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COMPOSITION
Each tablet contains gliclazide 80 mg.

APPEARANCE
Round, flat, beveled-edge white tablet, having cross score on one surface.

PHARMACODYNAMICS AND PHARMACOKINETICS

Pharmacodynamics

Gliclazide belongs to the group of drugs called sulfonylurea hypoglycemic agents, which are used
as adjuncts to diet and exercise in treatment of type 2 diabetes. They work by binding to the plasma
membrane of functional beta-cells in the pancreatic islets, causing a decrease in potassium
permeability and membrane depolarization, which, in turn, leads to an increase in intracellular
calcium ions. This event subsequently results in the exocytosis of insulin-containing secretory
granules.

Pharmacokinetics

Gliclazide is readily absorbed from the gastrointestinal tract. Following the oral administration of
immediate-release tablet, peak plasma concentration will be reached in about 4 to 6 hours. It is
extensively bound to plasma proteins (~94% to 95%) with volume of distribution (V4) ranging
from 20% to 40% of body weight. Hepatic metabolism (via CYP2C9 and CYP2C19) results in
inactive metabolites. Gliclazide is excreted in the urine (60% to 70%) and feces (10% to 20%)
primarily as metabolites and a small amount as unchanged drug. The half-life elimination is 10.4
hours.

INDICATION
Non insulin dependent diabetes (type 2) in adults when dietary measures, physical exercise and
weight loss alone are not sufficient to control blood glucose.

DOSAGE AND ADMINISTRATION
Adult Diabetes mellitus, type 2

Initial: 80 mg twice daily; titrate based on blood glucose levels. Usual dosage range: 80 to
320 mg/day (maximum dose: 320 mg/day); dosage of > 160 mg should be divided into 2 equal
parts for twice-daily administration.

Conversion from insulin: May consider conversion from insulin to gliclazide therapy in
patients receiving < 40 units/day insulin. Prior to conversion, discontinue insulin for 48 to 72 hours
with close monitoring (> 3 times/day) of urine for glucose and ketones. Patients with ketonuria
and glycosuria 12 to 24 hours after discontinuting insulin should not be converted to gliclazide
therapy and should remain on insulin therapy.
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Special Populations
Geriatric: Refer to adult dosing; use with caution.
Renal Impairment:
e Mild to moderate impairment: Use the drug with caution; dosage adjustments may
be required.
e Severe impairment: Use is contraindicated.
Hepatic Impairment
e Mild to moderate impairment: Use the drug with caution; dosage adjustments may
be required.
e Severe impairment: Use is contraindicated.
Dietary Considerations
Gliclazide should be taken with meals.
Diet and exercise remain the primary consideration of diabetic patient management. This
drug is an adjunct to, not a substitute for, dietary regulation.
Patients that couldn’t take food by mouth (nil per os; NPO) or require decreased caloric
intake may need doses held to avoid hypoglycemia.

CONTRAINDICATIONS

Hypersensitivity to glicazide, other sulfonylureas or sulfonamides, or any component of the
formulation; unstable and/or type 1 diabetes mellitus (insulin dependent), particularly juvenile
diabetes; diabetic ketoacidosis; diabetic pre-coma and coma; severe renal or hepatic impairment;
stress conditions (e.g., serious infection, trauma, surgery); concurrent use with miconazole
(systemic or oromucosal gel); pregnancy; breastfeeding.

WARNINGS AND PRECAUTIONS

All sulfonylurea drugs are capable of producing severe hypoglycemia. Hypoglycemia is
more likely to occur when caloric intake is deficient, after severe or prolonged exercise, when
ethanol is ingested, or when more than one glucose-lowering drug is used. Hypoglycemia is also
more likely in elderly patients, malnourished patients or in patients with endocrine disorders,
severe vascular disease or impaired renal or hepatic function. Hypoglycemic effects (e.g.,
dizziness, weakness) may impair physical or mental abilities; patients must be cautioned about
performing tasks which require mental alertness (e.g., operating machinery, driving).

Use with caution in hepatic or renal impairment as metabolism and/or excretion may be
impaired; dose reductions may be necessary. Discontinue use if cholestatic jaundice occurs during
therapy.

Patients with glucose-6-phosphate dehydrogenase (G6PD) deficiency may be at an
increased risk of sulfonylurea-induced hemolytic anemia.

Oral hypoglycemic drugs may be associated with an increased cardiovascular mortality
compared to treatment with diet alone or diet plus insulin. However, data to support this association
is limited, and several studies have not supported an association.

Syndrome of inappropriate secretion of antidiuretic hormone (SIADH) symptoms (water
retention, dilutional hyponatremia, and high urine osmolality) have occurred after administration
of sulfonylureas to type 2 diabetes patients, especially those with congestive heart failure or hepatic
cirrhosis.
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Serious skin and hypersensitivity reactions such as rash, pruritis, urticaria, angioedema,

erythema, maculopapular rashes, and bullous reactions (e.g., Stevens-Johnson syndrome and toxic

epidermal necrolysis) have been reported with gliclazide. For patients with history of sulfa drug

allergies, the potential for cross activity between antibiotic sulfonamides and nonantibiotic

sulfonamides is extremely low. However, in cases where prior reactions are severe (Stevens-
Johnson syndrome/TEN), exposure to these classes of drugs should be avoided.

