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ADEX® 200, ADEX® FORTE 400, IBUPRO 200, IBUPRO FORTE 400,
IBUFEN® 400, Caplets
&
ADEX® LIQUI-GELS 200/400, IBUPRO LIQUI-GELS 200, Liquid filled
capsules
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Adex 200/Ibupro 200: each caplet contains lbuprofen 200 mg

Adex forte 400/Ibupro forte 400/Ibufen 400: each caplet contains Ibuprofen 400 mg
Adex Liqui-Gels 200 / Ibupro Liqui-Gels 200: each capsule contains Ibuprofen 200 mg
Adex Liqui-Gels 400: each capsule contains Ibuprofen 400 mg
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Adex 200/ Ibupro 200:

For the relief of mild to moderate pain such as headache, toothache, primary
dysmenorrhea, backache, muscular pain.

Anti-inflammatory and relieves pain in rheumatoid arthritis and osteoarthritis.
For the treatment of pain associated with migraine.

For the reduction of fever.

Ibufen 400:

For the relief of mild to moderate pain such as headache, toothache, primary
dysmenorrhea, backache, muscular pain.

Anti-inflammatory and relieves pain in rheumatoid arthritis and osteoarthritis.
For the treatment of pain associated with migraine

Adex Ligui-Gels 200/ Adex Liqui-Gels 400/ Ibupro Ligui-Gels 200:

For the relief of mild to moderate pain such as headache, toothache, menstrual pain,
backache, muscular pain, anti-inflammatory for rheumatic disease, reduction of fever.
For the treatment of pain associated with migraine.

Adex forte 400/ Ibupro forte 400:

For the relief of the signs and symptoms of rheumatoid arthritis and osteoarthritis.
For the relief of mild to moderate pain and treatment of primary dysmenorrhea.
For the treatment of pain associated with migraine.




}(D1ITR2 D'INIoON) DTNIANRD DTV 707 .2018 '8N PTIV 0M'WONA 757 qnivnn XxoNY iy
[...]
4.2 Posology and method of administration

[...]

Adults and children and adolescents between 12 and 18 years:

Undesirable effects may be minimised by using the lowest effective dose for the
shortest duration necessary to control symptoms (see section 4.4).

If in adults the product is required for more than 10 days, or if the symptoms worsen the
patient should consult a doctor.

If in children and adolescents between 12 and 18 years this medicinal product is
required for more than 3 days, or if symptoms worsen a doctor should be consulted.

Adults, Children and Adolescents between 12 and 18 years:
Take 200mg or 400mg with water, up to three times a day as required.
Leave at least four hours between doses.

Do not take more than 1200 mg in any 24 hour period.
Not for use by children under 12 years of age.

4.3 Contraindications

e Hypersensitivity to ibuprofen or to any of the excipients listed in section 6.1.

e Patients who have previously shown hypersensitivity reactions (e.g. asthma, rhinitis,
angioedema, or urticaria) in response to aspirin or other non-steroidal anti-inflammatory
drugs.

e Active or history of recurrent peptic ulcer/haemorrhage (two or more distinct episodes of
proven ulceration or bleeding).

e History of gastrointestinal bleeding or perforation, related to previous NSAIDs therapy.
(See Section 4.4).

renal failure or hepatic failure (see section 4.4)

e Last trimester of pregnancy (See section 4.6).

4.4 Special warnings and precautions for use
[...]

Renal:
Renal impairment as renal function may further deteriorate (see sections 4.3 and 4.8).
There is a risk of renal impairment in dehydrated children and adolescents.

Hepatic:
Hepatic dysfunction (see sections 4.3 and 4.8).

Cardiovascular and cerebrovascular effects:



Caution (discussion with doctor or pharmacist) is required prior to starting treatment in
patients with a history of hypertension and/or heart failure as fluid retention,
hypertension and oedema have been reported in association with NSAID therapy.

Clinical studies and epidemiological data suggest that use of ibuprofen, particularly at a
high dose (2400mg/day) and in long term treatment may be associated with a small
increased risk of arterial thrombotic events (for example myocardial infarction or
stroke). Overall, epidemiological studies do not suggest that low dose ibuprofen (e.g.
<1200mg/day) is associated with an increased risk of arterial thrombotic events
ol infaretion

Patients with uncontrolled hypertension, congestive heart failure (NYHA II-111),
established ischaemic heart disease, peripheral arterial disease, and/or cerebrovascular
disease should only be treated with ibuprofen after careful consideration and high doses
(2400 mg/day) should be avoided.

Careful consideration should also be exercised before initiating long-term treatment of
patients with risk factors for cardiovascular events (e.g. hypertension, hyperlipidaemia,
diabetes mellitus, smoking), particularly if high doses of ibuprofen (2400 mg/day) are
required.

L]

Advice for patients with sugar-related disorders:
Adex liqui-gels 200 / lbupro liqui-gels 200/ Adex liqui-gels 400 contain Sorbitol.
The additive effect of concomitantly administered products containing sorbitol (or
fructose) and dietary intake of sorbitol (or fructose) should be taken into account.
The content of sorbitol in medicinal products for oral use may affect the bioavailability
of other medicinal products for oral use administered concomitantly.

