T RAGRA S-IRF-L- FTARABL(SAMA £; LM L 5k
NAD. FAD #=3i8k A A X; j+H5 RNA A X. BiFfeiXibig £ ey
—Aest F AP @ARMRNHFEFTEABRAF RRN TRV Z A G ERLA
FE2EXL.
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PRS2 AR Ars Agas Ap R A3 AR, BT G ZO1EKE TR
Kk, BRERERFTZRINEZETHEINS. ZENSERBTEGCGEOLE
Aty Z Ak, F—FREFTALR HE TR FBRINMLBER R B A Rt AT R
RAE, ZARGAEA CAMP A H A5k, 5 GEGBHK A F A3 THRHF
PR T BRINILER, FE MM cAMP K-FRAK; M Ay Fo Ay RS G &6
1BERFFBE IR BUIRLES, FH A cAMP KFHAF. i A ZREEAL
QIEBEIR B C EABATAS B FHRE AT . A, BART 5RFBK
feBELE A, BT AR RBENEEE C, NRBESS TFEH.

HEFHIF(K. AL KR . B FBRRDELET A £44(326-328
ANEEBR), ERIsHWArZ A ETAREA 90-95%49F 5 Bl —H. & X,
K& Ay BREAFDRAET Ara TRE09-412 NREE). dAFDRL
BT ApTARG2 MREAR), AApBA A R Ay TARELA 45%HFR
M., A K. . RTFFRBFALET A3 KRG17-320 MREAR).

HARE A o Ay, TARTR AR SR WA PRAAKEA.
JR R —FF ATP R E 9, AT 85530 = A6 A M BERYT
TR, AR T R AR A BAL(A2,), ARIRE ALK T4t
E P, AR R REE S TTAF R R E, et
B 42 ot E) 6 REABTATII R G RG . ABRMERFN—ANEZHELHG LS
Blhoth R e R Bikhfn, KRR K AR b 91,

Shot, B SRR H B RIA KR A ARG R w05 K
ZHBMMB AN REN &, ZHEBTRAEFFGEMMINI,. B
B, A RBRENFE R AL E SRS FAREA.

PRAFE R — AV RAR, E BN P AR B A 2t A 22 5 A h e éd
H$F BT RS TFIH AT B EKRERN, A5 6 il g s 4.
By o Fofli i R A B S B AP B33 T ARG e, XkH2HFRAS
AREMAFERTEH X, AFL2EERAZRATLTRKXERG A
gyt B b, ARG T AR FIME A QAR A BESHA T AEAT 2R
Fl. AAREBRFR —FABREIIFEA, TAWE LHHA B AERS
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RABITWHRAFZ AL, Bb, REFBSHTRAERBRN . BREFFRHRA
TARB CNS &7E M, FFECIELLETAE AL RSN, BBEEY A,,-
RN EETEFH XS B R eFEHER T EARELFERF LT
AV BRI . BHF AT RERF T A4 FIREBRAEBELS ik
FIARIE S E M, AR BEMERRAGER. BRI T RE ML S54H#,
HIRRE. WA EE. AR, AR, TR, WAREFSH BT ALY
STFHHIA XK. Bk, A TFTREFTKRGEHHEAEHEHA . LARRE
fl. FHATRE. RERH. RS, FEASB RGN GGBLELH
%ﬁo

BRFLCHE RETH—ANAETEMAZESCBRPH. ARERE
KL JE By B bk dn Fudl RER QBT Am, FAEA) B8 Fo 2 B (FLE B )R
SRELALR, Bb, AREEEH A R SRS,

BRERATESRGHE S B, QETEER. TIRELEMTEA
M. IR B QD RB AT BREIA. i, BEF A,
Fa/ R A FRAMTAR FHFTFwRfLe I8 E,

W E LKL T X TFTREFRGIAA 5017, =T 5 & ad:

Bioorganic & Medicinal Chemistry, 6, (1998), 619-641,

Bioorganic & Medicinal Chemistry, 6, (1998), 707-719,

J. Med. Chem., (1998), 41, 2835-2845,

J. Med. Chem., (1998), 41, 3186-3201,

J. Med. Chem., (1998), 41, 2126-2133,

J. Med. Chem., (1999), 42, 706-721,

J. Med. Chem., (1996), 39, 1164-1171,

Arch. Pharm. Med. Chem., (1999), 332, 39-41.

ARAGEHRX 1B ALTHRAERG Fotkh B HiERA T
B eH. EMEGEEFT &, RFTREXARSHHEHBEMNEEEH
i, ABRX I W ALK A TREZ GG AT GER PG
A, XEEREG ST ER, SRR, BRI, HiPHEE.
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B8, AR, PRIRE. AR, Frn. THME . LA, BH¥bd,
TR EAE A B R . eIl REAGIEHT RAERBF] . LR ANRH],
FAEAT RS, HRMAS . RIFRBFCBRPH . KREARKLRGELE
RET A IBRBREHRNAL, QEFRFZRAAFE, FliokLmmp
. HERPFbERRAGTREE RS .

AXF A RE “RERL RIBEAH 1-6 MR TFHbf E4
REAANRE, HlFTR. TE, AL FRE ETX. FTA. 2-T
A, BRTEF. AAOKERARZEAR 14 MR THAR.

Rig “FIR” A 3-8 MEKETHEFEALET. Kikelx
ARTTE.

Rz “BE” ZI:E. B Kok,

RiEg “BRAKEL” RHEATHRER L EZAHFLETRRTFE
HAKH, |

RiE “FR” ZHEEARRE, REGFEIXL,

Rig “FK ZBEFERT, 0. N&SH 5K 6TK, 44
oS S OF WUL P ol O 8

RiE “5S K 6 LIEFHRK” IR N RTFI, LTEELE—-NFieg2
BT, 1m0 K S 63K, #lmdokl . AARDgkE. ko, et A X 3,6-
Z S 2H-mE-1-4

Rig “THABMRE” 0L AINRFAIBEY RS, AL
Blaw i8R, AHBR. ARBR. BRBR. ATHEER. TBL. T LB, DEkBR. T#.
WIBE., BLB. FABE., ¥ X3R4T,

Hik P RERHGEIR A R Al ek vdh-2- K 8 R K 9 X 1109,
# 3 F 5] 40o4:

8- BRI -2-(5-38 -k "H-2-2K)-[1,2,4] == - [1,5-a] o -6-2 -9k -1- K - F B,
[8- & A -2-(5-i8 -7k vh-2-2K)-[1,2,4] ==L FF[1,5-a] o -6- K |-otb B b 1- K - FF
B,
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[8- B A -2-(5- i -7k " -2-2)-[1,2,4] == 5 [1,5-a] 1T -6- 2 |-(2- F A -vbei st
-1-2)-F 8,
1-[8-& K -2-(5-i8 -rk i -2-35)-[1,2,4] == H[1,5-a] b= -6-3% K | -7k 7E-3-F 8L
— B,
[8- B A -2-(5-1 -k 1 -2- K )-[1,2,4] Z P H[1,5-a] oK -6- K ]-(3,5-= F A%k
w-1-3)-F 8,
(8- B H-2-(5- 1 -2k -2- K )-[1,2,4] =" FF[1,5-a] o -6- 2 |-(2- F A -9k5Z-1-
&)-F #,
[8- & H-2-(5-3f =k h-2- 2 )-[1,2,4] =" FF[1,5-a] ®Z-6- K ]-2- F &AL F 4-
wbeg bt -1-2)- F AR,
8- A -2-(5- 1 -ek -2~ 25 )-[1,2,4] =7 FF(1,5-a] 7R -6- K |-((S)-2- F &4 F
A -vbeg bt -1-2)- F 8,
1-[8- & H-2-(5- 1 -rk wh-2- K )-[1,2,4] == 5 [1,5-a] o -6- 3 2 |-oboB 452 F
BR(S)-—F A Brhz,
8- R -2-(5-i8-2kH-2-K5)-[1,2,4] =" FF[1,5-a] "R-6- FBL — F A AL F Bt
AT AT R-BLAE,
[8- R K -2-(5- 3 -mk vl -2- 24 )-[1,2,4] == H[1,5-a] oK -6- 2 |-(3- F K -9k 52 -1-
)-8,
8-R K -2-(5-i8-wk -2 )-[1,2,4] == H[1,5-a] k72 -6- F BR F A -4 2 -BhAE,
8- I -2-(5-i8 -7k h-2-K)-[1,2,4] =2 F[1,5-a] =2 -6- T B T & -(2-7b 72 -2-
AT ¥)-B,
[8- B -2-(5- 8 -nk "h-2- 2 )-[1,2,4] = # FF[1,5-a) B -6- 2 |-ARAK "D bk -4- 2
¥, X
8- BRI -2-(5-18 -k h-2- 21 )-[1,2,4] Z* 5 [1,5-a] H"R-6-F B F A - T 24 -8Bt
.

HERLEHRET R*ZERBRLGEFTE, dlokd-2-Red . %
4064 B R F 514E-4h:
(8-& H-2-7k h-2-3K-[1,2,4] == FF[1,5-a] o2 -6- 2 )-vtb e - 1- 2 - F AR,

10
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(8-F A -2-7k wh-2- 2 -[1,2,4] = HF[1,5-a] H2-6-3K5)-(2-R- T LA T A-vbed
be-1-7%)- F B,
(8-F A -2-wk v -2- 2 -[1,2,4] == FF[1,5-a] 172 -6- 25 )-(2-S- F ALK F A vk
R-1-35)-F 8 X
8-F A -2-vk wh-2- K -[1,2,4] = H[1,5-a]1Z-6- F BR = F A BLiL,
TR ET RPAELFA. FlioEny2- R RELAX 140, Fl=T
R e B
8- R A 2w 2- K -[1,2,4] == FF[1,5-a] o2 -6- F B —F A BLAKE.
Lkt e iR LT R BB T EBRN LT, ldoekwm-2-4 4
Ao, HH LB T FLEH:
[8-F A -2-(5-F A vk vhy-2- £ )-[1,2,4] = H[1,5-a] B3 -6- 5 | -wtb bt -1- K-
¥ &R,
[8-F A -2-(5- F A -vkvh-2-2)-[1,2,4] == H[1,5-a] o -6- K |-k = -1- K- F
AR,
[8-F A -2-(5- F H vkl -2-%)-[1,2,4] = 5 [1,5-a] 22 -6- K |-(2- F A-tbek
3-1-2)- F B8R 3K,
8-F A -2-(5- F K -vkvd-2-2)-[1,2,4] = F[1,5-a] #koZ-6-F 8¢ F X - R X -BE
i
X B ETHAETEAL AR LI F S, FIeRAT
R F ke &, EFEaE

¥ X 11 1eb-
NH,
AN
)R
HSC’O\"/CI\EN
(0] Il
5 X 11T & B B ML
HNR'R" 111

REX 1

11
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NH

R 0] |

£+ R. R'FREALELEHESN, FE
W REZ, KRS HEATH R B MR,

BB ERFEOERT x, ARFX 1 LEHWE-RE2-(FEREF
#)-[1,2,4] == F[1,5-a]*rBZ-6- )9k 22 -1-2 - F &), 3 X 11 49 B2 (HNR'R")
—RRERAZTEEBYTRAREFAETESRFE 1 . oA 8-RE
2-(F R REFH)[1,2,4] = FF[1,5-a] 12 -6- F B F EE(ID A 1ml =% F
BRI IE RS A 900 Chndk 72 Bt mARBAREEL Y, KK
3| F B Ao T B 52 RARH &8 HPLC £k, A TR FasKAh K 2.

HRAN O KRRABBERAR RSN FEEZETEARE. 54
HBTY B A R S A AT A 53 QA L AT S e 61T B3k
SURBREE. AABREE. AHBRZL. ATAREREE. TR, LREg. saami.
Vasd. T RAREF,

LG 9-108 o FTEGRLALF R 1 PHFa#ET X 1S We 4 E.

BREZE1
0 0 o]
NO, 1. POCI3 - NO
HO l x H,SO,, HNO; HO l x 5h 130°C 0 I x 2
Z 4h, 80°C 2. MeOH, 0°C, 2h <
N” >oH N” > OH > N a4 NTONH,
\
\
H,

Pd/C

NH, /ﬁ)/\ Vil ~o NH
NRR 1 O = = 2
J\(\/[ DL l 2. RCHO I NT O NH
2
Vit

AlMe,, = NF‘ N A
N‘( ., 90°C,72n N=( I 3.KOH,MeOH

12
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BREEFZE 1, wTHEREX V HEHG-BRA-S-HA-BE): £
&F 20CTF, AKX IV L84 (6-2 K- MR ER) & RBLBRUE R P I N RBRB fm
KA RAYFETRBEH 1D, ZEWEHERE 80T 4 N0,
Fiznommel AR E, KERRFEZ TR REXRFFXVHEHE
POCl; BAFF £ 130Chndk 5 ) 8F, LERERRITELY POCL,. #BEA
A3 2] 0CHLE R MmN 150ml FEE. HRAHE 0CH I 2 A, Ao
A 5% RNKERE, KARSHEZESI 4 o, HRITE, ALEE
AR FAETIR, 153 6-RAES-AHE IR FTE(VD). BA 6-RE-5-54
A FE TR R &R, REMA PAC (10%)EALFHLEETBTEA
14 b BE, IRERARALT , BiE R RS, 1F3] 5,6-— R K- IR B F B2 (VID). H(VID)

=R G RAMA O-BH = FRRBALE(R O- )= FEXRBA TR
§ATBL LBeAe HCIO, #| &) ETRATE 1 i, AED-2-FEBEF —#HX
R’CHO #BF (£ ¥ RREWwHA L FAIEGFERLTL) A 44 &
F s F4E 100Che 4 1B, ZEHmA KOH & FEER®R. ¥ixRoYE
70CH A 2 DB AT REBIF 14 DB, RERZELY, BB kitE
Eaksiil, 53] 8-BA-2-GFARLFE)-[1,2,4) =~ (1,5-a]1"2-6-F B
FE(ID. ARFX 1S HB-RA-2-(FERRFE)[1,2,4] = H(1,5-a]
I -6-35)-TK T -1- K- F B, HX I #BEMENR'R") M ERERA =T
ABEHTRERLEFETEBFF 1 I, A S-RE2-(FARLEF
H)-[1,2,4]| == 5 [1,5-a] 052 -6-F B FEE(IDA 1ml =% 6988 445
RAMAE 90Chrh 72 N BF. A HCl KERFRHEL Y. BB Win
2| B FEEF H 2 RADH &R HPLC 4648, A TR FakA B eBi.

