[19] PEAREFEERDRSE

[51] Int. Cl.
CO7D 295718 (2006.01 )
AGIK 31/496 (2006.01 )

- 2] KBEMBRERARRME " kom cason
* * [21] HIFES  200610110549. 1 07D 403,06 (2006.01')

[43]1 AFFH 2007410 24 H

CO7D 207,00 (2006.01 )

[11] 2F = CN 101058566 A

[22] eriEH 2006.8.8
[21] iFS 200610110549. 1

[30] ff5EM
[32] 2006.4.21 [33] CN [31] 200610043843.5

[71] RisA ZFEF+
etk 570125 R4 1T B OKIE 48 S
KR4 KE 31 Z
[712] £BBA FET

BAERF 1 3 3 17 |

[54] %R ZFR

FE IR 54 PO 00 25 P i % HL o) 4% 7 vk
[57] HZE

AEHBTEAFEARGE, AFT(E) -1-{4
- [(3', 4', 5' - =FHHEEANHERIE)] -1 - UkEE}
ST e B EE R T4 IR 2 R &, U H B H A
TR 2R, MIERE:. T MR Eb AN AL, KA
% 7 VEFIAE N 2 T VR I R0/ BCFET A g 105 A A
MR Y H IR . DRS4S I 5T 10 25 1 48
BEAReEty. Wt RR s, mE58% kv
52 I BRI S Fh 2 .



200610110549. 1 R ) E ok $ $1/10

I EBr1-{(4-[G7 475 - = HEE NERE)]-1-IRE )} 2Bt R RFHN AR L, aflanne
EAG AR, Hh DR

2. WARAER 1 PR MEEURSTRF 2 R0 MR AL . MIMKIREL . T MRl AR, HaTR
REETRSTA S R . MRS, | . WAMAEE/RECH 1:0.5~1:5.

3. WALFIESR 2 Fri BEURSTAF I ARG SE . MORMREL . T RSO RREL, Ho PRIy
5 PR, HMgER. T M. AMKARECELN 111, 1228813,

4. WRRESR 3 FTRAVEEIRFFAF (0 ARG 2L . MR, T _MESEARE, HATRPERSF
FEE B, MR, T . WAMRMBE/REEN 111,

5. WBUFIE K 4 FrR MEEIRF 47 0 AR 2L, 4 TP EIRSTAS 55 PR RR A0 B /R REEE N 101,

6+ AR ZEEK 1-5 BT A —FEIRFF A 2T BRI & 7 i, B IERE T W BIRSTAF IR AE IR AR
M. MRS KEVERSEIEN S, #ITRERN, B8, DENETHE—SEG, SRS,

7 SRR 6 BT BB R 545 0 25 FH Bh 0 48 O v, B oh BT AR UR S 4% LR AU B JR B EL O 1:0.5~
1:10, FRMIAHEL FERR. MR, T _RREARK.

8. WIALFIER 1-5 Brid MM —REWR 45 100 245 FH 2h 76 061 & F TR 77 R/ a ToUly o o 85 R0 41 8 o 8 605
K2 A E

9. AFEFEK 1-5 FrRME— IR A BN EAHEERINAEY.

10, BFEBFIER 1-5 FridfE —EIRFRF 0 3 — MR S M ey LT 8RZ M8 AR/SRRERK

11, BIFEBUFIE K 10 Frid MEETRST4F 1025 F sh 004 &0 00 O ARt 70) sl B 571

12, BRER 11 R RSN A HENAEY, SHIZERFRH 10~500mg KEHEH S

13 BRER 12 Frd RS NA A ERAEY, &FIZERFHFIT S0mg. 62.5mg. 62.6mg. 125mg
50 250mg HVE T4 5) .
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IR FT4RF 107 O 24 P 35 S FL Al &5 VR

1. BRI
KR\ RE)-1-{4-[(3" 47,5 -= FEH P EEBLIE))-1-WR e ) Z BRAtt % i B MR FF 45 (X087 (O 245 A B R B
HEFENAR, BTFEABARG.

2. HREAR

LB SRR B TS — MM TRE, REERMREARMENE RS RE, EFEHNE
A H0IATT SR I EREE AL T I A EE R . SN DR MR F4E (Cinepazide Maleate) B T4 3
¥, ARRFAN, RN, ARSREERZNAH. REESRHHFEXH TR,

Ok MR IR S545 i vE M Sanofi-Aventis 2 B 7R, 1974 SFHAAEE L, ERSEKMHER. H
2% 11, 2002 EAETE LN, DRMERFHAGRE. cAMP MR 55458 T H M HONE ML EY KL
&), HZEERN: (1D HEEMH Ca* M NME RN, 0 PRI, Mn®. R
SRS, NTIERDEEZE. BEnEHES . BnnkR: () MRRTFNHRET (cAMP)
KR, MRMEEURE:  (3) M%) cAMP AR RS, 1F cAMP MBI, (4 RALARNRIERERE
¥, BELETE NSNS, BEIKEE, SEMER: O GlRARLENLIE, 3F
BAGACHE . IR EERT FABORIAT: (1) ROLERRK: WEKEL, —dtEmsnReE, R
TR, M. DS RERRAMIERE: (2) LIESRK: RO, O8N, WATHTOIE
%, NEAHEAMESET: 3) ANEMEHON: THBMKEREELR, Mg MERKER, kK.
B IR,

BIRFAG SN (B)1-{4-((3" 47,5 -= FRE AR 1-URGR) ZBiHge, SR T:

HETE R T D RM IR AR AN, RN S8, FARAE, WLRAMR: WRLEETHE
BRE ST B K, R .

