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Paracetamol Extra Hama Pharma

CAPSULES
Paracetamol / Codeine / Caffeine

COMPOSITION: Each capsule of Paracetamol Extra Hama Pharma contains:

Paracetamol: 500 mg

Codeine Phosphate Hemihydrate: 8 mg

Caffeine: 30 mg

Excipients: Magnesium stearate, Maize starch.

PHARMACOLOGICAL PROPERTIES:

Pharmacodynamic properties:

Paracetamol is a well-established analgesic, caffeine has a stimulating effect on the central

nervous system and possesses a weak diuretic action.

Codeine is a centrally acting weak analgesic. Codeine exerts its effect through p opioid receptors,

although codeine has low affinity for these receptors, and its analgesic effect is due to its

conversion to morphine. Codeine, particularly in combination with other analgesics such as

paracetamol, has been shown to be effective in acute nociceptive pain.

PHARMACOKINETIC PROPERTIES:

Paracetamol is rapidly and almost completely absorbed from the gastrointestinal tract.

Concentration of paracetamol in plasma reaches a peak in 30-60 minutes and the plasma

half-life is 1-4 hours. Paracetamol is relatively uniformly distributed throughout most body fluids

and exhibits variable protein binding. Excretion is almost exclusively renal, in the form of

conjugated metabolites.

Codeine phosphate is well absorbed after administration and distributes widely throughout

the body. 85% of an oral dose is excreted in the urine within 24 hours, 40-70% of this being

free or conjugated codeine, 5-15% free or conjugated morphine, 10-20% free or conjugated

norcodeine, and trace amounts may be free or conjugated normorphine.

Caffeine is rapidly but irregularly absorbed after oral administration, absorption is pH-related.

After an oral dose of 100 mg, peak plasma concentrations of 1.5-2 mg/ml are attained within

1-2 hours. Plasma half-life = 4-10 hours. Caffeine rapidly distributes throughout the body

water, and is approximately 15% bound to plasma proteins. In 48 hours, 45% of a dose is

excreted in the urine as L-methylxanthine and L-methyluric acid.

INDICATIONS:

In patients older than 12 years of age for the treatment of acute moderate pain which is not

considered to be relieved by other analgesics such as paracetamol or ibuprofen alone.

For the relief of migraine, headache, backache, rheumatic pain, period pains and dental pain.

CONTRAINDICATIONS:

+ Hypersensitivity to paracetamol, caffeine, codeine, opioid analgesics or any of the other constituents.

+ In all pediatric patients (0-18 years of age) who undergo tonsillectomy and/or
adenoidectomy for obstructive sleep apnea syndrome due to an increased risk of
developing serious and life-threatening adverse reactions.

+ In women during breastfeeding.

+In patients for whom it is known they are CYP2D6 ultra-rapid metabolizers.

WARNINGS AND PRECAUTIONS:

Care is advised in the administration of paracetamol o patients with renal or hepatic impairment.

The hazard of overdose is greater in those with non-cirrhotic alcoholic liver disease.

Do not exceed the stated dose.

Patients should be advised to consult their doctor if their headaches become persistent.

Patients should be advised not to take other paracetamol or codeine-containing products concurrently.

If symptoms persist consult your doctor.

Keep out of the reach and sight of children.

Patients with obstructive bowel disorders or acute abdominal conditions should consult a

doctor before using this product.

Patients with a history of cholecystectomy should consult a doctor before using this product

as it may cause acute pancreatitis in some patients.

Excessive intake of caffeine (e.g. coffee, tea and some canned drinks) should be avoided

while taking this product.

CYP2D6 metabolism: Codeine is metabolized by the liver enzyme CYP2D6 into morphine, its

active metabolite. If a patient has a deficiency or is completely lacking this enzyme an

adequate analgesic effect will not be obtained.

(Q:300x155mm)

Post-operative use in children: There have been reports in the published literature that
codeine given post-operatively in children after tonsillectomy and/or adenoidectomy for
obstructive sleep apnea, led to rare, but life threatening adverse events. Al children received
doses of codeine that were within the appropriate dose range; however, there was evidence
that these children were either ultra-rapid or extensive metabolizers in their ability
to metabolize codeine to morphine.

