Glynuvia Plus XR

COMPOSITION:

GLYNUVIA PLUS XR 50/500: Each film coated tablet contains Sitagliptin 50 mg as Sitagliptin phosphate monohy-

drate immediate release and Metformine Hydrochloride 500 mg extended-release. Excipients used: Povidone, Hypromellose,

Colloidal silicon dioxide, Sodium stearyl fumarate, Propyl gallate, Polyethylene glycol, Kaolin,Microcrystalline cellulose,

White Opadry.

GLYNUVIA PLUS XR 50/1000: Each film coated tablet contains Sitagliptin 50 mg as Sitagliptin phosphate monohy-

drate immediate release and Metformine Hydrochloride 1000 mg extended-release. Excipients used: Povidone, Hypromel-

lose, Colloidal silicon dioxide, Sodium stearyl fumarate, Propyl gallate, Polyethylene glycol,Kaolin, Green Opadry.

GLYNUVIA PLUS XR 100/1000: Each film coated tablet contains Sitagliptin 100 mg as Sitagliptin

phosphate monohydrate immediate release and Metformine Hydrochloride 1000 mg extended-release.

Excipients used: Povidone, Hypromellose, Colloidal silicon dioxide, Sodium stearyl fumarate, Propyl gallate,

Polyethylene glycol, Kaolin, Blue Opadry.

PROPERTIES: Le 354

GLYNUVIA PLUS XR tablets combine two antidiabetic medications with complementary. —

Mechanisms of action to improve glycemic control in adults patients with type 2 diabetes:

sitagliptin, a dipeptidyl peptidase-4 (DPP4) inhibitor, and metformin hydrochloride extended-release, a member

of the biguanide class.

Sitagliptin: Sitagliptin is a DPP-4 inhibitor, which exerts its actions in patients with type 2diabetes by slowing

the inactivation of incretin hormones. Concentrations of the active intact hormones are increased by Sitagliptin,

thereby increasing and prolonging the action of these hormones. By increasing and prolonging active incretin levels,

Sitagliptin increases insulin release and decreases glucagon levels in the circulation in a glucose-dependent manner.

Metformin hydrochloride: Metformin is a biguanide that improves glycemic control in patients with type2 diabetes,

lowering both basal and postprandial plasma glucose. Metformin decreases hepatic glucose production,decreases intestinal

absorption of glucose, and improves insulin sensitivity by increasing peripheral glucose uptake and utilization. Metformin
does not produce hypoglycemia in either patients with type 2 diabetes or healthy subjects except in certain circumstances
and does not cause hyperinsulinemia.

PHARMACOKINETICS:

The median Tmax value for sitagliptin and metformin at steady state is approximately 3 and 8 hours postdose, respectively.

The median Tmax value for sitagliptin and metformin after administration of a single tablet is 3 and 3.5 hours postdose,

respectively.

* Absorption: Sitagliptin: The absolute bioavailability of sitagliptin is approximately 87%. Co-administration of a high-fat
meal with sitagliptin had no effect on the pharmacokinetics of sitagliptin.

« Distribution:Sitagliptin:The mean volume of distribution at steady state following a single 100 mg intravenous dose of
sitagliptin to healthy subjects is approximately 198 liters. The fraction of sitagliptin reversibly bound to plasma proteins
is low (38%). Metformin hydrochloride:generally the apparent volume of distribution of metformin following single oral
doses of immediate-release metformin hydrochloride tablets 850 mg averaged 654 + 358 L. Metformin is negligibly bound
to plasma proteins.

* Metabolism:Sitagliptin: Approximately 79% of sitagliptin is excreted unchanged in the urine. Metformin hydrochloride:
Studies demonstrate that metformin is excreted unchanged in the urine and does not undergo
hepatic metabolism or biliary excretion.
Excretion:Sitagliptin: The apparent terminal T.» following a 100 mg oral dose of sitagliptin was approximately 12.4
hours and renal clearance was approximately 350 mL/min. Elimination of sitagliptin occurs primarily via renal excretion
and involves active tubular secretion. Metformin hydrochloride: Tubular secretion is the major route of metformin elimi-
nation. Following oral administration, approximately 90% of the absorbed drug is eliminated via the renal route within
the first 24 hours, with a plasma elimination half-life of approximately 6.2 hours. In blood, the elimination half-life is
approximately 17.6 hours.

INDICATIONS:

GLYNUVIA PLUS XR is indicated as an adjunct to diet and exercise to improve glycemic control in adults with type 2

diabetes mellitus when treatment with both sitagliptin and metformin extended-release is appropriate.

Important Limitations of Use

GLYNUVIA PLUS XR should not be used in patients with type 1 diabetes mellitus or for the treatment of diabetic ketoacidosis.

CONTRAINDICATIONS:

GLYNUVIA PLUS XR is contraindicated in patients with:

« Renal impairment (e.g., serum creatinine levels greater than or equal to 1.5 mg/dL for men, greater than or equal to 1.4mg/dL
for women or abnormal creatinine clearance), which may also result from conditions such as cardiovascular collapse
(shock), acute myocardial infarction, and septicemia.