3. RAAE

AR B EHRBHE)1-{4-[3 4,5 -= PRERERE))-1-IRWR ) 2 Bat s BRI HTING
Fi i B 30300 % 77 VR AIEE 54 FR TR T /R TR0 o 4 RS i R O R RO R

5T B SRR RRE R, RAET T RERNOME LA, RERTRRAEIRFTE
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A VAR AR B B R B DR T AR S e, R IRST R 00 P AR &
HERE . T oREAELREERIH BT RS, KPR PERFE S TR, MR, T
R, BAMKBERREEN 1:0.5~1:5, RiEHN 101, 12 88 1:3, BN 1. 1, 5I0% FRIREEIRSAY
(CyH3N;05CH;SO3H)

A% B R IR SIS (0 _ESR ER ORI B ik HEEIRSFAE ARG (I ARG, MR, TR, AR
EIEERE. 8. FEASKEHS SR AHS, JATRERN, B, P, BRI SR ERE
ELh 1:0.5~1:10. RIEBRETA-10~30CIREGHEABRAE, REHE 0.1~10n. X TRRAKE, FTEH
GETEETERNS, #E—SRENS, BIFERRREERTHE 0.1~10n, ANEIR. JEBHTARAE
BN T #EAT .

FARRRAEIRSTF (CpHyN;05-CH3SOsH) IS h:

OCH,

H;CO
H;CO Q CH;SO;H

PR IR S (C22H31N305'2CH3503H) Mg .

H,;CO
H,CO O 2CH;3SOzH

R IR ST 4 (C22H31N305-3CH3SO3H) G T

H,;CO
H,CO Q 3CH;3SO;H

HIBMEEIRFF4F (CpH3N3O05-CeHsO,) MIGHAW T :

OCH,

:;mmJ o o
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HIRREENR T4 (CpHuNaOs2CsH:07) B4 T:

T MR F4E (CyH;N;Os (CH,COOH),) MM T :

OCH,

H,CO
(N | 0
H,CO = \ / NQ . HO /lK/\”/
H (@) (0]

T MR (CpHyN;Os2 (CH,COOH),) HIZH i F:

T ZEEEIRF4S (CpH3N;Os 3(CH,COOH),) HIG#I T :

OCH,

H,CO
(A N 0
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BOREIRFTHRF (CuH3N;05CiHeOs) MILHRWT :
OCH,

H,CO
H T\ 0 0 OH
N N\/u\ OH
H;CO 7 \ / NQ . HO)H/H(
H o) OH O

B BEERF (CupHyN;O52CHO) HIZHRINTF:

EABREEURFHE (CyH3N3O53CHg0g) G

OCH,
H;CO
H /\ 0 0 OH
N ,N\/”\
H,CO 7 NO -3Ho)kH\n/on
H 0 OH O

AR B — 5 B R ORI EEIR AR 5T (02 A Sh e & A T VAT F/ERTRBY O o L B Ao A1 R ol B R AN
AT . IR AR A S AR, R R AR MR A, RS R
Y/, WTCABEMBIRAR Y, A MMM R R MR BORS BE, I MRREE, BE65 5 iR FH Mk
MBRRNL, FHXFME. CREAREW, FHEZE, THEHEIER.

FRARERFFHFOAR TSR EGAFEERS HRAYAEY, B —HRBMEGE LA
BEZNBRER/RBREAGRAYAEY, UEBIRORAAN TR TREXHBITHES.

ERAYHED T S HEE)1-{4-[3" 4,5 - = FREREBE)]-1-DREE ) Z Bt ng g B EEIR 453
10~500mg KIVEHEA 53, HIina] LAR 10mg. 20mg. 40mg. 60mg. 62.5mg. 62.6mg. 80mg. 100mg. 120mg.
125mg. 125.2mg. 150mg. 156.5mg. 160mg, 180mg. 200mg. 250mg. 300mg. 350mg. 400mg. 450mg.
500mg, {i#% 60mg. 62.5mg. 62.6mg. 80mg. 100mg. 120mg. 125mg. 125.2mg. 150mg. 156.5mg. 160mg.
180mg. 200mg. 250mg. 300mg.

