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PEDIATRIC PAGE 
(Complete for all filed original applications and efficacy supplements) 

NDA/BLA#: 125418 Supplement Number:       NDA Supplement Type (e.g. SE5): 
      

Division Name:Division of Oncology 
Products 2 

PDUFA Goal Date: August 
4, 2012 

Stamp Date:       

Proprietary Name:  Zaltrap 

Established/Generic Name:  aflibercept 

Dosage Form:  Injection for intravenous infusion;4 mg/kg  

Applicant/Sponsor:  sanofi-aventis 

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):  
(1)       
(2)       
(3)       
(4)       

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current 
application under review.  A Pediatric Page must be completed for each indication.   

Number of indications for this pending application(s):1  
(Attach a completed Pediatric Page for each indication in current application.) 

Indication: Treatment, in combination with irinotecan-fluoropyrimidine- based chemotherapy, of 
patients with metastatic colorectal cancer previously treated with an oxaliplatin-containing 

regimen 
Q1: Is this application in response to a PREA PMR? Yes   Continue 
        No    Please proceed to Question 2. 
 If Yes, NDA/BLA#:       Supplement #:      PMR #:      
 Does the division agree that this is a complete response to the PMR? 
  Yes. Please proceed to Section D. 

 No.  Please proceed to Question 2 and complete the Pediatric Page, as applicable. 

Q2: Does this application provide for (If yes, please check all categories that apply and proceed to the next 
question): 
(a) NEW  active ingredient(s) (includes new combination);  indication(s);  dosage form;  dosing 
regimen; or  route of administration?*  
(b)  No. PREA does not apply. Skip to signature block. 
* Note for CDER: SE5, SE6, and SE7 submissions may also trigger PREA.  
Q3: Does this indication have orphan designation? 
  Yes.  PREA does not apply.  Skip to signature block. 
  No.  Please proceed to the next question. 
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Q4: Is there a full waiver for all pediatric age groups for this indication (check one)?  
  Yes: (Complete Section A.) 
  No: Please check all that apply: 
  Partial Waiver for selected pediatric subpopulations (Complete Sections B) 
  Deferred for some or all pediatric subpopulations (Complete Sections C) 
  Completed for some or all pediatric subpopulations (Complete Sections D)  
  Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E) 
  Extrapolation in One or More Pediatric Age Groups (Complete Section F) 
 (Please note that Section F may be used alone or in addition to Sections C, D, and/or E.) 
Section A: Fully Waived Studies (for all pediatric age groups) 

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected) 
  Necessary studies would be impossible or highly impracticable because: 

 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients AND is not likely to be used in a substantial number of pediatric patients. 

 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are fully waived on this ground, this information must be included in 
the labeling.) 

 Justification attached. 
If studies are fully waived, then pediatric information is complete for this indication.  If there is another 
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is 
complete and should be signed.  
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Section B: Partially Waived Studies (for selected pediatric subpopulations) 

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria 
below): 
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).  

  Reason (see below for further detail): 

 minimum maximum Not 
feasible# 

Not meaningful 
therapeutic 

benefit* 

Ineffective or 
unsafe† 

Formulation 
failed∆ 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 
Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief 
justification): 
# Not feasible: 

 Necessary studies would be impossible or highly impracticable because:  
 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

* Not meaningful therapeutic benefit: 
 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients in this/these pediatric subpopulation(s) AND  is not likely to be used in a substantial number of 
pediatric patients in this/these pediatric subpopulation(s). 

† Ineffective or unsafe: 
 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric subpopulations 
(Note: if studies are partially waived on this ground, this information must be included in the labeling.) 

∆ Formulation failed: 
 Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for 
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover 
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this 
ground must submit documentation detailing why a pediatric formulation cannot be developed.  This 
submission will be posted on FDA's website if waiver is granted.) 

 Justification attached. 
For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding 
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan 
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the 
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the 
drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4) 
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additional studies in other age groups that are not needed because efficacy is being extrapolated (if so, 
proceed to Section F). Note that more than one of these options may apply for this indication to cover all of the 
pediatric subpopulations.  
 
Section C: Deferred Studies (for selected pediatric subpopulations).  

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason 
below): 

Reason for Deferral 
Applicant 

Certification
† Deferrals (for each or all age groups): 

Population minimum maximum 

Ready 
for 

Approva
l in 

Adults 

Need 
Additional 

Adult Safety or 
Efficacy Data 

Other 
Appropriate 

Reason 
(specify 
below)* 

Received 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 All Pediatric 
Populations 0 yr. 0 mo. 16 yr. 11 mo.     

 Date studies are due (mm/dd/yy):       

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

* Other Reason:       

† Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies, 
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be 
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies. 
 If studies are deferred, on an annual basis applicant must submit information detailing the progress made in 
conducting the studies or, if no progress has been made, evidence and documentation that such studies will 
be conducted with due diligence and at the earliest possible time. This requirement should be communicated 
to the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.) 

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is 
complete and should be signed.  If not, complete the rest of the Pediatric Page as applicable. 
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Section D: Completed Studies (for some or all pediatric subpopulations).  
 
Pediatric subpopulation(s) in which studies have been completed (check below): 

Population minimum maximum PeRC Pediatric Assessment form 
attached?. 

 Neonate    wk.    mo.    wk.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes  No  

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or 
completed studies, Pediatric Page is complete and should be signed.  If not, complete the rest of the Pediatric 
Page as applicable. 

 
Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):  
 
Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is 
appropriately labeled for the indication being reviewed: 

Population minimum maximum 

 Neonate    wk.    mo.    wk.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. 

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, 
and/or existing appropriate labeling, this Pediatric Page is complete and should be signed.  If not, complete the 
rest of the Pediatric Page as applicable. 

 

Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) 

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other 
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the 
product are sufficiently similar between the reference population and the pediatric subpopulation for which 
information will be extrapolated.  Extrapolation of efficacy from studies in adults and/or other children usually 
requires supplementation with other information obtained from the target pediatric subpopulation, such as 
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pharmacokinetic and safety studies.  Under the statute, safety cannot be extrapolated. 

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be 
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations: 

Extrapolated from: 
Population minimum maximum 

Adult Studies? Other Pediatric 
Studies? 

 Neonate    wk.    mo.    wk.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 All Pediatric 
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.   

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting 
the extrapolation must be included in any pertinent reviews for the application. 

If there are additional indications, please complete the attachment for each one of those indications.  
Otherwise, this Pediatric Page is complete and should be signed and entered into DFS or DARRTS as 
appropriate after clearance by PeRC. 

This page was completed by: 
 
{See appended electronic signature page} 
___________________________________ 
Regulatory Project Manager 
 
(Revised: 6/2008) 
 
NOTE:  If you have no other indications for this application, you may delete the attachments from this 
document. 
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Attachment A 
(This attachment is to be completed for those applications with multiple indications only.) 

 
Indication #2:       

Q1: Does this indication have orphan designation? 
  Yes.  PREA does not apply.  Skip to signature block. 
  No.  Please proceed to the next question. 
Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?  
  Yes: (Complete Section A.) 
  No: Please check all that apply: 
  Partial Waiver for selected pediatric subpopulations (Complete Sections B) 
  Deferred for some or all pediatric subpopulations (Complete Sections C) 
  Completed for some or all pediatric subpopulations (Complete Sections D)  
  Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E) 
  Extrapolation in One or More Pediatric Age Groups (Complete Section F) 
 (Please note that Section F may be used alone or in addition to Sections C, D, and/or E.) 

Section A: Fully Waived Studies (for all pediatric age groups) 

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected) 
  Necessary studies would be impossible or highly impracticable because: 

 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients AND is not likely to be used in a substantial number of pediatric patients. 

 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are fully waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are fully waived on this ground, this information must be included in 
the labeling.) 

 Justification attached. 
If studies are fully waived, then pediatric information is complete for this indication.  If there is another 
indication, please complete another Pediatric Page for each indication. Otherwise, this Pediatric Page is 
complete and should be signed.  
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Section B: Partially Waived Studies (for selected pediatric subpopulations) 

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria 
below): 
Note: If Neonate includes premature infants, list minimum and maximum age in “gestational age” (in weeks).  

  Reason (see below for further detail): 

 minimum maximum Not 
feasible# 

Not meaningful 
therapeutic 

benefit* 

Ineffective or 
unsafe† 

Formulation 
failed∆ 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     
 Other    yr.    mo.    yr.    mo.     

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 
Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief 
justification): 
# Not feasible: 

 Necessary studies would be impossible or highly impracticable because:  
 Disease/condition does not exist in children 
 Too few children with disease/condition to study 
 Other (e.g., patients geographically dispersed):       

* Not meaningful therapeutic benefit: 
 Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric 
patients in this/these pediatric subpopulation(s) AND  is not likely to be used in a substantial number of 
pediatric patients in this/these pediatric subpopulation(s). 

† Ineffective or unsafe: 
 Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note: if 
studies are partially waived on this ground, this information must be included in the labeling.) 

 Evidence strongly suggests that product would be ineffective and unsafe in all pediatric 
subpopulations (Note: if studies are partially waived on this ground, this information must be 
included in the labeling.) 

∆ Formulation failed: 
 Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for 
this/these pediatric subpopulation(s) have failed. (Note: A partial waiver on this ground may only cover 
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a partial waiver on this 
ground must submit documentation detailing why a pediatric formulation cannot be developed.  This 
submission will be posted on FDA's website if waiver is granted.) 

