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HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use 
ONGLYZA safely and effectively. See full prescribing information for 
ONGLYZA. 

ONGLYZA (saxagliptin) tablets 
Initial U.S. Approval: 2009 

---------------------------RECENT MAJOR CHANGES--------------------------- 
Indications and Usage 

Important Limitations of Use (1.2) 11/2011 
Dosage and Administration 

Recommended Dosing (2.1) 12/2011 
Concomitant Use with an Insulin Secretagogue 
(e.g., Sulfonylurea) or with Insulin (2.4) 12/2011 

Contraindications (4) 11/2011 
Warnings and Precautions
 Pancreatitis (5.1) 11/2011 

Use with Medications Known to Cause Hypoglycemia (5.2) 12/2011 
Hypersensitivity Reactions (5.3) 11/2011 

---------------------------INDICATIONS AND USAGE---------------------------- 
ONGLYZA is a dipeptidyl peptidase-4 (DPP4) inhibitor indicated as an 
adjunct to diet and exercise to improve glycemic control in adults with type 2 
diabetes mellitus in multiple clinical settings. (1.1, 14) 

Important limitations of use: 
• Should not be used for the treatment of type 1 diabetes mellitus or 

diabetic ketoacidosis. (1.2) 
• Has not been studied in patients with a history of pancreatitis. (1.2, 5.1) 

------------------------DOSAGE AND ADMINISTRATION---------------------- 
• The recommended dose is 2.5 mg or 5 mg once daily taken regardless of 

meals. (2.1) 
• 2.5 mg daily is recommended for patients with moderate or severe renal 

impairment, or end-stage renal disease (CrCl ≤50 mL/min). Assess renal 
function before starting ONGLYZA and periodically thereafter. (2.2) 

• 2.5 mg daily is recommended for patients also taking strong cytochrome 
P450 3A4/5 (CYP3A4/5) inhibitors (e.g., ketoconazole). (2.3, 7.1) 

----------------------DOSAGE FORMS AND STRENGTHS--------------------- 
• Tablets: 5 mg and 2.5 mg (3) 

------------------------------CONTRAINDICATIONS------------------------------- 
• History of a serious hypersensitivity reaction (e.g., anaphylaxis, 

angioedema, exfoliative skin conditions) to ONGLYZA. (4) 

------------------------WARNINGS AND PRECAUTIONS----------------------- 
• There have been postmarketing reports of acute pancreatitis. If 

pancreatitis is suspected, promptly discontinue ONGLYZA. (5.1) 
• When used with an insulin secretagogue (e.g., sulfonylurea) or insulin, a 

lower dose of the insulin secretagogue or insulin may be required to 
minimize the risk of hypoglycemia. (5.2) 

• There have been postmarketing reports of serious hypersensitivity 
reactions in patients treated with ONGLYZA such as anaphylaxis, 
angioedema, and exfoliative skin conditions. In such cases, promptly 
discontinue ONGLYZA, assess for other potential causes, institute 
appropriate monitoring and treatment, and initiate alternative treatment 
for diabetes. (5.3, 6.2) 

• There have been no clinical studies establishing conclusive evidence of 
macrovascular risk reduction with ONGLYZA or any other antidiabetic 
drug. (5.4) 

-------------------------------ADVERSE REACTIONS------------------------------ 
• Adverse reactions reported in ≥5% of patients treated with ONGLYZA 

and more commonly than in patients treated with placebo are: upper 
respiratory tract infection, urinary tract infection, and headache. (6.1) 

• Peripheral edema was reported more commonly in patients treated with 
the combination of ONGLYZA and a thiazolidinedione (TZD) than in 
patients treated with the combination of placebo and TZD. (6.1) 

• In the add-on to sulfonylurea and add-on to insulin trials, confirmed 
hypoglycemia was reported more commonly in patients treated with 
ONGLYZA compared to placebo. (6.1) 

• Hypersensitivity-related events (e.g., urticaria, facial edema) were 
reported more commonly in patients treated with ONGLYZA than in 
patients treated with placebo. (6.1) 

