CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

203565Orig1s000
ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS

EXCLUSIVITY SUMMARY
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SUPPL #
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Trade Name INJECTAFER
Generic Name ferric carboxymaltose injection
Applicant Name Luitpold Pharmaceuticals, Inc.
Approval Date, If 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.")
NO
YES
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.

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:
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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?
3 years
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
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#

021135

Venofer

NDA # 017441

Infed

NDA#

020955

Ferrlecit

NDA # 040024

Dexferrum

NDA#

022180

Feraheme

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
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)
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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?
YES
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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:
1VIT09030 and 1VIT09031

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

1VIT09030

YES

NO

Investigation #2

1VIT09031

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

1VIT09030

YES

NO

Investigation #2

1VIT09031

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"):
1VIT09030 and 1VIT09031

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

1VIT09030

IND # 063243

YES

Investigation #2

1VIT09031

IND # 063243

YES

!
!
! NO
! Explain:

!
!
! 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
Explain:

Investigation #2
YES
Explain:

!
!
! NO
! Explain:

!
!
! NO
! 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: Amy Baird
Title: Regulatory Project Manager
Date: 7/25/2013

Name of Office/Division Director signing form:
Title:

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?

Yes

No

Yes

No

Yes

No

Yes

No

(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).
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Baird, Amy
From:
Sent:
To:
Subject:

Baird, Amy
Wednesday, July 10, 2013 1:43 PM
Simon, Marsha (msimon@lpicrd.com)
NDA 203565 Injectafer - PMR Commitment Request

Marsha,
Please refer to the NDA application for NDA 203565 Injectafer dated September 30, 2011, which provides for the
proposed indication " Injectafer is indicated for the treatment of iron deficiency anemia." As we continue our review of
your NDA, our normal policy is to consider labeling and post-marketing studies at this time, so that they can be completed
in advance of any action date. We have determined that the following trials are necessary as post-marketing requirements
(PMRs) based on the data available to date.
These brief summaries are intended to describe the main trial characteristics of interest. Please supplement and comment
to clarify mutually acceptable descriptions of the key trial elements.
Upon mutual agreement for the content and timing of all PMRs, submit to us, both by email and officially, the full text
and the timeline for each PMR study/trial you will perform with a statement that you agree to perform the trials as
described and within the timelines that you specify for the trial. Milestone times only need a month and year. For
milestone calculations purposes only, assume that an approval occurs on the PDUFA date.
Note that the "Final Protocol Submission" date is the date on (or before) which you submit a complete protocol that has
already received full concurrence by FDA. We suggest that you consider realistic milestone times. Final PMR designation
numbers will be assigned later.

NDA/BLA #
Product Name:

NDA 203565
Injectafer (ferric carboxymaltose)

PMR Description #1:

Identify an optimal dose of Injectafer for the pediatric patient population.
Conduct one or more pharmacokinetic (PK) and pharmacodynamic (PD) trials
in pediatric patients aged (b)
(4) to < 17 years with iron deficiency anemia
sufficient to justify and to characterize the dose to be tested in a
confirmatory clinical trial of safety and efficacy. Identify the most relevant
PD endpoints to measure.
Submit the protocol for FDA review and concurrence before beginning the
trial and prior to the “final protocol submission” date below.

PMR Schedule Milestones:

Preliminary protocol submission:
Final Protocol Submission:
Trial Completion:
Final Report Submission:

02/2014
07/2014
07/2016
07/2017

NDA #
Product Name:

NDA 203565
Injectafer (ferric carboxymaltose)

PMR Description #2:

Determine the safety and efficacy of ferric carboxymaltose in pediatric
1
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patients aged (b)
(4) to <17 years with iron deficiency anemia by conducting a
(b) (4)
randomized, active‐controlled clinical trial.

PMR Schedule Milestones:
Final Protocol Submission:
Trial Completion:
Final Report Submission:
Please do not hesitate to contact me should you have any questions.
Regards,
Amy Baird
Regulatory Project Manager
Division of Hematology Products, CDER, FDA
10903 New Hampshire Ave
WO #22, Room 2122
Silver Spring, MD 20993
Telephone: 301-796-4969
Facsimile: 301-796-9845
Email: amy.baird@fda.hhs.gov

2
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01/2017
01/2020
01/2021

--------------------------------------------------------------------------------------------------------This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
--------------------------------------------------------------------------------------------------------/s/
---------------------------------------------------AMY C BAIRD
07/10/2013
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Food and Drug Administration
Silver Spring, MD 20993

NDA 203565
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE
Luitpold Pharmaceuticals, Inc.
800 Adams Avenue, Suite 100
Norristown, PA 19403
ATTENTION:

Marsha E. Simon
Senior Manager, Regulatory Affairs

Dear Ms. Simon:
Please refer to your New Drug Application (NDA) dated September 30, 2011, received October 3, 2011,
submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Ferric Carboxymaltose
Injection, 50 mg/mL.
We also refer to your April 2, 2013, correspondence, received April 2, 2013, requesting review of your
proposed proprietary name, Injectafer. We have completed our review of the proposed proprietary name,
Injectafer and have concluded that it is acceptable.
The proposed proprietary name, Injectafer, 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 April 2, 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 Sue Kang, Safety Regulatory Project Manager in the Office of Surveillance and
Epidemiology, at (301) 796-4216. For any other information regarding this application contact the Office
of New Drugs (OND) Regulatory Project Manager, Amy Baird at (301) 796-4969.
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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From:
To:
Subject:
Date:

Martin, Jewell
"Simon, Marsha"
NDA 203565 - Information Request
Wednesday, June 12, 2013 2:25:00 PM

Hello Ms. Simon,
We have the following information request for NDA 203565. Response is
requested by June 14, 2013.
·

Certify that each facility proposed for drug substance or drug product
testing will only use the regulatory analytical methods described and
validated in the NDA or alternate analytical methods which have been
appropriately described and validated in the NDA.

In addition to formally submitting this information, please send me a courtesy
copy via email.
Please confirm receipt of this email.
Best,
Jewell
Jewell D. Martin, MA, MBA, PMP
Product Quality Regulatory Project Manager
Office of New Drug Quality Assessment
Food and Drug Administration
White Oak Building 21, Rm 2625
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002
(301) 796-2072
jewell.martin@fda.hhs.gov

P Please consider the environment before printing this e-mail
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 203565

INFORMATION REQUEST

Luitpold Pharmaceuticals, Inc.
Attention: Marsha E. Simon, Manager, Regulatory Affairs
800 Adams Avenue, Suite 100
Norristown, PA 19403
Dear Ms. Simon:
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Injectafer (ferric carboxymaltose injection), 50 mg/mL.
We also refer to your January 30, 2013, submission.
We are reviewing the Quality section of your submission and have the following comments and
information requests. We request a written response by May 31, 2013, in order to continue our
evaluation of your NDA.
1. Specify whether Luitpold Pharmaceuticals and
application. If not, then specify their responsibilities.

(b) (4)

are withdrawn from the

2. Revise NDA section 3.2.P.3.1 to specify the testing responsibilities for each of the listed
sites. This should include the material(s) tested, the analytical methods used, and when a
lab will be used if it is proposed as an alternate testing site. Those sites which are to
perform tests using non-compendial methods should provide validation or transfer studies
for those methods.
(b) (4)

3. Specify which drug substance test results are to be accepted by
from the
Vifor International certificate of analysis, and which tests are to be repeated for lot
acceptance.
If you have any questions, call Jewell Martin, Regulatory Project Manager, at (301) 796-2072.
Sincerely,
{See appended electronic signature page}

Ali H. Al Hakim
Chief, Branch II
Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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Baird, Amy
From:
Sent:
To:
Subject:

Baird, Amy
Wednesday, February 27, 2013 10:41 AM
'Simon, Marsha'
NDA 203565 Injectafer - Complete Response Submission dated 1/30/2013

Marsha,
Please refer to the NDA application for NDA 203565 Injectafer (Ferric Carboxymaltose) dated January 30, 2013
(complete response submission), which provides for the proposed indication "treatment of iron deficiency anemia."
Per the request of the FDA review team, please submit a summary of post marketing safety experience (including drug
exposure and adverse reaction reports since the last NDA submission) as a safety update for this submission.
Please do not hesitate to contact me should you have any questions.
Regards,
Amy Baird
Regulatory Project Manager
Division of Hematology Products, CDER, FDA
10903 New Hampshire Ave
WO #22, Room 2122
Silver Spring, MD 20993
Telephone: 301-796-4969
Facsimile: 301-796-9845
Email: amy.baird@fda.hhs.gov

1
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Baird, Amy
From:
Sent:
To:
Subject:

Baird, Amy
Wednesday, July 11, 2012 2:46 PM
'Marsha Simon'
NDA 203565 Injectafer - FDA Comments on Container Label and Carton Labeling

Marsha,
Please refer to the NDA application for NDA 203565 Injectafer (Ferric Carboxymaltose) dated September 28, 2011, which
provides for the proposed indication "treatment of iron deficiency anemia."
Attached is the Division of Hematology Products (DHP) proposed edits to the Injectafer container label and carton
labeling.
Please note that an approval decision is based upon completed disciplinary reviews recommending approval as well as
Office of Compliance recommendations. DHP's review of Injectafer is still pending.