 Justification attached. 
For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding 
study plans that have been deferred (if so, proceed to Section C and complete the PeRC Pediatric Plan 
Template); (2) submitted studies that have been completed (if so, proceed to Section D and complete the 
PeRC Pediatric Assessment form); (3) additional studies in other age groups that are not needed because the 
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drug is appropriately labeled in one or more pediatric subpopulations (if so, proceed to Section E); and/or (4) 
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so, 
proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the 
pediatric subpopulations.  
 
Section C: Deferred Studies (for some or all pediatric subpopulations).  

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason 
below): 

Reason for Deferral 
Applicant 

Certification
† Deferrals (for each or all age groups): 

Population minimum maximum 

Ready 
for 

Approva
l in 

Adults 

Need 
Additional 

Adult Safety or 
Efficacy Data 

Other 
Appropriate 

Reason 
(specify 
below)* 

Received 

 Neonate    wk.    
mo. 

   wk.    
mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 Other    yr.    mo.    yr.    mo.     

 All Pediatric 
Populations 0 yr. 0 mo. 16 yr. 11 mo.     

 Date studies are due (mm/dd/yy):       

Are the indicated age ranges (above) based on weight (kg)?   No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

* Other Reason:       

† Note: Studies may only be deferred if an applicant submits a certification of grounds for deferring the studies, 
a description of the planned or ongoing studies, evidence that the studies are being conducted or will be 
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies. 
 If studies are deferred, on an annual basis applicant must submit information detailing the progress made in 
conducting the studies or, if no progress has been made, evidence and documentation that such studies will 
be conducted with due diligence and at the earliest possible time. This requirement should be communicated 
to the applicant in an appropriate manner (e.g., in an approval letter that specifies a required study as a post-
marketing commitment.) 

If all of the pediatric subpopulations have been covered through partial waivers and deferrals, Pediatric Page is 
complete and should be signed.  If not, complete the rest of the Pediatric Page as applicable. 
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Section D: Completed Studies (for some or all pediatric subpopulations).  
 
Pediatric subpopulation(s) in which studies have been completed (check below): 

Population minimum maximum PeRC Pediatric Assessment form 
attached? 

 Neonate    wk.    mo.    wk.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 Other    yr.    mo.    yr.    mo. Yes  No  

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. Yes  No  

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If there are no further pediatric subpopulations to cover based on partial waivers, deferrals and/or 
completed studies, Pediatric Page is complete and should be signed.  If not, complete the rest of the Pediatric 
Page as applicable.  

 
Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):  
 
Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is 
appropriately labeled for the indication being reviewed: 

Population minimum maximum 

 Neonate    wk.    mo.    wk.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 Other    yr.    mo.    yr.    mo. 

 All Pediatric Subpopulations 0 yr. 0 mo. 16 yr. 11 mo. 

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

If all pediatric subpopulations have been covered based on partial waivers, deferrals, completed studies, 
and/or existing appropriate labeling, this Pediatric Page is complete and should be signed.  If not, complete the 
rest of the Pediatric Page as applicable. 
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Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies) 

Note: Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other 
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the 
product are sufficiently similar between the reference population and the pediatric subpopulation for which 
information will be extrapolated.  Extrapolation of efficacy from studies in adults and/or other children usually 
requires supplementation with other information obtained from the target pediatric subpopulation, such as 
pharmacokinetic and safety studies.  Under the statute, safety cannot be extrapolated. 

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be 
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations: 

Extrapolated from: 
Population minimum maximum 

Adult Studies? Other Pediatric 
Studies? 

 Neonate    wk.    mo.    wk.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 Other    yr.    mo.    yr.    mo.   

 All Pediatric 
Subpopulations 0 yr. 0 mo. 16 yr. 11 mo.   

Are the indicated age ranges (above) based on weight (kg)?  No;  Yes. 

Are the indicated age ranges (above) based on Tanner Stage?  No;  Yes. 

Note: If extrapolating data from either adult or pediatric studies, a description of the scientific data supporting 
the extrapolation must be included in any pertinent reviews for the application. 

 

If there are additional indications, please copy the fields above and complete pediatric information as 
directed.  If there are no other indications, this Pediatric Page is complete and should be entered into DFS 
or DARRTS as appropriate after clearance by PeRC.  
 
 
This page was completed by: 
 
{See appended electronic signature page} 
___________________________________ 
Regulatory Project Manager 
 
 
FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE PEDIATRIC AND MATERNAL HEALTH 
STAFF at 301-796-0700 
 
(Revised: 6/2008) 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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finalized) 

 Debarment certification (original applications only): verified that qualifying language was 
not used in certification and that certifications from foreign applicants are cosigned by 
U.S. agent (include certification) 

  Verified, statement is 
acceptable 

 Outgoing communications (letters, including response to FDRR (do not include previous 
action letters in this tab), emails, faxes, telecons) 

 Communications are ordered by the date the communication was uploaded in DARRTS; 
original dates of the meeting/tcon or internal minutes are reflected in the parenthesis 

8.02.12-labeling 
8.02.12; Tcon minutes (originally 
held 7.27.12) 
8.01.12-labeling (originally sent 
7.31.12 
7.31.12 Labeling (originally sent 
7.30.12) 
7.31.12 email-(originally sent 
7.25.12) 
7.30.12-exclusivity letter 
7.27.12 
7.23.12-tcon (originally held 
7.17.12 
7.23.12-labeling; (originally sent 
7.17.12) 
7.17.12-letter 
7.13.12-IR carton container 
7.13.12-post-midcycle minutes-
(originally held 5.15.12) 
7.12.12-tcon (held 7.05.12) 
7.12.12 tcon originally (held 
6.29.12) 
7.10.12-tcon (originally held 
7.02.12) 
07.06.12-PMC Comments 
07.06.12-labeling comments-
(originally sent 07.03.12) 
06.26.12-IR Memo 
06.18.12-IR Memo 
06.11.12-IR Memo- 
06.11.12-IR Memo 
06.11.12; IR-Memo (sent -
06.05.12) 
06.01.12-IR Memo 
05.21.12-IR Memo 
05.16.12-AI Ltr 
04.27.12-IR Memo 
04.27.12-IR Memo 
04.03.12-FL Ltr 
3.26.120-IR memo 
2.21.12IR Ltr 
2.17.12-ack ltr 
2.17.12-IR memo 

 Internal memoranda, telecons, etc. 
 Communications are ordered by the date the communication was uploaded in DARRTS; 

original dates of the meeting/tcon or internal minutes are reflected in the parenthesis 

7.25.12 Wrap-up minutes 
originally held 7.12.12 
7.23.12-team meeting #3 minutes 
(originally held 6.13.12) 
7.12.12 labeling meeting (held on 
5.30.12) 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

(1) It relies on published literature to meet any of the approval requirements, and the applicant does not have a written 
right of reference to the underlying data.   If published literature is cited in the NDA but is not necessary for 
approval, the inclusion of such literature will not, in itself, make the application a 505(b)(2) application. 

(2) Or it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug product and the 
applicant does not own or have right to reference the data supporting that approval. 

(3) Or it relies on what is "generally known" or "scientifically accepted" about a class of products to support the 
safety or effectiveness of the particular drug for which the applicant is seeking approval.  (Note, however, that this 
does not mean any reference to general information or knowledge (e.g., about disease etiology, support for 
particular endpoints, methods of analysis) causes the application to be a 505(b)(2) application.) 

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns or has right of 
reference to the data/studies). 

(2) And no additional information beyond what is included in the supplement or was embodied in the finding of 
safety and effectiveness for the original application or previously approved supplements is needed to support the 
change.  For example, this would likely be the case with respect to safety considerations if the dose(s) was/were 
the same as (or lower than) the original application. 

(3) And all other “criteria” are met (e.g., the applicant owns or has right of reference to the data relied upon for 
approval of the supplement, the application does not rely for approval on published literature based on data to 
which the applicant does not have a right of reference). 

 
An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require data beyond that needed to 
support our previous finding of safety and efficacy in the approval of the original application (or earlier 
supplement), and the applicant has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own.   For example, if the change were for a new indication AND a higher 
dose, we would likely require clinical efficacy data and preclinical safety data to approve the higher dose.  If the 
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new aspect of a previously 
cited listed drug, to support the safety of the new dose, the supplement would be a 505(b)(2).  

(2) Or the applicant relies for approval of the supplement on published literature that is based on data that the 
applicant does not own or have a right to reference.  If published literature is cited in the supplement but is not 
necessary for approval, the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement. 

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
August 2, 2012 

 
From: 

 
Melanie Pierce, DBOP/OODP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (ziv-aflibercept): BL STN 125418/0 

 
 
 
FDA’s proposed revisions to the package insert, sent to sanofi-aventis, U.S., LLC, on  
August 2, 2012.   
 
Revisions to the package insert include changes made on August 2, 2012 to the following 
sections: 

Full Prescribing Information: 

• Revise font size of the main headers. 

• Change spacing between main headers for consistency throughout label. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
August 1, 2012 

 
From: 

 
Melanie Pierce, DBOP/OODP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (ziv-aflibercept): BL STN 125418/0 

 
 
 
FDA’s proposed revisions to the package insert, sent to sanofi-aventis, U.S., LLC, on  
August 1, 2012.   
 
