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EXCLUSIVITY SUMMARY

NDA # 205003  SUPPL # HFD # 

Trade Name  Prestalia

Generic Name  Perindopril arginine and Amlodipine

Applicant Name  Symplmed Pharmaceuticals LLC    

Approval Date, If Known  1-21-15

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 X 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 X 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.   

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 X

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 X

      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 X

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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List of approved perindopril and amlodipine approved products with NDA#s.

     
NDA# NDA 19787 Norvasc

NDA# NDA 20184 Aceon

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 X NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).  

NDA# 20184

NDA# 19787

NDA#

Note that NDA 20184, Aceon, contains Perindopril erbumine.  Prestalia contains Perindopril 
arginine, which has not been approved in the US.  Both Perindopril and Amlodipine have been 
approved in combination products, but not in the same combination product.

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."  
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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 X 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 X 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 X

(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:                                     
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(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 X NO 

     If yes, explain:                                         

The applicant submitted the published literature (Vincent et al, 2000) containing 
summary PK data for NORVASC. The applicant compared the mean exposure measures 
(peak concentration (Cmax) and area under the curve (AUC)) of amlodipine between 
NORVASC (amlodipine besylate 10 mg) and Prestalia (perindopril arginine/amlodipine 
besylate 14/10 mg) and concluded that the exposure measures were similar. The clinical 
pharmacology reviewer concurred with the applicant’s conclusions after determining the 
arithmetic ratios for the exposure measures of amlodipine between NORVASC and 
Prestalia show that the exposures were similar.                                                         

(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.")

   YES NO X

   YES NO X
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If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:

Investigation #1

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?

YES NO X

YES NO X

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"):

Investigation #1 (X985400) Phase 3

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 # 108233 YES  X !  NO   
!  Explain: 
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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?

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 X

If yes, explain:  
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=================================================================
                                                      
Name of person completing form:  Wayne Amchin                   
Title:  Senior CSO
Date:  January 19, 2015

                                                      
Name of Office/Division Director signing form:  Norman Stockbridge, M.D., Ph.D.
Title:  Director, Division of Cardiovascular and Renal Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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Prestalia (perindopril arginine/amlodipine besilate) Full Waiver                                         
• Proposed Indication:  Treatment of hypertension 
• This application triggered PREA as a new active ingredient.  
• The PDUFA goal date is January 21, 2015 
• PeRC Recommendations: 

o The PeRC agreed with the Division to grant a full waiver because 
product fails to represent a meaningful therapeutic benefit over 
existing therapies and is unlikely to be used in a substantial number of 
pediatric patients.      
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205003
INFORMATION REQUEST

Symplmed Pharmaceuticals, LLC
Attention: Erik Emerson
President and Chief Executive Officer
c/o Medpace Inc.
5375 Medpace Way
Cincinnati, OH 45227

Dear Mr. Emerson:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Prestalia (Perindopril arginine/Amlodipine besylate) tablets in 
doses of 3.5/2.5 mg, 7/5 mg, and 14/10 mg for the treatment of hypertension.

We are reviewing the Clinical Pharmacology section of your application and have the following 
comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA.

Based on your responses to our information requests submitted on June 27, September 12 and 
September 23, 2014, we are unable to establish an unequivocal PK bridge between the exposure 
to perindopril in your proposed fixed-dose combination product and ACEON®. At worst, 
exposures to perindopril could be about twice as high with the fixed combination than with
ACEON®.  From a labeling perspective, a clear understanding of the relative bioavailability of 
your product is essential to rely upon certain sections of the ACEON® product insert, and 
specifically to rely upon information related to use in elderly patients and patients with renal 
impairment, who require dose adjustment because of increased exposure. 

To address this issue, we believe you need to conduct a bioequivalence study between your 
proposed fixed-dose combination product (perindopril arginine/amlodipine) and ACEON®

(perindopril erbumine). The analytes that should be quantified in this study are perindopril and 
perindoprilat. The primary analysis should be the comparative bioavailability in the exposure to 
perindopril with the comparison of perindoprilat serving as supportive evidence. As a best 
practice and for completeness of information from this study, we suggest including NORVASC®

in this study and establishing a PK bridge for amlodipine.
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If you have any questions, please contact me at (301) 796-0421.

Sincerely,

{See appended electronic signature page}

Wayne Amchin
Senior Consumer Safety Officer
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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From: Weisshaar, Pamela
To: Knight, Yvonne; Amchin, Wayne
Cc: Breen, Dennis L.; Erik Emerson (emerson@symplmed.com); Dale, Kelli; Bouie, Teshara
Subject: RE: Information Request for NDA 205003 (Prompt Response)
Date: Wednesday, September 17, 2014 4:19:27 PM

Thank you, Yvonne. I have received your request.
Pam
 
Pamela S. Weisshaar
Manager, Regulatory Affairs

Medpace

5375 Medpace Way

Cincinnati  OH, 45227

Tel:          +1.513.579.9911, ext. 2505
Mobile:   
Fax:         +1.513.579.0444
E-mail:    p.weisshaar@medpace.com
www.medpace.com
 

From: Knight, Yvonne [mailto:Yvonne.Knight@fda.hhs.gov] 
Sent: Wednesday, September 17, 2014 4:18 PM
To: Weisshaar, Pamela; Amchin, Wayne
Cc: Breen, Dennis L.; Erik Emerson (emerson@symplmed.com); Dale, Kelli; Bouie, Teshara
Subject: RE: Information Request for NDA 205003 (Prompt Response)
Importance: High
 
Hi Pam,
Unfortunately the response you provided still did not include the statement we requested.
 Environmental Assessment statement per 21 CFR 25.15(d) that informs the Agency that “to
your (Sponsor/Applicant’s) knowledge, no extraordinary circumstances exist.” 
Please provide the statement by COB Thursday September 18, 2014.   Note: I will be out of
the office until early next week so please cc Ms. Teshara Bouie on  your correspondence as
well.

Please confirm receipt of this Information Request.  Also, please provide me with a courtesy
copy via email when you submit your official amendment?  Note:  Official amendments need
to be submitted by due date in order to be included in the review cycle.  If you have any
questions or comments feel free to contact me.

Best Regards,
 
Yvonne Knight
 
From: Weisshaar, Pamela [mailto:P.Weisshaar@Medpace.com] 
Sent: Wednesday, September 17, 2014 11:49 AM
To: Knight, Yvonne; Amchin, Wayne
Cc: Breen, Dennis L.; Erik Emerson (emerson@symplmed.com); Dale, Kelli
Subject: FW: Information Request for NDA 205003 (Prompt Response)
Importance: High

Reference ID: 3629642

(b) (4)



 
Dear Yvonne,
 
On behalf of Symplmed Pharmaceutics, Medpace is providing this response to the Information
request received for NDA 205003 via email on 16 September 2014.
 
The attached file contains the Statement of Categorical Exclusion per 21 CFR 25.31(b) for Prestalia.
 
This file will be submitted to the NDA over the electronic submissions gateway this afternoon.
 
If you have any questions regarding this submission, please contact me by email or phone.
 
Best Regards,
Pam
 
 
Pamela S. Weisshaar
Manager, Regulatory Affairs

Medpace

5375 Medpace Way

Cincinnati  OH, 45227

Tel:          +1.513.579.9911, ext. 2505
Mobile:   
Fax:         +1.513.579.0444
E-mail:    p.weisshaar@medpace.com
www.medpace.com
 

From: Erik Emerson [mailto:emerson@symplmed.com] 
Sent: Tuesday, September 16, 2014 1:20 PM
To: Weisshaar, Pamela
Subject: Fwd: Information Request for NDA 205003 (Prompt Response)
Importance: High
 
 
 
 
Erik Emerson
President & CEO
Symplmed Pharmaceuticals

 
 

-------- Original message --------
From: "Knight, Yvonne"
Date:09/16/2014 11:13 AM (GMT-05:00)
To: emerson@symplmed.com
Subject: Information Request for NDA 205003 (Prompt Response)
 

Reference ID: 3629642
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(b) (4)



Good morning Mr. Emerson,
 

We have an information request concerning  Symplmed’ s  New Drug Application (NDA) for
NDA 205003.   We request a prompt response to this IR request no later than Wednesday
COB September 17, 2014.

 

We are reviewing the categorical exclusion section of your submission but we are unable to
locate the Environmental Assessment statement per 21 CFR 25.15(d) that informs the Agency
that “to the applicant's knowledge, no extraordinary circumstances exist.” 
 

1. Please either  provide the statement or  provide a response to where it can be found in
the contents of your submission. 

 

Please confirm receipt of this Information Request.  Also, please provide me with a courtesy
copy via email when you submit your official amendment?  Note:  Official amendments need
to be submitted by due date in order to be included in the review cycle.  If you have any
questions or comments feel free to contact me.

 
Best Regards,
 
 
Yvonne Knight, MS
Regulatory Health Project Manager
Division of New Drug Quality Assessment
FDA/CDER/OPS/ONDQA
10903 New Hampshire Avenue
Bldg. 21, Room 2667
Silver Spring, MD 20993-0002
Phone: 301.796.2133
Email: yvonne.knight@fda.hhs.gov
 
 

This transmission, including any attachments, is confidential, proprietary, and may be
privileged. It is meant solely for the intended recipient. If you are not the intended recipient,
you have received this transmission in error and you are hereby notified that any review,
disclosure, copying, distribution, or use of this transmission or any information included
therein, is unauthorized and strictly prohibited. If you have received this transmission in
error, please immediately notify the sender by reply and permanently delete all copies of this
transmission and any attachments.

MPUID5375
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205003
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED

Symplmed Pharmaceuticals, LLC
Attention: Erik Emerson
President and Chief Executive Officer
c/o Medpace Inc.
5375 Medpace Way
Cincinnati, OH 45227

Dear Mr. Emerson:

Please refer to your New Drug Application (NDA) dated March 21, 2014, received March 21, 
2014, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act
(FDCA), for Prestalia (Perindopril arginine/Amlodipine besylate) tablets in doses of 3.5/2.5 mg, 
7/5 mg, and 14/10 mg for the treatment of hypertension.

We also refer to your amendments dated April 4, 8, 25, May 5, 6, and 15, 2014.

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 January 21, 
2015.

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 December 19, 2014.

During our filing review of your application, we identified the following potential review issues:
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REGULATORY

1. The bridge to support reliance on Aceon® and Norvasc® appears to be based, in part, on 
information contained in one listed drug’s summary basis of approval (SBA), which is 
not also reflected in that drug’s approved labeling.  “Full reports of investigations” of 
safety and effectiveness are required to be submitted for approval of 505(b)(2) NDAs.  
The SBA and FDA reviewers’ public summaries do not constitute full reports of 
investigations. See 21 C.F.R. 314.430(e)(2).  Please note that a 505(b)(2) applicant that 
seeks to rely on the Agency’s finding of safety and/or effectiveness for listed drugs may 
rely on FDA’s finding of safety and effectiveness as reflected in the FDA approved 
labeling for the listed drugs, but not the SBA.

CLINICAL

2. The submission seeks approval of Prestalia® in three strengths: 3.5/2.5 mg, 7/5, and 14/10 
mg. Prestalia (7/5 mg) was not evaluated in either study X985400 or CL2-05985-005). 
Hence, there are no data that directly address the effectiveness or safety of this dose as 
compared with the low and high dose combinations. Therefore, it is unclear how 
prescribing information for Prestalia® can provide adequate instructions for use of the 
7/5-mg dose. It is insufficient to know that it must be effective, because it lies between 
two effective doses; it needs to have some rationale in the titration to a target blood 
pressure.

3. The lack of a placebo arm (or 24-hour ambulatory blood pressure data which do not 
appear to be susceptible to a placebo effect) in Study X985400 (PATH) does not allow us 
to compare the effect size of the lower dose combination (perindopril 
arginine/amlodipine besylate 3.5/2.5) tested in Study CL2-05985-005 with the higher 
dose combination (perindopril arginine/amlodipine besylate 14/10 mg) tested in Study 
X985400 (PATH).

CHEMISTRY, MANUFACTURING AND CONTROLS

4. Section 3.2.S. is incomplete; the current information available for both drug substances 
should be provided in 3.2.S.1, 3.2.S.2 and 3.2.S.3 with references to the DMFs, where 
appropriate for additional details.  Basic aspects (e.g., physico-chemical properties, 
structures, etc.) should be included in the NDA, along with a relevant discussion of those 
attributes that are critical to the manufacture and stability of the drug product.

