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Synthesis of trans-isomer of cefoselis sulfate

LIU Zhi-you, YE Jun-jie, MENG Hong, ZHAO Ping
Tianjin Pharmaceutical Tech-Development Co., Ltd., Tianjin 300193, China

Abstract: Objective To study the synthetic technology of E-isomer of cefoselis sulfate. Methods Aminothiaoximo acid was used
as the starting material to synthesize E-isomer of cefoselis sulfate. Results The target compound was synthesized and characterized
by 'H-NMR and MS. The purified yield of this synthetic route was 16.0%, and the purity of E-isomer of cefoselis sulfate was 94%.
Conclusion FE-isomer of cefoselis sulfate is obtained which provides reference for impurity study of cefoselis sulfate.
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Fig. 2 Synthetic route of E-isomer of cefoselis sulfate

1 XE5IRF

4[5 Bruker AV400 #Y#% R L P4, 36 [
CoMetro 6000 74 @2 AH B 1G4 ; FE[E Agilent
G6300 T A . ZABENGIR (L8453 H i 2
HHAT, TR $99.6%), 7-5 H-3-[3- 2 HE-2-(2-
¥ L HL) LM FR L ]-3- Sk AR AR -4- B bR 2 C 1A,
JFE 0 98.5%)  HAARFAN I Ky 4 B4t
2 FEE4R
2.1 (E)2-Q-85EEM4E)2BETRECHS
HERE (kAW D MEIE

F 2 BENG IR (40 @) AP (0.4 2>\ 4JF (200
mL) Fl DMF (0.5 mL) & N, Hidk .
IO LA (50 @), MEFE IR, k.

JEI, FH 60 mL IE CUbidiisdiif. Ha T4, 14 19¢
fRa ke &, BE 373%. 'H-NMR

(CH;COOH- dy) BEATRAL, ZAIEWEMIA F1)-CH
07.56, 5ICHRIEP 5, N (E)-2-(2-F KL MEME-4-
F)-2- AR R I LR S R R R 7Y
2.2 (H)5-8%E-2-[[(6R,7R)-7-[(E)-2-Q-F E-4-1E 1
£)2-(RREILRE) CEARE]-2- R E-8- AKX -5-Fid-
1-RAZWIR[4,2,0]3F-2-15-3- BB E]-1-2- B 2 E)-1
S EEHRER AR (k&Y 2) MIHlE

¥ 7 EE-3-[3-E FE-2-(2-FF LKL Ak e Y ]-3-
Sk -4-RFLER R AR (15.0 g+ ZE1B/K (45 mL).

P (125 mL) OB RN, #F. 710 C
DL R INE KM 4 pH 6.5~7.0. A& 1 (15
g), MEI/KIHE pH 6.5~7.0, FFEFIRNN 4 h.
IOATEPE R B, vE, JEMRHIEEIR ClE 100 mL
REEL 2 Ko K2R (1500 mL) HF#fr
HHCRYD, s EIE WG PRI 200 mL 34T
e YERE, FHNMAZEREfA, FHAT, SR e
44 31 go

¥ LR EAH] DMF (93 mL) %1, HAZIA
fiil (1600 mL)> 1, Hribselifgk, gk, 1318 g
EAR A A A 2, SR 94.7%.
23 ()5-F|E-2-[[(6R,7R)-7-[(E)-2-(2- & E-4-1E 4
%) 2-(RRI R E) CEReE]-2-FRE-8-F K -5-Fi %

RIEWIN[4,2,0])3-2-5-3- B FE]-1-Q- BT E)1
Il.-ﬂ[itﬂﬂ:%#ﬂ@am  EA R Eh A I

FE 2 (16 g). 4liiFK (60 mL) JIAZ]
RNV, Bk, JEEAEY. I8 EEE 0 C,
0 3 mol/L il 42 pH 2~2.5, INZEE (13 mL)
MR, vEd . SRV AR 40 120 mL $2HY 2
Wo [IKZHRINAEE (10 mL), HEEEEH ek
Yo YEIL, FEIEMEHEAZ] 1500 mL AEH, Bt [
o vERE, FWMAYE, FHA8TE, 320N 44 g
W # 23.1%, HPLC (AR A — 40320l e i & 40 44
87%.



