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Piroxicam is indicated for symptomatic relief of osteoarthritis, rheumatoid arthritis or
ankylosing spondylitis. When an NSAID is indicated piroxicam should be considered as a
second line option. The decision to prescribe piroxicam should be based on an assessment
of the individual's patient overall risk.
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4.4 Special warnings and precautions for use

Skin reactions

Cases of fixed drug eruption (FDE) have been reported with piroxicam. Piroxicam should
not be reintroduced in patients with a history of FDE associated with piroxicam. A
potential cross-reaction with other oxicams may occur.
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Hepatic effects

Piroxicam may cause fatal hepatitis and jaundice. Although these reactions are rare,
taking piroxicam must be discontinued if the liver function tests are outside the normal
range or worsen, if clinical signs and symptoms appear compatible with liver disease or
in the event of systemic manifestations (e.g. eosinophilia, skin rash etc.).

Poor metabolizers of CYP2C9 substrates

In patients who are known or suspected poor metabolizers of CYP2C9 based on their
medical history/experience with other CYP2C9 substrates, piroxicam should be
administered with caution because excessively high plasma levels may appear due to the
reduced metabolic clearance (see section 5.2).

4.5 Interactions with other medicines and other forms of interaction

Diuretics, ACE-inhibitors, angiotensin Il antagonists and beta-blockers:
NSAIDs may reduce the efficacy of diuretics and other anti-hypertensive drugs, most

likely by blocking prostaglandin synthesis. In some patients with impaired renal
function (e.g. dehydrated patients or elderly patients with impaired renal function), the
co-administration of an ACE-inhibitor or an angiotensin II antagonist and agents that
inhibit the cyclo-oxygenase system, may further deteriorate renal function, with possible
acute renal failure, which is generally reversible. These interactions should be taken into
consideration in patients taking piroxicam together with ACE-inhibitors and or
angiotensin II antagonists.

The combination should therefore be administered with caution, especially in elderly
patients.

Patients should be adequately hydrated and renal function monitoring should be
considered after starting concomitant therapy.

In case of concomitant intake of potassium-containing drugs, or diuretics that cause
potassium retention, there is an additional risk of a rise in serum potassium
concentration (hyperkalaemia).

Methotrexate: when methotrexate is administered together with NSAIDs, including
piroxicam, NSAIDs can reduce the elimination of methotrexate and cause an increase in
the plasma levels of the latter. Caution is recommended, in particular in patients who
take high dosages of methotrexate.

4.6 Fertility, pregnancy and breastfeeding

[...]

04-8475700 : 9V ,2624761 NN NI ,14 NVIPN ,N7¥2 D3PYITVIINR 1IN / 1782 NPT NPVYN 19N



1
(o]

From Week 20 onwards of pregnancy, the use of NSAIDs can cause oligohydramnios
arising from foetal renal dysfunction. This condition may be found shortly after the start
of treatment and is generally reversible with treatment interruption. Cases of closure of
the ductus arteriosus following treatment in the second trimester have also been
reported, the majority of which resolved after discontinuation of treatment.

During the third trimester of pregnancy, all prostaglandin synthesis inhibitors can
expose the foetus to:

- cardiopulmonary toxicity (with premature constriction/closure of the ductus arteriosus
and pulmonary hypertension);

- renal dysfunction, (see above)

As a consequence, BREXIN is contraindicated during pregnancy (see sections 4.3 and 5.3).

4.8 Undesirable effects

[...]

Vascular disorders: Stroke, hypertension - Not known

Gastrointestinal disorders: Exacerbation of colitis, Crohn’s disease - Not known
Skin and subcutaneous tissue disorders: Fixed drug eruption - Not known

Renal and urinary disorders: Acute renal failure — Not known

Cardiac disorders: Myocardial infarction, heart failure - Not known

Reproductive system and breast disorders: Female infertility - Not known
Diagnostic tests: weight gain - not known
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