
 
 

 

 
 
 
 

 

   
 

 
 

 
   
 

 

 
 

 

 

 

 

 

 

 
 

 
 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 22-417 NDA APPROVAL 

Abbott Laboratories 
Attention: Mary Konkowski 
Manager, Global Pharmaceutical Regulatory Affairs 
Dept. PA76/ Bldg. AP30-1E 
200 Abbbott Park Road 
Abbott Park, IL 60064-6157 

Dear Ms. Konkowski: 

Please refer to your new drug application (NDA) dated December 19, 2008, received December 19, 
2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for NORVIR® 
(ritonavir) 100mg tablets. 

We also acknowledge receipt of your submissions dated January 23, 2009, January 28, 2009, 
January 29, 2009, February 5, 2009, February 9, 2009, February 13, 2009, March 10, 2009, March 
31, 2009, April 27, 2009, May 14, 2009, June 3, 2009, July 17, 2009, July 24, 2009, August 4, 2009, 
August 5, 2009, September 4, 2009, September 11, 2009, September 15, 2009, September 22, 2009, 
September 24, 2009, September 29, 2009, October 1, 2009, October 5, 2009, October 7, 2009, 
October 13, 2009, December 11, 2009, January 13, 2010, January 18, 2010, and January 22, 2010. 

The December 11, 2009, submission constituted a complete response to our October 16, 2009, action 
letter. 

This new drug application provides for the use of a 100 mg NORVIR® (ritonavir) Tablet for the 
treatment of HIV-1 infection.  Information related to the ritonavir tablet for the PEPFAR program 
was also included in this submission. 

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

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. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, please submit the content 
of labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format, as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm, that is 

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
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identical to the enclosed labeling (text for the package insert and patient package insert).  For 
administrative purposes, please designate this submission, “SPL for approved NDA 22-417.” 

IMMEDIATE CONTAINER LABEL 

Submit final printed container label that is identical to the enclosed immediate container label as 
soon as this is available, but no more than 30 days after this is printed.  Please submit the label 
electronically according to the guidance for industry titled Providing Regulatory Submissions in 
Electronic Format – Human Pharmaceutical Product Applications and Related Submissions Using 
the eCTD Specifications (October 2005). Alternatively, you may submit 12 paper copies, with 6 of 
the copies individually mounted on heavy-weight paper or similar material.  For administrative 
purposes, designate this submission “Final Container Label for approved NDA 22-417.” 
Approval of this submission by FDA is not required before the labeling is used. 

Marketing the product with FPL that is not identical to the approved labeling text may render the 
product misbranded and an unapproved new drug. 

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. 

We are waiving the pediatric study requirement for ages birth to less than 1 month of age because 
studies are impossible or highly impracticable.  This is because there are too few children with the 
disease or condition and those with the disease or condition are geographically dispersed. 

This product is appropriately labeled for use in ages 1 month to 16 years for this indication.  
Therefore, no additional pediatric studies are needed in this pediatric group.  

PROMOTIONAL MATERIALS 

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

As required under 21 CFR 314.81(b)(3)(i), you must submit final promotional materials, and the 
package insert, at the time of initial dissemination or publication, accompanied by a Form FDA 
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2253. For instruction on completing the Form FDA 2253, see page 2 of the Form.  For more 

information about submission of promotional materials to the Division of Drug Marketing, 

Advertising, and Communications (DDMAC), see 

http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.
 
Please submit one market package of the drug product when it is available. 


LETTERS TO HEALTH CARE PROFESSIONALS 

If you issue a letter communicating important safety-related information about this drug product 
(i.e., a “Dear Health Care Professional” letter), we request that you submit an electronic copy of the 
letter to both this NDA and to the following address:  

MedWatch 

Food and Drug Administration 

Suite 12B-05 

5600 Fishers Lane 

Rockville, MD 20857 


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 Amalia Himaya, Regulatory Project Manager, at (301) 796-3391 or 
(301) 796-1500. 

Sincerely, 

{See appended electronic signature page} 

Debra Birnkrant, M.D. 
Director 
Division of Antiviral Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

Enclosures:  Package Insert, Patient Package Insert, and Container Label   

http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm


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

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

Application Submission Submitter Name Product NameType/Number Type/Number 

NDA-22417 ORIG-1	 ABBOTT Ritonavir Tablet 
LABORATORIES 

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

/s/ 

DEBRA B BIRNKRANT 
02/10/2010 


	Jan_20_Final label+container.pdf
	Co-administration of NORVIR with sedative hypnotics, antiarrhythmics, or ergot alkaloid preparations may result in potentially serious and/or life-threatening adverse events due to possible effects of NORVIR on the hepatic metabolism of certain drugs. (4, 5.1)
	————— INDICATIONS AND USAGE —————
	————— DOSAGE AND ADMINISTRATION —————
	————— DOSAGE FORMS AND STRENGTHS —————
	————— CONTRAINDICATIONS —————
	————— WARNINGS AND PRECAUTIONS —————
	————— ADVERSE REACTIONS —————
	————— DRUG INTERACTIONS —————
	————— USE IN SPECIFIC POPULATIONS —————
	WARNING:
	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	2.1 Adult Patients
	2.2 Pediatric Patients

	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1 Drug Interactions
	5.2 Hepatic Reactions 
	5.3 Pancreatitis 
	5.4 Allergic Reactions/Hypersensitivity
	5.5 PR Interval Prolongation
	5.6 Lipid Disorders
	5.7 Diabetes Mellitus/Hyperglycemia
	5.8 Immune Reconstitution Syndrome
	5.9 Fat Redistribution
	5.10 Patients with Hemophilia
	5.11 Resistance/Cross-resistance
	5.12 Laboratory Tests

