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EXCLUSIVITY SUMMARY  

 
NDA # 202155     SUPPL # n/a    HFD # 110 

Trade Name:   ELIQUIS 
 
Generic Name:   apixaban 
     
Applicant Name:  Bristol-Myers Squibb       
 
Approval Date, If Known:   Exact Date Not Known       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(1) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
n/a 

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
n/a 
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d)  Did the applicant request exclusivity? 
   YES  NO  

 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

Five 
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    

   n/a 
 
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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NDA# n/a  

NDA# n/a  

NDA# n/a  

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA# n/a  

NDA# n/a  

NDA# n/a  

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
 
To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
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the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  
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   YES  NO  

 
     If yes, explain:                                          
 

                                                              
 

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval: 

 
      

 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
       

 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1    
      

 IND #        YES   NO       
      Explain:   
                                 

              
 

Investigation #2    
 

 IND #        YES    NO     
      Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 
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Investigation #1    

 
YES       NO     
Explain:    Explain:  

                 
  
 
 Investigation #2    

 
YES        NO     
Explain:    Explain:  

              
         

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
================================================================= 
                                                       
Name of person completing form:  Alison Blaus, RAC                     
Title:  Regulatory Health Project Manager 
Date:  26 December 2012 
                               
Name of Division Director signing form:  Norman Stockbridge, M.D., Ph.D. 
Title:  Division Director, Cardiovascular & Renal Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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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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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  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 202155 
 GENERAL ADVICE 
 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b)(1) of the Federal Food, 
Drug, and Cosmetic Act for ELIQUIS (apixaban) Tablets. 
 
We also refer to your February 14, 2012 submission, containing revised carton and container labeling in 
response to our February 1, 2012 advice letter. 
 
We have reviewed the above referenced material and have the following additional comments: 
 
Container Label and Unit-Dose Carton Labeling (2.5 mg and 5 mg) 
 
1. We acknowledge that the boxing around the “Rx only” statement on the Principal Display Panel 

(PDP) was removed, but the prominence of the “Rx only” statement persists with the bold type font. 
Debold the “Rx only” statement. 

2. It is not clear if the lot and expiration date are included. Ensure the lot and expiration dates are 
included on all container labels and carton labeling in accordance with 21 CFR 201.17 and 21 CFR 
201.18. 

 
Hospital Unit-Dose Blister Card Labels (2.5 mg and 5 mg) 
 
 The 2.5 mg and 5 mg hospital unit dose labels blister cards still remain too similar in appearance, 

with the only notable exception in the boxing around the 5 mg strength. There is no distinguishing 
typography or color that differentiates the two strengths. To avoid selection errors, provide adequate 
visual difference between the 2.5 mg and 5 mg strengths through additional means such as 
typography and/or color. 

 
Professional Sample Carton Labeling (5 mg) 
 
 The use of the  color block, which matches the font color of your proprietary name, on 

the left side of the principle display panel, is distracting and should be removed. Additionally, in the 
future, should you wish to distribute professional samples of the 2.5 mg strength in a similar carton, 
the extensive use of this color block will minimize the strength differentiation in your professional 
sample product line. 
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If you have any questions, please call: 
 

Alison Blaus 
Regulatory Project Manager 
(301) 796-1138 

 
Sincerely, 

 
       {See appended electronic signature page} 
 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 202155 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
We acknowledge receipt on September 17, 2012, of your September 17, 2012 resubmission of your new 
drug application (NDA) submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act 
for Eliquis (apixaban) tablets. 
 
We also acknowledge receipt of your pre-submissions dated August 22 and 31, 2012. 
  
We consider this a complete, class 2 response to our June 22, 2012, action letter.  Therefore, the user fee 
goal date is March 17, 2013. 
 
If you have any questions, please call: 
 

Alison Blaus 
Regulatory Project Manager 
(301) 796-1138 

 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Edward Fromm, R.Ph., RAC 
Chief, Project Management Staff 
Division of Cardiovascular & Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 

Reference ID: 3195063



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

ALISON L BLAUS
09/26/2012

EDWARD J FROMM
09/26/2012

Reference ID: 3195063



















NDA/BLA # 202155 
Page 4 
 

Version:  1/27/12 
  

 
• [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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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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NDA 202155  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your September 28, 2011, New Drug Application (NDA) submitted under section 
505(b)(1) of the Federal Food, Drug, and Cosmetic Act for ELIQUIS (apixaban) Tablets. 
 
On January 31, 2012, we received your January 31, 2012 unsolicited major amendment (ARISTOTLE 
site 1200 data integrity issues) to this application.  The receipt date is within three months of the user fee 
goal date.  Therefore, we are extending the goal date by three months to provide time for a full review of 
the submission.  The extended user fee goal date is June 28, 2012. 
 
In addition, in accordance with the “PDUFA REAUTHORIZATION PERFORMANCE GOALS AND 
PROCEDURES – FISCAL YEARS 2008 THROUGH 2012,” the timeline for communicating labeling 
changes and/or postmarketing requirements/commitments, provided in our November 28, 2011, filing 
communication letter, no longer applies and no new timeline will be provided. 
 
If you have any questions, please call: 
 

Alison Blaus 
Regulatory Project Manager 
(301) 796-1138. 

 
Sincerely, 

 
       {See appended electronic signature page} 
 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 202155 INFORMATION REQUEST 

 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for Eliquis (apixaban) tablets. 
 
The Office of Scientific Investigations (OSI) have the following requests for information: 
 
 Please describe the specific duties and involvement of BMS Senior Clinical Site Manager  in 

the ARISTOTLE study.   In addressing our query, please provide 

o a listing of all sites where  was involved and the dates of her involvement.  

o her roles and responsibilities with respect to each of the sites through the conduct of the study 
as well as post-study activities.    

o a description of  involvement in oversight of monitoring activities.   

