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REVMOX

(Methocarbamol + Ibuprofen)
500 mg + 200 mg or 750 mg + 400 mg

Composition and Excif

Each bilayer film-coated tablet contains: Methocarbamol/lbuprofen

500/200 or 750/400 mg.

Excipients:

Ibuprofen Layer:

The core: Magnesium stearate, Microcrystalline cellulose, Povidone,

Sodium lauryl sulphate, Sodium starch glycolate.

The film: Hypromelose, PEG, Methyl cellulose, Red ferric oxide.

Methocarbamol Layer:

The core: Magnesium stearate, Microcrystalline cellulose, Povidone,

Sodium lauryl sulphate, Sodium starch glycolate.

The film: Hypromelose, PEG, Methyl cellulose, FD&C Blue No.2.

Mechanism of action and pharmacodynamic effects:

Methocarbamol is effective in reducing muscle spasm and pain in acute

musculoskeletal disorders secondary to trauma and inflammation. The

precise mechanism of action is not known. Methocarbamol is thought to

act on the central nervous system, perhaps depressing polysynaptic

reflexes.

Ibuprofen, like all non steroidal anti-inflammatory drugs (NSAIDs), is an

analgesic, antipyretic, and anti-inflammatory medication. There is strong

evidence to support the view that the main mechanism of action of

ibuprofen (like other NSAIDs) is related to decreasing prostaglandin

biosynthesis.

Pharmacokinetics:

It is rapidly absorbed from the GIT following oral administration.

Its plasma half-life is reported to be about 1 to 2 hours. It is mainly metabolized

by liver & is excreted in urine & small amount is excreted in Feces.

Indications:

Adults and Children over 12 years: For effective relief of pain associated

with muscle spasm such as back pain, tense neck muscles, strains and

sprains.

Contraindications:

The following are contraindications to the use of methocarbamol /ibuprofen

combination drug product.

1.Known hypersensitivity to methocarbamol or ibuprofen. There is
a potential for cross reactivity between different NSAIDs and
ibuprofen, and patients sensitive to other carbamate derivatives and
methocarbamol.

2.Active peptic ulcer, a history of recurrent ulceration or active
inflammatory disease of the G.I. system.

3. The combination drug product should not be used in patients who have
significant hepatic impairment or active liver disease.

4.Severely impaired or deteriorating renal function (creatinine clearance
<30mL/min).

5.Individuals with lesser degrees of renal impairment are at risk of
deterioration of their renal function when prescribed NSAIDs and must
be monitored.

6.Patients with the complete or partial syndrome of nasal polyps,
or in whom asthma, anaphylaxis, urticaria, rhinitis or other allergic
manifestations are precipitated by ASA or other non steroidal
anti-inflammatory agents. Fatal anaphylactoid reactions have occurred
in such individuals. As well, individuals with the above medical
problems are at risk of a severe reaction even if they have taken
NSAIDs in the past without any adverse effects.

7.Not recommended for use with other NSAIDs because of the absence
of any evidence demonstrating synergistic benefits and the potential for
additive side effects.

Side Effects:
- Ibuprofen:
Gastrointestinal tract disorders such as nausea, epigastric pain,
heartburn. diarrhea, abdominal distress, vomiting, indigestion,

constipation, abdominal cramps or pain, fullness of the gastrointestinal
tract (bloating or flatulence).

(Bilayer Film-Coated Tablets)

Central Nervous System: dizziness. headache, nervousness.
Dermatologic: rash (including maculopapular type) ,pruritus.

Special Senses: tinnitus.

Hematologic: leukopenia and decreases in hemoglobin and hematocrit.
Renal: decreased creatinine clearance, polyuria, azotemia.

Hepatic: hepatitis, jaundice, abnormal liver function, AST, serum bilirubin,
and alkaline phosphatase.

Metabolic: decreased appetite, edema, fluid retention. Fluid retention
generally responds to drug discontinuation.

