
Composition

1. Active Ingredients: Pioglitazone hydrochloride equivalent to 15 mg Pioglitazone and 500 mg

Metformin hydrochloride.

2. Inactive Ingredients: Povidone, microcrystalline cellulose, Crosscarmillose sodium, magnesium

stearate, colloidal silicon dioxide, hydroxypropyl methyl cellulose, Polyethylene glycol 6000,

Titanium dioxide.

Pharmacological Action

Bioglita-plus 15/500 mg combines two antihyperglycemic agents with different mechanisms of

action to improve glycemic control of patients with type 2 diabetes: Pioglitazone hydrochloride, a

member of the thiazolidinedione class, and Metformin hydrochloride, a member of the biguanide

class. Thiazolidinediones are insulin-sensitizing agents that act primarily by enhancing peripheral

glucose utilization, whereas biguanides act primarily by decreasing endogenous hepatic glucose

production.

Pharmacokinetics

- Absorption:

Administration of Bioglita-Plus 15/500 mg with food resulted in no change in overall exposure of

pioglitazone.

 

- Distribution:

 

Pioglitazone hydrochloride

The mean apparent volume of distribution (V/F) of pioglitazone following single-dose

administration is 0.63  0.41 (mean  SD) L/kg of body weight. Pioglitazone is extensively protein

bound (> 99%) in human serum, principally to serum albumin. Pioglitazone also binds to other

serum proteins, but with lower affinity.

 

Metformin hydrochloride

The apparent volume of distribution (V/F) of metformin following single oral doses of 850 mg

averaged 654358 L. Metformin is negligibly bound to plasma proteins.

 

- Metabolism, Elimination and Excretion:

 

Pioglitazone hydrochloride

Pioglitazone is extensively metabolized by hydroxylation and oxidation. Following oral

administration, approximately 15% to 30% of the pioglitazone dose is recovered in the urine.

Renal elimination of pioglitazone is negligible and the drug is excreted primarily as metabolites

and their conjugates. It is presumed that most of the oral dose is excreted into the bile either

unchanged or as metabolites and eliminated in the feces.

 

Metformin hydrochloride

Intravenous single-dose studies in normal subjects demonstrate that metformin is excreted

unchanged in the urine and does not undergo hepatic metabolism (no metabolites have been



identified in humans) nor biliary excretion.

Indications

Bioglita-plus 15/500mg is indicated as an adjunct to diet and exercise to improve glycemic control

in patients with type 2 diabetes who are already treated with a combination of pioglitazone and

metformin or whose diabetes is not adequately controlled with metformin alone, or for  those

patients who have initially responded to pioglitazone alone and require additional  glycemic

control.

 

Management of type 2 diabetes should also include nutritional counseling, weight reduction as

needed, and exercise. These efforts are important not only in the primary treatment of type 2

diabetes, but also to maintain the efficacy of drug therapy.

Dosage &Administration

General: The use of antihyperglycemic therapy in the management of type 2 diabetes should be

individualized on the basis of effectiveness and tolerability while not exceeding the maximum

recommended daily dose of pioglitazone 45mg and metformin 2550 mg.

 

Dosage Recommendations: Selecting the starting dose of Bioglita-Plus 15/500mg should be

based on the patients current regimen of pioglitazone and/or metformin.

Bioglita-Plus 15/500mg should be given in divided daily doses with meals to reduce the

gastrointestinal side effects associated with metformin.

 

Starting dose for patients inadequately controlled on metformin monotherapy

Based on the usual starting dose of pioglitazone (15- 30 mg daily), Bioglita-Plus 15/500mg may be

initiated once or twice daily, and gradually titrated after assessing adequacy of therapeutic

response.

 

Starting dose for patients who initially responded to pioglitazone monotherapy and require

additional glycemic control

Based on the usual starting doses of metformin (500 mg twice daily), Bioglita-Plus 15/500mg may

be initiated twice daily, and gradually titrated after assessing adequacy of therapeutic response.

