
 
 

 

 
 
 
 

 

   
 

 
 

 

 
 

 
 

 

 
 

 

 

 
 

 
 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 020364/S-050 
SUPPLEMENT APPROVAL 

Novartis 
Attention: Nancy A. Price 
Executive Director, Drug Regulatory Affairs 
One Health Plaza 
East Hanover, NJ 07936-1080 

Dear Ms. Price: 

Please refer to your Supplemental New Drug Application (sNDA) dated July 16, 2010, received July 16, 
2010, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Lotrel 
(amlodipine besylate/benazapril hydrochloride) 2.5/10 mg, 5/10 mg, 5/20 mg, 5/40 mg, 10/20 mg, and 
10/40 mg Capsules. 

This “Changes Being Effected” supplemental new drug application provides for changes to the 
ADVERSE REACTIONS/Postmarketing Experience section of the label.  The following change was 
made: 

1.	 Under ADVERSE REACTIONS/Postmarketing Experience, the words “gingival hyperplasia” 
and “tachycardia” were added to the second sentence of the first paragraph.  The paragraph now 
reads: 

In postmarketing experience with benazepril, there have been rare reports of Stevens-Johnson 
syndrome, pancreatitis, hemolytic anemia, pemphigus, and thrombocytopenia.  Gingival 
hyperplasia, tachycardia, jaundice, and hepatic enzyme elevations (mostly consistent with 
cholestasis severe enough to require hospitalization) have been reported in association with use of 
amlodipine.  Other potentially important adverse experiences attributed to other ACE inhibitors 
and calcium channel blockers include: eosinophilic pneumonitis (ACE inhibitors) and 
gynecomastia (CCBs).  Other infrequently reported events included chest pain, ventricular 
extrasystole, gout, neuritis, tinnitus, alopecia, upper respiratory tract infection, palpitations and 
somnolence. 

We have completed our review of this supplemental application, and it is approved, effective on the date 
of this letter, for use as recommended in the enclosed, agreed-upon labeling text. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit, using the FDA 
automated drug registration and listing system (eLIST), the content of labeling [21 CFR 314.50(l)] in 
structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is identical 
to the enclosed labeling (text for the package insert, text for the patient package insert,) and include the 
labeling changes proposed in any pending “Changes Being Effected” (CBE) supplements and any annual 
reportable changes not included in the enclosed labeling.  Information on submitting SPL files using 
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eLIST may be found in the guidance for industry titled 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/UCM0723 
92.pdf. 

The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications for this NDA, including CBE 
supplements for which FDA has not yet issued an action letter, with the content of labeling 
[21 CFR 314.50(l)(1)(i)] in MS Word format that includes the changes approved in this supplemental 
application. 

LETTERS TO HEALTH CARE PROFESSIONALS 

If you decide to issue a letter communicating important safety-related information about this drug product 
(i.e., a “Dear Health Care Professional” letter), we request that you submit, at least 24 hours prior to 
issuing the letter, an electronic copy of the letter to this NDA to the following address:  

MedWatch Program
 
Office of Special Health Issues 

Food and Drug Administration
 
10903 New Hampshire Ave  

Building 32, Mail Stop 5353
 
Silver Spring, MD 20993 


REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA (21 CFR 314.80 
and 314.81). 

If you have any questions, please call 

Lori Anne Wachter, RN, BSN 
Regulatory Project Manager 
(301) 796-3975 

Sincerely, 

{See appended electronic signature page} 

Mary Ross Southworth, Pharm.D. 
Deputy Director for Safety 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

ENCLOSURE: 
Content of Labeling 
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

MARY R SOUTHWORTH 
01/04/2011 
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