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Oral hypoglycemic Glimepiride

1- Company name: Egyptian Group for Pharmaceutical Industries (EGPI).

2- Trade name: Diabenor 1, 2 & 3 mg.

3- Generic name: Glimepiride.

4- Composition:

Active Ingredient: Glimepiride 1mg, 2mg & 3mg.

Inactive Ingredients:

Lactose monohydrate, microcrystalline cellulose, povidone, croscarmellose sodium,
crospovidone, colloidal silicon dioxide, magnesium stearate, ferric oxide, FD&C
yellow # 6 Aluminum lake.

5- Pharmaceutical form: Tablets.

6- Pharmacological action:

« Diabenor (Glimepiride) is an oral hypoglycemic that decrease blood glucose
concentration mainly by stimulating insulin release from pancreatic beta cells. This
effect is based predominantly on improved responsiveness beta cells to the
physiological glucose stimulus.

« Diabenor (Glimepiride) also has extra pancreatic (insulin sensitizing and insulin
mimetic) effects.

« The effect of glimepiride is dose dependent over the range of 1 to 6mg.

7- Pharmacokinetics:

« Glimepiride is completely absorbed following oral administration.

« Food intake has no relevant influence on absorption.

« Maximum serum concentration is reached approximately 2-5 hours after oral intake
and there is a linear relationship between dose and both maximum concentrations
and area under the time concentration curve.

« After intravenous dosing in normal subjects, the volume of distribution was 8.8L,
and the total body clearance was 47.8 ml/min. Glimepiride has a high protein binding
(>99%).

« Mean dominant serum half life which is of relevance to the serum concentrations
under multiple dose conditions, is about 5 to 8 hours.

« Glimepiride is completely metabolized by oxidative biotransformation after either an
IV or oral dose. The major metabolites are the cyclohexyl hydroxymethyl derivative
(M1) and the carboxyl derivative (M2).

+ 60% of the administered dose was recovered in the urine in 7 days and M1
(predominant) and M2 accounted for 80-90% of that recovered in the urine.
Approximately 40% was recovered in feces and M1 (predominant) and M2
accounted for 70% of that recovered in feces. No parent drug was recovered from
urine or feces. After IV dosing in patients, no significant biliary excretion of
glimepiride or its M1 metabolite has been observed.

« Pharmacokinetic was similar in males and females, as well as in young and elderly
patients.

8- Indications:

Non insulin- dependent (type Il) diabetes, whenever blood sugar levels cannot be
controlled adequately by diet, physical exercise and weight reduction alone.
Diabenor may also be used in combination with insulin.

9- Dosage & Administration:

« In initiating treatment for non insulin dependant diabetes, glimepiride must be
viewed by both physician and patient as a treatment in addition to diet and exercise
and not as substitute for diet and exercise.

« Diabenor (glimepiride) has a flexible dosage regimen, the initial and maintenance
doses are set based on the result of regular checks of glucose in blood and urine.
Monitoring of glucose levels in blood and urine also serves to detect either primary
or secondary failure of therapy.

« Initial dose is 1 to 2 mg once daily, if necessary the daily dose can be increased
gradually i.e. at intervals of one to two weeks.

« The usual dose range in patients with well controlled diabetes is 1 to 4 mg once
daily. Some patients benefit from once daily doses of 6 to 8 mg.

* The dose should be taken with breakfast or the first main meal.

« Diabenor tablet must be swallowed without chewing and with sufficient amounts of
liquid.

« No transition period is necessary when substituting Diabenor for other oral
hypoglycemic agents. There is no exact dosage relationship between Diabenor and
other hypoglycemic agents. Consideration must be given to potency and duration of
action of the previous drug to avoid additive effects which would increase the risk of
hypoglycemia.

N.B: It is very important not to skip meals after taking Diabenor.

« If a patient forgot to take a dose, this must never be corrected by subsequently
taking a large dose. Take it as soon as you remember. If it is near the time of the
next dose, skip the missed dose and resume your usual dosing schedule.

« Intake of overdose may necessitate a physician consultation and measures for
hypoglycemia.

10- Contraindications:

« Hypersensitivity to glimepiride, other sulfonylureas or other sulfonamides.

« Treatment of insulin-dependent (type 1) diabetes mellitus.

« Diabetic ketoacidosis, diabetic precoma or coma.

« Severe renal or hepatic impairment.

« Pregnancy and lactation.

11- Side effects:

Based on experience glimepiride and on what is known of other sulfonylureas, the
following adverse effects must be considered:

« Hypoglycemia.

« Occasionally, nausea, vomiting, sensations of pressure or fullness in the
epigastrium, abdominal pain and diarrhea.

« Allergic or pseudoallergic reactions may occur, e.g. in the form of itching, urticaria
or rashes. Such reactions are mild, but may become more serious and be
accompanied by dyspnea and a fall in blood pressure, sometimes progressing to
shock.

« If urticaria occurs, a physician must be notified immediately.

« Porphyria cutanea tarda, photosensitivity reactions, and allergic vasculitis have
been reported with sulfonylureas, including glimepiride.

+ Leukopenia , agranulocytosis, thrombocytopenia, hemolytic anemia, aplastic
anemia, and pancytopenia have been reported with sulfonylureas, including
glimepiride.