NI REHBRATHRA AL LR AMEGHE SN, BART,
KA LRIAHh) R IR F TAREAR.,

HRT X F 486X s L W4T R .

13
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ABRH Ay AR

RAEBAAZMRARERELZAETRLAFR(CHO) BT ELRE
AR A,y B4R, ki, BB SREMEA, GuitFRETE B
Tk, BREREGBALRYEEE Tris (SOmM)EARE T, FrREAF
#& ¥ 44 120mM NaCl. 5SmM KCI. 2mM CaCl, # 10mM MgCl, (pH 7.4)
(EF & A). £ 96 FLIEHH F 347 H|-SCH-58261 (Dionisotti %, 1997, Br.
J. Pharmacol. 121, 353)4 &K%, XA 2.5ug B EE . 0.5mg Ysi-R-L-
BB SPA 1A= 0.1 U R BLABS AL T ARLIRRA 2000l 495+
B A FHAT. AR R ERRE AW (XAC; 2uM) R AEHFt 44, £ 10uM
£ 0.3nM # 10 FRAE TSR E. A REH — X BT
FEEEEZV AR, BRUAZZFBAEAZETHRE 1 I, REBSHA
Packard Topcount W iR+ 8 Z R & E-6G Bk, A IEL Mt XS24t
¥ ICs)1E5 A Cheng-Prussoff F#2#t B Ki fd.

BIBAL, EFX TS Wst A SREASZEERM, TAFH
£ T AT &0 e BARE, HRisegihaHAsf hA2a ¥ K AT
100nM #94L8-4, #lde T 7| agAR itk

K] 5 hA2a K (nm)
11 35.2
12 26.8
13 40.5
14 37.2
15 62.4
16 16.4
17 61.2
18 67.0
19 23.2
20 15.5

14



02819912. X oM P E10/35m

21 44.6
22 76.2
25 50.0
34 56.8
37 34.9
41 77.6
42 69.4
64 83.0
83 75.6
84 56.8
85 75.2
88 56.2

NI AEX 1B TH AT, Bl e 68 XAk
B4, HHRATHIALF ., QRK . BRAL. BfRAREE. TR,
ARREBRGBXZOBLH., ETH Il B LHmLE, K
HAESTROH X E Mstes s,

X I AT RASGHERE . RIRA BRI AL & e A.
A, BRI ETEY. Fo. BBRALEE, TAKF HEAR
. ORA . BRAFEABRBEEGEAR, A TRABREGETHRKEZ,
Blhotidpih ., . PSRy, FERARIKG S UBE, RIBFMRBRGHE,
EHRRBBRENEATETREEHKR. A THEERFELGETHAK
&, Bk, 3. Hd. HBBF. ATEHNNETEAKRL, Hli
ReGRARILG ., . BH. FRARRERIKS UBE,

sbIl, BB FET S BA . BIEN . BEH . BEA. LA,
ek, FEH. FrH. ATFTEREEBEHE. S+, BEARRE
F. EMNETOSLECEFTFLAERSGHA.
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02819912. X oM P FE11/35m

SRS MRETHALRBEFTHERGBRGEHBRELL FF
SRR RARLPE B, FridE Fhikais, B—fR 32X b FR
THRABMREUR, WREENE, —HASHLECEFAFLELANY
FRE—HREMHEFFELOBAR—RFRECLHH X,

BFERALA, XN IHREABHEATHEARTA TEHIBHEATRIEL
HBERFEEGER, FloFEHhER. MEAKK. 2RI, HHSE
JE. B, AR, PEIE. WA, FE. S8R E. A8sR. Ais
fo. BMEAMEASHBA. sk, RELAGLASBTTRAEHESH . LA
PRF] . FHAFRE . ABHD. RIRREFSBERP A AR TA 4
JoA- L

RFALN, ALGENECE TR ZRGAR, Hlio X BMRE,
A ERP Fota S A KA E TR,

HMETEREGREATWL, BESNLKRZA T, 4REBREAKR
FRAATHE, AORLHEGHERLT, s FRAGBHFTLH L 0.01mg-
% 1000mg B X [ Lo MIAE G ELTHAL. 7 8 A FTRORLRA
FLH, REURN>HHETLYE, i, STEN, HNELTHETER,

o 7] 4R
LA 1
8- R Ih-2-Ewpr-2- K -[1,2,4] == 5 [1,5-a] Log -6-F BY ¥ ES
a) 6-2 K -5-A K- IR BR
BEA&TF 20CTF, 7 30g (0.217mol) 6-2 X -JBEL £ S0ml KRB F 695
P A 60ml 1:1 KRB L R B RAWIFETRTHEL L I, 2B
FE 80Chnil 4 B, WiZRAHMAKT, KEHRGILIZF TR, 735
14.2g (36%) 3% & 3F & B AR RATALILSH) .
MS m/e (%): 184 (MH", 100)
1H-NMR (300 MHz, DMSO-d6): 8 = 13.3 (s, br, 2H, COOH/OH), 8.65 (d, J
= 2.5 Hz, 1H, H-4), 8.38 (d, J = 2.5Hz, 1H, H-2).

16



02819912. X oM P FE12/35m

b) 6-&JK-5-#4 2K - xR B F Bg

3% 14.2g (78mmol) 6-F2%-5-FH & -MEEE 50ml POCL; ¥ #RAMIE
130 Chn#h 5 i, ZERERBITF POCL. #EAWAIE 0CHE
BN 150ml FBE. ERAHAE 0CHE 2 I oF. ImA 300ml 25% NH;
KERE, ARAPEZRBI 4 I 0F, LRI, AL8EE—K, A
=T, #2] 5.97g 39%)F & B4R ILEY .
MS m/e (%): 197 (MH", 100)
1H-NMR (300 MHz, DMSO-d6): & = 8.83 (d, J = 2.1 Hz, 1H, H-4), 8.72 (d,
J =2.1 Hz, 1H, H-2), 8.38 (s, br, 2H, NH,), 3.85 (s, 3H, OCH3).

