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Synthesis Research Progress of Rofecoxib and Its Derivatives
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Abstract Rofecoxib is a novel non-steroidal anti-inflammatory drug, which is the representative of cyclooxygenase inhibi-
tor. Taking rofecoxib would increase the risk of heart attack or stroke risk. Although rofecoxib withdrawal from the market
due to cardiovascular risk, but its excellent analgesic and anti-inflammatory activity still has great research value and broad
application prospect. Therefore, rofecoxib as a lead compound, has become a focus of research, from which researchers try to
find good activity and little side effects rofecoxib derivatives. The research progress of rofecoxib and its derivatives is re-

viewed, including synthesis of rofecoxib and its derivatives.
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TG Z W5 T8 PGE2 B/ 1Cs 4300k 0.6 Fi1 2.8
(COX-2) umol/L. AHLLZF, A YR EEH T 1 il
BB B s — AN R 59 GG M, 1Cs {H 20 5l k%
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(COX-1) 10 (B KA1 23 (F) pmol/L. X A UFI/N il 46
WERT RUFIED .

SCHR[43HRIE T R5UEY V(B S)IIE ik
FEIE COX-2 s PE, b &4 101 (IC5COX-1=
100 pmol/L, ICs)COX-2=2 pmol/L; SI>50). 4> ¥ X%
TR G E P 101 1] LLEA COX-2 45 & 47 11, MM
S HEFEE COX-2 FHTE PEFE AL 7y 7 LA,

CHR[4413RIE T &4 VI, VIL VII(E 6)&H 75 %
IR B P S A AT AR A R, FRERE T AT
COX-1, COX-2 #pifiliE 1. R4 VI 54102 (COX-1
IC50=0.061 pmol/L; COX-2 1C50=0.325 pmol/L; SI=
0.19) M H54F 1) COX #IHIF. R VIL L5 103 24
B COX-2 FHIF], COX-2 MG N B A E A i
38 f%(103: COX-2 ICsp=0.011 pmol/L; &I Aii: 0.398
pmol/L), {HZX] COX-2 AT EFAMHIG . 1bE4) 104
TP R A e B COX-2 FHIE PE(COX-1 ICs =1
umol/L, COX-2 ICsy=0.011 pumol/L; SI~92), 4> 1-%f$%
WEFUR AL A4 102 F1 103 7] LU COX-1 Fl COX-2
&AL s PR R AT COX Hflig .

SCHR[4S1HRIE T — P RLTR AR NO IHTR N
BEHT2(NONO-coxib 106) & REAZ54) 105 (1) (Bl 7).
AIZi TR 106 & — /MEFEPE COX-2 HlIRILH R 4F
IR TG E(EDsp="72.2 mmol/kg po), HATLIEIENT
JER AT (EDsg=30.9 pumol/kg po) A4 45 (EDso=327
umol/kg po) ).

SCHR[46]0F T T COX-2 FI IR & 9 6 45 5 )
Ak, RE TR COX-2 B R AR . b AT
—ANBAEEATAEY 107, ZAEWRILL T ik
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Scheme 20
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R =F,Cl,Br,H; R? = F, CI, Br, H

B4 tbE5Y IV L

Figure 4 Formula of compound IV

W W
N N
| =0 | »=o
0 0

H,NO,S 101

Bs5 e viast

Figure 5 Formula of compound V

R vl
103: R = OCHj,
104:R=Cl

R
Vi Vil
102: R = OCHj;

Bl 1t&4 VI VIL VI i
Figure 6 Formula of compounds VI, VII and VIII
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o o

105: R" = OH 0
,O\’G//N\/\O/lLCHB

B 7 Ah4AW 105 R 106 145K
Figure 7 The structures of compounds 105 and 106
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Figure 8 The structure of compound 107
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PEPE COX-2 #MIEH E(COX-1 1Cso>100 pmol/L; COX-2
IC50=7.2 pmol/L; SI>14.0).

3

BERRE

AT AR D AR E AT G B T Z MWL &

BAREATRT AR ST 2R, 2R A
TZOaR, HATLUERSOR R 215, BRIEJTE,
FAFURAN, V5 AR IR, RBRT A5 A
HAFENE COX-2 HMHE R A PUR TG LT AR T R4
RO, AIF OB AR S AR LR 2 5008 T LA, [RIINB2h
LL COX-2 N HEARIKIE AL S BEvE S T RE 1 A%,
WA YOI PRI FLBg 4 /N 2 RS AT A M B E
ALY FHIT R T, O NRIEAR.
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