RT BB SMAGR, TR HEIBESR, EHARBEHIBREEANEAREE. LBEREBR
f i T Pt B I VB BT B R B R BRI R ), BRI AT TR R R A R RS A

WAL B ARBAYBIRKER A E AR O EERENE A . IR AR EE B AW, 3
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ANT- 100mi BELER K v FE B0 K AR R SRR R AR R AV - V5 TE 6 8 oK AR 48 2 sl ikl R o FHOE
B A TE B A A ) LB F VA B A IR BB I TR R R EBoRY), EEM AR LU HE RS R, BE

FRERA G TRESHIE . ARG BUR TR Z WS A i I A BT R (L 0 B v A O E B RV
T OB 20, TRELBIR R OB ARIA, AR BB RO AR O REBONSE.

PR 20 5 B RO ST R BT RO B AR T R B A0 SRIBA BB, B
SR EFR. QRN RS, SET. TS, ABA. BEA . BRASHEAS. BRENRE
SR R TS T 5 O A B T R BEH o 08 (AU, BRI IR AAR S RO, TR
B GERUETD) . RE R . SRKRE. RRRENHEKE. BRAREEYSEEN
SR P LA — LI O TFARBTRLR I SBORLAIT 40 4 TV UKL GEAROVIRD) + RAUBURL. YRS .
T . BRBRARRENS ., ARRISHYSEE MRS, LB LT R RAERRRIIR
RERSI, ARG AL, AR, DRI RS2 AR T 25 L 1 IR
FhI.

5 O R DR 657 25 B30T SR PRI 26 S 0 A TR e, R MR T LU A
SR LRSI, FRNRAEREALTREMOBBERE W, pH HRHH. MEH. H8
Al M. TALH. BB SR RAN. MR EERE.

A O TR DRSS 5 25 B IRV E A AT, BRI TT LR K MR IR P, 4L TT AR
AR EEMOM A, WEBEE A, pH AT, B, SN, MR AR, B
B, S B A BRI VE R PR, AT 0.9% AR AL S MR SLARIE B /KM FEk s
SRR A T, EEAGNES ARG, HOEHZE. Aom. RZBEMNANEE,
SRR AT A RS, WM. SULE. ELE. FAS. LRMS, RESLRREEE:
BN pH AV AAERR B, LR, MEROIRRA. BRSNS FRNEANE
RS 80, FRE. SPREAS. REZMEMRIE. %A OMANGE URRA. THREM. ST
RS, HEAENAEED. TR, SERTE. XTHE,

AR R VR BT A 25 P S AR BRI, FTLUMAE L MATER). KA. AR, 30
A%, BSAIEIERN. BH. MRS, MRS A, BN, SRSER. U, BRLEn. HEe
s, MOREHERTESERN. PVP-K0. BRESEER. HK. TRIRE. ZEASEE. B
BORE. BTN, BRAAETER. SEREE. TRRTESERN. RFERNNH. KRR
REEARES, BEACEERRE. BOH. T RERRN. MRERS.

ARWERTS N PR, MRS, T REAITEE MR AE RN 4500Lx &4 THE
5 R GRS DRMAMNKRRLE, L EmBEtE REATBNSE, 4SRN
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F 1 HERFR I 55 TR MR EEIR T 10K BERZE DB IR 4500Lx &4F TR HERI LB (10 K)

S WS 10 X
7
BRBE 5B BHAGE £y ¢
IR EER T Tt 99.3% p gii) 17.2%
FBEMEER 4 (CpH3N3;05-CH3SO3H)D Tt 99.6% i) 29.1%
EEREENR T4 (CyH;N;052CH;3SOsH) Tt 99.5% Tt 24.1%
FERMETRF 4 (CypH; N;O53CH;SOsH) Tt 99.4% T 20.1%
MR F4F (CpH3N305-CeHgO7) WEE 99.5% WEL 26.5%
T ZRRHEEIRSTF
mEE 99.7% MHEE 24.3%
(Cy»H;N30s' (CH,COOH),)
T ERAENRSTAF
MEE 99.1% MERE 21.3%
(CyH31N;3052 (CH,COOH),)
BEAHBEIRFES (CpH;iN;OsCiHsOg) p ) 99.2% Tt 26.6%
BEABERFSS (CpHiN3052C4HOg) Tt 99.4% T 23.5%
BAMERFGE (CpHyN;0s3C4HgOs) Tt 99.5% p ) 22.8%

AR AREIRTTR F AR L . MR IR T R K P ISR RE T T TR SRR A, &

RUR 2.
#2  FRVMEEIRSFRES 02 M 5 50K T R MR R 7E K 1 R R BE HL

B K (25C, mg/mb)
IR MBI T4 485
FRERREEIRTHF (CpH3iN;05-CH;SO5H) 1320
B EEIR 745 (CH3N;052CH;SO5H) 1250
MR EEIRST4F  (CH3N305-3CH3SO3H) 1200
M BREEIRF4F  (CypoHayN3Os-CeHsOr) 1150
T ZRRHEEIRFIE (CyHyN;Os (CH,COOH),) 1080
BAMEEIRFAF (CyHaN;OsCyHgOg) 550
BHBMEISFFHRF (CpHaN3052C4HqOs) 520
BOBMENRFHRE (CypH;yN;053C4HeOs) 500