¢) 5.6-— £ & -HER F By

T r% 5.97g (30mmol) 6-FI-5-FHE-HEL FESA 30ml FEEF &9 &%
&, AN 600mg Pd/C (10%)RALF HETIREA 14 I 0t BEREILA 5F
HimidReE, 73] 4.74g (94%) & & 3§ B AR AFA A%,
MS m/e (%): 167 (MH", 100)
1H-NMR (300 MHz, DMSO-d6): 5 = 7.95 (d, J = 1.5 Hz, 1H, H-4), 7.16 (d,
J = 1.5 Hz, 1H, H-2), 6.25 (s, br, 2H, NH},), 4.91 (s, br, 2H, NH,), 3.74(s, 3H,
OCHj3).

d) 8- R 22K -[1,2,4] = [1,5-a] kg -6- F BR F 8%

# 1.114g (6.66mmol) 5,6-— R Ik - 1A B F B /£ 40ml =S58 ¥ 69244
A 1.578g (7.33mmol) O-3¥) = T FpBt X L (b 0-3) = F XA LB,
FER TLEE A= HC1O, (70%) 4| &) A TR E 1 1 BF. ArA 0.897g (Smmol)E
u-2-F B A 4A T IH 4 100°Cheik 4 1 BF, KEMA 1.6ml 5SM KOH
K FELER., WHRAWE T0CHM 2 N H AT BB 14 I8, BAE
fRETEL Y, RADBREARE EHBHL, A LB LEMIE TR RS
REPL, ARG, 53 0.88g (48%)IF 1024 .
MS m/e (%): 275.3 (MH", 100)

17



02819912. X oM P E13/35m

1H-NMR (300 MHz, DMSO-d6): 5 =8.65 (d, J = 1.4 Hz, 1H, H-5),7.81 (dd,
J, =3.5Hz, J, =1 Hz, 1H, %% H-2), 7.76 (dd, J, = 4.8 Hz, J, =1 Hz, 1H,
% H-4),7.24 (dd, J; = 4.8 Hz, J, = 3.5 Hz, 1H, "% H-3),7.09d,J =14
Hz, 1H, H-7), 6.31 (s, br, 2H,NH;), 3.88 (s, 3H, OCH3).

A 2
8- R A -2-FHK-[1,2,4] == H[1,5-a]"2-6-F B F B
BREHKG 1 —B Tk, B 5,6-—RE-EEEFTE. O-¥=F XA
B2 e o R F BE 4| B AT AL A4, MUS m/e(%): 269 (M, 100). #itde
iR ERAE G, A LB LB AR TR A IRA R A,

L4 3
8- R k-2 ed 2 K [1,2,4] == 5F[1,5-a] R -6- F BR F B%
BREAS 1 G—KF ik, B5,6-—RE-MBRFTE. 0-3) =F K&t
AP FarR ek 2- F B4 SR ATAIL A4, M/S m/e(%): 276.1 (M', 100). &
i bhik AR G s, B OB LB AR TAL R AL,

FHAB 4
8-RAE-2-(5-F A -Ewr-2-2)-[1,2,4] == F[1,5-a] 172 -6- F B F &5
BRI 1 H—BFk, B5,6-—REIEEEFTE. 0-3 = FXAR
A 5-F RoE-2-F B4 S0 4THALAH, M/S m/e(%): 289.2 (M,
100), ifidbik a4 & shik, B TR LES Aok TA R R AL,

LA 5
8- R Ih-2-7k v -2- 2 -[1,2,4] = F[1,5-a] "2 -6- F BR F 6%
R EAS 1 —&F ik, B56-—RE- B TE. 0-3= T4k
K R Favk v -2- F B4 &1 4TS 4, M/S m/e(%): 259.1 (M, 100), &
it bRk AR AR G shiL, B LB LB E AR E RS R .

18



02819912. X oM P E14/35m

1H-NMR (300 MHz, DMSO-d6): & = 8.65 (d, J = 1.5 Hz, 1H, H-5),7.92 (dd,
Ji = 1.7 Hz, J, = 0.8 Hz, 1H, *% H-5), 7.16 (dd, J; = 3.4 Hz, J, = 0.8 Hz,
1H, =k% H-3),7.08 (d, J = 1.5 Hz, 1H, H-7), 6.73 (dd, J, = 3.4 Hz, J, = 1.7
Hz, 1H, *k% H-4), 6.35 (s, br, 2H, NH,), 3.89 (s, 3H, OCH,).

LB 6
8-R A -2-(5-F FK-vkwh-2-2)-[1,2,4] == F[1,5-a] o2 -6- F BL F By
BREAS 1 —BF ik, | 5,6-—RAIABETEE. 0-3 = F X&BL
Az ReFa 5-F Kok vh-2-F B 5] & 347, M/S m/e(%): 2732 (M,
100). Bitheig ARG &4k, B LR LB Aol T RA R,

L) 7
8- I -2-(5-i vk wh-2-2)-[1,2,4] ==& FF[1,5-a] 2 -6- F 8% F B
BB EHRS] 1 —KF &, B 5,6 —REIMBEFE. 0-3y = FEsiBt
AEBA 5-i8 ek l-2-F B4 &2 A7 S 4, M/S m/e(%): 3382 (M7,
100), #Bifprig 2R A &80, A LB TESFIE T K RA AR,

£#kp 8
8- R -2-vhoe -2- 2 [1,2,4]) =4 5F[1,5-a] ko= -6- F BL T g

BRI 1 —R Tk, ©5,6-—RE-IEEEFE. O-3 = FEABL
AP R AR -2 T BRI & AL A4, MU/S m/e(%): 270.3 (MY, 100). i
it ik AR A G, B LB LES IR T 6 IRA R R,
1H-NMR (300 MHz, DMSO-d6): & = 8.75 (dd, J; = 2 Hz, J, = 0.6 Hz, 1H,
woZ H-6), 8.70 (d, J = 1.5 Hz, 1H, H-5), 8.25 (dd, J, = 7.8 Hz, J, = 0.6 Hz,
1H, *t2Z H-3), 8.00 (dd, J, = 7.8 Hz, J, = 2 Hz, 1H, "&°Z H-4), 7.54 (dd,
Ji =7.8 Hz, J, = 1.2 Hz, 1H, "#°Z H-5), 7.09 (d, J = 1.5 Hz, 1H, H-7), 6.41
(s, br, 2H, NH,), 3.89 (s, 3H, OCH).
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02819912. X oM P ZE15/35m

W E LA
LA 9

[8-F E-2-(5-38 vk wh-2-2)-[1,2,4] == 5 [1,5-a] 72 -6- 2 |-k -1- £ - F R

¥ 20mg (0.24mmol)% T/ 1ml =% F #9:5%& A 0.24ml (0.24mmol)
ZHEBEHTREALEFATESI 1. Ao 20mg (0.06mmol) 8-
B 2-(5-38 -7k %0-2-2)-[1,2,4] == HF[1,5-a] 2 -6- F BE F B A& 1ml ="
4G IR F I ERA A 90 Chedk 72 N EE. A 0.5ml IN HCI KB #& 5
REEL Y., BEAWmE 1.5ml TEA 0.5ml FEF, FBTRAR41E
A HPLC i, A LHEAKBE R, RERBUERN, KF Tmg (29%)
AREALAY.
MS m/e (%): 391.3 (MH", 100)
1H-NMR (500 MHz, DMSO): § = 8.21 (s, 1H, H-5), 7.14 (dd, J; = 3.5 Hz,
1H, k= H-4), 6.82 (d, J = 3.5 Hz, 1H, *k7& H-3), 6.56 (s, 1H, H-7), 6.26 (s,
br, 2H, NH,), 1.62 (m, 4H, NCH,), 1.52 (m, 6H, CH,).

RF LAY 9, BKAES 1-8 FFEHNEFAREGESRT LE[1,24]1=
ot FH[1,5-a] 72 -6- F BLAEAT A . T & .36 £ 3646 10-F64) 108 494 FiC
ETHER.

