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PLEXADOL

(FILM-COATED TABLETS)
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(Tapentadol 50, 75. 100 mg)

Composition and Excipients: Each film-coated tablet contains: Tapentadol

(as HCI) 50. 75. or 100 mg.

Excipients:

Core: Microcrystalline cellulose. Lactose monohydrate. Povidone. Mg Stearate.

Sodium croscarmelose.

Film: PVA. Talc. Titanium dioxide. PEG6000. Colorant.

Mechanism of action: Tapentadol is a centrally-acting synthetic analgesic.

The exact mechanism of action is unknown. Although the clinical relevance

is unclear. preclinical studies have shown that tapentadol is a mu-opioid

receptor (MOR) agonist and a norepinephrine reuptake inhibitor (NRI).

Pharmacodynamics: Tapentadol demonstrated efficacy in preclinical models

of nociceptive: neuropathic. visceral and inflammatory pain; The Efficacy

covers nociceptive pain conditions including postoperative orthopaedic and

abdominal pain as well as chronic pain due to osteoarthritis of the hip or knee.

Pharmacokinetics:

Absorption:

« Tapentadol is rapidly and completely absorbed after oral administration.

+ Mean absolute bioavailability after single-dose administration (fasting) is
approximately 32% Due to extensive first-pass metabolism.

« Maximum serum concentrations of Tapentadol are typically observed at
around 1.25 hours after dosing.

« Dose-proportional increases in the Cmax and AUC values of Tapentadol
have been observed over the 50 to 150 mg dose range.

Food Effect:

The AUC and Cmax increased by 25% and 16%:. respectively. when

Tapentadol was administered after a high-fat. high-calorie breakfast.

Tapentadol may be given with or without food.

Distribution:

« Tapentadol is widely distributed throughout the body.

+ The serum protein binding is low and amounts to approximately 20%.

Metabolism:

« Tapentadol metabolism is extensive and about 97% of the parent
compound is metabolized.

+ The major pathway of Tapentadol metabolism is conjugation with glucuronic
acid to produce glucuronides.

« After oral administration approximately 70% of the dose is excreted in urine
as conjugated forms.

+ None of the metabolites contributes to the analgesic activity

Elimination:

« Tapentadol and its metabolites are excreted almost exclusively (99%)
via the kidneys.

« The total clearance is 1530 + 177 ml/min.

« The terminal half-life is on average 4 hours after oral administration.

Special Populations:

Elderly:

The mean exposure (AUC) to Tapentadol was similar in elderly subjects

compared to young adults. with a 16% lower mean Cmax observed in the

elderly subject group compared to young adult subjects.

Hepatic Impairment:

Administration of Tapentadol resulted in higher exposures and serum levels

to Tapentadol in subjects with impaired hepatic function compared to

subjects with normal hepatic function

Indications: Pleaxadol is indicated for the relief of moderate to severe acute

pain in adults. which can be adequately managed only with opioid analgesics

Contraindications: Plexadol is contraindicated in:

« Patients with significant respiratory depression.

« Patients with acute or severe bronchial asthma or hypercarbia in an
unmonitored setting or in the

« absence of resuscitative equipment.
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« Patients with known or suspected paralytic ileus.

« Patients with hypersensitivity (e.g. anaphylaxis. angioedema) to tapentadol
or to any other ingredients of the product.

« Patients who are receiving monoamine oxidase (MAO) inhibitors or who
have taken them within the last 14 days due to potential additive effects on
norepinephrine levels which may result in adverse cardiovascular events.

- Patients with acute intoxication with alcohol. hypnotics. centrally acting
analgesics. or psychotropic active substances.

