








Fatients should be informed of the waming signs and symp-
toms of hepatotoxicity (eg., nausea, fatigue, lethargy, pruritus,
jaundice, right upper quadrant tenderness, and flu-like symp-
toms). If these occur, patients should be instructed to stop thera-
py and seek immediate medical attention.

Patients should also be instructed to seek immediate emer-
gency help in the case of an anaphylactoid reaction (see WARN-
’NGS — Anaphylactoid Reactions).

In late pregnancy, BEXTRA should be avoided because it may
cause premature closure of the ductus arteriosus.

Laboratory Tests
Because serious Gl tract ulcerations and bleeding can occur

without warning symptoms, physicians should monitor for signs
and symptoms of Gl bleeding.
Drug Interactions
The drug interaction studies with valdecoxib were performed
both with valdecoxib and a rapidly hydrolyzed intravenous pro-
drug form. The results from trials using the intravenous prodrug
are reported in this section as they relate to the role of valdecox-
ib in drug interactions.
General: In humans, valdecoxib metabolism is predominantly
mediated via CYP 3A4 and 2C9 with glucuronidation being a
further (209) route of metabolism. In vitro studies indicate that
valdecoxib is a moderate inhibitor of CYP 2C19 (IC50 = 6 pg/mL),
and a weak inhibitor of both 3A4 (IC50 = 44 pg/mL) and 2C9
(IC50 = 13 pg/mL).In view of the limitations of in vitro studies
and the high valdecoxib IC50 values, the potential for such
metabolic inhibitory effects in vivo at therapeutic doses of
valdecoxib is low.
Aspirin: Concomitant administration of aspirin with valdecoxib
may result in anincreased risk of Gl ulceration and complications
compared to valdecoxib alone. Because of its lack of anti-platelet
effect valdecoxib is not a substitute for aspirin for cardiovascular
prophylaxis.

In a parallel group drug interaction study comparing the intra-
venous prodrug form of valdecoxib at 40 mg BID (n=10) vs place-
bo (n=9), valdecoxib had no effect on in vitro aspirin-mediated
inhibition of arachidonate- or collagen-stimulated platelet
aggregation.

Methotrexate: Valdecoxib 10 mg BID did not show a significant
effect on the plasma exposure or renal clearance of methotrexate.
ACE-inhibitors: Reports suggest that NSAIDs may diminish the
antihypertensive effect of ACE-inhibitors. This interaction should
be given consideration in patients taking BEXTRA concomitantly
with ACE-inhibitors.
Furosemide: Clinical studies, as well as post-marketing observa-
tions, have shown that NSAIDs can reduce the natriuretic effect
of furosemide and thiazides in some patients. This response has
been attributed to inhibition of renal prostaglandin synthesis.
Anticonvulsants: Anticonvulsant drug interaction studies with
valdecoxib have not been conducted. As with other drugs,
routine monitoring should be performed when therapy with
BEXTRA is either initiated or discontinued in patients on anticon-
vulsant therapy.
Dextromethorphan: Dextromethorphan is primarily metabo-
lized by CYP 206 and to a lesser extent by 3A4. Coadministration
with valdecoxib (40 mg BID for 7 days) resulted in a significant
increase in dextromethorphan plasma levels suggesting that, at
these doses, valdecoxib is a weak inhibitor of 2D6. Dextro-
methorphan plasma concentrations in the presence of high
doses of valdecoxib were almost S5-fold lower than those seen in
CYP 2D6 poor metabolizers.
Lithium: Valdecoxib 40 mg BID for 7 days produced significant
decreases in lithium serum clearance (25%) and renal clearance
(30%) with a 34% higher serum exposure compared to lithium
alone. Lithium serum concentrations should be monitored close-
ly when initiating or changing therapy with BEXTRA in patients
receiving lithium. Lithium carbonate (450 mg BID for 7 days) had
no effect on valdecoxib pharmacokinetics.
Warfarin: The effect of valdecoxib on the anticoagulant effect of
warfarin (1 - 8mg/day) was studied in healthy subjects by coad-
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exposare at 20 mg QD as measured by the AU ,41,))- There are
no studies in pregnant women. However, valdecoxib crosses the
placenta inrats and rabbits. BEXTRA should be used during preg-
nancy only if the potential benefit justifies the potential risk to
the fetus.

