BIORAJ PHARMACEUTICALS LIMITED
BRAND NAME: BIORAGYL SUSPENSION | GENERIC NAME: Metronidazole Benzoate
equivalent to Metronidazole BP. 200mg/5ml
SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT
Bioragyl Suspension
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

3. Metronidazole Benzoate equivalent to Metronidazole BP. 200mg/5ml

4. PHARMACEUTICAL FORM
Oral suspension.

5. CLINICAL PARTICULARS
5.1 Therapeutic indications

BIORAGYL is very active against protozoa and anaerobic bacteria.lt is recommended for the
treatment of giardiasis, bacteria vaginosis, trichomonial vaginitis, amoebiasis, inflammatory bowel
diseases, Helicobacter pylori eradication, and other anaerobic bacteria infections etc.

5.2 Posology and method of administration

INDICATIONS ADULT CHILDREN
Amoebiasis 400-800mg 10mg/kg body weight three times daily.
three times
daily
Anaerobic Infections 400-800mg 10mg/kg body weight three times daily.
three times
daily
Trichomonoasis, 2g once daily 5mg/kg body weight three times daily
Giardiasis for 3 days
Or as directed by the Physician

5.3 Contraindications
Known hypersensitivity to Metronidazole, nitroimidazoles and/or hydroxybenzoates or any of the
excipients.
5.4 Special warnings and precautions for use
Regular clinical and laboratory monitoring (especially leucocyte count) are advised if administration of
Metronidazole for more than 10 days is considered to be necessary and patients should be monitored for
adverse reactions such as peripheral or central neuropathy (such as paraesthesia, ataxia, dizziness, convulsive
seizures).
There is the possibility that after Trichomonas vaginalis has been eliminated a gonococcal infection might
persist.
The elimination half-life of metronidazole remains unchanged in the presence of renal failure. The dosage of
metronidazole therefore needs no reduction. Such patients however, retain the metabolites of metronidazole.
The clinical significance of this is not known at present.
In patients undergoing haemodialysis, metronidazole and metabolites are efficiently removed during an
eight-hour period of dialysis. Metronidazole should therefore, be re-administered immediately after
haemodialysis.
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No routine adjustment in the dosage of Metronidazole need be made in patients with renal failure undergoing
intermittent peritoneal dialysis (IPD) or continuous ambulatory peritoneal dialysis (CAPD).

Metronidazole is mainly metabolised by hepatic oxidation. Substantial impairment of metronidazole
clearance may occur in the presence of advanced hepatic insufficiency.

Significant cumulation may occur in patients with hepatic encephalopathy and the resulting high plasma
concentrations of metronidazole may contribute to the symptoms of encephalopathy.

Metronidazole should be administered with caution to patients with hepatic encephalopathy. The daily
dosage may be reduced to one third and may be administered once daily.

Metronidazole should be used with caution in patients with active or chronic severe peripheral and central
nervous system disease due to the risk of neurological aggravation.

Patients should be warned that metronidazole may darken urine.

Due to inadequate evidence on the mutagenicity risk in humans (see section 5.3), the use of Metronidazole
for longer treatment than usually required should be carefully considered.

Hepatotoxicity in patients with Cockayne Syndrome

Cases of severe hepatotoxicity/acute hepatic failure, including cases with a fatal outcome with very rapid
onset after treatment initiation in patients with Cockayne syndrome have been reported with products
containing metronidazole for systemic use. In this population, metronidazole should not be used unless the
benefit is considered to outweigh the risk and if no alternative treatment is available. Liver function tests
must be performed just prior to the start of therapy, throughout and after end of treatment until liver function
is within normal ranges, or until the baseline values are reached. If the liver function tests become markedly
elevated during treatment, the drug should be discontinued.

Patients with Cockayne syndrome should be advised to immediately report any symptoms of potential liver
injury to their physician and stop taking metronidazole (see section 4.8).

Cases of severe bullous skin reactions such as Stevens Johnson syndrome (SJS), toxic epidermal necrolysis
(TEN) or acute generalised exanthematous pustulosis (AGEP) have been reported with metronidazole. If
symptoms or signs of SJS, TEN or AGEP are present, treatment with metronidazole must be immediately
discontinued

Excipient Warnings

This medicine contains 113.7 mg sorbitol (E420) in each ml.

* The additive effect of concomitantly administered products containing sorbitol (or fructose) and dietary
intake of sorbitol (or fructose) should be taken into account. The content of sorbitol in medicinal products for
oral use may affect the bioavailability of other medicinal products for oral use administered concomitantly.

» Patients with hereditary fructose intolerance (HFI) should not take/be given this medicinal product.

This medicine contains 220mg of glucose and 125mg of sucrose in each ml. Patients with rare hereditary
problems of fructose intolerance, glucose-galactose malabsorption or sucrase-isomaltase insufficiency
should not take this medicine.

This medicine contains 31.1 mg propylene glycol (E1520) in each ml.

« Co-administration with any substrate for alcohol dehydrogenase such as ethanol may induce adverse effects
in children less than 5 years old.

» While propylene glycol has not been shown to cause reproductive or developmental toxicity in animals or
humans, it may reach the foetus and was found in milk. As a consequence, administration of propylene
glycol to pregnant or lactating patients should be considered on a case-by-case basis.

» Medical monitoring is required in patients with impaired renal or hepatic functions because various adverse
events attributed to propylene glycol have been reported such as renal dysfunction (acute tubular necrosis),
acute renal failure and liver dysfunction.

