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SCHEDULING STATUS 

S3 

 

PROPRIETARY NAME AND DOSAGE FORM 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS 15 mg (tablet) 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS 30 mg (tablet) 

 

COMPOSITION 

Each tablet contains: 

Pioglitazone hydrochloride equivalent to pioglitazone 15 or 30 mg.  

Excipients: Lactose monohydrate, carboxymethyl cellulose calcium, hydroxypropyl cellulose 

and magnesium stearate. 

Contains sugar (lactose). 

 

PHARMACOLOGICAL CLASSIFICATION 

A 21.2. Oral hypoglycaemics   

 

PHARMACOLOGICAL ACTION 

Pharmacodynamic properties 

Pioglitazone hydrochloride (Pioglitazone [(±)-5-[[4-[2-(5-ethyl-2-pyridinyl)ethoxy] 

phenyl]methyl]-2,4-]  thiazolidinedione monohydrochloride) acts primarily by decreasing 

insulin resistance. Pharmacological studies indicate that it improves sensitivity to insulin in 

muscle and adipose tissue and inhibits hepatic gluconeogenesis. 

Pioglitazone is a selective agonist for peroxisome proliferator-activated receptor-gamma 

(PPARγ). PPAR receptors are found in tissues relevant for insulin action such as adipose 

tissue, skeletal muscle, and liver. Activation of PPARγ nuclear receptors modulates the 

transcription of a number of insulin responsive genes involved in the homeostasis of glucose 

and lipid metabolism. 
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An additive effect on glycaemic control was observed when pioglitazone was used in 

combination with sulphonylurea, metformin or insulin. 

 

Pharmacokinetic properties  

Serum concentrations of total pioglitazone (pioglitazone plus active metabolites) remain 

elevated 24 hours after once daily dosing. Steady-state serum concentrations of both 

pioglitazone and total pioglitazone are achieved within 7 days. At steady-state, two of the 

pharmacologically active metabolites of pioglitazone, Metabolites III (M-III) and IV (M-IV), 

reach serum concentrations equal to or greater than pioglitazone. In both healthy volunteers 

and in patients with type 2 diabetes, pioglitazone comprises approximately 30 % to 50 % of 

the peak total pioglitazone serum concentrations and 20 % to 25 % of the total area under 

the serum concentration-time curve (AUC).  

Maximum serum concentration (Cmax), AUC and trough serum concentrations (Cmin) for both 

pioglitazone and total pioglitazone do not increase proportionally at doses of 15 mg and 30 

mg per day. There is a slightly less than proportional increase for pioglitazone and total 

pioglitazone at a dose of 60 mg per day. 

 

Absorption 

Following oral administration, in the fasting state, pioglitazone is first measurable in serum 

within 30 minutes, with peak concentrations observed within 2 hours. Food slightly delays 

the time to peak serum concentration to 3 to 4 hours, but does not alter the extent of 

absorption. The absolute bioavailability after oral intake of pioglitazone in humans is not 

known.  

 

Distribution 

The mean apparent volume of distribution (Vd/F) of pioglitazone following a single-oral dose 

of 7,5 mg is 0,63 ± 0,41 (mean ± SD) L/kg of body mass. Pioglitazone is extensively protein 

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

http://www.rxlist.com/script/main/art.asp?articlekey=5470
http://www.rxlist.com/script/main/art.asp?articlekey=97585
http://www.rxlist.com/script/main/art.asp?articlekey=2189
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other serum proteins, but with lower affinity. Metabolites M-III and M-IV also are extensively 

bound (> 98 %) to serum albumin. 

 

Metabolism 

Pioglitazone is extensively metabolized by hydroxylation and oxidation. The cytochrome 

P450 plays an important role in the metabolism of pioglitazone. The major cytochromes 

involved are CYP3A4 and CYP2C8. The metabolites also partly convert to glucuronide or 

sulphate conjugates. Metabolites M-II and M-IV (hydroxy derivatives of pioglitazone) and M-

III (keto derivative of pioglitazone) are pharmacologically active in animal models of type 2 

diabetes. In addition to pioglitazone, M-III and M-IV are the principal agent-related species 

found in human serum following multiple dosing. At steady-state, in both healthy volunteers 

and in patients with type 2 diabetes, pioglitazone comprises approximately 30 % to 50 % of 

the total peak serum concentrations and 20 % to 25 % of the total AUC. 

