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This one-page product summary for JANUVIA (sitagliptin) is being provided in response to a specific request. For full product information, please 
read the accompanying prescribing information for JANUVIA.  
INDICATIONS: JANUVIA is a dipeptidyl peptidase-4 (DPP-4) inhibitor indicated as an adjunct to diet and exercise to improve glycemic control in patients 
with type 2 diabetes mellitus. Important Limitations of Use: JANUVIA 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. JANUVIA has not been studied in combination with insulin. 
DOSAGE AND ADMINISTRATION: The recommended dose of JANUVIA is 100 mg once daily. JANUVIA can be taken with or without food. 
Patients with renal insufficiency: Elimination of sitagliptin occurs primarily via renal excretion and involves active tubular secretion. To achieve plasma 
concentrations of sitagliptin similar to those in patients with normal renal function, lower doses are recommended in patients with moderate and severe renal 
insufficiency, as well as end stage renal disease (ESRD) requiring hemodialysis or peritoneal dialysis. Concomitant use with a sulfonylurea: When 
JANUVIA is used in combination with a sulfonylurea, a lower dose of sulfonylurea may be required to reduce the risk of hypoglycemia. 
CONTRAINDICATIONS: History of a serious hypersensitivity reaction to sitagliptin, such as anaphylaxis or angioedema. 
WARNINGS AND PRECAUTIONS-Use in patients with renal insufficiency: A dosage adjustment is recommended in patients with moderate or severe renal 
insufficiency and in patients with ESRD requiring hemodialysis or peritoneal dialysis. Use with medications known to cause hypoglycemia: As is typical 
with other antihyperglycemic agents used in combination with a sulfonylurea, when JANUVIA was used in combination with a sulfonylurea, a class of 
medications known to cause hypoglycemia, the incidence of hypoglycemia was increased over that of placebo. Therefore, a lower dose of sulfonylurea may be 
required to reduce the risk of hypoglycemia. Hypersensitivity reactions: There have been postmarketing reports of serious hypersensitivity reactions in 
patients treated with JANUVIA. These reactions include anaphylaxis, angioedema, and exfoliative skin conditions including Stevens-Johnson syndrome. 
Because these reactions are reported voluntarily from a population of uncertain size, it is generally not possible to reliably estimate their frequency or establish 
a causal relationship to drug exposure. Onset of these reactions occurred within the first 3 months after initiation of treatment with JANUVIA, with some 
reports occurring after the first dose. If a hypersensitivity reaction is suspected, discontinue JANUVIA, assess for other potential causes for the event, and 
institute alternative treatment for diabetes. 
CLINICAL STUDIES: JANUVIA has been studied as monotherapy and in combination with metformin, pioglitazone, glimepiride, and glimepiride+metformin. 
There were approximately 3800 patients with type 2 diabetes randomized in six double-blind, placebo-controlled clinical safety and efficacy studies conducted 
to evaluate the effects of sitagliptin on glycemic control. In addition, an active (glipizide)-controlled study of 52-weeks duration was conducted in 1172 
patients with type 2 diabetes who had inadequate glycemic control on metformin. In patients with type 2 diabetes, treatment with JANUVIA produced 
clinically significant improvements in hemoglobin A1C, fasting plasma glucose (FPG) and 2-hour postprandial glucose (PPG) compared to placebo. 
Monotherapy: Treatment with JANUVIA at 100 mg once daily provided significant improvements in A1C, FPG, and 2-hour PPG compared to placebo. In an 
18-week study of 521 patients, JANUVIA produced placebo-adjusted reduction in A1C of -0.6% (p<0.001). In a 24-week study of 741 patients, JANUVIA 
produced placebo-adjusted reduction in A1C of -0.8% (p<0.001). Body weight did not increase from baseline with JANUVIA therapy in either study, 
compared to a small reduction in weight in patients given placebo. 
Add-on Combination Therapy with Metformin: In a 24-week study of 701 patients who had inadequate glycemic control with metformin (≥1500 mg daily), 
the addition of JANUVIA produced an additional placebo-adjusted reduction in A1C of -0.7% (p<0.001), and provided significant improvements in FPG and 
2-hour PPG compared to placebo with metformin. A similar decrease in body weight was observed for both treatment groups. 