F R BRI PR AL, MM . T oRMENEAREFRARR 0CHAM THE 5 Ry
FEWRFFAG DR MR B LA, 4R RPERFRHN PR . MR . T _MBMEGRER RN
BT DokMit. HRIE 3,
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3 HRFEFHOEH S SERFTEDRREERE 60CAH TREMNHE (105

£ 0x 10 %

BR wi PER -

LR REEIRSTHY HERR 99.3% BB K 94.2%

FRRMAREEIRFTAS (CoHyN3O5 CHaSOsH) Bk 99.6% P -

PRI (CuHuN:Os2CH;SOH) | Efak 99.2% Ty a1

FMEEIRFAF (CuHuN:Os3CHSOH) | EfaMK 99.4% P oo

PR EENRSTHS (CpoHiiN3Os CeHsOr) MEEHE 99.3% B A 0807
T ZRREEYRST AT , ’

(CxH31N305' (CH,COOH),) BREAK 99.3% WImEHRK 97.4%
BHRBREIRFHF (CpHiN;05CsHeOs) H kK 99.5% MK 98.8%
WABHEIRFYE (CpH;3N;052CHOg) B R 99.6% o o 1%
BAHEIRFTYS (CpH31N305:3C4HqOs) Iy 99.3% e -

A RBHIE)-1-{4-[(3",4",5 - = FEE A EEBEE))-1-TRR ) ZBErbrg ne BEERF S RO &, LR T
R, Wi, T _REBENEARE SRR DRREMAL, AFUTRA:

(D BERERRERFFOHRBRENGEFRR R HRARBEE, R THMRE. R
#H. TOREMBEARE.

(2) SERFIF DRI, HEIRTA PR, MR, T - MIENEAREERR 60CHRI%
HTIRE S K, ERRVHERFIGHPRME. MR, T _MENELREWNFGROERLT SRR
.

(3) HHIRFH DR MKERATLL, IR TR L. MRRE. T _MENERRENKE
WA 4500Lx £4 THE S R, HAAHBERRREE, FATLEIRRERRNANZ 2.

(4) SHEIRFAF SRR ERARLL, EEORSTAS FHERRREL . MUMKRRELR T MR ER7E /K VS RE R ™IE 1 15,
PR A KRR AR ERFRE, KEELHFETH.

(S) R4t T HIRSTIS PR, MM . WAREN T - MEBNRERETE, TEHE, RARK,
B R, WER. RREE, ETHEE™.

4. ReEEMTT R
BUT e S I A0 Bk ST 3, v Ak R R s AR — PR U . LR R SR

ARH LR EENREENRT U TEEN. RETARE LRNERCRNEARR TARAMEE. tL
TEEHPERRONNTURGE LTEZOMN SR, REND. Hm.
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SEHitd 1 HERERFTRERBE (D

BUEEIRFT4F 10g (24mmol) , BARMNHET, 0N S0ml ZKE, BHBEME, RGEHETHEM 2.9¢
RS (25mmol) /50ml ZBE, WiNEEERE 1h, REKBRNBAEITS, B3KAE PRBRBRERSR
it BHEAMAZ 90ml ZBEF, WAENMAZFR, FEASEEREANNG, BIaas&ERK

9.5, WEHR: 77.2%.

'H-NMR(600MHzDMSO0)3: 1.94[m,4H], 1.98[brs,1H], 2.57[m,4H], 2.75[s,3H], 3.01{m,4H], 3.19[s,2H],
3.42[m,4H], 3.69[s,9H], 6.23(s,2H], 6.94[d, 1H], 7.47[d, 1H]

IR(KBrjcm™: 3442,2951,2868,2585,1657,1448,1425,1271,1232,1035,765,557,531

TEE M7 (CpH3 N;O5CH3SO3H): C, 53.70%; H, 6.94%; N, 8.17%; S, 6.23%(Hif:: C, 53.79%; H, 6.87%;

N, 8.18%; S, 6.24%)

BUEEWRF4% 10g (24mmol) , MARMIEF, M 50ml ZB¥, HHEMRE, REERH TR 5.82
FM (50mmol) /80ml ZM¥, WM5EHESE 40CHE 1h, REBRNBAFIR, BIXACTHRE
WRFAEE . KRS MA R 100ml ZBEF, BHMAZER, HEFSHEERAHITR, SAAGSHE
B K 11.1g, WE: 76.0%.