5. A master batch record for drug product manufacture is not provided in the application.  
Either submit a master batch record to the NDA or provide a statement indicating that the 
process described in the executed batch records will be followed for all commercial 
batches.

6. Your compatibility studies for the drug substances with the excipients used in the 
manufacture of the drug product do not detect whether any interactions occur between 
excipients and the  of the drug substances.  

Reference ID: 3517545
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Provide data to demonstrate that the  components of 
the drug substances do not interact with the excipients of the drug product under 
manufacturing conditions or alternatively, provide tests in the drug product specification 
to quantify these two components in the finished product.  

7. Provide a more detailed description of how  is determined and controlled 
in the commercial drug product process.

8. Revise the container labels and package insert information to make clear that the tablet 
strength for amlodipine besylate corresponds to the amount of the free base and not the 
besylate salt.  A separate equivalency statement should also be included on the container 
labels to indicate the amount of amlodipine besylate in the tablets.

BIOPHARMACEUTICS

9. The dissolution profile comparisons conducted to support the approval of the lower
strengths failed the similarity criteria (i.e., F2<50), suggesting lack of dose 
proportionality.  Address the clinical relevance of the lack of dose-proportionality.

10. The dissolution profile comparisons conducted to support the bridge between the clinical
studies conducted by Servier outside the US and the clinical studies conducted by XOMA 
in the US failed the similarity criteria (i.e., F2<50) in pH 6.8 medium. Address the 
clinical relevance of these findings.

11. Your proposed acceptance criteria of Q= % in 15 min for both components is not 
supported by the data. Pending the additional data to support the approval of the 
dissolution method, we recommend an acceptance criteria of Q= % in 15 min for both 
components.

CLINICAL PHARMACOLOGY

12. The adequacy of the bridge between your fixed-dose combination product (perindopril 
arginine/amlodipine besylate) and the US approved monotherapies, and specifically, the 
approved monotherapy Aceon® (perindopril erbumine) is a review issue. Cross-study 
comparisons indicate that the 90% confidence intervals of the geometric mean ratios of 
the exposure measures for perindopril and perindoprilat between the to-be-marketed 
highest strength of your fixed-dose combination and Aceon® fall outside of usual
bioequivalence limits.

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.

In addition, we have the following comments and requests for information:
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1. If you seek an initial therapy claim, then for Studies X985400 (PATH) and CL2-05985-
005, submit the following graphs by study and treatment group:
 Probability of Achieving SBP < 140 mm Hg
 Probability of Achieving SBP < 130 mm Hg
 Probability of Achieving DBP < 90 mm Hg
 Probability of Achieving DBP < 80 mm Hg

2. Submit the following information:

a) The solubility profile in the physiologically relevant pH for both components.

b) Dissolution method report justifying the selection of the proposed dissolution medium 
and its volume (i.e., 1000 mL) for both components of your product. For this purpose, 
provide dissolution profiles as a function of medium and pH for both perindopril 
arginine and amlodipine besylate.

c) List of the critical material attributes (CMA) and critical process parameters (CPP)
affecting dissolution with supporting data.

d) Dissolution data for both components supporting the discriminating ability of the 
dissolution method towards the CMAs and/or CPPs.

PRESCRIBING INFORMATION

Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  We encourage you to review the labeling review 
resources on the PLR Requirements for Prescribing Information website including:

 The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products 

 Regulations and related guidance documents 
 A sample tool illustrating the format for Highlights and Contents, and 
 The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 

important format items from labeling regulations and guidances.  

During our preliminary review of your submitted labeling, we have identified the following 
labeling issues and have the following labeling comments or questions:

1. The length of Highlights (HL) must be one-half page or less (the HL Boxed Warning 
does not count against the one-half page requirement).

2. The horizontal line bracketing each heading in HL should extend over the entire width of 
the column.  The horizontal line for Warnings and Precautions does not extend the full 
width.
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3. The product title in the HL section following the Highlights Limitation Statement should 
not be in all UPPER CASE.

4. The first sentence of your Indications and Usage statement should say Prestalia is a fixed-
dose combination of perindopril, an angiotensin converting enzyme inhibitor, and 
amlodipine, a dihydropyridine calcium channel blocker, indicated for the treatment of 
hypertension.

5. In the Full Prescribing Information Table of Contents, all Section Headings should be 
UPPER CASE.

6. In the Full Prescribing Information Table of Contents, all subsection headings should be 
in Title Case.  Your proposed Prescribing Information has subsection 14.1 in all UPPER 
CASE

7. The title of Subsection 2.2 does not match in the Table of Contents and in the Full 
Prescribing Information.

8. The Boxed Warning in the Full Prescribing Information does not include the section 
heading and it lists subsection 5.5 twice.  It should say: [see Warnings and Precautions
(5.5)].

9. Section 17 Patient Counseling Information of the Full Prescribing Information must 
reference any FDA-approved patient 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, Medication Guide, Instructions for Use).

In addition, you have included a subsection 17.2, FDA-Approved Medication Guide.  It 
does not appear that you have a Medication Guide.  The additional labeling document 
you have included is labeled as Instructions for Use.  A Medication Guide, Patient 
Information, and Instructions for Use are different kinds of FDA-approved patient 
labeling.  It appears that what you alternately refer to as a Medication Guide and 
Instructions for Use is actually Patient Information.  Please clarify what kind of patient 
labeling you are seeking approval for and accurately reflect that in the HL and TOC, in 
Section 17 of the FPI, and on the patient labeling document itself.

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by
June 24, 2014. The resubmitted labeling will be used for further labeling discussions.  Use the 
SRPI checklist to correct any formatting errors to ensure conformance with the format items in 
regulations and guidances. 
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At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with
format items in regulations and guidances. 

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), Medication Guide, and patient 
PI (as applicable).  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), Medication Guide, and patient PI (as applicable), and you believe the labeling is close 
to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.

We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required.
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If you have any questions, please call Wayne Amchin, Regulatory Project Manager, at 
(301) 796-0421.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DIVISION OF CARDIOVASCULAR AND RENAL PRODUCTS

FOOD AND DRUG ADMINISTRATION

US Mail address:   
FDA/CDER/Division of Cardiovascular and Renal Products
10903 New Hampshire Avenue, Building 22, Room 4168
Silver Spring, MD 20993-0002

This document is intended only for the use of the party to whom it is addressed and may contain 
information that is privileged, confidential, and protected from disclosure under applicable law.  If you are 
not the addressee, or a person authorized to deliver the document to the addressee, you are hereby notified that 
any review, disclosure, dissemination, copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please immediately notify us by telephone and return it to:      
FDA,CDER, DCRP; 10903 New Hampshire Avenue, Silver Spring MD 20993-0002

Transmitted to FAX Number
Or secure email address: D.Breen@Medpace.com

Attention: Dennis Breen

Company Name: Symplmed Pharmaceuticals, LLC c/o Medpace

Phone: 513-579-9911 x2727

Subject:           Information Request for NDA 205003 (Xoma
985 (perindopril arginine/Amlodipine besylate)

Date: May 2, 2014

Pages including this sheet: 3

From: Wayne Amchin, Regulatory Project Manager

Phone: 301-796-0421

Fax: 301-796-9841
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Your New Drug Application submitted on March 21, 2014 is presently under review.  The following 
information requests could represent filing review issues unless they are addressed immediately:

1. Submit a rationale to the NDA for assuming the applicability of foreign data in the submission to 
the U.S. population/practice of medicine.

2. Submit a coding dictionary used for mapping investigator verbatim terms to preferred terms in a 
SAS transport file.  The “coding dictionary” should consist of a list of all investigator verbatim 
terms and the preferred terms to which they were mapped.

3. Submit a statement of Good Clinical Practice that all clinical studies were conducted under the 
supervision of an Investigational (Institutional) Review Board (IRB) and with adequate informed 
consent procedures.

4. We note that you have not submitted to this NDA narratives for deaths, adverse drop-outs, or 
serious adverse events.  These narratives should be available upon request (within two weeks of 
date of the request).  

You may submit the information by email to Wayne.Amchin@fda.hhs.gov, followed in close proximity 
by official submission to your NDA.  As your NDA has not yet been filed, please note that time is of the 
essence so that we may complete our filing review.  Our filing meeting is scheduled for May 5, 2014, 
and the filing date, as indicated in the NDA Acknowledgement letter to you, dated, March 31, 2014, is 
May 20, 2014.
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US Mail address:   
FDA/CDER/Division of Cardiovascular and Renal Products
10903 New Hampshire Avenue, Building 22, Room 4168
Silver Spring, MD 20993-0002

This document is intended only for the use of the party to whom it is addressed and may contain 
information that is privileged, confidential, and protected from disclosure under applicable law.  If you are 
not the addressee, or a person authorized to deliver the document to the addressee, you are hereby notified that 
any review, disclosure, dissemination, copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please immediately notify us by telephone and return it to:      
FDA,CDER, DCRP; 10903 New Hampshire Avenue, Silver Spring MD 20993-0002

Transmitted to FAX Number
Or secure email address: D.Breen@Medpace.com

Attention: Dennis Breen

Company Name: Symplmed Pharmaceuticals, LLC c/o Medpace

Phone: 513-579-9911 x2727

Subject:           Information Request for NDA 205003 (Xoma
985 (perindopril arginine/Amlodipine besylate)

Date: April 30, 2014

Pages including this sheet: 4

From: Wayne Amchin, Regulatory Project Manager

Phone: 301-796-0421

Fax: 301-796-9841
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Your New Drug Application submitted on March 21, 2014 is presently under review, and we have the 
following information request.  Please submit the following information to your NDA:

Financial Disclosures:  

1. Please indicate which investigators/subinvestigators for the conducted studies are sponsor employees 
(including both full-time and part-time employees).  Provide a table that lists these 
investigators/subinvestigators, the study number, the study sites, their addresses, and whether they are 
full-time or part-time employees.  Lastly, provide us with the total number of investigators/subinvestigators 
that are sponsor employees.

2. Your submission states that Study CL2-05985-005 had 339 principal investigators/subinvestigators and 
financial disclosures were not obtained for 30 of these individuals.  However, under Section 1.3.4, Financial 
Certification and Disclosure, the number of individuals listed in Table 4 (CL2-05985-005 Investigators) is only 
307 investigators (and 30 investigators in Table 6 (Financial Information not obtained for CL2-05985-005 
Investigators)).  In total, your NDA includes financial disclosures for only 337 out of the reported 339 
principal investigators/subinvestigators.

Further, the investigator ID for the study patients does not seem to be included in any of the data 
tabulation or analysis datasets, although 188 study centers screened patients per the data tabulation 
demog.xpt dataset.  

 Please submit the information on the two investigators not included in Section 1.3.4, Financial 
Certification and Disclosure.

 Please resubmit the demog dataset as follows:

o Include a column for Investigator ID.  
o Include a column that indicates which patients were randomized and which patients were 

screen failures.
o Include a column that includes treatment group.
o Include a start date and end date for treatment.
o Include a column that indicates whether the patient completed the trial or if the patient 

withdrew.  If the patient withdrew, specify the reason for withdrawal (e.g., adverse event, lost 
to follow-up, death, other, withdrawal by subject, physician decision).

o Include a column with the date of either study completion or withdrawal from study.
o Include a column that indicates the last contact date for the particular patient and how the 

contact was made (e.g., clinic, telephone etc.).