Revisions to the package insert include changes made on August 1, 2012 to the following 
sections: 

• Highlights:  

o Add date for initial U.S. Approval:  

o Add Revised date:  

• Boxed Warning 

• Section 5.7: WARNINGS AND PRECAUTIONS: Proteinuria 

• All sections: Inconsistent fonts throughout the label. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 31, 2012 

 
From: 

 
Melanie Pierce, DBOP/OODP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (ziv-aflibercept): BL STN 125418/0 

 
 
 
FDA’s proposed revisions to the package insert, sent to sanofi-aventis, U.S., LLC, on  
July 31, 2012.   
 
Revisions to the package insert include changes made on July 31, 2012 to the following sections: 

• Highlights  

• Section 2.2: DOSAGE AND ADMINISTRATION: Dose Modification/Treatment Delay 
Recommendations 

• Section 2.4: DOSAGE AND ADMINISTRATION: Administration 

• Section 5.7: WARNINGS AND PRECAUTIONS: Proteinuria 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 25, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice/Information request-email 

 
 

The following email was sent to Elma Fernandes, Authorized representative for sanofi-aventis on 
July 25, 2012: 
 
FDA informed sanofi-aventis that data from only 3 batches,  are 
needed because only one sampling point will be introduced. As a result, the timeline for 
submission of the final study report can be revised to occur prior to December 2016. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 30, 2012 

 
From: 

 
Melanie Pierce, DBOP/OODP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (ziv-aflibercept): BL STN 125418/0 

 
 
 
FDA’s proposed revisions to the package insert, sent to sanofi-aventis, U.S., LLC, on  
July 30, 2012.   
 
Revisions to the package insert include changes made on July 27, 2012 and July 30, 2012 to the 
following sections: 

• Highlights  

• Table of Contents 

• Boxed Warnings (Highlights and Full Package Insert) 

• Section 1: INDICATIONS AND USAGE 

• Section 2.2: DOSAGE AND ADMINISTRATION: Dose Modification/Treatment Delay 
Recommendations 

• Section 2.4: DOSAGE AND ADMINISTRATION: Adminstration 

• Section 5.3: WARNINGS AND PRECAUTIONS: Compromised Wound Healing 

• Section 5.7: WARNINGS AND PRECAUTIONS: Proteinuria 

• Section 6: ADVERSE REACTIONS 

• Section 12.1: CLINICAL PHARMACOLOGY: Mechanism of Action 

• Section 14: CLINICAL STUDIES 

• Section 17: PATIENT COUNSELING INFORMATION 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

BL STN: 125418/0 
 GENERAL ADVICE 
 
sanofi-aventis, U.S., LLC 
Attention: Elma Fernandes, PhD 
Director, Global Regulatory Affairs 
55 Corporate Drive  
Mail Stop 55D-225A 
Bridgewater, NJ 08807 
 
 
Dear Dr. Fernandes: 
 
Please refer to your Biologics License Application (BLA) submitted under section 351 of the 
Public Health Service Act (PHS Act) for ZALTRAP (ziv-aflibercept). 
 
We also refer to your April 24, 2012, submission, containing a request for 12- year exclusivity 
under PHSA section 351(k)(7). 
 
We have the following comments and requests for additional information: 
 
In order to evaluate whether the proposed product meets the exclusivity criteria described in 
351(k)(7) of the BPCI Act, please provide the following information. 
 
1. A list of all related products to “aflibercept” for which you or one of your affiliates, 

including any licensors, predecessors in interest, successors in interest or related entities, 
are the current or previous license holder.  This list should include, but is not limited to, 
products that have the same primary therapeutic target(s) (i.e., target ligands [VEGF-A, 
VEGF-B, PlGF-2, PlGF-1]) and share some, but not necessarily all, of the same principal 
molecular structural features.[1]  If your assessment results in no related products, please 
provide an adequate justification to support your assertion that the proposed product is 
unrelated to any product. 

 
2. Description of the structural differences between the proposed product and any related 

products identified in question 1.  For purified therapeutic protein products, this should 
include, but is not limited to, changes in amino acid sequence, differences due to post-
translational events, infidelity of translation or transcription, differences in glycosylation 
patterns or tertiary structure, and differences in biological activities.[2]    

 
3. Description of the change in safety, purity and/or potency between the proposed product 

and any related products identified in question 1.  This should include, but is not limited 

                                                           
 [1] See, for example, 21 CFR 316.3(b)(13). 
 [2] Biological activities can be an important measure of structural changes. 
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to, a description of how the changes identified in question 2 relate to changes in safety, 
purity and/or potency.   

 
Please include any other information and data that would assist the FDA in making an 
exclusivity determination. 
  
If you have any questions, call Melanie Pierce, Senior Regulatory Health Project Manager, at 
(301) 796-1273. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Patricia Keegan, M.D. 
Director 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 17, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice/Information request-teleconference 

 
 

 
FDA Attendees:    sanofi-aventis, U.S., LLC Attendees 
Patricia Keegan    Noemi Guma 
Melanie Pierce            
 
Date and time of teleconference: July 17, 2012; 4:20 p.m. 
 
Dr. Patricia Keegan informed Noemi Guma, alternate representative for Elma Fernandes, that the 
nonproprietary name “aflibercept,” is not acceptable for BLA application 125418/0 because it 
has the same nonproprietary name as EYLEA (aflibercept), which is currently marketed in the 
U.S.   
 
FDA concluded that a different nonproprietary name would minimize the possibility of 
medication errors and reduce confusion among healthcare practitioners who may consider use of 
the same nonproprietary name to mean the biological products are indistinguishable.  As a result, 
sanofi must modify the nonproprietary name to include a 3-4 character prefix before 
“aflibercept” separated by an underscore.  The name must not be promotional, convey a specific 
meaning or be similar to a currently marketed product. Sanofi must also exercise due diligence to 
ensure that there are no other restriction on their use. FDA suggested sanofi follow the model 
used with the boulinum toxin or asparaginase products as a reference. 
 
FDA requested sanofi rank-order the top three candidates and submit to FDA by close of 
business, Friday, July 20, 2012. 
 
 Sanofi expressed understanding, agreed to submit the requested information by Friday, July 20, 
2012. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

BLA 125418/0 
 GENERAL ADVICE 
 
sanofi-aventis, U.S., LLC 
Attention: Elma Fernandes, PhD 
Director, Global Regulatory Affairs 
55 Corporate Drive  
Mail Stop 55D-225A 
Bridgewater, NJ 08807 
 
 
Dear Dr. Fernandes: 
 
Please refer to your Biologics License Application (BLA), submitted under section 351 of the 
Public Health Service Act for ZALTRAP “aflibercept.” 
 
We are in the process of completing our review of your application and have the following 
comments and requests for additional information: 
 
We have determined that your proposed proper name “aflibercept” is not acceptable for this BLA 
submitted under section 351(a) of the PHS Act.  If your proposed product has the same 
nonproprietary name as EYLEA (aflibercept), which is currently marketed in the U.S., the 
following may result: 
 
• Medication errors, including: 

o the patient receiving a product different than what was intended to be prescribed 

o confusion among healthcare practitioners who may consider use of the same 
nonproprietary name to mean that the biological products are indistinguishable  

• Limitations in the ability to conduct appropriate pharmacovigilance  
 
To mitigate our above concerns, we are requiring the use of a prefix before “aflibercept” 
separated by an underscore, “prefix_aflibercept,” as the proper name of the biological product 
that is the subject of this BLA.  Please propose three prefixes (in order of preference) for your 
nonproprietary name.  In your proposal, the prefixes should: 

• be 3 to 4 letter characters in length; 

• not be promotional;   

• not convey a specific meaning; and 

• not look or sound similar to, or be confused with, a currently marketed product. 
 
In addition, we encourage you to conduct due diligence on your proposed prefixes to ensure 
there are no other restrictions on their use in this context. 
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If you have any questions, call Melanie Pierce, Senior Regulatory Health Project Manager, at 
(301) 796-1273. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Patricia Keegan, M.D. 
Director  
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 13, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice/Information Request: Carton/Container Labeling 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under 
section 351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comments and 
requests for additional information regarding your carton and container labels. 
 
1. Container:  

a. Indicate how the label is affixed to the vial and where the visual area of 
inspection is located per 21 CFR 610.60.  

b. Each vial size presentation is capable of bearing a full label.  Per 610.60, add the 
manufacturer’s license number. 

c. Please provide a justification for two distinct labels for the 100 mg/4 mL vial 
strength.   

 
2. Carton label:   

a. Add the required statement, “No U.S. Standard of Potency” per 21 CFR 610.61.   
        

3. Carton and Container: 

a. Revise the proper name, aflibercept to ensure that it is at least ½ the size of the 
proprietary name and has prominence commensurate with the proprietary name 
taking into account all pertinent factors including typography, layout, contrast and 
other printer features per 21 CFR 201.10(g)(2). 

b. Add the dosage form, Injection, immediately following the proper name and 
remove the statement  preceding the route of administration.  *See 
recommended format. 

 
*Recommended format 
Zaltrap 
(aflibercept) 
Injection 
 
XXX mg/ Y mL 
(XX mg/mL) 
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4. Vial cap  
 

a. Please provide all proposed printed information on the vial cap  
 
Division of Medication Error and Prevention Analysis comments: 

   
Container Labels: 
 
5. Revise the presentation of the proper name, ‘(xxxxxx)  for Intravenous 

Infusion’ to read, ‘(xxxxxx)’ and ensure that it is at least ½ the size of the proprietary 
name and has prominence commensurate with the proprietary name taking into account 
all pertinent factors including typography, layout, contrast and other printer features per 
21 CFR 201.10(g)(2). 

 
6. Revise the presentation of the proprietary name from all upper case letters (ZALTRAP), 

to title case (Zaltrap) to improve readability. 
 
