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Use of alcohol may increase risk of ulcer disease. If possible, piroxicam should be used only to treat an acute flare of arthritis or other
condition. Close supervision is necessary during the initial treatment of a patient with ulcer disease or gastrointestinal bleeding. Serious
cutaneous reactions, such as Stevens-Johnson syndrome ( SJS ), toxic epidermal necrolysis ( TEN ), and erythema multiforme, have been

reported, and recovery may be incomplete and be associated with significant disability. These skin reactions, which most often occur after
an initial exposure to an NSAID, have been reported with piroxicam. To minimize the risk of serious reactions, appropriate measures

should be taken to observe and manage a patient’s skin condition [see PRECAUTIONS and PRECAUTIONS: Cutaneous Reactions]. Serious
events involving the GI tract and bleeding have been reported. If piroxicam is used in patients with a history of GI conditions or who are

taking anticoagulants, care should be taken to avoid overtreatment. In patients in whom piroxicam therapy was associated with GI
symptoms (eg, abdominal pain, bloating, nausea, or diarrhea) and any degree of blood loss that may be attributed to coagulopathy, a

temporary or permanent discontinuation of piroxicam should be considered. The effect of NSAIDs, including piroxicam, in lowering bone
formation may lead to increased bone resorption and may place the patient at risk for fractures. Because of the risk of adverse reactions

that involve the GI tract and bleeding, it is recommended that piroxicam be used only to treat an acute flare of arthritis or other condition.
Piroxicam should be discontinued if GI symptoms develop during therapy (eg, abdominal pain, bloating, nausea, or diarrhea) with any

degree of blood loss that may be attributed to coagulopathy (eg, anemia, or thrombocytopenia). Appropriate evaluation and monitoring
should be performed in patients with hepatic or renal impairment, including those with baseline abnormalities, and in patients with

preexisting diseases.
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Biotransformation of piroxicam is mainly mediated by cytochrome P-450 (CYP) isoenzymes with a
high affinity for the drug such as CYP2C9 and CYP3A4. This leads to a subsequent decrease of free

plasma concentration of piroxicam and leads to the formation of five metabolites. One of these
metabolites is a pyridyl-sulfoxide conjugate. The piroxicam metabolites have a significant anti-
inflammatory and analgesic activity. The most significant metabolite of the parent drug is the

5-hydroxy-piroxicam, which is formed by the oxidation of the 2-chloropyridine ring on the position 5
of the pyridyl ring [see Pharmacology]. This metabolite has been shown to be the major metabolite

in the plasma of treated animals as well as in human tissue [see Pharmacokinetics]. In a study
conducted by Brönner and coworkers, piroxicam was administered intravenously as a bolus dose of

0.1 mg/kg to 12 healthy human volunteers; administration of the drug, either as a single dose or
after a 5-day interval, had no effect on lipids. They found no evidence that piroxicam administration
was associated with an increase in hepatic enzymes. A meta-analysis of 12 randomized, controlled,

double-blind trials that included a total of 588 adult outpatients with chronic non-degenerative
arthritis was conducted to evaluate the efficacy and safety of piroxicam in the treatment of joint
pain [see Therapeutic use]. The authors concluded that piroxicam had a statistically significant

analgesic effect, less frequent adverse events, and that the drug was useful in reducing joint pain
over a short term of treatment. In a randomized, controlled, crossover study, 91 patients with

primary headaches were treated with 10 mg of piroxicam or placebo four times daily for a period of
21 days. The authors concluded that piroxicam was significantly better than placebo, and proved to

be an effective and safe treatment of the headaches [see Therapeutic use]. 5ec8ef588b
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