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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 021995/S-013	 SUPPLEMENT APPROVAL 

Merck & Co., Inc. 

Attention: Richard J. Swanson, Ph.D. 

Director, Regulatory Affairs 

P.O. Box 1000, UG2C-50 
North Wales, PA 19454-1099 

Dear Dr. Swanson: 

Please refer to your supplemental new drug application (S-013) dated and received  
March 5, 2009, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 

(b) (4)

(FDCA) for Januvia (sitagliptin) tablets.  

We also refer to your supplemental new drug application dated and received 
November 13, 2009.  Your submission of November 13, 2009, also constitutes a complete 
response to our October 16, 2009, action letter for supplemental application S-013. 

In addition, we acknowledge receipt of your submissions dated December 3 and 9, 2009. 

SAFETY LABELING CHANGES 

Our letter dated October 16, 2009, notified you, under section 505(o)(4) of the FDCA, of new 
safety information that needs to be included in the labeling for Januvia (sitagliptin) tablets.  This 
information pertains to the risk of acute pancreatitis, including necrotizing pancreatitis, with the 
use of Januvia (sitagliptin).  

In response to the safety labeling change requirement outlined in our October 16, 2009, action 
letter, S-013  propose the addition of information regarding pancreatitis in the 
Highlights of Prescribing Information section, subsection Important Limitations of Use and 
subsection Warnings and Precautions, as well as in the corresponding subsections of the Full 
Prescribing Information section of the Package Insert.  The agreed-upon changes to the language 
included in our October 16, 2009, letter are as follows (additions are noted by underline and 
deletion are noted by strikethrough): 

1.	 In the section Highlights of Prescribing Information, sub-section Indications and 

Usage, Important Limitations of Use, the following has been added: 
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JANUVIA has not been studied in patients with a history of pancreatitis. (m4)

(1.33 5.1 .

In the section Highlights of Prescribing Information, sub-section Warnings and

Precautions, the following has been added:

(hm) There have been postmarketing reports of acute pancreatitis,
including fatal and non-fatal hemorrhagic or necrotizing pancreatitis. If

pancreatitis is suspected, promptly discontinue JANUVIA. (m4)

(5.1).

In the section Full Prescribing Information, sub-section 1.2 Imp_ortant Limitations of

E, the following has been added:

(It) (4)

JANUVIA has not been studied in patients with a history of

pancreatitis. It is unknown whether patients with a history of pancreatitis are

at increased risk for the development of pancreatitis while using JANUVIA.

[See Warnings and Precautions (5.1).] M4)

In the section Full Prescribing Information, sub-section 5. Wamings and Precautions,

the following has been added:

(5) (4)

There have been postmarketing reports of acute pancreatitisa

including fatal and non-fatal hemorrhagic or necrotizing pancreatitis, in_

patients taking JANUVIA. After initiation of JANUVIA, "’""
patients should be observed carefully for signs and symptoms

of pancreatitis (m4)
. If

pancreatitis is suspected, JANUVIA should promptly be discontinued and

appropriate management should be initiated. It is unknown whether patients

with a histogy of pancreatitis are at increased risk for the development of

pancreatitis while using JANUVIA. (m4)

Additional agreed upon changes to the package insert include:

5. Under Adverse Reactionsz Postmarketing Experience (6.2 1, the following has been added:
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