'{-NMR(600MHz,DMSO0)3: 1.92[m,4H], 1.96[brs,2H], 2.55[m,4H],2.78[s,6H], 3.04[m,4H], 3.22(s,2H],
3.43[m,4H], 3.71[s,9H], 6.24(s,2H], 6.95[d,1H], 7.48[d,1H]

IR(KBrjem™: 3440,2940,2877,2583,1653,1453,1421,1276,1224,1037,772,552,535

FEESMT (CypHaN3Os2CH3SOsH) : C: 47.21%, H: 6.48%, N: 6.82%, S: 10.49% (Eik: C,47.28%;

H, 6.45%; N, 6.89%; S, 10.52%)

EUEIRFAE 10g (24mmol) , BARBET, REMA 50ml ZBF, BHEME, RE7ESHTNM
8.7g FFHM (75Smmol) /120ml Z.&¥, WNSEHE/FMMAER 1h, BE 1h, REWRNBA KR, BRI
F s FRMEIR I B . BRSNS 120ml Z8E, HAMREER, FEESEEERAITES,
BIAGEREME 12.5g, WE: 73.9%.

'H-NMR(600MHZzDMS0)5: 1.99[m,4H], 2.05[brs,3H], 2.64[m,4H], 2.82[s,9H], 3.08[m,4H], 3.26[s,2H],
3.48[m,4H], 3.76[s,9H], 6.27[s,2H], 7.03[d,1H], 7.57(d,1H]

IR(KBr)em™: 3435,2946,2875,2581,1651,1458,1427,1274,1229,1042,775,557,528

TEESH (CpH3N3053CH;SOH) : C, 42.48%; H, 6.22%; N, 5.93%; S, 13.61% (Hi: C,42.54%; H,

6.14%; N, 5.95%; S, 13.63%)
10
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S 4 e O O A 1) £ %
HUEEYRSTAF 10g (24mmol) , HARMNHES, REMA 50ml ZBE, BHEMHE, RSEHHTRHM
4.8g HBEE (25mmol) /40ml ZB%, WMFEHEFHE 1h, REHRIBEAFITER, BEMEAHBREIR
FAEM . BHBIMAZ Soml ZBE, MIMREER, BRADNTSR, SAMERAEAERK 978, W
#: 66.4%.

'"H-NMR(600MHz,DMS0)3: 2.02[m,4H], 2.05[m,1H], 2.62[m,4H], 2.65[m,4H], 3.09[m,4H], 3.29[s,2H],
3.52{m,4H], 3.78[s,9H}, 6.33[s,2H], 7.05[d,1H], 7.56[d, 1H], 11.33[brs,3H]

IR(KBrjem™: 3434,2938,2867,2561,1775,1705,1648,1440,1422,1274,1222,1032,762,555,528

TLE T (CH3N305CHgO;) : C, 55.11%; H, 6.50%; N, 6.87% (#if: C, 55.17%; H, 6.45%; N, 6.89%)

BUHENRS4F 10g (24mmol) , BARMKH, REMA 50ml 28, WHAMRRGE, REEHH T W
9.6g MM (50mmol) /60ml ZKE, WiNsEHEEHE 1h, RS RIMBAHITR, B3HEGMERREIR
FRE A . BHESIMAZ 70ml ZEES, FMASHER, WA SRR, SRMEERAERXK 12.3g, K
F: 64.1%.

'"H-NMR(600MHzDMSO0)8: 1.99[m,4H]), 2.06[m,2H}, 2.63[m,8H), 2.68[m,4H], 3.12[m,4H], 3.28]s,2H],
3.53[m,4H], 3.78([s,9H], 6.35[s,2H], 7.06[d, 1H], 7.58[d,1H], 11.38[brs,6H]

IR(KBrjem™: 3433,2921,2867,2562,1774,1693,1640,1438,1427,1264,1224,1033,764,551,521

JLE BT (CH3)N3052C6Hg05) : C, 50.87%; H, 5.97%; N, 5.23% (£ C, 50.93%; H, 5.91%; N, 5.24%)

BEEIRFFAR 10g (24mmol) , BARMHMF, RIGMA 50ml ZB, WARMRE, REEHHT NN
14.4g #I%RE (75Smmol) /80ml Z.B¥, WiNsEEEEMMESR 1h, BE 1h, REHRNEBAHIE B3%
HEMGRRETRFAE M. SHMAIAZ soml ZRET, RMAZHER, BWHRANTE, |SAMGIERHE
MK 14.5g, BE: 60.9%.

'"H-NMR(600MHz,DMS0)3: 2.02[m,4H], 2.09[m,3H], 2.63[m,12H], 2.67[m,4H], 3.14[m,4H], 3.32[s,2H],
3.54[m,4H), 3.77[s,9H], 6.34[s,2H], 7.06[d, 1H], 7.54[d, 1H], 11.42[brs,9H]

IR(KBrjem™: 3438,2931,2857,2557,1765,1691,1634,1430,1422,1264,1215,1027,751,540,525

TCEHT (CpH3N;305-3C6H307) : C, 48.29%; H, 5.63%; N, 4.23% (i C, 48.34%; H, 5.58%; N, 4.23%)

BUHERRSF4F 10g (24mmol) , BARMNMKF, R/EHMA 50ml Z8, WHEME, REERHETNMN

11
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2.9g T M (25mmol) /30ml LK, WMseH/SHE 1h, REKRNBAHEF R, SRRAET = BER
FARE& . BEMMAR 60m ZREF, HHMMBER, FEELSEEHEBEAHNS, BIMKASH
MK 6.8g, WFE: 53.0%.