Pioglitazone incubated with expressed human P450 or human liver microsomes results in 

the formation of M-IV and to a much lesser degree, M-II. The major cytochrome P450 

isoforms involved in the hepatic metabolism of pioglitazone are CYP2C8 and CYP3A4 with 

contributions from a variety of other isoforms including the mainly extrahepatic CYP1A1. 

Ketoconazole inhibited up to 85 % of hepatic pioglitazone metabolism in vitro at a 

concentration equal molar to pioglitazone. Pioglitazone did not inhibit P450 activity when 

incubated with human P450 liver microsomes. In vitro human studies have not been 

performed to investigate any induction of CYP3A4 by pioglitazone.  

 

Excretion and Elimination 

Following oral administration, approximately 15 % to 30 % of the pioglitazone dose is 

recovered in the urine. Renal elimination of pioglitazone is negligible, and the medicine 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 

faeces.  

http://www.rxlist.com/script/main/art.asp?articlekey=15380
http://www.rxlist.com/script/main/art.asp?articlekey=23369
http://www.rxlist.com/script/main/art.asp?articlekey=2459
http://www.rxlist.com/script/main/art.asp?articlekey=3400
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The mean serum half-life of pioglitazone and total pioglitazone ranges from 3 to 7 hours and 

16 to 24 hours, respectively. Pioglitazone has an apparent clearance (CL/F) calculated to be 

5 to 7 L/hr. 

 

Special populations  

Renal insufficiency: 

The serum elimination half-life of pioglitazone, M-III, and M-IV remains unchanged in 

patients with moderate (creatinine clearance 30 to 60 mL/min) to severe (creatinine 

clearance < 30 mL/min) renal impairment when compared to normal subjects. No dose 

adjustment in patients with mild to moderate renal dysfunction is recommended.  

 

Hepatic insufficiency 

Compared with normal controls, subjects with impaired hepatic function (Child-Pugh Grade 

B/C) have an approximate 45 % reduction in pioglitazone and total pioglitazone mean peak 

concentrations but no change in the mean AUC values. 

 

Elderly 

In healthy elderly subjects, peak serum concentrations of pioglitazone and total pioglitazone 

are not significantly different, but AUC values are slightly higher and the terminal half-life 

values slightly longer than for younger subjects. These changes were not of a magnitude 

that would be considered clinically relevant. 

 

Gender 

The mean Cmax and AUC values were increased 20 % to 60 % in females. In controlled 

clinical trials, haemoglobin A1c (HbA1c) decreases from baseline were generally greater for 

females than for males. Since therapy should be individualised for each patient to achieve 

glycaemic control, no dose adjustment is recommended based on gender alone. 

 

INDICATIONS 
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PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS is indicated as an adjunct to 

diet and exercise to improve glycaemic control in patients with type 2 diabetes (non insulin 

dependent diabetes mellitus, NIDDM), as monotherapy or in combination with a 

sulphonylurea, metformin, or insulin when diet and exercise plus the single medicine does 

not result in adequate glycaemic control. 

 

CONTRA-INDICATIONS 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS is contraindicated in patients 

with: 

• known hypersensitivity to pioglitazone or any of the components of PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS, 

• impaired liver function with serum transaminase levels exceeding 2,5 times the 

upper limit of normal or active liver disease, 

• cardiac failure or history of cardiac failure,  

• pregnancy and lactation, 

• type 1 diabetes mellitus or diabetic ketoacidosis, 

• current bladder cancer or history of bladder cancer, 

• uninvestigated macroscopic haematuria.   

 

Children: Safety and effectiveness of PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS in paediatric patients have not been established.  

 

WARNINGS AND SPECIAL PRECAUTIONS 

Liver function monitoring is essential. 

Serum ALT (alanine transminase) levels should be evaluated prior to the initiation of therapy 

with PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS in all patients, every two 

months for the first year of therapy, and periodically thereafter. 
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In all clinical trials, a reduction in HbA1c was accompanied by a significant mean increased 

body mass in PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS treated patients 

in a dose related manner. 

 

Hypoglycaemia: patients receiving PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS in combination with insulin or oral hypoglycaemic medicines may be at risk of 

hypoglycaemia and a reduction in the dose of the concomitant medicine may be necessary. 