Container Label and Carton Labeling
1. In accordance with 21 CFR 201.10(g)(2), ensure that the established name (which includes the dosage
form) is at least ½ the size of the proprietary name and presented with prominence commensurate to that of
the proprietary name. All pertinent factors, including typography, layout, contrast, and other printing features
should be taken into account when increasing the size and prominence of the established name.
2. We note that the Applicant uses the same color scheme for all strengths and fill sizes. Using the same color
scheme on the labels and labeling for the different strengths increases the potential for selection errors of an
incorrect strength. Thus, we recommend the use of different colors, highlights, boxing, or some other measures
to differentiate the strengths and fill sizes for this product.
3. Capitalize the first letter of the proprietary name to appear as “Injectafer”
instead of “injectafer”.
(b) (4)

4. Remove the numbers (
, respectively) next to the proprietary name Injectafer since these
numbers are redundant and may be misinterpreted as part of the proprietary name.
5. Ensure that all expressions of the concentration per mL (50 mg/mL) are consistently displayed
(b) (4)
immediately underneath the total drug content
which in turn should be displayed
immediately underneath the established name of the drug. In addition, the total drug content expression must
be more prominent than the concentration per mL expression to comply with the recommendations set forth
by USP General Chapter 1 for Injections which states:
“For single-dose and multiple-dose Injection drug products, the strength per total volume should be the
primary and prominent expression on the principle display panel of the label, followed in close proximity by
strength per mL enclosed by parentheses.” For example:
Injectafer
(Ferric Carboxymaltose) Injection
(b) (4)

(50 mg/mL)

6. Ensure that the statement “For IV Use” or “For Intravenous Use” is consistently revised to read “For
Intravenous Use Only” for all strengths of the product to differentiate this product from iron dextran products
that are given both intravenously and intramuscularly.
1
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Box Labeling
1. Revise the box labeling as per comments 1-11 discussed above.
Please do not hesitate to contact me should you have any questions.
Regards,
Amy Baird
Regulatory Project Manager
Division of Hematology Products, CDER, FDA
10903 New Hampshire Ave
WO #22, Room 1223
Silver Spring, MD 20993
Telephone: 301-796-4969
Facsimile: 301-796-9845
Email: amy.baird@fda.hhs.gov

3
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 203565

INFORMATION REQUEST

Luitpold Pharmaceuticals, Inc.
Attention: Marsha E. Simon, Manager, Regulatory Affairs
800 Adams Avenue, Suite 100
Norristown, PA 19403
Dear Ms. Simon:
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for Ferric Carboxymaltose Injection, 50 mg/mL.
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and
have the following comments and information requests. We request a prompt written response
by June 4, 2012, in order to continue our evaluation of your NDA.
1. The following comments pertain to container labels and carton labeling:
a. It is noted that American Regent, Inc. is displayed on the labels. However, Luitpold is
listed in the NDA as the applicant and the manufacturer for the drug product. Revise the
name and address to reflect the correct manufacturer.
b. Change the description of the drug product to the following: Each mL contains 50 mg
iron (as ferric carboxymaltose) in water for injection. Also contains hydrochloric acid
and/or sodium hydroxide to adjust pH, if necessary.
2. The following comments pertain to Structured Product Labeling (SPL) Product Data
Element:
Change the information in the Basis of Strength section from “ferric carboxymaltose” to
“iron,” as the strengths of the drug product are expressed in terms of the iron content.
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3. The following comments pertain to the information contained in Module 3 of your e-CTD
submission. It is noted that some of the updated information was included in the cover letters
of your previous amendments rather than in respective sections in Modules 2 and 3.
a. Update Section 3.2.P.2.6 of your e-CTD submission with relevant in-use compatibility
data that were submitted in the 27-Apr-2012 amendment. It is acceptable to provide in
this section links to Attachments 15 and 15R in Section 3.2.P.8.3 for the updated data.
b. Update Section 3.2.P.5.2 with the revised information for analytical procedures. Refer to
your response to FDA question #3 in the 13-Apr-2012 amendment.
c. Update Section 3.2.P.8.2 of your e-CTD submission. It is noted that you provided revised
post-approval stability protocol and commitment as attachment 12 in the cover letter of
the 13-Apr-2012 amendment. However, Section 3.2.P.8.2, which shows a revision date
of 23-Apr-2012, still contains the outdated information.
d. Update Section 3.2.P.8.3 with the revised information for photostability test results. Refer
to your 08-Feb-2012 amendment.
e. Update Section 3.2.S.4.1 with the revised drug substance specification. Refer to your
cover letter of the 16-May-2012 amendment.
4. Provide representative drug product batch analysis results in Section 3.2.P.5.4 for all the
available presentations (fill sizes).
5. In accordance with ICH Q1A storage conditions, include relative humidity in the storage
conditions for your stability protocol (in the tables for commitment batches and annual
batches) in Section 3.2.P.8.2. Therefore, change “25°C±2°C” to “25°C ± 2°C/60% RH ± 5%
RH.”
If you have any questions, contact Jewell Martin, Regulatory Project Manager, at (301) 7962072

Sincerely,
{See appended electronic signature page}

Janice Brown, MS
Chemistry Team Lead
Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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Baird, Amy
From:
Sent:
To:
Subject:

Baird, Amy
Wednesday, May 16, 2012 2:45 PM
'Marsha Simon'
NDA 203565 Injectafer - DMF Deficiencies

Marsha,
Please refer to the NDA application for NDA 203565 Injectafer (Ferric Carboxymaltose) dated September 28, 2011, which
provides for the proposed indication "treatment of iron deficiency anemia."
DMF 16967 has been found inadequate to support your NDA and the DMF holder received deficiency correspondences
dated May 9, 2012, and May 11, 2012.
Please do not hesitate to contact me should you have any questions.
Regards,
Amy Baird
Regulatory Project Manager
Division of Hematology Products, CDER, FDA
10903 New Hampshire Ave
WO #22, Room 1223
Silver Spring, MD 20993
Telephone: 301-796-4969
Facsimile: 301-796-9845
Email: amy.baird@fda.hhs.gov
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4. Provide your justification for the drug substance specification in section 3.2.S.4.5.
5. Provide drug substance batch analysis results in Section 3.2.S.4.4. It is noted that Section
3.2.S.4.4 contains duplicated information of Section 3.2.P.4.4 for the drug product excipients
rather than drug substance analysis data.
6. Update the drug product specification in Sections 3.2.P.5.1 and 2.3.P.5 to include test of
osmolality, as proposed in the 06-Jan-2012 amendment.
7. In Section 3.2.P.7, provide testing results showing
stopper meet requirements of USP <381> Elastomeric Closures for
Injections. Also provide specification, dimension, and drawing of the stoppers. It is noted
that Appendix ZY, which is mentioned on page 3 of Section 3.2.P.7, does not provide
information for the stoppers. Alternately, provide a letter of authorization to reference the
information to an appropriate DMF.
(b) (4)

8. Provide a revised Section 3.2.P.8.2 for post-approval stability protocol and commitment with
the updated testing frequency in the tables. It is confusing to include an out-dated protocol in
the tables. Please ensure that both the first three production batches and the annual batches
are tested at the same intervals as that for the primary batches (i.e., every 3 months over the
first year, every 6 months over the second year, and annually thereafter through the proposed
retest period).
9. Provide results from forced degradation stress studies for the drug product. Provide the
characterization of the degradation products in Section 3.2.P.5.5.
10. As requested in the Agency’s letter dated December 15, 2011, provide data to support the
lack of testing free versus bound iron in the drug product specification and during in-use
testing after dilution of the drug product in sterile 0.9% sodium chloride injection, USP. Your
response to this request, as submitted in the amendment dated January 06, 2012, is not
adequate. Current literature sources (e.g., European Journal of Pharmaceutics and
Biopharmaceutics, 78 (2011) 480–491) suggest that the content of free iron in this product
may increase in sodium chloride solution. Provide in-use infusion study results including
testing for free iron. Revise the drug product specification by including testing for free
(b) (4)
unless it is justified.
11. Submit an updated letter of authorization from Vifor Pharma to cross reference DMF 16967
for NDA 203565.
12. DMF 16967 is inadequate. The Holder has been notified of the deficiencies.
If you have any questions, contact Jewell Martin, Regulatory Project Manager, at (301) 7962072.
Sincerely,
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{See appended electronic signature page}
Sarah Pope-Miksinski
Branch Chief
Branch 2, Division of New Drug Quality Assessment I
Office of New Drug Quality Assessment
Center for Drug Evaluation and Research
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For additional information regarding application requirements for sterile drug products, see the FDA Guidance
titled “Guidance for Industry for the Submission Documentation for Sterilization Process Validation in
Applications for Human and Veterinary Drug Products”
Please do not hesitate to contact me should you have any questions.
Regards,
Amy Baird
Regulatory Project Manager
Division of Hematology Products, CDER, FDA
10903 New Hampshire Ave
WO #22, Room 1223
Silver Spring, MD 20993
Telephone: 301-796-4969
Facsimile: 301-796-9845
Email: amy.baird@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 203565
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE
Luitpold Pharmaceuticals, Inc.
800 Adams Avenue
Suite 100
Norristown, Pennsylvania 19403

ATTENTION:

Marsha E. Simon
Manager, Regulatory Affairs

Dear Ms. Simon:
Please refer to your New Drug Application (NDA) dated September 30, 2011, received October 3, 2011,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Ferric Carboxymaltose
Injection, 50 mg/mL.
We also refer to your December 5, 2011, correspondence, received December 5, 2011, requesting review of
your proposed proprietary name, Injectafer. We have completed our review of the proposed proprietary
name and have concluded that it is acceptable.
The proposed proprietary name, Injectafer, 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 December 5, 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 Sue Kang, Safety Regulatory Project Manager in the Office of Surveillance and
Epidemiology, at (301) 796-4216. For any other information regarding this application contact the Office of
New Drugs (OND) Regulatory Project Manager, Amy Baird at (301) 796-4969.
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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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 203565
FILING COMMUNICATION
Luitpold Pharmaceuticals, Inc.
Attention: Ms. Marsha Simon, CQA
Manager, Regulatory Affairs
One Luitpold Drive
P.O. Box 9001
Shirley, NY 11967
Dear Ms. Simon:
Please refer to your New Drug Application (NDA) dated September 30, 2011, received October
3, 2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Ferric
Carboxymaltose Injection, 50mg/mL.
We also refer to your amendments dated November 15, December 5, and December 13, 2011.
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 August 3,
2012.
We are reviewing your application according to the processes described in the Guidance for
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA
Products. Therefore, we have established internal review timelines as described in the guidance,
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning,
midcycle, team and wrap-up meetings). Please be aware that the timelines described in the
guidance are flexible and subject to change based on workload and other potential review issues
(e.g., submission of amendments). We will inform you of any necessary information requests or
status updates following the milestone meetings or at other times, as needed, during the process.
If major deficiencies are not identified during the review, we plan to communicate proposed
labeling and, if necessary, any postmarketing commitment requests by July 6, 2012.
During our filing review of your application, we identified the following potential review issues:
Clinical:
1. The proposed indication of Injectafer as first line treatment of iron deficiency anemia
may not be supported by the efficacy and safety results of Study 1VIT09031. By design,
the study was conducted in patients who were intolerant to oral iron or who had

Reference ID: 3059285

NDA 203565
Page 2

inadequate response to oral iron during the run-in period. Adequacy of this study to
support the proposed indication is a review issue.
2. All safety results should be included under the Adverse Reactions section of the labeling.
Product Quality (CMC):
1. Submit a summary on the actual and potential product related substances including
aggregates and low molecular weight iron carbohydrate complexes in the drug product
arising from the degradation of the drug substance during the manufacturing and storage
of the drug product. Include any changes in the molecular weight distribution, average
molecular weight and particle size.
2. Provide data supporting the lack of testing for free versus bound iron in the drug product
specification and during in-use testing after dilution of the drug product in sterile 0.9%
sodium chloride injection, USP.
3. Since ferric carboxymaltose injection is a parenteral drug product, include a test of
osmolality in the drug product specification.
4. Submit the drug product photostability test results. If photostability testing was
previously performed, provide the location (volume, page number) where this
information can be found.
5. Resubmit pages 6 and 7 located in section 3.2.P.2.6, Appendix ZE. The headings are
blacked out and cannot be read.
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 identified the following
labeling format issues:
1. Highlights
•

In Indications and Usage, if a product belongs to an established pharmacologic class, the
following statement is required in HL: [Drug/Biologic Product) is a (name of class)
indicated for (indication(s)].” Identify the established pharmacologic class for the drug at:
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm162549.h
tm

2. Full Prescribing Information
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•

Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in
labeling. Other terms, such as “adverse events” or “treatment-emergent adverse events,”
should be avoided.

We request that you resubmit labeling that addresses these issues by January 6, 2012. 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.
We acknowledge receipt of your request for a partial waiver of pediatric studies for this
application. Once we have reviewed your request, we will notify you if the partial waiver
request is denied.
We also acknowledge receipt of your request for a partial deferral of pediatric studies for this
application. Once we have reviewed your request, we will notify you if the partial deferral
request is denied.
If you have any questions, contact Trinh Scott, Regulatory Project Manager, at (301) 796-3311
or Trinh.Scott@fda.hhs.gov .

Sincerely,
{See appended electronic signature page}
Ann T. Farrell, M.D.
Acting Director
Division of Hematology Products
Office of Oncology and Hematology Products
Center for Drug Evaluation and Research
Food and Drug Administration
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Scott, Trinh
From:
Sent:
To:
Subject:

Scott, Trinh
Friday, December 02, 2011 5:14 PM
'Marsha Simon'
NDA 203565 - NDA Filed today

Dear Marsha,
Regarding NDA 203565 for Ferric Carboxymaltose (tentatively Injectafer), received on October 3, 2011, I want to inform
you that the NDA is filed as of today. It will be a Standard review with a PDUFA date of August 3, 2012.
We have several filing comments to convey, and those will be sent in the Day 74 letter.
Please let me know if you have any questions.
Best regards,
Trinh
________________________________________________________________________________________________

CDR Trinh Scott, USPHS│ Regulatory Project Manager │ Division of Hematology Products, CDER, FDA
10903 New Hampshire Avenue, WO22, Room 2173 │ Silver Spring, MD 20993
301.796.3311 (phone) ● 301.796.9845 (fax) │
trinh.scott@fda.hhs.gov

3 Please consider the environment before printing this email.
NOTE: This e-mail message, including any attachments, is intended for the exclusive use of the recipient(s) named above. It may
contain information that is protected, privileged, or confidential, and it should not be disseminated, distributed, or copied to persons not
authorized to receive such information. If you are not the intended recipient, any dissemination, distribution or copying is strictly
prohibited. If you have received this e-mail in error, please e-mail the sender immediately at trinh.scott@fda.hhs.gov and delete this email communication from your computer. Thank you.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration
Silver Spring MD 20993