3. For Study X985400 (PATH), your NDA lists a total of 431 investigators and subinvestigators (including 60 
investigators) in Table 5 under Section 1.3.4, Financial Certification and Disclosure.  However, in the data 
tabulation dataset dm.xpt, only 59 investigator IDs are provided.  Please clarify the discrepancy and provide 
the investigator ID for each investigator.
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You may submit the information by email to Wayne.Amchin@fda.hhs.gov, followed in close proximity 
by official submission to your NDA.  As your NDA has not yet been filed, please note that time is of the 
essence so that we may complete our filing review.  Our filing meeting is scheduled for May 5, 2014, 
and the filing date, as indicated in the NDA Acknowledgement letter to you, dated, March 31, 2014, is 
May 20, 2014.
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

IND 108233
NDA 205003

PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Symplmed Pharmaceuticals, LLC
5375 Medpace Way
Cincinnati, OH  45227

ATTENTION: Erik Emerson
President and Chief Executive Officer

Dear Mr. Emerson:

Please refer to:

 Your Investigational New Drug Application (IND) submitted under section 505(i) of the 
Federal Food, Drug, and Cosmetic Act for Perindopril Arginine and Amlodipine Besylate 
Tablets, 3.5 mg/2.5 mg, 7 mg/5mg, 14 mg/10 mg

 Your New Drug Application (NDA) dated and received March 21, 2014, submitted under 
section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Perindopril Arginine 
and Amlodipine Besylate Tablets, 3.5 mg/2.5 mg, 7 mg/5mg, 14 mg/10 mg

We also refer to: 

 Your correspondence to your IND, dated and received December 9, 2013, requesting 
review of your proposed proprietary name, Prestalia

 Your amendment to your December 9, 2013, correspondence, dated and received 
December 23, 2013

 Your correspondence, included in your March 21, 2014, NDA submission, requesting 
review of your proposed proprietary name, Prestalia 

We have completed our review of the proposed proprietary name, Prestalia, and have concluded 
that it is acceptable. 

If any of the proposed product characteristics as stated in your December 9, 2013, and
March 21, 2014, submissions are altered prior to approval of the marketing application, the 
proprietary name should be resubmitted for review. 
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If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Karen Bengtson, Safety Regulatory Project Manager in
the Office of Surveillance and Epidemiology, at (301) 796-3338. For any other information 
regarding this application, contact Wayne Amchin, Regulatory Project Manager in the Office of 
New Drugs, at (301) 796-0421.

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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US Mail address:   
FDA/CDER/Division of Cardiovascular and Renal Products
10903 New Hampshire Avenue, Building 22, Room 4168
Silver Spring, MD 20993-0002

This document is intended only for the use of the party to whom it is addressed and may contain 
information that is privileged, confidential, and protected from disclosure under applicable law.  If you are 
not the addressee, or a person authorized to deliver the document to the addressee, you are hereby notified that 
any review, disclosure, dissemination, copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please immediately notify us by telephone and return it to:      
FDA,CDER, DCRP; 10903 New Hampshire Avenue, Silver Spring MD 20993-0002

Transmitted to FAX Number
Or secure email address: D.Breen@Medpace.com

Attention: Dennis Breen

Company Name: Symplmed Pharmaceuticals, LLC c/o Medpace

Phone: 513-579-9911 x2727

Subject:           Information Request for NDA 205003 (Xoma
985 (perindopril arginine/Amlodipine besylate)

Date: April 17, 2014
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From: Wayne Amchin, Regulatory Project Manager

Phone: 301-796-0421

Fax: 301-796-9841
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Your New Drug Application submitted on March 21, 2014 is presently under review, and we have the 
following information request.  Please submit the following information:

1. Study X985400 Requests

 Please provide the define file for the data tabulation datasets for Study X985400 in pdf format (it 
is currently in xml format only). There should be a summary page that includes the names of all 
the data tabulation datasets submitted with appropriate links, as done for the analysis datasets in 
the 4 April 2014 submission.  At the top of each page, the name of the particular dataset should 
be listed, and at the bottom of each page, the page number should be included.

 Please provide the raw data before it was converted to SDTM and the define.pdf file for the raw 
data.

2. Study CL2-05985-005 Requests

 Please provide the define file for the data tabulation datasets in pdf format as specified above
under #1, bullet 1.

 Please submit the original protocol and all amendments. In the original NDA submission, it 
appears you submitted only the final version of the protocol dated 11 December 2006.

 Please submit the original statistical analysis plan and all amendments

 Please provide the following information:

o Date first and last patient were randomized
o End date of trial
o Date of final patient contact
o Date of database lock

 For Study CL2-05985-005, we note that there is a substantial amount of financial disclosure 
information that was not obtained from the investigators. Please make every effort to address 
these deficits and forward us this updated information as soon as possible.

3.  SAS codes

In response to our previous information request, we note that you provided the SAS code for 
generating the primary and secondary results in the clinical study report.   Please submit the SAS 
code used for generating your derived datasets for Studies X985400 and CL2-05985-005.

You may submit the information by email to Wayne.Amchin@fda.hhs.gov, followed in close proximity 
by official submission to your NDA.  As your NDA has not yet been filed, please note that time is of the 
essence so that we may complete our filing review.  Our filing meeting is scheduled for May 5, 2014, 
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and the filing date, as indicated in the NDA Acknowledgement letter to you, dated, March 31, 2014, is 
May 20, 2014.
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US Mail address:   
FDA/CDER/Division of Cardiovascular and Renal Products
10903 New Hampshire Avenue, Building 22, Room 4168
Silver Spring, MD 20993-0002

This document is intended only for the use of the party to whom it is addressed and may contain 
information that is privileged, confidential, and protected from disclosure under applicable law.  If you are 
not the addressee, or a person authorized to deliver the document to the addressee, you are hereby notified that 
any review, disclosure, dissemination, copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please immediately notify us by telephone and return it to:      
FDA,CDER, DCRP; 10903 New Hampshire Avenue, Silver Spring MD 20993-0002

Transmitted to FAX Number
Or secure email address: D.Breen@Medpace.com

Attention: Dennis Breen

Company Name: Symplmed Pharmaceuticals, LLC c/o Medpace
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Your New Drug Application submitted on March 21, 2014 is presently under review, and we have the 
following information request.  Please submit the following information:

1. According to the FDA Study Data Specifications 
http://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM312964.p
df, “The data definition tables should be provided as a single PDF file named define.pdf and 
placed in the appropriate study, specific analysis type or integrated summary folder in the 
datasets folder. ” You submitted the data definition files in excel format. Please email me a 
copy of the data definition tables in pdf format and amend your NDA by submitting the data 
definition tables in pdf format.

2. Please submit the SAS code and macros you used to produce primary endpoint results as well as 
other important secondary analysis results.

3. The nonclinical study numbers under the current NDA submission (as listed in Table 1 - 2.4 
Nonclinical Overview) appear to be different from those submitted under IND108233. Please 
provide a list of corresponding study numbers between NDA 205003 and IND 108233, so that we 
can confirm that previous studies submitted during the IND are the same as those contained in 
the NDA.  A table in the following format would meet the needs:

IND Study Number NDA Comparable Number
Study ABCIND Study DEFNDA
Study 123IND Study 456 NDA
Study 234IND not submitted under NDA
Not submitted under IND Study 345NDA

4. Please provide the raw datasets for the Phase 3 clinical Study (X985400 [PATH]) and the 
Phase 2 study (CL2-05985-005) with respective define files in pdf format (see bullet #2 for 
details).

5. Study X985400 Requests

a. In the original submission dated 21 March 2014, Statistical Analysis Plan Version 1.2 
was provided for Study X985400.  Please clarify if this is the only SAP for this study 
or if there were any amendments.  Please submit the original SAP and all SAP 
amendments to the NDA.

b. Please provide the following information:

i. Date first and last patient were randomized
ii. End date of trial

iii. Date of final patient contact
iv. Date of database lock
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You may submit the information by email to Wayne.Amchin@fda.hhs.gov, followed in close proximity 
by official submission to your NDA.  As your NDA has not yet been filed, please note that time is of the 
essence so that we may complete our filing review.  Our filing meeting is scheduled for May 5, 2014, 
and the filing date, as indicated in the NDA Acknowledgement letter to you, dated, March 31, 2014, is 
May 20, 2014.
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From: Knight, Yvonne
To: emerson@symplmed.com
Cc: Knight, Yvonne
Subject: Information Request for NDA 205003 (Prompt Response)
Date: Thursday, April 03, 2014 3:23:20 PM
Importance: High

Good Afternoon Mr. Emerson,
 
Per our conversation, we have an information request concerning  Symplmed
Pharmaceuticals’  New Drug Application for (NDA) NDA 205003.   We are reviewing the
Quality section of your submission and have the following comments and information
requests.  We request a prompt written response in order to continue our evaluation of
your NDA.
 

1.      Please submit a revised 356h form that includes all Manufacturers for both Drug
Substance and Drug Product facilities.  The list should also any and all contract
testing sites for both as well.

a.     The information should include: site name, address, FEI#, contact person,
contact #, contact fax,  email and a list of all steps and or testing being
performed.

 
Please confirm receipt of this Information Request.  Also, please provide me with a courtesy
copy via email when you submit your official amendment?  If you have any questions or
comments feel free to contact me. 
 
Best Regards,
 
Yvonne Knight, MS
Regulatory Health Project Manager
Division of New Drug Quality Assessment
FDA/CDER/OPS/ONDQA
10903 New Hampshire Avenue
Bldg. 21, Room 2667
Silver Spring, MD 20993-0002
Phone: 301.796.2133
Email: yvonne.knight@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 205003
NDA ACKNOWLEDGMENT

Symplmed Pharmaceuticals, LLC
Attention:  Erik Emerson
President and Chief Executive Officer
c/o Medpace Inc.
5375 Medpace Way
Cincinnati, OH 45227

Dear Mr. Emerson:

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: Perindopril arginine/Amlodipine besylate fixed dose combination 
tablets in doses of 3.5/2.5 mg, 7/5 mg, and 14/10 mg

Date of Application: March 21, 2014

Date of Receipt: March 21, 2014

Our Reference Number: NDA 205003

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 May 20, 2014, 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 Cardiovascular and Renal Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved. Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

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 Wayne Amchin, Regulatory Project Manager, at (301) 796-0421.

Sincerely,

{See appended electronic signature page}

Edward Fromm, RPh, RAC
Chief, Project Management Staff
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

IND 108233
INITIAL PEDIATRIC STUDY PLAN ADVICE

Symplmed Pharmaceuticals LLC
c/o Medpace, Inc.
Attention: Ms. Pamela S. Weisshaar
Manager, Regulatory Affairs
5375 Medpace Way
Cincinnati, OH 45227

Dear Ms. Weisshaar:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) for XOMA 985: (Perindopril
arginine/amlodipine besylate fixed-dose combination) for the treatment of hypertension.

We also refer to your submission dated 6, 2014, containing your request for waiver of the PREA 
requirements and to your amendment of your waiver request, dated January 27, 2014 to provide
your waiver request in the Initial Pediatric Study Plan (iPSP) format.

We acknowledge your plan to request that FDA waive the requirement for pediatric assessments 
for XOMA 985: (Perindopril arginine/amlodipine besylate fixed-dose combination) for the 
treatment of hypertension for all pediatric age groups because it does not represent a meaningful 
therapeutic benefit over existing therapies for pediatric patients, and is not likely to be used in a 
substantial number of pediatric patients.  

We have completed our initial review of your submission and have no comments at this time.
Therefore, submit an Agreed iPSP no later than 90 calendar days from the date of this letter.  
Submit your Agreed iPSP in WORD and PDF formats. You will also need to submit your 
Agreed iPSP with your NDA.

As sponsor of this IND, you are responsible for compliance with the Act 
(21 U.S.C. §§ 301 et. seq.) as well as the implementing regulations [Title 21 of the Code of 
Federal Regulations (CFR)].  A searchable version of these regulations is available at
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm.  Your responsibilities 
include:

 Reporting any unexpected fatal or life-threatening suspected adverse reactions to this 
Division no later than 7 calendar days after initial receipt of the information 
[21 CFR 312.32(c)(2)].  If your IND is in eCTD format, submit 7-day reports 
electronically in eCTD format.  If your IND is not in eCTD format, you may submit 7-
day reports by telephone or fax;
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 Reporting any (1) serious, unexpected suspected adverse reactions, (2) findings from 
other clinical, animal, or in-vitro studies that suggest significant human risk, and (3) a 
clinically important increase in the rate of a serious suspected adverse reaction to this 
Division and to all investigators no later than 15 calendar days after determining that the 
information qualifies for reporting [21 CFR 312.32(c)(1)].  If your IND is in eCTD 
format, submit 15-day reports to FDA electronically in eCTD format.  If your IND is not 
in eCTD format, you may submit 15-day reports in paper format; and

 Submitting annual progress reports within 60 days of the anniversary of the date that the 
IND went into effect (the date clinical studies were permitted to begin) [21 CFR 312.33].