7. Remove the statement   In the same 

space add the statement ‘For intravenous infusion only. Must be diluted. Not to be 
administered by other routes.’  Place this statement in a box with a border around it.  
Make the font a different color than black.  For example, red lettering with a black line. 

 
Carton Labeling: 

8. See container label comment 6 and revise carton labeling accordingly. 
 
9. Revise the statement ‘(xxxxxxx)  for intravenous infusion’ to: 

  ‘(xxxxxxxx) 
  Injection’  
NOTE: The removal of  and placement of the word 
‘Injection’. 
 

10. Ensure the concentration per mL statement “25 mg/mL” is just below the total drug 
content on the three count 100 mg/4 mL carton labeling. For example: 

     100 mg/4 mL 
     (25 mg/mL)     

 
11. Revise the following statements as indicated and place the statements in one box with 

white lettering and a high contrast background.  Additionally, the statements should be in 
the same order as indicated in the example below. 

a.  to ‘For intravenous infusion only. Not to be 
administered by other routes.’ 

 
b.  to ‘Hyperosmotic, must be diluted.’ 
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12. Revise the statements  to ‘single-use vial(s).  

Discard unused portion’. 
 
13. Change the warning statement  to read 

‘Hyperosmotic, must be further diluted.  For intravenous infusion only. Not to be 
administered by other routes.’  Place this statement in a box with white lettering and a 
high contrast background. 

 
If you have further questions or need clarifications regarding the DMEPA comments, please 
contact Sue Kang, project manager, at 301-796-4216.  For all other questions, please call me at 
301-796-1273. 

 

For intravenous 
infusion only. Not 
to be administered 
by other routes.  
H t t

Color 
background 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 

 Center for Drug Evaluation and Research  
 Memorandum 

 
Date: 

 
July 12, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Wrap up meeting minutes: Zaltrap: BL STN 125418/0 

 
 

 
Original Application: BL STN 125418/0:  
 
Product:  Zaltrap  
 
Submission Date: February 2, 2012 
 
Received Date: February 3, 2012 
 
Sponsor:  sanofi-aventis, U.S., LLC 
 
Indication:   Treatment, in combination with irinotecan-fluoropyrimidine- based 

chemotherapy, of patients with metastatic colorectal cancer previously 
treated with an oxaliplatin-containing regimen. 

 
A wrap-up meting for Zaltrap application 125418/0 was held on July 12, 2012. Attendees 
included: Patricia Keegan, Steve Lemery, Sandra Casak Hong Zhao, Ruby Leong, Alexander 
Putman, Jenny Zhange, Sarah Kennett, Kimberly Rains, Kevin Krudys, Carole Broadnax, Sue 
Kang, James Schlick, Barbara Fuller, Robert Pratt, Khalavati Suvarna, Anthony Murgo, Karen 
Jones, Cynthia LaCivita and Melanie Pierce 
 
All review disciplines recommended approval for ZALTRAP application 125418/0. 
 
Labeling negotiations are still on-going.  A teleconference will be scheduled with sanofi-aventis 
to discuss excluding the patient package insert from the label. 

 
PMC negotiations are still ongoing between FDA and sanofi-aventis. 
 
FDA intends to issue an advice and information letter regarding the use of “aflibercept” as the 
proper name. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 6, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Proposed PMC/PMR language 
 

 
______________________________________________________________________________ 
 
Dr. Fernandes, 
 
Please see FDA’s post-marketing commitment proposals for Zaltrap (aflibercept) application 
125147/0: 
 
POST-MARKETING COMMITMENTS: 
 
CLINICAL: 

Pediatric Assessments: 

1. To submit a final study report from the pediatric Study COG-AVDL0714 
(NCT00622414) entitled “Aflibercept in treating young patients with relapsed or 
refractory solid tumors,” that was completed in August 2011.  The final report should 
include primary and derived datasets including demographic datasets, 
pharmacokinetic/pharmacodynamic datasets, adverse events datasets, laboratory datasets, 
and tumor response datasets.   

 
Final Protocol Submission:   XX/XX/XXXX 
Trial Completion Date:    XX/XX/XXXX 
Final Report Submission   08/01/2013 
 

CHEMISTRY MANUFACTURING AND CONTROLS: 

Conductivity Specification: 

2. To add conductivity testing to the DP release specification.  The analytical method 
protocol, qualification report, proposed acceptance criterion, and data used to set the 
proposed acceptance criterion will be provided in a CBE by November [sanofi, provide 
date] 

 
Final Protocol Submission:   XX/XX/XXXX 
Trial Completion Date:    XX/XX/XXXX 
Final Report Submission   11/XX/2012 
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Reassessment of Drug Product Specifications: 

3. To re-evaluate the release and shelf-life specifications for aflibercept drug product after 
30 commercial manufacturing runs tested using the current specification methods.  The 
revisions to the quality control system, the corresponding data, and the analysis and 
statistical plan used to evaluate the specifications and any changes to specifications will 
be provided in a PAS by [sanofi, provide date] 

 
Final Protocol Submission:   XX/XX/XXXX 
Trial Completion Date:    XX/XX/XXXX 
Final Report Submission   XX/XX/XXXX 

 

Reassessment of Drug Substance Specifications: 

4. To re-evaluate the release and shelf-life specifications for aflibercept drug substance after 
30 commercial manufacturing runs tested using the current specification methods.  The 
revisions to the quality control system, the corresponding data, and the analysis and 
statistical plan used to evaluate the specifications and any changes to specifications will 
be provided in a PAS by [sanofi, provide date]. 

 
Final Protocol Submission:   XX/XX/XXXX 
Trial Completion Date:    XX/XX/XXXX 
Final Report Submission   XX/XX/XXXX 
 

FACILITIES: 

Container/Closure Assessments: 

5. To conduct a study to evaluate impact of worst case  
using a validated container closure integrity test. The study protocol and data should be 
submitted as a CBE-30 supplement. 

 
The timetable you submitted on XX/XX/XXXX states that you will conduct this study 
according to the following schedule: 
 

Final Protocol Submission:   XX/XX/XXXX 
Trial Completion Date:    XX/XX/XXXX 
Final Report Submission   09/30/2012 

 
Dye Interference Assessment: 

6. To evaluate the interference of the red dye with product in the dye ingress test method 
used for the stability program. A spectrophotometric method should be used to assess dye 
ingress. The method should be correlated with the microbial ingress test method 
performed under the same experimental conditions. The study protocol and data should 
be submitted as a CBE-30 supplement. 

 
Final Protocol Submission:   XX/XX/XXXX 
Trial Completion Date:    XX/XX/XXXX 
Final Report Submission   09/30/2012 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 5, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice/Information request-teleconference 

 
 

 
The following was communicated to sanofi-aventis via a teleconference on July 5, 2012. 
 
 
FDA Attendees:    sanofi-aventis, U.S., LLC Attendees 
Chana Fuchs     Elma Fernandes 
Sarah Kennett     Shamim Ruff 
      Noemi Guma 
 
FDA referenced section 3.2.S.4.1 Table 1 - specifications for drug substance: 
Sanofi uses the terminology  for release criteria and "regulatory" for shelf-life.  FDA 
considers all the acceptance criteria as regulatory.  FDA requested Sanofi change Table 1 to 
reflect that both release and shelf-life acceptance criteria are regulatory.  Sanofi agreed to drop 
these descriptors so both would be considered regulatory. 
 
Drug Product annual stability protocol is currently for testing at 0, 12, 24, and 36 months 
timelines.  FDA requested that sanofi add more timepoints in the first year.  Sanofi agreed to 
update the protocol to specify testing at 0, 3, 6, 12, 24, and 36 months.    
 
FDA verified that sanofi will send updates to sections 3.2.S.7.3 and 3.2.P.8.3 as these were not 
included in the emails from before.  Sanofi confirmed that the protocol revisions will be 
submitted July 6, 2012. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 3, 2012 

 
From: 

 
Melanie Pierce, DBOP/OODP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (aflibercept): BL STN 125418/0 

 
 
 
FDA sent the attached label, containing FDA’s proposed changes to the package insert, to sanofi-
aventis, U.S., LLC on July 3, 2012.   
 
Changes to the package insert were made during labeling meetings conducted on the following 
days: 

• May 24, 2012 

• May 30, 2012 

• June 7, 2012 

• June 13, 2012 

• June 19, 2012 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
July 2, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice/Information request-teleconference 

 
 

 
The following email was sent by Sue Kang, Project Manager in the Office of Surveillance and 
Epidemiology, to Elma Fernandes, Regulatory contact for sanofi-aventis, U.S., LLC, on July 2, 
2012.  
 
 
Ms. Fernandes, 
  
I refer you to the Conditionally Acceptable Letter dated February 16, 2012 for Zaltrap 
(aflibercept) BLA 125418.  In this letter, it states that the proposed proprietary name will be re-
reviewed 90 days prior to the approval of the BLA.  The proprietary name has been re-reviewed 
and the Division of Medication Error Prevention and Analysis (DMEPA) still finds the name 
acceptable, as long as your BLA is approved by the goal date.    
  
If you have any further questions regarding your proprietary name submission, please do not 
hesitate to contact me. 
  
Kind regards 
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aspect of this can be managed at least in part by OOS procedures and the possibility of 
retesting, if there was any error or system/assay/sample suitability issues, or repeat 
testing, where additional numbers of datapoints can overcome some amount of assay 
variability. 

