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EXCLUSIVITY SUMMARY 

NDA # 208686  SUPPL # -- HFD # 110

Trade Name   Epaned

Generic Name   Enalapril maleate

Applicant Name   Silvergate Pharmaceuticals, Inc.    

Approval Date, If Known   September 20, 2016 

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" 
to one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(2)

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

  YES NO 

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

The application relied on the Agency’s previous finding of safety and effectiveness for 
the reference listed drug, Vasotec® (enalapril maleate) tablets (NDA 018998, approved 
December 24, 1985), distributed by Valeant Pharmaceuticals North America, LLC. 
In support of this application, the applicant submitted a report for a study (SG04-01) that 
investigated the relative bioavailability of 10 mg Epaned , 1 mg/mL, vs. 10 
mg Epaned Powder for Oral Solution (Reconstituted), 1 mg/mL, under fasted conditions 
in healthy adults.

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

--

c)  Did the applicant request exclusivity?
 YES NO 

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

Of note, the applicant requested 7 years of exclusivity at the time of NDA submission as 
Epaned was granted orphan designation for the treatment of hypertension in pediatric 
patients 0 to 16 years of age in 2013. During the review cycle, orphan designation was 
revoked on April 28, 2016, as the prevalence of pediatric hypertension was found to 
exceed the statutory threshold of 200, 000 persons.

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

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

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY 
TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
  YES NO 

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE 
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the 
same active moiety as the drug under consideration?  Answer "yes" if the active moiety 
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously 
approved, but this particular form of the active moiety, e.g., this particular ester or salt (including 
salts with hydrogen or coordination bonding) or other non-covalent derivative (such as a 
complex, chelate, or clathrate) has not been approved.  Answer "no" if the compound requires 
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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).

     
NDA# 018998 Vasotec®

NDA# 204308 Epaned (Powder for Oral Solution)

NDA#           

2.  Combination product.  

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

 YES NO 

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

NDA#           

NDA#           

NDA#           

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO 
THE SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary 
should only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of 
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new clinical investigations (other than bioavailability studies) essential to the approval of the 
application and conducted or sponsored by the applicant."  This section should be completed 
only if the answer to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets 
"clinical investigations" to mean investigations conducted on humans other than bioavailability 
studies.)  If the application contains clinical investigations only by virtue of a right of reference 
to clinical investigations in another application, answer "yes," then skip to question 3(a).  If the 
answer to 3(a) is "yes" for any investigation referred to in another application, do not complete 
remainder of summary for that investigation. 

 YES NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

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

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

 YES NO 

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

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

 YES NO 

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

 
  YES NO 
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     If yes, explain:                                     

                                                             

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

 YES NO 

     If yes, explain:                                         

                                                             

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

     

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The 
agency interprets "new clinical investigation" to mean an investigation that 1) has not been relied 
on by the agency to demonstrate the effectiveness of a previously approved drug for any 
indication and 2) does not duplicate the results of another investigation that was relied on by the 
agency to demonstrate the effectiveness of a previously approved drug product, i.e., does not 
redemonstrate something the agency considers to have been demonstrated in an already approved 
application.  

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

Investigation #1    YES NO 

Investigation #2    YES NO 

If you have answered "yes" for one or more investigations, identify each such 
investigation and the NDA in which each was relied upon:
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b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support 
the effectiveness of a previously approved drug product?

Investigation #1 YES NO 

Investigation #2 YES NO 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

     

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

     

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

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

Investigation #1 !
!

IND #      YES  !  NO     
!  Explain: 

                               
             

Investigation #2 !
!

IND #      YES   !  NO    
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!  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 

If yes, explain:  

     

=================================================================
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Name of person completing form:  Sabry Soukehal                    
Title:  Regulatory Project Manager
Date:  August 24, 2016

                                                      
Name of Office/Division Director signing form:  Norman Stockbridge, MD, PhD
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

Page 8Reference ID: 3988406



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

SABRY SOUKEHAL
09/20/2016

NORMAN L STOCKBRIDGE
09/20/2016
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From: Susan Prather [mailto:susan.prather@silvergatepharma.com]  
Sent: Thursday, January 14, 2016 12:33 PM 
To: Flowers, Louis; Michael Beckloff 
Cc: Bui Nguyen, Tri 
Subject: Re: Clarification from Sponsor Regarding Proposed Proprietary Name for NDA 208686 
 
Good morning Dr. Flowers, 
 
This is to confirm receipt of your request and also in follow‐up to my phone message.   
I would like some clarification on your request and would appreciate discussing it with you.  
I can be reached at 913‐871‐1230 or   (cell).  
Thank you and I look forward to speaking with you. 
 