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers 
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch 
--------------------------------DRUG INTERACTIONS----------------------------- 
• Coadministration with strong CYP3A4/5 inhibitors (e.g., ketoconazole) 

significantly increases saxagliptin concentrations. Recommend limiting 
ONGLYZA dose to 2.5 mg once daily. (2.3, 7.1) 

------------------------USE IN SPECIFIC POPULATIONS----------------------- 
• No adequate and well-controlled studies in pregnant women. (8.1) 
• Safety and effectiveness of ONGLYZA in pediatric patients below the 

age of 18 have not been established. (8.4) 

See 17 for PATIENT COUNSELING INFORMATION and Medication 
Guide 

Revised: 12/2011 
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FULL PRESCRIBING INFORMATION 

1 INDICATIONS AND USAGE 

1.1 Monotherapy and Combination Therapy 

ONGLYZA is indicated as an adjunct to diet and exercise to improve glycemic control in adults 

with type 2 diabetes mellitus in multiple clinical settings. [See Clinical Studies (14).] 

1.2 Important Limitations of Use 

ONGLYZA should not be used for the treatment of type 1 diabetes mellitus or diabetic 

ketoacidosis, as it would not be effective in these settings. 

ONGLYZA has not been studied in patients with a history of pancreatitis. It is unknown whether 

patients with a history of pancreatitis are at an increased risk for the development of pancreatitis 

while using ONGLYZA. [See Warnings and Precautions (5.1).] 

2 DOSAGE AND ADMINISTRATION 

2.1 Recommended Dosing 

The recommended dose of ONGLYZA is 2.5 mg or 5 mg once daily taken regardless of meals. 

ONGLYZA tablets must not be split or cut. 

2.2 Patients with Renal Impairment 

No dosage adjustment for ONGLYZA is recommended for patients with mild renal impairment 

(creatinine clearance [CrCl] >50 mL/min). 

The dose of ONGLYZA is 2.5 mg once daily for patients with moderate or severe renal 

impairment, or with end-stage renal disease (ESRD) requiring hemodialysis (creatinine clearance 

[CrCl] ≤50 mL/min) [see Clinical Pharmacology (12.3) and Clinical Studies (14.3)]. ONGLYZA 

should be administered following hemodialysis. ONGLYZA has not been studied in patients 

undergoing peritoneal dialysis. 
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Because the dose of ONGLYZA should be limited to 2.5 mg based upon renal function, 

assessment of renal function is recommended prior to initiation of ONGLYZA and periodically 

thereafter. Renal function can be estimated from serum creatinine using the Cockcroft-Gault 

formula or Modification of Diet in Renal Disease formula. [See Clinical Pharmacology (12.3).] 

2.3 Strong CYP3A4/5 Inhibitors 

The dose of ONGLYZA is 2.5 mg once daily when coadministered with strong cytochrome 

P450 3A4/5 (CYP3A4/5) inhibitors (e.g., ketoconazole, atazanavir, clarithromycin, indinavir, 

itraconazole, nefazodone, nelfinavir, ritonavir, saquinavir, and telithromycin). [See Drug 

Interactions (7.1) and Clinical Pharmacology (12.3).] 

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

When ONGLYZA 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 minimize the 

risk of hypoglycemia. [See Warnings and Precautions (5.1).] 

3 DOSAGE FORMS AND STRENGTHS 

• ONGLYZA (saxagliptin) 5 mg tablets are pink, biconvex, round, film-coated tablets with “5” 

printed on one side and “4215” printed on the reverse side, in blue ink. 

• ONGLYZA (saxagliptin) 2.5 mg tablets are pale yellow to light yellow, biconvex, round, 

film-coated tablets with “2.5” printed on one side and “4214” printed on the reverse side, in 

blue ink. 

4 CONTRAINDICATIONS 

History of a serious hypersensitivity reaction to ONGLYZA, such as anaphylaxis, angioedema, 

or exfoliative skin conditions. [See Warnings and Precautions (5.3) and Adverse Reactions 

(6.2).] 
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5 WARNINGS AND PRECAUTIONS 

5.1 Pancreatitis 

There have been postmarketing reports of acute pancreatitis in patients taking ONGLYZA. After 

initiation of ONGLYZA, patients should be observed carefully for signs and symptoms of 

pancreatitis. If pancreatitis is suspected, ONGLYZA 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 ONGLYZA. 