• Note that there should be an assay control in your assay; this is a control that is different 
from the reference standard and would be qualified as an assay control (basically, it 
would be a different lot of DS or DP for which you have a good grasp of its response in 
this assay- and also the binding assay).  This control would be run similarly to the 
samples and would have its own set of suitability requirements. An assay control could 
help in identifying assays that should be invalid or in OOS investigations. 

A PMC will be set to add conductivity testing to the DP release specification.  PMCs will be sent 
to sanofi separately for agreement and to provide dates for submission.    
 
Container Closure Integrity was not on the list we sent, because that list was based on the release 
specifications table, but we expect CCI to remain on the stability protocols. 

 
There is a typo (originally mine) in the endotoxin acceptance criterion for DP. It should be  

 
 
For the annual lots that are included in the post approval stability commitment for DP, the vial 
presentations selected should vary from year to year to ensure a balanced program (e.g., 100 mg 
vial the first year and a 200 mg vial the following year).  This, of course, would be flexible 
around the presentations are actually manufactured in any given year.  If this concept can be 
written into the post approval stability section, we will not need to include this in a PMC. 
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6. Please note that validation data on minimum and maximum loads using summer and 
winter profiles for the commercial shipping container were not included. A shipping 
validation study should be conducted. 

 
  Please respond by 6/29/2012. 

 
If you have any questions, please call me at 301-796-1273. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
June 19, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (aflibercept): BL STN 125418/0 

 
 
FDA’s proposed revisions as discussed during the June 19, 2012 labeling meeting. 
 
Attendees: Patricia. Keegan, Casak, Sandra; Steven Lemery, Hong Zhao, Jun Yang, Kevin 
Krudys, Ruby Leong, James Schlick 
 
Sections covered include:  
• Section 6.2: ADVERSE REACTION: Immunogenicity 
• Section 7: DRUG INTERACTIONS   
• Section 12: CLINICAL PHARMACOLOGY: Pharmacokinetics  
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
June 18, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice/Information request 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under section 
351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comment and request for 
additional information: 
 
CHEMISTRY, MANUFACTURING and CONTROLS: 
 
Regarding the  submitted in the June 1, 2012 response to information 
request: 
 
1. Release and characterization evaluations: 

2. Stability evaluations: 
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If you have any questions, please call me at 301-796-1273. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 

 Center for Drug Evaluation and Research  
 Memorandum 

 
Date: 

 
June 13, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Team Meeting # 3 Minutes: Zaltrap (aflibercept): BL STN 125418/0 

 
 

 
Original Application: BL STN 125418/0:  
 
Product:  Zaltrap (aflibercept) 
 
Submission Date: February 3, 2012 
 
Received Date: February 3, 2012 
 
Sponsor:  sanofi-aventis, U.S., LLC 
 
Indication:   Treatment, in combination with irinotecan-fluoropyrimidine- based 

chemotherapy, of patients with metastatic colorectal cancer previously 
treated with an oxaliplatin-containing regimen. 

 
Review Team: 
Regulatory Project Manager    Melanie Pierce 
Clinical Reviewer     Sandra Casak 
Pharm/Tox Reviewer     Alexander Putman 
Clinical Pharmacology Reviewer   Ruby Leong 
Biostatistician       Jenny Zhang 
Quality Reviewer     Sarah Kennett 
Quality RPM (label review)    Kimberly Rains 
Pharmacometrics Reviewer    Kevin Krudys  
OSE Project Manager     Sue Kang 
OSE (DMEPA)     James Schlick 
OSE (DMEPA)     Barbara Fuller 
OSE (DPV)      Bob Pratt   
Facilities      Patricia Hughes 
       Michelle Clark-Stuart 
       Khalavati Suvarna 
MHT Reviewer     Tammie Brent-Howard 
 
TIMELINES:     PRIORITY 
• Day 30-Filing/planning meeting  February 28, 2012 
• Day 45-Application Orientation   February 10, 2012 
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• Filing Meeting scheduled   March 28, 2012 
• Day 60-Fling Notification   April 3, 2012 
• Day 74-Deficiencies Identified  April 17, 2012 
• Mid-Cycle Scheduled    May 9, 2012 
• Primary Reviews Due    July 7, 2012 
• Secondary Reviews Due   July 11, 2012 
• Communication PMRs/PMCs/REMS  July 7, 2012 
• Communication of labeling   July 7, 2012 
• Wrap-up meeting Due    July 12, 2012 
• CDTL Review     July 14, 2012 
• Division Director sign-off   July 25, 2012 
• Office Director sign-off   August 4, 2012 
• Action Due Date    August 4, 2012 
 
UPCOMING MEETINGS: 
• Filing      March 28, 2012 
• Mid-Cycle     May 9, 2012 
• Labeling     May 24, 2012 

May 30, 2012 
June 7, 2012 
June 13, 2012 
June 19, 2012 
July 11, 2012 

• Team      April 27, 2012 
May 23, 2012 
June 13, 2012 

• Wrap-up     July 12, 2012 
 
Attendees: Sandra Casak, Steve. Lemery, Kalavati. Suvarna, Ruby. Leong, Kevin. Krudys, 
Sarah Kennett, Chana Fuchs, Kimberly Rains, Alexander Putman, Andrew McDougal, James 
Schlick, Michelle Clark-Stuart 
 
Clinical: 
• No updates; reviews are complete.  One PMC will be generated 
Statistical:  
• No updates; review is close to completion 
 
Nonclinical: 
• No updates; review is close to completion are needed 
 
Clinical Pharmacology: 
• Review is ongoing-No PMCs or PMRs are needed 

 
Quality: 
• Numerous information requests will be sent to the Sponsor 
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Facilities 
• Drug substance and drug product inspections are waived 
• Clinical inspections in the Chezch Republic and Russia are acceptable.  Inspection of the 

New Jersey site encountered problems.  FDA asked for additional analyses; sanofi 
provided the requested information which was determined to be acceptable by FDA. 

• One PMC and an additional information request will be sent to the Sponsor 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
June 11, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice 

 
 

 
Dr. Sandra Casak communicated the following email to sanofi-aventis on June 11, 2012. 
 

I have a question regarding the timing of the blood pressure assessments used for Figures 
24, 25, 26 & 27 of the final study report of VELOUR, showing the mean blood pressure 
assessments by cycle. Were these measurements assessed prior to aflibercept/irinotecan 
dosing, after dosing, at Day 8 of each cycle, or these are averages of different 
assessments within 1 cycle? My question has to do with the fact that there is an increase 
in BP between baseline and 1st cycle, indicating that the assessment was performed after 
dosing, however in the study chart physical examination is scheduled to be performed 
before each cycle. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
June 11, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice/Information request 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under section 
351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comment and request for 
additional information: 
 
CHEMISTRY, MANUFACTURING and CONTROLS: 
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in the June 1 response).  This information has not been found in most of the 
method SOPs that have been provided to the BLA. 

 
7. BLA section 3.2.S.3.2.1.2.1.5 (p. 17) states that Sanofi commits to providing results of 

 evaluations by May 2012.  Submit the results and assay validation to the 
BLA. 

 
If you have any questions, please do not hesitate to call me at 301-796-1273. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
June 7, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (aflibercept): BL STN 125418/0 

 
 
FDA’s proposed labeling revisions as discussed during the June 7, 2012 labeling meeting: 
 
Attendees: Casak, Sandra; Lemery, Steven; Zhang, Jenny (Jing); Brent Howard, Tammie; 
Schlick, James 
 
Sections covered include:  
• 2.2:  DOSAGE and ADMINISTRATION: Dose Modification/ Treatment Delay 

Recommendations  

• 5.6:  WARNINGS and PRECAUTIONS: Proteinuria 

• 5.10   WARNINGS and PRECAUTIONS: Compromised Wound Healing  

• 14 :  CLINICAL STUDIES 

• 17: PATIENT COUNSELING INFORMATION 

 
 

 

Reference ID: 3157225

29 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page



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

MELANIE B PIERCE
07/11/2012

Reference ID: 3157225



 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
June 5, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Advice 

 
 

 
FDA communicated the following email to sanofi-aventis on June 5, 2012: 
 

You committed, in the original submission, to submitting results of a validated  
assay to the BLA "by May 2012."  We have not seen this come in yet (and there is 

no indication that the section  has been updated).  Can you provide an 
update? 
 
In addition, we are in the process of reviewing the label and determined that the PPI 
portion of the label is not necessary at this time.  Please let me know if you have any 
concerns. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
June 1, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; CMC Information request 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under section 
351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comments and requests 
for additional information: 
 
CHEMISTRY, MANUFACTURING AND CONTROLS: 
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If you have any questions, please do not hesitate to call me at 301-796-1273. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
May 30, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Labeling Memo: Zaltrap (aflibercept): BL STN 125418/0 

 
 
FDA’s proposed labeling revisions as discussed during the May 30, 2012 labeling meeting: 
 
Attendees: Patricia Keegan, Steven Lemery, Sandra Casak, Kun He, Jenny Zhang, Sarah 
Kennett, Hong Zhao, Ruby Leong, Kimberly Rains, James Schlick, Kalavati Suvarna. 
 
