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ORFAM

(Film-Coated Tablets)

Paracetamol / Dextromethorphan Hydrobromide / Phenylephrine HCI 325/10/5 mg

COMPOSITION & EXCIPIENTS: Each film-coated tablet contains:

Paracetamol / Dextromethorphan Hydrobromide / Phenylephrine HCI 325/10/5 mg.

EXCIPIENTS: Acesulfame potassium, Magnesium stearate, Microcrystalline cellulose,

Povidone, Silicon dioxide, Sodium starch glycolate, Starch, Stearic acid, Talc.

Film-Coating: Titanium dioxide, Polyethylene glycol, Polyvinyl alcohol, Carnauba

wax (polishing).

PROPERTIES:

Paracetamol:  Paracetamol is a para-aminophenol derivative that exhibits

analgesic and anti-pyretic activity. lts mechanism of action is believed to include

inhibition of prostaglandin synthesis, primarily within the central nervous system.

Dextromethorphan: Dextromethorphan is a non-opioid antitussive used for the

relief of coughs, often accompanying colds and respiratory infections.

Phenylephrine: Phenylephrine is a sympathomimetic agent with mainly direct

effects on adrenergic receptors (predominantly alpha-adrenergic activity)

producing nasal decongestion.

PHARMACOKINETICS:

Absorption:

Paracetamol is rapidly and almost completely absorbed from the gastrointestinal

tract. Food intake delays paracetamol absorption.

Dextromethorphan is well absorbed from the gastrointestinal tract after oral

administration.

Phenylephrine is irregularly absorbed from the gastrointestinal tract.

Distribution:

Paracetamol is distributed into most body tissues. Binding to the plasma proteins

is minimal at therapeutic concentrations.

Phenylephrine undergoes rapid distribution into peripheral tissues.

Metabolism:

Paracetamol is metabolised in the liver and excreted in the urine mainly as

glucuronide and sulphate conjugates.

Dextromethorphan is metabolized in the liver.

Phenylephrine undergoes first-pass metabolism by monoamine oxidases in the

gut and liver; orally administered phenylephrine thus has reduced bioavailability.

Excretion:

Paracetamol is excreted in the urine mainly as the glucuronide and sulphate

conjugates. The elimination half-life varies from one to three hours.

Dextromethorphan is excreted in the urine as unchanged dextromethorphan and

demethylated metabolites. The plasma elimination half-life of dextromethorphan

is 1.2 to 3.9 hours.

Phenylephrine and its metabolites are excreted mainly in urine. The elimination

half-life averages 2-3 hours.

INDICATIONS: ORFAM is used for the temporary relief of the following

symptoms of cold and flu: headache, runny or blocked nose, sore throat, dry

cough, body aches and pains, and reducing fever.

CONTRAINDICATIONS:

« If the patient is allergic to any ingredient of the drug.

« If the patient is taking other medicines for the relief of colds and flu, congestion
or blocked nose, appetite suppressants or stimulants.

« If the patient is taking antidepressant medicines or regularly drinks large
quantities of alcohol.

« In the patient who is taking monoamine oxidase inhibitor (MAOI) (anti-depres-
sant, psychiatric drugs, or Parkinson’s drug) (e.g., phenelzine) or for 2 weeks
after stopping the MAOI drug.

+ Children under 12 years of age.

« If the patient has: severe hypertension or coronary artery disease, stenosing peptic
ulcer, symptomatic prostatic hypertrophy, bladder neck obstruction, pyloroduodenal
obstruction, respiratory failure (e.g. those with chronic obstructive airways disease
or pneumonia or during an asthma attack or an exacerbation of asthma).

WARNINGS AND PRECAUTIONS:

Medical advice should be sought before taking this product in patients with these

conditions: Hypertension, Cardiovascular disease, Diabetes, Hyperthyroidism,

Raised intraocular pressure (i.e. glaucoma), Phaeochromocytoma. An

enlargement of the prostate gland, Occlusive vascular disease (eg Raynaud’s

Phenomenon), Epilepsy, Bronchitis, Brochiectasis, Bronchial asthma, Chronic or

persistent cough such as occurs with asthma and emphysema or where cough is

accompanied by excessive secretions, Liver and kidney impairment.

Caution should be exercised in patients with kidney impairment and in those with

hepatic impairment due to the paracetamol content of this medicine.

Underlying liver disease increases the risk of paracetamol-related liver damage.

In patients with glutathione depleted states such as sepsis the use of

paracetamol may increase the risk of metabolic acidosis.

dextromethorphan may increase the effects of alcohol and therefore concurrent

use should be avoided.

Phenylephrine should be used with caution in patients taking beta-blockers or

other antihypertensives.

Phenylephrine and dextromethorphan should be used with caution in patients

taking tricyclic antidepressants.

Dextromethorphan should be used with caution in patients taking selective

serotonin reuptake inhibitors (SSRI).

Concomitant use of other cough and cold medicines should be avoided.

If symptoms persist for more than 5 days or are accompanied by high fever, skin

rash or persistent headache, medical advice must be sought.

Duration of therapy should not exceed 5 days.

PREGNANCY AND BREAST-FEEDING: This product should not be used

during pregnancy without medical advice.

Paracetamolis excreted in breast milk. Maternal ingestion of paracetamol in usual

analgesic doses does not appear to present a risk to the breastfed infant.