Best regards, 
Susan 

 
Susan J. Prather 
Director Regulatory Affairs 
Silvergate Pharmaceuticals, Inc.  
7300 W. 110th Street, Suite 950 
Overland Park, KS  66210 
913.871.1230 

 
susan.prather@silvergatepharma.com 
 
 
Confidentiality Notice: This e-mail message, including any attachments, is for the sole use of the intended recipient(s) and may contain 
confidential and privileged information. Any unauthorized review, use, disclosure or distribution is prohibited. If you are not the intended 
recipient, please contact the sender by reply e-mail and destroy all copies of the original message. 
 

From: Flowers, Louis <Louis.Flowers@fda.hhs.gov> 
Sent: Thursday, January 14, 2016 9:57 AM 
To: Michael Beckloff 
Cc: Bui Nguyen, Tri; Susan Prather 
Subject: Clarification from Sponsor Regarding Proposed Proprietary Name for NDA 208686  
  
Dear Mr. Beckloff: 
  
Please refer to your NDA 208686 for Enalapril maleate Oral Solution, 1 mg/mL.   
  
We also refer to your correspondence, dated and received December 18, 2015, requesting review of your 
proposed proprietary name, Epaned (enalapril maleate) Oral Solution, 1mg/ml.  
  
Your submission listed the proposed name in two different ways: “Epaned” on the cover letter versus  

 in the submission.    
  
In looking at the container label below, it appears the name you want would be “Epaned”.   Would you please 
clarify, what is the proposed name?    
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

TRI M BUI NGUYEN
01/15/2016
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REGULATORY PROJECT MANAGER 
PHYSICIAN LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Application: NDA 208686

Application Type: New NDA 

Drug Name(s)/Dosage Form(s): Epaned  (enalapril maleate) 1mg/mL

Applicant:   Silvergate Pharmaceuticals, Inc.

Receipt Date: November 24, 2015

Goal Date: September 24, 2016

1. Regulatory History and Applicant’s Main Proposals
 
A pre-IND (PIND 125621) meeting was requested by the Applicant in February 2015 and held on 
April 2015, to discuss the approval pathway and requirements for the development of the ready-to-use 
Epaned  1mg/mL for the treatment of hypertension in adults and children older than 1 
month and for symptomatic heart failure and asymptomatic left ventricular dysfunction in adults.   

The Applicant intends to follow a 505(b)(2) pathway using Vasotec® tablets as the reference listed 
drug (NDA 18998). The Applicant is also cross-referencing NDA 204308 for Epaned Powder for Oral 
Solution.

Clinically, the Applicant relies on data from study SG04-01, conducted as a randomized, single-dose, 
2-way crossover study in 32 healthy adults. The objective of the study was to assess the bioavailability 
of single-dose administration of Epaned  to Epaned Powder for Oral Solution 
reconstituted, under fasted conditions. 

2. Review of the Prescribing Information

This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements of Prescribing Information (SRPI)” checklist (see Section 4 of this 
review).   

3. Conclusions/Recommendations

No SRPI format deficiencies were identified in the review of this PI.
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4. Selected Requirements of Prescribing Information

The Selected Requirement of Prescribing Information (SRPI) is a 41-item, drop-down checklist of 
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR 
201.56 and 201.57) and guidances.

Highlights
See Appendix for a sample tool illustrating Highlights format. 

HIGHLIGHTS GENERAL FORMAT 

1. Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with 
½ inch margins on all sides and between columns. 
Comment:      

2. The length of HL must be one-half page or less unless a waiver has been granted in a previous 
submission.  The HL Boxed Warning does not count against the one-half page requirement. 
Instructions to complete this item:  If the length of the HL is one-half page or less, select “YES” 
in the drop-down menu because this item meets the requirement.  However, if HL is longer than 
one-half page, select “NO” unless a waiver has been granted.
Comment:       

3. A horizontal line must separate:
 HL from the Table of Contents (TOC), and
 TOC from the Full Prescribing Information (FPI). 

