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EXCLUSIVITY SUMMARY  

 
NDA # 205776    SUPPL #          HFD #       

Trade Name   Rasuvo 
 
Generic Name   Methotrexate Injection 
     
Applicant Name   Medac Pharma Inc.       
 
Approval Date, If Known   July 10, 2014      
 
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)(2) 

 
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.     

 
The applicant conducted a relative bioavailability (BA) study (MC-MTX.14/PK) in 
healthy adults that showed equal or greater bioavailability of methotrexate SC 
administered via the applicant’s autoinjector compared to the exposure obtained with 
orally administered methotrexate tablets.  The applicant also relied on published 
literature to support the safety and efficacy of the new route of administration for their 
proposed product, methotrexate (MTX) injection, to be administered subcutaneously 
(SC) (as a single-use prefilled autoinjector) for the indications of rheumatoid arthritis 
(RA) and psoriasis. The applicant also relied on FDA’s previous finding of safety and 
efficacy of MTX for those indications as well as the indication of polyarticular juvenile 
idiopathic arthritis (pJIA), which is already approved for treatment via the subcutaneous 
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route of administration.  Finally, the applicant conducted an actual use study (MC-
MTX.15/HF) to demonstrate that patients and caregivers can be taught to successfully 
administer the product. 
 

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:              
           

      
 
d)  Did the applicant request exclusivity? 

   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

  
 

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? 
    
            
 
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 
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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). 

 
      
NDA# 08085 Dava 

NDA# 11719 Hospira 

NDA#             

   
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#             

NDA#             

NDA#             

 
 
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 
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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 
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:                                      
 

                                                              

Reference ID: 3540606



 
 

Page 5 

 
(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?  

   
   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? 
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Investigation #1      YES  NO  
   

Investigation #2      YES  NO  
 

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:  Sadaf Nabavian                     
Title:  Senior Regulatory Project Manager 
Date:  June 23, 2014 
 
                                                       
Name of Office/Division Director signing form:  Sarah Yim 
Title:  Associate Director 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12 
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Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov by COB, 
Tuesday, June 17, 2014, followed by an official submission to the NDA. If there are any 
questions, contact Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review. We are providing our labeling comments and recommendations in the 
attached marked up labeling.  The proposed insertions are (underlined) and deletions are 
in (strike-out). Be advised that these labeling changes are not necessarily the Agency’s 
final recommendations and that additional labeling changes may be forthcoming. 
 
Submit revised labeling incorporating the requested information in the attached label via 
email to Sadaf.Nabavian@fda.hhs.gov by COB, Thursday, June 12, 2014, followed by an 
official submission to the NDA. If there are any questions, contact Sadaf Nabavian, Sr. 
Regulatory Project Manager, at 301-796-2777. 
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Liu, Youbang

From: Stephanie Pierson <spierson@bhconsultingservices.com>
Sent: Friday, May 30, 2014 9:18 AM
To: Liu, Youbang
Cc: Helen Ribbans; Patricia Nee
Subject: RE: Information Request for NDA 205776, May 30 of 2014

Dear Youbang, 
 
On behalf of Stephanie Pierson, who is out of the office, I acknowledge receipt of the information request provided 
below. 
 
Best regards, 
 
Patricia Nee 
 

From: Liu, Youbang [mailto:Youbang.Liu@fda.hhs.gov]  
Sent: Friday, May 30, 2014 9:02 AM 
To: Stephanie Pierson 
Subject: Information Request for NDA 205776, May 30 of 2014 
 
B&H Consulting Services, Inc. 
US Agent for Medac Pharma Inc. 
Attention: Stephanie Pierson 
Vice President 
50 Division Street, Suite 206 
Somerville, New Jersey 08876 
 
 
Dear Ms. Pierson: 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission for NDA 205776, 
Methotrexate 50 mg/ml solution for injection in pre-filled pen. We have the following comments and 
information requests: 
 

1. Amend the analytical procedure (SOP-PM-294) for the assay of the purity of the drug product to include 
instructions to prepare the test solution for the drug product sample fresh, since an unknown impurity at 
RRT =  is unstable in the test solution (See Methods Validation Report Q-MV-B-0 1094, Page 
196) 

2. Provide an evaluation of the sample stability for SOP-PM-292 in terms of the stability of  
3. If the sample preparation used in SOP-PM-292 was shown to be unstable in terms of the stability of  

provide data to show that the samples were analyzed in a time frame that provides assurance that the 
measurement of  was accurate when the samples were assayed as part of the long-term stability 
studies. 