 Please describe the specific duties and involvement of CRA Mr.  in the ARISTOTLE study.  
Please provide details of his duties and involvement at Site 1200 and other Chinese sites and non-
Chinese sites, including dates. 

 Please identify all the sites that were monitored by  Please describe the specific duties and 
involvement of  in the ARISTOTLE study.  

 Please provide the resumes of   and  

 Please provide names and dates of employment of the other (BMS) individuals that were fired, as 
referred to in your Investigation Report (dated January 26, 2012). 

 Please explain why  did not pass along the full listing of GCP issues identified at Site 1200 to 
BMS Global Team? 

 What was the purpose of the USB drive referred to in the BMS report? What records did it contain? 
Was it password protected? 

 At Site 1200, what sections of the outpatient records contained penciled notations that were later 
erased?  Please describe the contents of the penciled notations that were erased.  Please list all other 
occurrences of source documents or case report forms that appeared to have been altered in a manner 
meant to evade auditing. 
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 Please provide the names of all CROs that monitored the ARISTOTLE study and the 
locations/regions monitored by each.  For China sites, please provide the name of CRO that 
conducted monitoring; if more than one, provide dates of monitoring coverage. 

 Please describe in detail BMS interactions, oversight, and supervision of actions of Senior Clinical 
Site Managers. Please also describe in detail BMS interactions, oversight, and supervision of actions 
of all other individuals responsible for monitoring the conduct of ARISTOTLE. 

 Please clarify why the GCP violations at site 1200 were not discovered while the trial was being 
conducted.  Please compare and evaluate the site monitoring at this site to other sites in ARISTOTLE. 

 
We respectfully request a formal response to the above request as expeditiously as possible. 
 
If you have any questions, please contact: 
 

Alison Blaus 
Regulatory Project Manager 
(301) 796-1138 

 
 

Sincerely, 
 

{See appended electronic signature page} 
 
Stephen M. Grant, M.D.  
Deputy Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 202155 
  
 MEETING MINUTES 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for ELIQUIS (apixaban) Tablets. 
 
We also refer to the meeting between representatives of your firm and the FDA on February 9, 2012.  The 
purpose of the meeting was to discuss your February 7, 2012 submission, an analysis of the medication 
errors that occurred in your Phase 3 trial ARISTOTLE. We also discussed the Division’s letter dated 
February 8, 2012 requesting that CRF 800 be collected for each patient in the trial. This meeting was 
scheduled to discuss your analysis of the medication errors, the Division’s letter, and the impact of these 
errors on the interpretability of ARISTOTLE.  
 
A copy of the official minutes of the meeting is enclosed for your information.  Please notify us in writing 
of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, please call Alison Blaus, Regulatory Project Manager, at (301) 796-1138. 
 

Sincerely, 
 
       {See appended electronic signature page} 
 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 
 
ENCLOSURE: 

Meeting Minutes 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type:  A 
Meeting Category:  Guidance 
Meeting Date and Time:  February 9, 2012 at 2pm  
Meeting Location:   10903 New Hampshire Avenue 

    White Oak Building 22, Conference Room: 1309 
    Silver Spring, Maryland 20903 

Application Number:  NDA 202155 
Product Name:  apixaban 
Indication:  non-valvular atrial fibrillation 
Applicant Name:  Bristol-Myers Squibb & Pfizer Inc. 
Meeting Chair:  Norman Stockbridge, M.D., Ph.D. 
Meeting Recorder:  Alison Blaus 
 
FDA ATTENDEES 
Office of New Drugs, Division of Cardiovascular & Renal Products 
Norman Stockbridge, M.D., Ph.D. Director 
Stephen Grant, M.D.  Deputy Director 
Martin Rose, M.D, JD Clinical Reviewer 
Nhi Beasley, Pharm.D. Clinical Reviewer 
Edward Fromm, R.Ph., RAC Chief, Project Management Staff 
Alison Blaus   Regulatory Health Project Manager 

Office of Biostatistics 
James Hung, Ph.D.   Director, Division of Biometrics I 
Steve Bai, Ph.D. Statistician 
 
APPLICANT ATTENDEES 
Bristol-Myers Squibb Attendees 
Linda Gambone, Ph.D.   Associate Director, Regulatory Affairs 
Joseph Lamendola, Ph.D.  VP, Regulatory Affairs 
Anthony Waclawski, Ph.D.  VP, Regulatory Affairs 
Math Hukklehoven, Ph.D.  Senior VP, Regulatory Affairs 
Elora Gupta, Ph.D.   Director, Regulatory Affairs 
Victoria Demby, Ph.D.    Manager, Regulatory Affairs 
Jack Lawrence, M.D.   VP, Apixaban Development Lead 
Michael Hanna, M.D.   Group Medical Director  
Fred Fiedorek, M.D.   VP, Global Clinical Research 
Robert Wolf, M.D.   VP, Global Clinical Research 
Brian Daniels, M.D.   Senior VP, Global Development & Medical Affairs 
Elliot Levy, M.D.   Senior VP/Global Pharmacovigilance and Epidemiology 
Puneet Mohan, MBBS, M.D., PhD Executive Director, Medical lead 
Lorraine Rossi    Sr. Clinical Operations Lead 
Susan Mullin    Associate Director Protocol Management 
Kristin Dawson    Associate Director, Biostatistics 
Jerry Wang    Director, Biostatistics 
Sunil Nepal, Ph.D.   Principal Biostatistician 
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2. DISCUSSION 
 
2.1. Process Related Discussion 
 

2.1.1. Investigator Site Staff Role 
 

 The applicant explained that when new investigational product (IP) was needed, the 
clinical site staff would contact IVRS and receive a new container number. The site staff 
would record or remember that number and then re-enter that number on the eCRF but 
the applicant believed that did not always happen immediately. Anywhere between 15 
minutes to 24 hours later, IVRS would follow-up with a fax or email confirming the 
container number provided via phone. This fax/email was kept in the patient’s source 
documentation.  