 

Starting dose for patients switching from combination therapy of pioglitazone plus metformin as

separate tablets

Bioglita-Plus 15/500mg may be initiated based on the dose of pioglitazone and metformin already

being taken.

Contra-Indications

BIOGLITA-PLUS 15/500mg (pioglitazone hydrochloride and metformin hydrochloride) is

contraindicated in patients with:

1. Renal disease or renal dysfunction, or abnormal creatinine clearance which may also result

from conditions such as cardiovascular collapse (shock), acute myocardial infarction, and

septicemia

2. Known hypersensitivity to pioglitazone, metformin or any other component of BIOGLITA-PLUS



I5/ 500mg.

3. Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with or without coma.

Diabetic ketoacidosis should be treated with insulin. BIOGLITA-PLUS 15/500mg should be

temporarily discontinued in patients undergoing radiologic studies involving intravascular

administration of iodinated contrast materials, because use of such products may result in acute

alteration of renal function.

Side Effects

The most common adverse events reported were upper respiratory tract infection, diarrhea,

combined edema/peripheral edema and headache.

 

Other adverse events reported included myalgia, tooth disorder, diabetes mellitus aggravated and

pharyngitis.

 

Laboratory Abnormalities

Hematologic: Pioglitazone may cause decreases in hemoglobin and hematocrit. The fall in

hemoglobin and hematocrit with pioglitazone appears to be dose related.

Serum Transaminase Levels: During all clinical studies in patients treated with pioglitazone had

ALT values >/=3 times the upper limit of normal during treatment.

CPK Levels: During required laboratory testing in clinical trials with pioglitazone, sporadic,

transient elevations in creatine phosphokinase levels (CPK) were observed.

Pregnancy & lactation

Pregnancy: BIOGLITA-PLUS I5/500mg

Because current information strongly suggests that abnormal blood glucose levels during

pregnancy are associated with a higher incidence of congenital anomalies, as well as increased

neonatal morbidity and mortality, most experts recommend that insulin be used during pregnancy

to maintain blood glucose levels as close to normal as possible. BIOGLITA-PLUS 15/500mg

should not be used during pregnancy unless the potential benefit justifies the potential risk to the

fetus.

 

Nursing Mothers

It is not known whether pioglitazone and/or metformin is secreted in human milk. Because many

drugs are excreted in human milk, BIOGLITA-PLUS 15/500mg should not be administered to a

breastfeeding woman. If BIOGLITA-PLUS I5/500mg is discontinued, and if diet alone is

inadequate for controlling blood glucose, insulin therapy should be considered.

Drug- drug Interactions

Pioglitazone hydrochloride

1- Oral Contraceptives: Co-administration of pioglitazone and an oral contraceptive for 21 days

resulted in 11% and 11-14% decrease in ethinyl estradiol AUC (0-24h) and Cmax respectively.

2- Midazolam: Administration of pioglitazone for 15 days followed by a single 7.5 mg dose of

midazolam syrup resulted in a 26% reduction in midazolam Cmax and AUC.

3- Nifedipine ER: Co-administration of pioglitazone for 7 days with 30 mg nifedipine ER

administered orally once daily for 4 days to male and female volunteers resulted in a ratio of least



square mean (90% CI) values for unchanged nifedipine of 0.83 (0.73 - 0.95) for Cmax and 0.88

(0.80 - 0.96) for AUC.

4- Ketoconazole: Co-administration of pioglitazone for 7 days with ketoconazole 200 mg

administered twice daily resulted in a ratio of least square mean (90% CI) values for unchanged

pioglitazone of 1.14 (1.06 - 1.23) for Cmax, 1.34 (1.26 - 1.41) for AUC and 1.87 (1.71 - 2.04) for

Cmin.

5- Atorvastatin Calcium: Co-administration of pioglitazone for 7 days with atorvastatin calcium 80

mg once daily resulted in a ratio of least square mean (90% CI) values for unchanged pioglitazone

of 0.69 (0.57 - 0.85) for Cmax, 0.76 (0.65 - 0.88) for AUC and 0.96 (0.87 - 1.05) for Cmin. For

unchanged atorvastatin the ratio of least square mean (90% Cl) values were 0.77 (0.66  0.90) for

Cmax, 0.86 (0.78 - 0.94) for AUC and 0.92 (0.82 - 1.02) for Cmin.

