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Non steroidal anti-inflammatory indicated for the active stages of rheumatoid arthritis, osteoarthritis, ankylosing
spondylitis, degenerative joint disease of the hip, acute musculoskeletal disorders, low back pain.
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4.3 Contraindications

e Severe heart failure, hepatic failure and renal failure (See section 4.4).
e History of gastrointestinal bleeding or perforation, related to previous NSAIDs therapy.

e During the last trimester of pregnancy or lactation (See section 4.6 ) ldeovis-should-net-be-used-during-preghancy
orlactation

4.4 Special warnings and precautions for use

e Undesirable effects may be minimised by using the lowest effective dose for the shortest duration necessary to
control symptoms (see section 4.2, and Gl and cardiovascular risks below).

e The use of Indovis capsules with concomitant NSAIDs including cyclooxygenase-2-selective inhibitors, should
be avoided (See section 4.5).

e Cardiovascular and cerebrovascular effects:
Appropriate monitoring and advice are required for patients with a history of hypertension and/or mild to
moderate congestive heart failure as fluid retention and oedema have been reported in association with NSAID

therapy.
Clinical trial and epidemiological data suggest that use of some NSAIDs (particularly at high doses and in long
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term treatment) may be associated with a small increased risk of arterial thrombotic
events (for example myocardial infarction or stroke). There are insufficient data to
exclude such a risk for Indovis.
Patients with uncontrolled hypertension, congestive heart failure, established ischemic heart disease, peripheral
arterial disease, and/or cerebrovascular disease should only be treated with Indovis after careful consideration.
Similar consideration should be made before initiating longer-term treatment of patients with risk factors for
cardiovascular disease (e.g. hypertension, hyperlipidaemia, diabetes
mellitus, smoking).

Indovis may mask the signs and symptoms of an infection. Indovis should be used with caution in patients with
existing but controlled infection, so antibiotic therapy should be initiated promptly if an infection occurs during
therapy with Indovis. It should be used with cautiously in patients with existing but controlled infection. Caution
is advised with concomitant use of live vaccines

Patients should be carefully observed to detect any unusual manifestations of drug sensitivity.

SLE and mixed connective tissue disease:
In patients with systemic lupus erythematous (SLE) and mixed connective tissue disorders there may be an
increased risk of aseptic meningitis (See section 4.8).

Impaired female fertility:

The use of Indovis may impair female fertility and is not recommended in women attempting to conceive. In
women who have difficulties conceiving or who are undergoing investigation of infertility, withdrawal of Indovis
should be considered.

Caution is required in post-operative patients as bleeding time is prolonged (but within normal range) in normal
adults.

Avoid concomitant use of two or more NSAIDs.

Dermatological:

Serious skin reactions, some of them fatal, including exfoliative dermatitis, Stevens-Johnson syndrome and
toxic epidermal necrolysis have been reported very rarely in association with the use of NSAIDs (see section
4.8). Patients appear to be at highest risk for these reactions early in the course of therapy: the onset of the
reaction occurring in the majority of cases within the first month of treatment. Indovis should be discontinued at
the first appearance of skin rash, mucosal lesions or any other sign of hypersensitivity.

Excipient with known effect:
Indovis Capsules contain lactose. Patients with rare hereditary problems of galactose intolerance, total lactase
deficiency or glucosegalactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Antacids: the bioavailability of indomethacin may be reduced by concomitant antacid therapy
Anticoagulants: NSAIDs may enhance the effects of anti-coagulants, such as warfarin (See section 4.4).
Anti-diabetics: The effect of sulphonylureas may be increased by NSAIDs.

Antidepressants (SSRI): increased risk of bleeding (see section 4.4)

Diuretics: NSAIDS may reduce the effect of diuretics and antihypertensive medicinal products. The risk of
acute renal insufficiency, which is usually reversible, may be increased in some patients with compromised
renal function (e.g. dehydrated patients or elderly patients) when angiotensin Il receptor antagonists are
combined with NSAIDs. Therefore, the combination should be administrated with caution, especially in the
elderly. Patients should be adequately hydrated and consideration should be given to monitoring of renal
function after initiation of concomitant therapy, and periodically thereafter.