Comment:       
4. All headings in HL (from Recent Major Changes to Use in Specific Populations) must be bolded 

and presented in the center of a horizontal line.  (Each horizontal line should extend over the 
entire width of the column.)  The HL headings (from Recent Major Changes to Use in Specific 
Populations) should be in UPPER CASE letters.  See Appendix for HL format.
Comment:       

5. White space should be present before each major heading in HL.  There must be no white space 
between the HL Heading and HL Limitation Statement.  There must be no white space between 
the product title and Initial U.S. Approval.  See Appendix for HL format. 
Comment:       

6. Each summarized statement or topic in HL must reference the section(s) or subsection(s) of the 
Full Prescribing Information (FPI) that contain more detailed information. The preferred format 

is the numerical identifier in parenthesis [e.g., (1.1)] at the end of each summarized statement or 
topic.
Comment:       

7.  Headings in HL must be presented in the following order: 
Heading Required/Optional

 Highlights Heading Required

YES

YES

YES

YES

YES

YES

YES
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 Highlights Limitation Statement Required
 Product Title Required 
 Initial U.S. Approval Required
 Boxed Warning Required if a BOXED WARNING is in the FPI
 Recent Major Changes Required for only certain changes to PI* 
 Indications and Usage Required
 Dosage and Administration Required
 Dosage Forms and Strengths Required
 Contraindications Required (if no contraindications must state “None.”)
 Warnings and Precautions Not required by regulation, but should be present
 Adverse Reactions Required
 Drug Interactions Optional
 Use in Specific Populations Optional
 Patient Counseling Information Statement Required 
 Revision Date Required

* RMC only applies to five labeling sections in the FPI:  BOXED WARNING, INDICATIONS AND USAGE, 
DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.

Comment:       

HIGHLIGHTS DETAILS

Highlights Heading
8. At the beginning of HL, the following heading, “HIGHLIGHTS OF PRESCRIBING 

INFORMATION” must be bolded and should appear in all UPPER CASE letters.
Comment:       

Highlights Limitation Statement 
9. The bolded HL Limitation Statement must include the following verbatim statement: “These 

highlights do not include all the information needed to use (insert NAME OF DRUG 
PRODUCT) safely and effectively. See full prescribing information for (insert NAME OF 
DRUG PRODUCT).”  The name of drug product should appear in UPPER CASE letters.
Comment:       

Product Title in Highlights
10. Product title must be bolded.

Comment:       

Initial U.S. Approval in Highlights
11. Initial U.S. Approval must be bolded, and include the verbatim statement “Initial U.S. 

Approval:” followed by the 4-digit year.
Comment:       

Boxed Warning (BW) in Highlights
12. All text in the BW must be bolded.

Comment:       
13. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 

to identify the subject of the warning.  Even if there is more than one warning, the term 

YES

YES

YES

YES

YES

YES
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“WARNING” and not “WARNINGS” should be used.  For example: “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one warning in the 
BW title, the word “and” in lower case can separate the warnings.  The BW title should be 
centered.
Comment:       

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.”  This statement must be placed immediately beneath the BW title, 
and should be centered and appear in italics.
Comment:       

15. The BW must be limited in length to 20 lines. (This includes white space but does not include 
the BW title and the statement “See full prescribing information for complete boxed 
warning.”)  
Comment:       

Recent Major Changes (RMC) in Highlights
16. RMC pertains to only five sections of the FPI:  BOXED WARNING, INDICATIONS AND 

USAGE, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS 
AND PRECAUTIONS.  Labeling sections for RMC must be listed in the same order in HL as 
they appear in the FPI.    
Comment:       

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 8/2015.” 
Comment:       

18. A changed section must be listed under the RMC heading for at least one year after the date of 
the labeling change and must be removed at the first printing subsequent to the one year period. 
(No listing should be one year older than the revision date.)
Comment:       

Dosage Forms and Strengths in Highlights
19. For a product that has more than one dosage form (e.g., capsules, tablets, injection), bulleted 

headings should be used.
Comment:       

Contraindications in Highlights
20. All contraindications listed in the FPI must also be listed in HL.  If there is more than one 

contraindication, each contraindication should be bulleted.  If no contraindications are known, 
must include the word “None.”  