- Methocarbamol:

may cause drowsiness, dizziness, blurred vision, light headedness,
somnolence, vertigo, anorexia, headache, fever, nausea, allergic
reactions such as urticaria, pruritus, rash, skin eruptions, conjunctivitis
with nasal congestion. Oral administration of methocarbamol may cause
the urine in some patients, following elimination from the body, to turn
brown, black, blue or green after a period of time.

Warnings and Precautions:

Gastrointestinal (Gl) System:

Serious Gl toxicity, such as peptic ulceration, perforation and
gastrointestinal bleeding sometimes severe and occasionally fatal, can
occur at any time, with or without symptoms in patients treated with
NSAIDs including ibuprofen.

Minor upper Gl problems, such as dyspepsia, are common, usually
developing early in therapy.

Physicians should remain alert for ulceration and bleeding in patients
treated with non steroidal anti-inflammatory drugs, even in the absence
of previous Gl tract symptoms. Combination methocarbamol/ibuprofen
should be given under close medical supervision to patients prone to
gastrointestinal irritation, particularly those with history of peptic ulcer,
diverticulosis or ulcerative colitis and Crohn’s Disease. In these cases the
physician must weigh the benefits of treatment against the possible
hazards.

Aseptic Meningitis:

In occasional cases with some NSAIDs (ibuprofen) the symptoms of
aseptic meningitis (stiff neck, severe headaches, nausea, vomiting, fever,
or clouding of consciousness) have been observed.

Patients with autoimmune disorders (systemic lupus erythematosus,
mixed connective tissue disease etc.) seem to be pre-disposed.
Therefore, in such patients, the physician must be vigilant to the development
of this complication.

Renal function:

Ibuprofen and its metabolites are eliminated primarily by the kidneys;
therefore, the drug should be used with great caution in patients with
impaired renal function. In these cases, utilisation of lower doses of
Muscle & Back Pain Relief with Ibuprofen should be considered and
patients carefully monitored. Methocarbamol may also affect renal
function if therapy lasts 5 days or more. During long-term therapy kidney
function should be monitored periodically.

Genitourinary tract:

Some NSAIDs are known to cause persistent urinary symptoms (bladder
pain, dysuria, urinary frequency), hematuria or cystitis. The onset of
these symptoms may occur at any time after the initiation of therapy with
an NSAID. Some cases have become severe on continued treatment.
Should urinary symptoms occur, treatment with ibuprofen/methocarbamol
combination must be stopped immediately to obtain recovery. This
should be done before any urological investigations of treatments are
carried out.

Hepatic function:

During long-term therapy, liver function tests should be monitored
periodically. If there is a need to prescribe this drug in the presence of
impaired liver function, it must be done under strict observation.

Use in the Elderly:

For such patients, consideration should be given to a starting dose lower
than the one usually recommended, with individual adjustment when
necessary and under close supervision.

The dose of 1200 mg ibuprofen per day for up to 7 days is reported to be
safe for the over 65 years of age group.

Fluid and Electrolyte Balance:

Ibuprofen should be used with caution in patients with heart failure,
hypertension or other conditions predisposing to fluid retention. With
NSAID treatment there is a potential risk of hyperkalemia, particularly in
patients with conditions such as diabetes mellitus or renal failure; elderly
patients; or in patients receiving concomitant therapy with$-adrenergic
blockers, angiotensin converting enzyme inhibitors or some diuretics.
Serum electrolytes should be monitored periodically during long-term
therapy, especially in those who are at risk.

Ophthalmology:

Blurred and/or diminished vision has been reported with the use of
ibuprofen. If such symptoms develop this drug product should be
discontinued and an ophthalmologic examination performed; ophthalmic
examination should be carried out at periodic intervals in any patient
receiving this drug product for an extended period of time.

Central nervous system:

Some patients may experience drowsiness, dizziness, vertigo, insomnia
or depression with the use of this product. If patients experience these
side effects, they should exercise caution in carrying out activities that
require alertness.

Infection:

In common with other anti-inflammatory drugs, ibuprofen may mask the
usual signs of infection.

