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;E{ {c DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
“ «m Food and Drug Administration

Rockville, MD 20857

NDA 21-083/S-033
NDA 21-110/S-043

Wyeth Pharmaceuticals, Inc.
Attention: David K. Ellis, Ph.D.
Assistant Vice President, Global Regulatory Affairs
P.O. Box 8299
Philadelphia, PA 19101-8299

Dear Dr. Ellis:

Please refer to your New Drug Applications for Rapamune® (sirolimus) Oral Solution and
Rapamune® (sirolimus) Tablets as follows:

NDA | Name of Drug Product Supplement Date of Date of
Number Number Supplement Receipt
21-083 | Rapamune® (sirolimus) Oral S-033 December 14, December 14,
Solution, 1 mg/mL 2006 2006
21-110 | Rapamune® (sirolimus) Tablets, S-043 December 14, December 14,
1 mg, 2 mg, and 5 mg 2006 2006

We acknowledge receipt of your submissions dated:
July 6, 2007 October 3, 2007 December 20, 2007

These supplemental new drug applications provide for inclusion of outcomes from Study 316
and guantitative information concerning increased urinary protein excretion observed in
Rapamune-treated patients in the study.

We have completed our review of these applications, as amended. These applications are
approved, effective on the date of this letter, for use as recommended in the agreed-upon labeling
text.
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Please submit revised content of labeling [21 CFR 314.50(1)] in structured product labeling
(SPL) format as described at http://www.fda.gov/oc/datacouncil/spl.html, that is identical in
content to the enclosed labeling. Upon receipt and verification, we will transmit that version to
the National Library of Medicine for public dissemination. For administrative purposes, please
designate these submissions, “SPL for approved NDA 21-083/S-033, and

NDA 21-110/S-043.”

In addition, submit three copies of the introductory promotional materials that you propose to use
for these products. Submit all proposed materials in draft or mock-up form, not final print. Send
one copy to Division of Special Pathogen and Transplant Products and two copies of both the
promotional materials and the package insert directly to:

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705-1266

If you issue a letter communicating important information about these drug products (i.e., a
“Dear Health Care Professional” letter), we request that you submit a copy of the letter(s) to this
NDA(s) and a copy to the following address:

MEDWATCH

Food and Drug Administration
5515 Security Lane

HFD-001, Suite 5100
Rockville, MD 20852



http://www.fda.gov/oc/datacouncil/spl.html
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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 Hyun Son, Pharm. D., Regulatory Project Manager, at
(301) 796-1600.

Sincerely,

{See appended electronic signature page}

Renata Albrecht, M.D.

Director

Division of Special Pathogen and Transplant
Products

Office of Antimicrobial Products

Center for Drug Evaluation and Research

Enclosure: Package Insert
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this page is the manifestation of the electronic signature.

Renat a Al br echt
1/ 14/ 2008 08: 55:41 PM



	HIGHLIGHTS OF PRESCRIBING INFORMATION
	----------------------------RECENT MAJOR CHANGES-------------------
	----------------------------INDICATIONS AND USAGE---------------------------
	----------------------DOSAGE AND ADMINISTRATION-----------------------
	---------------------DOSAGE FORMS AND STRENGTHS----------------------
	-------------------------------CONTRAINDICATIONS------------------------------
	-----------------------WARNINGS AND PRECAUTIONS------------------------
	------------------------------ADVERSE REACTIONS-------------------------------
	-------------------------------DRUG INTERACTIONS ---------------------------
	-----------------------USE IN SPECIFIC POPULATIONS-----------------------

	1 INDICATIONS AND USAGE
	1.1 Prophylaxis of Organ Rejection in Renal Transplantation
	1.2 Limitations of Use

	2 DOSAGE AND ADMINISTRATION
	2.1  Patients at Low- to Moderate-Immunologic Risk 
	Rapamune and Cyclosporine Combination Therapy 
	Rapamune Following Cyclosporine Withdrawal
	2.2 Patients at High-Immunologic Risk
	2.3 Therapeutic Drug Monitoring 
	2.4 Patients with Low Body Weight
	2.5 Patients with Hepatic Impairment
	2.6 Patients with Renal Impairment
	2.7 Instructions for Dilution and Administration of Rapamune Oral Solution 

