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Newbet® tablets (Repaglinide) 0.5,1 & 2 mg

Composition: Each tablet contains: 0.5, 1 and 2mg Repaglinide

Description:

Newbet®is an oral blood glucose-lowering drug of the meglitinide class used in the management of type 2 diabetes mellitus (also
known as non-insulin dependent diabetes mellitus or NIDDM).

Clinical pharmacology:

Newbet®lowers blood glucose levels by stimulating the release of insulin from the pancreas. This action is dependent upon function-
ing beta ((beta)) cells in the pancreatic islets. Insulin release is glucose-dependent and diminishes at low glucose concentrations.
Pharmacokinetics:

After oral administration, Newbet®is rapidly and completely absorbed from the gastrointestinal tract. Newbet®is rapidly eliminated
from the blood stream with a half-life of approximately 1 hour.

Newbet®is completely metabolized by oxidative biotransformation and direct conjugation with glucuronic acid after either an IV or
oral dose. Metabolites do not contribute to the glucose-lowering effect of Newbet®

Within 96 hours after dosing with 14 C-Newbet ®as a single, oral dose, approximately 90% of the radiolabel was recovered in the
feces and approximately 8% in the urine. Only 0.1% of the dose is cleared in the urine as parent compound. The major metabolite
(M2) accounted for 60% of the administered dose. Less than 2% of parent drug was recovered in feces.

Indications and usage:

Newbet®is indicated as an adjunct to diet and exercise to lower the blood glucose in patients with type 2 diabetes mellitus (NIDDM)
whose hyperglycemia cannot be controlled satisfactorily by diet and exercise alone.

Newbet®is also indicated for combination therapy use (with metformin or thiazolidinediones) to lower blood glucose in patients
whose hyperglycemia cannot be controlled by diet and exercise plus monotherapy with any of the following agents: metformin,
sulfonylureas, Newbet,®or thiazolidinediones. If glucose control has not been achieved after a suitable trial of combination therapy,
consideration should be given to discontinuing these drugs and using insulin. Judgments should be based on regular clinical and
laboratory evaluations.

Contraindications:

Newbet®is contraindicated in patients with: Diabetic ketoacidosis, with or without coma (This condition should be treated with
insulin), Type 1 diabetes and Known hypersensitivity to the drug or its inactive ingredients.

Precautions:

Newbet®is not indicated for use in combination with NPH-insulin.

All oral blood glucose-lowering drugs are capable of producing hypoglycemia. Proper patient selection, dosage, and instructions to
the patients are important to avoid hypoglycemic episodes. Hepatic insufficiency may cause elevated Newbet®blood levels and may
diminish gluconeogenic capacity, both of which increase the risk of serious hypoglycemia. Elderly, debilitated, or malnourished
patients and those with adrenal, pituitary, hepatic or severe renal insufficiency may be particularly susceptible to the hypoglycemic
action of glucose-lowering drugs.

When a patient stabilized on any diabetic regimen is exposed to stress such as fever, trauma, infection, or surgery, a loss of glyce-
mic control may occur. At such times, it may be necessary to discontinue Newbet®and administer insulin.

Information for Patients:

Patients should be informed about the importance of adherence to dietary instructions, of a regular exercise program, and of
regular testing of blood glucose and HbA 1c.

Patients should be instructed to take Newbet®before meals (2, 3, or 4 times a day preprandially). Doses are usually taken within 15
minutes of the meal but time may vary from immediately preceding the meal to as long as 30 minutes before the meal.

Drug Interactions:

In vitro data indicate that Newbet®metabolism may be inhibited by antifungal agents like ketoconazole and miconazole, and anti-
bacterial agents like erythromycin (cytochrome P-450 enzyme system 3A4 inhibitors). Drugs that induce the cytochrome P-450
enzyme system 3A4 may increase Newbet®metabolism; such drugs include rifampin, barbiturates, and carbamezepine.