 

Ovulation: In premenopausal anovulatory patients with insulin resistance, treatment with 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS may result in resumption of 

ovulation. As a consequence of their improved insulin sensitivity, these patients may be at 

risk for pregnancy if adequate contraception is not used. 

 

Fluid retention and cardiac failure: PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS can cause significant plasma volume expansion and pre-load induced cardiac 

hypertrophy. PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS, can cause fluid 

retention when used alone or in combination with other antidiabetic medicines including 

insulin. Fluid retention may lead to or exacerbate heart failure.  

When treating patients who have at least one risk factor for development of congestive heart 

failure (e.g. prior myocardial infarction or symptomatic coronary artery disease or the 

elderly), medical practitioners should start with the lowest available dose and increase the 

dose gradually. Patients should be observed for signs and symptoms of heart failure, weight 

gain or oedema; particularly those with reduced cardiac reserve. There have been post-

marketing cases of cardiac failure reported when PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS  was used in combination with insulin or in patients with a history of 

cardiac failure. Patients should be observed for signs and symptoms of heart failure, weight 

gain and oedema when PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS is 

used in combination with insulin. Since insulin and PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS are both associated with fluid retention, concomitant administration 
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may increase the risk of oedema. Post marketing cases of peripheral oedema and cardiac 

failure have also been reported in patients with concomitant use of PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS and nonsteroidal anti-inflammatory medicines, 

including selective COX-2 inhibitors. 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS should be discontinued if any 

deterioration in cardiac status occurs. 

 

Elderly 

Combination use with insulin should be considered with caution in the elderly because of 

increased risk of serious heart failure. 

Due to age-related risks (especially bladder cancer, fractures and heart failure), the balance 

of benefits and risks should be considered carefully both before and during treatment in the 

elderly. 

 

Bladder cancer 

Cases of bladder cancer were reported frequently with PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS. Epidemiological studies have also suggested a small increased risk 

of bladder cancer in diabetic patients treated with pioglitazone, as in PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS.  

Risk factors for bladder cancer should be assessed before initiating PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS treatment (risks include age, smoking history, 

exposure to some occupational or chemotherapy medicines e.g. cyclophosphamide or prior 

radiation treatment in the pelvic region).  

Any macroscopic haematuria should be investigated before starting PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS therapy. 

Patients should be advised to promptly seek the attention of their medical practitioner if 

macroscopic haematuria or other symptoms such as dysuria or urinary urgency develop 

during treatment. 

 



 

 

ZA_CTD_Jul12_v5 August 2012 1.3.1.1 Page 8 of 19 

 

Hepatic effect: In view of thiazolidinedione class effects on the liver, it is essential that 

patients treated with PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS undergo 

periodic monitoring of liver enzyme. Liver function test should also be obtained for patients if 

symptoms suggestive of hepatic dysfunction occur, e.g., nausea, vomiting, abdominal pain, 

fatigue, anorexia, dark urine. If ALT increases to 2,5 times baseline, treatment should be 

stopped. If jaundice is observed, PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS therapy should be discontinued. 

Therapy with PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS should not be 

initiated if the patient exhibits clinical evidence of active liver disease or the ALT levels 

exceeds 2,5 times the upper limit of normal. Patients with mildly elevated liver enzymes (ALT 

levels at 1 to 2,5 times the upper limit of normal) at baseline or any time during therapy with 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS should be evaluated to 

determine the cause of the liver enzyme elevation. Initiation of, or continuation of, therapy 

with PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS in patients with mildly 

elevated liver enzymes should proceed with extreme caution and include the appropriate 

clinical follow-up which may include more frequent liver enzyme monitoring. If serum 

transaminase levels are increased (ALT>2,5 times the upper limit of normal), or if the patient 

is jaundiced, PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS therapy should 

be discontinued. 

 

Haematologic: PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS may cause 

decreases in haemoglobin and haematocrit. Mean haemoglobin values declined by 2 % to 4 

% in pioglitazone treated patients. These changes primarily occurs within the first 4 to 12 

weeks of therapy and remained relatively constant thereafter. These changes may be related 

to increased plasma volume and may not be associated with any significant haematologic 

clinical effects. 

 

Weight gain: Dose related weight gain was seen with PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS alone and in combination with other hypoglycaemic medicines. The 



 

 

ZA_CTD_Jul12_v5 August 2012 1.3.1.1 Page 9 of 19 

 

mechanism of weight gain is unclear but probably involves a combination of fluid retention 

and fat accumulation. 