If you have any questions, contact Wayne Amchin, Regulatory Project Manager, at 
(301) 796-0421.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

IND 108233
ADVICE/INFORMATION REQUEST

Symplmed Pharmaceuticals LLC.
c/o Medpace Inc.
Attention: Timothy P. O’Neill, PhD
Manager, Regulatory Affairs
5375 Medpace Way
Cincinnati, OH 45227

Dear Dr. O’Neill:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act for Xoma 985 (perindopril arginine/amlodipine
besylate).

We also refer to your September 6, 2013, correspondence requesting a pre-NDA meeting to
discuss the proposed content and structure of your NDA submission under the 505(b)(2) pathway
for the indication of treatment of hypertension, alone or with other antihypertensive agents.

We also refer to our October 28, 2013, correspondence providing our meeting preliminary 
comments for our face-to-face meeting scheduled for November 4, 2013.  We also refer to your 
November 1, 2013, submission, provided in advance by email on October 31, 2013, of 
clarification questions to our meeting preliminary comments.

We have the following comments, as provided to you in email on November 1 and 4, in response 
to your clarification questions:

Symplmed Pharmaceuticals LLC clarification question on FDA Response to Question 2:  
We seek clarification of the intent of the last sentence in the FDA’s response (“Module 2 should 
include an Integrated Summary of Safety (ISS) and an Integrated Summary of Efficacy (ISE) 
from your two studies, Study X095400 (PATH) and Study CL2-05985-005”).

As described in the pre-NDA briefing package, Symplmed intends to use Modules 2.7.3 and 
2.7.4 to present the comprehensive analysis of efficacy and safety of Perindopril/Amlodpine 
fixed-dose combination, with a primary focus on the results from study X095400 (PATH) and 
study CL2-05985-005. Symplmed will provide the comprehensive analysis of efficacy and safety 
within these two Module 2 documents without exceeding the 400 page limit. Symplmed does not 
intended to conduct a formal pooling of efficacy or safety data from these two studies. 
Additionally, Symplmed does not intend to provide separate Module 5 ISS and ISE reports since 
the efficacy and safety analyses will be presented comprehensively in Modules 2.7.3 and 2.7.4. 
Does the Agency agree?
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FDA Response to Clarification Question on FDA Response to Question 2: Yes, FDA 
agrees with your proposal in this clarification question.

Symplmed Pharmaceuticals LLC clarification question on FDA Response to Question 5 
(part 1):   In the Other Important Information section (Section 3) of the Preliminary Response 
Letter there are pages of instructions for how to submit items requested by the Office of 
Scientific Investigations (OSI). Because there are no specific CFR citations, we are unclear as to 
whether any or all of Items I (General Study and Investigator Information), II (Subject Level 
Data Listings by Site), and III (Site Level Dataset) are required for NDA submission or are being
requested as part of the OSI Pilot Program (Summary Level Clinical Site Data for CDER’s 
Inspection Planning). Based on information from various sources in the public domain it appears 
that submission of Items I and II may be required, while those in Item III are voluntary at this 
time. Is this correct?

FDA Response to Clarification Question on FDA Response to Question 5 (part 1): Part 
I and Part II of the OSI pre-NDA information request are required.  Submission of Part 
III data is voluntary, and is being used to help pilot our Risk Based Site Selection Tool.

Symplmed Pharmaceuticals LLC clarification question on FDA Response to Question 5 
(part 2):  Based on information in the public domain we believe that Item I and Item II 
information should be located in the folder of the study from which the summary data was 
extracted. Is this correct?

FDA Response to Clarification Question on FDA Response to Question 5 (part 2): Yes, 
that is correct. Item I and Item II information belong in Module 5 of the eCTD, and the 
files should be linked into the Study Tagging File (STF) for each study.

Symplmed Pharmaceuticals LLC clarification question on FDA Response to Question 5 
(part 3):  Based on information in the public domain, we believe that at this time failure to 
submit Item I and Item II information will not result in a ‘refuse to file’ but may result in 
additional information requests during the review cycle and/or delays in scheduling inspections. 
Is this correct?

FDA Response to Clarification Question on FDA Response to Question 5 (part 3):
Although failure to submit Item I and Item II will not result in a ‘refuse to file’, results 
from these inspections are used during review of the application. Any delay in providing 
access to this information might make it difficult to generate background packages 
needed to conduct inspections, which could delay meeting PDUFA goals and timelines 
for the NDA submission.

Symplmed Pharmaceuticals LLC clarification question on FDA Response to Question 5 
(part 4):  If our current understanding as summarized above is correct, failure to submit 
information Items I and II and the voluntary Item III would not constitute a ‘refuse to file’ issue. 
Symplmed therefore does not plan to submit these items at the time of NDA filing. Does the 
Agency agree that this will not result in a ‘refuse to file’?
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FDA Response to Clarification Question on FDA Response to Question 5 (part 4):  See 
response above.

Symplmed Pharmaceuticals LLC clarification question on FDA Response to Question 9:   
We acknowledge the comments on the perindopril arginine test attributes. We wish to discuss the 
Agency’s request to add a test attribute to verify the presence of arginine and appropriate levels to 
the specification for perindopril arginine (also referred to as , the drug substance 
manufacturer). 

There are currently three procedures in the drug substance specification that identify unequivocally 
perindopril arginine drug substance: specific optical rotation, infrared absorption spectrophotometry 
and thin-layer chromatography (TLC). The three tests are performed with comparison to a drug 
substance reference standard. The three procedures use different principles of identification. 
Although the Rf obtained from the TLC system is not regarded as specific, in accordance with the 
ICH Q6A guideline on specifications, the combination of the three procedures is sufficient and 
acceptable to allow the complete identification of perindopril arginine (  

Moreover, as mentioned in the ICH Q6A guideline, if the drug substance is a salt, identification of 
the individual ions should be tested and an identification test that is specific for the salt itself should 
suffice.

Regarding the presence of arginine in the drug substance, arginine is identified using the following 
methods: 

• Infrared absorption spectroscopy (IR): this test is specific to the chemical structure of 
perindopril arginine and its physical state (polymorphism). 

• Thin Layer Chromatography: this test allows for identification of both parts of the drug 
substance (perindopril and arginine. 

In addition, the drug substance assay is carried out by potentiometry which is performed by 
volumetric titration of the primary and secondary amine groups using perchloric acid in anhydrous 
acetic acid. One mole of perindopril arginine contains one mole of perindopril and one mole of 
arginine. Therefore, perindopril arginine titration with perchloric acid titrates the three ionizing 
functional groups: two due to perindopril and one due to arginine. 

Even though the assay by titration is not specific to the drug substance, it is justified for routine 
control according to the ICH Q6A guideline because assay by titration is combined with a specific 
assay of the related substances. Moreover, a tightened acceptance criterion has been established for 
titration (i.e., 98.5-101.5% of the theoretical drug substance content calculated in terms of the 
anhydrous and solvent-free substance). The assay limits provide an evaluation of the stoichiometry of 
the drug substance as part of the assay for perindopril arginine. 

Taking into account the current identification tests for the drug substance and the compliance with 
ICH Q6A, Symplmed believes that these proposed tests are suitable to control perindopril arginine 
and there is no need to add an additional test method or acceptance criteria for the amount of arginine 
in perindopril arginine. Does the Agency agree?
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If you have any questions, contact Wayne Amchin, Regulatory Project Manager, at (301) 796-
0421.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, MD, PhD
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

IND 108233
MEETING PRELIMINARY COMMENTS

Symplmed Pharmaceuticals LLC.
c/o Medpace Inc.
Attention: Timothy P. O’Neill, PhD
Manager, Regulatory Affairs
5375 Medpace Way
Cincinnati, OH 45227

Dear Dr. O’Neill:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act for Xoma 985 (perindopril arginine/amlodipine
besylate).

We also refer to your September 6, 2013, correspondence requesting a pre-NDA meeting to
discuss the proposed content and structure of your NDA submission under the 505(b)(2) pathway
for the indication of treatment of hypertension, alone or with other antihypertensive agents.

Our preliminary responses to your meeting questions are enclosed.  

Please send me a hardcopy or electronic version of any materials (i.e., slides or handouts) 
to be presented and/or discussed at the meeting, at least one business day in advance of the 
meeting.

If you have any questions, call me at (301) 796-0421.

Sincerely,

{See appended electronic signature page}

Wayne Amchin
Senior Consumer Safety Officer
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
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: B
Meeting Category: Pre-NDA

Meeting Date and Time: November 4, 2013, 3-4:30pm
Meeting Location: 10903 New Hampshire Avenue

White Oak Building 22, Conference Room: 1315
Silver Spring, Maryland 20903

Application Number: IND 108233
Product Name: Xoma 985 (perindopril arginine/amlodipine

besylate)
Indication: treatment of hypertension
Sponsor/Applicant Name: Symplmed Pharmaceuticals LLC.

Introduction:

This material consists of our preliminary responses to your questions and any additional 
comments in preparation for the discussion at the meeting scheduled for the November 4, 
2013, 3-4:30pm  meeting at the FDA White Oak campus between Symplemed 
Pharmaceuticals LLC and the Division of Cardiovascular and Renal Products.  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.  If you determine that discussion is needed 
for only some of the original questions, you have the option of reducing the agenda and/or 
changing the format of the meeting (e.g., from face to face to teleconference).  Note that if 
there are any major changes to your development plan, the purpose of the meeting, or the 
questions based on our preliminary responses, we may not be prepared to discuss or reach 
agreement on such changes at the meeting although we will try to do so if possible.  If any 
modifications to the development plan or additional questions for which you would like 
CDER feedback arise before the meeting, contact the me to discuss the possibility of 
including these items for discussion at the meeting.

1.0 BACKGROUND

Symplmed Pharmaceuticals LLC requested this pre-NDA meeting to discuss and seek Agency 
agreement on the proposed content and structure for an NDA submission using the 505(b)(2) 
pathway for Xoma 985, a fixed-dose combination of perindopril arginine, an ACE inhibitor, and 
amlodipine besylate, a calcium channel blocker, at three dose strengths for the treatment of 
hypertension, alone or with other antihypertensive agents.  Symplmed is proposing to rely on two 
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annotated CRFs from study CL2-05985-005 (conducted in Europe). The Data Tabulation 
datasets from study CL2-05985-005 do not follow SDTM and the analysis datasets from this
study do not follow ADaM. Does the Agency agree that it will be acceptable to prepare
the datasets following neither STDM nor ADaM but with appropriate define.xml files,
to be submitted in support of this NDA?

FDA Response to Question 4:  We prefer that you prepare the datasets following SDTM and 
ADaM. However, if you have finished or are close to finishing the statistical analyses, please 
document how the analysis datasets are derived so that we will be able to trace the derivation 
of the study variables in these datasets. 

2.2. Biopharmaceutics and Clinical Pharmacology

Question 5: Does the Agency agree that the studies of in vitro dissolution and clinical
pharmacology provide the information requested, and reflect the guidance received at
the 20 October 2010 pre-IND meeting and in the 13 November 2012 written responses,
and will be sufficient for this 505(b)(2) NDA submission?

FDA Response to Question 5:   The 505(b)(2) approach requires bridging through PK to the 
reference listed drugs.  A cross-study comparison of the relative bioavailability of XOMA 
985 to ACEON and NORVASC is acceptable.  Note that dissolution profiles comparison 
between Xoma 985 and the mono-products are not appropriate to support the bridging.

We remind you that the approval of the lower strengths should be supported by the following 
information:

 Dose-proportionality study 
 Alternatively, the submission of BA/BE information  for lower strengths of your 

proposed product may be waived if the following CFR requirements are met:
1. Inclusion of the biowaiver request as part of the NDA submission; 
2. The lower strengths and higher strength product have the same dosage form;
3. There is BA/BE data for the highest strength; 
4. The lower strengths product is proportionally similar in its active and inactive 

ingredients to the highest strength product; 
5. The lower and highest strength products have the same drug release mechanism;

and
6. Dissolution profile comparisons between the highest and lower strengths in three 

different media meet the f2 similarity requirements.

