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PRESENTATION:

Flagyl 200 Tablet: Off-white to cream colored film coated tablets, each containing
metronidazole BP 200mg. The tablets are engraved ‘Flagyl 200" around the outer
margin of one face, reverse plain.

Flagyl 400 Tablet: Off-white to cream film coated tablets, capsule shaped each
containing metronidazole BP 400mg. The tablets are engraved ‘Flagyl 400’ on one face,
reverse plain.

Flagyl Suspension: White to cream yellow, each 5ml containing 320mg Metronidazole
Benzoate BP (Benzoyl metronidazole), equivalent to Metronidazole 200mg. it contains
60% w/v sugars, methyl and propyl hydroxybenzoate.

Flagyl Injection (for Intravenous infusion): 0.5 percent Metronidazole BP w/v in 100ml|
bottles. The injection also contains sodium phosphate, citric acid and sodium chloride.

INDICATION

Flagyl is indicated in the prophylaxis and treatment of infections in which anaerobic
bacteria have been identified or are suspected to be the cause.

Flagyl is active against a wide range of pathogenic micro-organisms notably species of
Bacteroides, Fusobacteria, Clostridia, Eubacteria, anaerobic cocci and Gardnerella
vaginalis. It is also active against Trichomonas, Entamoeba histolytica, Giardia lamblia
and Balantidium coli.

Flagyl is indicated in-

- Prevention of post-operative infections due to anaerobic bacteria, particularly species
of bacteroides and anaerobic streptococci.

- Treatment of septicaemia, bacteraemia, peritonitis, brain abscess, necrotising
pneumonia, osteomyelitis, puerperal sepsis, pelvic abscess, pelvic cellulitis, and
post-operative wound infections from which pathogenic anaerobes have been isolated.
- Urogenital trichomoniasis in the female (trichomonal vaginitis) and in the male.

- Bacterial vaginosis (also known as non-specific vaginitis, anaerobic vaginosis or
Gardnerella vaginitis)

- All forms of amoebiasis (Intestinal and extra-intestinal disease and that of
symptomless cyst passers)

- Giardiasis

- Acute ulcerative gingivitis

- Acute dental infections (e.g. acute pericoronitis and acute apical infections).

- Anaerobically infected leg ulcers and pressure sores

DOSAGE & ADMINISTRATION:

Intravenous Infusion

Flagyl injection should be infused intravenously at an approximate rate of 5ml/min. Oral
medication should be substituted as soon as feasible.

Anaerobic Infections: Treatment for seven days should be satisfactory for most
patients but, depending upon clinical and bacteriological assessments, the physician
might decide to prolong treatment.

Prophylaxis against anaerobic infection: Chiefly in the context of abdominal
(especially colorectal) and gynecological surgery.

Adults

500mg shortly before operation repeated 8 hourly. Oral doses of 200 mg or 400 mg 8
hourly to be started as soon as feasible.

Children

7.5 mg/kg (1.5 ml/kg) 8 hourly.

Treatment of established anaerobic infections: Intravenous route is to be used
initially if patient's symptoms preclude oral therapy.

Adults

500 mg 8 hourly.

Children

7.5mg/kg 8 hourly.

- Initial loading dose, 15 mg/kg IV infused over 60 minutes

- Term infants, maintenance, 7.5 mg/kg IV every 24hrs, starting 48 hrs after initial dose
- Term infants, (1-4 weeks of age) maintenance, 7.5 mg/kg IV every 12 hrs starting 24
hrs after the initial dose

- Infants and children, maintenance, 30 mg/kg/day IV divided every 6 hr; maximum 4
g/day.

Elderly
Caution is advised in the elderly. Particularly at high doses although there is limited
information available on modification of dosage.

Oral route of administration
Flagyl tablets should be swallowed with water (not chewed). It is recommended that
the tablets be taken during or after a meal.

Anaerobic infections: The duration of a course of Flagyl treatment is about 7 days
but it will depend upon the seriousness of the patient's conditions assessed clinically
and bacteriologically.

Prophylaxis against anaerobic infection: Chiefly in the context of abdominal
(especially colorectal) and gynecological surgery.

Adults

400 mg 8 hourly intervals during 24 hours immediately preceding operation followed
by postoperative intravenous or rectal administration until the patient is able to take
tablets.

Children

7.5 mg/ kg - 8 hourly.

Treatment of established anaerobic infection
Adults

800 mg followed by 400 mg 8 hourly.

Children

7.5 mg/kg 8 hourly

Protozoal and other infections
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smaller dosages.

Children and infants weighing less than 10 kg should receive proportionally

Elderly: Flagylis well tolerated by the elderly but a pharmacokinetic study
suggests cautious use of high dosage regimens in this age group.

SPECIAL POPULATIONS

-Hepatic impairment

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 the encephalopathy. Flagyl should therefore, be
administered with caution to patients with hepatic encephalopathy. The daily dosage
should be reduced to one third and may be administered once daily.

Patients should be warned that metronidazole may darken urine.

-Renal impairment

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.

No routine adjustment in the dosage of Flagyl need be made in patients with renal
failure undergoing intermittent peritoneal dialysis (IDP) or continuous ambulatory
peritoneal dialysis (CAPD).

CONTRAINDICATIONS
Hypersensitivity to imidazoles.