 
Please acknowledge the receipt of this email and provide the amendment submission by June 5, 2014.  
 
Regards, 
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2

Youbang Liu, Ph.D.  
Regulatory Project Manager  
Division III, ONDQA/OPS/CDER/FDA  
10903 New Hampshire Avenue  
Building 21, Room 2525  
Silver Spring, MD 20993  
Phone: (301) 796-1926  
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Liu, Youbang

From: Stephanie Pierson <spierson@bhconsultingservices.com>
Sent: Thursday, May 22, 2014 3:00 PM
To: Liu, Youbang
Cc: Patricia Nee; Helen Ribbans
Subject: RE: Information Request for NDA 205776

Dear Youbang, 
I confirm receipt of the requested information. 
Kind regards, 
Stephanie 
 

From: Liu, Youbang [mailto:Youbang.Liu@fda.hhs.gov]  
Sent: Thursday, May 22, 2014 2:33 PM 
To: Stephanie Pierson 
Subject: Information Request for NDA 205776 
 
B&H Consulting Services, Inc. 
US Agent for Medac Pharma Inc. 
Attention: Stephanie Pierson 
Vice President 
50 Division Street, Suite 206 
Somerville, New Jersey 08876 
 
 
Dear Ms. Pierson: 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission for NDA 205776, 
Methotrexate 50 mg/ml solution for injection in pre-filled pen. We have the following comments and 
information requests: 
 

1. Specify which test will be used to assess container closure integrity, the dye ingress test described in 
P.5.2 or the bacterial ingress test described in the validation in P.5.3.  

2. If the dye ingress test is used provide a validation report in Section P.5.3. 
3. If the bacterial ingress test is used provide a complete description of the test in Section P.5.2. 
4. Amend the specifications to include a test for actuation force.  Alternatively refer to a specification for 

actuation force in the Device Master File. 
 
Please acknowledge the receipt of this email and provide the amendment submission by May 29, 2013.  
 
Regards, 
 
Youbang Liu, Ph.D.  
Regulatory Project Manager  
Division III, ONDQA/OPS/CDER/FDA  
10903 New Hampshire Avenue  
Building 21, Room 2525  
Silver Spring, MD 20993  
Phone: (301) 796-1926  
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review. We are providing our labeling comments and recommendations in the 
attached marked up labeling.  The proposed insertions are (underlined) and deletions are 
in (strike-out). Be advised that these labeling changes are not necessarily the Agency’s 
final recommendations and that additional labeling changes may be forthcoming. 
 
We also have the following comments for the carton and container labels: 
 
1. Replace  with the approved proprietary name, “Rasuvo” and resubmit all 

carton and container labeling.  
 

2. Consistent with 21 CFR 201.10(g)(2), ensure that the font size of the established 
name is at least half the size of the letters comprising the proprietary name and has a 
prominence consistent with the proprietary name in terms of type, size, color, and 
font.  

 
Submit revised labeling incorporating the requested information in the attached label via 
email to Sadaf.Nabavian@fda.hhs.gov by the close of business on COB Wednesday, May 
28, 2014, followed by an official submission to the NDA. If there are any questions, 
contact Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
Dear Ms. Pierson: 
 
We are reviewing your submission dated, May 9, 2014, which was in response to our 
information request dated May 8, 2014, for methotrexate injection, NDA 205776.  We 
have the following additional comment and request for information. 

 
• You have provided a summary test matrix to demonstrate ISO 11608-1:2000 

conformance of the BD Physioject autoinjector.  However, you have tested your 
device with a standard from 12 years ago that does not meet our current review 
standards.  Compare the ISO 11608-1: 2000 version of the standard to that of the 
current ISO 11608-1:2012 version to perform tests that have different 
requirements or additional new testing for each dosage volume in the summary 
text matrix.   If there are any deviations from the standard, provide clear 
justifications for the deviation.   
 

Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov by COB, 
Tuesday May 27, 2014, followed by an official submission to the NDA. If there are any 
questions, contact Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review and we have the following comment and request for information. 
 

• A summary test matrix has been provided to demonstrate ISO 11608 conformance 
of the BD Physioject autoinjector, but test reports were not included.   
 
1. Provide complete test reports with notation and explanation of any deviation 

from testing specified in ISO 11608-1, 2000, Pen Injectors for Medical Use.  
If there are any deviations that were made to the ISO standard, provide 
detailed justification for this deviation. 

 
Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov by COB, 
Friday May 9, 2014, followed by an official submission to the NDA. If there are any 
questions, contact Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
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Liu, Youbang

From: Liu, Youbang
Sent: Friday, May 02, 2014 11:06 AM
To: spierson@bhconsultingservices.com
Cc: Nabavian, Sadaf
Subject: Information Request for NDA 205776

B&H Consulting Services, Inc. 
US Agent for Medac Pharma Inc. 
Attention: Stephanie Pierson 
Vice President 
50 Division Street, Suite 206 
Somerville, New Jersey 08876 
 
 
Dear Ms. Pierson: 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission for NDA 205776, 
Methotrexate 50 mg/ml solution for injection in pre-filled pen. We have the following comments and 
information requests: 
 
1. Information regarding finished combination product design activities that cover all regulatory aspects of 21 

CFR 820.30. 
2. Information regarding purchasing control activities that cover all regulatory aspects of 21 CFR 820.50. 

Please also include the procedure that covers Purchasing Controls. 
3. Information about the firm’s CAPA system that cover all regulatory aspects of 21 CFR 820.100. Please also 

include the CAPA procedure. 
4. Information regarding the final acceptance activities of the finished combination product. 
 
You may find useful information regarding the types of documents to provide in the document called ‘Quality 
System Information for Certain Premarket Application Reviews; Guidance for Industry and FDA Staff,’ (2003). 
This document may be found at 
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm070897.htm 
 
Please acknowledge the receipt of this email and provide the amendment submission by May 16, 2014.  
 
Sincerely, 
 
Youbang Liu, Ph.D.  
Regulatory Project Manager  
Division III, ONDQA/OPS/CDER/FDA  
10903 New Hampshire Avenue  
Building 21, Room 2525  
Silver Spring, MD 20993  
Phone: (301) 796-1926  
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PeRC PREA Subcommittee Meeting Minutes 
April 2, 2014 

 
PeRC Members Attending: 
Lynne Yao 
Jane Inglese 
Wiley Chambers 
Tom Smith 
Peter Starke 
Gregory Reaman 
Daiva Shetty 
Julia Pinto 
Kevin Krudys 
Lily Mulugeta  
Barbara Buch  
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Agenda 
NDA 205776 Rasuvo (methotrexate) 

RA/pJIA Partial Waiver_Assessment 
Psoriasis Full Waiver 

RA including pJIA and severe, recalcitrant 
psoriasis 

Rasuvo (methotrexate) RA/pJIA Partial Waiver Assessment; Psoriasis Full Waiver 
• NDA 205776 seeks marketing approval for Rasuvo (methotrexate) for the treatment of 

RA including pJIA, and severe, recalcitrant psoriasis.  
• The application triggers PREA as directed to a new active ingredient. 
• The application has a PDUFA a goal date of July 10, 2014. 
• PeRC Recommendations: 

o For RA/pJIA the PeRC agreed with a partial waiver in pediatric patients aged 
birth to less than 2 years because studies would be impossible or highly 
impracticable because the pJIA does not occur in pediatric patients of this age.  
The PeRC agreed that the product would be adequately labeled for pediatric 
patients aged 2 to less than 17 years. 

o For severe, recalcitrant psoriasis the PeRC agreed with a full waiver because the 
product would be unsafe for use by pediatric patients.  The safety information 
and concern must be incorporated into section 8.4 of labeling.   

