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DESCRIPTION

Glibetic (Pioglitazone + Glimepiride) combines two antihyperglycemic agents to improve
glycemic control with type 2 diabetes: pioglitazone hydrochloride, a member of the
thiazolidinedione class and glimepiride, a member of the sulfonylurea: class.

Chemically pioglitazone is {(£)-5-[[4-[2-(5-ethyl-2-pyridinyl) elhoxyj phenyl] methyl]-2, 4- °

thiazolidinedione mnnohydmchhnde The molecular formula is C,gH2oN205S, HCL The
structural E'ormula is:
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Chemically glimepiride is 1-[[p-[2-(3-ethy]-4- melh)l' 2-oxo-3-pyrroline-1-carboxamido)
ethyljphenyl] sulphonyl]- 3-(p'ans-d»-melhy]l.yclohcxyl) -urea. The molecular formula is
C24H14N40:S and the structural formula is:

HeC G Glimepiride
QUALITATIVE & QUANTITATIVE COMPOSITION
Product Complies Manufacturer’s Spec.
Glibetie—(Pioglitazone —+ - Glimepiride) —is -available for
1. GLIBETIC Tablets 15mg+2mg

Each tablet contains: Ploglnazom Tas HCI) Manufacturer’s Spec..
Glimepiride usp . . v

2. GLIBETIC Plus Tablets 30mg+2mg

Each tablet contains: Pioglitazone (as HCI) Manufacturer’s Spec.
Glimepiride USP
3. GLIBETIC Forte Tablets 30mg+4mg

Each tablet contains: Pioglitazone (as HCI) Manufacturer's Spec.
Glimepiride USP ..
CLINICAL PHARMACOLOGY *

Mechanism of Action

GLIBETIC (Pioglitazone + Gllmepmdc) is a combination of two amlhypcrglycemlc agents
to improve glycemic comml in patients with type 2 diabetes.

oral - administration _as;

: ISmg

Pioglitazone:

Pioglitazone'is a thiazolidinedione antidiabetic agent that depends on the presence of insulin
for its mechanism of action. Pioglitazone decreases insulin resistance in the periphery and
in the liver resulting in increased insulin-dependent glucose disposal and decreased hepatic
glucose output. Pioglitazone is a potent and highly selective agonist for peroxisome
proliferatoractivated receptor-gamma (PPAR g). PPAR receptors are found in tissues important
forinsulin action such as adipose tissue, skeletal muscle, and liver. Activation of PPAR nuclear
receptors modulates the transcription of a number of insulin respoml\e genes involved in the

- control of glucuse and lipid metabolism.

Glimepiride:

The primary mechanism of action of glimepiride appears to be dependent on stimulating the

release of insulin. from functioning pancreatic beta cells. In addition, extrapancreatic effects
(e.g., reduction of basal hepatic glucose production and increased peripheral tissue sensitivity
to insulin and glucose uptake) may also play a role in the activity of glimepiride. However,
as with other sulfonylureas, the mechanism by which glimepiride lowcrs blood g]uc-:m during
long-term administration has not been clearly established.

Pharmacokinetics

Pioglitazone:

After oral administration, in the fasting state pioglitazone is rapidly absorbed and peak plasma
‘concentrations are ohmned wuhm 2 hours. Pioglitazone is mote than 99% bound to plasma
proteins. It is h P4501 y CYP3A4 and CYP2C8
10 both active and inactive metabolites. It is excreted in urine and feces and has a plasma half-
life of up 1o 7 hours, The active metabolites h:m. a half-life of up to 24 huun

Glimepiride:

After oral admmnstranon ghmcpmdc is completely absorbed from the GI tract. The oral
bioavailability is approximately 100%. Peak plasma concentrations occur in 2-3 hours. More

than 99.5% of the drug is bound to plasma proteins. Glimepiride is completely metabolized .

by oxidative biotransformation into two main metabolites, a hydmxy derivative and a carboxyl
derivative. The elimination half-life (1) after multiple doses is about 9 hours, Appmxlmalely
60% of dose is eliminated in the urine and 40% in the feces.
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Special populations

Pioglitazone:

Hepatic Insyfficiency: Impaired hepatic function (Child-Pugh Grade B/C) has an appmxnmutc
45% reduction in pioglitazone and total pioglitazone mean peak concentration but no change
in the mean AUC values. Thempy should not be initiated if the patient exhibits clinical evidence
of active liver disease or serum tmnsammasc levels (ALT) exceeds 2.5 times the upper limit
of the normal:

Glimepiride:

Renal Insufficiency: A single-dose clinical study ofgllmcpmde showed that glimepiride $erum
levels decreased with the decrease in renal fanction. However, metabolites serum levels
(means AUC values) increased. The apparent terminal half-life (t,,) for glimepiride does not
change, while the half-lives for metabolites increased as renal function decreased. Mean
urinary excretion of metabolites as percent of dose, however, decreased.

