
 

 
 

 

 
 
 
 

 

   
 

 
 

 
 

 
 

 

 
 
    

 

 
 

 
 

 

 
 

 

 

 
 

 
 

 
 

 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 21-085/S-050 & S-053 
NDA 21-277/S-046 & S-050 

SUPPLEMENT APPROVAL 

Bayer HealthCare Pharmaceuticals, Inc. 
Attention: Larry Winick 
Deputy Director - Global Regulatory Affairs 
P.O. Box 1000 
Montville, NJ 07045-1000 

Dear Mr. Winick: 

Please refer to your Supplemental New Drug Applications (sNDA’s) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:  

NDA #  Supplement #  Submission Date: Name of Drug Products:  

21-085 050 March 25, 2011 AVELOX (moxifloxacin hydrochloride) Tablets 

053 August 16, 2011 

21-277 046 March 25, 2011 AVELOX (moxifloxacin hydrochloride) IV 

050 August 16, 2011 

We acknowledge receipt of your amendments dated August 1, and October 7, 2011, to  
NDA 21-085/S-050 and NDA 21-277/S-046. 

The March 25, 2011, “Prior Approval” labeling supplemental new drug applications provide for 
revisions to the package insert to change information for in vitro susceptibility test interpretive 
criteria (breakpoints) and quality control (QC) parameters for the in vitro susceptibility testing of 
organisms listed in the package insert. 

Reference ID: 3030605 



 
 

 

 
 
 
 
 
  

 

 
 

 
 

 

 

 

 

 

NDA 21-085/S-050 & S-053 
NDA 21-277/S-046 & S-050 
Page 2 

The August 16, 2011, “Prior Approval” labeling supplemental new drug applications provide for  
the addition of ‘pseudotumor cerebri’ to the WARNINGS AND PRECAUTIONS section, 
Central Nervous System Effects/ Disorders subsection of the package insert along with minor 
editorial changes as follows: 

 “Fluoroquinolones, including AVELOX, may cause central nervous system (CNS) 
events, including: nervousness, agitation, insomnia, anxiety, nightmares or paranoia. 

“Convulsions and increased intracranial pressure (including pseudotumor cerebri) have 
been reported in patients receiving fluoroquinolones. Fluoroquinolones may also cause 
central nervous system (CNS) events including: dizziness, confusion, tremors, 
hallucinations, depression, and, rarely, suicidal thoughts or acts.” 

We have completed our review of these supplemental applications, as amended.  They are 
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, Medication Guide), 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 
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 for these NDAs, 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).   
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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 Fariba Izadi, Pharm.D., Regulatory Project Manager, at  
(301) 796-0563. 

Sincerely, 

{See appended electronic signature page} 

Sumathi Nambiar, MD, MPH 
Deputy Director for Safety 
Division of Anti-Infective Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

ENCLOSURE(S): 
Content of Labeling 

Reference ID: 3030605 



---------------------------------------------------------------------------------------------------------

---------------------------------------------------------------------------------------------------------

----------------------------------------------------

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

/s/ 

SUMATHI NAMBIAR 
10/18/2011 

Reference ID: 3030605 


	FINAL LABELING.pdf
	1 INDICATIONS AND USAGE
	1.1 Acute Bacterial Sinusitis
	1.2 Acute Bacterial Exacerbation of Chronic Bronchitis
	1.3 Community Acquired Pneumonia
	1.4 Uncomplicated Skin and Skin Structure Infections
	1.5 Complicated Skin and Skin Structure Infections
	1.6 Complicated Intra-Abdominal Infections

	2  DOSAGE AND ADMINISTRATION
	2.1  Dosage in Adult Patients
	2.2 Drug interactions with Multivalent Cations
	2.3 Administration Instructions
	2.4 Preparation for Administration of AVELOX IV 

	3  DOSAGE FORMS AND STRENGTHS
	3.1  AVELOX Tablets
	3.2 AVELOX IV

	4  CONTRAINDICATIONS
	5  WARNINGS AND PRECAUTIONS 
	5.1  Tendinopathy and Tendon Rupture
	5.2 Exacerbation of Myasthenia Gravis 
	5.3 QT Prolongation
	5.4  Hypersensitivity Reactions
	5.5  Other Serious and Sometimes Fatal Reactions
	The drug should be discontinued immediately at the first appearance of a skin rash, jaundice, or any other sign of hypersensitivity and supportive measures instituted [see Patient Counseling Information (17.3) and Adverse Reactions (6.4).
	5.6  Central Nervous System Effects
	5.7  Clostridium Difficile-Associated Diarrhea 
	5.8  Peripheral Neuropathy
	5.9  Arthropathic Effects in Animals
	5.10 Photosensitivity/Phototoxicity 
	5.11 Development of Drug Resistant Bacteria 