L]

4.8 Undesirable effects

L]

The adverse events observed most often are gastrointestinal in nature. Adverse events
are mostly dose-dependent; in particular the risk of occurrence of gastrointestinal
bleeding is dependent on the dosage range and duration of treatment.

[...]

System Organ Frequency Adverse Event

Class

Blood and Lymphatic Very rare Haematopoietic disorders (anaemia, leucopenia,
System Disorders thrombocytopenia, pancytopenia,

agranulocytosis). First signs are: fever, sore throat,
superficial mouth ulcers, flu-like symptoms,
severe exhaustion, unexplained bleeding and
bruising.




Immune System Uncommon Hypersensitivity reactions consisting of":
Disorders Urticaria and pruritus
Very rare Severe hypersensitivity reactions.
Symptoms could be facial, tongue and laryngeal
swelling, dyspnoea, tachycardia, hypotension
(anaphylaxis, angioedema or severe shock).
Exacerbation-ofasthma-and-bronchospasm:
Not known Respiratory tract reactivity comprising asthma,
aggravated asthma, bronchospasm or dyspnoea.
Nervous System Uncommon Headache
Disorders Very rare Aseptic meningitis?
Cardiac Disorders Not known Cardiac failure and oedema
Vascular Disorders Not known Hypertension
Gastrointestinal Uncommon Abdominal pain, nausea, dyspepsia
Disorders i _—
Rare Diarrhoea, flatulence, constipation and
vomiting
Very rare Peptic ulcer, perforation or gastrointestinal haemorrhage,
melaena, haematemesis, sometimes fatal, particularly
in the elderly. Ulcerative stomatitis, gastritis
Not known Exacerbation of colitis and Crohn's disease
(section 4.4).
Hepatobiliary \ery rare Liver disorders—especiaty-in-long-term-treatment
Disorders
Skin and Uncommon Various skin rashes
Subcutaneous Tissue ) ) )
Disorders \ery rare Severe forms of skin reactions such as bullous reactions
including Stevens-Johnson syndrome, erythema
multiforme and toxic epidermal necrolysis can occur.
Renal and Urinary Very rare Decrease of urea excretion and odema, Acute
Disorders ) ) _ o
failure, papillary necrosis, especially in long-term
use, associated with increased serum urea and
oedema.
Not Known
Renal insufficiency
Investigations \ery rare Decreased haemoglobin levels

Description of Selected Adverse Reactions




YHypersensitivity reactions have been reported following treatment with ibuprofen.
These may consist of (a) non-specific allergic reactions and anaphylaxis, (b)
respiratory tract activity comprising asthma, aggravated asthma, bronchospasm,
dyspnoea or (c) assorted skin disorders, including rashes of various types, pruritus,
urticaria, purpura, angioedema and more rarely exfoliative and bullous dermatoses
(including epidermal necrolysis and erythema multiforme).

®The pathogenic mechanism of drug-Induced aseptic meningitis is not fully
understood. However, the available data on NSAID-related aseptic meningitis points to
a hypersensitivity reaction (due to a temporal relationship with drug intake, and
disappearance of symptoms after drug discontinuation). Of note, single cases of
symptoms of aseptic meningitis (such as stiff neck, headache, nausea, vomiting, fever
or disorientation) have been observed during treatment with ibuprofen, in patients with
existing auto-immune disorders (such as systemic lupus erythematosus, mixed
connective tissue disease).

[...]

5. PHARMACOLOGICAL PROPERTIES
L]

Experimental data suggest that ibuprofen may competitively inhibit the effect of low
dose aspirin (acetylsalicylic acid) on platelet aggregation when they are dosed
concomitantly. Some pharmacodynamics studies show that when single doses of
ibuprofen 400mg were taken within 8 h before or within 30 min after immediate
release aspirin dosing (81mg), a decreased effect of aspirin (acetylsalicylic acid) on the
formation of thromboxane or platelet aggregatlon occurred Hewever—theJmﬂaﬂens

AIthough there are uncertainties regarding extrapolatlon of these data to the cllnlcal
situation, the possibility that regular, long-term use of ibuprofen may reduce the
cardioprotective effect of low-dose acetylsalicylic acid cannot be excluded. No
clinically relevant effect is considered to be likely for occasional ibuprofen use (see
section 4.5).

5.2 Pharmacokinetic properties

Ibuprofen is well absorbed from the gastrointestinal tract. Ibuprofen is extensively
bound to plasma proteins.

The median peak plasma concentration for Ibuprofen tablets is achieved approximately
1-2 hours after administration.

Ibuprofen is metabolised in the liver to two major metabolites with primary excretion
via the kidneys, either as such or as major conjugates, together with a negligible
amount of unchanged ibuprofen. Excretion by the kidney is both rapid and complete.
Elimination half-life is approximately 2 hours.

No significant differences in pharmacokinetic profile are observed in the elderly.
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