
QUALITATIVE & QUANTITATIVE COMPOSITION
Each modified-release tablet contains:
Active ingredient: Gliclazide BP …30mg.
Inactive ingredients: Lactose Regular, Metolose (HPMC) 100000 SR, Ethyl cellulose 50cps,
Magnesium stearate, Talcum powder.
MECHANISM OF ACTION
Gliclazide reduces blood glucose levels by correcting both defective insulin secretion and
peripheral insulin resistance (extra pancreatic effects). This occurs by closure of K+ channels
in the ß-cells of pancreas, subsequently calcium channels open, leading to increase in
intracellular calcium and induction of insulin release. Gliclazide also increases the sensitivity
of ß-cells to glucose. Gliclazide also restores peripheral insulin sensitivity, such as decreasing
hepatic glucose production, and increasing glucose clearance.
PHARMACOKINETICS
Gliclazide is readily absorbed from the GI tract. Food intake does not affect the rate or degree
of absorption. Plasma levels increase progressively during the first 6 hours, reaching a plateau
which is maintained from the sixth to the twelfth hour after administration. Plasma protein
binding is approximately 95%. Gliclazide is mainly metabolised in the liver and excreted in
urine less than 1% of the unchanged form is found in urine. No active metabolites have been
detected in plasma. The elimination half-life of Gliclazide varies between 12 and 20 hours.
The volume of distribution is around 30 litres. A single daily dose of Gliclazide 30mg tablet
maintains effective Gliclazide plasma concentrations over 24 hours.
THERAPEUTIC INDICATIONS
GETZZID-MR (Gliclazide) tablets are indicated for non insulin-dependent diabetes mellitus
(type 2) in adults when dietary measures, physical exercise and weight loss alone are not
sufficient to control blood glucose.
DOSAGE & ADMINISTRATION
It is recommended that the tablet(s) should be swallowed whole. As with any hypoglycaemic
agent, the dose should be adjusted according to the individual patient's metabolic response
(blood glucose, HbAlc).
The daily dose may vary from 1 to 4 tablets per day, i.e. from 30 to 120mg taken orally in a
single intake at breakfast time.
Initial dose
The recommended starting dose is 30mg daily. If blood glucose is effectively controlled, this
dose may be used for maintenance treatment. If blood glucose is not adequately controlled,
the dose may be increased to 60, 90 or 120mg daily, in successive steps. The interval
between each dose increment should be at least 1 month except in patients whose blood
glucose has not reduced after two weeks of treatment. In such cases, the dose may be
increased at the end of the second week of treatment. The maximum recommended daily
dose is 120mg.
Switching from another oral antidiabetic agent to GETZZID-MR (Gliclazide) Tablets
GETZZID-MR (Gliclazide) tablets can be used to replace other oral antidiabetic agents. The
dosage and the half-life of the previous antidiabetic agent should be taken into account when
switching to GETZZID-MR (Gliclazide) tablets.
A transitional period is not generally necessary. A starting dose of 30mg should be used and
this should be adjusted to suit the patient's blood glucose response, as described above.
When switching from a hypoglycemic sulphonylurea with a prolonged half-life, a treatment
free period of a few days may be necessary to avoid an additive effect of the two products,
which might cause hypoglycemia. The procedure described for initiating treatment should
also be used when switching to treatment with GETZZID-MR (Gliclazide) tablets, i.e. a starting
dose of 30mg/day, followed by a stepwise increase in dose, depending on the metabolic
response.
Combination treatment with other antidiabetic agents
GETZZID-MR (Gliclazide) tablets can be given in combination with biguanides, Alpha
glucosidase inhibitors or insulin.
In patients not adequately controlled with GETZZID-MR (Gliclazide) tablets, concomitant
insulin therapy can be initiated under close medical supervision.
Elderly patients
In the elderly (over 65), GETZZID-MR (Gliclazide) tablets should be prescribed using the
same dosing regimen recommended for patients under 65 years of age.
Renal insufficient patients
In patients with mild to moderate renal insufficiency the same dosing regimen can be used
as in patients with normal renal function with careful patient monitoring.
Patients at risk of hypoglycemia
It is recommended that the minimum daily starting dose of 30mg is used.
ADVERSE REACTIONS
Gliclazide is well tolerated with a low incidence of side effects.
It can cause hypoglycemia, if mealtimes are irregular and, in particular, if meal times are
skipped. Possible symptoms of hypoglycemia are: headache, intense hunger, nausea,
vomiting, lassitude, sleep disorders, agitation, aggression, poor concentration, reduced
awareness and slowed reactions, depression, confusion, visual and speech disorders,
dizziness, feeling of powerlessness, loss of self-control, delirium, convulsions, shallow
respiration, bradycardia, drowsiness and loss of consciousness, possibly resulting in coma
and lethal outcome.
Gastrointestinal disturbances: Nausea, diarrhea, gastric pain, constipation and vomiting.
Dermatological effects: Rash, pruritus, urticaria, erythema, maculopapular rashes, bullous
reactions.
Hematological disorders (as with other sulfonylurea drugs): A few rare cases of anemia,
leucopenia, thrombocytopenia and agranulocytosis.
Hepato-billary disorders: Occasional elevations of serum creatinine, blood urea nitrogen,
serum bilirubin and hepatic enzymes (AST, ALT, alkaline phosphatase) levels, and exceptionally,
hepatitis. Treatment should be discontinued if cholestatic jaundice appears.
Inform doctors with side effects when using medicine
CONTRAINDICATIONS
Gliclazide is contraindicated in patients
- With known hypersensitivity to Gliclazide or to any of the excipients, other sulphonylureas,
 sulphonamides.
- With type 1 diabetes.
- With diabetic precoma and coma, diabetic ketoacidosis.
- With severe renal or hepatic insufficiency: in these cases the use of insulin is recommended.
- On treatment with miconazole.
- Who are lactating mothers.
PRECAUTIONS
Hypoglycemia
Gliclazide should be prescribed only if the patient is likely to have a regular food intake
(including breakfast). Hypoglycemia is more likely to occur during low-calorie diets, following
prolonged or strenuous exercise, alcohol intake or if a combination of hypoglycemic agents
is being used. Hypoglycemia may occur following administration of sulphonylureas. Some
cases may be severe and prolonged. Hospitalization may be necessary and glucose
administration may need to be continued for several days.
Careful selection of patients, of the dose used, and clear patient directions are necessary
to reduce the risk of hypoglycemic episodes.
Factors which increase the risk of hypoglycemia:
- Patient refuses or (particularly in elderly subjects) is unable to co-operate.
- Malnutrition, irregular mealtimes, skipping meals, periods of fasting or  dietary changes.
- Imbalance between physical exercise and carbohydrate intake.
- Renal insufficiency.
- Severe hepatic insufficiency.
- Overdose of Gliclazide tablets.

