
 
 

 

 
 
 
 

 

   
 

 

 

 

 

 
 

 

 

 

 
 

 

 

 
 

 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 012141/S-090 
NDA 012142/S-112 

SUPPLEMENT APPROVAL 

Baxter Healthcare Corporation 
Attention: Linda Coleman 
Director, Global Regulatory Affairs 
32650 N. Wilson Road 
Mail Stop WG2-3S 
Round Lake, Illinois, 60073 

Dear Ms. Coleman: 

Please refer to your Supplemental New Drug Application (sNDA) dated November 6, 2012, 
received November 7, 2012, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act (FDCA) for cyclophosphamide for injection, USP and cyclophosphamide tablets. 

We acknowledge receipt of your amendments dated December 21, 2012, and  
February 12, 25, and 26, March 14, and April 30, 2013. 

The November 6, 2012, submission constituted a complete response to our September 1, 2011, 
action letter. 

This “Prior Approval” supplemental new drug application proposes to convert the package insert 
into the Physician’s Labeling Rule (PLR) format. 

We also note that you have deleted the tradename “Cytoxan”.   

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. 

WAIVER OF HIGHLIGHTS SECTION 

We are waiving the requirements of 21 CFR 201.57(d)(8) regarding the length of Highlights of 
prescribing information.  This waiver applies to all future supplements containing revised 
labeling unless we notify you otherwise. 
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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), 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 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). 

PROMOTIONAL MATERIALS 

You may request advisory comments on proposed introductory advertising and promotional 
labeling. To do so, submit the following, in triplicate, (1) a cover letter requesting advisory 
comments, (2) the proposed materials in draft or mock-up form with annotated references, and 
(3) the package insert(s) to: 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

You must submit final promotional materials and package insert(s), accompanied by a Form 
FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)].  Form 
FDA 2253 is available at http://www.fda.gov/opacom/morechoices/fdaforms/cder.html; 
instructions are provided on page 2 of the form.  For more information about submission of 
promotional materials to the Office of Prescription Drug Promotion (OPDP), see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm. 

Reference ID: 3304966 
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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 Lisa Skarupa, Regulatory Project Manager, at (301) 796-2219. 

Sincerely, 

{See appended electronic signature page} 

Amna Ibrahim, M.D. 
Deputy Director 
Division of Oncology Products 1 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 

ENCLOSURE(S): 
Content of Labeling 

Reference ID: 3304966 
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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/ 

AMNA IBRAHIM 
05/07/2013 

Reference ID: 3304966 


	PackageInsert ___Baxter_29April2013.pdf
	----------------------------INDICATIONS AND USAGE---------------------------
	----------------------DOSAGE AND ADMINISTRATION------------------------
	---------------------DOSAGE FORMS AND STRENGTHS----------------------
	-------------------------------CONTRAINDICATIONS------------------------------
	------------------------------ADVERSE REACTIONS-------------------------------
	1. INDICATIONS AND USAGE
	1.1 Malignant Diseases
	1.2 Minimal Change Nephrotic Syndrome in Pediatric Patients:

	2. DOSAGE AND ADMINISTRATION
	2.1 Dosing for Malignant Diseases
	2.2 Dosing for Minimal Change Nephrotic Syndrome in Pediatric Patients 
	2.3 Preparation, Handling and Administration 

	3. DOSAGE FORMS AND STRENGTHS
	4. CONTRAINDICATIONS
	 Hypersensitivity
	 Urinary Outflow Obstruction

	5. WARNINGS AND PRECAUTIONS
	5.1  Myelosuppression, Immunosuppression, Bone Marrow Failure and Infections
	5.2 Urinary Tract and Renal Toxicity
	5.3 Cardiotoxicity
	5.4 Pulmonary Toxicity
	5.5 Secondary Malignancies
	5.6 Veno-occlusive Liver Disease
	5.7 Embryo-Fetal Toxicity
	5.8 Infertility
	5.9 Impairment of Wound Healing
	5.10 Hyponatremia

	6. ADVERSE REACTIONS
	6.1 Common Adverse Reactions
	6.2 Postmarketing Experience

	The following adverse reactions have been identified from clinical trials or post-marketing surveillance. Because they are reported from a population from unknown size, precise estimates of frequency cannot be made.
	Nervous System: encephalopathy, convulsion, dizziness, neurotoxicity has been reported and manifested as reversible posterior leukoencephalopathy syndrome, myelopathy, peripheral neuropathy, polyneuropathy, neuralgia, dysesthesia, hypoesthesia, paresthesia, tremor, dysgeusia, hypogeusia, parosmia.
	Pregnancy: premature labor.
	Psychiatric: confusional state.
	7. DRUG INTERACTIONS
	8. USE IN SPECIFIC POPULATIONS
	8.1 Pregnancy
	8.3 Nursing Mothers
	8.4 Pediatric Use
	8.5 Geriatric Use
	8.6 Females and Males of Reproductive Potential
	8.7 Use in Patients with Renal Impairment
	8.8 Use in Patients with 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

	15. REFERENCES
	16. HOW SUPPLIED/STORAGE AND HANDLING
	17. PATIENT COUNSELING INFORMATION




