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Mechanism of Action'’

Januvia™ is a selective dipeptidyl peptidase IV (DPP-4) inhibitor which works by
enhancing the incretin system in the body, thus decreasing blood glucose. ~When the
body senses hyperglycemia, incretins stimulate the pancreas to release insulin and signal
the liver to stop glucose production. The DPP-4 enzyme rapidly hydrolyzes the incretin
hormones to inactive products; therefore, inhibiting the enzyme increases the active
levels of incretin hormones in the body, including glucagon-like peptide-1 (GLP-1) and
glucose-dependent insulinotropic peptide (GIP).

Pharmacodynamics/Pharmacokinetics’
e Absorption: Rapid
Distribution: 198 L
Protein binding: 38%
Metabolism: Not extensively metabolized; minor metabolism via CYP3A4 and
2C8 to metabolites (inactive) suggested by in vitro studies
Bioavailability: 87%
Half-life elimination: 12 hours
Time to peak, plasma: 1-4 hours
Excretion: Urine 87% (79% as unchanged drug, 16% as metabolites); feces 13%

Indications’

Januvia is indicated in combination with metformin in adult patients with type 2 diabetes
mellitus to improve glycemic control when diet and exercise, plus metformin do not
provide adequate glycemic control.

Contraindications’
e Hypersensitivity to sitagliptin or any other component of the formulation
e Type | diabetes mellitus (insulin dependent, IDDM)
e Diabetic ketoacidosis

Warnings and Precautions’
Disease-related concerns
e Renal impairment: Use with caution in patients with moderate-to-severe renal
dysfunction and end-stage renal disease (ESRD) requiring hemodialysis or
peritoneal dialysis; dosing adjustment required.
Concurrent drug therapy issues
e Sulfonylureas: Use caution when used in conjunction with sulfonylureas; risk of
hypoglycemia is increased. Monitor blood glucose closely; dosage adjustments of
the sulfonylurea may be necessary.
Special populations
e Pediatrics: Safety and efficacy have not been established in children <18 years of
age.



Use in Pregnancy’
Januvia™ is not recommended for use in pregnancy as the safety has not been
established.

Adverse Effects™

e Central nervous system: Headache (5%)

e (Qastrointestinal: Diarrhea (3%)

e Respiratory: Upper respiratory tract infection (6%), nasopharyngitis (5%)
Post marketing and/or case reports: Anaphylaxis, angioedema, exfoliative dermatitis,
hypoglycemia (risk increased in conjunction with sulfonylureas), Stevens-Johnson
syndrome.

Supplied”
Januvia™ is available as a 100 mg tablet.

Dosage and Administration’
Oral - Adults with Type 2 diabetes: 100 mg once daily with or without food.

Dosage adjustment in renal impairment:
Cler 230 to <50 mL/minute: 50 mg once daily
Se: Males: >1.7 to <3.0 mg/dL; Females: >1.5 to <2.5 mg/dL: 50 mg once daily

Cler<30 mL/minute: 25 mg once daily

Se: Males: >3.0 mg/dL; Females: >2.5 mg/dL: 25 mg once daily
End stage renal disease requiring hemodialysis or peritoneal dialysis: 25 mg once daily;
administered without regard to timing of hemodialysis.

Monitoring Parameters’
e HbA|c and fasting blood glucose
e Renal function prior to initiation and periodically during treatment

Safety/Efficacy”*>%’

Due to the progressive nature of type 2 diabetes, many patients who have achieved
glycemic control with monotherapy will eventually require combination drug therapy,
along with diet and exercise, to maintain glycemic control over time. Clinical trials done
with Januvia™ have shown consistent safety and efficacy results for this new product.
With its distinct mechanism of action, when used in combination with metformin in
patients who do not have adequate glycemic control, it has shown to have clinically
significant sustainable reductions in patient’s hemoglobin A;c (HbA;c). When compared
to other oral antihyperglycemic agents, it has shown to have similar fasting plasma
glucose and 2 hour postprandial glucose reductions; however, the advantage is the
reductions in HbA . seem to be sustainable. Also, other advantages include: a convenient
once daily dosing regimen; it has been well tolerated in studies with a low risk of
hypoglycemia; and it has a neutral effect on body weight. Another potential benefit of
Januvia™ is that it may improve beta cell function, but further research needs to be done
as there is limited evidence in this area.



Cost (Prices from McKesson + Professional Fees)
1 month supply (34 days) - $120.20

Drug Status

e Approved by Health Canada
e Not currently on the Saskatchewan Drug Formulary
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