NDA 203565
NDA ACKNOWLEDGMENT
Luitpold Pharmaceuticals, Inc.
Attention: Ms. Marsha Simon, CQA
Manager, Regulatory Affairs
One Luitpold Drive
P.O. Box 9001
Shirley, NY 11967
Dear Ms. Simon:
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:

Injectafer® (Ferric Carboxymaltose), 50mg/mL, Injection

Date of Application:

September 30, 2011

Date of Receipt:

October 3, 2011

Our Reference Number: NDA 203565
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 December 2, 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). 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).
Title VIII of FDAAA amended the PHS Act by adding new section 402(j) [42 USC § 282(j)],
which expanded the current database known as ClinicalTrials.gov to include mandatory
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registration and reporting of results for applicable clinical trials of human drugs (including
biological products) and devices.
In addition to the registration and reporting requirements described above, FDAAA requires that,
at the time of submission of an application under section 505 of the FDCA, the application must
be accompanied by a certification that all applicable requirements of 42 USC § 282(j) have been
met. Where available, the certification must include the appropriate National Clinical Trial
(NCT) numbers [42 USC § 282(j)(5)(B)].
You did not include such certification when you submitted this application. You may use Form
FDA 3674, “Certification of Compliance, under 42 U.S.C. § 282(j)(5)(B), with Requirements of
ClinicalTrials.gov Data Bank,” [42 U.S.C. § 282(j)] to comply with the certification requirement.
The form may be found at http://www.fda.gov/opacom/morechoices/fdaforms/default.html.
In completing Form FDA 3674, you should review 42 USC § 282(j) to determine whether the
requirements of FDAAA apply to any clinical trial(s) referenced in this application. Please note
that FDA published a guidance in January 2009, “Certifications To Accompany Drug, Biological
Product, and Device Applications/Submissions: Compliance with Section 402(j) of The Public
Health Service Act, Added By Title VIII of the Food and Drug Administration Amendments Act
of 2007,” that describes the Agency’s current thinking regarding the types of applications and
submissions that sponsors, industry, researchers, and investigators submit to the Agency and
accompanying certifications. Additional information regarding the certification form is available
at:
http://www.fda.gov/RegulatoryInformation/Legislation/FederalFoodDrugandCosmeticActFDCA
ct/SignificantAmendmentstotheFDCAct/FoodandDrugAdministrationAmendmentsActof2007/uc
m095442.htm. Additional information regarding Title VIII of FDAAA is available at:
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html. Additional information for
registering your clinical trials is available at the Protocol Registration System website
http://prsinfo.clinicaltrials.gov/.
When submitting the certification for this application, do not include the certification with other
submissions to the application. Submit the certification within 30 days of the date of this letter.
In the cover letter of the certification submission clearly identify that it pertains to NDA 203565
submitted on September 30, 2011, and that it contains the FDA Form 3674 that was to
accompany that application.
If you have already submitted the certification for this application, please disregard the above.
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 Hematology 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 me at (301) 796-3311 or Trinh.Scott@fda.hhs.gov.

Sincerely,
{See appended electronic signature page}

Trinh Scott, M.S.
Regulatory Project Manager
Division of Hematology Products
Office of Hematology and Oncology Products
Center for Drug Evaluation and Research
Food and Drug Administration
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Health Service
Food and Drug Administration
Rockville, MD 20857

IND 63,243

Luitpold Pharmaceuticals, Inc.
Attention: Marsha Simon
Manager of Regulatory Affairs and Quality Assurance
800 Adams Avenue, 1st Floor
Valley Forge, PA 19403

Dear Ms. Simon:
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act for ferric carboxymaltose (FCM) Injection.
We also refer to the meeting between representatives of your firm and the FDA on
May 18, 2009.
The official minutes of that meeting are enclosed. You are responsible for notifying us of any
significant differences in understanding regarding the meeting outcomes.
If you have any questions, call me, at (301) 796-2192.
Sincerely,
{See appended electronic signature page}
Hyon-Zu Lee, Pharm.D.
Regulatory Project Manager
Division of Medical Imaging and Hematology Products
Office of Oncology Drug Products
Center for Drug Evaluation and Research

Enclosure

MEMORANDUM OF MEETING MINUTES

MEETING DATE:
TIME:
LOCATION:
APPLICATION:
DRUG NAME:
TYPE OF MEETING:

May 18, 2009
1:30 PM – 3 PM (Eastern Standard Time)
White Oak Conference Room 1415
IND 63,243
Ferric Carboxymaltose Injection
Clinical advice meeting

MEETING CHAIR:

Rafel Rieves, M.D.