« Hypersensitivity to metformin hydrochloride.

« Acute or chronic metabolic acidosis, including diabetic ketoacidosis. Diabetic ketoacidosis should be treatedwith insulin.

« History of a serious hypersensitivity reaction to GLYNUVIA PLUS XR or sitagliptin, such as anaphylaxis or angioedema.

SIDE EFFECTS:

* The most common adverse reactions reported: Gastrointestinal adverse reactions (diarrhea, abdominal pain, nausea
and vomiting), upper respiratory tract infection, headache, peripheral edema, hypoglycemia, nasopharyngitis.

« Laboratory Tests: small increase in white blood cell count, decrease to subnormal levels of previously normal serum
Vitamin B12 levels.

WARNING AND PRECAUTIONS:

* LACTIC ACIDOSIS: Lactic acidosis is a rare, but serious complication that can occur due to metformin accumulation.
The risk increases with conditions such as sepsis, dehydration, excess alcohol intake, hepatic impairment, renal impairment,
and acute congestive heart failure. The onset is often subtle, accompanied only by nonspecific symptoms such as malaise,
myalgias, respiratory distress, increasing somnolence, and nonspecific abdominal distress. Laboratory abnormalities in-
clude low pH, increased anion gap and elevated blood lactate. If acidosis is suspected, GLYNUVIA PLUS XR should be
discontinued and the patient hospitalized immediately.

« Pancreatitis: After initiation of GLYNUVIA PLUS XR., patients should be observed carefully for signs and symptoms of
pancreatitis. If pancreatitis is suspected, GLYNUVIA PLUS XR should promptly be discontinued and appropriate manage-
ment should be initiated. Because there have been postmarketing reports of pancreatitis.

« Impaired Hepatic Function: Since impaired hepatic function has been associated with some cases of lactic acidosis,
GLYNUVIA PLUS XR should generally be avoided in patients with clinical or laboratory evidence of hepatic disease.

+ Assessment of Renal Function: Before initiation of GLYNUVIA PLUS XR and at least annually thereafter, renal function
should be assessed. In patients in whom development of renal dysfunction is anticipated (e.g., elderly), renal function
should be assessed more frequently and GLYNUVIA PLUS XR discontinued if evidence of renal impairment is present.

* Vitamin B12 Levels: A decrease to subnormal levels of previously normal serum Vitamin B12 levels, without clinical

manifestations, was observed in approximately 7% of patients.

Alcohol Intake: warning against excessive alcohol intake while receiving GLYNUVIA PLUS XR.

* Surgical Procedures: Use of GLYNUVIA PLUS XR should be temporarily suspended for any surgical procedure except
minor procedures not associated with restricted intake of food and fluids) and should not be restarted until the patients oral
intake has resumed and renal function has been evaluated as normal.

* Change in Clinical Status of Patients with Previously Controlled Type 2 Diabetes: A patient with type 2 diabetes
previously well controlled on GLYNUVIA PLUS XR who develops laboratory abnormalities or clinical illness should be
evaluated promptly for evidence of ketoacidosis or lactic acidosis.

* Use with Medications Known to Cause Hypoglycemia: Patients receiving an insulin secretagogue (e.g., sulfonylurea) or
insulin may require a lower dose of the insulin secretagogue or insulin to reduce the risk of hypoglycemia.

* Hypoglycemia: Hypoglycemia could occur when caloric intake is deficient, when strenuous exercise is not compensated by
caloric supplementation, or during concomitant use with other glucose-lowering agents (such as sulfonylureas and insulin)
or ethanol.

* Elderly, debilitated, or malnourished patients and those with adrenal or pituitary insufficiency or alcohol intoxication are

particularly susceptible to hypoglycemic effects. Hypoglycemia may be difficult to recognize in the elderly, and in people

who are taking p-adrenergic blocking drugs.

Concomitant Medications Affecting Renal Function or Metformin Disposition: Concomitant medication(sthat 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.

* Radiologic Studies with Intravascular Iodinated Contrast Materials: In patients in whom any such study is planned,

GLYNUVIA PLUS XR should be temporarily discontinued at the time of or prior to the procedure, and withheld for 48

hours subsequent to the procedure and reinstituted only after renal function has been reevaluated and found to be normal.

Hypoxic States: Cardiovascular collapse (shock) from whatever cause, acute congestive heart failure, acute myocardial

infarction and other conditions characterized by hypoxemia have been associated with lactic acidosis and may also cause

prerenal azotemia. When such events occur in patients on GLYNUVIA PLUS XR therapy, the drug should be promptly
discontinued.

* Loss of Control of Blood Glucose: When a patient stabilized on any diabetic regimen is exposed to stress such as fever,
trauma, infection, or surgery, a temporary loss of glycemic control may occur. At such times, it may be necessary to with-
hold GLYNUVIA PLUS XR and temporarily administer insulin. GLYNUVIA PLUS XR may be reinstituted after the acute
episode is resolved.

« Hypersensitivity Reactions: Use caution in a patient with a history of angioedema to another dipeptidyl pepti
dase-4 because it is unknown whether such patients will be predisposed to angioedema with GLYNUVIA PLUS XR.