 Once the IP was pulled and dispensed, someone at the site (the investigative staff or 
pharmacist) would peel off the side panel sticker that included the unblinding sticker, and 
affix it to CRF 800 (or the site’s equivalent of CRF 800).  At sites where pharmacists 
pulled the containers, the container labels may have been kept in the pharmacy and not 
among the subjects’ source documents.  

o Post Meeting Note: The applicant confirmed later noted that they could not 
confirm whether the labels were kept in the pharmacy or the patient’s source 
documentation and that the process varied from site to site. 

 
2.1.2. Clinical Site Monitors Role 

 
 In slide six, the applicant reviewed the site monitor’s role in source data verification 

(SDV). The applicant noted in slide six that all critical fields were 100% source data 
verified, but later confirmed that the IP related fields were not considered “critical fields” 
and per the monitoring plan were checked in 1:2 subjects during early site monitoring and 
later in only 1:5 subjects. The applicant noted that sites that had protocol deviations or 
significant number of errors detected by data management or monitors would not be able 
to reduce their level of source data verification to 1:5. The applicant, however, said that 
there was not a set threshold of errors and that it was determined on a site by site basis.  

 In those subjects with 100% SDV (1:2 or 1:5), the monitor was suppose to compare the 
container number from the IVRS fax/email to the eCRF to the panel sticker removed 
from the bottle. The Agency was unclear if the monitor verified the labels for those cases 
when the pharmacist removed the panel sticker and retained it in the pharmacy since it 
was not part of the subject’s source documents.  The applicant could not confirm this at 
meeting.  

o Post Meeting Note: The applicant followed up with the CRO that monitored the 
study (PPD) and all monitors were instructed to review the panel stickers, no 
matter if it resided in the patient file or the pharmacy.  

 The applicant cited 218 instances of incorrect IP being dispensed identified by the site 
monitoring.  Programming, comparing the container number in the eCRF data to the 
IVRS data, picked up the medication error 1654 times.   

 
2.1.3. Impact of Data Errors 

 
 The Division stated that they did not understand why most of these errors were detected 

by data management and not by site monitors because the site monitors should have had 
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access to all three pieces of source documentation.  The Division wondered if this fact 
indicated that the quality of site monitoring was inadequate. 

 The Division stated that they believed it likely that the applicant would be able to 
demonstrate that medication errors alone would not significantly change the apparent 
outcome of ARISTOTLE.   However, it was concerned by a pattern of inadequate trial 
conduct and oversight (i.e., problems in monitoring at a site in China and the potential 
unblinding due to differences in sizes of placebo and active apixaban).  The Division was 
uncertain whether it was reasonable to assume that the problems in trial conduct 
identified by the review team were all or even most of the significant problems.  

 
2.2. Next Steps 
 

 Dr. Stockbridge asked the applicant what they could do to put these errors in perspective. 
The option of conducting a sensitivity analysis of the data, taking into account the error 
rate of medication errors already observed was discussed, and how many more errors 
would have to be observed, assuming the same error rate, to overturn the non-inferiority 
and the superiority findings.  

 The Division also suggested the applicant review the CRF 800s that they have in house 
(both original and scanned/faxed copies from the site) and compare the container 
numbers to the IVRS  and the eCRF data. It would be helpful to note what  errors are 
found in that subset of CRFs. 

 The Division also suggested that the applicant attempt to provide a quantifiable analysis 
of study monitoring.   

 The applicant also agreed to prepare a detailed description of the monitor’s 
responsibilities during the trial, sample monitoring reports prepared during the trial, and 
the level of oversight that was conducted over the trial as a whole and any corrective 
action if any that was done to rectify the issue on a study level and not just at the site.  

 The applicant agreed to provide a number of analyses and data to the Agency via 
Gateway on or before February 21, 2012.  

 The Division indicated that the submission of new analyses may require a 3 month 
extension of the PDUFA deadline but that no decision had been made to do so.  

 
 
3.0 ACTION ITEMS 
 

Action Item/Description Owner Due Date 

List of information requested 
by the Division as a result of 
the February 7, 2012 
submission and the February 
9, 2012 meeting.  

FDA Provided to the applicant via 
email on February 10, 2012. 
This list appears at 
Attachment II to these minutes 

Applicant to provide a written 
response to Attachment II 

Applicant To be formally submitted and 
received no later than 
February 21, 2012 
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NDA 202155 – 9Feb12 Medication Error Meeting – List of Requests 

 

 
1. Please verify that the investigational product that each subjects received was the one assigned 

by the IVRS number and eCRF number.  We suggest that you do the following: 
 Scan all CRF800s (or their equivalent) that you have available and submit as one pdf 

document bookmarked for each USUBJID 
 Submit analyses comparing the container numbers on CRF 800 to that in the IVRS data 

set (KITTASSGN) to that in the eCRF.  Please submit the data sets containing the 
CRF800s, the data set containing the container numbers in the eCRF, your analysis 
data set, the SAS codes used for your analysis and, if applicable, the SAS code used to 
create the datasets.) 

 Provide a data set of all treated subjects in ARISTOTLE with the following columns 
a. USUBJID 
b. Flag if  CRF 800 is available 
c. the number of bottles dispensed per subject 
d. number of labels on CRF800 per subject 
e. Number of label bottle numbers (ie., bottle numbers from labels) not 

included in IVRS database for same subject 
f. Number of IVRS database bottle numbers not included in label bottle 

numbers for same subject 
g. Number of IVRS database bottle numbers that do not match eCRF bottle 

numbers for same subject 
h. Flag for CRF800 available (See note that follows) 
i. Flag for those container numbers obtained from CRF (or its equivalent) vs. 

those obtained from a scan/fax of CRF 800 (or its equivalent) 
 

 Note:  There are subjects with CRF 800 that are not included in your  current CRF 
800 table.  If you can complete in a timely manner, we suggest you include all 
subjects with CRF800 in the above analyses and requests.  This may require scanning 
each CRF for CRF800. 