This medicine contains methyl, ethyl and propyl hydroxybenzoates are contained in this product which may
cause allergic reactions (possibly delayed)
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5.5 Interaction with other medicinal products and other forms of interaction
Patients should be advised not to take alcohol during metronidazole therapy and for at least 48 hours
afterwards because of the possibility of a disulfiram-like (antabuse effect) reaction.
Psychotic reactions have been reported in patients who were using metronidazole and disulfiram
concurrently.
Some potentiation of anticoagulant therapy has been reported when metronidazole has been used with the
warfarin type oral anti-coagulants. Dosage of the anticoagulant may require reducing. Prothrombin time
should be monitored. No interactions have been reported of the heparin type.
Lithium retention accompanied by evidence of possible renal damage has been reported in patients treated
simultaneously with lithium and metronidazole. Lithium treatment should be tapered or withdrawn before
administering metronidazole. Plasma concentration of lithium, creatinine and electrolytes should be
monitored in patients under treatment with lithium while they receive metronidazole.
Patients receiving phenobarbital or phenytoin metabolise metronidazole at a much greater rate than
normally, reducing the half life to approximately three hours.
Increased serum carbamazepine levels and toxicity have been seen in patients given concomitant
metronidazole.
Aspartate amino transferase assays may give spuriously low values in patients taking metronidazole,
depending on the method used.
Clinicians who contemplate continuous therapy for the relief of chronic conditions, for periods no longer
than those recommended, are advised to consider the possible therapeutic benefit against the risk of
peripheral neuropathy.
Metronidazole reduces the clearance of 5-fluorouracil and can therefore result in increased toxicity of 5-
fluorouracil.
Patients receiving ciclosporin or tacrolimus with metronidazole are at risk of elevated ciclosporin /
tacrolimus serum levels. Serum ciclosporin / tacrolimus and serum creatinine should be closely monitored
when coadministration is necessary.
Plasma levels of busulfan may be increased by metronidazole which may lead to severe busulfan toxicity.
5.6 Fertility, pregnancy and lactation
There is inadequate evidence of the safety of metronidazole in pregnancy. Metronidazole should not
therefore be given during pregnancy or during lactation unless the physician considers it essential, in these
circumstances short, high dosage regimes are not recommended.
A significant amount of metronidazole is found in breast milk and breast feeding should be avoided after a
large dose. This could give a bitter taste to the milk.




BIORAJ PHARMACEUTICALS LIMITED
BRAND NAME: BIORAGYL SUSPENSION | GENERIC NAME: Metronidazole Benzoate

equivalent to Metronidazole BP. 200mg/5ml
SUMMARY OF PRODUCT CHARACTERISTICS

5.7 Effects on ability to drive and use machines

Patients should be warned about the potential for drowsiness, dizziness, confusion, hallucinations,
convulsions or transient visual disorders, and advised not to drive or operate machinery if these
symptoms occur.

6.0 Overdose

Single oral doses of metronidazole, up to 12g have been reported in suicide attempts and
accidental overdoses. Symptoms were limited to vomiting, ataxia and slight disorientation. There
IS no specific antidote for metronidazole overdosage. In cases of suspected massive overdose,
symptomatic and supportive treatment should be instituted.

7.0 PHARMACOLOGICAL PROPERTIES
7.1 Pharmacodynamic properties

The selective action of this compound against anaerobes and anoxic and hypoxic cells is due to
the mode of action. The nitro group of metronidazole acts as electron acceptor and is thus
reduced to a chemically reactive drug form. This produces biochemical lesions in the cells, thus
causing death. The major site of action is believed to be DNA, where it causes loss of the helical
structure and inhibits synthesis.

7.2 Pharmacokinetic properties
It is readily absorbed from the gastro-intestinal tract and widely distributed in body tissues. Half life in
plasma is about 8-10 hours. About 10% is bound to plasma proteins.
It penetrates well into body tissues and fluids, including vaginal secretions, seminal fluid, saliva and breast
milk. Therapeutic concentrations are also achieved in cerebrospinal fluid.
Unchanged metronidazole and several metabolites are excreted in the urine, the liver is the main site of
metabolism and the major metabolites are as a result of side chain oxidation, forming glucuronides.
7.3 Preclinical safety data

Metronidazole has been shown to be carcinogenic in the mouse and in the rat following chronic oral
administration however similar studies in the hamster have given negative results. Epidemiological studies
have provided no clear evidence of an increased carcinogenic risk in humans.

Metronidazole has been shown to be mutagenic in bacteria in vitro. In studies conducted in mammalian cells
in vitro as well as in rodent or humans in vivo, there was inadequate evidence of a mutagenic effect of
metronidazole, with some studies reporting mutagenic effects, while others studies were negative.
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8 PHARMACEUTICAL PARTICULARS

8.1 List of excipients
Sucrose

Sorbitol

Sodium CMC

Sodium benzoate

Sodium methyl praben

Citric acid

Tween 80

Aerosol powder

Tartrazine Yellow

Banana flavor

8.2 Incompatibilities

None.

8.3 Shelf life

36 Month

8.4 Special precautions for storage
Store below 30°C. Keep tightly closed.
8.5 Nature and contents of container

100ml: Pet bottle with polypropylene cap.

8.6 Special precautions for disposal and other handling

None.
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9 MANUFACTURER
Bioraj Pharmaceuticals Limited

No 405 Kaiama Road, llorin

biorajpharmaceuticalltd@gmail.com



mailto:biorajpharmaceuticalltd@gmail.com