As stated on written responses dated Nov 13, 2012, a biowaiver for a bioequivalence study to 
bridge the clinical studies conducted by Servier ex-US and the clinical studies conducted by 
XOMA in the US due to different manufacturers may be granted if the following are met:

 Inclusion of the biowaiver request as part of the NDA submission;
 The products are manufactured using the same manufacturing process and equipment;
 The test and reference products are proportionally similar in their active and inactive 

ingredients;
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 Multi-point dissolution profile comparisons are performed using an appropriate 
dissolution method for all strengths manufactured at the new site. The dissolution 
profile of the drug product manufactured at the current and proposed sites should 
meet the f2 similarity test. If the dissolution method has not been approved, then 
dissolution profile comparisons in three different media representing the 
physiological pH range are recommended.

2.3. Nonclinical

Question 6: With the exception of the report for study 6678, the final nonclinical study reports
identified within the table of contents of Module 2.6, in support of this NDA have been
submitted to the IND. The report for study 6678 will be submitted with the NDA and all
nonclinical study reports of studies in which the test material was ‘spiked’ with impurities or 
degradants of the drug product needed to qualify the levels of these substances in the drug 
product will be resubmitted with the NDA to facilitate an adequate review of the data. Does the 
Agency agree with the approach of providing the final nonclinical reports with the NDA? 

FDA Response to Question 6:   All nonclinical study reports submitted to IND108233, including 
the report for study 6678, should be submitted with the NDA (see 21 CFR 314.50).

Question 7: Given that no novel toxicities of the XOMA 985 were identified in the 13-week, 
oral, repeat-dose toxicity study (study 6678), Symplmed plans no further studies and will rely
upon the Agency’s prior finding of safety for ACEON and NORVASC for this 505(b)(2) NDA 
submission. Does the Agency agree with this approach?

FDA Response to Question 7:   Yes, we agree.

2.4. Chemistry, Manufacturing, and Control

Question 8: Letters of authorization for the applicable drug substance Type II Drug Master Files
(DMFs) will be included in Module 1. Sections 2.3.S and 3.2.S will consist of the specifications 
for the drug substances (Sections 2.3.S.4 and 3.2.S.4.1). Is this acceptable?

FDA Response to Question 8:   In addition to the specifications for the drug substance we 
recommend including batch analyses for all lots of drug substance used in the process 
development and clinical studies for the drug product.  Describe your proposed acceptance 
criteria for drug substance to be used in all drug product production, and provide details for all 
analytical methods used in the determination of acceptability.

Question 9: The proposed commercial specifications for perindopril arginine are provided in
Table 22. Does the Agency agree with the proposed test attributes for the commercial
specification for perindopril arginine?
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FDA Response to Question 9:   The test attributes you have included so far are acceptable, in 
addition a test attribute to verify the presence of and appropriate levels is recommended.  
On review of impurity, degradation products and stability studies, it is possible that additional 
changes to attributes would be recommended.  For analytical methods, all methods that are not 
USP or harmonized with USP, need detailed descriptions and validation reported in the 
application.

Question 10: The proposed commercial specifications for amlodipine besylate are provided in
Table 24. Does the Agency agree with the proposed test attributes for the commercial
specification for amlodipine besylate?

FDA Response to Question 10:   The test attributes you have included so far are acceptable, in 
addition a test attribute to verify the presence of  and appropriate levels is 
recommended.  On review of impurity, degradation products and stability studies, it is possible 
that additional changes to attributes would be recommended.  For analytical methods, all 
methods that are not USP or harmonized with USP, report detailed descriptions and validation in 
the application.

Question 11: Does the Agency have any comments on the proposed specifications for either 
drug substance?

FDA Response to Question 11:   Since specified limits for potential genotoxic impurities 
depends on maximum daily exposure predicted by projected dosage, data to determine the 
genotoxic potential of all potential impurities (e.g., computational to determine structural alerts 
or in-vitro testing) should be included in the application, and batch analyses with discussions of 
levels of all potentially genotoxic impurities relative to the level of toxicological concern is 
recommended.

FDA Response to Question 13: See the response to question 12.
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Question 14: The proposed commercial tests and specifications for the drug product, XOMA 
985 tablets, are provided in Table 26. Does the Agency agree with the proposed commercial
test attributes for the drug product?

FDA Response to Question 14:  The attributes included in the proposal are acceptable, but in 
addition, provide criteria to identify the presence and levels of arginine and benzene sulfonic 
acid.  Upon review of data provided in the application with regard to impurities and degradation 
products, and stability data, it is possible additional attributes will be recommended.  

We note that you intend to deboss the tablets with the corresponding strengths of the two drug 
substances. The current policy is to label the strength of a drug product based on the free acid or 
free base of the drug substance unless the counter ion is critical to the safety or efficacy of the 
drug product. Therefore, at this time, your planned deboss may not be representative of the 
labeled dose strength and may need to be changed.

Question 15: The stability studies for the drug product included bracketing of the proportionally
similar dosage strengths of drug product (ie, perindopril arginine/amlodipine
3.5/2.5 mg, 7/5 mg, and 14/10 mg). An overview of the stability protocol and the primary 
registration stability batches of drug product evaluated to support an expiration dating period in 
the NDA are described in Section 18.3.8. Does the Agency agree that the stability plan is 
satisfactory to support NDA submission and to support an expiration dating period for the three 
strengths of XOMA 985 tablets?

FDA Response to Question 15:  Your stability protocol is acceptable in terms of bracketing 
based on strength, but you are reminded the bracketing strategy should account for packaging 
configurations as well as strength.  The size, fill level of the bottles and the ability of the bottle to 
protect the drug product from the environment should be adequately accounted for (e.g, 
headspace volume in bottles needs to be accounted for in bracketing) in addition to strength.  The 
expiration dating period will be assigned by the Agency on review of the data in the application.

2.5. Additional comments:  505(b)(2) 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 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” 
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(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 choose to rely on FDA’s finding of safety and/or effectiveness for a listed drug(s) and you 

intend to use your proposed comparative clinical trial to establish a bridge between your 

proposed drug product and the specified listed drug(s), then you should use the specified listed 

drug(s) (rather than a bioequivalent ANDA product or a non-U.S. approved version of the 

product) as the comparator

If you intend to rely 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 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.

3.0 OTHER IMPORTANT INFORMATION

PREA REQUIREMENTS

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. 

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (PSP) within 60 days of an End of 
Phase (EOP2) meeting held on or after November 6, 2012.  The PSP must contain an outline of 
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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. 

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 Pediatric and Maternal Health Staff 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.  As noted in the draft guidance, for applications submitted on or after January 5, 2014, the 
sponsor should submit the initial PSP no later than 210 calendar days before a marketing 
application or supplement is submitted.

As indicated in our October 20, 2010, meeting minutes, issued on October 29, 2010, DCRP will 
entertain a request for a waiver of pediatric studies.  

PRESCRIBING INFORMATION

In your application, you must submit proposed prescribing information (PI) that conforms to the 
content and format regulations found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop 
your proposed PI, we encourage you to review the following labeling review resources:  the 
Final Rule (Physician Labeling Rule) on the content and format of the PI for human drug and 
biological products, labeling guidances, and a sample tool illustrating the format for Highlights 
and Contents (Table of Contents) available at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm
084159.htm.

MANUFACTURING FACILITIES

To facilitate our inspectional process, we request that you clearly identify in a single location, 
either on the Form FDA 356h, or an attachment to the form, all manufacturing facilities 
associated with your application.  Include the full corporate name of the facility and address 
where the manufacturing function is performed, with the FEI number, and specific 
manufacturing responsibilities for each facility.

Also provide the name and title of an onsite contact person, including their phone number, fax 
number, and email address.  Provide a brief description of the manufacturing operation 
conducted at each facility, including the type of testing and DMF number (if applicable).  Each 
facility should be ready for GMP inspection at the time of submission.
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d. Current Location of Principal Investigator (if no longer at Site): Address (e.g. Street, City, State, 
Country) and contact information (i.e., phone, fax, email)

2. Please include the following information in a tabular format by site in the original NDA for each of the 
completed Phase 3 clinical trials:
a. Number of subjects screened for each site by site
b. Number of subjects randomized for each site by site
c. Number of subjects treated who prematurely discontinued for each site by site 

3. Please include the following information in a tabular format in the NDA for each of the completed Phase 3 
clinical trials:
a. Location of Trial Master File [actual physical site(s) where documents are maintained and would be 

available for inspection]
b. Name, address and contact information of all CROs used in the conduct of the clinical trials
c. The location (actual physical site where documents are maintained and would be available for 

inspection) for all source data generated by the CROs with respect to their roles and responsibilities in 
conduct of respective studies

d. The location (actual physical site where documents are maintained and would be available for 
inspection) of sponsor/monitor files (e.g. monitoring master files, drug accountability files, SAE files, 
etc.)

4. For each pivotal trial provide a sample annotated Case Report Form (if items are provided elsewhere in 
submission, please describe location or provide a link to requested information).

5. For each pivotal trial provide original protocol and all amendments (if items are provided elsewhere in 
submission, please describe location or provide a link to requested information).

II. Request for Subject Level Data Listings by Site

1. For each pivotal trial: Site-specific individual subject data (“line”) listings.  For each site provide line 
listings for:
a. Listing for each subject/number screened and reason for subjects who did not meet eligibility 

requirements
b. Subject listing for treatment assignment (randomization)
c. Subject listing of drop-outs and subjects that discontinued with date and reason
d. Evaluable subjects/ non-evaluable subjects and reason not evaluable
e. By subject listing of eligibility determination (i.e., inclusion and exclusion criteria)
f. By subject listing, of AEs, SAEs, deaths and dates
g. By subject listing of protocol violations and/or deviations reported in the NDA, description of the 

deviation/violation
h. By subject listing of the primary and secondary endpoint efficacy parameters or events.  For derived or 

calculated endpoints, provide the raw data listings used to generate the derived/calculated endpoint.
i. By subject listing of concomitant medications (as appropriate to the pivotal clinical trials)
j. By subject listing, of laboratory tests performed for safety monitoring

2. We request that one PDF file be created for each pivotal Phase 2 and Phase 3 study using the following 
format:
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III. Request for Site Level Dataset:

OSI is piloting a risk based model for site selection. Electronic submission of site level datasets will facilitate the 
timely selection of appropriate clinical sites for FDA inspection as part of the application and/or supplement review 
process.  Please refer to Attachment 1, “Summary Level Clinical Site Data for Data Integrity Review and Inspection 
Planning in NDA and BLA Submissions” for further information. We request that you provide a dataset, as outlined, 
which includes requested data for each pivotal study submitted in your application.
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Attachment 1

1 Summary Level Clinical Site Data for Data Integrity Review and 
Inspection Planning in NDA and BLA Submissions

1.1 INTRODUCTION

The purpose of this pilot for electronic submission of a single new clinical site dataset is to facilitate the timely 
selection of appropriate clinical sites for FDA inspection as part of the application and/or supplement review 
process in support of the evaluation of data integrity.  

1.2 DESCRIPTION OF THE SUMMARY LEVEL CLINICAL SITE DATASET

The summary level clinical site data are intended (1) to clearly identify individual clinical investigator sites 
within an application or supplement, (2) to specifically reference the studies to which those clinical sites are 
associated, and (3) to present the characteristics and outcomes of the study at the site level.  

For each study used to support efficacy, data should be submitted by clinical site and treatment arm for the 
population used in the primary analysis to support efficacy.  As a result, a single clinical site may contain 
multiple records depending on the number of studies and treatment arms supported by that clinical site.  

The site-level efficacy results will be used to support site selection to facilitate the evaluation of the 
application. To this end, for each study used to support efficacy, the summary level clinical site dataset 
submission should include site-specific efficacy results by treatment arm and the submission of site-specific 
effect sizes. 

The following paragraphs provide additional details on the format and structure of the efficacy related data 
elements. 

Site-Specific Efficacy Results

For each study and investigator site, the variables associated with efficacy and their variable names are:

 Treatment Efficacy Result (TRTEFFR) – the efficacy result for each primary endpoint, by treatment arm 
(see below for a description of endpoint types and a discussion on how to report this result)

 Treatment Efficacy Result Standard Deviation (TRTEFFS) – the standard deviation of the efficacy result 
(treatEffR) for each primary endpoint, by treatment arm 

 Site-specific Efficacy Effect Size (SITEEFFE) – the effect size should be the same representation as 
reported for the primary efficacy analysis

 Site-specific Efficacy Effect Size Standard Deviation (SITEEFFS) – the standard deviation of the site-
specific efficacy effect size (SITEEFFE)

 Endpoint (endpoint) – a plain text label that describes the primary endpoint as described in the Define file 
data dictionary included with each application.