YES

YES

N/A

N/A

N/A

N/A

YES
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Comment:  The first item in HL does not fully match the text in section 4. "A history of 
angioedema" was omitted from the text in HL.      

Adverse Reactions in Highlights
21. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number which should be a toll-free number) or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.” 
Comment:       

Patient Counseling Information Statement in Highlights
22. The Patient Counseling Information statement must include one of the following three bolded 

verbatim statements that is most applicable:
If a product does not have FDA-approved patient labeling:
 See 17 for PATIENT COUNSELING INFORMATION 

If a product has (or will have) FDA-approved patient labeling:
 See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling 
 See 17 for PATIENT COUNSELING INFORMATION and Medication Guide 
 Comment:       

Revision Date in Highlights
23. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 

“Revised: 8/2015 ”).  
Comment:       

YES

YES

YES
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Contents: Table of Contents (TOC)
See Appendix for a sample tool illustrating Table of Contents format.

24. The TOC should be in a two-column format.
Comment:       

25. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS.”  This heading should be in all UPPER CASE letters and 
bolded.
Comment:       

26. The same title for the BW that appears in HL and the FPI must also appear at the beginning of 
the TOC in UPPER CASE letters and bolded.
Comment:       

27. In the TOC, all section headings must be bolded and should be in UPPER CASE. 
Comment:       

28. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (for, of, to) and  
articles (a, an, the), or conjunctions (or, and)].
Comment:       

29. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.
Comment:       

30. If a section or subsection required by regulation [21 CFR 201.56(d)(1)] is omitted from the FPI, 
the numbering in the TOC must not change.  The heading “FULL PRESCRIBING 
INFORMATION: CONTENTS*” must be followed by an asterisk and the following statement 
must appear at the end of the TOC:  “*Sections or subsections omitted from the full prescribing 
information are not listed.”
Comment:       

YES

YES

YES

YES

YES

YES

YES

Reference ID: 3878196



Selected Requirements of Prescribing Information

SRPI version 5:  October 2015 Page 7 of 10

Full Prescribing Information (FPI)
FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

31. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below.  (Section and subsection headings should 
be in UPPER CASE and title case, respectively.)  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

BOXED WARNING
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Lactation (if not required to be in Pregnancy and Lactation Labeling Rule (PLLR) format, use 

“Labor and Delivery”)
8.3 Females and Males of Reproductive Potential (if not required to be in PLLR format, use 

“Nursing Mothers”)
8.4 Pediatric Use
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment:       
32. The preferred presentation for cross-references in the FPI is the section (not subsection) 

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)].”  
Comment:       

YES

YES
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33. For each RMC listed in HL, the corresponding new or modified text in the FPI must be marked 
with a vertical line on the left edge.
Comment:       

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading
34. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must 

appear at the beginning of the FPI, and should be in UPPER CASE.
Comment:       

BOXED WARNING Section in the FPI
35. All text in the BW should be bolded.

Comment:       
36. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 

to identify the subject of the warning.  (Even if there is more than one warning, the term, 
“WARNING” and not “WARNINGS” should be used.)  For example: “WARNING: 
SERIOUS INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one 
warning in the BW title, the word “and” in lower case can separate the warnings.
Comment:       

CONTRAINDICATIONS Section in the FPI
37. If no Contraindications are known, this section must state “None.”

Comment:       
ADVERSE REACTIONS Section in the FPI
38. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 

Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions from clinical trials:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.”

Comment:       
39. When postmarketing adverse reaction data are included (typically in the “Postmarketing 

Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:       

N/A

YES

YES

YES

N/A

YES

YES

Reference ID: 3878196



Selected Requirements of Prescribing Information

SRPI version 5:  October 2015 Page 9 of 10

PATIENT COUNSELING INFORMATION Section in the FPI
40. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 

INFORMATION).  The reference statement should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions for 
Use, or Medication Guide).  Recommended language for the reference statement should include 
one of the following five verbatim statements that is most applicable:  
 Advise the patient to read the FDA-approved patient labeling (Patient Information). 
 Advise the patient to read the FDA-approved patient labeling (Instructions for Use). 
 Advise the patient to read the FDA-approved patient labeling (Patient Information and 