MEETING RECORDER: Hyon-Zu Lee, Pharm.D.
FDA ATTENDEES:
Division of Medical Imaging and Hematology Products (DMIHP):
Rafel Rieves, M.D., Division Director
Kassa Ayalew, M.D., Medical Team Leader, Hematology
Minh-Ha Tran, D.O., Medical Reviewer
Jyoti Zalkikar, Ph.D., Statistics Team Leader
Satish Misra, Ph.D., Statistics Reviewer
Lan Huang, Ph.D., Statistics Reviewer
Hyon-Zu Lee, Pharm.D., Regulatory Health Project Manager
Division of Neurology Products (DNP):
Gerald Podskalny, M.D., Medical Team Leader
EXTERNAL CONSTITUENT ATTENDEES:
Luitpold Pharmaceuticals, Inc.:
David Bregman, M.D., Ph.D., Medical Director
Mary Jane Helenek, Pharm.D., President & C.E.O.
Marc Tokars, Sr. Director of Clinical Operations
Todd Koch, Clinical Project Manager
Marsha Simon, CQA, Manager of Regulatory Affairs
Consultants:
(b) (4)

BACKGROUND AND MEETING OBJECTIVES:
The sponsor submitted a meeting request on March 18, 2009, received March 18, 2009, to
discuss the development program of FCM in patients with iron deficiency anemia (IDA).
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Specifically, to obtain concurrence that the proposed outcomes trial targeting a high risk
population, (VIT090R, “A Multi-Center, Randomized, Active Controlled Study to Investigate
the Efficacy and Cardiovascular Safety of Intravenous (IV) Ferric Carboxymaltose (FMC) vs.
Venofer® in Patients with Iron Deficiency Anemia (IDA) and Impaired Renal Function”) will
appropriately assess the safety and efficacy of FCM in order to support regulatory approval and
that a second proposed trial, (VIT090B, “A Multi-Center, Randomized, Active Controlled Study
to Investigate the Efficacy and Safety of Intravenous Ferric Carboxymaltose (FCM) in Patients
with Iron Deficiency Anemia”) when considered along VIT090R, as well as the other ongoing
and completed trials from the Phase 3 program, could support a broad IDA indication for the
FCM at the proposed dose.
DISCUSSION POINTS:
In response to the questions in the April 16, 2009 background package, the following agreements
were reached after the discussion. The format provides the firm’s questions listed in the meeting
background package in italics followed by DMIHP sent responses on May 14, 2009 in bolded
font and the discussions during the teleconference in regular font.
Questions:
VIT090R, “A Multi-center, Randomized, Active Controlled Study to Investigate the Efficacy and
Cardiovascular Safety of Intravenous (IV) Ferric Carboxymaltose (FMC) vs. Venofer® in
Patients with Iron Deficiency Anemia (IDA) and Impaired Renal Function.” Appendix II
1. Given that the population proposed for this study reflects a definition of chronic kidney
disease that is accepted by nephrologists and nephrology associations, is it acceptable to
utilize Venofer at a dose of 200 mg x 5 as the non-inferiority comparator for both efficacy
and safety?
FDA response:
Your chosen study drug dosing appears acceptable, however, we are concerned
about the noninferiority (NI) margin for the safety component of the co-primary
endpoint (NI 0.0240 or Relative Risk 1.60). We question the assumptions and basis
for the choice for the NI margin. We request additional clarification and supportive
information to justify the margin. You may wish to consider changing your
assumptions of the anticipated FCM outcome rate in order to more logically and
feasibly support a smaller NI margin.
The sponsor noted that the number of subjects on this trial will be 2500 patients which is
larger than the CREATE and the CHOIR studies combined; the sponsor asked if the
Division agrees with the proposed sample size.
The Division responded that the "acceptability" of the proposed sample size is ultimately
determined by the study results. The Division acknowledged that the proposed sample
size was a reasonable target for purposes of designing the study.
The Division questioned the reasonableness of the proposed primary endpoint noninferiority margin for the 2500 patient study. The sponsor acknowledged this concern
and commented that they prefer to propose an "estimation" methodology for the primary
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endpoint analysis. The Division stated that this approach was probably more reasonable;
the Division requested a protocol/additional information in order to more definitively
comment upon the analytical methods.
The Division noted that, ultimately, the review of a potential NDA will involve
considerations from the totality of the available clinical data, not solely the findings from
the 2500-patient clinical study.
Additionally, we suggest that you use a double-blind design for the study. This is
particularly important for the clinical as well as statistical evaluation of the coprimary safety endpoint.
The sponsor noted that there are challenges with blinding since the dosing regimen for
FCM requires two doses of 750 mg administered over 7.5-8 min. (separated by seven
days) versus Venofer of five doses times 200 mg administered over 2-5 min.) requiring
three placebo doses of FCM for blinding. Also, the sponsor stated that the difference of
administration duration would complicate and increase the possibility of error.
Accordingly, they asked if it is acceptable if the study be carried out as open-label. The
sponsor also noted that the adjudication process for the major study endpoints will take
(b) (4)
place at the
, independent of site investigator-input.
The Division noted that because of possible introduction of bias, that an open-label trial
would not be optimal. However, the Division did not object to sponsor’s proposal and
acknowledged that the sponsor's proposal was reasonable given the cited limitations;
however, the Division noted that a double-blinded design generally increases the
likelihood of providing clinically persuasive data.
(b) (4)