 Treatment Arm (ARM) – a plain text label for the treatment arm that is used in the Clinical Study Report.

In addition, for studies whose primary endpoint is a time-to-event endpoint, include the following data element:

 Censored Observations (CENSOR) –the number of censored observations for the given site and treatment.

If a study does not contain a time-to-event endpoint, record this data element as a missing value.
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To accommodate the variety of endpoint types that can be used in analyses please reference the below endpoint 
type definitions when tabulating the site-specific efficacy result variable by treatment arm, “TRTEFFR.”  

 Discrete Endpoints – endpoints consisting of efficacy observations that can take on a discrete number of 
values (e.g., binary, categorical).  Summarize discrete endpoints by an event frequency (i.e., number of events), 
proportion of events, or similar method at the site for the given treatment.

 Continuous Endpoints – endpoints consisting of efficacy observations that can take on an infinite number 
of values.  Summarize continuous endpoints by the mean of the observations at the site for the given treatment.  

 Time-to-Event Endpoints – endpoints where the time to occurrence of an event is the primary efficacy 
measurement.  Summarize time-to-event endpoints by two data elements:  the number of events that occurred 
(TRTEFFR) and the number of censored observations (CENSOR).

 Other – if the primary efficacy endpoint cannot be summarized in terms of the previous guidelines, a single 
or multiple values with precisely defined variable interpretations should be submitted as part of the dataset.

In all cases, the endpoint description provided in the “endpoint” plain text label should be expressed clearly to 
interpret the value provided in the (TRTEFFR) variable.  

The site efficacy effect size (SITEEFFE) should be summarized in terms of the primary efficacy analysis (e.g., 
difference of means, odds ratio) and should be defined identically for all records in the dataset regardless of 
treatment.  

The Define file for the dataset is presented in Exhibit 1: Table 1 Clinical Site Data Elements Summary Listing (DE).  
A sample data submission for the variables identified in Exhibit 1 is provided in Exhibit 2.  The summary level 
clinical site data can be submitted in SAS transport file format (*.xpt).  
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Exhibit 1: Table 1 Clinical Site Data Elements Summary Listing (DE)

Variable 
Index

Variable 
Name

Variable Label Type
Controlled 
Terms or 
Format

Notes or Description Sample Value

1 STUDY Study Number Char String Study or trial identification number. ABC-123

2 STUDYTL Study Title Char String Title of the study as listed in the clinical study report (limit 200 characters) Double blind, 
randomized 
placebo controlled 
clinical study on the 
influence of drug X 
on indication Y

3 DOMAIN Domain Abbreviation Char String Two-character identification for the domain most relevant to the observation.  The 
Domain abbreviation is also used as a prefix for the variables to ensure uniqueness when 
datasets are merged.

DE

4 SPONNO Sponsor Number Num Integer Total number of sponsors throughout the study.  If there was a change in the sponsor 
while the study was ongoing, enter an integer indicating the total number of sponsors.  If 
there was no change in the sponsor while the study was ongoing, enter “1”.

1

5 SPONNAME Sponsor Name Char String Full name of the sponsor organization conducting the study at the time of study 
completion, as defined in 21 CFR 312.3(a). 

DrugCo, Inc.

6 IND IND Number Num 6 digit 
identifier 

Investigational New Drug (IND) application number. If study not performed under IND, 
enter -1.

010010

7 UNDERIND Under IND Char String Value should equal "Y" if study at the site was conducted under an IND and "N" if study 
was not conducted under an IND (i.e., 21 CFR 312.120 studies).

Y

8 NDA NDA Number Num 6 digit 
identifier 

FDA new drug application (NDA) number, if available/applicable.  If not applicable, enter -
1.

021212

9 BLA BLA Number Num 6 digit 
identifier 

FDA identification number for biologics license application, if available/applicable.  If not 
applicable, enter -1.

123456

10 SUPPNUM Supplement Number Num Integer Serial number for supplemental application, if applicable.  If not applicable, enter -1. 4

11 SITEID Site ID Char String Investigator site identification number assigned by the sponsor. 50

12 ARM Treatment Arm Char String Plain text label for the treatment arm as referenced in the clinical study report (limit 200 
characters).

Active (e.g., 25mg), 
Comparator drug 
product name (e.g., 
Drug x), or Placebo

13 ENROLL Number of Subjects 
Enrolled

Num Integer Total number of subjects enrolled at a given site by treatment arm. 20

14 SCREEN Number of Subjects 
Screened

Num Integer Total number of subjects screened at a given site. 100
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Variable 
Index

Variable 
Name

Variable Label Type
Controlled 
Terms or 
Format

Notes or Description Sample Value

15 DISCONT Number of Subject 
Discontinuations

Num Integer Number of subjects discontinuing from the study after being enrolled at a site by 
treatment arm as defined in the clinical study report.

5

16 ENDPOINT Endpoint Char String Plain text label used to describe the primary endpoint as described in the Define file 
included with each application (limit 200 characters).

Average increase in 
blood pressure

17 ENDPTYPE Endpoint Type Char String Variable type of the primary endpoint (i.e., continuous, discrete, time to event, or other). Continuous

18 TRTEFFR Treatment Efficacy 
Result

Num Floating Point Efficacy result for each primary endpoint by treatment arm at a given site. 0, 0.25, 1, 100

19 TRTEFFS Treatment Efficacy 
Result Standard 
Deviation

Num Floating Point Standard deviation of the efficacy result (TRTEFFR) for each primary endpoint by 
treatment arm at a given site.

0.065

20 SITEEFFE Site-Specific Efficacy 
Effect Size

Num Floating Point Site effect size with the same representation as reported for the primary efficacy analysis. 0, 0.25, 1, 100

21 SITEEFFS Site-Specific Efficacy 
Effect Size Standard 
Deviation

Num Floating Point Standard deviation of the site-specific efficacy effect size (SITEEFFE). 0.065

22 CENSOR Censored 
Observations

Num Integer Number of censored observations at a given site by treatment arm.  If not applicable, 
enter -1.

5

23 NSAE Number of Non-
Serious Adverse 
Events

Num Integer Total number of non-serious adverse events at a given site by treatment arm.  This value 
should include multiple events per subject and all event types (i.e., not limited to only 
those that are deemed related to study drug or treatment emergent events).

10 

24 SAE Number of Serious 
Adverse Events

Num Integer Total number of serious adverse events excluding deaths at a given site by treatment 
arm.  This value should include multiple events per subject.

5

25 DEATH Number of Deaths Num Integer Total number of deaths at a given site by treatment arm. 1  

26 PROTVIOL Number of Protocol 
Violations

Num Integer Number of protocol violations at a given site by treatment arm as defined in the clinical 
study report.  This value should include multiple violations per subject and all violation 
type (i.e., not limited to only significant deviations).

20 

27 FINLMAX Maximum Financial 
Disclosure Amount

Num Floating Point Maximum financial disclosure amount ($USD) by any single investigator by site.  Under 
the applicable regulations (21 CFR Parts 54, 312, 314, 320, 330, 601, 807, 812, 814, and 
860). If unable to obtain the information required to the corresponding statements, enter -
1.

20000.00

28 FINLDISC Financial Disclosure 
Amount

Num Floating Point Total financial disclosure amount ($USD) by site calculated as the sum of disclosures for 
the principal investigator and all sub-investigators to include all required parities. Under 
the applicable regulations (21 CFR Parts 54, 312, 314, 320, 330, 601, 807, 812, 814, and 
860). If unable to obtain the information required to the corresponding statements, enter -
1. 

25000.00
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Variable 
Index

Variable 
Name

Variable Label Type
Controlled 
Terms or 
Format

Notes or Description Sample Value

29 LASTNAME Investigator Last 
Name

Char String Last name of the investigator as it appears on the FDA 1572. Doe

30 FRSTNAME Investigator First 
Name

Char String First name of the investigator as it appears on the FDA 1572. John

31 MINITIAL Investigator Middle 
Initial

Char String Middle initial of the investigator, if any, as it appears on the FDA 1572. M

32 PHONE Investigator Phone 
Number

Char String Phone number of the primary investigator. Include country code for non-US numbers. 44-555-555-5555

33 FAX Investigator Fax 
Number

Char String Fax number of the primary investigator. Include country code for non-US numbers. 44-555-555-5555

34 EMAIL Investigator Email 
Address

Char String Email address of the primary investigator. john.doe@mail.com

35 COUNTRY Country Char ISO 3166-1-
alpha-2 

2 letter ISO 3166 country code in which the site is located. US

36 STATE State Char String Unabbreviated state or province in which the site is located.  If not applicable, enter NA. Maryland

37 CITY City Char String Unabbreviated city, county, or village in which the site is located. Silver Spring

38 POSTAL Postal Code Char String Postal code in which site is located.  If not applicable, enter NA. 20850

39 STREET Street Address Char String Street address and office number at which the site is located. 1 Main St, Suite 
100
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The following is a fictional example of a data set for a placebo-controlled trial. Four international sites enrolled a total of 205 subjects who were 

randomized in a 1:1 ratio to active or placebo. The primary endpoint was the percent of responders. The site-specific efficacy effect size (SITEEFFE) is the 

difference between the active and the placebo treatment efficacy result. Note that since there were two treatment arms, each site contains 2 rows in the 

following example data set and a total of 8 rows for the entire data set.  

Exhibit 2: Example for Clinical Site Data Elements Summary Listing (Table 1)

STUDY STUDYTL DOMAIN SPONNO SPONNAME IND UNDERIND NDA BLA SUPPNUM SITEID ARM ENROLL SCREEN DISCONT

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 001 Active 26 61 3

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 001 Placebo 25 61 4

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 002 Active 23 54 2

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 002 Placebo 25 54 4

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 003 Active 27 62 3

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 003 Placebo 26 62 5

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 004 Active 26 60 2

ABC-123 Double blind… DE 1 DrugCo, Inc. 000001 Y 200001 -1 0 004 Placebo 27 60 1

ENDPOINT ENDTYPE TRTEFFR TRTEFFS SITEEFFE SITEEFFS CENSOR NSAE SAE DEATH PROTVIOL FINLMAX FINLDISC LASTNAME FRSTNAME

Percent 
Responders

Binary 0.48 0.0096 0.34 0.0198 -1 0 2 0 1 -1 -1 Doe John

Percent 
Responders

Binary 0.14 0.0049 0.34 0.0198 -1 2 2 0 1 -1 -1 Doe John

Percent 
Responders

Binary 0.48 0.0108 0.33 0.0204 -1 3 2 1 0 45000.00 45000.00 Washington George

Percent 
Responders

Binary 0.14 0.0049 0.33 0.0204 -1 0 2 0 3 20000.00 45000.00 Washington George

Percent 
Responders

Binary 0.54 0.0092 0.35 0.0210 -1 2 2 0 1 15000.00 25000.00 Jefferson Thomas

Percent 
Responders

Binary 0.19 0.0059 0.35 0.0210 -1 3 6 0 0 22000.00 25000.00 Jefferson Thomas

Percent 
Responders

Binary 0.46 0.0095 0.34 0.0161 -1 4 1 0 0 0.00 0.00 Lincoln Abraham

Percent 
Responders

Binary 0.12 0.0038 0.34 0.0161 -1 1 2 0 1 0.00 0.00 Lincoln Abraham
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MINITIAL PHONE FAX EMAIL COUNTRY STATE CITY POSTAL STREET

M 555-123-4567 555-123-4560 John@mail.com RU Moscow Moscow 103009 Kremlin Road 1

M 555-123-4567 555-123-4560 John@mail.com RU Moscow Moscow 103009 Kremlin Road 1

020-3456-7891 020-3456-7890 george@mail.com GB Westminster London SW1A 2 10 Downing St

020-3456-7891 020-3456-7890 george@mail.com GB Westminster London SW1A 2 10 Downing St

01-89-12-34-56 01-89-12-34-51 tom@mail.com FR N/A Paris 75002 1, Rue Road

01-89-12-34-56 01-89-12-34-51 tom@mail.com FR N/A Paris 75002 1, Rue Road

555-987-6543 555-987-6540 abe@mail.com US Maryland Rockville 20852 1 Rockville Pk.

