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1. NAME OF THE MEDICINAL PRODUCT
Bi-Ketogesic 150 mg bilayer tablets
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each scored tablet contains:
Upper yellow layer containing:
Active ingredient:
Ketoprofen  75.00 mg
Inactive ingredient with known effect: Lactose monohydrate.
Lower white layer containing:
Ketoprofen  75.00 mg
Inactive ingredient with known effect: Lactose monohydrate.
For the full list of excipients, see section 6.1
Physical characters:
Oval bi-layered biconvex scored from one side tablets of which the upper layer is scored yellow
sustained release and lower is white immediate release.
The tablet can be divided into 2 equal doses.
3. PHARMACEUTICAL FORM

Bilayer tablets.

4. CLINICAL PARTICULARS
4.1. Therapeutic indications

They proceed from the analgesic and anti-inflammatory activity of ketoprofen, the importance of
the manifestations of intolerance to which the medicinal product gives rise, and its place in the
range of anti-inflammatory products currently available.

They are limited, in adults and children from the age of 15, to the treatment of migraine attacks
with or without aura.

4.2.Posology and method of administration
Posology

To alleviate symptoms, the lowest effective dose should be used for the shortest possible duration
(see section 4.4).

Treatment of migraine attack

It is recommended to start the treatment as soon as possible, at the onset of the migraine attack.
Start treatment with half a tablet of BI-KETOGESIC 150 mg, scored tablet (75 mg) per attack.
The efficacy is generally significant within 2 hours after the start of the treatment.

If the 75 mg dose is ineffective, a dose of 150 mg (i.e. one tablet of BI-KETOGESIC 150 mg,
scored tablet) may be taken during a subsequent attack.

If a patient is not relieved after the first dose, a second dose (either 75 mg or 150 mg) should not
be taken during the same attack. However, the attack can be treated with another treatment that is
not a non-steroidal anti-inflammatory medicinal product (NSAID) or aspirin.

If a patient has been relieved but symptoms return or a new attack begins on the same day:
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e If the initial dose was 75 mg, a second dose of 75 mg may be taken provided that there is an
interval of at least 12 hours between the two doses.

e If the initial dose was 150 mg, a second dose should not be taken within 24 hours of the initial
dose. However, the attack may be treated with another treatment that is not a non-steroidal anti-
inflammatory medicinal product or aspirin.

Never exceed 1 tablet of 150 mg per 24 hours.

Frequency of administration

The tablets are to be taken, if possible, during a meal or, failing that, with a snack.
Populations at risk

Renal insufficiency and elderly patients: It is recommended to reduce the initial dosage then to
adapt it if necessary, according to renal tolerance.

Hypovolaemic patients: see section 4.4
Method of administration

Oral route.
The tablets are to be swallowed as is, with a large glass of water.

4.3. Contraindications

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

e History of hypersensitivity reactions such as bronchospasm, asthma, rhinitis, hives or other
allergic reactions to ketoprofen, acetylsalicylic acid or other NSAIDs. Severe, rarely fatal,
anaphylactic reactions have been reported in these patients (see section 4.8).

e Pregnancy, from the beginning of the 6th month (beyond 24 weeks of amenorrhea) (see section

4.6).

Active peptic ulcer or any history of gastrointestinal haemorrhage, ulceration or perforation.

Gastrointestinal haemorrhage, cerebrovascular haemorrhage or other active haemorrhage.

Severe hepatic insufficiency.

Severe renal insufficiency.

Severe cardiac insufficiency.

For the treatment of peri-operative pain in the setting of coronary artery bypass graft (CABG)

surgery

4.4. Special warnings and precautions for use

Concomitant use of Bi-Ketogesic 150 mg, scored tablet with other NSAIDs, including
selective cyclooxygenase 2 (cox-2) inhibitors, should be avoided.

The occurrence of undesirable effects can be minimized by using the lowest possible dose
for the shortest treatment duration necessary to relieve symptoms (see section 4.2 and
paragraphs “Gastrointestinal effects” and “Cardiovascular and cerebrovascular” below).
Patients with asthma associated with chronic rhinitis, chronic sinusitis and/or nasal
polyposis have a higher risk of allergic manifestation when taking aspirin and/or
nonsteroidal anti-inflammatory drugs than the rest of the population. Administration of
this medicinal product may lead to the onset of an asthma attack or bronchospasm,
particularly in subjects allergic to aspirin or to an NSAID (see section 4.3).
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Elderly patients

Elderly patients are at increased risk of adverse reactions to NSAIDs, in particular gastrointestinal
bleeding and potentially fatal perforations (see section 4.2 and below).