'"H-NMR(600MHz,DMS0)3: 2.03[m,4H], 2.56[s,4H], 2.68[m,4H], 3.13[m,4H], 3.31{s,2H], 3.50[m,4H],
3.77[s,9H], 6.30[s,2H], 7.03[d,1H], 7.64[d,1H], 11.42[brs,2H]}

IR(KBr)em™: 3434,2935,2866,2576,1782,1705,1643,1444,1423,1273,1219,1031,769,556,532

TCE T (CyH3N3Os: (CH,COOH),) : C: 58.28%, H: 7.02%, N: 7.83% (Eif: C, 58.31%; H, 6.96%;

N, 7.85%)

Ll 8 1 R HIRFFMEHE (2
HUEEIRFT4F 10g (24mmol) , BARMMF, REMA 50ml 28, BEERE, REERE TN
5.8g TR (49mmol) /40ml ZB%, WINTEFHE 1h, REERNBAHN G, BRRAET _RER
FEHEA . FHMIMAZ 8oml ZEEF, BAMMREER, HEELBERBADNS, SIMREHER
MK 8.2g, H(E: 52.4%.

'"H-NMR(600MHz,DMSO0)5: 2.05[m,4H], 2.57(s,8H], 2.66[m,4H], 3.11[m,4H], 3.32[s,2H], 3.52[m,4H],
3.78]s,9H], 6.33[s,2H], 7.05[d,1H], 7.56[d,1H], 11.45[brs,4H]

IR(KBr)em™: 3447,2928,2861,2566,1786,1700,1634,1458,1432,1264,1231,1038,764,552,538

FEEMT (CpH;N;O052 (CH,COOH),) : C, 55.09%; H, 6.67%; N, 6.42% (Eif: C, 55.12%; H, 6.63%;

N, 6.43%)

BUEBRFHF 10g (24mmol) , HARMNHE, REMA 50ml ZBE, HHERGE, REERETRD
8.7¢g T_M& (74mmol) /50ml Z &, WNSEEEMMAER 1h, BE 1h, REWRNBAFRG B3X
HE T MEIRF . REMIAZT] 100ml Z8F, SANAZEER, FEESEEERAHNS,
BHEMEBLEREREK 9.7g, WE: 52.5%.

'"H-NMR(600MHz,DMSO)8: 2.04[m,4H], 2.59(s,12H], 2.68[m,4H], 3.14 [m,4H], 3.33[s,2H], 3.54[m,4H],
3.78(s,9H], 6.33[s,2H], 7.06(d,1H], 7.59(d,1H], 11.45[brs,6H]

IR(KBrjem™: 3424,2924,2854,2561,1774,1717,1640,1441,1427,1273,1214,1035,772,565,535

TLEA (CpH3N;0s3 (CH,COOH),) : C, 52.88%; H, 6.44%; N, 5.43% (E#f: C, 52.91%; H, 6.40%;

N, 5.44%)

12
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EVEEDRFAS 10g (24mmol) , BARMMS, REMA 50ml ZBE, BHEME, R/SESH TRM
3.8¢ WA (25mmol) /50ml ZBE¥H, BMSEEEMMER 1h, #E 1h RIEH RIEA G &, 8
B 6 A AR A B KRR 80ml Z R, BEEEMMAEER, F5E &SN EEBA HHT
&, BIAGERERK 8.7, WE: 64.0%.

'H-NMR(600MHzDMS0)3: 2.03[m,4H], 2.08[brs,2H], 2.67[m,4H], 3.12[m,4H], 3.32[s,2H], 3.51[m,4H],
3.82[s,9H], 4.65[s,4H], 6.37[s,2H], 7.13[d,1H], 7.65[d,1H], 11.48[brs,2H]

IR(KBr)em™: 3350,2973,2875,2563,1731,1650,1425,1308,1259,1135,1073,684

FEEAMT (CpHyN3OsCHeOg) : C: 54.92%, H: 6.61%, N: 7.36% (Hif: C: 55.02%, H: 6.57%, N:

7.40%)

%)

i L5

o

EUEENR 46 10g (24mmol) , BARNHR, RFMA Soml 2B, HAEHE RIGAERH T WD
7.6g WA (50mmol) /80ml ZRE¥EH, WitnseH/EMMER 1h, BE 1h, REH RNBAGRITR, 8
K A RO EEURSFAIE S . KR IR 100m] ZREH, SEAEMAMEE, F5E SRR T
&, B AafgRMERK 114g, WE: 66.3%.