Invivo data from a study that evaluated the co-administration of a cytochrome P-450 enzyme inhibitor, clarithromycin, with Newbet®
resulted in a clinically significant increase in Newbet®p|asma levels.

This increase in Newbet®plasma levels may necessitate a Newbet®dose adjustment.

In vivo data from a study that evaluated the co-administration of gemfibrozil with Newbet®in healthy subjects resulted in a significant
increase in Newbet®blood levels. Patients taking Newbet®should not start taking gemfibrozil; patients taking gemfibrozil should not
start taking Newbet®The hypoglycemic action of oral blood glucose-lowering agents may be potentiated by certain drugs including
nonsteroidal anti-inflammatory agents and other drugs that are highly protein bound, salicylates, sulfonamides, chloramphenicol,
coumarins, probenecid, monoamine oxidase inhibitors, and beta adrenergic blocking agents. When such drugs are administered
to a patient receiving oral blood glucose-lowering agents, the patient should be observed closely for hypoglycemia. When such
drugs are withdrawn from a patient receiving oral blood glucose-lowering agents, the patient should be observed closely for loss
of glycemic control.

Certain drugs tend to produce hyperglycemia and may lead to loss of glycemic control. These drugs include the thiazides and other
diuretics, corticosteroids, phenothiazines, thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic acid, sympath-
omimetics, calcium channel blocking drugs, and isoniazid. When these drugs are administered to a patient receiving oral blood
glucose-lowering agents, the patient should be observed for loss of glycemic control. When these drugs are withdrawn from a
patient receiving oral blood glucose-lowering agents, the patient should be observed closely for hypoglycemia.

Pregnancy:

Pregnancy category C

Newbet®should be used during pregnancy only if it is clearly needed.

Nursing Mothers:

Because the potential for hypoglycemia in nursing infants may exist, and because of the effects on nursing animals, a decision
should be made as to whether Newbet®should be discontinued in nursing mothers, or if mothers should discontinue nursing.
Adverse reactions:

The followings are the only clinical adverse reactions considered possibly: Hypoglycemia, URI, Sinusitis, Rhinitis, Bronchitis,
Nausea, Diarrhea, Constipation, Vomiting, Dyspepsia, Arthralgia, Back Pain,

Headache, Paresthesia, Chest pain, Urinary tract infection, Tooth disorder, Allergy, Serious CV Events, and Cardiac Ischemic
Events.

Dosage and administration:

There is no fixed dosage regimen for the management of type 2 diabetes with Newbet®

The patient’s blood glucose should be monitored periodically to determine the minimum effective dose for the patient; to detect
primary failure.

Newbet®doses are usually taken within 15 minutes of the meal but time may vary from immediately preceding the meal o as long
as 30 minutes before the meal.

For patients not previously treated or whose HbA 1c is <8%, the starting dose should be 0.5 mg with each meal. For patients
previously treated with blood glucose-lowering drugs and whose HbA 1c is >/= 8%, the initial dose is 1 or 2 mg with each meal
preprandially.

Dosing adjustments should be determined by blood glucose response, usually fasting blood glucose.

The recommended dose range is 0.5 mg to 4 mg taken with meals. Newbet®may be dosed preprandially 2, 3, or 4 times a day in
response to changes in the patient’s meal pattern. The maximum recommended daily dose is 16 mg.

Storage:

Store this drug under 30°C in its own package. Keep away from direct light and moisture.

Keep away from reach of children.

Packaging:

Newbet®tablets are presented by Aburaihan Pharmaceutical Company in 0.5, 1 & 2 milligram doses.

The 0.5 milligram tablets are white and each 100 tablets are packed in polyethylene containers with a silicagel pack.

The 1.0 milligram tablets are milky to creamy and each 100 tablets are packed in polyethylene containers with a silicagel pack.
The 2.0 milligram tablets are pink and each 100 tablets are packed in polyethylene containers with a silicagel pack.

@ Manufactured by ﬂbUI‘C\ihQn Pharma.Co. Tehran-Iran
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