- Certain endocrine disorders: thyroid disorders, hypopituitarism and adrenal insufficiency.
- Concomitant administration of certain other medicines.
Poor blood glucose control
Blood glucose control in treated patients may be jeopardized by: fever, trauma, infection or
surgical intervention. It may be necessary to discontinue treatment and to administer insulin
in these cases. The efficacy of oral antidiabetic agents often decreases in the long term. This
may be due to progression in the severity of the diabetes, or to a reduced response to
treatment. This phenomenon is known as secondary failure and should be distinguished from
primary failure, when the drug is ineffective as first-line treatment. However, before classifying
the patient as a secondary failure, dose adjustment and reinforcement of dietary measures
should be considered.
G6PD-deficiency
Caution should be used in patients with G6PD-deficiency and a non- sulphonylurea alternative
should be considered.
Laboratory tests
Measurement of glycated haemoglobin levels (or fasting venous plasma glucose) is
recommended in assessing blood glucose control. Blood glucose self-monitoring may also
be useful.
Renal and hepatic insufficiency
The pharmacokinetics and/or pharmacodynamics of Gliclazide may be altered in patients
with hepatic insufficiency or severe renal failure. A hypoglycemic episode occurring in these
patients may be prolonged, so appropriate management should be initiated.
Pregnancy
Control of diabetes should be obtained before the time of conception to reduce the risk of
congenital abnormalities linked to uncontrolled diabetes. Oral hypoglycemic agents are not
suitable, insulin is the drug of first choice for treatment of diabetes during pregnancy. It is
recommended that oral hypoglycemic therapy is changed to insulin before a pregnancy is
attempted, or as soon as pregnancy is discovered.
DRUG INTERACTIONS
Anticoagulant therapy (Warfarin): Sulphonylureas may lead to potentiation of anticoagulation
during concurrent treatment. Adjustment of the anticoagulant may be necessary.
The fol lowing products are l ikely to increase the risk of hypoglycemia:
- Phenylbutazone (systemic route): increases the hypoglycemic effect of sulphonylureas