Gastrointestinal effects

gastrointestinal inflammation, bleeding, ulceration, and perforation which can be fatal has been
reported with all NSAIDs. These events can occur at any time during use and without warning
symptoms or history of serious gastrointestinal adverse events.

Some epidemiological data have suggested that ketoprofen may be associated with a higher risk of
serious gastrointestinal toxicity compared to other NSAIDs, particularly at higher doses (see also
sections 4.2 and 4.3).

The risk of gastrointestinal bleeding, ulceration or perforation increases with the dose used in
patients with a history of ulceration, particularly if there is a bleeding or perforation complication
(see section 4.3), as well as in the elderly and in patients with low body weight. In these patients,
treatment should be started at the lowest possible dosage. Mucosal protection (e.g. misoprostol or
proton pump inhibitor) should be considered for these patients, as well as for patients requiring
treatment with low-dose aspirin or treated with other medicinal products that may increase
gastrointestinal risk (see below and section 4.5).

Patients with a history of gastrointestinal illness, especially elderly patients, should report any
unusual abdominal symptoms (especially gastrointestinal bleeding), especially at the beginning of
treatment.

Particular attention should be paid to patients receiving concomitant therapies that may increase
the risk of ulceration or bleeding, such as glucocorticoids, oral anticoagulants such as warfarin,
selective serotonin reuptake inhibitors (SSRIs), antiplatelet agents such as aspirin and nicorandil
(see section 4.5).

If bleeding or ulceration occurs in a patient receiving BI-KETOGESIC 150 mg, scored tablets,
treatment should be stopped.

NSAIDs should be used with caution and under close supervision in patients with a history of
gastrointestinal disease (ulcerative colitis, Crohn's disease), due to the risk of worsening the
condition (see section 4.8).

Cardiovascular and Cerebrovascular Effects

Appropriate monitoring and recommendations are required in patients with a history of
hypertension and/or mild to moderate heart failure, as there have been reports of fluid retention
and edema in association with NSAID therapy.

Clinical studies and epidemiological data suggest that the use of some NSAIDs (especially when
used in high doses and for long periods of time) may be associated with a slight increase in the
risk of serious arterial thrombotic events (e.g., myocardial infarction or stroke which can be fatal).
There is currently insufficient data to rule out this increased risk for ketoprofen.

As with all NSAIDs, patients with uncontrolled hypertension, congestive heart failure, ischemic
heart disease, peripheral arterial disease, and/or a history of stroke (including transient ischemic
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attack) should be treated with ketoprofen only after careful consideration as Patients with
cardiovascular disease or risk factors for cardiovascular disease may be at greater risk.

Similar consideration should be given to patients with risk factors for cardiovascular disease (such
as hypertension, hyperlipidemia, diabetes, or smoking) prior to initiation of long-term therapy.

An increased risk of arterial thrombotic events has been reported in patients treated with NSAIDs
(excluding aspirin) for perioperative pain in the setting of coronary artery bypass surgery.

Skin Reactions

Serious skin reactions, some with a fatal outcome, including exfoliative dermatitis, Stevens-
Johnson syndrome and Lyell's syndrome have been reported very rarely with NSAID therapy (see
section 4.8).

The incidence of these adverse events appears to be higher at the beginning of treatment, with the
majority of cases occurring within the first month of treatment. Treatment with BI-KETOGESIC
150 mg, scored tablets should be discontinued as soon as skin rash, mucosal lesions or any other
signs of hypersensitivity appear.

Concealment of symptoms of underlying infection

BI-KETOGESIC 150 mg, scored tablet may mask the symptoms of an infection, which may delay
the initiation of adequate treatment and thus worsen the course of the infection. This has been
observed in bacterial community-acquired pneumonia and bacterial complications of chickenpox.
When Bi-KETOGESIC 150 mg, scored tablet is administered for the relief of fever or pain
associated with infection, it is advisable to monitor the infection. In the outpatient setting, the
patient should seek medical attention if symptoms persist or worsen.