Children with compromised respiratory function: Codeine is not recommended for use in children
in whom respiratory function might be compromised including neuromuscular disorders,
severe cardiac or respiratory conditions, upper respiratory or lung infections, multiple trauma
or extensive surgical procedures. These factors may worsen symptoms of morphine toxicity.
UNDESIRABLE EFFECTS:

Paracetamol
Body System Undesirable effect
. . hrombocytopenia
Blood and lymphatic system disorders| Agranulocytosis
[Anaphylaxis

(Cutaneous hypersensitivity reactions including skin rashes

mmune system disorders langioedema and Stevens Johnson syndrome/toxic epidermal
b necrolysis
Respiratory, thoracic and mediasti- .
inal disorders ronchospasr
Hepatobiliary disorders Hepatic dysfunction

*There have been cases of bronchospasm with paracetamol, but these are more likely
in asthmatics sensitive to aspirin or other NSAIDs.
Caffeine

Body System Undesirable effect

ervousness

Central nervous system Dizziness

When the recommended paracetamol-caffeine-codeine dosing regimen is combined with
dietary caffeine intake, the resulting higher dose of caffeine may increase the potential for
caffeine-related adverse effects such as insomnia, restlessness, anxiety, irritability,
headaches, gastrointestinal disturbances and palpitations.

Codeine

Body System Undesirable effect

Drug dependency can occur after prolonged use of codeinel

Psychiatric disorders lat igher doses

Constipation, nausea, vomiting, dyspepsia, dry mouth, acute|

(Gastrointestinal disorder lpancreatitis in patients with a history of cholecystectomy

izziness, worsening of headache with prolonged use,

Nervous system disorder ldrowsiness.

Renal and urinary disorders Difficulty with micturition

Fkin and subcutaneous tissue disorder|Pruritus, sweating

E - - .
Patients should be advised not to drive or operate machinery if affected by dizziness
or sedation.

DRUG INTERACTIONS:

Paracetamol: The speed of absorption of paracetamol may be increased by metoclopramide
or domperidone and absorption reduced by colestyramine. The anticoagulant effect of
warfarin and other coumarins may be enhanced by prolonged regular daily use of paracetamol
with increased risk of bleeding; occasional doses have no significant effect.

Codeine: Codeine may antagonize the effects of metoclopramide and domperidone on
gastrointestinal motility.

Codeine potentiates the central depressive effects of central nervous system depressants including
alcohol, anaesthetics, hypnotics, sedatives, tricyclic antidepressants and phenothiazines.
MAOIs taken with pethidine have been associated with severe CNS excitation or depression
(including hypertension or hypotension). Although this has not been documented with codeine,
it is possible that a similar interaction may occur and therefore the use of codeine should be
avoided while the patient is taking MAOIs and for 2 weeks after MAOI discontinuation.
Opiate analgesics may interact with monoamine oxidase inhibitors (MAOI) and result
in serotonin syndrome.
PREGNANCY AND LACTATION:
Pregnancy: Use during pregnancy should be avoided, unless advised by a physician. This
includes maternal use during labor because of the potential for respiratory depression in the
neonate.
The safety of paracetamol-caffeine-codeine during pregnancy has not been established
relative to the possible adverse effects of fetal development and should be avoided during
pregnancy due to the possible increased risk of lower birth weight and spontaneous abortion
associated with caffeine consumption.
Lactation: Codeine should not be used during breastfeeding.
At normal therapeutic doses codeine and its active metabolite may be present in breast milk
at very low doses and is unlikely to adversely affect the breast fed infant.
However, if the patient is an ultra-rapid metabolizer of CYP2DS, higher levels of the active
metabolite, morphine, may be present in breast milk and on very rare occasions may result
in symptoms of opioid toxicity in the infant, which may be fatal.
Although significant caffeine toxicity has not been observed in breastfed infants, caffeine may
have a stimulating effect on the infant.
Due to the caffeine content of this product it should not be used if you are pregnant or breastfeeding.
OVERDOSE: Overuse of this product, defined as consumption of quantities in excess of the
recommended dose, or consumption for a prolonged period of time may lead to physical or
psychological dependency. Symptoms of restlessness and irritability may result when
treatment is stopped.
Codeine: The effects in overdosage will be potentiated by simultaneous ingestion of alcohol
and psychotropic drugs.
Symptoms: An overdose of codeine is characterized, in the first phase, by nausea and
vomiting. An acute depression of the respiratory center can cause cyanosis, slower breathing,
drowsiness, ataxia and, more rarely, pulmonary edema. Respiratory pauses, miosis, convulsion,
collapse and urine retention. Signs of histamine release have been observed as well.
Management: This should include general symptomatic and supportive measures including
a clear airway and monitoring of nvital signs until stable. Consider activated charcoal if an
adult presents within one hour of ingestion of more than 350 mg or a child more than 5 mg/kg.
Give naloxone if coma or respiratory depression is present. Naloxone is a competitive
antagonist and has a short half-life, so large and repeated doses may be required in
a seriously poisoned patient. Observe for at least four hours after ingestion, or eight hours if
a sustained release preparation has been taken.

