
  
 

  

 

 
 
 
 

  
 

 
 

 
 

  
 

  
 

 
 

  
 

     
   

    
 

    
  

   
 

 
 

 
 

 
    

  
 

 
 

 
  

     
 

   
   

   
  

 
 

   
   

DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 021287/S-018 
SUPPLEMENT APPROVAL 

Covis Pharma 
c/o Beckloff Associates 
Attention: Todd Phillips, Pharm.D., RAC 
Senior Consultant, Scientific Consulting 
7400 West 110th Street, Commerce Plaza II, Suite 300 
Overland Park, KS 66210 

Dear Dr. Phillips: 

Please refer to your Supplemental New Drug Application (sNDA) dated October 4, 2013, 
received October 4, 2013, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for UROXATROL® (alfuzosin hydrochloride) extended release tablets. 

This “Changes Being Effected” supplemental new drug application provides for a change to the 
Post-Marketing subsection, entitled “Skin and subcutaneous tissue disorders:” to add the 
following underlined text: 

Skin and subcutaneous tissue disorders: rash, puritis, uticaria, angioedema, toxic epidermal 
necrolysis 

APPROVAL & LABELING 

We have completed our review of this supplemental application, as amended.  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 the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Content 
of labeling must be identical to the enclosed labeling (text for the package insert, text for the 
patient package insert,  with the addition of any labeling changes in pending “Changes Being 
Effected” (CBE) supplements, as well as annual reportable changes not included in the enclosed 
labeling.  

Information on submitting SPL files using eList may be found in the guidance for industry titled 
“SPL Standard for Content of Labeling Technical Qs and As at 

Reference ID: 3492800 

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
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http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf 

The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications that includes labeling changes 
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, as well as annual reportable changes and 
annotate each change. To facilitate review of your submission, provide a highlighted or marked-
up copy that shows all changes, as well as a clean Microsoft Word version.  The marked-up copy 
should provide appropriate annotations, including supplement number(s) and annual report 
date(s).  

REQUIRED PEDIATRIC ASSESSMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

Because none of these criteria apply to your application, you are exempt from this requirement. 

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, call George Lyght, Pharm.D., Sr. Regulatory Health Project Manager, 
at (301) 796-0948. 

Sincerely, 

{See appended electronic signature page} 

Christine P. Nguyen, M.D. 
Deputy Director for Safety 
Division of Bone, Reproductive, and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

ENCLOSURE: 
Content of Labeling 

Reference ID: 3492800 

http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U
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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/ 

CHRISTINE P NGUYEN 
04/21/2014 

Reference ID: 3492800 


	S-18 proposedpiclean.pdf
	HIGHLIGHTS OF PRESCRIBING INFORMATION
	These highlights do not include all the information needed to use UROXATRAL safely and effectively.  See full prescribing information for UROXATRAL.
	UROXATRAL® (alfuzosin HCl) extended-release tablets
	Initial U.S. Approval: 2003
	------------------INDICATIONS AND USAGE------------------------
	-------------------DOSAGE AND ADMINISTRATION--------------
	----------------------DOSAGE FORMS AND STRENGTHS--------
	------------------------------CONTRAINDICATIONS-----------------
	-----------------------WARNINGS AND PRECAUTIONS----------
	-----------------------------ADVERSE REACTIONS-------------------
	-----------------------------DRUG INTERACTIONS-------------------
	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	6 ADVERSE REACTIONS
	7 DRUG INTERACTIONS
	8   USE IN SPECIFIC POPULATIONS
	10 OVERDOSAGE
	11 DESCRIPTION
	12  CLINICAL PHARMACOLOGY
	13  NONCLINICAL TOXICOLOGY
	14  CLINICAL STUDIES
	16  HOW SUPPLIED/STORAGE AND HANDLING

	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1  Postural Hypotension
	5.2  Patients with Renal Impairment
	5.3  Patients with Hepatic Impairment
	5.4 Drug-Drug Interactions
	5.5 Prostatic Carcinoma
	5.6 Intraoperative Floppy Iris Syndrome (IFIS)
	5.7 Priapism
	Rarely (probably less than 1 in 50,000), alfuzosin, like other alpha adrenergic antagonists, has been associated with priapism (persistent painful penile erection unrelated to sexual activity).  Because this condition can lead to permanent impotence i...
	5.8 Coronary Insufficiency
	5.9 Patients with Congenital or Acquired QT Prolongation

	6 ADVERSE REACTIONS
	6.1  Clinical Trials Experience
	6.2  Post-Marketing Experience

	Symptoms
	7 DRUG INTERACTIONS
	7.1  CYP3A4 Inhibitors
	7.2  Alpha Adrenergic Antagonists

	8 USE IN SPECIFIC POPULATIONS
	8.1  Pregnancy
	8.4  Pediatric Use
	8.5 Geriatric Use
	8.6 Renal Impairment
	8.7  Hepatic Impairment

	10 OVERDOSAGE
	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.1  Mechanism of Action
	12.2  Pharmacodynamics
	12.3   Pharmacokinetics

	13 NONCLINICAL TOXICOLOGY
	13.1   Carcinogenesis, Mutagenesis, Impairment of Fertility

	14 Clinical STUDIES
	Figure 6 — Mean Change from Baseline in Peak Urine Flow Rate (mL/s):  Trial 2

	16 HOW SUPPLIED/STORAGE AND HANDLING
	Package NDC Number
	17.1  Hypotension/Syncope:
	17.2  Intraoperative Floppy Iris Syndrome
	17.3 Priapism
	17.4 Instructions of Use