	3 DOSAGE FORMS AND STRENGTHS 
	3.1 Rapamune Oral Solution 
	3.2 Rapamune Tablets

	4 CONTRAINDICATIONS 
	5 WARNINGS AND PRECAUTIONS 
	5.1 Increased Susceptibility to Infection and the Possible Development of Lymphoma
	5.2 Liver Transplantation – Excess Mortality, Graft Loss, and Hepatic Artery Thrombosis (HAT) 
	5.3 Lung Transplantation – Bronchial Anastomotic Dehiscence
	5.4 Hypersensitivity Reactions
	5.5 Angioedema
	5.6 Fluid Accumulation and Wound Healing
	5.7 Hyperlipidemia
	5.8 Renal Function 
	5.9 Proteinuria
	5.10 Interstitial Lung Disease
	5.11 De Novo Use Without Cyclosporine
	5.12 Increased Risk of Calcineurin Inhibitor-Induced Hemolytic Uremic Syndrome/Thrombotic Thrombocytopenic Purpura/Thrombotic Microangiopathy (HUS/TTP/TMA)
	5.13 Antimicrobial Prophylaxis
	5.14 Assay for Sirolimus Therapeutic Drug Monitoring 
	5.15 Skin Cancer Events
	5.16 Interaction with Strong Inhibitors and Inducers of CYP3A4 and/or P-gp

	6 ADVERSE REACTIONS 
	6.1 Clinical Studies Experience in Prophylaxis of Organ Rejection Following Renal Transplantation
	Increased Serum Cholesterol and Triglycerides
	Abnormal Healing
	Malignancies

	6.2 Rapamune Following Cyclosporine Withdrawal
	Malignancies

	6.3 High Immunologic-Risk Patients
	6.4 Conversion from Calcineurin Inhibitors to Rapamune in Maintenance Renal Transplant Population
	6.5 Pediatrics
	6.6 Postmarketing Experience

	7 DRUG INTERACTIONS 
	 Drugs that could increase sirolimus blood concentrations: 
	7.5 Vaccination

	8 USE IN SPECIFIC POPULATIONS 
	8.1 Pregnancy 
	8.3 Nursing Mothers
	8.4 Pediatric Use
	8.5 Geriatric Use
	8.6 Patients with Hepatic Impairment
	8.7 Patients with Renal Impairment

	10 OVERDOSAGE
	11 DESCRIPTION 
	12 CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.2 Pharmacodynamics
	12.3 Pharmacokinetics
	Absorption
	Food Effects
	Distribution
	Metabolism
	Excretion
	Sirolimus Concentrations (Chromatographic Equivalent) Observed in Phase 3 Clinical Studies

	Pharmacokinetics in Specific Populations
	Hepatic Impairment
	Renal Impairment
	Pediatric
	Geriatric
	Gender
	Race


	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

	14 CLINICAL STUDIES
	14.1 Prophylaxis of Organ Rejection
	Rapamune Oral Solution
	Rapamune Tablets

	14.2 Cyclosporine Withdrawal Study 
	14.3 High-Immunologic Risk Patients
	14.4 Conversion from Calcineurin Inhibitors to Rapamune in Maintenance Renal Transplant Patients
	14.5 Pediatrics 

	15 REFERENCES
	16 HOW SUPPLIED/STORAGE AND HANDLING
	16.1 Rapamune Oral Solution
	16.2 Rapamune Tablets

	17 PATIENT COUNSELING INFORMATION
	17.1 Dosage
	17.2 Skin Cancer Events 
	17.3 Pregnancy Risks 
	17.4 FDA-Approved Patient Labeling 

	PATIENT INSTRUCTIONS FOR RAPAMUNE (SIROLIMUS) ORAL SOLUTION
	Bottles