AR B 5 A Drugs & Clinic EB3E EuH 2016 %E 11 B * 1691 -
O R prfpl s (4.2 ). 4k (17mL) i 3 it

BRI, HERBFEAEE . WNOEE (4.5 mb),
B A—5 °C, TRy, B0 R3S gl
K 10 mL %78, $3L 20 800 mL A i 47 H
JERL, AT, AHRTOARE A 1.9 g.

¥ ER AR 45K (10 mL) #idE, WiR,
+ 0 ‘CHI 3 mol/L #i#21f pH 1.0~ 1.5, ¥ N £ (20
mL) Mo, 0 BiEW. SR, LR N
LFE (30 mL) #riEE A E Ak, 98, H OB,
FLA T, 198 0.67 g WAL oY, KidlliE
M 16.0%, HPLC [HIFR A — 46y 00 753 5 5t 20 2k
94%,

MS m/z: 523.2 [M+H]", 53LBERIFIX 71
i A A . "TH-NMR (400 MHz, DMSO-dj) J: 3.20~
3.34 (2H, CH,), 3.60 (2H, CH,), 3.95 (3H,
CH;), 4.08~4.35 (2H, CH,), 5.10~5.17 (2H,
CH,), 5.26~5.30 (1H, CH), 5.80~5.83 (1H,
CH), 5.88~5.89 (1H, CH), 7.04 (1H, CH), 7.29
(2H, NH,), 7.35 (2H, NH,), 7.98~7.99 (1H,
CH), 9.41~9.43 (1H, NH). ik JfmBeR] i
FEBEMEIR I H)-CH &1 6 6.72, #EH E FHfhrp
WKy 67.04, 55 3CHRIGE I sk A5 5 3L E A
PRI TH-NMR S0, DU SCERARIED 1 2-(2- % g
Mt -4 B )-2- FF A 0 2 i 201 R TR R IR S S R A
'H-NMR S0l (R — 50, RS e i A4
R ER S FUER] E R a4

IR S AR E 2 S K A Sy nd 18 Sk AU R e i
Aot (IR Sk UBER /AP 24 h, 1% iH
0.01%34 K% 4.59%), FIULASLIGHEAT T fii 8 Sk 76
WA E BS80S R, 433 T R (5
Y0 94% ) K H brAk &1 44, 28 MS il '"H-NMR
ASr WU E B 12 49 ot 45 ) 1E A

ARSI () H AR A W A mT DL 2k — P Al
s AR Ryt B FH T TR S AR (1) o et 9 LA
o fEiZa il R, TSkt AR e
PEZE, DRI A 4o il S MR o AR SIIG i) 2% 1
PR S UER E T S A A4, DA R Sk A0 E R 1Y) e STt
Fft T 2%

S 30k
[1] ¥ &, ke, £ A0 -ty B R A g

JRRF SR D). T B AR AR, 2010, 35(8):

561-566.

2] F i, Bte, HEoudE Skt B- SRR A S

THEIE (7). 50T aRAE, 2008, 28(4): 613-615.

[3] Lim G M F, Rouble J M. Preparation of a cephalosporin
antibiotic using the syn-isomer of a thiazolyl intermediate

[P]. US: 5594130, 1997-01-14.

[4] B V&, FEvkir, GhSRI. GRERSLRMER] A R T 2R

(7). s EHZi4%E, 2005, 14(3): 322-324.

[5]1 FEHDT, FRK, XK, 5. Z-2-Q-F A BEM-4-0k)-2-

A QIR SRR SR 2% (0], Rt T2

1, 2006, 20(1): 100-103.