o The Division expressed concerns about inconsistent labeling of safety 
information in section 8.4 for this product as well as a recently-approved 
product, Otrexup, and a generic methotrexate labeling.  The Division also noted 
that generic methotrexate labeling is being reviewed for PLR conversion by the 
generic labeling conversion contractor.  The PeRC acknowledged that there may 
be some inconsistencies in section 8.4 of labeling until the PLR conversion for 
generic labeling is complete.  However, the PeRC reminded the Division of the 
statutory requirement to include safety information in section 8.4 if a waiver for 
safety in any or all pediatric populations is granted.  The PeRC also suggested 
that PMHS may be consulted for any pediatric labeling issues.  In addition, any 
pediatric safety labeling changes included in 8.4 for this product should also be 
incorporated into the labeling for Otrexup. 
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
Dear Ms. Pierson: 
 
We are reviewing your submission dated, April 8, 2014, which was in response to our 
information request dated April 4, 2014, for methotrexate injection, NDA 205776.  We 
have the following additional comments and request for information. 
 

1. Additional clarification is needed regarding the following points:  
 

a. For our question, “did the protective needle shield move back into place 
to cover the needle?” you responded that two devices were “missing”.  It 
is unclear on what “missing” indicates, please elaborate and state if the 
needle shield was missing from the device or were the results missing.   

 
b. You have not provided any details of the protocol, testing population, 
acceptance/failure criteria, and results to test this needle stick feature.  
Provide these details in order to support that the testing demonstrates that 
the needle stick feature adequately protects the user from inadvertent 
needle stick injury.  For additional information, see the CDRH Guidance 
for Sharps Injury Protection features at 
http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGui
dance/GuidanceDocuments/ucm071755.pdf.   

 
2. The clinical testing you have provided appears to only be with 212 devices.  As 

noted in the CDRH Guidance for Sharps Injury Protection Features, Section 10 
"Sample Size Determination”, we recommend that the simulated use testing of 
your device include a sufficient number of devices to provide confidence in the 
performance of the device.  We believe that for many devices with sharps safety 
features it is feasible to test 500 devices, which will enable detection of grossly 
defective devices at a 1% level.  Thus, we request testing of a total of 500 devices.  
If you anticipate that the requested data regarding 500 devices cannot be obtained 
within the requested time period, we can have a teleconference to discuss the 
request.   
 

3. Simulated shipping studies on the final finished device to confirm functionality of 
the autoinjector after shipping were not provided.  Provide testing to demonstrate 
that the autoinjector is functional after simulated shipping according to ASTM-D 
4169, Standard Practice for Performance Testing of Shipping Containers and 
Systems. 
 
 

Reference ID: 3488482



Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov by COB 
Friday, April 18, 2014, followed by an official submission to the NDA. If there are any 
questions, contact Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
 
 
 
 
       See appended signature 
       _________________________ 
       Sadaf Nabavian, Pharm.D. 
       Sr. Regulatory Project Manager 

Division of Pulmonary, Allergy, and 
Rheumatology Products 
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review and we have the following request for information. 
 

1. It appears that your device has a sharps injury protection feature. The shield does 
cover the needle before, during, and after the injection and locks to prevent re-use. 
It may therefore be considered a sharps injury protection feature. Clarify whether 
you have conducted studies of the needle shield according per CDRH Guidance 
for Sharps Injury Protection features. 
 

Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov by COB 
Tuesday, April 8, 2014, followed by an official submission to the NDA. If there are any 
questions, contact Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review.  We have the following comments and requests for information. 
 

1. Your study results showed 4 failures and 4 reported difficulties where 8 study 
patients did not receive a full dose. For future reference, instances where study 
participants required assistance during task performance should be recorded as 
failures.  

 
You reported that these failures can be attributed to premature lifting the pen prior 
to the drug delivery is complete. Some possible causes were identified which 
included patient’s disease state which presents a challenge for them to hold the 
pen tight against the skin and push the start button at the same time, patient’s 
experience, nervousness, and confusion about the click of the needle projector.  