Instructions for Use). 
 Advise the patient to read the FDA-approved patient labeling (Medication Guide). 
 Advise the patient to read the FDA-approved patient labeling (Medication Guide and 

Instructions for Use).
Comment:      

41. FDA-approved patient labeling (e.g., Patient Information, Instructions for Use, or Medication 
Guide) must not be included as a subsection under Section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.
Comment:      

N/A

N/A
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208686
NDA ACKNOWLEDGMENT

Silvergate Pharmaceuticals, Inc.
Attention:  Mr. Michael C. Beckloff
Chief Development Officer
7300 West 110th Street, Suite 950
Overland Park, KS 66210

Dear Mr. Beckloff:

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: Epaned® (Enalapril maleate, USP) , 1mg/mL

Date of Application: November 24, 2015

Date of Receipt: November 24, 2015

Our Reference Number: NDA 208686

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 January 23, 2016, 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).

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:

Reference ID: 3855284
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Food and Drug Administration
Center for Drug Evaluation and Research
Division of Cardiovascular and Renal Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  Non-
standard, large pages should be folded and mounted to allow the page to be opened for review 
without disassembling the jacket and refolded without damage when the volume is shelved.  
Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  Additional information is available at 
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, please call Sabry Soukehal, Consumer Safety Officer at (240) 402 
6187.

Sincerely,

{See appended electronic signature page}

Edward Fromm, R.Ph., RAC
Chief, Project Management Staff
Division of Cardiovascular and Renal Products
Office of Drug Evaluation 1
Center for Drug Evaluation and Research
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Bui Nguyen, Tri

From: Bui Nguyen, Tri
Sent: Tuesday, December 08, 2015 9:55 AM
To: michael.beckloff@silvergatepharma.com
Cc: Soukehal, Sabry; Bui Nguyen, Tri
Subject: NDA 208686 PNR request

Importance: High

Dear Mr. Beckloff: 
  
Please refer to your NDA 208686 for Enalapril maleate  , 1 mg/mL.  
  
We also refer to your correspondence, dated and received November 24, 2015, requesting review of your original 
NDA.  Your cover letter stated that the labeling relies on the approved labeling for Epaned Powder for Oral Solution 
(NDA 204308). You can cross reference the other application, NDA 204308, in your submission. However, if you want a 
Proprietary Name for this application, NDA 208686, you will need to treat this as a new name request per the guidance 
below.  
 
If you intend to have a proprietary name for the above‐referenced product, you should submit a request for proprietary 
name review, all labels and labeling (please refer to the complete submission guidance link below) within 14 days of this 
communication.  
  
Include the statement "REQUEST FOR PROPRIETARY NAME REVIEW” in bold capital letters, at the top of your cover 
letter and on the first page of the main submission document (please refer to the complete submission guidance link 
below). The review of this name will be initiated when the new submission is received. 
  
If you require additional information on developing proprietary names for drugs or proposing alternative proprietary 
names for consideration, we refer you to the following: 
  
∙        Draft Guidance for Industry Best Practices in Developing Proprietary Names for Drugs, 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM398997.pdf)  
∙        Guidance for Industry Contents of a Complete Submission for the Evaluation of Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075068.pdf)  
∙        PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM270412.pdf) 
  
If you have any questions regarding any other aspects of the proprietary name review process, feel free to contact me 
directly.   
  
Best Regards,  
  
  

Tri Bui‐Nguyen, Ph.D. 
Safety Regulatory Project Manager 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email: tri.bui‐nguyen@fda.hhs.gov 
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Office: (240) 402‐3726 
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Version: 2/12/16

ACTION PACKAGE CHECKLIST 

APPLICATION INFORMATION1

NDA #   208686 NDA Supplement #   -- If NDA, Efficacy Supplement Type:   --
(an action package is not required for SE8 or SE9 supplements)

Proprietary Name:   Epaned
Established/Proper Name:  Enalapril Maleate
Dosage Form:          Solution

Applicant:  Silvergate Pharmaceuticals, Inc.
Agent for Applicant (if applicable):  Michael C. Beckloff

RPM:  Sabry Soukehal Division:  Cardiovascular and Renal Products 

NDA Application Type:    505(b)(1)     505(b)(2)
Efficacy Supplement:        505(b)(1)     505(b)(2)

BLA Application Type:    351(k)     351(a)
Efficacy Supplement:       351(k)     351(a)

For ALL 505(b)(2) applications, two months prior to EVERY action: 

 Review the information in the 505(b)(2) Assessment and submit 
the draft2 to CDER OND IO for clearance.  