Hematology:

Drugs inhibiting prostaglandin biosynthesis do interfere with platelet
function to varying degrees; therefore, patients who may be adversely
affected by such an action should be carefully observed when ibuprofen
is administered. Blood dyscrasias (such as neutropenia, leukopenia,
thrombocytopenia, aplastic anemia and agranulocytosis) associated with
the use of NSAIDs are rare, but could occur with severe consequences.
Not to be given to children under 12 years of age.

Drug Interactions:

Methotrexate: This may enhance the toxicity of methotrexate. Caution
should be used when ibuprofen is administered concomitantly with
methotrexate.

Lithium: Plasma lithium levels should be carefully monitored in patients
taking combination therapy of ibuprofen and lithium. Ibuprofen has been
shown to decrease the renal lithium clearance and increase plasma
lithium levels.

Acetylsalicylic acid (ASA) or other NSAIDs: The use of ibuprofen in
addition to any other NSAID, including ASA, is not recommended due to
the possibility of additive side effects.

Acetaminophen: Although interactions have not been reported, concurrent
use with ibuprofen is not advisable; it may increase the risk of adverse
renal effect.

Digoxin: Ibuprofen has been shown to increase serum digoxin concentration.
Increased monitoring and dosage adjustments of digitalis glycoside
may be necessary during concurrent ibuprofen therapy and following
discontinuation of ibuprofen therapy.

Anti-hypertensives: Ibuprofen can interfere with blood pressure control in
certain patients under treatment for mild to moderate hypertension.
Diuretics: Because of its fluid retention properties, high doses of ibuprofen
can decrease the diuretic and antihypertensive effects of diuretics, and
increased diuretic dosage may be required. Patients with impaired renal
function who are taking potassium-sparing diuretics should not take
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ibuprofen.

H-2 antagonists: coadministration of cimetidine or ranitidine with ibuprofen
had no substantive effect on ibuprofen serum concentrations.
Coumarin-type: Because prostaglandins play an important role in
hemostasis, and NSAIDs affect platelet function, concurrent therapy of
ibuprofen with warfarin requires close monitoring to be certain that no
change in anticoagulant dosage is necessary.

Other drugs:

caution should be observed when other drugs, also having a high affinity
for protein binding sites, are used concurrently. Some observations have
suggested a potential for ibuprofen to interact with furosemide, pindolol,
digoxin, and phenytoin.
Dosage and Administratiol
Adults and Children over 12: 1 to 2 tablets every 4-6 hours. Do not
exceed 6 tablets in 24 hours, unless recommended by a physician.
pregnant and nursing:

Do not take if you are pregnant or nursing.

Overdose:

Methocarbamol overdose toxicity or death has not been reported. Clinical
findings associated with major ibuprofen overdose include abdominal
pain, nausea, vomiting, lethargy and drowsiness. Other CNS symptoms
include headache, tinnitus, CNS depression, dizziness, drowsiness,
seizures, apnea and stupor, rarely progressing to coma.

Treatment of Overdose:

Acute ibuprofen overdose does not normally result in significant morbidity
or mortality, although serious toxicity has been reported following very
large overdoses. Deaths have been rare.

Treatment is directed towards specific clinical signs and symptoms, and
is generally supportive.

Methocarbamol: Within %2 to 1 hour of ingestion, gastric lavage and/or
emesis

may reduce absorption. Supportive measures include maintenance
of an adequate airway, monitoring urinary output and vital signs and the
administration of i.v. fluids, if necessary. There is no experience with
forced diuresis or with dialysis in the treatment of methocarbamol
overdose. Likewise, the usefulness of hemodialysis in managing
methocarbamol overdose is unknown.

Packaging: 2 blisters, each contains 10 bilayer film-coated tablets/carton box.
Storage Conditions: Store at room temperature, between 15° — 30°C,
away from moisture and light.

TPP1900000 THIS IS A MEDICAMENT

~ A medicament 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 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
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