Functional renal insufficiency

NSAIDs, by inhibiting the vasodilatory action of renal prostaglandins, are likely to cause
functional renal failure by decreasing glomerular filtration. This adverse effect is dose-
dependent.

At the beginning of treatment or after an increase in dosage, monitoring of diuresis and
renal function is recommended in patients with the following risk factors:

Elderly patients,

associated medicinal products such as: ACE inhibitors, sartans, diuretics (see section 4.5),
hypovolemia from any cause,

heart failure,

chronic renal insufficiency,

nephrotic syndrome,

lupus nephropathy,

hepatic cirrhosis.

Hydro-sodium retention

Hydro-sodium retention with the possibility of oedema, hypertension or aggravation of
hypertension, aggravation of cardiac insufficiency. Clinical monitoring is necessary from the
beginning of treatment in case of hypertension or cardiac insufficiency. A decrease in the effect of
antihypertensive medicinal products is possible (see section 4.5).

Hyperkalemia
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Hyperkalemia may occur, especially in diabetic patients, patients with renal insufficiency,
and/or in the case of concomitant treatment with hyperkalemic medicinal products (see
section 4.5). Regular monitoring of potassium levels should be carried out in these
circumstances.

The use of NSAIDs may impair female fertility and is not recommended in patients
wishing to conceive a child. In patients who have difficulty conceiving or are being
investigated for infertility, discontinuation of NSAID therapy should be considered.
Patients with a history of photosensitivity reactions or phototoxicity should be closely
monitored.

In patients with impaired liver function or a history of liver disease, regular monitoring of
transaminases is recommended, particularly during prolonged therapy.

Rare cases of jaundice and hepatitis have been described with ketoprofen.

During prolonged treatment, it is recommended to monitor blood count, liver and kidney
function.

If visual disturbances such as blurred vision occur, treatment should be stopped.

This medicinal product should be avoided if you are being treated with another
nonsteroidal anti-inflammatory medicinal product, with an oral anticoagulant, with
lithium, with aspirin in analgesic, antipyretic or anti-inflammatory doses, with
methotrexate in doses greater than 20 mg per week, with low molecular weight heparins
and related agents and unfractionated heparins (in curative doses and/or in elderly
patients), with pemetrexed, in patients with low to moderate renal function (see section 4.
5).

Excipients with known effects:

This medicinal product contains lactose. Its use is not recommended in patients with galactose
intolerance, Lapp lactase deficiency or glucose or galactose malabsorption syndrome (rare
hereditary diseases).

Fetal Toxicity

Oligohydramnios/ Neonatal Renal Impairment

Use of NSAIDs, including Bi-Ketogesic, at about 20 weeks gestation or later in pregnancy
may cause fetal renal dysfunction leading to oligohydramnios and, in some cases, neonatal
renal impairment. These adverse outcomes are seen, on average, after days to weeks of
treatment, although oligohydramnios has been infrequently reported as soon as 48 hours
after NSAID initiation. Oligohydramnios is often, but not always, reversible with
treatment discontinuation. Complications of prolonged oligohydramnios may, for example,
include limb contractures and delayed lung maturation. In some postmarketing cases of
impaired neonatal renal function, invasive procedures such as exchange transfusion or
dialysis were required.

Interactions with other medicinal products and other forms of interaction
Risk related to hyperkalaemia:

Certain medicinal products or classes of medicinal products are likely to promote hyperkalemia:
potassium salts, hyperkalemic diuretics, ACE inhibitors, angiotensin Il antagonists, nonsteroidal
anti-inflammatory medicinal products, heparins (low molecular weight or unfractionated),
immunosuppressants such as cyclosporine or tacrolimus, trimethoprim.
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The combination of these medicinal products increases the risk of hyperkalemia. This risk is
particularly high with potassium-sparing diuretics, especially when combined with each other or
with potassium salts, whereas the combination of an ACE inhibitor and an NSAID, for example,
is at lower risk as long as the recommended precautions are taken.

For the specific risks and levels of restraint associated with hyperkalemic medicinal products, it is
important to refer to the specific interactions of each substance.

However, some substances, such as trimethoprim, are not subjected to specific interactions with
respect to risk. Nevertheless, they may act as favorable factors when combined with other
medicinal products such as those mentioned above.

Concurrent administration of ketoprofen with the following products requires careful monitoring
of the patient's clinical and biological status.