555-987-6543 555-987-6540 abe@mail.com US Maryland Rockville 20852 1 Rockville Pk.
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Attachment 2
Technical Instructions:  

Submitting Bioresearch Monitoring (BIMO) Clinical Data in eCTD Format

A. Data submitted for OSI review belongs in Module 5 of the eCTD.  For items I and II in the chart below, the 
files should be linked into the Study Tagging File (STF) for each study.  Leaf titles for this data should be 
named “BIMO [list study ID, followed by brief description of file being submitted].”  In addition, a BIMO 
STF should be constructed and placed in Module 5.3.5.4, Other Study reports and related information.  The 
study ID for this STF should be “bimo.”  Files for items I, II and III below should be linked into this BIMO 
STF, using file tags indicated below.  The item III site-level dataset filename should be “clinsite.xpt.”

DSI Pre-
NDA 

Request 
Item1

STF File Tag Used For Allowable 
File 

Formats

I data-listing-dataset Data listings, by study .pdf
I annotated-crf Sample annotated case report 

form, by study
.pdf

II data-listing-dataset Data listings, by study
(Line listings, by site)

.pdf

III data-listing-dataset Site-level datasets, across 
studies

.xpt

III data-listing-data-definition Define file .pdf

B. In addition, within the directory structure, the item III site-level dataset should be placed in the M5 folder 
as follows:

C. It is recommended, but not required, that a Reviewer’s Guide in PDF format be included.  If this Guide is 
included, it should be included in the BIMO STF. The leaf title should be “BIMO Reviewer Guide.”  The 
guide should contain a description of the BIMO elements being submitted with hyperlinks to those 
elements in Module 5.  

                                                          
1 Please see the OSI Pre-NDA Request document for a full description of requested data files
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References:

eCTD Backbone Specification for Study Tagging Files v. 2.6.1 

(http://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequire
ments/ElectronicSubmissions/UCM163560.pdf)

FDA eCTD web page 

(http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Elect
ronicSubmissions/ucm153574.htm)

For general help with eCTD submissions:  ESUB@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

 
 
IND 108233 

MEETING PRELIMINARY COMMENTS 
 
Medpace, Inc 
Attn: Pamela Weisshaar 
Manager, Regulatory Affairs 
5375 Medpace Way 
Cincinnati, OH 45227 
 
Dear Ms. Weisshaar: 
 
Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) 
of the Federal Food, Drug, and Cosmetic Act for combination perindopril and amlodipine.   
 
We also refer to your October 14, 2012, correspondence, requesting a meeting to discuss a 
biowaver for your product.   
 
Our responses to your meeting questions are enclosed.   
 
If you have any questions, please call Michael Monteleone, at (301) 796-1952. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Norman Stockbridge, MD, PhD 
Director 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 
 
Cc: 
Xoma, LLC 
2910 Seventh Street 
Berkeley California, 94710 
 
ENCLOSURE: 
   Preliminary Meeting Comments
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PRELIMINARY MEETING COMMENTS 

 
Meeting Type: Type C 
Meeting Category: Advice 
 
Meeting Date and Time: Cancelled 
Meeting Location: Cancelled 
 
Application Number: IND 108233 
Product Name: perindopril arginine/ amlodipine tablets 
Indication: hypertension 
Sponsor/Applicant Name: Xoma 
 
 
Introduction: 
This material consists of our responses to your questions and any additional comments. We 
believe that these responses adequately address the issues, and so we are cancelling our 
meeting scheduled for November 15, 2012.   
 
1.0 BACKGROUND 
 
In correspondence dated October 12, 2012 the sponsor requested a meeting with the Division to 
discuss Biowavers for their product in advance of their planned 505(b)(2) NDA submission mid-
2013. Responses to the submitted questions are below. 
 
2. DISCUSSION 
 
Question 1: A biowaver for comparative bioavailability study for a 505(b)(2) NDA. 
 

Response: Your proposal for not conducting a comparative BA study to support your 
proposed 505 (b) (2) submission for XOMA fixed-dose combination tablets seems 
reasonable. However, please note that biowaivers are not granted during IND stage. You 
need to submit the biowaiver request and supporting information as part of your NDA 
submission. 

 
Question 2: A biowaiver for a bioequivalence study to bridge the clinical studies conducted by 
Servier ex-US and the clinical studies conducted by XOMA in the US due to different 
manufacturers. 
 

Response:  
The biowaiver may be granted if the following are met: 
• Inclusion of the biowaiver request as part of the NDA submission; 
• The products are manufactured using the same manufacturing process and equipment; 
• The test and reference products are proportionally similar in their active and inactive 

ingredients; 
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• Multi-point dissolution profile comparisons are performed using an appropriate 
dissolution method (refer to additional Biopharmaceutics comments) for all strengths 
manufactured at the new site. The dissolution profile of the drug product 
manufactured at the current and proposed sites should meet the f2 similarity test. 

If the dissolution method has not been approved, then dissolution profile 
comparisons in three different media representing the physiological pH range are 
recommended. 

Question 3: A biowaiver for a dosage form equivalence study. 
 

Response: The biowaiver may be granted if the following requirements are met: 
 

 Inclusion of the biowaiver request as part of the NDA submission; 
 The lower strength and higher strength product have the same dosage form; 
 There are BA/BE data for the highest strength;  
 The lower strength product is proportionally similar in its active and inactive 

ingredients to the highest strength product;  
 The lower and highest strength products  are manufactured at the same site and under 

the same process; and 
 Dissolution profile comparisons between the highest and lower strengths using the 

QC dissolution method meet the f2 similarity requirements.  
 
Additional Biopharmaceutics Comments 
 
We have the following comments regarding the biopharmaceutics information that should be 
provided in your NDA. 
 

1) Dissolution Test: Include the dissolution method report supporting the selection of 
the proposed dissolution test. The dissolution report should include the following 
information: 

a. Solubility data for the drug substance covering the pH range; 
b. Detailed description of the dissolution test being proposed for the evaluation 

of your product and the developmental parameters (i.e., selection of the 
equipment/apparatus, in vitro dissolution/release media, agitation/rotation 
speed, pH, assay, sink conditions, etc.) used to select the proposed dissolution 
method as the optimal test for your product.  If a surfactant was used, include 
the data supporting the selection of the type and amount of surfactant. The 
testing conditions used for each test should be clearly specified.  The 
dissolution profile should be complete and cover at least 85% of drug release 
of the label amount or whenever a plateau (i.e., no increase over 3 
consecutive time-points) is reached.  We recommend use of at least twelve 
samples per testing variable;  

c. Provide the complete dissolution profile data (individual, mean, SD, profiles) 
generated during the method development.  The dissolution data should be 
reported as the cumulative percentage of drug dissolved with time (the 
percentage is based on the product’s label claim); and  
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d. Provide data to support the discriminating capability of the proposed 
dissolution method. In general, the testing conducted to demonstrate the 
discriminating ability of the selected dissolution method should compare the 
dissolution profiles of the drug product manufactured under target conditions 
vs. the drug products that are intentionally manufactured with meaningful 
variations (i.e., aberrant formulations and manufacturing conditions) for the 
most relevant critical manufacturing variables (e.g., drug substance particle 
size, compression force, tablet hardness, etc.) 
In addition, if available, submit data showing the capability of the selected 
dissolution method to reject batches that are not bioequivalent. 

 
For setting of the dissolution acceptance criterion(a) of your proposed drug product, the 
following points should be considered: 

a. The dissolution profile data (i.e., 15, 20, 30, 45, & 60 minutes) from the clinical 
pivotal batches and primary (registration) stability batches should be used for the 
setting of the dissolution acceptance criterion of your proposed drug product [i.e., 
specification-sampling time point and specification value].   

b. The in vitro dissolution profile should encompass the timeframe over which at 
least % of the drug is dissolved or where the plateau of drug dissolved is 
reached, if incomplete dissolution is occurring.    

c. The selection of the specification time point should be where Q = % dissolution 
occurs.  However, if you have a slowly dissolving product or includes a BCS-
Class 2, poor-soluble drug, a two-point specifications option may be adequate for 
your product.  The first time point should be during the initial dissolution phase 
(i.e., 15-20 minutes) and the second time point should be where Q = % 
dissolution occurs.   

d. The dissolution acceptance criterion should be based on average in vitro 
dissolution data (n=12).   

 
Note that the final determination on the acceptability of the proposed acceptance criterion 
for your proposed product will be made during NDA review process based on the 
provided data. 
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Meeting Minutes 
 
Application:    PIND 108233 
Sponsor:   XOMA (US) LLC 
Drug:     perindopril arginine/amlodipine besylate 
Type of Meeting:  Pre-IND/NDA 
Classification:   B 
 
Date of Meeting:  October 20, 2010 
 
List of FDA Participants: 
Norman Stockbridge, MD, PhD  Director, Division of Cardio-Renal Products 
Thomas Marciniak, MD   Clinical Team Leader 
Preston Dunnmon, MD   Clinical Reviewer 
Fanhui Kong, PhD   Biostatistics Reviewer 
Raj Madabushi, PhD   Team Leader, Clinical Pharmacology 
Sudharshan Hariharan, PhD  Clinical Pharmacology 
Al Defelice, PhD   Pharmacology Team Leader 
John Koerner, PhD   Pharmacology Team Leader (acting) 
Baichun Yang, PhD   Pharmacology 
Kasturi Srinivasachar, PhD  CMC Team Leader 
Lyudmilla Soldatova, PhD  CMC Reviewer 
Yelena Maslov, PhD   Office of Surveillance and Epidemiology, DMEPA 
Zachary Oleszczuk, PhD  Office of Surveillance and Epidemiology, DMEPA 
Ed Fromm, RPh, RAC   Chief, Project Management Staff 
Michael Monteleone, MS  Regulatory Project Manager 
 
List of Sponsor Participants: 
Jeffrey Feldstein, MD   Senior Medical Director, XOMA  
Cal McGoogan    Vice President, Quality, XOMA  
Dan Cafaro    Vice President, Regulatory Affairs and Compliance, XOMA  
Steve Engle     Chairman and Chief Executive Officer, XOMA 
Cheryl Madsen,    Director, Regulatory Affairs and Compliance, XOMA 
Jonathan Isaacsohn, MD  Executive Vice President, Medical and RA, Medpace, Inc. 
Dennis Breen,     Associate Director, Regulatory Affairs 
Michael Schwiers   Assistant Director, Statistical Writing 
Sally Look, PhD   President, Regulatory Interlinx 
Catherine Salvadori Director, International and Pre-Submission Division, Worldwide 

Regulatory Affairs, Les Laboratoires Servier 
Luc Feldmann, MD, Therapeutic Division Director, Internal Medicine Division, Les 

Laboratoires Servier 
François Gavini,    Head of Department, Biostatistics Division, Les Laboratoires Servier 
Henry Black, MD    Hypertension Consultant, Clinical Professor, NYU 
 
Background 
 
The Sponsor, XOMA (US) LLC is seeking the Division’s advice with respect to their development 
plan for a fixed dose combination of perindopril arginine/amlodipine besylate for the treatment of 
hypertension.  The sponsor has not previously submitted an IND for this drug combination, though it  
is currently approved and being marketed in the EU at doses of perindopril-amlodipine 5 mg-5 mg; 10 
mg-5 mg; 5 mg-10 mg; 10 mg-10 mg. They would like to discuss the adequacy of available 
information for the submission of an NDA for the following doses of perindopril-amlodipine; 3.5 mg-
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2.5 mg; 7 mg-5 mg; 14 mg-10 mg.  The Division granted the sponsors meeting request on August 20, 
2010 and provided preliminary comments to the sponsor’s September 21, 2010 briefing package on 
October 19, 2010.  The Division met with the sponsor on October 20, 2010, the minutes of that 
meeting are below. 
 
The folowing questions were addressed: 
 
Question 1:  
 
Does the Agency agree that the proposed NDA submission should be filed using the 505(b)(2) 
pathway? 
 

