PACKAGE INSERT

s&é'. METFORMIN TABLET 500MG

Each tablet contains:-
Metformin HCI 500mg

Product Description: Round, standard conves, white, flm-coated tablet with single score on one side only.
Phirmacndyn:m
Wetformi 5 abiguanide withanthyperglycaenic efects, owering bth basalan postprania plasa glucose. It dos not stimulate
el iy a1 '3 meckamme. Rdcion o hepate glucos produton by ihibiing glooneogenesis and glycognaysis
in muscle by ncressing and delay of intestinal

Metformin stimulates intracellular glycogen synthesis by acting on glycogen synthase. Vetformin increases the uanspun capacity of all
types of membrane glucose transporters (GLUT).In humans, independently o it , metformin has

on pid metabolism. This has been shown at therapeutic doses in contrlld, mediumterm or Tong-term clinical studies; metformin
reduces L

Pharmacokinetics:
Ritean orl dose of metformin Tmaxis resched in 25 hous. Absoute bioavaibily of & 500mg or 850mg metfomin talet s
approximately 50-60% in healthy subjec

unchanged in heuine. humans.

Indication:
It is used in the treatment of maturity on-set diabetes mellitus not responsive to diet alone or diet plus the treatment with a
sulphonylurea

ended Dosage:
dose s 500mg 1

Recor
The

daily or 850mg twice daily with meals, gradualy increased if necessary to a maximum of 3 daily.

‘Benal impaitment

AGFR should be assessed before nitiation of treatment with metformin containing products and at least annually thereafter. In patients
atan increased risk of further progression of renal impairment and in the elderly, renal function should be assessed more frequently, e.g.
every 3-6 months.

GFR mL/min
(to be divided into 2-3 daily doses)

60-89 3000 mg relation

4559 2000 mg Factars thal may increse the risk o Tacic acilosis shoukd be reviewed
etformi atmost half of
30-44 1000 mg the maximum dose.
<20 - Metformin s contraindicated.
Route of Administration: Oral

Convaindications:

hepatic or renal function, cardiovascular collapse, congestive heart
e, auts myocaril iarcton o oher Sodions a3 1o potensio ot 10 iposaenia | ot nt b Gen 1 poens wih
jiabetes mellitus complicated by acidosis, infection or gangrene or during pregnancy or during surgery.
~ Any type of acute metabolic acidosis (such as lactic acidosis,
« Severely function (GFR < 30/min).

infection shock.

the potential to alter renal function such as: dehydration, severe

Warnings and Precautions:

tic acidosis, a very rare but most g of el fncton or
illness or sepsis. occurs at renal function and d
I caee o o (s oo v, over o o Tod ks, o oo b ety et and
‘contact with a health care professional is recommended.

Medicinal products that can acutely impair renal function (such as antihypertensives, diuretics and NSAIDs) should be initated with
caution in metformin-treated patients. Other risk factors for lactic acidosis are excessive alcohol intake, hepatic insufficiency,
inadequately controlled diabetes, ketosis, prolonged fasting and any conditions associated with hypoxia, as well as concomitant use of
medicinal products that may cause lactc acidosis.

Patients and/or care-givers should be informed of the risk of lactic acidosis. Lactic acidosis is characterised by acidotic dyspnoea,
abdominal pain, muscle cramps, asthenia and hypothermia followed by coma. In case of suspected symptoms, the patient should stop
taking metformin and seek immediate medical attention. Diagnostic laboratory findings are decreased blood pH (< 7.35), increased

Benal Function:

GFR should be assessed before treatment initiation and regularly thereafter [See Section Recommended Dosage]. Metformin is
contraindicated in patients with \L/min and should be temporarily discontinued in the presence of conditions that alter renal
function [See Section Contraindications].

Administration of lodinated Contrast Agent:

As the intravascular administration of odinated contrast materials in radiologic studies can lead to renal failure, metformin should be
discontinued prior to, or at the fime of the test and not reinsttuted until 48 hours afterwards, and only after renal function has been
te-evaluated and found to be normal,

Surgery:
Metformin hydrochloride should be discontinued 48 hours before elective surgery with general anaesthesia and should not be usually
resumed earler than 48 hours afterwards.

Chidren and Adolescents:

Id treatment is initiated.
et o -up of the effect of metformin on growth and puberty in metformin- el ohen. especially pre-pubescent children,is
recommended. Although metformin efficacy and safety in children below 12 did not differ from efficacy and safety in older children,
particular 10and 12 years.

Other Precautions:
Al patients should continue their diet with a regular distribution of carbohydrate intake during the day. Overweight patients should
continue their energy-restricted diet

reqularly

Metformin alone never causes hypoglycaemia, although caution s advised whe it is used in combination with insulin or sulphonylureas

Metformin mayreduce iamin B12 serum eel. The ik ofow viamin 12 el nresseswih ncresing meformin dse, restment

duration, and/or in patients with risk factors known to cause vitamin B12 deficiency. In case of susy tamin B12 def

as anemia or neuropathy), vitamin B12 semm levels should be monitored. Periodic vitamin B12 monitoring could be neoessary in patients

ith sk factor forvitamin 812 defiieny.Metformin therapy shouldbe coninue fr as long as i i tleated an not contrndiated
reatment for vitamin provided in clinical guidelines.

Interactions with Other Medicaments:

It reported that b f vitamin B12. vitamin B12is not affected.
d

Concomitant use not recommended.

Alcohol:
Increased risk of lactic acidosis in acute alcohol intoxication, particularly in case of fasting or malnutrition and hepatic insufficiency.
alcohol and alcohol icat

lodinated Contrast Agents:
See Warnings and Precautions.

f
and local routes), b ivity whereas ACE-inhibitors
may decrease the blood glucose lvel. If necessary, adjust e dosage of ot drug during therapy with the other drug and
upon its discontinuation.

Pregnancy And La
ot o rvant pemioloicl dta ae avaable. Animal stutes do not indiate hanulefcts with espet o pregnancy
embryonal o foetal development, parturitio or postnatal developmer

rent plans o become regnant andduring pregnaney. ddbets shoud no b treated with metformin but nsulin should be
used to maintain blood glucose levels s close to normal as possible in order to lower the isk of foetal malformations associated with
abnormal blood glucose levels.
Metformin is excreted into milk in lactating rats. Similar data are not avaw\ah\e in humans and a decision should be made whether to

the

taking into account e drug to the mother.
Side Effects:
Anorexia, nausea, vomiting and diarrhoea, are not uncommon; occasionally a metallc taste, loss of weight, weakness, lassitude or skin
rashes may occur

Lactic acidosis possibly heralded by vomiting, abdominal pain, hyperventilation and diminished consciousness may occur.

Metabolism and nutition disorders:
Common: Vitamin B12 decreasedeficiency (see Warnings and Precautions).
Very rare: Lactic acidosis (see Warnings and Precautions )

Symptoms and Treatment of Overdor

s are nausea and vomiting, anorexia, weight loss, low epigastric pain, unconsciousness and pulmonary oedema.
In the treatment of lactic acidosis, sodium bicarbonate i given promptly by infusion to cortect the  acidosis, it may be necessary to give
diuretics t

Effects on Ability to Drive and Use Machine: Not applicable.
Storage Conditions: Store at or below 30°C.
bottle of 45 tablets,

Blister pack. A box of 10 x 10, 50 x 10 and 100 x 10 tablets per strip
Pack Size (export only): A bottle of 1000 tablets.

Pack s}

Shelf-

e: 5 years.

FURTHER INFO} 'YOUR FAMILY PHYSICIAN / LOCAL GENERAL PRACTITIONER
1PHARMACIST.
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