« Hepatic porphyria reactions and disulfiram-like reactions have been reported with
sulfonylureas, including glimepiride. Cases of hyponatremia have been reported with
sulfonylureas, including glimepiride, most often in patients who are on other
medications or have medical conditions known to cause hyponatremia or increase
release of antidiuretic hormone. The syndrome of inappropriate antidiuretic hormone
(SIADH) secretion has been reported with sulfonylureas, including glimepiride, and it
has been suggested that certain sulfonylureas may augment the peripheral
(antidiuretic) action of ADH and/or increase release of ADH .
« Changes in accommodation and/or blurred vision may occur with the use of
glimepiride. This is thought to be due to changes in blood glucose, and may be more
pronounced when treatment is initiated. This condition is also seen in untreated
diabetic patients, and may actually be reduced by treatment. In placebo-controlled
trials, the incidence of blurred vision was placebo 0.7% and glimepiride 0.4%.
12- Drug Drug interactions:
Patients who take or discontinue taking certain other medicines while undergoing
treatment with Diabenor (glimepiride) may experience changes in blood sugar
control.
- Based on experience with sulfonylureas the following interactions must be
considered:
« Potentiation of the blood sugar lowering effect and, thus, in some instances
hypoglycemia may occur when one of the following medicines is taken, for example:
insulin and other oral anti-diabetics, ACE inhibitors, allopurinol, anabolic steroids and
male sex hormones, chloramphenicol, coumarin derivatives, cyclophosphamide,
disopyramide, fenfluramine. fenyramidol, fibrates, fluoxetine, guanethidine,
isophosphamide, MAO inhibitors, miconazole, para-amino-salicylic acid,
pentoxifylline (high dose parentral), phenylbutazone, azapropazone,
oxyphenbutazone, probencid, quinolones, salicylates, sulfinpyrazone, sulfonamides,
tetracyclines, tritoqualine, trophosphamide.
« Weakening of the blood sugar lowering effect and, thus, raised blood sugar levels
may occur when one of the following medicines is taken, for example:
acetazolamide, barbiturates, corticosteroids, diazoxide, diuretics, epinephrine
(adrenaline) and other sympathomimetic agents, glucagon, laxatives (after
protracted use), nicotinic acid (in high doses), oestrogens and progestogens,
phenothiazines, phenytoin, rifampicin, thyroid hormones.
« H2 receptor antagonists, clonidine and reserpine may lead to either potentation or
weakening of the blood sugar lowering effect.
« Beta-blockers decrease glucose tolerance. In patients with diabetes mellitus, this
may lead to deterioration of metabolic control. In addition, beta-blockers may
increase the tendency to hypoglycemia (due to impaired counter regulation).
« Under the influence of sympatholytic drugs such as beta-blockers, clonidine,
guanethidine and reserpine, the signs of adrenergic counter regulation to
hypoglycemia may be reduced or absent.
« Both acute and chronic alcohol intake may potentiate or weaken the blood sugar
lowering action of glimepiride unpredictably.
« The effect of coumarin derivatives may be potentiated or weakened.
13- Pregnancy & lactation:
Not to be used for neither pregnant nor nursing mothers.
14- Precautions & warnings:
« Special warning on increased risk of cardiovascular mortality:
The administration of oral hypoglycemic drugs has been reported to be associated
with increased cardiovascular mortality as compared to treatment with diet alone or
diet plus insulin. This warning is based on a long term study, prospective clinical trial
designed to evaluate the effectiveness of glucose-lowering drugs in preventing or
delaying vascular complications in patients with non-insulin dependent diabetes.
Precautions:
« As all sulfonylureas, in the initial weeks of treatment, the risk of hypoglycemia may
be increased and necessitates especially careful monitoring.
« Factors favoring hypoglycemia include:
- Under nutrition, irregular meal times or skipped meals.
- Imbalance between physical exertion and carbohydrate intake.
- Alterations of diet.
- Consumption of alcohol, especially in combination with skipped meal.
- Impaired renal function.
- Over dosage with glimepiride.
- Certain uncompensated disorders of the endocrine system affecting carbohydrate
metabolism or counter regulation of hypoglycemia (e.g. disorders of thyroid functions
and in anterior pituitary or adrenocortical insufficiency).
- Concurrent administration of certain other medicines (see interactions).
« In exceptional stress situations (e.g. trauma, surgery, infections with fever) blood
sugar control may deteriorate and a temporary change over to insulin may be
necessary.
« During treatment with Diabenor, glucose levels in blood and urine must be
checked regularly. Glycosylated hemoglobin should also be monitored usually
every 3 to 6 months, to more precisely assess long term glycemic control.
- Treatment of patients with glucose 6-phosphate dehydrogenase (G6PD) deficiency
with sulfonylurea agents can lead to hemolytic anemia. Since glimepiride belongs to
the class of sulfonylurea agents, caution should be used in patients with GePD
deficiency and a non-sulfonylurea alternative should be considered. In post
marketing reports, hemolytic anemia has been reported in patients who did not have
known GsPD deficiency.
16- Package & storage:
« Store at a temperature not exceeding 30°C in a dry place.
Diabenor 1mg: Carton box containing 1 strip (AL/PVC) of 10 tablets & inner leaflet.
Diabenor 2mg & 3mg: Carton box containing 1 or 2 strips (AL/PVC) each of 10
tablets & inner leaflet.
17- Information for Patients:
- Keep out of reach of children.
- For type Il diabetes mellitus.
- Itis a treatment in addition to diet and exercise and not a substitute for diet and
exercise.
- The range of dose is 1 to 6mg and in exceptional cases 8mg.
- Not for type | diabetes mellitus.
- Not for pregnancy and lactation.
Manfactured by:
Egyptian Group for Pharmaceutical Industries. (EGPI)
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