Sections covered include:  
Black Box Warning, Indications and Usage: Dosage and Administration (2.1, 2.2, 2.3), Warning 
and Precautions sections of the package insert (5.1, 5.2, 5.4, and 5.11). 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
May 21, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; CMC Information request 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under section 
351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comments and requests 
for additional information: 
 
CHEMISTRY, MANUFACTURING AND CONTROLS: 

  
1. It appears that there are multiple clinical studies (TED6113, TES10897, EFC6125, 

ARD6122, ARD6772, and ARD6123) for which no drug product (DP) lot information 
was provided in the quality sections. For at least some of these studies, lot numbers listed 
in the clinical study reports do not correspond to lot numbers listed in the batch analysis 
section.  It is not clear whether these clinical studies were not listed under DP lots that 
are included in the current batch analysis section or the DP lots used for these studies 
were not included in the current batch analysis section.  Identify the DP lots used for 
these studies.  Update the batch analysis section as appropriate. 
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Please respond by June 4, 2012. 
 
If you have any questions, please do not hesitate to call me at 301-796-1273. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
BLA 125418/0 INFORMATION REQUEST 

 
 
sanofi-aventis, U.S., LLC 
Attention: Elma Fernandes, PhD 
Director, Global Regulatory Affairs 
55 Corporate Drive  
Mail Stop 55D-225A 
Bridgewater, NJ 08807 
 
 
Dear Dr. Fernandes: 
 
Please refer to your biologics license application (BLA) submitted February 2, 2012, received 
February 3, 20012, under section 351 of the Public Health Service Act for Zaltrap (aflibercept). 
 
We reviewed the prescribing information submitted in your application and request you make the 
following changes: 
 
HIGHLIGHTS: 
 
1. Change Initial US approval “year” to “20XX.” 
 
2. Use command language. 
 
3. Avoid using IV as it is commonly mistaken for Roman number IV; use ‘intravenous” 

instead. 
 
4.  REVISED should be in Month/Year format or XX/XXXX. 
 
TABLE OF CONTENTS:  
 
5. The same title for the boxed warning that appears in the Highlights and Full Package 

Insert must also appear at the beginning of the Table of Contents in upper-case letters and 
bold type. 

 
FULL PACKAGE INSERT: 
 
6. Use command language. 
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7. Do not use a “slash mark” to separate two doses since it may be mistaken as the number 
1.  Instead, use “per.” 

 
8. Avoid using IV as it is commonly mistaken for Roman number IV; use ‘intravenous” 

instead. 

We request a prompt written response to the items enumerated above in order to continue our 
evaluation of your BLA. 
 
Submit revised content of labeling [21 CFR 601.14(b)] in structured product labeling (SPL) 
format as described at:  http://www.fda.gov/oc/datacouncil/spl.html. 
 
If you have any questions, please contact Melanie Pierce, Senior Regulatory Health Project 
Manager, at (301) 796-1273. 

 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Karen D. Jones 
Chief, Project Management Staff 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
 
 

Reference ID: 3131456

(b) (4)



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

KAREN D JONES
05/16/2012

Reference ID: 3131456



 

 

 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 

 Center for Drug Evaluation and Research  
 Memorandum 

 
Date: 

 
May 15, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Post-Midcycle Meeting Minutes: Zaltrap (aflibercept): BL STN 125418/0 

 
 

 
Original Application: BL STN 125418/0:  
 
Product:  Zaltrap (aflibercept) 
 
Submission Date: February 3, 2012 
 
Received Date: February 3, 2012 
 
Sponsor:  sanofi-aventis, U.S., LLC 
 
Indication:   Treatment, in combination with irinotecan-fluoropyrimidine- based 

chemotherapy, of patients with metastatic colorectal cancer previously 
treated with an oxaliplatin-containing regimen. 

 
 
FDA MEETING ATTENDEES    SPONSOR ATTENDEES 

Patricia Keegan      Elma Fernandes 
Steven Lemery       Noemi Guma 
Sandra Casak        Mike Bloomstein 
Hong Zhao        Danielle Grelet 
Ruby Leong       Pankaj Bhargava 
Kevin Krudys        Mike Kopreski 
Sarah Kennett       Dinesh Purandare 
Chana. Fuchs       Bill Roberts 
        Laura Simpson 

Israel Lowy 
        Steve Fisk 
        Kris Ghosh 
        Bill Trompeter 

Amy Walsh 
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A teleconference was held with sanofi-aventis on May 15, 2012 to provide an update on the 
review of the Zaltrap (aflibercept) application. 
 
FDA began the meeting by stating that all review disciplines will identify any major concerns 
that would preclude approval.   
 
Chemistry, Manufacturing and Controls will send additional information requests will be sent 
regarding the validation of polysorbate. 

Pharmacology/Toxicology has no issues to communicate at this time. 

Clinical Pharmacology did not have any approval issues but expressed concern with sanofi’s 
dosing strategy (body weight dose vs. flat dose) as larger weight patients may be at a higher risk 
for increased aflibercept exposure.  FDA suggested sanofi investigate alternate dosing strategies 
for future studies. 

Clinical and Statistics did not have any updates to convey.  No additional requests for additional 
information were expected at this point in the review. 

FDA stated that the 12- year patent exclusivity request under PHSA section 351(k)(7), submitted 
April 24, 2012 for Zaltrap, is currently under review.  A decision will be made but not 
necessarily at the time of the application action date. 

Sanofi-aventis agreed to submit the 120 day safety update report on or before May 28, 2012. 

The call ended. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
May 9, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Mid-cycle Meeting Minutes: Zaltrap (aflibercept): BL STN 125418/0 

 
 

 
Original Application: BL STN 125418/0:  
 
Product:  Zaltrap (aflibercept) 
 
Submission Date: February 3, 2012 
 
Received Date: February 3, 2012 
 
Sponsor:  sanofi-aventis, U.S., LLC 
 
Indication:   Treatment, in combination with irinotecan-fluoropyrimidine- based 

chemotherapy, of patients with metastatic colorectal cancer previously 
treated with an oxaliplatin-containing regimen. 

 
TIMELINES:      

• Day 30-Filing/planning meeting  February 28, 2012 
• Day 45-Application Orientation   February 10, 2012 
• Filing Meeting scheduled   March 28, 2012 
• Day 60-Fling Notification   April 3, 2012 
• Day 74-Deficiencies Identified  April 17, 2012 
• Mid-Cycle Scheduled    May 9, 2012 
• Post Mid-cycle Meeting    May 15, 2012 
• Primary Reviews Due    July 6, 2012 
• Secondary Reviews Due   July 11, 2012 
• Communication PMRs/PMCs/REMS  July 6, 2012 
• Communication of labeling   July 6, 2012 
• Wrap-up meeting Due    July 12, 2012 
• CDTL Review     July 13, 2012 
• Division Director sign-off   July 25, 2012 
• Office Director sign-off   August 3, 2012 
• Action Due Date    August 3, 2012 
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UPCOMING MEETINGS: 

• Mid-Cycle     May 9, 2012 
• Labeling     May 24, 2012 

May 30, 2012 
June 7, 2012 
June 13, 2012 
June 19, 2012 
July 11, 2012 

• Team      April 27, 2012 
May 23, 2012 
June 13, 2012 

• Wrap-up     July 12, 2012 
 
 
PRESENTATION SCHEDULE: 

Clinical/Statistical:     50 Minutes 
Quality:      10-15 minutes 
Clinical Pharmacology:    10-20 minutes 
Facilities:      5 minutes 
 
MEETING ATTENDEES: 

Richard Pazdur, Anthony Murgo, Patricia Keegan, Steven Lemery, Sandra Casak, Hong Zhao, 
Ruby Leong, Michael Krudys, Christine Garnett, Michele Clark-Stuart, Kalavati Suvarna, 
Patricia Hughes, Andrew McDougal, Alexander Putman, Jenny Zhang, Kun He, Tammie Brent 
Howard Sue Kang, Sarah Kennett, Chana. Fuchs, Robert Pratt, James Schlick, and Barbara 
Fuller. 
 
SUMMARY OF FINDINGS: 

• Clinical/Statistical:  

o VELOUR: median OS prolonged 1.4 months in pts with mCRC who had prior 
treatment with oxaliplatin (30% incl. bevacizumab). HR 0.81 (0.71;0.93), 
p=0.0032. 

o Subgroup and secondary endpoint analyses are consistent with these findings. 
o Aflibercept increased the toxicity of the FOLFIRI regimen. 
o VEGF/R inhibition-related toxicities are within the range of bevacizumab 

experience. Hypertension and proteinuria appear to be more frequent, but that 
maybe a function of monitoring. 

o Strong RPLS signal was observed in NCI trials when aflibercept combined with 
cisplatin/pemetrexed in NSCLC.  

 
• Clinical Pharmacology: 

o There are no meaningful drug interactions. 
o Weight based dosing is not optimal for this drug product. 
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o There are no anticipated PMRs or PMCs for this application at this point in the 
review. 

 
• Chemistry, Manufacturing and Controls: 

o  Postmarketing items identified: Re-evaluation of release and shelf-life 
specifications for DS and DP (after xx commercial manufacturing runs for which 
all tests are performed). 

o Additional information requests will be communicated to the Sponsor. 
 
• Facilities: 

o Deficiency for shipping validation for drug substance  were identified 
and resolved. 

o There are no approvability issues at this point in the review. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
April 27, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Information request-Clinical Pharmacology 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under section 
351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comments and requests 
for additional information: 
 
CLINICAL PHARMACOLOGY: 

  
Please provide the following data to facilitate evaluation of the effect of aflibercept on other 
drugs:  
 
1. Oxaliplatin PK data from the internal clinical study report BDY-INT3010-EN-E01 

referenced on page 57 of the Summary of Clinical Pharmacology Studies. 
 
2. Cisplatin PK data from the internal clinical study report XRP6976E-1001 referenced on 

page 57 of the Summary of Clinical Pharmacology Studies. 
 