 
When asked about mitigating these risks, you stated that the Instruction For Use 
(IFU),  already states explicitly in bold 
that subjects should count slowly to 5 seconds from the moment of pressing the 
button before lifting the pen. However, your study results showed that multiple 
users continue to experience failures and difficulties.  
 

In response to our comments above, address the following:  
 

a. Discuss how you have designed the device taken into consideration pertinent 
characteristics of the intended users i.e. arthritic patients with varying level of 
manual dexterity. 
b. Clarify the source of the confusion of the click of the needle projector.  
c. Quantify the amount of dose that would be under-dosed, and describe the 
associated clinical impact and risk implications to actual users. If the clinical 
impact and risk implications indicate that additional action necessary to improve 
user performance, describe how you plan to demonstrate the effectiveness of 
those actions. 

 
2. With regard to the issues associated with the pinch, information was not provided 

on whether any of the techniques applied by test participants had any potential 
negative consequences to the patient or the user. Therefore, if any of the 
techniques applied result in patient harm, the Instructions for Use and labeling 
should be modified to warn users of those potential consequences.  
 

3. Provide details on the study design with respect to the duration between the two 
visits, and the written exam, and how they are representative of actual use.  

Reference ID: 3479131
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Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov by COB 
Wednesday, April 2, 2014, followed by an official submission to the NDA.  
 
If there are any questions, you may contact me at 301-796-2777. 
 
 
      

{See appended electronic signature page} 
 
 
     _____________________________  
     Sadaf Nabavian, Pharm.D.  
     Sr. Regulatory Project Manager 

Division of Pulmonary, Allery and Rheumatology 
Products (DPARP) 

     Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 205776
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Medac Pharma, Inc.
c/o B&H Consulting Services, Inc.
50 Division Street
Suite 206
Somerville, NJ  08876

ATTENTION: Stephanie Pierson, RAC
Vice President

Dear Ms. Pierson:

Please refer to your New Drug Application (NDA) dated September 10, 2013, received September
10, 2013, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Methotrexate Sodium Injection, 50 mg/mL.

We also refer to your December 20, 2013, correspondence, received December 20, 2013,
requesting review of your proposed proprietary name, Rasuvo. We have completed our review of
the proposed proprietary name, Rasuvo and have concluded that it is acceptable. 

If any of the proposed product characteristics as stated in your December 20, 2013, 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 Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904. For any other information 
regarding this application, contact Sadaf Nabavian, Regulatory Project Manager, in the Office of 
New Drugs at (301) 796-2777.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review.  We have the following comments and requests for information. 
 

1. Provide the following information for Study MC-MTX.15/HF: 

a. The training script used by the instructors in Study Visit 1.  If no training script 
was used, explain why a standardized instruction set was not tested in the study. 

b. The study report uses the term Metroject® to denote the prefilled pen device used 
in the study.  However, you have not used this term in the rest of the NDA 
submission.  Explain any differences between the Metroject device and the to-be-
marketed device.   

c. Provide specific details of the results for each observation/performance measure 
taken during Study Visit 2, as outlined in Section 9.5.2.1.2 on pages 57-8 of the 
study report. 

d. We note that you have identified failures (i.e., incomplete injections, participants 
needing assistance and experiencing difficulties using the device, unsuccessful 
completion of the following critical tasks: held device in place for 5 seconds and 
pinched the skin for subcutaneous administration) during Visit 1 and Visit 2 in the 
study.  However, no risk mitigations for these failures have been provided.  
Provide risk mitigations for these failures or provide a rationale for why risk 
mitigations are not needed.  

e. The point of requesting an evaluation of pen robustness during a study is to allow 
for a specific root-cause inspection / in vitro evaluation when there is evidence of 
device failure.  However, the study report does not provide this information.  
Therefore, we request that you submit the following.  If a detailed inspection and 
evaluation of device failures was not performed, explain why this was not carried 
out. 

i. Provide specific details of a root-cause inspection / evaluation of the 
pen that showed evidence of having malfunctioned with evidence of 
fluid within the transparent control zone after the injection. 

ii. Provide specific details of a root-cause inspection / evaluation of the 
pen that showed evidence of having a bent needle after the injection. 