Not recommended in combination with:
Other NSAIDs (including high dose aspirin)

Increased digestive ulcer and bleeding risk (additive synergy).
For acetylsalicylic acid, anti-inflammatory doses (> 1 g per dose and/or > 3 g per day) and
analgesic or antipyretic doses (> 500 mg per dose and or < 3 g per day) are concerned.

Anticoagulants: antivitamin K (such as warfarin), thrombin inhibitors (such as dabigatran),
direct factor Xa inhibitors (such as apixaban, rivaroxaban, edoxaban)

Increased bleeding risk.
If combination cannot be avoided, close clinical and possibly biological monitoring.

Unfractionated heparins, low molecular weight heparins and related products (in curative
doses and/or in elderly patients)

Increased risk of bleeding (aggression of the gastro-duodenal mucosa by NSAIDs).
If the combination cannot be avoided, close clinical monitoring.

Lithium

Increase in blood lithium levels, which may reach toxic values (decrease in renal excretion of
lithium).

If combination cannot be avoided, closely monitor blood lithium levels and adjust lithium dosage
during combination and after discontinuation of NSAID.

Methotrexate, used at doses greater than 20 mg/week

Increased hematologic toxicity of methotrexate (decreased renal clearance of methotrexate by
anti-inflammatory medicinal products).
Allow at least 12 hours between stopping or starting ketoprofen and methotrexate.

Pemetrexed (patients with low to moderate renal function, creatinine clearance 45 mL/min
to 80 mL/min)

Risk of increased pemetrexed toxicity (decreased renal clearance of pemetrexed by NSAIDs).

Combinations subjected to precautions for use:
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Converting enzyme inhibitors (CEIs), angiotensin Il receptor antagonists

Acute renal insufficiency in patients at risk (elderly, dehydration, associated treatment with
diuretics, impaired renal function), due to decreased glomerular filtration (inhibition of vasodilator
prostaglandins due to NSAIDs).

These effects are generally reversible. In addition, the anti-hypertensive effect is reduced.

Hydrate the patient and monitor renal function at the beginning of treatment and regularly during
treatment.

Diuretics

Acute renal insufficiency in patients at risk (elderly and/or dehydrated) due to decreased
glomerular filtration (inhibition of vasodilator prostaglandins by NSAIDSs).

In addition, the anti-hypertensive effect is reduced.

Hydrate the patient and monitor renal function at the beginning of treatment.

Methotrexate, used in low doses (less than or equal to 20 mg/week)

Increased hematologic toxicity of methotrexate (decreased renal clearance of methotrexate).
Weekly monitoring of blood counts during the first few weeks of combination therapy
Increased monitoring in case of (even slight) impairment of renal function, as well as in elderly
patients.

Pemetrexed (patients with normal renal function)

Risk of increased toxicity of pemetrexed (decreased renal clearance of pemetrexed by NSAIDS).
Biological monitoring of renal function.

Ciclosporin, tacrolimus

Risk of additional nephrotoxic effects, especially in elderly patients.
Monitor renal function at the start of NSAID therapy.

Tenofovir disoproxil

Risk of increased nephrotoxicity of tenofovir, especially with high doses of the anti-inflammatory
medicinal product or in the presence of risk factors for renal insufficiency.
In case of combination, monitor renal function.

Cardiac glycosides

A pharmacokinetic interaction between ketoprofen and digoxin has not been demonstrated.
However, caution is advised, particularly in patients with renal insufficiency, as NSAIDs may
reduce renal function and decrease renal clearance of cardiac glycosides.

Combinations to be taken into account:

Acetylsalicylic acid in anti-aggregating doses (50 mg to 375 mg per day in one or more
doses)

Increased risk of digestive ulceration and bleeding.

Glucocorticoids (except hydrocortisone in replacement therapy)
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Increased risk of gastrointestinal ulceration and bleeding (see section 4.4).
Antiplatelet agents
Increased risk of gastrointestinal bleeding (see section 4.4).
Selective serotonin reuptake inhibitors (SSRIs)
Increased risk of bleeding (see section 4.4).
Unfractionated heparins, low molecular weight heparins (preventive doses)
Increased risk of bleeding.
Deferasirox
Increased risk of digestive ulceration and bleeding.
Beta-blockers (except esmolol)

Reduced antihypertensive effect (inhibition of vasodilatory prostaglandins by NSAIDs and fluid
retention with phenylbutazone).