WARNINGS

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

- Patients should be advised not to take alcohol during metronidazole therapy and for
at least one day afterwards because of the possibility of a disulfiram-like (Antabuse
effect) reaction.

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 c dazol

metroni e

Immune system disorders:
- angioedema, anaphylactic shock.

Psychiatric disorders:
- psychotic disorders including confusion, hallucinations.
- depressed mood.

Nervous system disorders:

- peripheral sensory neuropathy.

- headache, convulsions, dizziness.

- encephalopathy and subacute cerebellar syndrome which may resolve with
discontinuation of the drug.

- aseptic meningitis.

Eye disorders:
- transient vision disorders
- optic neuropathy/ neuritis.

Ear and labyrinth disorders
- hearing impaired/hearing loss (including sensorineural)
- tinnitus

Gastrointestinal disorders:

- epigastric pain, nausea, vomiting, diarrhea.
- oral mucositis, taste disorders, anorexia.

- reversible cases of pancreatitis.

- tongue discoloration/furry tongue

Hepatobiliary disorders:

- increase in liver enzymes, cholestatic or mixed hepatitis and hepatocellular liver
injury, sometimes with jaundice.

- cases of liver failure requiring liver transplant have been reported in patients
treated with metr le in combi with other antibiotic drugs.

Skin and subcutaneous tissue disorders :

- rash, pruritus, flushing, urticaria.

-fixed drug eruption.

- lar eruptions, acute generalized exanthematous pustulosis.

for systemic use. In this population, metronidazole should therefore be used
after careful benefit-risk assessment and only if no alternative treatment is
available. Liver functions 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.

Cases of severe bullous skin reactions such as Stevens Johnson syndrome (S)S),
toxic epidermal

necrolysis (TEN) or acute generalized exanthematous pustulosis (AGEP) have been
reported with

metronidazole (see Adverse Reactions). If symptoms or signs of SJS, TEN or AGEP
are present, Flagyl
tr must be i

ly discontinued.

PRECAUTIONS

- If for compelling reasons, metronidazole must be administered longer than the
usually recommended duration, it is recommended that hematological tests, especially
leucocyte count should be carried out regularly and that patients should be monitored
for adverse reactions such as peripheral or central neuropathy (such as paresthesia,
ataxia, dizziness, convulsive seizures).

- Flagyl should be administered with caution to patients with hepatic encephalopathy.
- Patients should be warned that metronidazole may darken urine.

INTERACTIONS

Disulfiram: Psychotic reactions have been reported in patients who were using
metronidazole and disulfiram concurrently.

Alcohol: Alcoholic beverages and drugs containing alcohol should not be consumed
during therapy and for at least one day afterwards because of the possibility of a
disulfiram-like (antabuse effect) reaction (flushing, vomiting, tachycardia).

Oral anticoagulant therapy (warfarin type): Potentiation of the anticoagulant effect
and increased hemorrhagic risk caused by decreased hepatic catabolism. In case of co
administration, prothrombin time should be more frequently monitored and
anticoagulant therapy adjusted during treatment with metronidazole.

Lithium: Plasma levels of lithium may be increased by metronidazole.

Cyclosporin: Serum cyclosporin and serum creatinine should be closely monitored
when co-administration is necessary.

Phenytoin or phenobarbital: increased elimination of metronidazole resulting in
reduced plasma levels.

5-Fluorouracil: Reduced clearance of 5-fluorouracil resulting in increased toxicity of
5-fluorouracil.

Busulfan: Plasma levels of busulfan may be increased by metronidazole, which may
lead to severe busulfan toxicity.

PREGNANCY
As metronidazole crosses the placental barrier and as its effects on human fetal
organogenesis are not known, its use in pregnancy should be carefully evaluated.

LACTATION
As metronidazole is excreted in human milk, unnecessary exposure to the drug should
be avoided.

ADVERSE REACTIONS

Blood and lymphatic system disorders :
- agranulocytosis, neutropenia and thrombocytopenia.

- Stevens-Johnson syndrome, toxic epidermal necrolysis.

General disorders and administration site conditions :
- fever

OVERDOSE

Single oral doses of metronidazole, up to 12 g have been reported in suicide attempts
and accidental overdoses.

SIGNS AND SYMPTOMS
Symptoms were limited to vomiting, ataxia and slight disorientation.

MANAGEMENT
There is no specific antidote for metronidazole overdosages. In case of suspected
massive overdosages, a symptomatic and supportive treatment should be instituted.

STORAGE & INSTRUCTION

- Store below 30°C.

- Keep protected from light.

- Keep medicines out of the reach of children.
- Do not use later than the date of expiry

Special instructions:
Intravenous Infusion: Do not use if bottle is leaking, solution is cloudy or contains
foreign matter.

Suspension: Shake well before use

PACKAGE QUANTITY

Flagyl infusion: Solution for intravenous infusion in 100ml bottle.

Flagyl Suspension: Bottle of 60 m| Suspension.

Flagyl Tablet 200mg: Each box contains 50 x 10 x 200mg blister pack.
Flagyl Tablet 400mg: Each box contains 10 x 3 x 10 x 400mg blister pack.

Manufactured by:

Q@ synovia
Synovia Pharma PLC., Station Road, Tongi, Gazipur.

Under License From Sanofi, France. 549441
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