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The elucidation of inducible cyclooxygenase (COX-2) dependent inflammatory pathways
led to the development of specific COX-2 inhibitors, the coxibs. These agents include the
currently available celecoxib and rofecoxib and such second-generation agents as parecoxib,
valdecoxib, and etoricoxib. The therapeutic advantage of coxibs is founded primarily in their
lack of significant gastrointestinal (Gl) side effects and platelet dysfunction. These drugs might
be benefit in Obstetric condition such as treatment of preterm labor due to less maternal and
fetal side effects. Currently fewer studies in human, when using these drugs in pregnancy, side

effects such as amniotic fluid index and closure of ductus arteriosus should be monitored.
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Drug Company Selectivity Status
DuP 697 Dupont Prototype
Celecoxib(SC58635Celebrex ™) Montsanto Specific Launched in USA
Searle
in partnership
with Pfizer
Refecoxib(MK 0966Vioxx ™) Merck and Co Specific Phase Il
Nimesulide(Mesulid ™) Various Preferential
Launched
Meloxicam(Mobic ™) Boerhinger Preferential Launched
Ingelheim
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COX-2 inhibitors
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COX-2 preferential inhibitors
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Celecoxib Rofecoxib Parecoxib Valdecoxib Etoricoxib
Trade name Celebrex (Pfizer) Vioxx (Merck) Not released Bexfra (Pharmacia) Not
(Pharmacia) released
(Merck)
FDA Approval OA,RAFAP OA Pending OA, RA Pending
Familial adenomatous Acute pain/dysmenorrhea Primary
polyposis dysmenorrhea
Acute pain/dysmenorrhea
Administration Oral Oral Intravenous Oral Oral
Intramuscular
Dose 100 mg BID 12.5 or 25 mg QD, 50 mg 10 mg QD
QD ( < 5 days for acute 20 mg BID
pain) (dysmenorrhea)
200 mg QD or BID
400 mg BID (for FAP)
400 mg QD
Action Selective COX-2 inhibition  Specific COX-2 inhibition Specific Specific COX-2 Highly
inhibition COX-2 Specific
inhibition COX-2
inhibition
COX-2/COX-1 Inhibition  7-fold 35-fold 30-fold 30-fold 106-fold

Metabolism

Excretion
Contraindication

Drug interactions

Common Side
Effect (s)®

Hepatic oxidation
cytochrome P450 system
(2C9 isoenzyme)

Hepatic/renal

Sulfonamide allergy

Reported increases in
warfarin, cytochrome
P450 2C9 inhibitors 2D6

Cleared drugs

Dyspepsia (8.8 % , rash

(2:2 %);edema (2:1 %),°

hypertension ( < 2.0 %)°

Hepatic reduction

(flavoprotein reductase)

Renal
None
Slight increases in serum
levels of warfarin,

methotrexate, rifampin

Edema (3.7 %),°

hypertension

(3.5%); “-dyspepsia (3.5 %)

Hepatic oxidation
P450 system (209
isoenzyme)

Hepatic

None

Slight increases in
serum levels of

warfarin, lithium

Dyspepsia (7.9 %),

nausea (7 %)

BID, 2 times/d; QD, 1 time/day;

® Percentage incidence of side effects from prescribing information.

" Prolonged use of celecoxib at 400 mg BID may lead to an increased incidence of edema (3.7 %) or hypertension (2.0 %).

“ Prolonged use of rofecoxib 50 mg QD may lead to an increased incidence of edema (6.9 %) or hypertension (8.2 %).



120 IINIA HNWIA

Celecoxib
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=
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T 40—
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=
=
(&
% with GU Gastric Duodenal
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Rofecoxib
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Bl iouprofen 800 mg tds
I:l Aspirin 650 mg tds =
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pres ’
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=
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rofecoxib 1A 50 TaANY HuUANAIN
| F e MADN AR ibuprefen 400 NaANTH %78
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