Pentoxifylline

Increased risk of bleeding.
More frequent clinical and bleeding time monitoring required.

Other hyperkalemic medicinal products
Risk of increased hyperkalemia, potentially lethal.
Nicorandil

In patients receiving nicorandil and NSAIDs concomitantly, there is an increased risk of serious
complications such as gastrointestinal ulceration, perforation and bleeding (see section 4.4).

4.6. Fertility, pregnancy and lactation
Pregnancy

Inhibition of prostaglandin synthesis by NSAIDs may affect the course of pregnancy and/or the
development of the embryo or fetus.

Risks associated with use in the 1% trimester

Data from epidemiological studies suggest an increased risk of miscarriage, cardiac
malformations, and gastroschisis after treatment with a prostaglandin synthesis inhibitor in early
pregnancy. The absolute risk of cardiovascular malformation increased from less than 1% in the
general population to approximately 1.5% in those exposed to NSAIDs. The risk appears to
increase with dose and duration of treatment. In animals, administration of a prostaglandin
synthesis inhibitor has been shown to result in increased pre- and post-implantation loss and
increased embryo-fetal lethality. In addition, a higher incidence of certain malformations,
including cardiovascular malformations, has been reported in animals given a prostaglandin
synthesis inhibitor during the organogenesis phase of gestation.
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Risks associated with use from the 12" week of amenorrhea until birth:

e From the 12" week of amenorrhea and until birth, all NSAIDs, by inhibiting the synthesis of
prostaglandins, can expose the fetus to functional renal impairment:

o inutero, which may be observed as early as 12 weeks of amenorrhea (initiation of fetal diuresis):
oligohydramnios (usually reversible on discontinuation of treatment), or even anhydramnios,
particularly with prolonged exposure

o at birth, renal insufficiency (reversible or not) may persist, particularly in the case of late and
prolonged exposure (with a risk of delayed severe hyperkalemia).

Risks associated with use beyond the 24™ week of amenorrhea and up to birth:

Beyond 24 weeks of amenorrhea, NSAIDs may expose the fetus to cardiopulmonary toxicity
(premature ductus arteriosus closure and pulmonary hypertension). Constriction of the ductus
arteriosus may occur from the beginning of the sixth month (beyond the 24" week of amenorrhea)
and may lead to fetal or neonatal right heart failure or even fetal death in utero. This risk is even
greater the closer to term the medicinal product is taken (less reversibility). This effect exists even
for a punctual intake.

At the end of pregnancy, the mother and the newborn can present:

e anincrease in bleeding time due to an anti-aggregation action that may occur even after very low
doses of the medicinal product;
e an inhibition of uterine contractions leading to a delay in term or a prolonged delivery.

As a result:

e Unless absolutely necessary, this medicinal product should not be prescribed to a woman who is
contemplating pregnancy or during the first 5 months of pregnancy (first 24 weeks of
amenorrhea). If this medicinal product is administered to a woman wishing to become pregnant or
pregnant for less than 6 months, the dose should be as low as possible and the duration of
treatment as short as possible and Consider ultrasound monitoring of amniotic fluid. Prolonged
intake is strongly discouraged.

e From the beginning of the 6 month (beyond 24 weeks of amenorrhea): any intake of this
medicine, even punctual, is contraindicated. Inadvertent use after this date justifies cardiac and
renal, fetal and/or neonatal monitoring, depending on the term of exposure. The duration of this
monitoring will be adapted to the elimination half-life of the medicinal product.

Lactation

As the NSAIDs pass into breast milk, this medicinal product is not recommended for lactating
women.

Fertility

As with all NSAIDs, the use of this medicinal product may temporarily impair female fertility by
affecting ovulation; therefore, it is not recommended for women who wish to conceive. In women
experiencing difficulty conceiving or undergoing fertility tests, discontinuation of treatment
should be considered.

4.7. Effects on ability to drive and use machines
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Patients should be warned of the possible occurrence of dizziness, drowsiness, convulsions or
visual disturbances. It is recommended not to drive or operate machinery if any of these
symptoms occur.

4.8.Undesirable effects

Clinical studies and epidemiological data suggest that the use of some NSAIDs
(especially when used in high doses over a long period of time) may be associated with a
slight increase in the risk of arterial thrombotic events (e.g. myocardial infarction or
stroke).