DRUG INTERACTION
Metabolism/Transport Effects Substrate of CYP2C9 (major); Note: Assignment of Major/Minor
substrate status based on clinically relevant drug interaction potential
Avoid Concomitant Use

Avoid concomitant use of gliclazide with any of the following: aminolevulinic acid
(systemic); mecamylamine; mitiglinide
Increased Effect/Toxicity

Gliclazide may increase the levels/effects of: ajmaline; alcohol (ethyl); aminolevulinic acid
(systemic); aminolevulinic acid (topical); carbocisteine; hypoglycemia-associated agents;
mecamylamine; porfimer, verteporfin; vitamin K antagonists

The levels/effects of gliciazide may be increased by: alpha-lipoic acid; androgens;
antidiabetic agents; beta-blockers; ceritinib; chloramphenicol (systemic); cimetidine; cyclic
antidepressants; CYP2C9 inhibitors (moderate); CYP2C9 inhibitors (strong); dexketoprofen;
dipeptidyl peptidase-IV inhibitors; fibric acid derivatives; fluconazole; glucagon-like peptide-1
agonists; guanethidine; herbs (hypoglycemic properties); lumacaftor; metreleptin; miconazole
(oral); mifepristone; mitiglinide; monoamine oxidase inhibitors; pegvisomant; probenecid,;
prothionamide; quinolones; ranitidine; salicylates; selective serotonin reuptake inhibitors; sodium-
glucose cotransporter 2 (SLGT2) inhibitors; sulfonamide antibiotics; thiazolidinediones; vitamin
K antagonists; voriconazole
Decreased Effect

The levels/effects of gliclazide may be decreased by: dabrafenib; enzalutamide;
hyperglycemia-associated agents; lumacaftor; quinolones; rifampin; rifapentine; ritodrine; St
John's wort; thiazide and thiazide-like diuretics
Food Interactions

Ethanol may cause rare disulfiram reactions. Management: monitor patients.

PREGNANCY AND LACTATION
Pregnancy Considerations

Due to no or limited amount of data from the use of gliclazide in pregnant women, use
during pregnancy is contraindicated. However, because maternal hyperglycemia has been
associated with adverse effects in both the fetus (including macrosomia, neonatal hyperglycemia,
and hyperbilirubinemia) and the mother (end-organ damage), physiologic glucose levels should
be maintained prior to and during pregnancy to decrease the risk. Insulin is the drug of choice for
the control of diabetes mellitus during pregnancy.
Breastfeeding Considerations

It is not known if gliclazide is excreted in breast milk. However, the potential for neonatal
hypoglycemia in a nursing infant contraindicates use.
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ADVERSE DRUG EFFECTS
Hypoglycemia: See Warnings and Precautions.
CNS: Drowsiness; asthenia; nervousness; tremor; pain; insomnia; anxiety; depression;
hypesthesia; chills; hypertonia; confusion; somnolence; abnormal gait; decreased libido; migraine;
anorexia; arthralgia; myalgia; fatigue; weakness; paresthesia; dizziness; vertigo; malaise;
headache.
Dermatologic: Allergic skin reactions; eczema; pruritus; erythema; erythema multiforme;
urticaria; morbilliform or maculopapular eruptions; lichenoid reactions; rash; sweating; exfoliative
dermatitis; porphyria cutanea tarda; photosensitivity reactions; Stevens-Johnson syndrome.
Endocrine: Reactions identical to the SIADH (see Warnings and Precautions).
Gl: GI disturbances (e.g., nausea, epigastric fullness, heartburn) are the most common reactions.
They tend to be dose-related and may disappear when dosage is reduced. Diarrhea; Gl pain;
constipation; dyspepsia; vomiting; hunger; proctocolitis; flatulence; cholestatic jaundice (rare,
discontinue the drug if this occurs).
Hematologic: Leukopenia; thrombocytopenia (which may present as purpura); aplastic anemia;
agranulocytosis; hemolytic anemia in patients with and without G6PD deficiency; pancytopenia;
hepatic porphyria; eosinophilia.
Hypersensitivity: Anaphylaxis; angioedema.
Miscellaneous: Disulfiram-like reactions; tinnitus; rhinitis; hyponatremia; changes in
accommodation; blurred vision; polyuria; trace blood in stool; thirst; edema; arrhythmia; flu
syndrome; flushing; hypertension; pharyngitis; eye pain; conjunctivitis; retinal hemorrhage;
dysuria; hepatitis; dyspnea; hypotension; shock; leg cramps; syncope; vasculitis.
Lab Test Abnormalities: Elevated liver function tests; occasional, mild-to-moderate elevations in
serum urea nitrogen (BUN), creatinine, AST, ALT, lactase dehydrogenase, alkaline phosphatase.

OVERDOSE AND TREAITMENTS

An overdose of sulfonylureas may cause hypoglycemia.

e Hypoglycemia without any loss of consciousness or neurological signs: corrected by
carbohydrate intake, dose adjustment and/or change of diet. Strict monitoring should be
continued.

e Hypoglycemia with coma, convulsions or other neurological disorders: treated as a medical
emergency, requiring immediate hospitalisation.

If hypoglycemic coma is diagnosed or suspected, a rapid 1.V. injection of 50 mL of
concentrated glucose solution (20 to 30%) should be given. Following this, a continuous infusion
of a more dilute glucose solution (10%) at a rate that will maintain blood glucose levels above
1 g/L. Due to the strong binding of gliclazide to proteins, dialysis is of no benefit to patients.

STORAGE CONDITION
Store at a temperature not exceeding 30°C

PACK SIZE
Pack of 10 tablets, box of 10 packs.
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Manufactured by
E Biolab Co., Ltd.
625 Soi 7A Bangpoo Industrial Estate

BIOLAB Samutprakarn, Thailand

Distributed by
Biopharm Chemicals Co., Ltd.
& 55 7th fl. Biohouse Building, Sukumvit 39, Sukumvit,
BI’PHARM Klongton Nua, Wattana, Bangkok 10110 Thailand
Tel. 0-2258-9999.

Date of revision
December 2022
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