'H-NMR(600MHz,DMS0)3: 2.04[m,4H], 2.10[brs,4H], 2.69[m,4H], 3.13[m,4H], 3.33[s,2H], 3.53[m,4H],
3.79[s,9H], 4.63[s,8H], 6.35[s,2H], 7.05[d,1H], 7.58[d, 1H], 11.42[brs,4H]

IR(KBrjem™: 3342,2968,2871,2567,1734,1655,1422,1307,1251,1132,1078,687

FEE DT (CpH3N;052C4HsOg) : C, 50.17%; H, 6.08%; N, 5.85%( Hif: C, 50.21%; H, 6.04%; N, 5.86%)

Ll 12 BOMERFRABEE 3)
BUEEWRS 45 10g (24mmol) , BARBET, MEMA SOml ZBE, BEHEHRIS, REES TR
11.4g B4 8 (75mmol) /100ml ZBE¥H, Wiim5e /5 NFERR 2h, BE 1h, KRB RNBA GG, B8
S B RORER AR o ORI E) 120ml ZBEh, BEPIAERIR, A R T
5, BIAARENEK 132, WE: 63.5%.

'H-NMR(600MHz,DMSO0)35: 2.02[m,4H], 2.06[brs,6H], 2.68[m,4H], 3.10[m,4H], 3.28[s,2H], 3.52[m,4H],
3.77[s,9H], 4.58[s,12H], 6.31[s,2H], 7.02{d,1H], 7.57[d,1H], 11.45[brs,6H]

IR(KBriem™: 3346,2965,2877,2566,1735,1658,1424,1301,1255,1132,1071,687
7 F 47 (CpHyN;O53CeHeOg) : C, 47.01%; H, 5.74%; N, 4.83% (FiR: C, 47.06%; H, 5.69%; N, 4.84%)

13
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CHET Vil Vi Vi S il it Btk

LA 112,

SRt 13 EERGTR 4 ATE R &

1. &7
%1
HEIRFTAFRIFR9 25 F &b 62.6g (LAEERRF4ET)
#w 45g
HESHRK 5000m!
& 1000 3%
7 2
EURFHR A F 25 R & 62.5g (LAEERRSFHF)
ik 45g
HESAK 5000ml
& 1000 3%
&7 3
HEIRFF R IR R 125g (LLEENRFFERT)
g 45g
HEH K 5000m!
L& 1000 3¢
AT 4
ERFRF N F 2R 250g CLAEEORSTHRIT)
£ 45g
HE K 5000ml
% 1000 3%
75
MR F4F (CpH3N3OsCH;SO3H) 62.5g~250g (LARENRFT4FIT)
b 45g
S K 5000ml
% 1000 3%
2\ ﬁi’]'&'Iz:

(D BEFAZHERBAHARE. NRREFHITHE. RE. BRAR

(2) BRTTHRBURBMHR

(3) BEALHMECHR S0%RAIEER AR, BHWEAR. IMARKBE 0.05%M4HRIEHER, BEH 15min,

ﬁ%: Hiﬁ:

(4) FBEBEPMANERFIFORA L, BEEW:
(5) WUy pH 1H, LER AT K Na,HPO, i pH 1H;

14
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(6) AMEHAKELR, X
(7) 4t 0.22um MMFLIBHOMIE, KERYR,
(8) HRAKER;

(9) HhmET oW

(10) 100°C HBAYRKE 30min;

an wEw, I8;
(12) e, BENE.

HEIRFIFERF AR & 62.6g (LAEEWRSFHFE)
4R 200g
S HK 2000ml
L& 1000 3£
A7 2
HEIRFHFRF AR 62.5g (LLEEWRSFHFIT)
AErE 200g
HESHK 2000ml
JEH& 1000 3¢
ab75 3
EIRF I F A H 125g (LAREEWRSFAFIT)
EhEbET 100g
S K 2000ml
& 1000 %
475 4
EEIR A AT I 25 b 250g (LAEEWRFHFIT)
FevEt 100g
HE SR K 3000ml
& 1000 3%
Ly
AR IR (CpH3N;05-CH3SOsH) 62.5g~250g (LLEEWRSTHFI)
A ReRE 100g
ST HK 2000ml
L% 1000 3%
2. HI&ETLE:

(D WEFFRAENE. REXERATRR. UBRESHITHR. RE. BT
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(2) a7y BREURRRIRR

()W BB AT 80%E 5T F/K, BLHMSAR: A5 I\ BEHIR 0.05%HEH RIVE LR, BEH 15min,

ﬁﬁ’ H%jii

(4) MEBEEIMAERFSOFOARLE, HEER,
(5) WY pH 18, WHER T K NayHPO, i pH {H:

(6) #hmEHHAKESLE, EA:

(7) HWSBT 0.22um WMILIBIENREE, KWARYIK:

(8) ¥

(9) HWAETHHET, FLEE;

(10) BHRLBEEHETIS, FHATREFIEET: 40CHE 4 A8, 30~0CHRBRZTH 18 /b
i, 0~30CFHETHR 2 Mrt, 30°CHEETE 2 et

(1) HFER, EE. L
(12) BREER, BENE.