Non-teratogenic Effects: Valdecoxib caused increased pre-and
post-implantation loss with reduced live fetuses at oral doses
210 mg/kg/day (equivalent to approximately 19-fold human
exposure at 20 mg QD as measured by the AUC, ,4,)) in rats and
an oral dose of 40 mg/kg/day (equivalent to approximately
72-fold human exposure at 20 mg QD as measured by the
AUGCq 54n) in rabbits throughout organogenesis. In addition,
reduced neonatal survival and decreased neonatal body weight
when rats were treated with valdecoxib at oral doses =6
mg/kg/day (equivalent to approximately 7-fold human exposure
at 20 mg QD as measured by the AUC(q , ) throughout organo-
genesis and lactation period. No studies have been conducted to
evaluate the effect of valdecoxib on the closure of the ductus
arteriosus in humans. Therefore, as with other drugs known to
inhibit prostaglandin synthesis, use of BEXTRA during the third
trimester of pregnancy should be avoided.

Labor and Delivery

Valdecoxib produced no evidence of delayed labor or parturi-

tion at oral doses up to 10 mg/kg/day in rats (equivalent to
approximately 19-fold human exposure at 20 mg QD as meas-
ured by the AUC, ,41,)) The effects of BEXTRA on labor and deliv-
ery in pregnant women are unknown.

Nursing Mothers

Valdecoxib and its active metabolite are excreted in the milk

of lactating rats. It is not known whether this drug is excreted in
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Musculoskeletal: Arthralgia, fracture accidental, neck stiffness

osteoporosis, synovitis, tendonitis

Neoplasm: Breast neoplasm, lipoma, maligna i
Platelets (bleeding or dopr;)lng): Ecghyr:toc;?;anan s
hematoma NOS, thrombocytopenia )
Psychiatric: Anorexia, anxiety, appetite increased, confusion
depression, depression aggravated, insomnia, nervousness, mof:
bid dreaming, somnolence

Resistance mechanism disorders: Herpes simplex herpes
2oster, infection fungal, infection soft tissue, infection virél monil-
iasis, moniliasis genital, otitis media ’
Respiratory: Abnormal breath sounds, bronchitis, bron-
cpospasm, coughing, dyspneaemphysema, laryngitis, pneumo-
nia, pharyngitis, pleurisy, rhimitis

Skin and appendages: Acne, alopecia, dermatitis, dermatitis
fungal, eczema, photosensitivity allergic reaction, pruritus, rash

Table 4
Adverse Events with Incidence 22.0‘26 in Valdecoxib Treatment Groups:
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(Total Daily Dose)
Valdecoxib Diclofenac  |buprofen Naproxen
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Autonomic Nervous System Disorders
Hypertension 06 16 2.1 25 24 17
Body as a Whole
Back pain 16 16 27 28 14 10
Edema peripheral 0.7 24 30 32 29 211
Influenza-like symptoms 22 20 22 31 29 20
Injury accidental 28 40 37 39 39 30
Central and Peripheral Nervous System Disorders
Dizziness 21 26 27 42 34 27
Headache 71 48 85 6.6 43 55
Gastrointestinal System Disorders
Abdominal fuliness 20 21 19 30 29 25
Abdominal pain 6.3 70 82 170 82 10.1
Diarrhea 42 54 6.0 108 39 47
Dyspepsia 63 79 87 134 150 129
Flatulence 4.1 29 35 31 77 54
Nausea 5.9 70 63 84 77 87
Musculoskeletal System Disorders
Myalgia 16 20 19 24 24 14
Respiratory System Disorders
Sinusitis 22 26 18 11 34 34
Upper respiratory tract infection 60 6.7 57 6.3 43 64
Skin and Appendages Disorders
Rach 10 14 21 15 . Y- 14
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