 
2. Provide an example of a monitoring report from ARISTOTLE from a site at which at least 

two patients were identified as receiving incorrect study medication 
 
3. TTR 
 

a. Provide TTR calculations: (1) including and (2) excluding time while taking 
medication from bottles dispensed in error.  Exclude the first week on therapy and 
other types of therapy interruptions.  

b. Provide summary statistics for warfarin arm patients who received placebo for 
warfarin for:  (1)change from last INR on active warfarin to first INR on  placebo for 
warfarin; (2) change in warfarin dose after  first INR on placebo (3) major bleeding 
rate in the first 60 days after reinstitution of therapy with active warfarin study drug 
following the medication error that led to administration of placebo for warfarin. (4) 
major bleeding rate while on placebo for warfarin as result of medication error 

     
4. Please provide an analysis exploring how many medication errors would likely be needed to 

make the results of the efficacy and safety analyses no longer significantly better (for efficacy 
please analyze both superiority and non-inferiority) – assume that the outcomes during the 
period of that the wrong investigational product administration match those observed (Please 
include raw, analysis and SAS codes) 
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NDA 202155 – 9Feb12 Medication Error Meeting – List of Requests 

 

 
5. Provide a detailed description of the monitoring done in ARISTOTLE and particularly 

regarding review of medication information/medication errors. Include the frequency of 
monitoring visits, description of any blinded aggregate reports generated during the trial to 
assess the quality of monitoring/site conduct, and a listing of the sites that per protocol 
deviations seen were reverted back or kept at 100% SDV.  

 
6. Please submit your analyses datasets and SAS codes for the tables in the main section of your 

Response to the Medication Errors (submission 36, dated February 7, 2012). 
 
7. All of the analyses in the Response to Medication Errors are presented by randomized 

treatment group.  Please present the event rate data for ISTH major bleed, stroke/se, and all 
cause death by the treatments the patient was actually receiving at the time of the event, 30 
days, 60 days and 90 days after the incorrect treatment was received.  Please submit these 
data sets and the SAS codes used for the analyses. 
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Blaus, Alison 

From: Blaus, Alison

Sent: Wednesday, February 08, 2012 12:47 PM

To: 'Gambone, Linda'

Subject: RE: NDA 202155 - Jan2012 DMEPA Advice Letter-follow up

Page 1 of 2

2/13/2012

Hi Linda- 
  
I would like to confirm that the comments received in the 1Feb12 advice letter also apply to the carton/container 
labels for the samples of Eliquis. The rationale for this change is the same, to result in optimized readability. 
  
Please retain this email as documentation.  
Thank you for raising the question.  
Kind regards, 
Alison 
 

From: Gambone, Linda [mailto:Linda.Gambone@bms.com]  
Sent: Monday, February 06, 2012 4:02 PM 
To: Blaus, Alison 
Subject: FW: NDA 202155 - Jan2012 DMEPA Advice Letter-follow up 
 
Hi Alison, 
Just checking in if you have some insight on this  DMEPA clarification‐below. 
The team is moving forward with adjusting all comments for the patient packaging as described in the letter. 
 
We just wanted to make sure the comments did/or did not also apply to the one component, which is our 5 mg 
sample carton container? As this was not addressed in the letter.  (This will have impact on promotional pieces, 
so we want to make sure everything is clear). 
  
Thanks, 
Linda 
  

From: Gambone, Linda  
Sent: Friday, February 03, 2012 3:22 PM 
To: 'Blaus, Alison' 
Subject: RE: NDA 202155 - Jan2012 DMEPA Advice Letter 
  
Hi Alison, 
We had one clarification:  the letter only addressed our carton/container labels for bottles and blisters for 
patient dispensing which we will address. 
But there was no feedback on our proposal for sample packaging, which does include ELIQUIS all caps and 
graphic of additional reduced prominence. 
  
Would we assume that our previous proposal for sample packaging is ok?  (i.e. we could maintain these 
elements for sample only)? 
  
Thanks, 
Linda 
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From: Blaus, Alison [mailto:Alison.Blaus@fda.hhs.gov]  
Sent: Wednesday, February 01, 2012 9:07 AM 
To: Gambone, Linda 
Subject: NDA 202155 - Jan2012 DMEPA Advice Letter 
  
Hi Linda - 
  
Please find attached DMEPA's comments regarding your 15Dec11 carton/container submission. Please review 
the letter and amend your labeling accordingly. Please then submit to the Agency. If you could please submit no 
later then two weeks from now (COB 14Feb12), it would be much appreciated. We are struggling to stay on our 
timelines. 
  
Thank you in advance! 
Alison 
  
Alison Blaus  
Regulatory Health Project Manager  
Division of Cardiovascular and Renal Products  
Center for Drug Evaluation and Research  
Food and Drug Administration  
alison.blaus@fda.hhs.gov  
p:(301) 796-1138  
f:(301) 796-9838  
  
Address for desk and courtesy copies: 
Food and Drug Administration 
10903 New Hampshire Avenue 
White Oak, Building 22, Room 4158 
Silver Spring, MD 20993 
  
Address for official submissions to your administrative file: 
Division of Cardiovascular and Renal Products  
FDA, CDER, HFD-110  
5901-B Ammendale Rd.  
Beltsville, MD 20705-1266 
  
  

This message (including any attachments) may contain confidential, proprietary, privileged and/or private 
information. The information is intended to be for the use of the individual or entity designated above. If you are 
not the intended recipient of this message, please notify the sender immediately, and delete the message and any 
attachments. Any disclosure, reproduction, distribution or other use of this message or any attachments by an 
individual or entity other than the intended recipient is prohibited.
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NDA 202155 INFORMATION REQUEST 

 
 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for Eliquis (apixaban) tablets. 
 
We also refer to your February 7, 2012 submission, containing your analysis and description of the 
magnitude and impact of the medication errors that occurred during the ARISTOTLE (CV185030) 
clinical trial. This description also included how and when these medication errors were detected.  
 
