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This one-page product summary for JANUMET (sitagliptin/metformin HCl) is being provided in response to a specific request. For full 
product information, please read the accompanying prescribing information for JANUMET. 
INDICATIONS: JANUMET is indicated as an adjunct to diet and exercise to improve glycemic control in adult patients with type 2 diabetes 
mellitus who are not adequately controlled on metformin or sitagliptin alone or in patients already being treated with the combination of 
sitagliptin and metformin. 
Important Limitations of Use: JANUMET should not be used in patients with type 1 diabetes or for the treatment of diabetic ketoacidosis. 
DOSAGE AND ADMINISTRATION: The dosage of antihyperglycemic therapy with JANUMET should be individualized on the basis of the 
patient’s current regimen, effectiveness, and tolerability while not exceeding the maximum recommended daily dose of 100 mg sitagliptin and 
2000 mg metformin. JANUMET should be given twice daily with meals, with gradual dose escalation to reduce the gastrointestinal side effects 
due to metformin. The following doses are available: 50 mg sitagliptin/500 mg metformin HCl;  50 mg sitagliptin/1000 mg metformin HCl. 
CONTRAINDICATIONS: JANUMET is contraindicated in patients with: 
 Renal disease or renal dysfunction, e.g., as suggested by serum creatinine levels ≥1.5 mg/dL [males], ≥1.4 mg/dL [females] or abnormal 

creatinine clearance which may also result from conditions such as cardiovascular collapse (shock), acute myocardial infarction, and 
septicemia. 

 Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with or without coma. 
JANUMET should be temporarily discontinued in patients undergoing radiologic studies involving intravascular administration of iodinated 
contrast materials, because use of such products may result in acute alteration of renal function. 
WARNINGS AND PRECAUTIONS: The following warnings and precautions are noted for JANUMET; refer to the full prescribing information for 
JANUMET for the complete Warnings and Precautions. 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 insufficiency, 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 include low pH, increased anion gap and elevated 
blood lactate. If acidosis is suspected, JANUMET should be discontinued and the patient hospitalized immediately. Avoid JANUMET in patients 
with evidence of hepatic disease. Before initiation of therapy with JANUMET and at least annually thereafter, assess renal function and verify as 
normal. Measure hematologic parameters annually in patients taking JANUMET. Warn patients against excessive alcohol intake while receiving 
JANUMET. Patients may need to discontinue JANUMET and temporarily use insulin during periods of stress and decreased intake of fluids and 
food such as may occur with fever, trauma, infection, or surgery. Promptly evaluate patients previously controlled on JANUMET who develop 
laboratory abnormalities or clinical illness for evidence of ketoacidosis or lactic acidosis.  
MECHANISM OF ACTION: JANUMET combines two antihyperglycemic agents with complementary mechanisms of action to improve glycemic 
control in patients with type 2 diabetes: sitagliptin, a dipeptidyl peptidase-4 (DPP-4) inhibitor, and metformin HCl, a biguanide. 
CLINICAL STUDIES: There have been no clinical efficacy studies conducted with JANUMET; however, bioequivalence of JANUMET with 
co-administered sitagliptin and metformin HCl tablets was demonstrated. The FDA approved JANUMET based upon clinical data including 
sitagliptin plus metformin as separate tablets. A total of 701 patients with type 2 diabetes participated in a 24-week, randomized, double-blind, 
placebo-controlled study designed to assess the efficacy of sitagliptin (at a dose 100 mg once daily) in combination with metformin (at a dose of 
at least 1500 mg per day). Patients who failed to meet specific glycemic goals during the studies were treated with pioglitazone rescue. In 
combination with metformin, sitagliptin provided significant improvements in A1C, FPG (fasting plasma glucose), and 2-hour PPG (postprandial 
glucose) compared to placebo with metformin (see table below). Rescue glycemic therapy was used in 5% of patients treated with sitagliptin 
100 mg and 14% of patients treated with placebo. A similar decrease in body weight was observed for both treatment groups. 

Glycemic Parameters at Final Visit (24-Week Study) of Sitagliptin in Add-on Combination Therapy with Metformin† 
 Sitagliptin 100 mg q.d. + 

Metformin 
Placebo + 

Metformin  
A1C (%) N = 453 N = 224 

Baseline (mean) 8.0 8.0 
Change from baseline (adjusted mean‡) -0.7 -0.0 
Difference from placebo + metformin (adjusted mean‡) (95% CI) -0.7§ (-0.8, -0.5)  
Patients (%) achieving A1C <7% 213 (47%) 41 (18%) 

FPG (mg/dL)  N = 454 N = 226 
Baseline (mean)  170 174 
Change from baseline (adjusted mean‡) -17 9 
Difference from placebo + metformin (adjusted mean‡) (95% CI) -25§ (-31, -20)  

2-hour PPG (mg/dL) N = 387 N = 182 
Baseline (mean)  275 272 
Change from baseline (adjusted mean‡) -62 -11 
Difference from placebo + metformin (adjusted mean‡) (95% CI) -51§ (-61, -41)  

† Intent to Treated Population using last observation on study prior to pioglitazone rescue therapy. ‡ Least squares means adjusted for prior antihyperglycemic therapy and baseline value.  
§ p<0.001 compared to placebo + metformin. 

SELECTED TOLERABILITY INFORMATION: The overall incidence of side effects reported in patients receiving sitagliptin and metformin was 
similar to that reported with patients receiving placebo and metformin. In a 24-week placebo-controlled trial of sitagliptin 100 mg administered 
once daily added to a twice daily metformin regimen, there were no adverse reactions reported regardless of investigator assessment of causality 
in ≥5% of patients and more commonly than in patients given placebo. Discontinuation of therapy due to clinical adverse experiences was similar 
to the placebo treatment group (sitagliptin and metformin, 1.9%; placebo and metformin, 2.5%). The overall incidence of hypoglycemia in 
patients treated with sitagliptin and metformin was similar to patients treated with placebo and metformin (100 mg sitagliptin and metformin, 
1.3%; placebo and metformin, 2.1%). Adverse reactions of hypoglycemia were based on all reports of hypoglycemia; a concurrent glucose 
measurement was not required. The incidence of selected GI adverse reactions in patients treated with sitagliptin and metformin was also similar 
to placebo and metformin: nausea (sitagliptin and metformin, 1.3%; placebo and metformin, 0.8%), vomiting (1.1% and 0.8%, respectively), 
abdominal pain (2.2% and 3.8%, respectively), and diarrhea (2.4% and 2.5%, respectively). No clinically meaningful changes in vital signs or in 
ECG (including in QTc interval) were observed with the combination of sitagliptin and metformin. The most common adverse experience in 
sitagliptin monotherapy reported regardless of investigator assessment of causality in ≥5% of patients and more commonly than in patients given 
placebo was nasopharyngitis. The most common (>5%) established adverse experiences due to initiation of metformin therapy are diarrhea, 
nausea/vomiting, flatulence, abdominal discomfort, indigestion, asthenia, and headache. 
Merck does not recommend the use of JANUMET in any manner other than as described in the prescribing information. 