If you have any questions, please do not hesitate to call me at 301-796-1273. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 

 Center for Drug Evaluation and Research  
 Memorandum 

 
Date: 

 
April 27, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Team Meeting # 1 Minutes: Zaltrap (aflibercept): BL STN 125418/0 

 
 

 
Original Application: BL STN 125418/0:  
 
Product:  Zaltrap (aflibercept) 
 
Submission Date: February 3, 2012 
 
Received Date: February 3, 2012 
 
Sponsor:  sanofi-aventis, U.S., LLC 
 
Indication:   Treatment, in combination with irinotecan-fluoropyrimidine- based 

chemotherapy, of patients with metastatic colorectal cancer previously 
treated with an oxaliplatin-containing regimen. 

 
Review Team: 
Regulatory Project Manager    Melanie Pierce 
Clinical Reviewer     Sandra Casak 
Pharm/Tox Reviewer     Alexander Putman 
Clinical Pharmacology Reviewer   Ruby Leong 
Biostatistician       Jenny Zhang 
Quality Reviewer     Sarah Kennett 
Quality RPM (label review)    Kimberly Rains 
Pharmacometrics Reviewer    Kevin Krudys  
OSE Project Manager     Sue Kang 
OSE (DMEPA)     James Schlick 
OSE (DMEPA)     Barbara Fuller 
OSE (DPV)      Bob Pratt   
Facilities      Patricia Hughes 
       Michelle Clark-Stuart 
       Khalavati Suvarna 
MHT Reviewer     Tammie Brent-Howard 
 
TIMELINES:     PRIORITY 
• Day 30-Filing/planning meeting  February 28, 2012 
• Day 45-Application Orientation   February 10, 2012 
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• Filing Meeting scheduled   March 28, 2012 
• Day 60-Fling Notification   April 3, 2012 
• Day 74-Deficiencies Identified  April 17, 2012 
• Mid-Cycle Scheduled    May 9, 2012 
• Primary Reviews Due    July 7, 2012 
• Secondary Reviews Due   July 11, 2012 
• Communication PMRs/PMCs/REMS July 7, 2012 
• Communication of labeling   July 7, 2012 
• Wrap-up meeting Due    July 12, 2012 
• CDTL Review     July 14, 2012 
• Division Director sign-off   July 25, 2012 
• Office Director sign-off   August 4, 2012 
• Action Due Date    August 4, 2012 
 
UPCOMING MEETINGS: 
• Filing      March 28, 2012 
• Mid-Cycle     May 9, 2012 
• Labeling     May 24, 2012 

May 30, 2012 
June 7, 2012 
June 13, 2012 
June 19, 2012 
July 11, 2012 

• Team      April 27, 2012 
May 23, 2012 
June 13, 2012 

• Wrap-up     July 12, 2012 
 
Attendees; Sandra Casak, P. Keegan, A. Murgo, S. Lemery, K. Suvarna, R. Leong, K. 
Krudys, P. Hughes, T. Howard, K. Krudys, J. Zhang, Chana Fuchs, K. Rains, S. Kennett 
 
Clinical: 
• Provided updates regarding the midcycle and presentation. 
• Intends to have a discussion with OMP-Barbara Fuller, at the midcycle to determine if 

the PPI is necessary for the Zaltrap label. 
• Will follow-up with Tradename issues with ORP maybe OCC. 
• Will follow-up with ORP regarding the utility of the exclusivity request for Zaltrap.  

Presently, the company must ask at the time of submission for exclusivity for a biologic.  
Problems are: 
o Exclusivity has not been granted for a biologic. 
o No procedure presently in place for exclusivity requests. 
o Will need additional information from the company prior to review of the request 

(to go out in an AI letter). 
Statistical:  

• No updates 
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Nonclinical: 
• No updates will follow up with the Nonclinical reviewer 
 
Clinical Pharmacology: 
• No updates 

 
Quality: 
• Will have another information request to send out next week. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

BLA 125418/0  
 FILING COMMUNICATION 
 
sanofi-aventis, U.S., LLC 
Attention: Elma Fernandes, PhD 
Director, Global Regulatory Affairs 
55 Corporate Drive  
Mail Stop 55D-225A 
Bridgewater, NJ 08807 
 
 
Dear Dr. Fernandes: 
 
Please refer to your Biologics License Application (BLA) dated February 3, 2012, submitted 
under section 351 of the Public Health Service Act for Zaltrap, (aflibercept). 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 601.2(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority.  Therefore, the user fee goal date is August 4, 2012. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by July 7, 2012. 
 
During our filing review of your application, we identified the following potential review issues: 
 
CHEMISTRY, MANUFACTURING and CONTROLS: 
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FACILITIES: 
 
25. Microbiological studies in support of the storage time of diluted aflibercept-DP have not 

been provided. Please provide a summary of a risk assessment and a report from studies 
that show adventitious microorganims do not grow under the storage conditions for the 
diluted aflibercept DP. The report should describe test methods and results that employ a 
minimum countable inoculum to simulate potential microbial contamination that may 
occur during product dilution and storage. It is generally accepted that growth is evident 
when the population increases more than 0.5 Log10. The test should be run at the label's 
recommended storage conditions and be conducted for 2 to 3-times the label's 
recommended storage period and using the label recommended fluids. Periodic 
intermediate sample times are recommended. Challenge organisms may include strains 
described in USP <51> plus typical skin flora or species associated with hospital-borne 
infections. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application.   
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Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 

PROMOTIONAL MATERIAL 
 

You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI),Submit consumer-directed, 
professional-directed, and television advertisement materials separately and send each 
submission 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 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 

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 acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
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If you have any questions, call Melanie Pierce, Regulatory Project Manager, at (301) 796-1273. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Patricia Keegan, M.D. 
Director 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 

 Center for Drug Evaluation and Research  
 Memorandum 

 
Date: 

 
March 28, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Filing Meeting Minutes: Zaltrap (aflibercept): BL STN 125418/0 

 
 

 
Original Application: BL STN 125418/0:  
 
Product:  Zaltrap (aflibercept) 
 
Submission Date: February 3, 2012 
 
Received Date: February 3, 2012 
 
Sponsor:  sanofi-aventis, U.S., LLC 
 
Indication:   Treatment, in combination with irinotecan-fluoropyrimidine- based 

chemotherapy, of patients with metastatic colorectal cancer previously 
treated with an oxaliplatin-containing regimen. 

 
Review Team: 
Regulatory Project Manager    Melanie Pierce 
Clinical Reviewer     Sandra Casak 
Pharm/Tox Reviewer     Alexander Putman 
Clinical Pharmacology Reviewer   Ruby Leong 
Biostatistician       Jenny Zhang 
Quality Reviewer     Sarah Kennett 
Quality RPM (label review)    Kimberly Rains 
Pharmacometrics Reviewer    Kevin Krudys      
OSE Project Manager     Sue Kang 
OSE (DMEPA)     James Schlick 
OSE (DPV)      Bob Pratt   
Facilities      Patricia Hughes 
       Michelle Clark-Stuart 
       Khalavati Suvarna 
MHT Reviewer     Tammie Brent-Howard 
 
TIMELINES:     PRIORITY 
• Day 30-Filing/planning meeting  February 28, 2012 
• Day 45-Application Orientation   February 10, 2012 
• Filing Meeting scheduled   March 28, 2012 
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• Day 60-Fling Notification   April 3, 2012 
• Day 74-Deficiencies Identified  April 17, 2012 
• Mid-Cycle Scheduled    May 9, 2012 
• Primary Reviews Due    July 7, 2012 
• Secondary Reviews Due   July 11, 2012 
• Communication PMRs/PMCs/REMS  July 7, 2012 
• Communication of labeling   July 7, 2012 
• Wrap-up meeting Due    July 12, 2012 
• CDTL Review     July 14, 2012 
• Division Director sign-off   July 25, 2012 
• Office Director sign-off   August 4, 2012 
• Action Due Date    August 4, 2012 
 
Meeting attendees: Patricia Keegan, Steven Lemery, Sandra Casak, Hong Zhao, Ruby Leong 
Michele Clark-Stuart, Kalavati Suvarna, Patricia Hughes, Andrew McDougal, Alexander 
Putman, Jenny Zhang, Kun He, Kimberly Rains, Sue Kang, Sarah Kennett, Kevin Krudys, 
Anthony Murgo, Chana. Fuchs and Sarah Kennett 
     
This application will be a priority review.   
 
FDA is still waiting for feedback regarding validation of assays at sanofi-have to respond by 
COB March 28, 2012.  Will try to follow-up for SGEs in lieu of ODAC for Zaltrap 
 
OSI inspections scheduled;-2 in Czechoslovakia another, possibly Russia or Australia. 
 
Potential Filing issues: 
• Clinical-no filing issues 
• Statistical-no filing issues 
• Nonclinical-no filing issues 
• Clinical pharmacology-no filing issues 
• CMC-potential filing issues to be conveyed in the filing letter 
• Facilities-no filing issues-information request to be sent regarding the June 15-18 DP 

facilities inspections. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
March 26, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Information request 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under 
section 351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comments and 
requests for additional information: 
 
CHEMISTRY, MANUFACTURING and CONTROLS: 
 
1. Regarding assay validation of drug product (DP), provide the following to support lot 

release and stability testing activities at sanofi-aventis. If these are not available for the 
sanofi-aventis facility, confirm that DP lot release and stability testing is going to be 
performed with appropriately validated or qualified assays: 

2. Regarding assay validation of drug substance (DS), provide assay qualification or 
validation of the compendial methods used for testing aflibercept DS appearance, color, 
and pH. 