IR T4 BT 25 H & 125.2g (LAEERRFTAFVH)
- RIA: 2250g
K 250000ml
L& 1000 #&
75 2
BRSO FT A A 250g (LAEEBRFFHF)
R 2250g
S K 250000m!
A% 1000 #&
7 3
BERFEAFA A 62.5¢ (LLEEWRSF4FI)
Fi 2250g
S AKX 250000ml
el E 1000
hbJ7 4
BRFAROF AR 62.6g (LAEETRFFHFT)
REA: 2250g
4K 250000m!
Feihl & 1000 &

16
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A5 5
FRRERFRF (CyHiN;O5CH;3SOsH) 62.5g~250g (LAEEORFHFI)
i 2250g
ESRAK 250000ml
FLH & 1000 #K
2, H&LE:

(1) WRBHARR, WBRREFHTHE. BE. BRF;
(2) $RALTTRREUS R FE L,

(3) BEULBMECH B 80%IKNES K, BEHIEM%: MABHE 0.05%M4 HEHER, B 15min,
(4) FVEBFIINEEIRFAF A L, B

(5) BB pH 1H, LR HFAK Na;HPO, A pH 14

(6) #hmEsHKESE, EF:

(7) #WL 0.22um FIUFLIBIBRGIE, KERIR;

(8) FRahKE:

(9) W 2% T

(10) 115 C#HEKE 30min;

(1D B, STH:

(12) BsherR, SEANE,

1. &%
51
FEWRSTH5 A0 37 B0 26 FH 38 125g (LAREEWRFF4FT)
k) 25000g
A K 250000ml
FHihl& 1000 #&
72
EETRST R E R 3 250g (LLVEERRFFHFIT)
HEE 25000g
S HK 250000m!

Fobl % 1000 #

17
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73
ERFISHFRA R L 62.5g (LLEEDRSFFHFH)
M BE 25000g
S HK 250000ml
It & 1000 ¥

75 4
EIRSFHEIF A A 62.6g (LAEEWRSFFAST)
HE B 25000g
5K 250000ml
& 1000 #&

b5 5
PR EEIR 7745  (CyH3N;05CH3SO3H) 62.5g~250g (LAEERRFT4EVH)
M 25000g
S HK 250000ml
& 1000 #&

2\ %U&I—Z:

() BEBAFEA. NBRESHITHE. BE. BRHE
(2) AHFREUE R RIS R
(3) BUEEEIMALRE 0% /K, BIHEMR, MAREE 0.05%4 FEHER, A 15min,

:‘L‘Iﬁ, ﬁiﬁ;

(4) FEBFMANERFTARFRARLE, BHHR
(5) WY pH {8, LB FTK Na;HPO, 3R pH fH:
(6) MMEHAKELR, EF;
(7) HWAit 0.22um MIMILIBREOREE, REFHN,
(8) FRAMRE:

(9) ¥ 2595 T B+
(10) 115°C#JEKHE 30min;
(1) B, *TH;

(12) BmER, BEARE.

EEORSF R HIBT A 25 22
WRTER
ek

62.5g (LAEEDRFFHFI)
50g
35g

18
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2%HPMC% Z. BE EHE
ERRRR 3g
L& 1000 A
72
VRSB 25 F 2 125g (LAEERRFFHFIH)
HMBAER 50g
i 125g
2%HPMC% Z. B BE
A 62 3g
JEHl% 1000 A
a5 3
FEWR ST (0T 245 H 3 62.6g (LAEERRSFFHFV)
- CEEARS I 3 50g
by 35g
2%HPMC% Z.BE# EE
TEfaRe 3g
L% 1000 A
W7 4
VRS4RI 25 & 250g (LAEEWRFFHFT)
WMRAEE 50g
i 100g
2%HPMC% Z. B BE
T RREREE 3g
L& 1000 &
4755
M EENR 4 (CyH3N;05CH;SO;H) 62.5g~250g ( LAEENRFTAFH)
WMRAER 50g
R 125¢g
2%HPMC%Z.EE BRE
AR R 3g
& 1000
2. BI&LE:

(1) FURLRSIR S S aET 80 B & H:

(2) BIEEmBiS&: B 2%HPMC IIVERE R 30~95%%4 Fl ZBEHIRL 5~ 10% K8, ENE;
(3) BUBKHSENES], MASDRERIE B S, 20 BHEL, 50~70°C T4

(4) B THRE, 18 BBR, MAEERERY;

(5) B ERME:
(6) Ehr, BEHRIAE;
(1) AR, BENE.
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