 

2. You state that the needle length for the proposed drug product is ½ inch, but do not 
state whether the needle guards/sheath prevent the needle from fully penetrating the 
skin to the hilt.  Since the exposed needle length is a critical element of the device 
function, provide the following:  

a. Data regarding the exposed needle length for the injection. 

b. Specifications for the exposed needle length. 

Reference ID: 3456410



 

3. Provide details, including specifications, regarding the force to fire for an injection. 

 

4. Most injection devices for subcutaneous injection do not require pinching of the skin 
as part of the injection routine.  For rheumatoid arthritis patients, this step may 
increase the difficulty of using the product.  Support your reasoning for why patients 
must be instructed to pinch the skin as part of the injection of the proposed drug 
product. 

 
Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov by Monday, 
February 24, 2014, followed by an official submission to the NDA. If there are any 
questions, contact Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review.  We have the following comment and request for information. 
 

1. Submit final study report, raw and calculated pharmacokinetic parameters in SAS 
Transport format (.xpt), bioanalytical report, and associated bioanalytical method 
validation report (including adequate long-term storage stability data) for your 
relative bioavailability trial, MC-MTX.12/PK,  as soon as the results become 
available. Update the Division if you anticipate delays from your proposed 
timeline of end of April 2014. 

 
Submit the requested information via email to Sadaf.Nabavian@fda.hhs.gov as soon as 
the results are available and as stated above, followed by an official submission to the 
NDA. If there are any questions, contact Sadaf Nabavian, Sr. Regulatory Project 
Manager, at 301-796-2777. 
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1

Liu, Youbang

From: Liu, Youbang
Sent: Friday, January 17, 2014 11:50 AM
To: 'spierson@bhconsultingservices.com'
Cc: Nabavian, Sadaf
Subject: Information Request for NDA 205776

NDA 205776 
 
Medac Pharma Inc. 
US Agent: B&H Consulting Services, Inc. 
Attention: Stephanie Pierson 
Vice President 
50 Division Street, Suite 206 
Somerville, NJ 08876 
 
 
Dear Ms. Pierson: 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your NDA 205776 dated September 
10, 2013. We have the following comments and information requests. We request a prompt written response in 
order to continue our evaluation of your NDA:  
 

 Please submit the stability data in a SAS transport file that can be readily analyzed by our statistics 
reviewers 

 
Please acknowledge the receipt of this email and the time line of the amendment submission.  
 
Sincerely, 
 
 
Youbang Liu, Ph.D.  
Regulatory Project Manager  
Division III, ONDQA/OPS/CDER/FDA  
10903 New Hampshire Avenue  
Building 21, Room 2525  
Silver Spring, MD 20993  
Phone: (301) 796-1926  
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NDA 205776 
Methotrexate injection 
Medac Pharma, Inc. 
 
 
Dear Ms. Pierson: 
 
Your NDA submission dated, September 10, 2013, for methotrexate injection is currently 
under review.  We are providing you with our proposed labeling requesting that you fill- 
in the information requested and highlighted throughout the attached labeling. Please note 
that we may have additional labeling comments as we continue our review. 
 
Submit revised labeling incorporating the requested information in the attached label via 
email to Sadaf.Nabavian@fda.hhs.gov by the close of business on Tuesday, January 14, 
2014, followed by an official submission to the NDA. If there are any questions, contact 
Sadaf Nabavian, Sr. Regulatory Project Manager, at 301-796-2777. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 205776 

 
FILING COMMUNICATION –  

NO FILING REVIEW ISSUES IDENTIFIED 
 
Medac Pharma, Inc. 
c/o B&H Consulting Services, Inc. 
50 Division Street, Suite 206 
Somerville, NJ 08876 
 
Attention: Stephanie Pierson, RAC 
         Vice President 
 
Dear Ms. Pierson: 
 
Please refer to your New Drug Application (NDA) dated September 10, 2013, received 
September 10, 2013, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act (FDCA), for Methotrexate 50 mg/ml Pre-filled Pen. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. 
 
Therefore, the user fee goal date is July 10, 2014. 
 