 
If you have any additional questions, please give me a call at 301-796-1273. 
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 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 

 Center for Drug Evaluation and Research  
 Memorandum 

 
Date: 

 
February 28, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
Planning Meeting Minutes: Zaltrap (aflibercept): BL STN 125418/0 

 
 

 
Original Application: BL STN 125418/0:  
 
Product:  Zaltrap (aflibercept) 
 
Submission Date: February 3, 2012 
 
Received Date: February 3, 2012 
 
Sponsor:  sanofi-aventis, U.S., LLC 
 
Indication:   Treatment, in combination with irinotecan-fluoropyrimidine- based 

chemotherapy, of patients with metastatic colorectal cancer previously 
treated with an oxaliplatin-containing regimen. 

 
Review Team: 
Regulatory Project Manager    Melanie Pierce 
Clinical Reviewer     Sandra Casak 
Pharm/Tox Reviewer     Alexander Putman 
Clinical Pharmacology Reviewer   Ruby Leong 
Biostatistician       Jenny Zhang 
Quality Reviewer     Sarah Kennett 
Quality RPM (label review)    Kimberly Rains 
OSE Project Manager     Sue Kang 
OSE (DMEPA)     James Schlick 
Facilities      Patricia Hughes 
       Michelle Clark-Stuart 
       Khalavati Suvarna 
 
TIMELINES:     PRIORITY 
• Day 30-Filing/planning meeting  February 28, 2012 
• Day 45-Application Orientation   February 10, 2012 
• Filing Meeting scheduled   March 28, 2012 
• Day 60-Fling Notification   April 3, 2012 
• Day 74-Deficiencies Identified  April 17, 2012 
• Mid-Cycle Scheduled    May 9, 2012 
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• Primary Reviews Due    July 7, 2012 
• Secondary Reviews Due   July 11, 2012 
• Communication PMRs/PMCs/REMS  July 7, 2012 
• Communication of labeling   July 7, 2012 
• Wrap-up meeting Due    July 12, 2012 
• CDTL Review     July 14, 2012 
• Division Director sign-off   July 25, 2012 
• Office Director sign-off   August 4, 2012 
• Action Due Date    August 4, 2012 
 
Meeting attendes: Patricia Keegan, Steven Lemery, Sandra Casak, Hong Zhao, A. Putman, M. 
Clark-Stuart, K. Suvarna, P. Hughes, A. McDougal, Jenny Zhang, K. Rains, S. Kang, J. Schlick, 
S. Kennett, K. Jones, K. Krudys. 
 
DISCUSSION TOPICS:   

• The team decided that Zaltrap will not be presented at ODAC.  As an alternative, the 
team will consult Special Government Employees (SGEs).   

• The drug substance facility is scheduled to be inspected . Priority status 
may be contingent on the ability to conduct facilities inspections and CMC issues. 

• The CMC team determined that the application should be adequate for filing from a 
CMC perspective but deficiencies will need to be addressed in future communications. 

• OSI expects to inspect at least three manufacturing sites including sanofi-aventis. 

• A label review will need to be completed by the RPM, OBI and Clinical reviewer. 

• The Facilities group will convey a comment regarding the storage of diluted drug product 
in the filing letter.   

 The team recommended not having the patient information sheet as part of the labeling.  
Will follow up with the patient label group to determine if the patient information section 
is necessary.   
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
Public Health Service 

 

 Food and Drug Administration 
Rockville, MD  20857 

 
 
BLA 125418/0 
 
 
Sanofi-aventis, US, LLC 
Attention:  Elma Fernandes, Ph.D. 
Regulatory Development, Oncology 
200 Crossings Boulevard 
Box 4-209B 
Bridgewater, NJ  08807 
 
 
Dear Dr. Fernandes: 
 
Please refer to your your Biologics License Application (BLA) submitted February 3, 2012, 
under section 351 of the Public Health Service Act (PHS Act) for “Zaltrap (aflibercept)” 
 
We also refer to your February 3, 2012, correspondence requesting an application navigation 
meeting for Zaltrap (aflibercept).  Based on the statement of purpose, objectives, and proposed 
agenda, we will consider this an informal Type C meeting. Meeting minutes will not be issued.        
 
Meeting details are as follows: 
Date: Thursday, March 1, 2012 
Time: 11:00 a.m to 12:30 p.m., EST 
Location:  10903 New Hampshire Avenue 

White Oak Building 22, Conference Room: 1309 
Silver Spring, Maryland  20993 

 
FDA Participants are as follows: 
Patricia Keegan  Karen Jones  
Steve Lemery     
Sandra Casak     
Hong Zhao    
Ruby Leong    
Kun He    
Jenny Zhang    
Andrew McDougal 
Chana Fuchs  
Sarah Kennett 
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Please submit desk copies and/or slides to me at the following address:  
 

Melanie Pierce 
Food and Drug Administration 
Center for Drug Evaluation and Research 
White Oak Building 22, Room: 2363 
10903 New Hampshire Avenue 
Silver Spring, Maryland 20903 
 

If you have any questions, call me at (301) 796-1273. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Melanie Pierce 
Senior Regulatory Health Project Manager 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 

Reference ID: 3090457



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

MELANIE B PIERCE
02/21/2012

Reference ID: 3090457



 DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 Public Health Service 
 Food and Drug Administration 
 Center for Drug Evaluation and Research  

 Memorandum 
 

Date: 
 
February 17, 2012 

 
From: 

 
Melanie Pierce, DOP2/OHOP/CDER 

 
Subject: 

 
BLA 125418/0; Information request 

 
 

 
Please refer to your Biologics License Application (BLA) submitted February 2, 2012 under 
section 351 of the Public Health Service Act (PHS Act) for Zaltrap (aflibercept). 
 
We are in the process of reviewing your application and have the following comments and 
requests for additional information: 
 
1. Please confirm addresses and phone numbers for all clinical sites with greater than 15 

patients. Please also include electronic mail addresses for each Clinical Investigator. 
 
2. Please provide a drug product manufacturing schedule.  The manufacturing site is ready 

for inspection but a schedule was not included. Please also clarify if you will be 
manufacturing the product during the review cycle. 

 
If you have any additional questions, please give me a call at 301-796-1273. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
BL STN: 125418/0 BLA ACKNOWLEDGEMENT 
 
 
sanofi-aventis, U.S., LLC 
Attention: Elma Fernandes, PhD 
Director, Global Regulatory Affairs 
55 Corporate Drive  
Mail Stop 55D-225A 
Bridgewater, NJ 08807 
 
 
Dear Dr. Fernandes: 
 
We have received your Biologics License Application (BLA) submitted under section 351 of the 
Public Health Service Act (PHS Act) for the following: 
 
Name of Biological Product: Zaltrap® (aflibercept) 
 
Date of Application: February 2, 2012 
 
Date of Receipt: February 3, 2012 
 
Our Submission Tracking Number (STN): BL 125418/0 
 
Proposed Use: Treatment, in combination with irinotecan-fluoropyrimidine- 

based chemotherapy, of patients with metastatic colorectal 
cancer previously treated with an oxaliplatin-containing 
regimen. 

 
If you have not already done so, promptly submit the content of labeling [21 CFR 601.14(b)] in 
structured product labeling (SPL) format as described at 
http://www.fda.gov/oc/datacouncil/spl.html.  Failure to submit the content of labeling in SPL 
format may result in a refusal-to-file action.  The content of labeling must conform to the format 
and content requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The BLA Submission Tracking Number provided above should be cited at the top of the first 
page of all submissions to this application.  Send all submissions, electronic or paper, including 
those sent by overnight mail or courier, to the following address: 

 
Food and Drug Administration  
Center for Drug Evaluation and Research  
Division of Oncology Products 2  
5901-B Ammendale Road  
Beltsville, MD 20705-1266 

 
All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  Non-
standard, large pages should be folded and mounted to allow the page to be opened for review 
without disassembling the jacket and refolded without damage when the volume is shelved.  
Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission. 
 
If you have any questions, call Melanie Pierce, Senior Regulatory Health Project Manager at 
(301) 796-1273. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Karen D. Jones  
Chief, Project Management Staff 
Division of Oncology Products 2 
Office of Hematology and Oncology Products 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
BLA 125418 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

sanofi-aventis U.S. Inc. 
55 Corporate Drive 
Mail Stop: 55D-225A 
Bridgewater, New Jersey 08807 
 
ATTENTION:   Elma Fernandes, PhD 

   Director, Global Regulatory Affairs  
 
Dear Dr. Fernandes: 
 
Please refer to your Biologics License Application (BLA) dated February 2, 2012, received  
February 3, 2012, submitted under section 351 of the Public Health Service Act for Aflibercept Injection, 
100 mg/4 mL and 200 mg/8 mL. 
 
We also refer to your February 2, 2012, correspondence, received February 3, 2012, requesting review of 
your proposed proprietary name, Zaltrap.  We have completed our review of the proposed proprietary name 
and have concluded that it is acceptable.  
 
The proposed proprietary name, Zaltrap will be re-reviewed 90 days prior to the approval of the BLA.  If we 
find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your February 2, 2012, submission are altered prior 
to approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, contact Sue Kang, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-4216.  For any other information regarding this application contact the Office of 
New Drugs (OND) Regulatory Project Manager, Melanie Pierce at (301) 796-1273.   
 

Sincerely, 
 

{See appended electronic signature page} 
         
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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