A | hA2a | hAl | &#FH MK & #k MW | MS
¥ | KmM | KnM) | Al/ m/e
A2a (%)
10 | 277.2 | 2256.2 | 8.1 8- HK-2-(5-f-7% | 378.2 | MH"
NS (PN H-2-%)-[1,2,4] = (100)

N T ot F [1,5-a] "t K

" -6-F B — T ABE

T

20



02819912. X oM P E16/35m

A | hA2a hAl | &#HK MK £ # MW | MS
5 | KoM | K(nM) | Al/ m/e

Ala (%)
11| 352 | 1273.3 | 36.2 [8- & A& -2-(5-#£-| 3762 | MH"

s i 0 ok -2- 2 )-[1,2,4] 100)

74

&)EC}—{N/ = = wp ff- [1,5-a] otk
Net,

" -6- 3 |- b B AT

-1-A-F &
12| 268 | 1120 | 41.8 o [8- & A -2-(5-#-| 3902 | MH"
B‘\@_(N: : b vk vl -2- 2 )-[1,2,4] (100)
L == 3 [1,5-a] i
-6~ |-(2- F -
ek g% -1- K )- F
A
13| 40.5 | 2686.7 | 66.3 1-[8-RAK-2-(5-1£- | 489.4 | MmH"
% W -2- &) (100)

presenca el ol
N oy
N,

[1,5-a] ok o€ -6- &
K-%kE-3-F B
Z AR

14| 372 | 1191.7 | 32 [8- & A& -2-(5-2- | 4183 | mH*

“x°~© o ) "’"\>——<'jf& "k o -2- 2 )-[1,2,4] (100)
e = o 3 [1,5-a]
" -6- X ]-(3,5- =

B -vkmE-1-)-
% &R

15| 62.4 | 1943.3 | 31.1 [8- & A -2-(5-& - | 404.3 | MH'

9 cH

B\E‘}_@;D)kgj ok o -2-2£)-[1,2,4] (100)
e, = = 5 [1,5-a]

% -6- K |-(2- F -

%oE-1-%)-F 8

21



02819912. X oM P FE17/35m

A | hA2a hAl | &FH ##HX £ # MW | MS
5 | KinM | K@mM) | AV m/e
A2a (Vo)
16| 16.4 | 1053.3 | 64.2 (8- & & -2-(5-#£-| 4203 | MH"
N L g B K -2-2R)-[1,2,4] (100)
o0 = o S [1,5-a] %
i ®-6-%]-2-F &
F g AT R -k bt-1-
£)-F B
17| 61.2 | 1233.3 | 20.2 [8- R A -2-(5-8-| 4203 | MH"
- "k % -2-2)-[1,2,4] (100)
W\E*‘{M Z o 5t [1,5-a] vk
M %-6- K ]-((S)-2- F
FHag ST A -vheg b
-1-3%)- 7 &7
18| 67 | 1106.7 | 16.5 1-[8-RA&-2-(5-8- | 4473 | MH"
vk o -2- 3)-[1,2,4] (100)
&\@}{Jj‘\(;‘f Z o 5 [1,5-a] ot
N4 " -6- $ A |- vk g
B-2-F B(S)-=F
A B
19| 23.2 | 2996.7 | 129.2 8-RA-2-(5-&-% | 4213 | mH'
o g i h-2-K)-[1,24] = (100)
ﬂ”ﬁfﬁ\@[\»—@’ # H [1,5-a] # K
" 6-F B F KR
ATBEATA-F
A-Bri
20| 155 | 8033 | 51.8 [8- & A& -2-(5- & - | 4043 | MH*
W\[}—(’NJ;DJLU% %%-2-%)—[1,2,4] (100)
N . = = 5f [1,5-a] b
"-6-K]-(3-F &-
%oZ-1-K)- F &F

22




02819912. X P OB B F18/35M
A | hA2a hAl | &HH MK £ Ak MW | MS
5 | KnM | K(mM) | AU m/e
Ala (%)
21| 44.6 | 11533 | 259 8- A& -2-(5--7k | 378.2 | MH
H’C\/\é: A V@& “ﬁl-?-i)-[mmf‘- (100)
YO w4 F [1,5-a] ok %2
) TR AL
B
22| 762 | 1416.7 | 18.6 8-R A -2-(5-i-7k | 4553 | MH"
. H-2- K)-[1,2,4] = (100)
W\EHJ;DJLL:\:@ 3t [1,5-a] "k o
™, -6-F B X271
w-2-K T XK)-BE
2’3
23| 73 | 9367 | 12.8 [8- R K -2-(5-i& - | 408.3 | MH"
Br\[c}_(\N:N “g‘ O "it“i-z‘-’)j.()-llﬁs‘*l (100)
N =™ HF [1,5-a] ik
° 5% -6- K |- B AKX D
#-4-K- F &
24 | 110.8 | 830 7.5 8- -2-(5-if-7k | 389.2 | MH"
s N . H-2-3K)-[1,2,4] = (100)
b \N‘>—<Jr o S [1,5-a] %
" 6-FRQ-RAL
£A)-FE-BE
25| 50 | 589.7 | 11.8 8- R -2-(5-18-"K | 440.3 | MH"
o /\/O i -2- 2)-[1,2,4] = (100)
RVSSSRA  F [1,5-a] B %
b 6-FRTE-RT
A -BLEE

23




02819912. X oW B ZE19/355
A | hA2a hAl | &k gH X £ # MW | MS
5 | KnM | K{nM) | Al m/e
Ala (%)
26| 192.2 | 3570 | 18.6 . (8-F A -2-k"E-2- | 308.3 | MH"
G/'KCCN\ /\ A -1,2,4) == ¥ (100)
T | nsapreef)-
whedbt-1- 4 - F AR
27| 548 ] (8-F K -2-772-2- | 322.4 | MH"
@_éj\?')k@ E[1,2,4] == 5 (100)
NN L. [1,5-a]"®%-6-%)-
%R -1--F &
28 | 369.2 (8- R & -2-77E-2- | 322.4 | MH"
o oy | E-[1,24] == (100)
=N N .
<\:/>_</r _ d} [1,5-a] * % -6-
N, A)Q-F K-k
5-1-5)-F &
29 | 594 1-(8- R A -2-%L 7 | 421.5 | MH'
0 2-K-[1,2,4] == (100)
O%“;(j"*@l@“ 3 [1,5-a] ¥ 7 -6-
" B )KL F
B = T A B
30| 578 (8- R %2772 -2- | 336.4 | MH"
- E-[1,24] == H# (100)
g g;jbﬂ [1,5-a] % "% -6-
h PYER F T
-1-X)- ¥ &
31| 796 8- R A -2-7b%E -2- | 310.4 | MH"
RO AGLSONESEUELT, (100)