The most frequently observed undesirable effects are gastrointestinal in nature. Peptic
ulcers, perforations or gastrointestinal haemorrhages, sometimes fatal, may occur,
particularly in elderly patients (see section 4.4).

Nausea, vomiting, diarrhea, flatulence, constipation, dyspepsia, ulcerative stomatitis,
abdominal pain, melena, hematemesis, and exacerbation of rectocolitis or Crohn's disease
(see section 4.4) have been reported following NSAID administration. Less frequently,
gastritis has been observed.

Edema, hypertension and heart failure have been reported in association with NSAID
therapy. Very rarely, bullous reactions (Stevens-Johnson syndrome, Lyell syndrome)
have been observed.

Undesirable effects were classified according to their incidence using the following
classification:

Very common (> 1/10); common (> 1/100, < 1/10); uncommon (> 1/1000, < 1/100); rare
(> 1/10000, < 1/1000); very rare (< 1/10,000); Unknown frequency (cannot be estimated
based on available data).

Gastrointestinal disorders:

Common: dyspepsia, nausea, abdominal pain, gastric pain, vomiting,

Uncommon: diarrhea, constipation, flatulence, gastritis,

Rare: stomatitis, peptic ulcer, colitis,

Unknown frequency: exacerbation of colitis and Crohn's disease, gastrointestinal hemorrhage and
perforation, pancreatitis.

At a dose of 200 mg per day, oral ketoprofen causes an increase in gastrointestinal blood loss: the
higher the dosage and the longer the duration of treatment, the more frequent the loss.

Immune system disorders:
Unknown frequency: angioedema, anaphylactic reactions (including anaphylactic shock).
Skin and subcutaneous tissue disorders:

Uncommon: rash, rash, pruritus,
Unknown: urticaria, aggravation of chronic urticaria, photosensitivity, alopecia and bullous
dermatitis (Stevens-Johnson syndrome and Lyell syndrome).

Respiratory, thoracic and mediastinal disorders:

Rare: asthma attack,

10
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e Unknown frequency: bronchospasm, especially in patients allergic to aspirin and other NSAIDs,
rhinitis.
Nervous system disorders

e Uncommon: headache, dizziness, somnolence,
e Rare: paresthesias,
e Unknown frequency: aseptic meningitis, convulsions, dizziness, taste disorders.

Psychiatric disorders:
e Unknown frequency: confusion, mood disorders.
Eye disorders:
e Rare: visual blur.
Ear and Labyrinth Disorders:
e Rare: Tinnitus.
Kidney and urinary tract disorders:
e Unknown frequency: Fluid retention.

Functional acute renal insufficiency (ARI) in patients with risk factors (see section 4.4).

Organic renal damage that may result in ARI: isolated cases of interstitial nephritis, acute tubular
necrosis, nephrotic syndrome, papillary necrosis have been reported.

Renal function abnormalities.

Hematologic and lymphatic system disorders:

e Rare: anemia due to hemorrhage,
e Unknown frequency: agranulocytosis, thrombocytopenia, bone marrow failure, hemolytic anemia,
leukopenia

Hepatobiliary disorders:
e Rare: increased transaminases, hepatitis, increased bilirubin associated with hepatic disorders.
Cardiac disorders

e Uncommon: edema,
e Unknown frequency: heart failure.

Vascular disorders:

e Unknown frequency: hypertension, vasodilatation, vasculitis (including leukocytoclastic
vasculitis).

General disorders and administration site conditions:

e Uncommon: fatigue,
e Rare: weight gain.

11
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Metabolism and nutrition disorders:
Unknown frequency: hyperkalemia (see sections 4.4 and 4.5).

Reporting of suspected undesirable effects:

Reporting suspected adverse reactions after authorization of the medicine is important. It
allows continued monitoring of the benefit/risk balance of the medicine. Healthcare
professionals are asked to report any suspected adverse reactions via (see details below)
Human Pharmacovigilance Department — Egyptian Pharmaceutical Vigilance Center
(EPVC)- Egyptian Drug Authority (EDA)

21 Abd Elaziz Al Souad st. — Manial EI-Roda — Cairo, PO Box: 11451

Tel: +2 02 23648046 / +2 02 23640368 / +2 02 23684381 Extension (Tel):1303 Extension
(Fax): 1300

Fax: +2 02 23684194

Website: www.epvc.gov.eg

e-mail: pv.followup@edaeqypt.gov.eq

4.9. Overdosage

Overdosage has been reported with doses up to 2.5 g of ketoprofen.