(displaces their binding to plasma proteins and/or reduces their elimination). It is preferable
to use a different anti inflammatory agent, or else to warn the patient and emphasise the
importance of self-monitoring. Where necessary, adjust the dose during and after treatment
with the anti-inflammatory agent.

- Alcohol: increases the hypoglycemic reaction (by inhibiting compensatory reactions) that
can lead to the onset of hypoglycemic coma. Avoid alcohol or medicines containing
alcohol.

- Potentiation of the blood glucose lowering effect and thus, in some instances, hypoglycemia
may occur when one of the following drugs is taken, for example: other antidiabetic agents
(insulins, acarbose, biguanides), beta-blockers, fluconazole, angiotensin converting
enzyme inhibitors (captopril, enalapril), H2-receptor antagonists, MAOIs, sulfonamides
and non-steroidal anti-inflammatory agents.

The following products may cause an increase in blood glucose levels:
- Danazol: Diabetogenic effect of danazol. It may be necessary to adjust  the dose of the

antidiabetic agent during and after treatment with  danazol.
- Chlorpromazine (neuroleptic agent): High doses (>100mg per day of  chlorpromazine)

increase blood glucose levels (reduced insulin release).
It may be necessary to adjust the dose of the antidiabetic active substance during and
after treatment with the neuroleptic agent.

- Glucocorticoids (systemic and local route: intra-articular, cutaneous and rectal preparations)
and tetracosactrin: Increase in blood glucose levels with possible ketosis (reduced tolerance
to carbohydrates due  to glucocorticoids). It may be necessary to adjust the dose of the
antidiabetic active substance during and after treatment with glucocorticoids.

- Ritodrine, salbutamol, terbutaline: (I.V.): Increased blood glucose levels due to beta-2
agonist effects. It is important to monitor blood glucose levels. If necessary, a switch to
insulin should be made.

OVERDOSAGE
An overdosage may cause hypoglycemia. Moderate symptoms of hypoglycemia, without any
loss of consciousness or neurological signs, must be corrected by carbohydrate intake, dose
adjustment and or change of diet. Severe hypoglycemic reactions, with coma, convulsions
or other neurological disorders are possible and must be treated as a medical emergency,
requiring immediate hospitalisation. If hypoglycemic coma is diagnosed or suspected, the
patient should be given a rapid I.V. injection of 50mL of concentrated glucose solution (20
to 30%). This should be followed by continuous infusion of a more dilute glucose solution
(10%) at a rate that will maintain blood glucose levels above 1g/L. Patient should be monitored
closely and, depending on the patient's condition after this time, the doctor will decide if
further monitoring is necessary. Dialysis is of no benefit to patients due to the strong binding
of Gliclazide to proteins.
STORAGE: Store below 30oC. Protect from sunlight and moisture.
SPECIFICATION:  Manufacturer.
USE TERM:  2 years since the manufacturing date
HOW SUPPLIED: 20 Tablets / blister, 1 blister / box
WARNING
- Read carefully the leaflet before use.
- For further information, please contact your doctor
- This drug is dispensed on prescription only.
- Keep out of reach of children.
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