N
NH,

[1,5-a] #k %€ -6- F
B -8 B

24




02819912. X o B 2E20/357
A | hA2a hAl | &84 MK 2 AR MW | MS
5 | KmM | KiaM) | Al/ m/e
A2a (%)
32 | 386.8 8- R/ A -2-1-2-| 3724 | MH"
o (\/@ X -[1,2,4) = = 5F (100)
@‘Q@A &, [1,5-a] * %% -6- F
" BT AR A
23
33| 422 8- R A -2-vkwh-2- | 299.3 | MH"
He W NP N A-[1,24] == 5 (100)
! L [1,5-a] k. °% -6- F
B = LA BLRE
34| 56.8 | 4196.7 | 73.9 0 (8-&K-2-k"h-2- | 297.3 | MH"
A A -[1,2,4] = o2 H
DT D [Fuaazet o
Y [1,5-a)%t7E-6-%)-
e d-1-K - ¥ B
35| 190.4 | 34433 | 18.1 ] (8-RA-2-7kh-2- | 311.3 | MH"
m"ﬁ@ A -[1,2,4] = w5 (100)
o] N NF L
L [1,5-a]"H5E -6- % )-
oRoE-1-2 - F B
36 | 228.6 8- R K-2-7k%h-2- | 3754 | MH"
A -[1,2,4] == HF 100
@—(N\N N i/@ ‘ ( )
NP e e, [1,5-a] Wt € -6- F
NH,
B -+ A A -Bh
)23
37| 349 | 2940 | 84.2 . B-8E-2-%%-2- | 311.3 | MH*
CH,
W\N N b A-[124] = 45 (100)
7 NNF [1,5-a] & "% -6-
NH,
A)-2-F K-k
$-1-2)- § AR
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02819912. X

wooB B ZE21/350

A | hA2a hAl | &#FE R IEN & AR MW | MS
5 | KinM | K{aM) | Al/ m/e
Ala (%)
38 | 369.8 8- R A& -2-%k-2- | 3274 | MH"
H’C\/P if’:?)_{j £ -[1,2,4] = (100)
TR [1,5-a] #tt °Z -6- F
B — R A B
39 | 136.2 | 2186.7 | 16.1 (8-RF-2-kh-2- | 3254 | MH"
% 9 A -[1,2,4] == 5F (100)
D_{D)LN (j [1,5-a] *t ®E -6-
e £)-2-F £k
-1-3%)- F &7
40 | 371.4 1-(8- R A -2-7k % | 4105 | MH"
) 2-%-[1,2,4] =74 (100)
W;Q*O/L(?s 3 [1,5-a] *tk %€ -6-
. FHK)-kE-3-F
B = LA BE
41| 77.6 | 4360 | 56.2 (8-R K -2-wk k-2 | 3414 | MH'
o ‘C"t A-1,24] =5 (100)
E}—@jL’O [1,5-a] % " -6-
” £)-QR T HRA
5 bt T - o -1
X)-F &
42| 694 | 5626.7 | 81.1 o (8-RA&-2-7k%-2- | 3414 | MH"
d& E-124] == 5 (100)
@—{J;:'j h [1,5-a] & " -6-
- £)-2-5-FRETF
Fey -tk -1- 2 )-
¥ B8R
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02819912. X oW B 2822/355
A | hA2a hAl | &#EH = EN % # MW | MS
4 | KM | KinM) | Al m/e
Ala (%)
43 | 138.4 | 23333 | 169 1-(8- R A -2-k % | 340.3 | MH"
« Oj;N 2-F (1,24 =& (100)
@_{/ 7 3 [1,5-a] 7% -6-
" BOE ) BB
FH -2-R- T B BL AR
44 | 342.6 8- R & -2-7kw#-2- | 3424 | MH"
. A -[1,24]) == 5 (100)
H,cﬂ'*w\:,r\é", :N::\}_@ [1,5-a] #tt. %€ -6- F
N B_FEARAYT
B AT A8
&
45 | 506 | 8-RE-2-K-2- | 3294 | MH'
ch,o\/\) J\E;EMJ 2&-{1,2,4]%%7“? (100)
Re N [1,5-a) ¥k "% -6- F
- BT AT RA
LX)-BLE
46 | 131.4 | 2686.7 | 20.4 (8- A& -2-%k %h-2- | 3254 | MH"
N i o, A -[1,2,4] = = 5 (100)
WNJ\?/L U [1,5-a] "t %% -6-
" E)Q-F %R
-1-3)- ¥ &
47 | 240.6 ° 8- &K -2-7k 7 -2- | 299.3 | MH"
H,cm;*\)_@ E1,2,4] = 5 (100)
" [1,5-a] Bk % -6- F
BT A-RA-BLE
48 | 32.7 | 2467 | 15 8- R K -2-"kh-2- | 423.5 | MH"
- @ K -[1,24) =4 H (100)
L ﬁ% [1,5-a] %% -6- F
" B A B
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02819912. X v oW B Z823/3550
A | hA2a hAl | &#HH T OEN £ #k MW | MS
5 | KmM | KiaM) | Al/ m/e
A2a (%)
49 | 638 (8-R AK-2-"k"-2- | 3294 | MH"
N, £ -[1,2,4]) = = 5 (100)
[c})_(\:; > (\j [1,5-a] % X -6-
8 E)-(ARAK B ok -4-
-1 &
50 | 251.2 8- R A& -2-% "#-2- | 361.4 | MH'
9 A -[1,2,4] = = 5 (100)
W@A c&(\/@ (1,5-a] % % -6- F
" BMTA-KTH B
i3
51| 196.8 | 7247 | 3.7 o B-RE-2-E%-2- | 3134 | MH"
Q_</NZN : D A-[1,24] == 5t (100)
b [1,5-a] b2 -6- £ )-
nhedbt-1-2 - F AR
52 | 353.2 B-RA-2-E%-2- | 3274 | MH
E\>—<’N\ N i A-[124] == # (100)
s “/; [1,5-a] 5% -6- 2 )-
R-1-35-F 5
53 | 232.8 | G-REA2-EY-2- | 3274 | MH*
N - LX) R (100)
7= [1,5-a] % "% -6-
Ntz £)-2-F A -kd
H-1-3)- F
54 | 552 o 8- KK -2-E%-2- | 3435 | MH"
H:c\/'\) :N:}_@ A -[1,2,4] = = HF (100)
&, N, (1,5-a] #it °€ -6- ¥
B — R B
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02819912. X v oW B 2824/3500
A | hA2a hAl | &#H MK 2 A MW | MS
5 | KinM | KinM) | AV m/e
Ala (%)
55| 260 (8-RA-2-E%-2- | 3414 | MH"
PN 9 A -[1,2,4] == FF (100)
L~ 6 (1,5-a] % & -6-
M A)-(2-F A-%RE
-1-&)-F &
56 | 684 1-(8- R A -2-E% | 4265 | MH"
. 2-A-(1,24] = (100)
O—<C O’ﬁ\fﬂ 3 [1,5-a] o %% -6-
" K BE)RR-3-F
B = TABE
57 | 2422 (8-R A& -2-E%-2- | 3574 | MH'
A-[1,24] = = 5 (100)
E/}_{ijé\o’"’ [1,5-a] &t %% -6-
i, £)-Q2-R-F K
LP LA A
F R £)-F 8
58 | 892 (8- R &K -2-E%-2- | 3574 | MH"
o A-[1,24] == 5 (100)
E\,_(;“ IO [1,5-a] #k °% -6-
L A)-2-S-FEAT
Ao bt-1-K)-
F M by ¥ B
59 | 214.6 1-(8- R A& -2-K% | 356.4 | MH*
. 2“"‘ 2 {1,2,4] = (100)
GLCTO™  Yisanns
" B A )& R
F bty -2-R- T B BLAE
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02819912. X v W B Z825/3500
A | hA2a hAl | & X 2 A MW | MS
5 | KinM | KnM) | Al m/e
Ala (%)
60 | 548 8- R A -2-E%-2-| 358.4 | MH"
A-1,24] == (100)
- ﬁﬂ/\gﬂ, _ ":P{)—{J [1,5;3] W, 5E -6- F
NS BoFEARAAT
- BATATA-B
&
61 920 8- R K -2-E%-2- | 3454 | MH"
. s A-[1,24] = = 5 (100)
SN <\ | [,5-a) e -6- F
" BTEA-Q-FHRA
LR)-Bli
62| 716 (8-RA-2-E%-2- | 3414 | MH"
A -[1,24] = 5 (100)
W, ;J@j\”@ﬂ [1,5-a] # %% -6-
M A)-(3-F K -%km
-1-35)-F &
63| 440 ] 9 8- R A -2-E%-2- | 3154 | MH"
Hy m:w E-[1,2,4] == 5 (100)
N, [1,5-a] % € -6- F
B A-AmA-BLE
64| 83 | 3107 | 3.7 ] gj 8- R A -2-E%-2- | 439.5 | MH'
WNI;KKN £ -[124] = = # (100)
0 L. k@ (1,5-a] * %% -6- F
B = F A B
65| 718 8- R A -2-E%-2-| 3925 | MH"
SESIPXEL T (100)
@_{;?i f:)g [1,5-a] % % -6- F
" B 7K -(2-HmE-2-
AT )-8
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02819912. X