In adults, the main signs of overdose are headache, dizziness, drowsiness, lethargy, nausea,
vomiting, diarrhea and abdominal or epigastric pain. In cases of severe intoxication, hypotension,
respiratory depression and gastrointestinal bleeding have been observed.

There is no specific antidote.

The patient should be transferred immediately to a specialized hospital where symptomatic
treatment should be instituted to compensate for dehydration, monitor renal function and correct
any acidosis.

If renal insufficiency occurs, hemodialysis may be used to remove the medicinal product.
Gastric lavage or activated charcoal may be administered to limit the absorption of ketoprofen.

5. PHARMACOLOGICAL PROPERTIES
5.1.Pharmacodynamic properties

Pharmacotherapeutic class: ANTI-INFLAMMATORY, ANTIRHUMATIC, NON-STEROIDs,

Ketoprofen is a non-steroidal anti-inflammatory drug derived from aryl carboxylic acid, of the
propionic group. It has the following properties:

peripheral and central analgesic property,
antipyretic property,

anti-inflammatory property,

short-term inhibition of platelet functions.

All these properties are linked to an inhibition of prostaglandin synthesis.
In several experimental models, ketoprofen, like other NSAIDs, has been shown to have a central
analgesic component.

5.2. Pharmacokinetic properties

Absorption

Absorption is as rapid for the upper layer as that observed with ketoprofen in capsule form.
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The time to serum level is 1.21 + 0.88 h and the plasma concentration is 7.72 = 1.6 mg.

Release from the lower layer overlaps with release from the upper layer.

Plasma concentrations plateau from the 45 to the 90" minute and are higher than those observed
with capsules from the 3" hour.

When ketoprofen is administered with food, the rate of absorption is slowed, causing a delay and
a decrease in peak plasma concentration (Cmax). However, its total bioavailability is not affected.

Distribution

The mean plasma half-life is 3.6 hours.

Ketoprofen is 99% bound to plasma proteins.

It diffuses into synovial fluid and persists at levels above serum levels after 4 hours following oral
administration.

It crosses the placental and blood-brain barriers.

The volume of distribution is approximately 7 L.

Biotransformation

The biotransformation of ketoprofen occurs through two processes: one very minor
(hydroxylation), the other largely predominant (glucuronic acid conjugation).

Less than 1% of the administered dose of ketoprofen is recovered unchanged in the urine, while
glucuronide conjugation accounts for approximately 65-75%.

Elimination

Excretion is rapid, mainly in the urine, with 50% of the administered dose being eliminated within
6 hours, regardless of the route of administration.

Within 5 days of oral administration, 75-90% of the dose is excreted by the kidney and 1-8% in
the feces.

Physiopathological variations

Elderly patients: In the elderly, the absorption of ketoprofen is not altered, but the elimination
half-life is prolonged.

Renal insufficiency: In these patients, the total clearance is prolonged in proportion to the degree
of renal insufficiency.

PHARMACEUTICAL PARTICULARS

.List of excipients

Upper yellow layer containing:

Inactive ingredients: Lactose monohydrate, Calcium phosphate tribasic, Microcrystalline
cellulose PH101, Xanthan gum, Maize starch, Quinolone yellow and Magnesium stearate.

Lower white layer containing:

Inactive ingredients: Lactose monohydrate, Calcium phosphate tribasic, Croscarmellose sodium,
Maize starch and Magnesium stearate.

Incompatibilities

Not applicable.
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Revisor: Dr Menna Wael

6.3. Shelf life
3 years.
6.4. Special precautions for storage

Keep at a temperature not exceeding 30°C, in dry place.
Keep out of reach of children.

6.5. Nature and content of the outer packaging

A carton box containing (Al/Transparent yellowish orange PVC) strips, each of 10 tablets
and insert leaflet.For the number of strips, refer to the outer pack.

6.6. Special precautions for disposal and handling
No special requirements.

EDA revision date: 3/10/2023

Manufacturer & license holder:
Pharaonia pharmaceuticals (Pharo Pharma)
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