Side Effects: The most frequent adverse drug reactions were in the
gastrointestinal and central nervous system (nausea. vomiting. somnolence.
dizziness and headache).
Very common: Dizziness. Somnolence. Headache. Nausea. Vomiting.
Common: Decreased appetite. Anxiety. Confusional state. Hallucination.
Sleep disorder. Abnormal dreams. Tremor. Flushing. Constipation.
Diarrhoea. Dyspepsia. Dry mouth. Pruritus. Hyperhidrosis. Rash. Muscle
spasms. Asthenia. Fatigue. Feeling of body temperature change.
Uncommon: depressed mood. disorientation. agitation. nervousness.
restlessness. euphoric mood. disturbance in attention. memory impairment.
presyncope. sedation. ataxia. dysarthria. muscle contractions involuntary.
visual disturbance. heart rate increase. palpitations. decreased blood
pressure. respiratory depression. oxygen saturation decreased . abdominal
discomfort. urticaria. sensation of heaviness. urinary hesitation. Pollakiuria.
drug withdrawal syndrome. oedema:. feeling abnormal feeling drunk. irritabili-
ty. feeling of relaxation.
Warnings and Precautions:
Potential for Abuse and Addiction / Dependence Syndrome: Tapentadol has
a potential for Abuse and Addiction.
All patients treated with active substances that have mu-opioid receptor
agonist activity should be carefully monitored for signs of abuse and addiction.
Respiratory depression: At high doses or in mu-opioid receptor agonist
sensitive patients. Tapentadol may produce dose-related respiratory
depression. Therefore. Tapentadol should be administered with caution to
patients with impaired respiratory functions. Alternative mu opiod receptors
agonist analgesics should be considered and the drug should be employed
under careful medical supervision at the lowest effective dose in such patients.
Head Injury and Increased Intracranial Pressure: Tapentadol should not be
used in patients who may be particularly susceptible to the intracranial effects
of carbon dioxide retention such as those with evidence of increased intracranial
pressure. impaired consciousness. or coma. Tapentadol should be used with
caution in patients with head injury and brain tumors.
Seizures: Like other analgesics with mu-opioid agorist activity Tapentadol is
not recommended in patients with a history of a seizure disorder or any
condition that would put the patient at risk of seizures.
Renal Impairment: The use in patients with severe renal impairment is not
recommended
Hepatic Impairment: Tapentadol should be used with caution in patients with
moderate hepatic impairment especially upon initiation of treatment.
The use in patients with severe hepatic impairment is not recommended.
Use in Pancreatic/Biliary Tract Disease: Tapentadol may cause spasm of the
sphincter of Oddi and should be used with caution in patients with biliary tract
disease. including acute pancreatitis.
Mixed opioid agonists / antagonists: Care should be taken when combining
Tapentadol with mixed mu-opioid agonist/antagonists (like pentazocine.
nalbuphine) or partial mu-opioid agonists (like buprenorphine). In patients
maintained on buprenorphine for the treatment of opioid dependence.
alternative treatment options (like e.g. temporary buprenorphine discontinuation)
should be considered:. if administration of full mu-agonists (like Tapentadol)
becomes necessary in acute pain situations. On combined use with
buprenorphine. higher dose requirements for full mu-receptor agonists have
been reported and close monitoring of adverse events such as respiratory
depression is required in such circumstances.

Patients with rare hereditary problems of galactose intolerance. the Lapp

lactase deficiency or glucose-galactose malabsorption. should not take this

medicinal product.

Drug Interaction:

« Medicinal products like benzodiazepines. barbiturates and opioids
(analgesics. antitussives or substitution treatments) may enhance the risk
of respiratory depression if taken in combination with Tapentadol.

« CNS depressants (e.g. benzodiazepines. antipsychotics. H1-antihistamines.
opioids. alcohol) can enhance the sedative effect of Tapentadol and impair
vigilance.

« When a combined therapy of Tapentadol with a respiratory or CNS depressant

is contemplated. the reduction of dose of one or both agents should be

considered.

Care should be taken when combining Tapentadol with mixed mu-opioid

agonist/antagonists (like pentazocine. nalbuphine) or partial mu-opioid

agonists (like buprenorphine)

- Serotonin syndrome is reported incombination of Tapentadol with
serotoninergic medicinal products such as selective serotonin re-uptake
inhibitors (SSRiIs). Signs of serotonin syndrome may be for example
confusion. agitation. fever. sweating. ataxia. hyperreflexia. myoclonus and
diarrhoea. Withdrawal of the serotoninergic medicinal products usually
brings about a rapid improvement. Treatment depends on the nature and
severity of the symptoms.

« The major elimination pathway for Tapentadol is conjugation with glucuronic

acid mediated via many isoenzymes of uridine diphosphate transferase

(UGT). Thus. concomitant administration with strong inhibitors of these

isoenzymes may lead to increased systemic exposure of Tapentadol.

For patients on Tapentadol treatment. caution should be exercised if

concomitant drug administration of strong enzyme inducing drugs (e.g.

rifampicin. phenobarbital. St John's Wort) starts or stops. since this may

lead to decreased efficacy or risk for adverse effects.