THERAPEUTIC INDICATIONS

GLIBETIC (Pioglitazone + Glimepiride) is indicated as an adjunct to diet and exercise to
improve glycemic control in patients with type 2 diabetes who are alrcady treated with a
combination of pioglitazone and a sulfonylurea or whose diabetes is not adequately controlled
with sulfonylurea alone, or for those patients who have initially responded to pioglitazone
_alone and require additional glycemic control.

DOSAGE & AD’\"NISTRATIOV 5
General

The use of auuh)pcrglycemlc therapy in the management of type 2 diabetes should be
individualized on the basis of effectiveness and tolerability. Failure to follow an appropriate
dosage reglmen may precipitate hypoglycemia.

Dosage Recommendnhons

Starting dose of GLIBETIC (Pioglitazone + Glimepiride) should be based on the patient's
current regimen of pioglitazone and/or sulfonylurea. Those patients who may be more sensitive
to antihyperglycemic drugs should be monitored carefully during dose adjustment. It is .
recommended thit a sifigle dose of GLIBETIC (Piogiitazone #+ Giimepiride) be admmistered
once daily with the first main meal.

Startmg dose for patients currently on pioglitazoné monotherapy

Based on the usual starting doses of glimepiride (1mg or 2mg once daily), and plnghlaznnc
15mg or 30mg, GLIBETIC (Plogl:tazune + Ghimepiride) may be initiated at lSmg+2mg one
daily, and adjusted after assessing adequacy of therapeutic response,

Starting dose for pa!lnts currentl) on gllmcpmdc monotherapy

Based on the usual starting dose of pioglitazone (15mg or 30mg daily), GLIBETIC (Pioglitazone
+ Glimepiride) may be initiated at 15mg+2mg once daily, and adjusted after assessing adequacy
of therapetitic response.

Starting dose for patients switching I'rom combination therapy of plogliuznne plus

glimepiride as separate tablets

GLIBETIC (Pioglitazone + Glimepiride) may be initiated with 15mg+2mg tablet based on

the dose of pioglitazone and glimepiride already being taken. Patients who are not controlled

with 4 5mg of pioglitazone in combination with glimepiride should be carefully monitored
- - when switched to GLIBETIC (Pioglitazone + Glimepiride),

Starting dose for patients currently on a different sulfonylurea monotherapy or switching
from combination therapy of pioglitazone plus a different sulphonylurea

No exact dosage relationship exists between glimepitide and the other sulfonylurea agents.
Therefore, based on the maximum starting dose of 2mg glimepiride; GLIBETIC (Pioglitazone
+ Glimepiride) should'be limited initially to a starting dose of 15mg+2mg once daily and
ddjusted after assessing adequacy of therapeutic response. Any change in diabetic therapy
should be undertaken with care and appropriate monitoring as change in glycemic control can
occur. Patients should be observed carefully for hypoglycemia (1-2 weeks) when being
transferred to GLIBETIC {(Pioglitazone + Glimepiride), especially from Iunger half-life
sulphonylureas due to potential overlapping of drug effect.

Maximum Recommended Dose

GLIBETIC (Pioglitzone + Glimepiride) tablets are available as a 15mg pioglitazone plus 2mg
glimepiride or a 30mg pioglitazone plus 2mg glimepiride or a 30mg pioglitazone plus 4mg
glimepiride formulation for oral administration. The maximum recommended daily dose for
pioglitazone is 45mg and the maximum recommended daily dose for glimepiride is 8mg.
GLIBETIC (Pioglitazone + Glimepiride) should therefore not be given more than once daily
in any of the tablet strengths. '
Speeial Patient Populatlons i

In elderly, debilitated, or malnourished patients, or in patients with renal or hepatic mnuﬂ‘!cwm:y
the initial dosing, dose increments, and maintenance dosage of GLIBETIC (Pioglitazone +
Glimepiride) should be conservative to avoid hypoglycemic reactions. These patients should
be started at 1mg of glimepiride prior to prescribing GLIBETIC (Pioglitazone + Glimepiride).
During initiation of GLIBETIC (Pioglitazone + Glimepiride) therapy and any subsequent
dose adjustment, patients should be observed carefullyfor hypoglycemia.




Therapy with GLIBETIC (Pioglitazone + Glimepiride) 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. The lowest approved dose

. of GLIBETIC (Pioglitazone + Glimepiride) therapy should be prescribed to patients with type

2 diabetes and systolic dysfunction only after titration from 15mg to 30mg of pioglitazone
has been safely tolerated. If subsequent dose adjustment is necessary, patients should be
carefully monitored for weight gain, edema, or signs and symptoms of CHF exacerbation.