5.2 Use with Medications Known to Cause Hypoglycemia 

When ONGLYZA was used in combination with a sulfonylurea or with insulin, medications 

known to cause hypoglycemia, the incidence of confirmed hypoglycemia was increased over that 

of placebo used in combination with a sulfonylurea or with insulin. [See Adverse Reactions 

(6.1).] Therefore, a lower dose of the insulin secretagogue or insulin may be required to 

minimize the risk of hypoglycemia when used in combination with ONGLYZA. [See Dosage 

and Administration (2.4).] 

5.3 Hypersensitivity Reactions 

There have been postmarketing reports of serious hypersensitivity reactions in patients treated 

with ONGLYZA. These reactions include anaphylaxis, angioedema, and exfoliative skin 

conditions. Onset of these reactions occurred within the first 3 months after initiation of 

treatment with ONGLYZA, with some reports occurring after the first dose. If a serious 

hypersensitivity reaction is suspected, discontinue ONGLYZA, assess for other potential causes 

for the event, and institute alternative treatment for diabetes. [See Adverse Reactions (6.2).] 

Use caution in a patient with a history of angioedema to another dipeptidyl peptidase-4 (DPP4) 

inhibitor because it is unknown whether such patients will be predisposed to angioedema with 

ONGLYZA. 

5.4 Macrovascular Outcomes 

There have been no clinical studies establishing conclusive evidence of macrovascular risk 

reduction with ONGLYZA or any other antidiabetic drug. 

3.0Approved v

 

 

 

  

  

 

  

 

 

  

 

   

  

  

 

 

  

Reference ID: 3060048 
f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


5 

6 ADVERSE REACTIONS 

6.1 Clinical Trials Experience 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates 

observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 

of another drug and may not reflect the rates observed in practice. 

Monotherapy and Add-On Combination Therapy 

In two placebo-controlled monotherapy trials of 24-weeks duration, patients were treated with 

ONGLYZA 2.5 mg daily, ONGLYZA 5 mg daily, and placebo. Three 24-week, placebo-

controlled, add-on combination therapy trials were also conducted: one with metformin, one with 

a thiazolidinedione (pioglitazone or rosiglitazone), and one with glyburide. In these three trials, 

patients were randomized to add-on therapy with ONGLYZA 2.5 mg daily, ONGLYZA 5 mg 

daily, or placebo. A saxagliptin 10 mg treatment arm was included in one of the monotherapy 

trials and in the add-on combination trial with metformin. 

In a prespecified pooled analysis of the 24-week data (regardless of glycemic rescue) from the 

two monotherapy trials, the add-on to metformin trial, the add-on to thiazolidinedione (TZD) 

trial, and the add-on to glyburide trial, the overall incidence of adverse events in patients treated 

with ONGLYZA 2.5 mg and ONGLYZA 5 mg was similar to placebo (72.0% and 72.2% versus 

70.6%, respectively). Discontinuation of therapy due to adverse events occurred in 2.2%, 3.3%, 

and 1.8% of patients receiving ONGLYZA 2.5 mg, ONGLYZA 5 mg, and placebo, respectively. 

The most common adverse events (reported in at least 2 patients treated with ONGLYZA 2.5 mg 

or at least 2 patients treated with ONGLYZA 5 mg) associated with premature discontinuation of 

therapy included lymphopenia (0.1% and 0.5% versus 0%, respectively), rash (0.2% and 0.3% 

versus 0.3%), blood creatinine increased (0.3% and 0% versus 0%), and blood creatine 

phosphokinase increased (0.1% and 0.2% versus 0%). The adverse reactions in this pooled 

analysis reported (regardless of investigator assessment of causality) in ≥5% of patients treated 

with ONGLYZA 5 mg, and more commonly than in patients treated with placebo are shown in 

Table 1. 
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