wooB B 5E26/350

A | hA2a hAl | iL#HFH sM X £ # MW | MS
5 | KoM | K(nM) | Al m/e
Ala (%)
66 | 982 8-FHK-2-E%-2- | 3454 | MH'
e £ -1,2,4] = = 5F (100)
@—4:?@(0 [1,5-a] L2526~ £ )-
© AR G ok-4- - F
3]
67 | 395.2 8- R A -2-E%r-2-| 3775 | MH"
E-1,24] == 5F (100)
D—{:g:fiﬂ\/@ (1,5-a] . °% -6- F
1 BTA-XTEA®
f&
68 | 246.2 B-RA A -2-FX % | 3074 | mH*
0 -[1,24] = = S (100)
@—(NLN D | 1,5-apter-6-£)-
NH, Pt 1- - F AR
69 | 554 (8- R A& -2- K K| 3214 | MH
@__éz:;:ljk,o -(1,2,4] 5— 3 (100)
N [1,5-a] o2 -6- 3 )-
ohoz-1-%- 7
70 | 144.6 G- & A -2-FK K| 3214 | mE
g e -[1,24] = 4 SF (100)
O JjL"\j [1L,5-a] # % -6-
N, £)-2-F -tk
$o-1-35)-F &
71| 484 8- & & -2- X X | 3234 | MH'
He c': iN::‘?—@ -1,24] = =% S (100)
b [1,5-a] #t %€ -6- F
BPA-TA-BE
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02819912. X

u W

T 27/355

F | hA2a hAl | &34 sEM X 2 #k MWV MS
< | KM | Ki(nM) Al m/e
Ala (%)
72| 361 (8- & A -2- X K| 3354 | MH"
Hy -1,2,4] = = HF (100)
N, £)-2-F A%k
-1-%)- ¥ &
73| 998 1-8- & E-2- XX | 4205 | MH”
. -[1,2,4] = =& 5 (100)
,5-a] k%€ -6-
< G [1,5-a] #k %% -6-
i E)-kZ-3-F B
-y dy X33
741 196 B- & X -2-FK%| 3514 | MH"
b -[1,2,4] = = 5 (100)
o [1,5-a] % & -6-
M 2)Q-FEEAT
F ey HEoobeg it -1-X)-
¥ BF
75| 413 8- R A -2-FK % | 3514 | MH'
| H124] 2 o H# (100)
O ~
N [1,5-a] & "% -6-
NH,
X)-((S)-2-F A
F 8y ¥k -k e B -1-
X)-F &
76 | 420.2 1-8- R A -2-F X | 3784 | mu*
) Q“*‘f (1,2,4] = = 5 (100)
@4« A~ [1,5-a] Bk 2 -6- &
N,
K)-vbef bt -2-F
F 44 B =W AR
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02819912. X v oW B ZE28/355
A | hA2a hAl | &M M X & AR MW | MS
5 | KoM | K(@M) | AV m/e
A2a (%)
77| 674 8- KA -2- X K| 3524 | MH"
-[1,2,4] = =& FF (100)
H,cj;;/\a < \}_@ [1,5-a] k2% -6- F
M BMoFRARAT
B FA-FA-B
i3
78 | 384.6 (8- & A -2- K K| 3354 | MH
-[1,2,4] = = (100)
@-{W [1,5-a] % "% -6-
M £)-(3-F R-%kw
-1-2%)- F AR
79 | 886 8- £ & -2- X X | 3004 | mu*
H,cv\n° ™ -[1,2,4] = = HF (100)
- \m"\’?_@ [1,5-a] % % -6- F
BT A-AEA-BE
80 | 289 8- R A& -2- K & | 3194 | My’
@—ét : i O -[1,2,4] = "-*l # (100)
L [1,5-a] b %2 -6-
%)-(3,6- = £.-2H-
o -1-K)- F &R
81| 524 8- R A -2- K K| 37114 | My
O~ oéH‘ -1,2,4] = = 3 (100)
ey [1,5-a] #k %% -6- F
BMYRA-RKTA B
i3
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02819912. X P B B Z29/3vmW
A | hA2a hAl bV o 3 M X & # MW | MS
| KnM | K(nM) | Al/ m/e
A2a (%)
82 | 131.4 8- 8 HXE-2-5-F%-| 3134 | MH"
o w | RE-2-2)-[1,24] (100)
H,C 2 ° ] _ .2
H:C) SN\ = ok 5 [1,5-a] vk
s w-6-FE LA
B
83| 75.6 | 1640 | 21.7 8- R A-2-5-F& | 311.3 | MH"
- % o -2- K- (100)
HC o, /N\ N Q
=< [1,2,4] = = 3#
ks [1,5-a]"k=2 -6- 2 |-
g bt-1- 2 - ¥ BF
84| 56.8 | 1273.3 | 22.4 [B-RE-2-5-F 4 | 3254 | MH*
[e]
A [1,2,4] = =& 3
| " [1,5-a] 7% -6- K |-
%koZ-1--F 5
85| 752 | 1360 | 18.1 [8-RE-2-5-F & | 3254 | MH*
M % -2- (100)
HC .
[ /j:?i»ig £)-[1,2,4) == 5
N NP
e, [1,5-a] % =€ -6-
E1-2-F A -t
$-1-2)-F &R
86 | 230 [8-RAE-2-(5-F X | 3554 | MH"
- vk vl 2- ) (100)
. I [1,2,4] = =& 5f
\O—{’ > [1,5-3] Pl vf{ -6-
AQ-FRAYT
FH Hovbeg bR -1-%)-
¥ &
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02819912. X v oW B ZE30/355
A | hA2a hAl | &K s X & Ak MW | MS
5 | KM | KinM) | AV m/e
Ala (%)
87 | 104.4 8-R A& -2-(5-F A&~ | 343.4 | MH'
. "k o -2- 2 )-[1,2,4] (100)
Hp"\;‘j)\Q;‘Mf " = ek H[1,5-0]
*h w-6-F B T HK-(2-
FRA-TK)B
i3
88 | 56.2 | 1350 24 [8-RH&-2-(5-F A | 3304 | MH"
. -k o -2- X)) (100)
EC\E’/)-& S »O/”" 1,24] = =
Yy [1,5-a] *&t %€ -6-
A-G-F A%
-1-35)-F 87
89 | 177.6 8-RA&-2-(5-F X&-| 313.4 | MH"
o "k %9 -2-3K)-[1,2,4] (100)
NNONLT | 2 ok 5 (1540
. R-6-F B FA-&
A-BLiE
90 | 139.8 [8-&A&-2-5-F A& | 3434 | MH'
. -k wh -2- A ) (100)
MOS0 M [124] = = ¥
L. [1,5-a] 7% -6-% |-
FRAR "G ok -4- K - F
AFl
91 | 111.6 8-R&-2-(5-F %- | 3754 | mo"
0 % % -2- 25)-[1,2,4] (100)
RS04 = ot 3 [1,5-a]
" "-6-F B FA-K
LB
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02819912. X v oW B ZE31/350
A | hA2a hAl | &K 8K £ #F MW | MS
5 | KinM | K(nM) | AV m/e
A2a (%)
92 | 249.4 [8- R A&-2-(5-F & | 3554 | MH"
- % W o-2- X)) (100)
mcwﬁgﬁ [1,2,4] = =
Lo L (1,5-a] % %€ -6-
£1-Q6-—F %-
"hok-4-3)- F 87
93 | 321.6 8-RA-2-(5-F - | 3294 | MH"
wr-2-%)-[1,2,4] (100)
r*,c;‘jj@";})_{j | 2ok A [1,5-a] %
N, "-6-F B =K
%23
94 | 212.8 [8-RF&-2-5-F & | 3274 | MH'
-E g 2 K ) (100)
HJ:IS/)—(::N: O [1,24] = = 4
" [1,5-a]"=2-6-% |-
wteddt-1- 25 - F AR
95 | 225.4 [8- R A-2-(5-F & | 3414 | mH’
R s i - K o 2 (100)
Wm £)-[1,2,4] =7
h [1,5-a] "% -6- % ]-
wkoZ-1-K- F B
96 | 154.4 [8-R#&-2-(5-F 4 | 3414 | MH'
_—_— xz 9 -2 (100)
H’C\f/)—@‘;j)\’& £)-[1,2,4] == 5
L [1,5-a] b “Z -6-
A-2-F A%
»-1-%)-F &
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02819912. X