6- In other drug-drug interaction studies, pioglitazone had no significant effect on the

pharmacokinetics of fexofenadine, glipizide, digoxin, warfarin, ranitidine HCI or theophylline.

 

Metformin hydrochloride

Use of concomitant medications that may affect renal function or metformin disposition:

Concomitant medication(s) that may affect renal function or result in significant hemodynamic

change or may interfere with the disposition of metformin, such as cationic drugs that are

eliminated by renal tubular secretion, should be used with caution.

Precautions & Warning

- Use of pioglitazone is associated with an increased risk of myocardial ischemic events such as

angina or myocardial infarction.

- Pioglitazone is not recommended (although not contraindicated) for use with patients who are

taking insulin or nitrates.

 

Recommendations For prescribers:

I- Do not use pioglitazone in patients with active bladder cancer.

2- Use pioglitazone with caution in patients with a prior history of bladder cancer. The benefits of

glycemic control versus unknown risks for cancer recurrence with pioglitazone should be

considered in patients with a prior history of bladder cancer.

3- Counsel patients to report any signs or symptoms of blood in the urine, urinary urgency, pain on

urination, or back or abdominal pain, as these may be due to bladder cancer.

4- Encourage patients to read the Medication Guide they get with their pioglitazone medicine.

5- Report adverse events involving pioglitazone medicines.

 

General:

Pioglitazone hydrochloride

- Pioglitazone exerts its antihyperglycemic effect only in the presence of insulin. Therefore,

BIOGLITA-PLUS 15/500mg should not be used in patients with type I diabetes or for the treatment

of diabetic ketoacidosis.

- Hypoglycemia: Patients receiving pioglitazone in combination with insulin or oral hypoglycemic

agents may be at risk for hypoglycemia, and a reduction in the dose of the concomitant agent may



be necessary.

- Edema: BIOGLITA-PLUS 15/500 mg should be used with caution in patients with edema.

- Weight Gain: Dose related weight gain was observed with pioglitazone alone and in combination

with other hypoglycemic agents. The mechanism of weight gain is unclear but probably involves a

combination of fluid retention and fat accumulation.

 

Information for Patients

- Patients should be instructed regarding the importance of adhering to dietary instructions, a

regular exercise program, and regular testing of blood glucose.

 

- The risks of lactic acidosis, its symptoms and conditions that predispose to its development

should be explained to patients.

 

- Patients should be advised to discontinue Bioglita-Plus 15/500 mg immediately and to promptly

notify their health care professional if unexplained hyperventilation, myalgia, malaise, unusual

somnolence or other nonspecific symptoms occur.

 

- Gastrointestinal symptoms are common during initiation of metformin treatment and may occur

during initiation of Bioglita-Plus 15/500 mg therapy; however, patients should consult with their

physician if they develop unexplained symptoms.

 

-Patient should be counseled against excessive alcohol intake, either acute or chronic, while

receiving Bioglita-Plus 15/500 mg.

 

-Patients who experience an unusually rapid increase in weight or edema or who develop

shortness of breath or other symptoms of heart failure while on Bioglita-Plus 15/500 mg should

immediately report these symptoms to their physician.

 

-Patients should be told that blood tests for liver function will be performed prior to the start of

therapy and periodically thereafter per the clinical judgment of the health care professional.

 

-Combination antihyperglycemic therapy may cause hypoglycemia. When initiating Bioglita-Plus

15/500 mg, the risks of hypoglycemia, its symptoms and treatment, and conditions that predispose

to its development should be explained to patients.

 

-Patients should be told to take Bioglita-Plus 15/500 mg as prescribed and instructed that any

change in dosing should only be done if directed by their physician.

Storage

Keep at a temperature25 degrees C.