Phenylephrine may be excreted in breast milk.

DRUG INTERACTIONS:

« Paracetamol:

- Coumarins (including warfarin):  Anticoagulant effect may be enhanced by
prolonged regular daily use of paracetamol with increased risk of bleeding.
Anticoagulant dosage may require reduction if treatment with paracetamol
containing medication is prolonged.

- Substances that increase gastric emptying (metoclopramide): Increase parac-
etamol absorption.

- Substances that decrease gastric emptying (eg: propantheline, antidepressants
with _anticholinergic properties, narcotic analgesics):  These substances
decrease paracetamol absorption.

- Chloramphenicol: Concentrations may be increased by paracetamol.
Potentially hepatotoxic drugs or drugs that induce liver microsomal enzymes
(e.g. alcohol, anticonvulsants): Risk of paracetamol toxicity may be increased.

- Probenecid: May affect paracetamol excretion and alter paracetamol plasma
concentrations.

- Colestyramine: Reduces the absorption of paracetamol if given within one hour
of paracetamol.

« Phenylephrine: Should be used with caution in combination with the following
drugs:

- Monoamine oxidase inhibitors:
blood pressure may occur.

- Sympathomimetic amines such as other decongestants, appetite suppressants
and amphetamine-like psychostimulants increase the risk of cardiovascular side
effects and other additive effects.

- Beta-blockers and other antihypertensives (including debrisoquine, guanethidine,
reserpine, methyldopa): The risk of hypertension and other cardiovascular side
effects may be increased.

- Tricyclic antidepressants (e.g. amitriptyline):
cardiovascular side effects with phenylephrine.

- Digoxin and cardiac glycosides: Increase the risk of irregular heartbeat or heart
attack.

« Dextromethorphan:

- Monoamine oxidase inhibitors (MAQIs): Increase the risk of serious side effects
such as hypertensive crisis, hyperpyrexia and convulsions.

- Selective serotonin re-uptake inhibitors (SSRIs), tricyclic antidepressants: May
result in serotonin syndrome with changes in mental status, hypertension,
restlessness’ myoclonus, hyperreflexia, diaphoresis, shivering and tremor.

- CNS depressants (e.g. alcohol, narcotic analgesics and tranquilizers):
increase the CNS depressant effects of these drugs.

- Inhibitors of cytochrome P450 2D6: Serum level of dextromethorphan may be
increased.

Hypertensive crisis or a serious increase in

May increase the risk of

May

Qualitas
Inierastiousl
Cerificaion LUK

150 9001: 2008

OHSAS 18001:2007

150 14001 : 2006

SIDE EFFECTS:

Paracetamol:  Thrombocytopenia, Anaphylaxis, Cutaneous hypersensitivity

reactions including skin rashes, angioedema and Stevens Johnson syndrome,

bronchospasm, especially in patients sensitive to aspirin and other NSAIDs,

hepatic dysfunction.

Dextromethorphan: Drowsiness, dizziness, fatigue, dystonias, Gastrointestinal

disturbance, nausea, vomiting, abdominal discomfort or constipation.

Phenylephrine: Nervousness, Headache, dizziness, insomnia, Increased blood

pressure, Nausea, vomiting, Anxiety.

DOSAGE AND ADMINISTRATIONS:

Adults and children 12 years and older: 2 tablets every 4 hours. Do not exceed

10 tablets in 24 hours.

- This product may cause sleeplessness if taken several hours before going to
bed.

- Do not use for more than 5 days at a time in adults except on medical advice.

- Should not be used for more than 48 hours for children aged 12 — 17 except on
medical advice.

- Do not give to children under 12 years of age.

- Do not exceed the stated dose or frequency of dose.

- The lowest dose necessary to achieve efficacy should be used.

- Should not be used with other medicines containing paracetamol.

OVERDOSE:

* Paracetamol:

Symptoms and signs: Paracetamol overdose may cause liver failure which can

lead to liver transplant or death.

Treatment: Immediate medical management is required in the event of overdose,

even if symptoms of overdose are not present. Administration of N-acetylcysteine

or methionine may be required.

« Phenylephrine:

Symptoms and Signs: Overdose is likely to result in effects similar to those

listed under Adverse Reactions. Additional symptoms may include iritability,

restlessness, hypertension, and possibly reflex bradycardia. In severe cases

confusion, hallucinations, seizures and arrhythmias may occur.

Treatment: Treatment should be as clinically appropriate. Severe hypertension

may need to be treated with an alpha blocking drug such as phentolamine.

« Dextromethorphan:

Symptoms and Signs: Dextromethorphan overdose is likely to result in effects

similar to those listed under Adverse Reactions. Following large overdoses,

additional symptoms may include excitation, mental confusion, restlessness,

nervousness and irritability, stupor, ataxia, dystonia, hallucinations, psychosis

and respiratory depression.

Treatment: Supportive and symptomatic care should be provided as required.

If overdose is severe, naloxone may be helpful, particularly for patients with

respiratory depression.

PACKAGING: 2 blisters, each contains 10 film-coated tablets /carton box.

STORAGE CONDITIONS: Store at room temperature, 20° - 25° C.

TPP190000 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 phar-
macist who sold the medicament. The doctor and the pharmacist are experts in - medicine,
its 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 i
Tel.: +963 33 8673941 Fax: +963 33 8673943 } HAMA PHARMA
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