Initial Combination Therapy with Metformin: A total of 1091 patients participated in a 24-week, randomized, double-blind, placebo-controlled factorial 
study designed to assess the efficacy of sitagliptin as initial therapy in combination with metformin. Initial combination therapy with JANUVIA and metformin 
provided significant improvements in A1C, FPG, and 2-hour PPG compared to placebo, to metformin alone, and to JANUVIA alone (p<0.001 for all between-
group comparisons). The magnitude of the placebo-adjusted reductions in A1C observed at Week 24 were: JANUVIA 100 mg once daily, -0.8%; metformin 
500 mg bid, -1.0%; metformin 1000 mg bid, -1.3%; sitagliptin 50 mg bid with metformin 500 mg bid, -1.6%; and sitagliptin 50 mg bid with metformin 
1000 mg bid, -2.1%. In addition, this study included patients (N=117) with more severe hyperglycemia (A1C >11% or blood glucose >280 mg/dL) who were 
treated with twice daily open-label JANUVIA 50 mg and metformin 1000 mg. In this group of patients, the mean baseline A1C value was 11.2%, mean FPG 
was 314 mg/dL, and mean 2-hour PPG was 441 mg/dL. After 24 weeks, mean decreases from baseline of -2.9% for A1C, -127 mg/dL for FPG, and -208 
mg/dL for 2-hour PPG were observed. An additional analysis on patients not on an antihyperglycemic agent at study entry was also conducted. The decrease in 
body weight in the groups given sitagliptin in combination with metformin was similar to that in the groups given metformin alone or placebo. 
Active-Controlled Study vs. Glipizide in Combination with Metformin: The efficacy of JANUVIA was evaluated in a 52-week, double-blind, glipizide-
controlled noninferiority trial. After 52 weeks, JANUVIA and glipizide had similar mean reductions from baseline in A1C in the intent-to-treat analysis and 
the per protocol analysis. A conclusion in favor of the non-inferiority of JANUVIA to glipizide may be limited to patients with baseline A1C comparable to 
those included in the study (over 70% of patients had baseline A1C <8% and over 90% had A1C <9%). The incidence of hypoglycemia in the JANUVIA 
group (4.9%) was significantly (p<0.001) lower than that in the glipizide group (32.0%). Patients treated with JANUVIA exhibited a significant mean decrease 
from baseline in body weight compared to a significant weight gain in patients administered glipizide (-1.5 kg vs. +1.1 kg). 
Add-on Combination Therapy with Pioglitazone: In a 24-week study of 353 patients who had inadequate glycemic control with pioglitazone (30 or 45 mg 
per day), the addition of JANUVIA produced an additional placebo-adjusted reduction in A1C of -0.7% (p<0.001), and provided significant improvement in 
FPG compared to placebo with pioglitazone. There was no significant difference between JANUVIA and placebo in body weight change. 
Add-on Combination Therapy with Glimepiride, with or without Metformin: A total of 441 patients participated in a 24-week, double-blind, placebo-
controlled study designed to assess the efficacy of JANUVIA in combination with glimepiride, with or without metformin. Patients entered a run-in treatment 
period on glimepiride (≥4 mg per day) alone or glimepiride in combination with metformin (≥1500 mg per day). In combination with glimepiride, with or 
without metformin, JANUVIA provided significant improvements in A1C and FPG compared to placebo. In this study, the addition of JANUVIA to 
glimepiride (without metformin) and the addition of JANUVIA to glimepiride with metformin led to placebo-adjusted reductions in A1C of -0.6% and -0.9%, 
respectively, observed at Week 24 (p<0.001). .Patients treated with JANUVIA had a mean increase in body weight of 1.1 kg vs. placebo (+0.8 kg vs. -0.4 kg). 
SELECTED TOLERABILITY INFORMATION: In controlled clinical studies as both monotherapy and combination therapy with metformin or pioglitazone, the 
overall incidence of adverse reactions, hypoglycemia, and discontinuation of therapy due to adverse reactions were similar to placebo. In combination with 
glimepiride, with or without metformin, the overall incidence of clinical adverse reactions with JANUVIA was higher than with placebo, in part related to a 
higher incidence of hypoglycemia; the incidence of discontinuation due to clinical adverse reactions was similar to placebo. The adverse reactions, reported 
regardless of investigator assessment of causality in ≥5% of patients treated with JANUVIA 100 mg daily as monotherapy or in combination with pioglitazone 
and more commonly than in patients treated with placebo are: nasopharyngitis, upper respiratory tract infection, and headache. Hypoglycemia was also 
reported more commonly in patients treated with the combination of JANUVIA and sulfonylurea, with or without metformin, than in patients given the 
combination of placebo and sulfonylurea, with or without metformin. In the prespecified pooled analysis of the two monotherapy studies, the add-on to 
metformin study, and the add-on to pioglitazone study, the overall incidence of adverse reactions of hypoglycemia in patients treated with JANUVIA 100 mg 
was similar to placebo (1.2% vs. 0.9%). Adverse reactions of hypoglycemia were based on all reports of hypoglycemia; a concurrent glucose measurement was 
not required. The incidence of selected gastrointestinal adverse reactions in patients treated with JANUVIA was as follows: abdominal pain (JANUVIA 
100 mg, 2.3%; placebo, 2.1%), nausea (1.4%, 0.6%), and diarrhea (3.0%, 2.3%). 

Merck does not recommend the use of JANUVIA in any manner other than as described in the prescribing information. 