* Pregnancy: Pregnancy Category B: There are no adequate and well-controlled studies in pregnant women with GLYNU
VIA PLUS XR or its individual components; therefore, the safety of GLYNUVIA PLUS XR in pregnant women is not
known. GLYNUVIA PLUS XR should be used during pregnancy only if clearly needed.

* Nursing Mothers: It is not known whether sitagliptin or metformin are excreted in human milk. Because many drugs are

excreted in human milk, caution should be exercised when GLYNUVIA PLUS XR is administered to a nursing woman.

Pediatric Use: Safety and effectiveness of GLYNUVIA PLUS XR in pediatric patients under 18 years of age have not been established.

Geriatric Use: GLYNUVIA PLUS XR should be used with caution as age increases. Care should be taken in dose selection

and should be based on careful and regular monitoring of renal function.

DRUG INTERACTIONS:

« Carbonic Anhydrase Inhibitors: (e.g., Topiramate, zonisamide, acetazolamide or dichlorphenamide): Concomitant use of
these drugs may induce metabolic acidosis. Use these drugs with caution in patients treated with GLYNUVIA PLUS XR,
as the risk of lactic acidosis may increase.

« Cationic Drugs: (c.g., amiloride, digoxin, morphine, procainamide, quinidine, quinine, ranitidine, triamterene, trimetho
prim, or vancomycin): Careful patient monitoring and dose adjustment of GLYNUVIA PLUS XR and/or the interfering
drug is recommended in patients who are taking cationic medications that are excreted via the proximal renal tubular
secretory system.

« The Use of Metformin with Other Drugs: 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, sympathomimetics, calcium channel blocking drugs, and isoniazid. When
such drugs are administered to a patient receiving GLYNUVIA PLUS XR the patient should be closely observed to main-
tain adequate glycemic control.

DOSAGE & ADMINISTRATION:

 The maximum recommended daily dose of 100 mg sitagliptin and 2000 mg metformin.

« In patients not currently treated with metformin, the recommended total daily starting dose of GLYNUVIA PLUS XR is 100
mg sitagliptin and 1000 mg metformin hydrochloride (HCI) extended-release.

« In patients already treated with metformin, the recommended total daily starting dose of GLYNUVIA PLUS XR is 100 mg
sitagliptin and the previously prescribed dose of metformin.

« For patients taking metformin immediate-release 850 mg twice daily or 1000 mg twice daily, the recommended starting
dose of GLYNUVIA PLUS XR is two 50 mg sitagliptin/l000 mg metformin hydrochloride extended-release tablets taken
together once daily.

* Maintain the same total daily dose of sitagliptin and metformin when changing between (sitagliptin and metformin HCI
immediate-release) and (sitagliptin and metformin HCl extended-release.

* GLYNUVIA PLUS XR should be administered with food to reduce the gastrointestinal side effects associated with the
metformin component.

* GLYNUVIA PLUS XR should be given once daily with a meal preferably in the evening. GLYNUVIA PLUS XR should
be swallowed whole. The tablets must not be split, crushed, or chewed before swallowing.

« The 100 mg sitagliptin/1000 mg metformin hydrochloride extended-release tablet should be taken as a single tablet once
daily. Patients using two GLYNUVIA PLUS XR tablets (such as two 50 mg sitagliptin/500 mg metformin hydrochloride
extended-release tablets or two 50 mg sitagliptin/1000 mg metformin hydrochloride extended-release tablets) should take
the two tablets together once daily.

OVERDOSAGE & TREATMENT:

Sitagliptin: There is no experience with doses above 800 mg in humans clinical trials. In the event of an overdose, it is rea-

sonable to employ the usual supportive measures, e.g., remove unabsorbed material from the gastrointestinal tract, employ

clinical monitoring (including obtaining an electrocardiogram), and institute supportive therapy as indictated by the patient>s
clinical status. Prolonged hemodialysis may be considered if clinically appropriate.

Metformin hydrochloride: Overdose of metformin hydrochloride has occurred, including ingestion of amounts greater than

50 grams. Lactic acidosis has been reported in approximately 32% of metformin overdose cases. Hemodialysis may be useful

for removal of accumulated drug from patients in whom metformin overdosage is suspected.

STORAGE CONDITIONS:

Store at temperature (15° - 30°C). away from light and moisture.

PACKAGE:

14 or 28 film coated extended-release tablets filled in a plastic bottle in a carton package.

Rev. No: 11707

THIS IS A MEDICAMENT

- The medicament is a product which affects your health, and its consumption
contrary to instruction is dangerous for you.

Follow strictly the doctor's prescription, the method of use and the instructions
of the pharmacist who sold the medicament. The doctor and the pharmacist are
experts in medicine, its benefits and risks.

- Do not by yourself interrupt the period of treatment prescribed for you.

- Do not repeat the same prescription without consulting your doctor.

KEEP THE MEDICAMENT OUT OF THE REACH OF CHILDREN
Council of Arab Health Ministers Arab Pharmacists Association

DIAMOND PHARMA - Damascus suburb — Syria
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