 

Macular oedema: New onset or worsening (diabetic) macular oedema with decreased 

visual acuity have been reported with the use of PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS. Medical practitioners should consider the possibility of macular 

oedema if a patient reports decreased visual acuity.  

 

Others 

An increased incidence in bone fractures in women has been reported in patients on 

treatment for up to 3,5 years. 

Some epidemiological studies have suggested a similarly increased risk of fracture in both 

men and women. 

The risk of fractures should be considered in the long term care of patients treated with 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS. 

 

It is important to instruct patients to adhere to dietary instructions and to have blood glucose 

and glycosylated haemoglobin tested regularly. During periods of stress such as fever, 

trauma, infection or surgery, medication requirements may change and patients should be 

reminded to seek medical advice promptly.  

 

Laboratory tests  

Liver enzyme monitoring is essential prior to initiation of therapy with PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS in all patients and periodically thereafter. 

Patients who experience an unusually rapid increase in weight or oedema or who develop 

shortness of breath or other symptoms of heart failure while on PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS should immediately report these symptoms to 

their medical practitioner. 
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Patient should be told that blood test for liver function will be performed prior to the start of 

therapy, every two months for first year, and periodically thereafter. Patients should be told 

to seek immediate medical advice for unexplained nausea, vomiting, abdominal pain, 

fatigue, anorexia, or dark urine. 

 

Effects on ability to drive and use machines 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS has no or negligible influence 

on the ability to drive and use machines. However patients who experience visual 

disturbance should be cautious when driving or using machines. 

 

Lactose warning: 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS contains lactose. Patients 

with the rare hereditary conditions of galactose intolerance e.g. galactosaemia, Lapp lactase 

deficiency, glucose-galactose malabsorption or fructose intolerance should not take 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS. 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS contains lactose which may 

have an effect on the glycaemic control of patients with diabetes mellitus. 

 

INTERACTIONS 

Medicines Interactions 

Oral Contraceptives:  

Administration of another thiazolidinedione with an oral contraceptive containing ethinyl 

estradiol and norethindrone reduced the plasma concentration of both hormones by 

approximately 30 %, which could result in loss of contraception. The pharmacokinetics of co-

administration of pioglitazone and oral contraceptives have not been evaluated in patients 

taking pioglitazone and an oral contraceptive. Therefore, additional caution regarding 

contraception should be exercised in patients receiving PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS and an oral contraceptive. 
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Glipizide: In healthy volunteers, co-administration of pioglitazone (45 mg once daily) and 

glipizide (5 mg once daily) for seven days did not alter the steady-state pharmacokinetics of 

glipizide. 

 

Digoxin: In healthy volunteers, co-administration of pioglitazone (45 mg once daily) with 

digoxin (0,25 mg once daily) for seven days did not alter the steady-state pharmacokinetics 

of digoxin. 

 

Warfarin: In healthy volunteers, co-administration of pioglitazone (45 mg once daily) for 

seven days with warfarin did not alter the steady-state pharmacokinetics of warfarin. In 

addition pioglitazone has no clinically significant effect on prothrombin time when 

administered to patients receiving chronic warfarin therapy. 

 

Metformin: In healthy volunteers, co-administration of metformin (1000 mg) and pioglitazone 

(45 mg) after seven days of pioglitazone (45 mg once daily) did not alter the 

pharmacokinetics of the single dose of metformin. 

 

Cytochrome P450 isoform CYP3A4 is partially responsible for the metabolism of 

pioglitazone. Specific formal pharmacokinetic interaction studies have not been conducted 

with pioglitazone and other medicines metabolised by this enzyme, such as: erythromycin, 

calcium channel blockers, cisapride, corticosteroids, ciclosporin, HMG-CoA reductase 

inhibitors, tacrolimus, triazolam, and trimetrexate, as well as inhibitory medicines such as 

ketoconazole and itraconazole, in vitro, ketoconazole appears to significantly inhibit the 

metabolism of pioglitazone. Patients receiving ketoconazole concomitantly with 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS should be evaluated more 

frequently with respect to glycaemic control. 

 

An inhibitor of CYP2CB (such as gemfibrozil) may increase the AUC of pioglitazone and an 

inducer of CYP2CB (such as rifampicin) may decrease the AUC of pioglitazone. 
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Co-administration of PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS with 

rifampicin is reported to result in a 54 % decrease in AUC of pioglitazone. The 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS dose may need to be 

increased based on clinical response when rifampicin is concomitantly administered. 

