
 

 

 
 
 

 

 
  

 
 
 

 
 

 
 

 
 

 

 

 

 

 

 

 

 

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 
Food and Drug Administration 
Rockville, MD 20857 

NDA 21-743/S-015 

OSI Pharmaceuticals, Inc. 
Attention: John Picciano 

Senior Director, Regulatory Affairs 
41 Pinelawn Road 
Melville, NY  11747 

Dear Mr. Picciano: 

Please refer to your supplemental new drug application, dated March 6, 2009, received March 6, 2009, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Tarceva (erlotinib) 
Tablets. 

We acknowledge receipt of your submissions dated April 8 and 16, 2009. 

This supplemental new drug application provides for changes to the Warnings and Precautions, and 
Dosage and Administration sections of the package insert.  

We completed our review of this application, as amended.  This application is approved, effective on 
the date of this letter, for use as recommended in the agreed-upon labeling text. 

The final printed labeling (FPL) must be identical to the enclosed labeling (text for the package insert).  

Please submit an electronic version of the FPL according to the guidance for industry titled Providing 
Regulatory Submissions in Electronic Format - NDA. Alternatively, you may submit 20 paper copies 
of the FPL as soon as it is available but no more than 30 days after it is printed.  Individually mount 15 
of the copies on heavy-weight paper or similar material. For administrative purposes, designate this 
submission "FPL for approved supplement NDA 21-743/S-015.” Approval of this submission by 
FDA is not required before the labeling is used. 

In addition, submit three copies of the introductory promotional materials that you propose to use for 
this product. Submit all proposed materials in draft or mock-up form, not final print.  Send one copy to 
this division 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 
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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 Paul Zimmerman, Regulatory Project Manager, at 301-796-1489. 

Sincerely, 

{See appended electronic signature page} 

Robert L. Justice, M.D., M.S. 
Director 
Division of Drug Oncology Products 
Office of Oncology Drug Products 
Center for Drug Evaluation and Research 

Enclosure 
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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/
 

Ann Farrell
 
4/27/2009 02:16:40 PM
 
Farrell for Justice
 


	Tarceva PI for AP letter 4-24-09.pdf
	HIGHLIGHTS OF PRESCRIBING INFORMATION
	----------------------------RECENT MAJOR CHANGES--------------------------
	----------------------------INDICATIONS AND USAGE---------------------------
	----------------------DOSAGE AND ADMINISTRATION-----------------------
	---------------------DOSAGE FORMS AND STRENGTHS----------------------
	-------------------------------CONTRAINDICATIONS------------------------------
	-----------------------WARNINGS AND PRECAUTIONS------------------------
	------------------------------ADVERSE REACTIONS-------------------------------
	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.12 Elevated International Normalized Ratio and Potential Bleeding 
	6 ADVERSE REACTIONS
	7 DRUG INTERACTIONS