ADVERSE REACTIONS i .

The more common side effects for lhe _combination are upper respiratory tract infection,
accidental injuries, combined edema/peripheral édema, hypoglycemia, weight increase,
headache, urinary tract infection, diarrhea, nausea and pain in limb. Anaemia was reported
in 2% patients treated with pioglitazone and sulphonylurea.

Pioglitazone:
Most clinical adverse event were similar between group\\, treated with pioglitazone in combination

with sulphonylurea and those treated with pioglitazone monotherapy. Other adverse events :

reported are myalgia, tooth disorder, diabetes mellitus and pharyngitis respectively.

(“hme,mrlde

Adverse events reported other than hypog})f.emu are headache ndusea, dizziness, and asthenia.
inal Reactions: Vomiting, gastrointestinal pain and diarrhea have been reported
de. Dermatologic Reactions: Allergic skin reactions e.g., pruritus, erythéma,

- urticaria and morbilliform or maculopapular eruptions. Metabolic Reactions: Hyponatremia

has been reported with glimepiride and all other sulphonylureas. Hematologic Reactions:
Leukopenia, agranulocytosis, thrombocytopenia, hemolytic anemia, apla:[ic anemia and
pancytopenia have been reporled with sulfonylureas. Other Reactions: (.hangc: in

. accommodation and/or blurrcd vision may occur with the use ofgllmepmde

CONTRAII\DICATIO\S

Pioglitazone + glimepiride combination is contraindicated in patients:

+ With known hypersensitivity to pioglitazone, glimepiride or any other componem of the
product.

* With diabetic ketoacidosis, with or without coma, This wndlllon should be treated with
insulin.

- + With antihyperglycemie effect in the presence of insulin; therefore this drug should not

be used in patients of type 1 diabetes or for the treatment of diabetic ketoacidosis.
* With moderate to severe heart failure or active liver disease.

+ This medication is not recommended for use in pregnancy, nursing mothers and in pediatric

patients.

WARNINGS . »
CONGESTIVE HEART FAILURE

*+ Thiazolidinediones, ineluding pioglitazone, which is a componem of GLIBETIC
(Pioglitazone + Glimepiride), cause or exacerabate congestive heart failure in some
patients, After initiation of GLIBETIC (Pioglitazone + Glimepiride), observe patients
carefully for signs and symptems of heart failure (including excessive, rapid weight
gain, dyspnea and/or edema). If these signs and sympioms develop. the heart failure
should be managed according to the current standards of care. Furthermore, discontinuation
of GLIBETIC (Pioglitazone + Glimepiride) must be considered.

+ GLIBETIC (Pioglitazone + Glimepiride) is not recommended in patients with symptomatlc
heart failure. Initiation of GLIBETIC (Pioglitazone + Glimepiride) in patients with
established NYHA Class IIT or IV heart failure is contraindicated.

PRECAUTIONS

+ Pioglitazone, like other thiazolidinediones, can cause fluid retention when used alone or

in combination with other antidiabetic agents, including insulin. Fluid retention may lead
to or exacerbate heart failure. Patients should-be observed for signs and symptoms of
heart failure. If these signs and symptoms develop, the heart failure should be managed
according to current standards of care. Furthermore, discontinuation or dose reduc[mn
of pioglitazone must be considered.

+ All sulfonylurea drugs are capable of producmg severe hypoglycemla Pmper patlenf
selection, dosage and instruction are important to avoid hypoglycemic-episodes. Patients

. with impaired renal function may be more sensitive to the glucose-lowering effect of

glimepiride. Hypoglycemia may be difficult to recognize in the elderly and in people
who are taking beta-adrenergic blocking drugs er other sympatholytic agents. Debilitated
patients, malnourished patients and patients with adrenal, pituitary, renal or hepatic
insufficiency are particularly susceptible to the hypoglycemic action nl"sulﬁm)iurea and
should therefore be carefully monitored. The dosag glimepiride should be carefully’
adjusted in these patients. .

* Pioglitazone may cause decline in hcmamcm value aiﬂng with the decline in mean

- hegmoglobin values by 2% - 4% causmg anemia. These changés primarily occurred

within the first 4 to 12 weeks of therapy and remained relatively constant thereafter.
These changes may be related to increased plasma volume and have rarely been associated
with any significant hematological ¢ clinical effects.

+In patients with type 2 diabetes (mean duration of diabetes 9.5 years), an increased
incidence of bone fracture in female patients taking pioglitazene is observed, The risk
of fracture should be considered, especialiy in the female patients, treated with pioglitazone
and attention should be given to assessing and maintaining bone health accordmg to
current standards of care.

