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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 assessment of the individual’s
patient overall risk.
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4.3 Contraindications

= Patients with active peptic ulcer, inflammatory gastrointestinal disorders or gastrointestinal
bleeding. Patients with gastritis, dyspepsia, severe hepatic or renal disorders, moderate or
severe heart failure, severe hypertension, severe blood changes or haemorrhagic diathesis.
Concomitant use of other NSAIDs, including COX-2 selective inhibitors and acetylsalicylic
acid at analgesic doses. Concomitant use of anticoagulants. History of previous severe
allergic drug reactions of any type, especially skin reactions such as erythema multiforme,
Stevens-Johnson syndrome, toxic epidermal necrolysis. Previous skin reactions (regardless
of severity) to piroxicam, other NSAIDs and other medications.

= For known or suspected pregnancy, during lactation or the use in children (refer to section
4.6).

= There is a potential for cross-sensitivity with acetylsalicylic acid and other non-steroidal
anti-inflammatory drugs. This product should not be given to patients in whom
acetylsalicylic acid or other non-steroidal anti-inflammatory drugs have induced symptoms
of asthma, rhinitis, nasal polyposis, angioedema, urticaria.
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4.4 Special warnings and precautions for use

Severe gastrointestinal complications
Identification of at-risk subjects

Patients taking concomitant oral corticosteroids, selective serotonin reuptake inhibitors
(SSRIs), anticoagulants such as warfarin or platelet anti-aggregate agents such as low-dose
acetylsalicylic acid are at increased risk of severe gastrointestinal complications (see below
and section 4.5). As with other NSAIDs, the use of piroxicam in combination with gastro-
protectants agents (e.g. misoprostol or proton pump inhibitors) must be considered for these
at-risk patients.

Cardiovascular and cerebrovascular effects

Suitable monitoring and instructions are necessary in patients with positive anamnesis for
hypertension and/or mild-te-moderate congestive heart failure, as water retention and
oedema have been reported in association with NSAIDs treatment.

Clinical studies and epidemiological data indicate that the use of some NSAIDs (especially
at high doses and for long-term treatment) may be associated with a moderate smat
increased risk of arterial thrombotic events (e.g. myocardial infarction or stroke). There are
not enough data to exclude such a risk for piroxicam.

Patients with uncontrolled hypertension, congestive heart failure, established ischaemic
heart disease, peripheral arterial disease and/or cerebrovascular disease should be treated
with piroxicam only after careful evaluation. Similar considerations should be made before
starting long-term treatment in patients with risk factors for cardiovascular disease (e.g.
hypertension, hyperlipidemia, diabetes mellitus, smoking).

Piroxicam, like other NSAIDs, reduces platelet aggregation and prolongs bleeding time;
this characteristic must be taken into account when blood tests are performed and when the
patient is concomitantly treated with other platelet aggregation inhibitors.

Patients with impaired renal;-cardiae function should be periodically monitored, as in such
patients the inhibition of prostaglandin synthesis caused by piroxicam may result in a
severe decrease in renal perfusion that may lead to acute renal failure. In this regard,
elderly patients and patients treated with diuretics should be considered as at risk.
Dehydrated patients are at risk for impairment of renal function.

Caution should also be paid in patients with impaired hepatic function. It is advisable to
periodically monitor their clinical and laboratory parameters, especially in case of
prolonged treatment.

Due to its interaction with arachidonic acid metabolism, the drug may induce
bronchospasms and possibly shock and other allergic phenomena in asthmatic and
predisposed patients.

As some ocular changes have been observed during therapy with NSAIDs, periodic
ophthalmological examinations are advised during prolonged treatment.

It is also advisable to frequently check blood glucose levels in diabetic patients and
prothrombin time in patients concomitantly receiving anticoagulant treatment with
dicoumarol derivatives.
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Skin reactions

Evidence from observational studies suggests that piroxicam may be associated with a
higher risk of serious skin reactions than other non-oxicam NSAIDs.

In association with the use of Brexin, serious skin reactions, potentially fatal, have been
reported including: exfehative-dermatitis-Stevens-Johnson syndrome (SJS) and toxic
epidermal necrolysis (TEN).

Patients should be advised and closely monitored for any signs and symptoms of skin
reactions. Patients appear to be at highest risk of appearance of SJS and TEN during initial
weeks of treatment. Fhe-onset-of-the reaction-oceurring-the-majority-of cases-within-the
bobrentn o treniiens

Treatment with BREXIN should be discontinued at the first appearance of symptoms and
signs of SJS or TEN (i.e. progressive skin rash, often with blisters and mucosal lesions).
The best results in management of SJS and TEN are achieved with early diagnosis and the
prompt discontinuation of therapy whatever the suspect medication. The early
discontinuation is associated with a better prognosis.

Patients developing SJS or TEN due to a therapy with BREXIN, should never be treated
with BREXIN again.

The use of piroxicam, as of any other prostaglandin synthesis and cyclo-oxygenase
inhibitors, is not recommended in women planning to start a pregnancy.
The administration of piroxicam should be discontinued in women with fertility problems

or undergoing fertility investigations.

