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Composition: Each tablet contains Sitagliptin (as phosphate salt) and Metformin
Hydrochloride (extended release)
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Januet XR is indicated as an adjunct to diet and exercise to improve glycemic
control in adultswith type 2 diabetes mellitus when treatment with both
sitagliptin and metformin extended- release is appropriate.
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5 WARNINGS AND PRECAUTIONS

 n 1
5.7—Usewith-Medications Known-to-Cause Hypoglycemia with Concomitant
Use with Insulin or Insulin Secretagogues
JANUET XR may increase the risk of hypoglycemia when combined with insulin and/or
an insulin_secretagogue (e.q., sulfonylurea) [see Adverse Reactions (6)]. A lower dose
of insulin or insulin secretagogue may be required to minimize the risk of hypoglycemia
when used in combination with JANUET XR [see Drug Interactions (7)].
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5.10 Sodium
This medicinal product contains less than 1 mmol sodium (23 mqg) per tablet, that is
to say essentially ‘sodium-free’.

6 ADVERSE REACTIONS
The following adverse reactions are also discussed elsewhere in the labeling:
o Lactic Acidosis [see Warnings and Precautions (5.1)]
e Pancreatitis [see Warnings and Precautions (5.2)]
e Heart Failure [see Warnings and Precautions (5.3)]
e Acute Renal Failure [see Warnings and Precautions (5.4)]
¢ Vitamin B12 Deficiency [see Warnings and Precautions (5.5)]
¢ Hypoglycemia with Concomitant Use with Insulin or Insulin Secretagogues [see
Warnings and Precautions (5.6)]
e Hypersensitivity Reactions [see Warnings and Precautions (5.7)]
e Severe and Disabling Arthralgia [see Warnings and Precautions (5.8)]
e Bullous Pemphigoid [see Warnings and Precautions (5.9)]

7 DRUG INTERACTIONS
71 Carbonic Anhvd Inhibil

Page 2 of 4



Table 4: Clinically Significant Drug Interactions with JANUET XR

Carbonic Anhydrase Inhibitors
Clinical Impact: Carbonic anhydrase inhibitors frequently cause a decrease in
serum bicarbonate and induce non-anion gap, hyperchloremic
metabolic acidosis. Concomitant use of these drugs with JANUET
XR may increase the risk for lactic acidosis.
Intervention: Consider more frequent monitoring of these patients.
Examples: Topiramate, zonisamide, acetazolamide or dichlorphenamide.

Drugs that Reduce Metformin Clearance

Clinical Impact: Concomitant use of drugs that interfere with common renal
tubular transport systems involved in the renal elimination of
metformin (e.g., organic cationic transporter-2 [OCT>] / multidrug
and toxin extrusion [MATE] inhibitors) could increase systemic
exposure to metformin and may increase the risk for lactic
acidosis [see Clinical Pharmacology (12.3)].

Intervention: Consider the benefits and risks of concomitant use with JANUET
XR.
Examples: Ranolazine, vandetanib, dolutegravir, and cimetidine.
Alcohol

Clinical Impact: Alcohol is known to potentiate the effect of metformin on lactate
metabolism.

Intervention: Warn patients against alcohol intake while receiving JANUET XR.
Insulin Secretagoques or Insulin

Clinical Impact: Coadministration of JANUET XR with an insulin secretagogue
(e.q., sulfonylurea) or insulin may increase the risk of
hypoglycemia.

Intervention: Patients receiving an insulin secretagogue or insulin may require

lower doses of the insulin secretagogque or insulin.

Drugs Affecting Glycemic Control

Clinical Impact: Certain drugs tend to produce hyperglycemia and may lead to loss
of glycemic control.
Intervention: When such drugs are administered to a patient receiving JANUET
XR, observe the patient closely for loss of blood glucose control.
When such drugs are withdrawn from a patient receiving JANUET
XR, observe the patient closely for hypoglycemia.
Examples: Thiazides and other diuretics, corticosteroids, phenothiazines,

thyroid products, estrogens, oral contraceptives, phenytoin, nicotinic

acid, sympathomimetics, calcium channel blockers, and isoniazid.
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
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j - JANUET XR is not indicated for children and adolescents

under 18 years old.
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1"V a17201 nnan My nixoim JANUET® XR 100mg/1000mg; 50mg/1000mg; 50mg/500mg
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References:
Israeli approved PC revised on 4/2021
Israeli approved PPI revised on 4/2021
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