In our follow-up teleconference on February 7, 2012, you stated that you cannot verify that the serial 
number entered on the CRF was the serial number of the drug dispensed to a subject.  After the IVRS sent 
a serial number for the medication to be dispensed to a subject, the investigator was supposed to record 
contemporaneously the serial number onto the CRF but you cannot verify the time at which the serial 
number was actually recorded. You also indicated that you believe that on occasion the serial number was 
entered much later due to problems with electronic data entry.  Also within 24 hours the serial number 
was also transmitted via email or fax and so it was possible that investigators used that email or fax as a 
source for recording the serial number in the CRF instead of the serial number of the drug actually 
dispensed. Therefore, we are not confident that all of the medication errors that occurred during 
ARISTOTLE have been identified, lessening confidence in the accuracy of the conclusions on impact you 
have provided.  
 
The panel sticker that was removed from each bottle and placed on CRF 800 could provide accurate 
information. Therefore, we request that all CRF 800s be obtained from the investigative sites for all 
subjects in order to determine which drug was actually dispensed. The panel stickers should then be 
scanned, entered into the database, and compared to the bottle numbers that the IVRS transmitted to the 
site for each patient. This analysis will provide a more accurate picture of the extent of the medication 
errors. 
 
If upon receipt of this letter you would like to meet and discuss the information requested, the subsequent 
analysis, or the impact on the timelines, we will make ourselves available.  
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If you have any questions, please call: 
 

Alison Blaus 
Regulatory Project Manager 
(301) 796-1138 

 
Sincerely, 

 
       {See appended electronic signature page} 
 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 

Reference ID: 3084787



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

NORMAN L STOCKBRIDGE
02/08/2012

Reference ID: 3084787



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202155 INFORMATION REQUEST 

 
Bristol-Myers Squibb Company 
Attention: Linda Gambone, Ph.D., Associate Director 
P.O. Box 4000 
Princeton, NJ 08543 
 
Dear Dr. Gambone: 
 
Please refer to your new drug application submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for BMS-562247 apixaban tablet. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 

 
1. Confirm that changes to all manufacturing process parameters beyond the ranges 

provided in the application, will be communicated to the Agency via the appropriate 
mechanism as outlined in 21 CFR 314.70. 
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If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh K. Sood, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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NDA 202155  
PRE-APPROVAL REMS NOTIFICATION 

 
 
 
Bristol-Myers Squibb Company 
Attention: Linda Gambone, Ph.D. 
Associate Director, GRS-US Liaison 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
Dear Dr. Gambone: 
 
Please refer to your September 28, 2011, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for Eliquis (apixaban) 2.5 mg and 
5 mg tablets. 
 
Section 505-1 of the FDCA authorizes FDA to require the submission of a risk evaluation and 
mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure that 
the benefits of the drug outweigh the risks [section 505-1(a)].   
 
In accordance with section 505-1 of FDCA, we have determined that a REMS is necessary for 
Eliquis to ensure the benefits of the drug outweigh the increased risk of thrombotic events, 
including stroke, if Eliquis is discontinued 
 
Your proposed REMS must include the following: 
 

 
Communication Plan: We have determined that a communication plan targeted to 
healthcare providers who are likely to prescribe Eliquis will support implementation of 
the elements of your REMS.  The communication plan must provide for the 
dissemination of information about the increased risk of thrombotic events, including 
stroke, if Eliquis is discontinued.  The communication plan will be required for 2 years. 
 
The communication plan must include, at minimum, the following: 

• Dear Healthcare Professional letter distributed to appropriate prescribers 
• Eliquis REMS website 
• Letters to Professional Organizations 

 
Timetable for Submission of Assessments:  The proposed REMS must include a 
timetable for submission of assessments that shall be no less frequent than 18 months, 
three years, and seven years after the REMS is initially approved.  To facilitate inclusion 
of as much information as possible while allowing reasonable time to prepare the 
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submission, the reporting interval covered by each assessment should conclude no earlier 
than 60 days before the submission date for that assessment. For example, the reporting 
interval covered by an assessment that is to be submitted by July 31st should conclude no 
earlier than June 1st. 
 

 
Your proposed REMS submission should include two parts: a “proposed REMS” and a “REMS 
supporting document.”  Attached is a template for the proposed REMS that you should complete 
with concise, specific information pertinent to Eliquis (see Appendix A).  Additionally, all 
relevant proposed REMS materials including communication materials should be appended to 
the proposed REMS. Once FDA finds the content acceptable and determines that the application 
can be approved, we will include these documents as an attachment to the approval letter that 
includes the REMS.  The REMS, once approved, will create enforceable obligations. 
 
The REMS supporting document should be a document explaining the rationale for each of the 
elements included in the proposed REMS and the plan for REMS assessments (see Appendix B).  
 
Before we can continue our evaluation of this NDA, you will need to submit the proposed 
REMS. 
 
 
For administrative purposes, designate the proposed REMS submission as “PROPOSED REMS 
for NDA 202155” and all subsequent submissions related to the proposed REMS as 
“PROPOSED REMS for NDA 202155 -AMENDMENT.”  If you do not submit electronically, 
please send 5 copies of your REMS-related submissions. 
 
We request that you submit your proposed REMS and other REMS-related materials in Word 
format.  Submission in Word format assists in the review of these materials and Word documents 
can efficiently be made compliant with Section 508 (29 U.S.C. Section 794d) to ensure timely 
posting of the document on the website upon approval.  It is preferable that the entire REMS 
document and attached materials be in a single Word document.  If certain documents such as 
enrollment forms are only in PDF format, they may be submitted as such, but the preference is to 
include as many as possible be in a single Word document. 
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If you have any questions, please call: 
 
Alison Blaus 
Regulatory Project Manager 
(301) 796-1138 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Mary Ross Southworth, PharmD 
Deputy Director for Safety 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
 

 
ENCLOSURES: 
 REMS Appendices A and B 
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NDA 202155 
 GENERAL ADVICE 
 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for ELIQUIS (apixaban) Tablets. 
 
