
 
 

 

 
 
 
 

 

   
 

 
 

 
 

 

   

 
 

 

 

 

 
 

 
 

 

 

DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 21-357/S-011/21-358/S-009 
SUPPLEMENT APPROVAL 

PRIOR APPROVAL SUPPLEMENT 
Bracco Diagnostics, Inc. 
Attention: Melanie Benson 
Director, US Regulatory Affairs 
107 College Road East 
Princeton, NJ 08540 

Dear Ms. Benson: 

Please refer to your Supplemental New Drug Applications (sNDAs) dated August 31, 2011, 
received September 6, 2011 under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
(FDCA) for MultiHance and MultiHance Multipack 529 mg/mL Injection. 

We acknowledge receipt of your amendments dated November 2, 7, and 18, December 7, 12 and 
21, 2011; January 6, February 6, March 6 and 16, June 11, and June 29, 2012. 

These “Prior Approval” supplemental new drug applications provide for an additional indication 
of Magnetic Resonance Angiography (MRA) to evaluate adults with known or suspected renal or 
aorto-ilio-femoral occlusive vascular disease. 

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. 

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 
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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 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).   

We request that the labeling approved today be available on your website within 10 days of 
receipt of this letter. 

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 this application because necessary studies are 
impossible or highly impracticable. 

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. 
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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 James Moore, Regulatory Health Project Manager, at (301) 796-
1986. 

Sincerely, 

{See appended electronic signature page} 

Rafel D. Rieves, M.D. 
Director 
Division of Medical Imaging Products 
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 

ENCLOSURE(S): 
Content of Labeling 
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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/ 

JAMES W MOORE 
07/06/2012 

LIBERO L MARZELLA 
07/06/2012 
Signing for Dr. Rieves 
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	From_Bracco_MultiHance NDA 21-357_S-011_ Revised PI_722012_CLEAN_1
	The following adverse reactions have been identified during post approval use of MultiHance.  Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.
	Anaphylactic, anaphylactoid and hypersensitivity reactions manifested with various degrees of severity up to anaphylactic shock, loss of consciousness and death.  The reactions generally involved signs or symptoms of respiratory, cardiovascular, and/or mucocutaneous abnormalities.
	MultiHance has been shown to be teratogenic in rabbits when given intravenously administered at 2 mmol/kg/day (6 times the human dose based on body surface area) during organogenesis (day 6 to 18) inducing microphthalmia/small eye and/or focal retinal fold in 3 fetuses from 3 separate litters.  In addition, MultiHance intravenously administered at 3 mmol/kg/day (10 times the human dose based on body surface area) has been shown to increase intrauterine deaths in rabbits.  There was no evidence that MultiHance induced teratogenic effects in rats at doses up to 2 mmol/kg/day (3 times the human dose based on body surface area), however, rat dams exhibited no systemic toxicity at this dose.  There were no adverse effects on the birth, survival, growth, development and fertility of the F1 generation at doses up to 2 mmol/kg in a rat peri- and post-natal (Segment III) study.  There are no adequate and well-controlled studies in pregnant women.  MultiHance should be used during pregnancy only if potential benefit justifies the potential risk to the fetus.
	Of the total number of 4967 adult subjects in clinical studies of MultiHance, 33% were 65 and over.  No overall differences in safety or effectiveness were observed between these elderly subjects and the younger subjects.
	The drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to MultiHance may be greater in patients with impaired renal function.  Because elderly patients are more likely to have decreased renal function it may be useful to monitor renal function.
	Distribution
	Elimination
	Metabolism
	MultiHance (gadobenate dimeglumine) is a clear, colorless to slightly yellow solution containing 529 mg gadobenate dimeglumine per mL. MultiHance is supplied in glass vials; each single dose vial is rubber stoppered with an aluminum seal and the contents are sterile. MultiHance is supplied in boxes of:


	From_Bracco_to_FDA_Multipack_ NDA 21-358_S-009_Proposed PI_Rev_722012_CLEAN_1
	Anaphylactic and anaphylactoid reactions have been reported, involving cardiovascular, respiratory, and/or cutaneous manifestations.  Some patients experienced circulatory collapse and died.  In most cases, initial symptoms occurred within minutes of MultiHance administration and resolved with prompt emergency treatment.
	Prior to MultiHance administration, ensure the availability of personnel trained and medications to treat hypersensitivity reactions.  Additionally, consider the risk for hypersensitivity reactions, especially in patients with a history of hypersensitivity reactions or a history of asthma or other allergic disorders. Observe patients for signs and symptoms of a hypersensitivity reaction during and for up to 2 hours after MultiHance administration.
	The following adverse reactions have been identified during post approval use of MultiHance.  Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.
	Anaphylactic, anaphylactoid and hypersensitivity reactions manifested with various degrees of severity up to anaphylactic shock, loss of consciousness and death.  The reactions generally involved signs or symptoms of respiratory, cardiovascular, and/or mucocutaneous abnormalities.
	MultiHance has been shown to be teratogenic in rabbits when given intravenously administered at 2 mmol/kg/day (6 times the human dose based on body surface area) during organogenesis (day 6 to 18) inducing microphthalmia/small eye and/or focal retinal fold in 3 fetuses from 3 separate litters.  In addition, MultiHance intravenously administered at 3 mmol/kg/day (10 times the human dose based on body surface area) has been shown to increase intrauterine deaths in rabbits.  There was no evidence that MultiHance induced teratogenic effects in rats at doses up to 2 mmol/kg/day (3 times the human dose based on body surface area), however, rat dams exhibited no systemic toxicity at this dose.  There were no adverse effects on the birth, survival, growth, development and fertility of the F1 generation at doses up to 2 mmol/kg in a rat peri- and post-natal (Segment III) study.  There are no adequate and well-controlled studies in pregnant women.  MultiHance should be used during pregnancy only if potential benefit justifies the potential risk to the fetus.
	Of the total number of 4967 adult subjects in clinical studies of MultiHance, 33% were 65 and over.  No overall differences in safety or effectiveness were observed between these elderly subjects and the younger subjects.
	The drug is known to be substantially excreted by the kidney, and the risk of toxic reactions to MultiHance may be greater in patients with impaired renal function.  Because elderly patients are more likely to have decreased renal function it may be useful to monitor renal function.
	Distribution
	Elimination
	Metabolism