FDA preliminary response:    
 
A 505(b)(2) application would be an acceptable approach at this time based on the information 
provided.  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 October 
1999 Draft Guidance for Industry “Applications Covered by Section 505(b)(2)” available at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm079
345.pdf.  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 challenging the Agency’s interpretation of 
this statutory provision (see Dockets 2001P-0323, 2002P-0447, and 2003P-0408 (available at 
http://www.fda.gov/ohrms/dockets/dailys/03/oct03/102303/01p-0323-pdn0001-vol1.pdf).   
 
If you intend to submit a 505(b)(2) application that relies for approval 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  right of reference but that are necessary for approval, you also must 
establish that reliance on the studies described in the literature is scientifically appropriate.  

 
If you intend to rely on the Agency’s finding of safety and/or effectiveness for a listed drug (s) or 
published literature that describes a specific 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 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.   

 
 Discussion during the meeting: 
 
 None. 

 
Question 2: 
 
It is XOMA’s position that data from clinical trials CL2 05985 005, CL3 05985 006, in addition to 
PK, safety, and efficacy information from PKH-05985-009, CL1-06490-001, and reference to clinical 
trials ASCOT and STRONG, are sufficient to support the filing of an NDA for the perindopril 
arginine/amlodipine fixed-dose combination for the treatment of hypertension for the proposed 
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 Discussion during the meeting: 
 
 None. 

 
Question 4:  
 
Does the Agency have any other suggestions/requests (for analyses) of the blood pressure data from 
study CL3-05985-006? 

 
FDA preliminary response:  
No. Please see our response to Question 2 regarding the need to demonstrate that a 
combination beats both highest dosage monotherapies.   

 
 Discussion during the meeting: 
 
 None. 

 
Question 5: 
 
Are the numbers of patients exposed to the combination regimens at the doses studied adequate to 
support the NDA submission?   

 
 FDA preliminary response:  
 
 The exposures should be adequate when you complete the additional study needed.  

 
 Discussion during the meeting: 
 
 None. 

 
Question 6: 
 
XOMA proposes perindopril/amlodipine as initial therapy in patients with hypertension.  Is this 
acceptable to the Agency? 

 
FDA preliminary response:    
 
Assessment of the benefit and risk of combination therapy as initial treatment for hypertension 
would necessitate a full factorial dataset throughout the entire dose range to determine the 
hypertension envelope where combination therapy would be justified as initial therapy.  
Studies 005 and 006 do not provide this information, but it could be included into the trial for 
assessing the higher doses of the combination as described above in our response to Question 
2. 
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 Discussion during the meeting: 
 

Given that the sponsor proposes only a 3-arm trial testing the highest dose combination 
product versus the highest doses of each monotherapy (or its equivalent), Dr. Dunnmon asked 
the sponsor to confirm that, for the combination product, the company is no longer seeking an 
indication for initial therapy in patients with hypertension, and is no longer seeking an 
indication for patients with mild hypertension (see question 7 below).  It was pointed out to 
the sponsor that a complete factorial study design would be needed to construct the response 
surface model from which the appropriateness of initial combination therapy in various patient 
subsets could be determined.  None of the sponsor’s prior non-IND studies provide this 
information, nor does the study design being proposed here for testing only the highest dose 
combination against the highest dose montherapies.  The sponsor confirmed that the company 
is now only seeking a second line indication for patients not responding to the montherapies, 
and will not be seeking an indication for initial therapy of hypertension o  

  
 
Question 7: 
 
It is XOMA’s position that the clinical data generated for perindopril arginine/amlodipine 3.5 mg/2.5 
mg justifies its use as an optional starting dose (described in Dosage and Administration) in patients 
with  based upon combination of efficacy, safety and tolerability.  Does the Agency 
agree? 

 
 FDA preliminary response:  
 
 Please see our response to Question 6. 

 
 Discussion during the meeting: 
 

  See meeting discussion, question 6. 
 
Question 8: 
 
XOMA seeks regulatory guidance on the approach for inclusion of information from labels of the 
component drugs in the label for perindopril/amlodipine fixed-dose combination product, specifically 
with respect to information on clinical safety, efficacy, and drug metabolism. 

 
FDA preliminary response:  
 
From a 505(b)(2) regulatory perspective, you may rely on the labeling of the listed drug(s) on 
which your application relies on FDA’s finding of safety and/or effectiveness for approval, 
and/or the labeling of specific listed drug(s) described in published literature on which your 
application relies for approval.   

 
 Discussion during the meeting: 
 
 None. 
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Question 9: 
 
The labeling will indicate that the perindopril/amlodipine fixed-dose combination product has  

.  XOMA plans to evaluate the US Black 
population after NDA approval.  Is this acceptable to the Agency? 

 
 FDA preliminary response:  
 

If approved, the absence of data in this subgroup would be reflected in the product label, 
within the context of potential limitations of efficacy for low renin hypertension. 

 
 Discussion during the meeting: 
 
 None. 

 
Question 10: 
 
Does the Agency agree that a REMS is not required and that a standard pharmacovigilance approach 
suffices for the perindopril/amlodipine fixed-dose product NDA? 

 
FDA preliminary response:  
 
It is doubtful that we would approve this product if it seems to need a REMS. 

 
 Discussion during the meeting: 
 
 None. 
 

Question 11: 
 
XOMA plans to request a waiver for pediatric studies with the perindopril/amlodipine fixed-dose 
combination product.  Is this acceptable to the Agency? 
 

 FDA preliminary response:   
 
 Yes. 

 
 Discussion during the meeting: 
 
 None. 

 
Question 12: 
 
XOMA does not plan further clinical pharmacology/pharmacokinetic studies. Is this acceptable to the 
Agency?  
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FDA preliminary response:  
 
No. The clinical pharmacology program is not complete.  The following list of studies are 
required to complete the Clinical Pharmacology package (Note: Based on the Pre-NDA 
package, you may have some of the studies that are required) : 
 
1. Bioequivalence study between the highest strength of perindopril erbumine proposed in 

the fixed-dose combination and its corresponding strength of perindopril arginine 
following a single oral dose in healthy volunteers. Note that in order to support NDA 
filing, you need to use a US marketed product of perindopril erbumine. If not, 
bioequivalence for perindopril erbumine has to be demonstrated with reference to the US 
marketed product. 

2. A pharmacokinetic drug interaction study in healthy volunteers following single oral dose 
should be conducted at the highest dose of perindopril arginine and amlodipine. Note that 
in order to support NDA filing, you need to use a US marketed product of amlodipine. If 
not, bioequivalence has to be shown between the US marketed product of amlodipine and 
its equivalent comparator. 

3. Bioequivalence study between highest strength of the fixed-dose combination and free 
combination of perindopril arginine and amlodipine has to be established following single 
oral dose in healthy volunteers. This study has to be prospectively powered to demonstrate 
bioequivalence. 

4. The effect of a high fat meal on the highest strength of fixed-dose combination of 
perindopril arginine and amlodipine has to be submitted.   

 
 Discussion during the meeting: 

 
The sponsor asked to clarify that in the first point in Q. 12 of Division’s preliminary response, 
whether the perindopril salts should be reversed.  The Division confirmed that they should be 
reversed. 
 
In response to the Division’s comment to establish bioequivalence between ACEON® and the 
European comparator, the sponsor asked if the certificate of  analysis of the two products of 
perindopril erbumine substitute for this bioequivalence study. Dr. Srinivasachar told Dr. 
Madabushi that the the certificate of  analysis will not provide a time-dependent release of the 
drug but provides a single point estimate of percentage released. Dr. Madabushi stated that in 
vitro dissolution test of the two products at extreme pH values could provide evidence of 
bioequivalence. The sponsor expressed concern about the amount of reserve samples they 
have remaining of perindopril erbumine. Dr. Stockbridge advised that it would not be 
necessary to use the same lots and commercially available perindopril erbumine can be used in 
this study.  During the course of this discussion, the sponsor brought to the attention that 
ACEON® and the European comparator have the same composition of inactive excipients, but 
with different colorants. The sponsor commented that they would include this information in 
their IND. 
 
The sponsor asked if the Division’s comment number four with respect to the effect of high fat 
meals could be addressed in labeling by advising that the drug should be taken in the morning 
before breakfast, which is how they plan to conduct the trial.  Dr. Stockbridge commented that 
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because we have reason to expect a food effect with ACEON and the relative ease with which 
the data can be obtained, the sponsor should study it.  The sponsor asked if the food effect 
study could be incorporated in the high dose trial [see discussion Q2].  Dr. Stockbridge said 
that it could. 
 
The sponsor summarized that they plan to begin commercial production in 2011 and plan to 
use commercial material in their trial.  They also stated that they plan to submit their 005, 006 
and 009 studies in pursuit of a second-line therapy indication.   

 
Question 13: 
 
XOMA does not plan further pre-clinical testing of the proposed perindopril/amlodipine fixed-dose 
combination product. Is this acceptable to the Agency? 
 

FDA preliminary response:  
 
Please remember that if you intend to rely on the Agency’s finding of safety and/or 
effectiveness for a listed drug (s) or published literature that describes a specific listed drug(s), 
you should identify the listed drug(s) in accordance with the Agency’s regulations at 21 CFR 
314.54.  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.   

 
Perindopril arginine and perindopril erbumine are different molecules. There is no toxicology 
information available for perindopril arginine. If perindopril arginine is dissociated from each 
other soon after absorbed, perindopril and arginine are unlikely to cause additional toxicity 
than approved perindopril erbumine. You should demonstrate and state (1) perindopril 
arginine is dissociated from each other soon after being absorbed, or (2) perindopril arginine 
and perindopril erbumine are similar in toxicology. 

 
Impurity limits > % in drug substance or % in drug product will need to be qualified 
(including genoto ty studies and general to ity studies).    

 
 Discussion during the meeting: 
 

The sponsor asked about the Division’s last comment regarding impurities.  The sponsor 
commented that in their calculations according to ICH Q3B, the impurity limits would be 

% for the high dose and % for low dose.  Dr. Srinivasachar commented that if the 
sponsor is consistent with the ICH Q3B (R2) recommendations there should not be an issue.  
The sponsor also commented that they may propose  higher impurity limits for the lowest 
strength..  Dr. Srinivasachar stated that the sponsor would have to present their case for 
review. 

 
Question 14: 
 
Are the drug substance plans for submission of data in the NDA acceptable to the Agency and does 
the Agency agree with the current specifications for each active ingredient?  
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sufficient in our opinion.  However, from a medication error perspective, tablet size and 
strength debossing may not sufficiently differentiate a product to prevent confusion depending 
upon the end user.  To differentiate optimally measures such as the proprietary name, strength, 
color, and tablet size may be used collectively to minimize confusion and medication errors.   

 
 Discussion during the meeting: 
 
 None. 

 
Question 16: 
 
Are the plans for the drug product stability program to be submitted to the NDA acceptable to the 
Agency?  
 

FDA preliminary response:  
 
The 6-month of long-term and accelerated site-specific stability data for three batches of each 
strength of the drug product manufactured at Patheon (US commercial manufacturing site) are 
considered as primary stability data for assignment of the expiry for drug product. It is 
recommended that the 12-month long-term stability data should be submitted to NDA at the 
time of submission. However, it may be acceptable to submit the 12-month long-term stability 
data not later than mid-cycle of the review time frame, i.e. 5 months before the PDUFA date. 
The registration stability batches should be manufactured at a scale that is at least pilot scale, 
and those batches should be manufactured according to the proposed commercial formulation 
and process; these batches should be packaged in the same container/closure as that proposed 
for commercial batches according to ICH Guidance Q1A(R2). The stability data from 
registration batches manufactured in Europe could be considered and reviewed as supportive 
stability data since there are number of differences between registration batches from the 
European site and those from US site, e.g., the packaging is different from that intended for 
commercial batches, and some batches of drug substance amlodipine besylate were produced 
by alternative synthetic route.  

  
 Discussion during the meeting: 
 
 None. 

 
Question 17: 
 
Are the plans for the process validation batch stability program acceptable to the Agency with the 
commitment that data will be provided in the annual update to the NDA? 
 

FDA preliminary response:  
 
The stability commitment should be made to place the first three production batches on long 
term stability studies through the proposed shelf life and on accelerated studies for 6 months, 
according to ICH Guidance Q1A (R2). The stability studies on these production batches 
should follow the same stability protocol as that for registration batches. 
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 Discussion during the meeting: 
 
 None. 

 
 

Signature, Meeting Chair:  {See appended electronic signature page} 
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