We also refer to your December 15, 2011, submission, containing a response to our November 30, 2011 
advice letter that provided comments regarding your proposed carton and container labeling. 
 
Upon review of the above referenced revised labeling, we have the following comments: 
 
Container Label for 2.5 mg and 5 mg (60 count and 180 count): 
 

1. Revise the presentation of the proprietary name from all upper case letters (ELIQUIS) to title case 
(Eliquis) to improve readability.  The literature involving the reading of all CAPITAL letters 
versus Title case letters supports using title case.  “The lower-case printing is much more legible 
than all-capital printing due to the fact that lower-case letters have more character in terms of 
variation in shape and the contrasting of ascenders and descenders with short letters…Thus words 
formed from lower case letters have unique outline pattern, and familiar words can be read as a 
whole, while all-capital words have no distinct pattern and slow down readers.1”   

 
2. We acknowledge that you did reduce the size of the graphic located above the proprietary name; 

however, it is still overly prominent.   Minimize this graphic so it does not compete with the 
prominence of the proprietary name.  

 
3. We note that you have changed the colors utilized for strength differentiation.  However, the 

differentiation can be improved on the carton labeling by increasing the size of the box 
highlighting to make the strength more prominent.   

 
Unit Dose Carton Labeling (2.5 mg and 5 mg): 
 

• See comments one through three above 
 
 

                                                           
1 Bloodsworth, J. G. (1993). Legibility of Print.  Aiken, SC:  Historical Materials (060)—Information Analysis 
(070), University of South Carolina at Aiken (ERIC Documents Reproduction Service No. ED 355 497) 
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Please revise your labeling accordingly and submit to the NDA.  
 
If you have any questions, please call Alison Blaus, Regulatory Project Manager, at (301) 796-1138. 
 

Sincerely, 
 
       {See appended electronic signature page} 
 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 202155 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
 
Bristol-Myers Squibb Company 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
ATTENTION:   Linda Gambone, Ph.D. 
   Associate Director, GRS-US Liaison 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) dated September 28, 2011, received September 28, 
2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Apixaban Tablets, 
2.5 mg and 5 mg. 
 
We also refer to your October 4, 2011, correspondence, received October 4, 2011, requesting review of 
your proposed proprietary name, Eliquis.  We have completed our review of Eliquis and have concluded 
that it is acceptable.  
 
Eliquis will be re-reviewed 90 days prior to the approval of the NDA.  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 October 4, 2011 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 Nina Ton, Safety Regulatory Project Manager in the Office of Surveillance and 
Epidemiology, at (301) 796-1648.  For any other information regarding this application contact the Office 
of New Drugs (OND) Regulatory Project Manager, Alison Blaus at (301) 796-1138. 
 

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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If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh K. Sood, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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NDA 202155 
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Bristol-Myers Squibb Company 
Attention: Porter P. Layne 
Group Director, GRS 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Layne: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Apixaban Tablets; 2.5 mg and 5 mg tablets. 
 
We will be performing methods validation studies on Apixaban FCT, 2.5 mg tablets, as 
described in NDA 202155. 
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 
SAMPLE AND STANDARDS 

 
FILTERS FOR SAMPLE ANALYSIS 
100  
100  
 
HPLC COLUMNS 
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Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 
Attn: James F. Allgire 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

 
Please notify me upon receipt of this letter.  If you have questions, you may contact me by 
telephone (314-539-3813), FAX (314-539-2113), or email (James.Allgire@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
James F. Allgire 
Team Leader 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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NDA 202155 
 FILING COMMUNICATION 
 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) dated September 30, 2011, received September 28, 
2011, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act, for ELIQUIS 
(apixaban) Tablets. 
 
We also refer to your submissions dated October 4, 7, 13, 14, 19, 28, November 4, 10, 17, 18, 22, 
December 2 and 7, 2011. 
 
During our filing review of your application, we identified the following potential review issues: 
 

1. We do not understand why you recommend a dose of 2.5 mg BID for patients with any 2 of the 3 
following criteria: age ≥ 80 years, body weight ≤ 60 kg and serum creatinine ≥1.5 mg/dL.  It does 
not appear that this recommendation is based on exposure matching.  In your response please 
provide the pharmacokinetic data as well as any exposure-outcome information that supports your 
proposed dose. 

2. Please submit a rationale, with supportive data, for the strategy you recommend for transitioning 
patients from apixaban to warfarin.                                                                                    

 
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. 
 
During our preliminary review of your submitted labeling, we have also identified the following labeling 
format issues: 

 
1. To improve readability, in HIGHLIGHTS under DOSAGE AND ADMINISTRATION, please 

bullet each dose and its corresponding information. 

2. For clarity, please define all abbreviations and acronyms upon its first appearance in the Full 
Prescribing Information (FPI). 
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3. When writing numbers with symbols or units, insert a space between the number, symbol, or unit 
for better readability. For example revise “2.7%” to read “2.7 %” and “81mg” to “81 mg”. In 
addition, provide each unit of measure with each number. 

4. Please consider stating numbers greater or equal to 1,000 with a comma to prevent the reader 
from misinterpreting thousands “1000” as hundreds “100”. 

5. Please delete the registered trademark symbol, “®”, that appears after every “ELIQUIS” 
throughout the FPI. The registered trademark symbol is acceptable only once in FPI and it already 
appears in Section 1. 

6. In the DOSAGE AND ADMINISTRATION subsection 2.1, Recommended Dose does not state 
that Eliquis (apixaban) is scored or is intended to be divided or split in half. Since the tablets are 
not scored, revise to statement “Eliquis (apixaban) 5 mg tablets and Eliquis (apixaban) 2.5 mg 
tablets are to be swallowed whole and not crushed or chewed. Dosage will be individualized 
based on individual patient medical needs.” 