	6  ADVERSE REACTIONS
	6.1  Serious and Otherwise Important Adverse Reactions
	6.2 Clinical Trial Experience
	6.3  Laboratory Changes
	6.4 Postmarketing Experience

	7  DRUG INTERACTIONS 
	7.1  Antacids, Sucralfate, Multivitamins and other products containing Multivalent Cations
	7.2  Warfarin
	7.3  Nonsteroidal Anti-Inflammatory Drugs (NSAIDs)
	7.4 Drugs that Prolong QT

	8  USE IN SPECIFIC POPULATIONS 
	8.1  Pregnancy
	Moxifloxacin was not teratogenic when administered to pregnant rats during organogenesis at oral doses as high as 500 mg/kg/day or 0.24 times the maximum recommended human dose based on systemic exposure (AUC), but decreased fetal body weights and slightly delayed fetal skeletal development (indicative of fetotoxicity) were observed. Intravenous administration of 80 mg/kg/day (approximately 2 times the maximum recommended human dose based on body surface area (mg/m2) to pregnant rats resulted in maternal toxicity and a marginal effect on fetal and placental weights and the appearance of the placenta. There was no evidence of teratogenicity at intravenous doses as high as 80 mg/kg/day. Intravenous administration of 20 mg/kg/day (approximately equal to the maximum recommended human oral dose based upon systemic exposure) to pregnant rabbits during organogenesis resulted in decreased fetal body weights and delayed fetal skeletal ossification. When rib and vertebral malformations were combined, there was an increased fetal and litter incidence of these effects. Signs of maternal toxicity in rabbits at this dose included mortality, abortions, marked reduction of food consumption, decreased water intake, body weight loss and hypoactivity. There was no evidence of teratogenicity when pregnant cynomolgus monkeys were given oral doses as high as 100 mg/kg/day (2.5 times the maximum recommended human dose based upon systemic exposure). An increased incidence of smaller fetuses was observed at 100 mg/kg/day. In an oral pre- and postnatal development study conducted in rats, effects observed at 500 mg/kg/day included slight increases in duration of pregnancy and prenatal loss, reduced pup birth weight and decreased neonatal survival. Treatment-related maternal mortality occurred during gestation at 500 mg/kg/day in this study.

	8.3  Nursing Mothers
	8.4  Pediatric Use
	8.5  Geriatric Use
	8.6  Renal Impairment
	8.7  Hepatic Impairment

	10  OVERDOSAGE
	11 DESCRIPTION
	11.1  AVELOX Tablets
	11.2  AVELOX IV

	12  CLINICAL PHARMACOLOGY
	12.1  Mechanism of Action
	12.3  Pharmacokinetics
	Geriatric
	Pediatric
	Gender
	Race
	Renal Insufficiency
	Hepatic Insufficiency
	Photosensitivity Potential
	Antacids 
	Atenolol 
	Calcium 
	Digoxin 
	Glyburide 
	Iron 
	Itraconazole
	Morphine 
	Oral Contraceptives
	Probenecid
	Ranitidine 
	Theophylline 
	Warfarin


	12.4  Microbiology
	 Diffusion Techniques:
	 Anaerobic Techniques:
	 Quality Control



	13  NONCLINICAL TOXICOLOGY
	13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility
	13.2  Animal Toxicology and/or Pharmacology

	14  CLINICAL STUDIES
	14.1  Acute Bacterial Exacerbation of Chronic Bronchitis
	14.2  Community Acquired Pneumonia
	14.3 Community Acquired Pneumonia caused by Multi-Drug Resistant Streptococcus pneumoniae (MDRSP)*
	14.4  Acute Bacterial Sinusitis
	14.5  Uncomplicated Skin and Skin Structure Infections
	14.6  Complicated Skin and Skin Structure Infections
	14.7  Complicated Intra-Abdominal Infections

	15  REFERENCES
	 16  HOW SUPPLIED/STORAGE AND HANDLING
	16.1  AVELOX Tablets
	16.2  AVELOX Intravenous Solution – Premix Bags

	17  PATIENT COUNSELING INFORMATION
	MEDICATION GUIDE