 

Co-administration of PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS with 

gemfibrozil is reported to result in 3-fold increase in AUC of pioglitazone. Since there is a 

potential for dose related adverse event with PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS, a decrease in the dose of PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS may be needed when gemfibrozil is concomitantly administered. 

 

PREGNANCY AND LACTATION 

Safety and effectiveness of PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS in 

pregnancy and lactation have not been established (see Contraindications). 

 

DOSAGE AND DIRECTIONS FOR USE 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS should be taken once daily 

without regard to meals. 

The management of antidiabetic therapy should be individualised. 

 

Monotherapy  

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS monotherapy in patients not 

adequately controlled with diet and exercise may be initiated at 15 mg or 30 mg once daily. 

For patients who respond inadequately to the initial dose of PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS, the dose can be increased in increments up to 

45 mg once daily. For patients not responding adequately to monotherapy, combination 

therapy should be considered. 
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Combination therapy  

Sulphonylureas: PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS in 

combination with a sulfonylurea may be initiated at 15 mg or 30 mg once daily. The current 

sulfonylurea dose can be continued upon initiation of PIOGLITAZONE HYDROCHLORIDE 

TABLETS MACLEODS therapy. If patients report hypoglycaemia, the dose of the 

sulfonylurea should be decreased. 

 

Metformin 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS in combination with metformin 

may be initiated at 15 mg or 30 mg once daily. The current metformin dose can be continued 

upon initiation of PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS therapy. It is 

unlikely that the dose of metformin will require adjustment due to hypoglycaemia during 

combination therapy with PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS. 

 

Insulin 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS in combination with insulin 

may be initiated at 15 mg or 30 mg once daily. The current insulin dose can be continued 

upon initiation of PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS therapy. In 

patients receiving PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS and insulin, 

either the PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS dose or the insulin 

dose should be decreased if patient reports hypoglycaemia or if plasma glucose 

concentration decreases to less than 5,5 mmol/l (100 mg/dl). Further adjustments should be 

individualised based on glucose-lowering response. 

 

Maximum Recommended Dose 

The dose of PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS should not 

exceed 45 mg once daily since doses higher than 45 mg once daily have not been studied. 

No studies of more than 30 mg once daily have been conducted in combination therapy.  

Dose adjustment in patients with renal insufficiency is not recommended. 
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Therapy with PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS should not be 

initiated if the patient exhibits clinical evidence of active liver disease or increased serum 

transaminase levels (ALT greater than 2,5 times the upper limit of normal) at start of therapy. 

Liver enzyme monitoring is recommended in all patients prior to initiation of therapy with 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS and periodically thereafter.  

No data are is available on the use of PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS in combination with another thiazolidinedione. 

 

SIDE EFFECTS  

Clinical adverse event reported when PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS was used in combination with sulphonylureas, metformin, or insulin were 

generally similar to those reported during PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS monotherapy with the exception of an increase in the occurrence of mild to 

moderate oedema in the insulin combination study. Mild to moderate hypoglycaemia was 

reported during combination therapy with sulphonylureas or insulin. 

 

In post marketing experience with PIOGLITAZONE HYDROCHLORIDE TABLETS 

MACLEODS, congestive heart failure has been reported in patients both with and without 

pre-existing cardiac disease. In post-marketing experience with PIOGLITAZONE 

HYDROCHLORIDE TABLETS MACLEODS, reports of hepatitis and of hepatic enzyme 

elevations to 3 or more times the upper limit of normal have been received. Very rarely, 

these have involved hepatic failure with and without fatal outcome, although causality has 

not been established. 