45 Interactions with other medicaments and other forms of interaction

Diuretics, ACE-inhibitors and angiotensin Il antagonists: NSAIDs may reduce the efficacy
of diuretics and other anti-hypertensive drugs. 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 Il 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 angiotensin 11
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.
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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
(hyperkalemia).

Alcohol intake should be avoided.
Piroxicam may reduce the efficacy of intrauterine devices.

Cyclosporin and Tacrolimus: the administration of NSAIDs together with cyclosporin or
tacrolimus increases the risk of nephrotoxicity.

Fertility, Pregnancy and lactation

Piroxicam is contraindicated during ascertained or suspected pregnancy, and during breast-
feeding (see section 4.3).

Fertility

The use of piroxicam may impair female fertility and is not recommended in women trying
to become pregnant. Discontinuation of therapy with piroxicam should be envisaged for
women with difficulties in conceiving or those being investigated for fertility.

Pregnancy

Inhibition of prostaglandin synthesis can adversely affect pregnancy and/or embryo/foetal
development.

Results from epidemiological studies suggest an increased risk of miscarriage, cardiac
malformation and gastroschisis after use of a prostaglandin synthesis inhibitor during early
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4.8

pregnancy. The absolute risk of cardiac malformations increased from less than 1% up to
approximately 1.5%. It was considered that the risk is dose-related and also increases with
duration of therapy.

Studies on animals have shown reproductive toxicity (see section 5.3). In animals, the
administration of prostaglandin synthesis inhibitors has been shown to cause an increase in
pre- and post-implantation losses and in embryo-foetal mortality.

Moreover, an increased incidence of various malformations, including cardiovascular
malformation, was reported in animals given prostaglandin synthesis inhibitors during
organogenesis.

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

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

- renal dysfunction, which may progress to renal failure with oligo-hydroamniosis;

both mother and newborn child, at the end of pregnancy to:

- possible prolongation of bleeding time and anti-aggregating effect that can even occur
with very low doses;

- inhibition of uterine contractions resulting in delayed or prolonged labour.

Lactation

Data show that piroxicam concentration in breast milk lies between 1% and 3% of
maternal plasma concentration. Piroxicam is contraindicated during breastfeeding because
safety in newborns has not yet been established (see section 4.3).

Undesirable effects

As for other substances with similar action, some patients showed increases in blood urea
nitrogen that do not exceed a certain level with prolonged treatment; once therapy is
discontinued values return to baseline.

According to MedDRA Adverse Reaction Frequency
System Organ Class

Anaemia Common
Hematopoetic tissue Aplastic anaemia, hemolitic anaemia, Rare

thrombocytopenia, leucopenia,

eosinophilia, pancytopenia

i i i Not known

Metabolism and nutrition Fluid retention, hypoglycaemlz_a, .
disorders hyperglycaemia, abnor_mal Welgh_t gain ef

deerease, loss of appetite, anorexia

Depression, abnormal dreams, Not known
Psychiatric disorders hallucinations, insomnia, confusion, mood

swings, nervousness, erethism

Headache Common
Nervous system disorders . - .

Dizziness, sleepiness;-drowsiness, Uncommon

Sareesthesias
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) Blurry vision Uncommon
Eye disorders — : —
Sight impairment,-eptic-neuritis-(unrknewn) | Rare
Vascular disorders Vasculitis, shock (warning symptoms) Not known
Respiratory, thoracic and Bronchospasm, epistaxis;-asthma; Not known
mediastinal disorders ocgrentodasdimn chsspoen
Gastrointestinal disorders Abdominal distress, abdominal pain, Common

constipation, diarrhoea, epigastric pain or
distress, flatulence, nausea, vomiting,

dyspepsia-indigestion
Ulcerative stomatitis Uncommon
Gastritis, gastrointestinal bleeding, Not known

gastrointestinal perforation, melaena,
haematemesis, peptic ulcer pancreatitis,
mouth dryness

Skin and subcutaneous tissue | Rash, pruritus Common
disorders

Photosensitivity reaction, urticaria, Rare
angioneurotic oedema, non
thrombocytopenic purpura, Henoch-
Schonlein purpura

Severe skin adverse reactions (SCARs): Very rare
Stevens-Johnson syndrome (SJS), toxic
epidermal necrolysis (TEN),
vesiculo-buteusreactions (see section 4.4)

Alopecia, skin desquamation, erythema Not known
multiforme, ecchymosis, sweating,
abnormal nail growth

Renal and urinary disorders Interstitial nephritis, renal papillary Rare
necrosis, nephrotic syndrome, renal failure
Vesicular disorder Very rare
Haematuria, dysuria Not known
Gene_ra_l Dis_order_s and Oedema Rare
égrr::jlir:ilztr:gtlon Site Malaise, asthenia , palpitations Not known

The most commonly observed adverse events are gastrointestinal. Peptic ulcers,
gastrointestinal perforation or bleeding, sometimes fatal, may occur, especially in the
elderly (see section 4.4).

After piroxicam administration, exacerbation of colitis and Crohn's disease have been
observed (see section 4.4).

Some cases of haematuria, dysuria, acute renal failure, water retention, which can occur as
oedema especially in the declivous regions of the lower limbs or as cardiovascular
disturbances (hypertension, decompensation) have been reported.
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