; Liver damage is possible in adults who have taken 10 g or more of paracetamol.
Ingestion of 5 g or more of paracetamol may lead to liver damage if the patient has risk factors.
Risk Factors:
If the patient
Is on long term treatment with carbamazepine, phenobarbitone, phenytoin, primidone,
rifampicin, St John's Wort or other drugs that induce liver enzymes.

Or
Regularly consumes ethanol in excess of recommended amounts.
Or

Is likely to be glutathione deplete e.g. eating disorders, cystic fibrosis, HIV infection,
starvation, cachexia.

Symptoms: Symptoms of paracetamol overdose in the first 24 hours are pallor, nausea,
vomiting, anorexia and abdominal pain. Liver damage may become apparent 12 to 48 hours
after ingestion. Abnormalities of glucose metabolism and metabolic acidosis may occur. In
severe poisoning, hepatic failure may progress to encephalopathy, hemorrhage,
hypoglycemia, cerebral edema and death. Acute renal failure with acute tubular necrosis,
strongly suggested by loin pain, hematuria and proteinuria, may develop even in the absence
of severe liver damage. Cardiac arrhythmias and pancreatitis have been reported.
Management: Immediate treatment is essential in the management of paracetamol overdose.
Despite a lack of significant early symptoms, patients should be referred to hospital urgently

for immediate medical attention.
Symptoms may be limited to nau- @/ @
sea or vomiting and may not |, g . o sy
reflect the severity of overdose or L= 1s0soo1:200 3RS 18001:2007 md L 150 14001: 2004
the risk of organ damage.

Treatment with activated charcoal should be considered if the overdose has been taken
within 1 hour. Plasma paracetamol concentration should be measured at 4 hours or later
after ingestion (earlier concentrations are unreliable). Treatment with N-acetylcysteine may
be used up to 24 hours after ingestion of paracetamol, however, the maximum protective
effect is obtained up to 8 hours post-ingestion. The effectiveness of the antidote declines
sharply after this time. If required the patient should be given intravenous N-acetylcysteine,
in line with the established dosage schedule. If vomiting is not a problem, oral methionine
may be a suitable alternative for remote areas, outside hospital.

Caffeine:

Symptoms and signs: Overdose of caffeine may result in epigastric pain, vomiting, diuresis,
tachycardia or cardiac arrhythmia, CNS stimulation (insomnia, restlessness, excitement,
agitation, jitteriness, tremors and convulsions).

It must be noted that for clinically significant symptoms of caffeine overdose to occur with this product,
the amount ingested would be associated with serious paracetamol-related liver toxicity.
Management: Patients should receive general supportive care (e.g. hydration and
maintenance of vital signs). The administration of activated charcoal may be beneficial when
performed within one hour of the overdose, but can be considered for up to four hours after
the overdose. The CNS effects of overdose may be treated with intravenous sedatives.
Summary: Treatment of overdose with Paracetamol Extra Hama Pharma Tablets requires
assessment of plasma paracetamol levels for antidote treatment, with signs and symptoms of
codeine and caffeine toxicity being managed symptomatically.

DOSAGE AND METHOD OF ADMINISTRATION:

Adults (including the elderly): 2 tablets up to 3 or 4 imes a day if necessary. The dose should
not be repeated more frequently than every four hours, and not more than 4 doses should be
given in any 24 hour period.

- 2 tablets up to 3 or 4 times a day if necessary.
The dose should not be repeated more frequently than every four hours, and not more than
4 doses should be given in any 24 hour period.

: Codeine should not be used in children below the age of
12 years because of the risk of opioid toxicity due to the variable and unpredictable
metabolism of codeine to morphine.
For oral administration only.
The duration of treatment should be limited to 3 days and if no effective pain relief is achieved
thﬁ é)ﬁﬁgts/carers should be advised to seek the views of a physician.

2 blisters, each contains 10 capsules/carton box.
STORAGE CONDITIONS:
“Store at room temperture below 25° C”

“Keep out of Reach of Children”

TPP1205607 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, its benefits and risks

~ Do ot 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
Tel.: +963 33 8673941 Fax: +963 33 8673943 "HAMA PHARMA
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