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 commitment requests by June 12, 2014. 
 
At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review. 
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NDA 205776 
Page 3 
 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
Highlights (HL) 
 

1. The Initial U.S. Approval must be in bold type and placed on the line immediately 
beneath the product title.  Therefore, there must NOT be a space between the product title 
and Initial U.S. Approval lines. 

2. For the Revision Date, the preferred format is “Revised: Month Year” or “Revised: 
M/YYYY”. 

 
Full Prescribing Information (FPI) 
 

3. If there is more than one contraindication, use a bullet for each contraindication instead 
of subsection headings. 

4.  In the Drug Interactions section, a table may be the most effective format to enhance 
communication of multiple drug interactions. The table can list, when applicable, the co-
administered drugs, mechanism of action, and clinical comments (clinical concern and 
practical instructions for preventing or managing interactions, e.g., dose adjustments or 
advice regarding monitoring). 

5. In the Pharmacokinetics section, include all PK information under subsection 12.3 
Pharmacokinetics.  Organize information under descriptive subheadings (e.g., 
Absorption, Distribution, Metabolism, Excretion, Specific Populations, and Drug 
Interaction Studies). 
 

In Section 17, Patient Counseling Information 
 

• Organize information by subsection headings or bulleted items.  Numbered 
subsections (e.g., 17.1, 17.2) are not recommended because they may be 
redundant with subsection titles elsewhere in the labeling. 

• The reference should appear at the beginning of Section 17 and include the 
type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions 
for Use): 

i. Advise the patient to read the FDA-approved patient labeling (Patient 
Information and Instructions for Use).  

ii. Information Following Section 17 
• The revision date at the end of highlights replaces the “revision” or 

“issued” date at the end of the FPI and should not appear in both 
places.  However, a revision date may appear at the end of FDA-
approved patient labeling. 

 
We request that you resubmit labeling that addresses these issues by January 15, 2014, as we 
may have additional labeling comments that will be forthcoming. The resubmitted labeling will 
be used for further labeling discussions. 
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Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
PROMOTIONAL MATERIAL 
 
You may request advisory comments on proposed introductory advertising and promotional 
labeling.   Please submit, in triplicate, a detailed cover letter requesting advisory comments (list 
each proposed promotional piece in the cover letter along with the material type and material 
identification code, if applicable), the proposed promotional materials in draft or mock-up form 
with annotated references, and the proposed package insert (PI), and patient PI.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to: 
 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and patient PI, and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
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 
Pulmonary, Allergy, and Rheumatology Products.  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 the indication of 
psoriasis for this application.  Once we have reviewed your request, we will notify you if the full 
waiver request is denied and a pediatric drug development plan is required. 
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Page 5 
 
 
We also acknowledge receipt of your request for a partial waiver of pediatric studies from birth 
to 2 years of age for the indication of Polyarticular Juvenile Idiopathic Arthritis for this 
application.  Once we have reviewed your request, we will notify you if the partial waiver 
request is denied. 
 
If you have any questions, call Sadaf Nabavian, Sr. Regulatory Project Manager, at (301) 796- 
2777. 

 
 
 
Sincerely, 

 
{See appended electronic signature page} 

 
Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary, Allergy, and 
Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 205776  

NDA ACKNOWLEDGMENT 
 
Medac Pharma, Inc. 
c/o B&H Consulting Services, Inc. 
50 Division Street, Suite 206 
Somerville, NJ 08876 
 
Attention: Stephanie Pierson, RAC 
                 Vice President 
 
Dear Ms. Pierson: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Methotrexate 50 mg/ml Pre-filled Pen 
 
Date of Application: September 10, 2013 
 
Date of Receipt: September 10, 2013 
 
Our Reference Number:  NDA 205776 
 
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 9, 2013, 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).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The 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: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Pulmonary, Allergy, and Rheumatology 
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. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
 
If you have any questions, call Sadaf Nabavian, Sr. Regulatory Project Manager, at (301) 796-
2777. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sadaf Nabavian, Pharm.D. 
Sr. Regulatory Project Manager 
Division of Pulmonary, Allergy, and  
Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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