7. Please delete subsection 2.7, Pediatric and Adolescent. Since there is no recommendation to 
provide for this patient population, please only note this in Section 8, SPECIFIC 
POPULATIONS. 

8. In Section 4, CONTRAINDICATIONS, please list only known hazards and not theoretical 
possibilities (i.e., ).  If the contraindication 
is not theoretical, describe the type and nature of the adverse reaction. Also, if there is a listed 
Contraindication, there must be an analogous subsection in WARNINGS AND 
PRECAUTIONS (Section 5). Therefore, if you believe that this is not a theoretical concern, 
please add a new warning. 

9. Per 21 CFR 201.57, if there have been no studies in the pediatric patient population, subsection 
8.4 should read as follows verbatim: 

“Safety and effectiveness in pediatric patients have not been established” 

10. In Section 16, HOW SUPPLIED/STORAGE AND HANDLING, please list all packaging 
options, including DNC numbers. For example, please also list the Hospital Unit Dose labels for 
blister packs.   

We request that you resubmit labeling that addresses these issues no later then December 27, 2011.  The 
resubmitted labeling will be used for further labeling discussions. 
 
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. 
 
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. 
 
Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and Cosmetic Act 
(the Act) may also qualify for pediatric exclusivity under the terms of section 505A of the Act.  If you 
wish to qualify for pediatric exclusivity please consult the Division of Cardiovascular and Renal Products.  
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Please note that satisfaction of the requirements in section 505B of the Act alone may not qualify you for 
pediatric exclusivity under 505A of the Act. 
 
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. 
 
If you have any questions, please contact:  

 
Alison Blaus  
Regulatory Project Manager 
(301) 796-1138 

 
 
Sincerely, 

 
       {See appended electronic signature page} 
 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 202155 
 GENERAL ADVICE 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for ELIQUIS (apixaban) Tablets. 
 
We also refer to your September 30, 2011 submission, received September 28, 2011, containing your 
proposed carton and container labels for ELIQUIS (apixaban) Tablets. 
 
Upon review of your abovereferenced carton and container labels, we have the following comments and 
recommendations: 
 
A. General Comments: 
 

Since all packaging configurations are not unit of use, please ensure that enough medication 
guides are provided such that the dispenser can be provide one medication guide with each new 
or refilled prescription in accordance with 21 CFR 208.24(b)(1). 

 
B. Container Label for 2.5 mg and 5 mg (60 count and 180 count): 
 

1. Please revise the presentation of the proprietary name from all upper case letters (ELIQUIS) 
to title case (Eliquis) to improve readability. 

2. The graphic design above the proprietary name is too prominent and distracting. Please 
decrease the prominence of the graphic design to optimize readability. 

3. We note that the established name is half the size of the proprietary name. However, the 
established name lacks prominence commensurate with the proprietary name. Please increase 
the prominence of the established name taking into account all pertinent factors including 
typography, layout, contrast and other printing factors in accordance with  
21 CFR 201.10(g)(2). 

4. Please revise the presentation of the dosage form so that it is commensurate with the 
prominence of the active ingredient (established name). 

5. The 2.5 mg and 5 mg strengths are not well differentiated from each other. The  
 colors are prominent on each label minimizing the strength differentiation. For 

example the color used for the established name is  which appears on both the 2.5 mg 
and 5 mg label. The same  color is used to differentiate the 2.5 mg strength. Similarly, 
the color used for the proprietary name of the 5 mg is identical to the color used for the 
strength presentation and the same  color is used on the 2.5 mg label. This minimizes 
the contrast between the 2.5 mg and 5 mg strength. To avoid selection errors, please revise 
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the labels to provide more visual differences between the two strengths by using unique 
colors for each strength. 

6. Please decrease the prominence of “Rx only” and remove boxing around “Rx only” on the 
Primary Display Panel (PDP). 

 
C. Unit Dose Carton Labeling (2.5 mg and 5 mg): 
 

1. Please see comments B 1 through B 5 above. 
2. Please also ensure the lot and expiration date are included on the carton label in accordance 

with 21 CFR 201.17 and 21 CFR 201.18 
 
D. Hospital Unit-Dose Blister Card labels (2.5 mg and 5 mg): 
 

The 2.5 mg and 5 mg hospital unit dose labels blister cards are identical in appearance. There is 
no distinguishing typography or color that differentiates the two strengths. In a hospital setting 
the unit dose blisters do not always remain in the unit dose carton provided. To avoid selection 
errors, please provide adequate visual difference between the 2.5 mg and 5 mg strengths. 
 

E. Professional Sample Carton Labeling (5 mg): 
 

1. See comments B 1, 2, and 3 above. 
2. Please remove or reduce the prominence of the graphic design from the lower one-third of the 

primary display panel. This distracts from “DISPENSE MEDICTION GUIDE TO EACH 
PATIENT” statement. 

 
F. Professional Sample Blister Card (5 mg): 

 
Professional samples are dispensed to patients for use at home. The Agency recommends using 
containers compliant with the Poison Prevention Protection Act (PPPA) designed with Child 
Resistant Closures (CRC). This may help mitigate exposure of children to this medication when used 
in the home setting. 

 
If you have any questions, please call Alison Blaus, Regulatory Project Manager, at (301) 796-1138. 
 

Sincerely, 
 
       {See appended electronic signature page} 
 

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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FILING MEETING DISCUSSION: 
   
GENERAL 
 
• 505(b)(2) filing issues? 
 

 
If yes, list issues:       

 
 

  Not Applicable 
  YES 
  NO 

• Per reviewers, are all parts in English or English 
translation? 

 
If no, explain:  

 

  YES 
  NO 

 

• Electronic Submission comments   
 

List comments: CSRs for ARISTOTLE, 
AVERROES and APPRAISE-2 are not per ICH E3 

  

  Not Applicable 
 

CLINICAL 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical study site(s) inspections(s) needed? 
   