u W

T 2H32/351

A | hA2a hAl | &M #EMX 2 A MW | MS
5 | KinM | KinM) | Al m/e
A2a (%)
97 | 427.6 [8-RA&-2-(5-F & | 371.5 | MH"
- g 22- K)- (100)
RTCe Seo™ 4] = ok H
[1,5-a] * %% -6-
2o A-(S)2-F &E
B R etk og SR -1
£)-F &
98 | 219.6 8- R IK-2-(5-F A&- | 3705 | MH"
- g Ewr-2-%)-(1,2,4] (100)
WWKQ;}_@M = o # [1,5-a] %t
M, w-6-FTE—F X
RAFTBRATR-
FA-BUK
99 | 237.8 8- R A -2-(5-F A- | 359.5 | MH"
. E-2-4)-[1,2,4] (100)
He” 8 < "f})—@“ = o ¥ [1,5-a] ik
M, "-6-F B T A -(2-
FRA-THA)B
i3
100 | 178.2 [8-&&-2-(5-F & | 3555 | MH'
- oy 2o K- (100)

[1,24] = = 3
[1,5-a] *& %% -6-
AJ-G3-F A%
-1-4)- T &7
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02819912. X

u W

T 2H33/351

4 | hA2a hAl | &#H M X £ #F MW | MS
% | KinM | KnM) | Al/ m/e
A2a (%)
o1 | 228.2 . 8-R A -2-(5-F &-| 3294 | MH"
“=°v\‘,m’ :T:\%UCH’ Eyr-2-5K)-[1,2,4] (100)
o, = # H [1,5-a] ’
R-6-F BT A-A
X -BLAEE
02| 478 [8-F K -2-(5-F 4 | 359.5 | MH"
0 - 9 -2- X)- (100)
O T |24 = = 5t
N, [1,5-a] L€ -6- 2 |-
FRAR Dok-4- 3 F
B
103 | 308.6 8- R K -2-(5-FA&-| 391.5 | MH"
weo s . EY-2-1)-[1,2,4] (100)
D‘@Qlc:v@ = o 5 [1,5-a] &
" %6 FHTEE
LA-BUB
04 | 564 (8-R| A -2 -2- | 3144 | MH"'
Ci : :N\>—<Z] E-[1,24] == H (100)
5 [1,5-a] "2 -6- £ )-
e bt -1- 2 - R
105 | 654 (8-R A -2-E 2. | 3284 | MH'
He 9 A -[1,24] == 5 (100)
C”)k@::\}—(\:] [1,5-a] "t %= -6-
NH, A)-(2-F K -viked
H-1-55)- F &
s | 844 8- R A -2-E=-2- | 3304 | MH'
A -[1,2,4] = = 5 (100)

[1,5-a] Pl % -6- F
BMTA-FA-BE
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02819912. X oM P ZE34/35m

A | hA2a hAl | &#HHK #HX £ #& MW | MS
| KM | K(nM) | AU m/e
Ala (%)
107 | 632 (8-F K -2-E4-2- | 3424 | MH
" 9 o A -[1,2,4] = 5F (100)
U*@NH\:] [1,5-a] & "% -6-
b A)-3-FA-%E
-1-)- ¥ &
108 | 988 8- | A -2-E 2o | 3785 | MH'
0 (\/@ A -[1,24] =& (100)
[:H}‘N;:jkéﬁ, (1,5-a] "% %% -6- 7
s BYRA-XLEABR
&

hFl (B

R AE mg/h
Smg 25mg 100mg 500mg

1. XI14&eY 5 25 100 500
2. AK3UEE DTG 125 105 30 150
3. Sta-Rx 1500 6 6 6 30
4. WMEHHRE 30 30 30 150
5. AERRBR4E 1 1 1 1

Bt 167 167 167 831
)& %

1. BA 1. 2. 3F0 4 A bKEE.

2. £ 50C T FRIEHA,

3. AT BRI Z L.

4. mANFE SHHRAS I N4, EEXEEHEAMLER.

39



02819912. X

v B 4 ZE35/350

R ARA mg/R &
Smg
1. XNI4seH 5
2. “@KILE 159
3. EREH 25
4. BEH 10
5. HEJEBR4R 1
&t 200
#l&F ik

1. ¥ 1. 23 RAAEZTGRASB T RA 30 04,

123

15

no
(]
S N

2. AR 4 Fa 5 FHRA 3 54,

3. HARELHEBEET.

40

100mg
100
148

40

10

(73]
S N

500mg
500

70
25

=2
S W
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