
FORMULATION:
Each film-coated tablet contains:
Metformin Hydrochloride ................................................ 850 mg

PRODUCT DESCRIPTION:
Metformin hydrochloride belongs to the class of biguanide 
antidiabetics. It is given orally in the treatment of type 2 diabetes 
mellitus and is the drug of choice in overweight patients, as 
biguanides are not associated with weight gain. 

Biguanides are given to supplement treatment by diet 
modification when such modification has not proved effective 
on its own. It is often added or given instead to patients who are 
not responding to a sulfonylurea.

PHARMACODYNAMICS AND PHARMACOKINETICS:
Metformin improves glucose tolerance in patients with type 2 
diabetes by lowering plasma glucose levels. Metformin 
decreases hepatic glucose production, decreases intestinal 
absorption of glucose, and improves insulin sensitivity by 
increasing peripheral glucose uptake and utilization. It increases 
activity of insulin in fat and muscle tissues. Metformin increases 
glucose transport across the cell membrane in skeletal muscle.

Metformin is slowly absorbed in the gastrointestinal tract, in which 
the absolute bioavailability of a single 500 mg dose is reported 
to be about 50% to 60%, although this is reduced somewhat if 
taken with food. Metformin is not bound to plasma proteins.

Metformin is excreted unchanged in the urine and does not 
undergo hepatic metabolism. Once absorbed, the protein 
binding of metformin in plasma is negligible. After oral 
administration, the plasma elimination half-life is reported to 
range from about 2 to 6 hours. Metformin crosses the placenta 
and is distributed into breast milk in small amounts.

In patients with decreased renal function, the plasma and blood 
half-life of metformin is prolonged and the renal clearance is 
decreased.

INDICATIONS: 
Metformin is indicated to improve glycemic control in patients 
with type 2 (non-insulin dependent diabetes mellitus). It may be 
given alone as an initial treatment or concomitantly with a 
sulfonylurea and/or insulin.

DOSAGE AND ADMINISTRATION: 
Metformin should be given in divided doses with meals. 
Metformin is usually started at 500 mg once a day with or after 
meals with gradual increase, both to reduce gastrointestinal 
adverse effects and to permit identification of the minimum 
dose required for adequate glycemic control. Dosage may also 
be started at 500 mg two to three times daily or 850 mg once or 
twice daily with or after meals. The dose is gradually increased, if 
necessary, at intervals of at least 1 week. The maximum 
recommended daily dose of metformin is 2,550mg (2.5 g/day) 
in adults. 

In children aged 10 years and older with type 2 diabetes 
mellitus, oral metformin hydrochloride may be used in a starting 
of 500 mg or 850 mg once daily or 500 mg twice daily, given 
with or after a meal. The maximum recommended daily dose of 
metformin in children aged 10 years and older is 2,000 mg (2 
g/day).

CONTRAINDICATIONS/PRECAUTIONS/WARNINGS:
Metformin is contraindicated in patients with history of 
hypersensitivity to the components. 

Metformin is inappropriate for patients with diabetic coma and 
ketoacidosis or for those with severe infection, trauma, or other 
severe conditions where the biguanide is unlikely to control the 
hyperglycemia.

Metformin should be avoided in patients with renal impairment 
and in patients with conditions associated with hypoxia, such as 
acute heart failure, recent myocardial infarction, or shock 
because these conditions may predispose patients to lactic 
acidosis.

Renal function should be monitored. Dehydration may 
contribute to renal impairment.

Excessive alcohol intake and hepatic impairment may also 
predispose to lactic acidosis.

Metformin should be temporarily discontinued in patients 
undergoing surgery and only restarted once normal renal 
function has been established. It should also be temporarily 
discontinued in patients undergoing radiologic studies involving 
intravascular administration of iodinated contrast media, 
because use of such products may result in acute renal 
dysfunction.

PREGNANCY AND LACTATION: 
Insulin is generally preferred for treatment of diabetes during 
pregnancy. There are limited data to suggest that metformin 
does not increase the risk of congenital abnormalities and does 
not adversely affect pregnancy outcome in diabetic women.  

Metformin may be distributed into breast milk, and that the 
possible effects on the infant should be considered if women 
wish to breast-feed while receiving the drug.

ADVERSE DRUG REACTIONS:
Gastrointestinal adverse effects including anorexia, nausea, 
vomiting and diarrhea may occur with metformin often at the 
start of treatment. These adverse effects can be minimized by 
introducing the drug gradually.

Patient may also experience taste disturbance and there may 
be weight loss. Skin reactions have been reported rarely.

Hypoglycemia rarely occurs with metformin alone even in 
overdosage, although it may occur if other contributing factors 
like alcohol or other hypoglycemic drugs are present.

There is a small but definite risk of lactic acidosis associated with 
metformin therapy. Lactic acidosis occurred mostly in patients 
whose condition contraindicated the use of metformin 
particularly those with renal impairment.  

Megaloblastic anemia which occurred due to the 
malabsorption of vitamin B12 was associated with long term use 
of metformin.

Hepatotoxicity is rare, but several cases of cholestatic hepatitis 
have been described. Generally, the reaction occurred less 
than 2 months after starting metformin and resolved within about 
3 months after stopping the drug.

There have been a few cases of pancreatitis associated with 
metformin in which renal failure may have precipitated 
metformin toxicity.

DRUG INTERACTIONS:
Use of metformin with other hypoglycemic agents increases the 
risk of hypoglycemia, while drugs that increase blood glucose 
may reduce the effect of metformin therapy. 

Fatal lactic acidosis has been reported in patients receiving 
metformin together with antiviral agents particularly didanosine, 
stavudine, and tenofovir.

In order to reduce the risk of lactic acidosis, a reduction in 
metformin dosage may be required in patients taking metformin 
and cimetidine.  

Caution is required when using iodinated contrast media in 
patients receiving metformin. Metformin should be temporarily 
stopped 48 hours before the examination and withheld until 
normal renal function is confirmed. 

In some reports, the platelet counts of 10 patients receiving 
ketotifen with metformin decreased. Counts returned to normal 
a few days after the end of ketotifen therapy. However, the 
investigators did not consider the effect clinically significant.

OVERDOSE AND TREATMENT: 
Overdosage may lead to the development of lactic acidosis 
and requires intensive supportive therapy. Glucose or glucagon 
may be given for hypoglycemia. Activated charcoal may be 
given orally within 1 hour of overdose, provided the airway can 
be protected.

AVAILABILITY:
Alu/Clear PVDC Blister Pack x 10’s (Box of 100’s)

CAUTION:
Foods, Drugs, Devices and Cosmetics Act prohibits dispensing 
without prescription.
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For suspected adverse drug reaction, report to the FDA: 
www.fda.gov.ph
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