If no, explain:  
 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:  

 
 
If no, for an original NME or BLA application, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease 

 

  YES 
Date if known:   

  NO 
  To be determined 

 
Reason: Although a NME, there have 
been priors in this class and no issues 
so far that need input from Advisory 
Committee Members. 
 
 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 
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• If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

 
Comments:       

 

  Not Applicable 
  YES 
  NO 

CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
 
 
 
Comments: Issues/Information Request already 
provided to the sponsor and will be submitted to the 
NDA on 14 and 28 November. 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments: Format files for efficacy data sets to be 
requested from the sponsor prior to the 74day letter.  
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments: Information requested as part of the walk-
through meeting on 13October2011 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
 
 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 
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Comments: An information request letter will be issued 
to the sponsor from ONDQA (Don Henry – ONDQA 
PM will draft and send the letter to the sponsor prior to 
filing) 

  Review issues for 74-day letter 
 

Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 
 

Comments:       
 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
  NO 

 

Quality Microbiology (for sterile products) 
 
• Was the Microbiology Team consulted for validation 

of sterilization? (NDAs/NDA supplements only) 
 
Comments:       

 

  Not Applicable 
 

 YES 
  NO 

 
 

Facility Inspection 
 
• Establishment(s) ready for inspection? 
 
 
 Establishment Evaluation Request (EER/TBP-EER) 

submitted to DMPQ? 
 

 
Comments:       
 

  Not Applicable 
 

  YES 
  NO 

 
  YES 
  NO 

Facility/Microbiology Review (BLAs only) 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

CMC Labeling Review  
 
Comments:       

 
 
 
 

  Review issues for 74-day letter 
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 BLA/BLA supplements: Send the Product Information Sheet to the product reviewer and 
the Facility Information Sheet to the facility reviewer for completion. Ensure that the 
completed forms are forwarded to the CDER RMS-BLA Superuser for data entry into 
RMS-BLA one month prior to taking an action  [These sheets may be found at: 
http://inside.fda.gov:9003/CDER/OfficeofNewDrugs/ImmediateOffice/UCM027822] 

 Other 
 

 
 
        
Alison Blaus 
Regulatory Project Manager     Date 
 
Edward Fromm 
Chief, Project Management Staff     Date 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original 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) 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, or  

(3) 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) 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, and. 

(3) 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 
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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) 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, or 

(3) 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 OND ADRA or OND IO. 
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NDA 202155 
 PRIORITY REVIEW DESIGNATION 
 
 
 
Bristol-Myers Squibb 
ATTENTION: Linda Gambone, Ph.D. 
Associate Director, Global Regulatory Sciences 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
 
Dear Dr. Gambone: 
 
Please refer to your New Drug Application (NDA) dated September 30, 2011, received September 28, 
2011, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act, for ELIQUIS 
(apixaban) Tablets. 
 
We also refer to your submissions dated October 4, 7, 13, 14, 19, 28, November 4, 10, 17, 18, and 22, 
2011. 
 
We have completed our filing review and have determined that your application is sufficiently complete 
to permit a substantive review.  Therefore, this application is considered filed 60 days after the date we 
received your application in accordance with 21 CFR 314.101(a).  The review classification for this 
application is Priority.  Therefore, the user fee goal date is March 28, 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, mid-cycle, 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 February 28, 2012. 
 
While conducting our filing review, we identified potential review issues and will communicate them to 
you on or before December 13, 2011. 
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If you have any questions, please call Alison Blaus, Regulatory Project Manager, at (301) 796-1138. 
 

Sincerely, 
 
       {See appended electronic signature page} 
 

Stephen M. Grant, M.D. 
Deputy Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 

Reference ID: 3050349



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

STEPHEN M GRANT
11/28/2011

Reference ID: 3050349



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
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NDA 202155 INFORMATION REQUEST 

 
Bristol-Myers Squibb Company 
Attention: Linda Gambone, Ph.D., Associate Director 
P.O. Box 4000 
Princeton, NJ 08543 
 
Dear Dr. Gambone: 
 
Please refer to your new drug application submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for BMS-562247 apixaban tablet. 
 
We reviewed your Chemistry, Manufacturing, and Controls information and have the following 
comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 

 
Drug Substance: 
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Drug Product: 
 
5. Provide a detailed description of the proposed commercial scale drug product manufacturing 

process or a copy of the master product record which includes this information.  This 
information is not provided in NDA sections 3.2.P.3.3, 3.2.P.3.4, and 3.2.R.1.  The 
description should address the following: 

 The Agency recognizes that changes to non-critical process parameters can usually be 
managed under the firm’s quality system without the need for regulatory review and approval 
prior to implementation. However, notification of all changes including changes to process 
parameters should be provided in accordance with 21CFR 314.70.  
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NDA 202155  

NDA ACKNOWLEDGMENT 
 
Bristol-Myers Squibb Company 
Attention: Linda Gambone, Ph.D. 
Associate Director, Regulatory Sciences, U.S. Liaison 
P.O. Box 4000 
Princeton, NJ 08543-4000 
 
Dear Dr. Gambone: 
 
We have received your New Drug Application (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Eliquis (apixaban) Tablets, 2.5 mg and 5 mg 
 
Date of Application: September 30, 2011 
 
Date of Receipt: September 28, 2011 
 
Our Reference Number:  NDA 202155 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on November 27, 2011, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).   
 
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). 
 
The NDA 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: 
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Food and Drug Administration 
Center for Drug Evaluation and Research 

  Division of Cardiovascular and Renal Products 
  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.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
If you have any questions, please contact:  
 

Ms. Alison Blaus 
Regulatory Health Project Manager 
(301) 796-1138 
 
 
 

 
Sincerely, 
 
{See appended electronic signature page} 

 
Edward Fromm, R.Ph., RAC 
Chief, Project Management Staff 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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