Indovis may reduce the diuretic and antihypertensive effect of thiazides and furosemide in some patients.
Indovis may cause blocking of the furosemide- induced increase in plasma rennin activity. Diuretics can
increase the risk of nephrotoxicity of NSAIDs.




Anti-platelet agents: increased risk of gastrointestinal bleeding. Indovis can inhibit platelet aggregation, an
effect which disappears within 24 hours of discontinuation; the bleeding time may be prolonged and this effect
may be exaggerated in patients with an underlying haemostatic defect (see section 4.4).

Antipsychotics: increased drowsiness with Indovis and haloperidol.

Antivirals: Increased risk of haematological toxicity when NSAIDs are given with zidovudine. There is evidence
of an increased risk of haemarthroses and haematoma in HIV (+) haemophiliacs receiving concurrent treatment
with zidovudine and ibuprofen.

Risk of Indovis toxicity with ritonavir, avoid concomitant use.

Cardiac glycosides: NSAIDs may exacerbate cardiac failure, reduce GFR and increase plasma glycoside
levels

Desmopressrn effect potentiated by Indovis.

Muscle Relaxants: increased risk of baclofen toxicity due to reduced rate of excretion.

Pentoxifylline: possible increased risk of bleeding when taken with NSAIDs

Tacrolimus: Possible increased risk of nephrotoxicity when NSAIDs are given with tacrolimus.

Tiludronic acid: the bioavailability of tiludronic acid is increased by Indovis.

Triamterene: Indovis and triamterene should not be administered together since reversible renal failure may be
induced.

Laboratory tests: false-negative results in the dexamethasone suppression test (DST) in patients being treated
with Indovis have been reported Thus results of this test should be used with caution in these patients.

4.6 Fertility, Pregnancy and lactation

Pregnancy
Data from epidemiological studies suggest an increased risk of miscarriage and of cardiac malformation after

use of a prostaglandin synthesis inhibitor in early pregnancy. The absolute risk for cardiovascular malformation
was increased from less than 1%, up to approximately 1.5 %. The risk is believed to increase with dose and
duration of therapy. In animals, administration of a prostaglandin synthesis inhibitor has been shown to result in
increased pre- and post-implantation loss and embryo-foetal lethality. In addition, increased incidences of
various malformations, including cardiovascular, have been reported in animals given a prostaglandin synthesis
inhibitor during the organogenetic period.

the mother and the neonate, at the end of pregnancy, to:

[inhibition of uterine contractions resulting in delayed or prolonged labour.
Consequently, Indovrs is contrarndrcated durrng the thlrd trrmester of pregnancy tndevrs—sheeld—bested-dunng

4.7 Effects on ability to drive and use machines

.. fatigue.....




4.8 Undesirable effects
e Nervous system disorders:
Visual disturbances, optic neuritis, .....
Other CNS effects include reports of aseptic meningitis (especially in patients with existing autoimmune diso

rders,

such as systemic lupus erythematosus or mixed connective tissue disease) with symptoms such as stiff neck,

headache, nausea, vomiting, fever or disorientation (See section 4.4), ..... , dysarthia, ...., cerebral oedema,
nervousness

o Evye disorders:
Visual disturbances, .., optic neuritis ....macular disturbances ....

e Cardiac Disorders:
.... syncope and cardiac failure

e Gastrointestinal disorders
..... dyspepsia, ...., melaena, haematemesis, ....
Pancreatitis has been reported very rarely

e Hepato-biliary disorders:
Cholestasis, ..... Abnormal liver function, ....

e Skin and subcutaneous tissue disorders:
.... exacerbation of psoriasis

e Musculo-skeletal, connective tissue and bone disorders:
Muscle weakness and acceleration of cartilage degeneration.

e Renal and urinary disorders:
Haematuria, nephrotoxicity ...., proteinuria....

4.9 Overdose

a) Symptoms
...., epigastric pain, gastrointestinal bleeding, rarely diarrhoea, ..., excitation, coma, drowsiness, ..., tinnitus, fain

ting,

...., abdominal pain, anorexia, restlessness and agitation. In cases of significant poisoning acute renal failure and liver

damage are possible.
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