* Alcohol ingestion, severe or prolonged exercise, deficient calotic intake or use of more
than one antidiabetic agent may predispose patients to the development of hypoglycemia.

“*When a patient stabilized on any diabetic regimen is exposed to stress such as fever,

trauma, infection or surgery, a loss of control may occur, At such times, it may be
necessary to add insulin in combination with glimepiride or even use insulin monotherapy.
¢ The patient’s fasting bloed glucese and HbA 1 ¢ must be measured periodically to determine
the minimum effective dose of pioglitazone + glimepiride combination for the patient.

* Liver enzyme monitoring is recommended p-rior to initiation of therapy with pioglitazone
+ glimepiride combination in all patients and periodically thereafter per the clinical
judgement of the health care professional.

Drug Interactions
Pioglitazone Hydrochloride:
Gemfibrozil & Rifampin: An enzyme inhibitor of CYP2C8 (such as gemﬁhmal) may

- significantly increase the AUC of pioglitazone and an enzyme inducer of CYP2CR (such as

rifampin) may significantly decrease the AUC of pioglitazone. Therefore, if an inhibitor or *
inducer of CYP2CS8 is started or stopped during treatment with pioglitazone; changes in
diabetes treatment may be needed based on clinical response.

Ketoconazole: Co-administration of pioglitazone for 7 days with ketoconazole 200mg
administered twice daily resulted in a ratio of least square mean 90% CI) values for uncharged
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.

, Atorvastatin Calcium: Co- admuustrauon of pioglitazone for 7 days with atorvastatin calcium

80mg once daily resulted in a ratio of least square mean (90% CI) values for unchanged
pioglitazone of 0.69 (0.57 - 0.85) for Cinax, 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% CI) 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.
Midazolam: Administration of pioglitazone for 15 days follawed by a single 7.5 mg dose of
midazolam syrup resulted in a 26% reduction in midazolam Cmax and AUC.

Glimepiride:

General: The hypoglycemia action of sulphonylureas may be potenllatcd by certain drugs,
including non-steroidal anti-inflammatory drugs and other drugs that are highly protein bound,
such as salicylates, sulfonamides, chloramphenicol, coumarins, probenecid, menoamine
oxidase inhibitors, and beta adrenergic blocking agents. Due to the potential drug interaction
between these drugs and glimepiride, the patient should be observed closely for hypoglycemia
when these drugs are co-administered. Certain drugs tend to produce hyperglycemia and may
lead to loss of control. These drugs include the thiazides and other diuretics, corticostéroids,
phenothiazines, thyroid products, estrogens, oral contraceptives, phcnylcm nicotine acid,
sympathomimetics and isoniazid. Due to the pou.mlal drug interaction between these drugs
and glimepiride, the patient should be observed closely for loss oFglycem!c control when
these drugs are co-administered.

Propranolol: Concomitant administration of propranolol (40mg three times daily) and
glimepiride significantly increased Cmax, AUC and t1/2 of glimepiride by 23%, 22% and
15%, respectively, and it decreased CL/f by 18%. If beta- blockers are used, cautinn should
be exercised and patients should be warned about the potential for hypoglycemia.
Miconazole: A potential interaction between oral miconazole and oral hypoglycemia agents
leading to severe hypoglycemia has been reported. There is a potential interaction of glimepiride
with inhibitors (e.g., fluconazole) and inducers (¢.g.; rifampicin) of cytochrome P4502C9.

STORAGE ©

Store below 30°C.

Proteet from sunlight and moisture.

The expiration date refers to the product cuﬁectiy stored at the rcquzrcd conditions.

Keep out of reach of children.

-~ To'be sold on a prescription of registered ‘medical practitioner.

HOW SUPPLIED

1. Glibetic (Pioglitazone + Glimepiride) Tablets 15mg+2mg are avallable in
blister packs of 14's.

2. Glibetic Plus (Pioglitazone + ("llrnepmde) Tablets 30mg1-2mg aré available in
blister packs of 14’s.

3. Glibetic Forte (Pioglitazone + Glimepiride) Tablets 30mg+4mg are anlldee in
blister packs of 14’s.

Please read the contents carefully before use.

This package insert is continually updated from time to time.
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Manufactured by: Maple Pharmaceuticals (Pvt) Ltd.
147123, Korangi Induatrial Area, Karachi-Pakistan.
Affiliated with: Maple Pharmacuticals Inc. Canada.
“For: ICI Pakistan Limited
Life Sciences Business
Pharmaceuticals Division
5 West Wharf, Karachi. 74000
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