	6 ADVERSE REACTIONS
	6.1 Adults — Clinical Trials Experience
	6.2 Pediatrics - Treatment-Emergent Adverse Events
	6.3 Postmarketing Experience

	7 DRUG INTERACTIONS
	7.1 Potential for NORVIR to Affect Other Drugs
	7.2 Established and Other Potentially Significant Drug Interactions

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

	10 OVERDOSAGE
	10.1 Acute Overdosage - Human Overdose Experience
	10.2 Management of Overdosage

	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.1 Mechanism of Action
	12.3 Pharmacokinetics
	12.4 Microbiology

	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

	14 CLINICAL STUDIES
	14.1 Advanced Patients with Prior Antiretroviral Therapy
	14.2 Patients without Prior Antiretroviral Therapy

	15 REFERENCES
	16 HOW SUPPLIED/STORAGE AND HANDLING
	16.1 NORVIR Tablets, 100 mg Ritonavir
	16.2 NORVIR Oral Solution, 80 mg/mL Ritonavir

	17 PATIENT COUNSELING INFORMATION
	WARNING:
	1 INDICATIONS AND USAGE
	2 DOSAGE AND ADMINISTRATION
	2.1 Adult Patients
	2.2 Pediatric Patients

	3 DOSAGE FORMS AND STRENGTHS
	4 CONTRAINDICATIONS
	5 WARNINGS AND PRECAUTIONS
	5.1 Drug Interactions
	5.2 Hepatic Reactions
	5.3 Pancreatitis
	5.4 Allergic Reactions/Hypersensitivity
	Allergic reactions including urticaria, mild skin eruptions, bronchospasm, and angioedema have been reported. Cases of anaphylaxis and Stevens-Johnson syndrome have also been reported. Discontinue treatment if severe reactions develop.
	5.5 PR Interval Prolongation
	The impact on the PR interval of co-administration of ritonavir with other drugs that prolong the PR interval (including calcium channel blockers, beta-adrenergic blockers, digoxin and atazanavir) has not been evaluated. As a result, co-administration of ritonavir with these drugs should be undertaken with caution, particularly with those drugs metabolized by CYP3A. Clinical monitoring is recommended. [see Clinical Pharmacology (12.3)]. 
	5.6 Lipid Disorders
	Treatment with NORVIR therapy alone or in combination with saquinavir has resulted in substantial increases in the concentration of total cholesterol and triglycerides [see Adverse Reactions (6.1)]. Triglyceride and cholesterol testing should be performed prior to initiating NORVIR therapy and at periodic intervals during therapy. Lipid disorders should be managed as clinically appropriate, taking into account any potential drug-drug interactions with NORVIR and HMG CoA reductase inhibitors [see Contraindications (4) and Drug Interactions (7)]. 
	5.7 Diabetes Mellitus/Hyperglycemia
	5.8 Immune Reconstitution Syndrome
	Immune reconstitution syndrome has been reported in HIV-infected patients treated with combination antiretroviral therapy, including NORVIR. During the initial phase of combination antiretroviral treatment, patients whose immune system responds may develop an inflammatory response to indolent or residual opportunistic infections (such as Mycobacterium avium infection, cytomegalovirus, Pneumocystis jiroveci pneumonia, or tuberculosis), which may necessitate further evaluation and treatment. 
	5.9 Fat Redistribution
	5.10 Patients with Hemophilia
	5.11 Resistance/Cross-resistance
	Varying degrees of cross-resistance among protease inhibitors have been observed. Continued administration of ritonavir 600 mg twice daily following loss of viral suppression may increase the likelihood of cross-resistance to other protease inhibitors [see Clinical Pharmacology (12.4)]. 
	5.12 Laboratory Tests

	6 ADVERSE REACTIONS
	6.1 Adults — Clinical Trials Experience
	Laboratory Abnormalities

	6.2 Pediatrics - Treatment-Emergent Adverse Events
	6.3 Postmarketing Experience

	7 DRUG INTERACTIONS
	7.1 Potential for NORVIR to Affect Other Drugs
	7.2 Established and Other Potentially Significant Drug Interactions

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

	10 OVERDOSAGE
	10.1 Acute Overdosage - Human Overdose Experience
	10.2 Management of Overdosage

	11 DESCRIPTION
	12 CLINICAL PHARMACOLOGY
	12.3 Pharmacokinetics
	No information is available comparing NORVIR tablets to NORVIR capsules under fasting conditions.    
	Metabolism
	Elimination

	Effects on Electrocardiogram
	Special Populations
	Gender, Race and Age
	Pediatric Patients
	Renal Impairment
	Hepatic Impairment

	Drug Interactions

	12.4 Microbiology

	13 NONCLINICAL TOXICOLOGY
	13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

	14 CLINICAL STUDIES
	14.1 Advanced Patients with Prior Antiretroviral Therapy
	14.2 Patients without Prior Antiretroviral Therapy

	15 REFERENCES
	16 HOW SUPPLIED/STORAGE AND HANDLING
	16.1 NORVIR Tablets, 100 mg Ritonavir
	16.2 NORVIR Oral Solution, 80 mg/mL Ritonavir

	17 PATIENT COUNSELING INFORMATION
	Information For Patients
	FDA-Approved Patient Labeling