Treatment with Tapentadol should be avoided in patients who are receiving

monoamine oxidase (MAO) inhibitors or who have taken them within the last 14

days due to potential additive effects on synaptic noradrenaline concentrations

which may result in adverse cardiovascular events. such as hypertensive crisis.

Pregnancy and Lactation:

Tapentadol should be used during pregnancy only if the potential benefit

justifies the potential risk to the fetus.

Tapentadol should not be used during breast-feeding.

Effects on ability to drive and use machines:

The drug may have major influence on the ability to drive and use machines.

because it may have affect central nervous system functions. Patients should

be cautioned as to whether driving or use of machines is permitted.

Dosage and administration:

The dosing regimen should be individualized according to the severity of pain

being treated. the previous experience with similar drugs and the ability to

monitor the patient.

Patient should start treatment with single doses of 50 mg every 4-6 hours.

Higher doses maybe necessary depending on the pain intensity and the

patient previous history of analgesic requirements.

On the first day of dosing. an additional dose may be taken as soon as one

hour after the initial dose. if pain control is not achieved. The doses should

then be titrated individually to a level that provides adequate analgesia and
minimizes undesirable effects under the close supervision of the prescribing
physician.

Daily doses greater than 700 mg Tapentadol on the first day of treatment and

maintenance daily doses greater than 600 mg Tapentadol have not been

studied and are therefore not recommended.

Duration of treatment: The film-coated tablets are intended for acute pain

situations. If longer term treatment is anticipated or becomes necessary and

effective pain relief in the absence of intolerable adverse events was
achieved with Tapentadol. the possibility of switching the patient to therapy
with Tapentadol prolonged release tablets should be considered.

Discontinuation of treatment: Withdrawal symptoms could occur after abrupt

discontinuation of treatment with Tapentadol. When a patient no longer

requires therapy with Tapentadol. it may be advisable to taper the dose
gradually to prevent symptoms of withdrawal.

Renal Impairment: In patients with mild or moderate renal impairment a

dosage adjustment is not required. The use in patients whith severe renal

impairment is not recommended.

Hepatic Impairment: In patients with mild hepatic impairment a dosage

adjustment is not required. Tapentadol should be used with caution in

patients with moderate hepatic impairment. Treatment in these patients

should be initiated at the lowest available dose strength. i.e. 50 mg

Tapentadol as film-coated tablet. and not be administered more frequently

than once every 8 hours. At initiation of therapy a daily dose greater than 150

mg Tapentadol as film-coated tablet is not recommended. Further treatment

should reflect maintenance of analgesia with acceptable tolerability. to be

achieved by either shortening or lengthening the dosing interval. The use in

patients with severe hepatic impairment is not recommended.

Older People (persons aged 65 years and over): In general. a dose adaptation

in older people is not required. However. as older people are more likely to

have decreased renal and hepatic function. care should be taken in dose

selection as recommended

Paediatric Patients: The safety and efficacy of Tapentadol in children and

adolescents below 18 years of age has not yet been established. Therefore.

Tapentadol is not recommended for use in this population.

Method of administration: Tapentadol should be taken with sufficient liquid.

Tapentadol can be taken with or without food.

Overdoses\Toxicity:

Symptoms:

the symptoms include: in particular. miosis. vomiting. cardiovascular

collapse. consciousness disorders up to coma. convulsions and respiratory

depression up to respiratory arrest.

Management:

— Management of overdose should be focused on treating symptoms of
mu-opioid agonism.

— Assisted or controlled ventilation when overdose of Tapentadol is suspected.

Pure opioid receptor antagonists such as naloxone are specific antidotes to

respiratory depression resulting from opioid overdose. Gastrointestinal

decontamination with activated charcoal or by gastric lavage may be

considered within 2 hours after intake.

Packaging: 3 blisters. each contains 10 film-coated tablets of PLEXADOL.

Storage Conditions:

Store at room temperature. between 15° — 30°C. away from moisture and

direct light.

Prescription only medicine.

Keep out of reach of children.

TPP180045 THIS IS A MEDICAMENT

~ Amedicament is a product but unlike any other products.

~ A medicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you.

~ Follow strictly the doctor's prescription. the method of use and the instructions of the
pharmacist who sold the medicament. The doctor and the pharmacist are experts in
medicine. ts benefits and risks.

~ Do not by yourself interrupt the period of treatment prescribed for you.

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by:
HAMA PHARMA Hama - Syria A
Tel.: +963 33 8673941 Fax: +963 33 8673943 =
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