2. Since Luitpold and
found it was problematic to determine the key safety/efficacy
comparisons in a three arm trial (i.e., a trial with two doses of FCM, as discussed in
previous discussion with the Division) the trial has been designed to compare a single
FCM arm (750 mg x 2) to a standard active comparator (Venofer, 200 mg x 5). Does the
Division concur with the two arm trial design?
FDA response:
The two arm trial design is reasonable, but the comments in response to question 1
apply.
3. Given that IV iron is considered an appropriate initial treatment for the population being
studied, is the lack of an oral run in for this trial acceptable?
FDA response:
Yes.
4. Given that the trial is proposed to address the mortality imbalance and the potential
cardiac toxicity of FCM, is the composite endpoint acceptable?
FDA response:
Yes.
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5. In addition to the two studies being discussed in this meeting package, the Sponsor is also
conducting additional randomized controlled studies to gather efficacy and safety data
(VIT07017, VIT07018, VIT08019, VIT08020, and VIT08021 for a total of >2300
additional patients taking FCM). Given that it will be extremely challenging to enroll
2500 renally impaired patients for the outcomes study and because the follow up period
for this IV iron trial (4 months) will be shorter than that for the typical cardiovascular
outcomes trial, is ruling out a hazard ratio of 1.6 with 80% power acceptable (based on
an anticipated event rate of 4% over the 4 month period of follow up)?
FDA response:
Please see response to question number 1.
VIT090B, “A Multi-center, Randomized, Active Controlled Study to Investigate the Efficacy and
Safety of Intravenous Ferric Carboxymaltose (FCM) in Patients with Iron Deficiency Anemia
(IDA).” Appendix III.
6. Does the FDA feel the safety and efficacy comparison to oral iron is appropriate for
patients who have an inadequate response to the oral iron run in (i.e., in Cohort 1)?
FDA response:
Yes.
7. Does the FDA agree with the safety and efficacy comparison to IV standard of care
(which includes blood transfusion if appropriate) for patients who do not tolerate the
oral run in or whose physicians feel an oral run-in is not appropriate (i.e., in Cohort 2)?
FDA response:
We are concerned that the eligibility criteria are not sufficiently developed to
exclude patients with an anemia that requires acute treatment with blood
transfusion. Please revise the eligibility criteria that address this concern. We
suggest that you otherwise minimize the exclusion criteria in order to more
appropriately reflect the potential market population. For example, justify the basis
for excluding HIV positive patients, patients with known hepatitis, concurrent use of
anti-viral agents as well as the criterion that applies to anticipated surgery.
The sponsor noted that they will clarify and revisit the appropriateness of the exclusion
criteria; the sponsor also noted that patients who require acute treatment with blood
transfusion will not be eligible for the studies. They stated that they will provide
clarification and justification for each criterion listed in the exclusion criteria.
The Division emphasized the importance of enrolling patients representative of the
ultimate market population; the Division also noted that the study designs may be
developed to limit the efficacy analyses to a prespecified population, if this modification
will enhance the ability to obtain more market-applicable safety data.
8. The company believes that intravenous iron products such as FCM are appropriate
without oral run-in for patients whose physician’s believe their clinical situation merits
immediate use of intravenous iron (e.g., baseline hemoglobin [Hgb] is sufficiently low
that the patient requires rapid repletion of iron stores to avoid blood transfusion [in the
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protocol, the value assigned is Hgb < 8 g/dL unless there is evidence of cardiac or
respiratory dysfunction in which case IV iron may be used without oral run-in if Hgb < 9
g/dL]). Does the FDA concur that it is acceptable to enroll patients into Cohort 2 who
(by the physician’s assessment of criteria included in the protocol) are inappropriate for
an oral run in?
FDA response:
See response to question 7 above. We are perplexed by your apparent
understanding that FCM represents an acute treatment for anemia.
9. If the data from this trial demonstrate superior efficacy of FCM to oral iron in patients
who respond inadequately to the 14 day oral iron run-in, and demonstrates comparable
safety to the oral and IV comparators, could this study support a broad IDA indication
for FCM assuming the outcomes trial also supports the safety and efficacy of the
product?
FDA response:
This would be a decision requiring review of the totality of the NDA package at the
time of submission and review.
Additional discussions during the meeting:
The Division asked how many interim analyses the sponsor is planning for the protocol.
The sponsor responded that the interim analyses will be carried out on the pooled blinded data to
verify the assumption of 4% event rate and re-estimate the sample size, if needed. The Division
requested the sponsor to provide the details of planned interim analyses in the protocol as well as
in the Statistical Analysis Plan.
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