Glynuvia

Composition:
Each film-coated tablet contains 25, 50 and 100 mg sitagliptin (as sitagliptin phosphate).
Properties: Le 319

Glynuvia tablets contain sitagliptin phosphate, an orally-active inhibitor of the dipeptidyl peptidase-4
(DPP-4) enzyme. DPP-4 enzyme inactivates incretin hormones (including glucagon-like peptide-1

GLP-1 and glucose-dependent insulinotropic polypeptide GIP which levels are increased in response
to a meal leading to increase insulin synthesis and release and lower glucagon secretion from
pancreatic cells). Glynuvia exerts its actions in patients with type 2 diabetes by slowing the inactivation
of incretin hormones. Concentrations of the active intact incretin hormones are increased by Glynuvia,
thereby increasing and prolonging the action of these hormones leading to increase insulin release
and decrease glucagon levels in the circulation. In studies with healthy subjects, Glynuvia did not
cause hypoglycemia.

Indications:

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

diabetes mellitus.

Contraindications:

History of a serious hypersensitivity reaction to sitagliptin, such as anaphylaxis or angioedema.

Adverse Effects:

The most common adverse reactions reported in patients treated with Glynuvia are: headache, upper respi-

ratory tract infection and nasopharyngitis.

In the add-on to sulfonylurea and add-on to insulin studies, hypoglycemia was also more commonly re-

ported in patients treated with Glynuvia.

Warnings and Precautions:

« Glynuvia should not be used in patients with type 1 diabetes or for the treatment of diabetic ketoacidosis,
as it would not be effective in these settings.

* Pancreatitis: If pancreatitis is suspected, Glynuvia should promptly be discontinued and appropriate management
should be initiated. It is unknown whether patients with a history of pancreatitis are at increased risk for
the development of pancreatitis while using Glynuvia.

* Hypersensitivity Reactions: These reactions include anaphylaxis, angioedema, and exfoliative skin conditions
including Stevens-Johnson syndrome. If a hypersensitivity reaction is suspected, discontinue Glynuvia,
assess for other potential causes for the event, and institute alternative treatment for diabetes.

* Pregnancy: Pregnancy Category B, this drug should be used during pregnancy only if clearly needed.

* Nursing Mothers: It is not known whether sitagliptin is excreted in human milk. Because many drugs are
excreted in human milk, caution should be exercised when Glynuvia is administered to a nursing woman.

* Pediatric Use: Safety and effectiveness of Glynuvia in pediatric patients under 18 years of age have not
been established.

* Geriatric Use: Because elderly patients are more likely to have decreased renal function, care should be
taken in dose selection in the elderly, and it may be useful to assess renal function in these patients prior
to initiating dosing and periodically thereafter.

Drug Interactions:

« Digoxin: Patients receiving digoxin should be monitored appropriately. No dosage adjustment of digoxin
or Glynuvia is recommended.

Dosage & Administration:

= Recommended Dosing: The recommended dose of Glynuvia is 100 mg once daily. Glynuvia can be taken
with or without food.

= Patients with Renal Insufficiency:

« For patients with mild renal insufficiency (creatinine clearance [CrCl] =50 mL/min), no dosage adjustment
for Glynuvia is required.

« For patients with moderate renal insufficiency (CrCl >30 to <50 mL/min), the dose of Glynuvia is 50 mg
once daily.

« For patients with severe renal insufficiency (CrCl <30 mL/min) or with end-stage renal disease (ESRD)
requiring hemodialysis or peritoneal dialysis, the dose of Glynuvia is 25 mg once daily. Glynuvia may
be administered without regard to the timing of dialysis.

= Patients with Hepatic Insufficiency: No dosage adjustment is necessary for patients with mild or moderate
hepatic insufficiency.

= Geriatric: No dosage adjustment is required based solely on age.

= Concomitant Use with an Insulin Secretagogue (e.g., Sulfonylurea) or with Insulin:

When Glynuvia is used in combination with an insulin secretagogue (e.g., sulfonylurea) or with insulin,

a lower dose of the insulin secretagogue or insulin may be required to reduce the risk of hypoglycemia.

Pharmacokinetics:

Absorption: After oral administration, sitagliptin was rapidly absorbed. The absolute bioavailability of sita-

gliptin is approximately 87%. Because coadministration of a high-fat meal with Glynuvia had no effect on

the pharmacokinetics, Glynuvia may be administered with or without food.

Distribution: The fraction of sitagliptin reversibly bound to plasma proteins is low (38%).

Metabolism: Approximately 79% of sitagliptin is excreted unchanged in the urine with metabolism being

a minor pathway of elimination.

Excretion: The apparent terminal t,, following a 100 mg oral dose of sitagliptin was approximately 12.4 hours.

Elimination of sitagliptin occurs primarily via renal excretion.

Overdosage & Treatment:

There is no experience with doses above 800 mg in humans. In the event of an overdose, it is reason-

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

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

Storage Conditions:

Store at temperature (15°- 30°C).

Package:

10 or 30 film coated tablets filled in blisters in carton package.

Rev. No:21908

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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