 

System organ 

class/ Adverse 

event  

Frequency of side effects by treatment regimen 

Monotherapy 

Combination therapy with 

metformin sulphonylurea 
metformin 

and 
insulin 
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sulphonylurea 

Infections and  

infestations 

 

upper respiratory 

tract infection 

frequent frequent frequent frequent frequent 

bronchitis     frequent 

sinusitis less frequent less 

frequent 

less frequent less frequent less 

frequent 

Neoplasms 

benign, 

malignant and 

unspecified 

(including cysts 

and polyps) 

     

bladder cancer less frequent less 

frequent 

less frequent less frequent less 

frequent 

Blood and 

lymphatic 

system 

disorders 

     

anaemia  frequent    

Immune system 

disorders 

     

hypersensitivity 

and allergic 

reactions 

frequency not 

known 

frequency 

not known 

frequency not 

known 

frequency not 

known 

frequency 

not 

known 

Metabolism and 

nutrition 
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disorders 

hypoglycaemia   less frequent frequent frequent 

increased 

appetite 

  less frequent   

Nervous system 

disorders 

     

hypoaesthesia frequent frequent frequent frequent frequent 

headache  frequent less frequent   

dizziness   frequent   

insomnia less frequent less 

frequent 

less frequent less frequent less 

frequent 

Eye disorders      

visual 

disturbance 

frequent frequent less frequent   

macular oedema frequency not 

known 

frequency 

not known 

frequency not 

known 

frequency not 

known 

frequency 

not 

known 

Ear and 

labyrinth 

disorders 

     

vertigo   less frequent   

Cardiac 

disorders 

     

heart failure     frequent 

Respiratory, 

thoracic, 

mediastinal 

disorders 
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dyspnoea     frequent 

Gastrointestinal 

disorders 

     

flatulence  less 

frequent 

frequent   

Skin and 

subcutaneous 

tissue disorders 

     

sweating   less frequent   

Musculoskeletal 

and connective 

tissue disorders 

     

bone fracture frequent frequent frequent frequent frequent 

arthralgia  frequent  frequent frequent 

back pain     frequent 

Renal and 

urinary 

disorders 

     

haematuria  frequent    

glycosuria   less frequent   

proteinuria   less frequent   

Reproductive 

system and 

breast 

disorders 

     

erectile 

dysfunction 

 frequent    

General      
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disorders and 

administration 

site conditions 

oedema      

fatigue   less frequent   

Investigations      

weight gain frequent frequent frequent frequent frequent 

increased blood 

creatine 

phosphokinase 

   frequent  

increased lactic 

dehydrogenase 

  less frequent   

increased 

alanine amino 

transferase 

frequency not 

known 

frequency 

not known 

frequency not 

known 

frequency not 

known 

frequency 

not 

known 

 

KNOWN SYMPTOMS OF OVERDOSAGE AND PARTICULARS OF ITS TREATMENT 

In the event of overdosage, appropriate supportive treatment should be initiated according to 

patient's clinical signs and symptoms. 

 

IDENTIFICATION 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS 15 mg  

White, circular, flat face, beveled edge, uncoated tablet debossed with ‘ML 86’ on one side 

and plain on the other side.   

 

PIOGLITAZONE HYDROCHLORIDE TABLETS MACLEODS 30 mg  

White, circular, flat face, beveled edge, uncoated tablet debossed with ‘ML 87’ on one side 

and plain on the other side.   
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PRESENTATION  

Cold form Alu/Alu blister pack consisting of aluminium foil laminated to oriented polyamide 

on one side and laminated to PVC on the other side as the forming material and plain 

aluminium foil as the lidding material. Each blister contains 10 tablets and 3 such blisters are 

packed in a carton along with pack insert.  

Bulk pack consisting of white plastic container (HDPE), which is sealed at the mouth with an 

aluminium tagger and is closed with a white HDPE screw–on lid. Pack size include 30 tablets 

or 90 tablets.  

 

STORAGE INSTRUCTIONS 

Store at or below 30 °C in the original container. Protect from moisture and humidity. The 

blisters must be kept in the carton until required for use. Keep the HDPE container closed. 

KEEP OUT OF REACH OF CHILDREN 

 

REGISTRATION NUMBER 

PIOGLTAZONE HYDROCHLORIDE TABLETS MACLEODS 15 mg: 46/21.2/0257 

PIOGLTAZONE HYDROCHLORIDE TABLETS MACLEODS 30 mg: 46/21.2/0258 

 

NAME AND BUSINESS ADDRESS OF THE HOLDER OF THE CERTIFICATE OF 

REGISTRATION 

Macleods Pharmaceuticals SA (Pty)  

Office Block 1, Bassonia Estate Office Park (East) 

1 Cussonia Drive, Bassonia Rock, Ext. 12, Alberton,  

South Africa 

 

DATE OF PUBLICATION OF THE PACKAGE INSERT 

20 March 2018 

 