	8 USE IN SPECIFIC POPULATIONS
	10 OVERDOSAGE
	11 DESCRIPTION
	12   CLINICAL PHARMACOLOGY


	14   CLINICAL STUDIES
	16    HOW SUPPLIED/STORAGE AND HANDLING
	17   PATIENT COUNSELING INFORMATION

	1.1 Non-Small Cell Lung Cancer (NSCLC)
	1.2 Pancreatic Cancer
	2.1 Recommended Dose - NSCLC
	2.2 Recommended Dose – Pancreatic Cancer
	The recommended daily dose of TARCEVA for pancreatic cancer is 100 mg taken at least one hour before or two hours after the ingestion of food, in combination with gemcitabine (see the gemcitabine package insert). Treatment should continue until disease progression or unacceptable toxicity occurs.
	2.3 Dose Modifications 
	5.1        Pulmonary Toxicity
	5.2 Renal Failure
	Cases of hepatorenal syndrome, acute renal failure (including fatalities), and renal insufficiency have been reported.  Some were secondary to baseline hepatic impairment while others were associated with severe dehydration due to diarrhea, vomiting, and/or anorexia or concurrent chemotherapy use.  In the event of dehydration, particularly in patients with contributing risk factors for renal failure (eg, pre-existing renal disease, medical conditions or medications that may lead to renal disease, or other predisposing conditions including advanced age), TARCEVA therapy should be interrupted and appropriate measures should be taken to intensively rehydrate the patient. Periodic monitoring of renal function and serum electrolytes is recommended in patients at risk of dehydration [see Adverse Reactions (6.3) and Dosage and Administration (2.3)].
	Cases of hepatic failure and hepatorenal syndrome (including fatalities) have been reported during use of TARCEVA, particularly in patients with baseline hepatic impairment.  Therefore, periodic liver function testing (transaminases, bilirubin, and alkaline phosphatase) is recommended. In the setting of worsening liver function tests, dose interruption and/or dose reduction with frequent liver function test monitoring should be considered. TARCEVA dosing should be interrupted or discontinued if total bilirubin is >3 x ULN and/or transaminases are >5 x ULN in the setting of normal pretreatment values [see Adverse Reactions (6.3) and Dosage and Administration (2.3)].
	5.4 Patients with Hepatic Impairment 
	Gastrointestinal perforation (including fatalities) has been reported in patients receiving TARCEVA.  Patients receiving concomitant anti-angiogenic agents, corticosteroids, NSAIDs, and/or taxane-based chemotherapy, or who have prior history of peptic ulceration or diverticular disease are at increased risk. [see Adverse Reactions (6.3].  Permanently discontinue TARCEVA in patients who develop gastrointestinal perforation.
	5.7 Myocardial infarction/ischemia
	5.8       Cerebrovascular accident
	5.9       Microangiopathic Hemolytic Anemia with Thrombocytopenia
	Corneal perforation and ulceration have been reported during use of TARCEVA. Other ocular disorders including abnormal eyelash growth, keratoconjunctivitis sicca or keratitis have been observed with TARCEVA treatment and are known risk factors for corneal ulceration/perforation [see Adverse Reactions (6.3)].  Interrupt or discontinue TARCEVA therapy if patients present with acute/worsening ocular disorders such as eye pain.
	5.11    Use in Pregnancy
	Pregnancy Category D
	5.12   Elevated International Normalized Ratio and Potential Bleeding
	6.1 Non-Small Cell Lung Cancer
	6.2 Pancreatic Cancer
	6.3 NSCLC and Pancreatic Cancer Indications
	7 DRUG INTERACTIONS
	Erlotinib is metabolized predominantly by CYP3A4, and inhibitors of CYP3A4 would be expected to increase exposure. Co-treatment with the potent CYP3A4 inhibitor ketoconazole increases erlotinib AUC by 2/3. When TARCEVA was co-administered with ciprofloxacin, an inhibitor of both CYP3A4 and CYP1A2, the erlotinib exposure [AUC] and maximum concentration [Cmax] increased by 39% and 17% respectively. Caution should be used when administering or taking TARCEVA with ketoconazole and other strong CYP3A4 inhibitors such as, but not limited to, atazanavir, clarithromycin, indinavir, itraconazole, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin, troleandomycin (TAO), voriconazole and grapefruit or grapefruit juice [see Dosage and Administration (2.3)].
	8 USE IN SPECIFIC POPULATIONS
	8.1 Pregnancy
	Pregnancy Category D [See Warnings and Precautions (5.11)]
	8.3 Nursing Mothers
	8.6  Gender 

	8.8 Patients with Hepatic Impairment
	8.9 Patients with Renal Impairment 

	Special Populations:
	Patients with Hepatic Impairment
	Patients with Renal Impairment 

	14.1 Non-Small Cell Lung Cancer (NSCLC) – TARCEVA Administered as a Single-agent
	14.2 NSCLC - TARCEVA Administered Concurrently with Chemotherapy
	   14.3 Pancreatic Cancer - TARCEVA Administered Concurrently with Gemcitabine