 Check Orange Book for newly listed patents and/or 
exclusivity (including pediatric exclusivity)  

 No changes     
 New patent/exclusivity  (notify CDER OND IO)   

Date of check: August 15, 2016

Note: If pediatric exclusivity has been granted or the pediatric 
information in the labeling of the listed drug changed, determine whether 
pediatric information needs to be added to or deleted from the labeling of 
this drug. 

 Actions

 Proposed action
 User Fee Goal Date is September 24, 2016   AP          TA       CR    

 Previous actions (specify type and date for each action taken)                  None         
 If accelerated approval or approval based on efficacy studies in animals, were promotional 

materials received?
Note:  Promotional materials to be used within 120 days after approval must have been 
submitted (for exceptions, see 
http://www fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain      

  Received

 Application Characteristics 3

1 The Application Information Section is (only) a checklist.  The Contents of Action Package Section (beginning on page 2) lists 
the documents to be included in the Action Package.
2 For resubmissions, 505(b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2) 
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., new listed drug, patent certification 
revised).
3 Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA 
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  
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 Clinical Reviews

 Clinical Team Leader Review(s) (indicate date for each review)   No separate review   

 Clinical review(s) (indicate date for each review) N/A

 Social scientist review(s) (if OTC drug) (indicate date for each review)   None    
 Financial Disclosure reviews(s) or location/date if addressed in another review
                                                           OR
        If no financial disclosure information was required, check here  and include a            
        review/memo explaining why not (indicate date of review/memo)

In CDTL memo dated 9/16/16

 Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate 
date of each review)5   None    

 Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review)   N/A    

 Risk Management
 REMS Documents and REMS Supporting Document (indicate date(s) of 

submission(s))
 REMS Memo(s) and letter(s) (indicate date(s))
 Risk management review(s) and recommendations (including those by OSE and 

CSS) (indicate date of each review and indicate location/date if incorporated 
into another review)

  None   

 OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to 
investigators)   None requested  

Clinical Microbiology                  None
 Clinical Microbiology Team Leader Review(s) (indicate date for each review)   No separate review       

Clinical Microbiology Review(s) (indicate date for each review)   None          

Biostatistics                                   None
 Statistical Division Director  Review(s) (indicate date for each review)   No separate review        

Statistical Team Leader Review(s) (indicate date for each review)   No separate review        

Statistical Review(s) (indicate date for each review)   None         

Clinical Pharmacology                 None
 Clinical Pharmacology Division Director Review(s) (indicate date for each review)   No separate review        

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)   No separate review        

Clinical Pharmacology review(s) (indicate date for each review) 8/17/16, 9/01/16

 OSI Clinical Pharmacology Inspection Review Summary (include copies of OSI letters)   None requested        

5 For Part 3 combination products, all reviews from the reviewing Center(s) should be entered into the official archive (for further 
instructions, see “Section 508 Compliant Documents:  Process for Regulatory Project Managers” located in the CST electronic 
repository).  
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Day of Approval Activities

 For all 505(b)(2) applications:
 Check Orange Book for newly listed patents and/or exclusivity (including 

pediatric exclusivity)

  No changes
  New patent/exclusivity (Notify 

CDER OND IO)

 Finalize 505(b)(2) assessment   Done

 For Breakthrough Therapy (BT) Designated drugs:
 Notify the CDER BT Program Manager

  Done
(Send email to CDER OND IO)

 For products that need to be added to the flush list (generally opioids): Flush List 
 Notify the Division of Online Communications, Office of Communications

  Done

 Send a courtesy copy of approval letter and all attachments to applicant by fax or secure 
email

  Done

 If an FDA communication will issue, notify Press Office of  approval action after 
confirming that applicant received courtesy copy of approval letter 

  Done

 Ensure that proprietary name, if any, and established name are listed in the 
Application Product Names section of DARRTS, and that the proprietary name is 
identified as the “preferred” name

  Done

 Ensure Pediatric Record is accurate   Done

 Send approval email within one business day to CDER-APPROVALS   Done
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DIVISION OF CARDIOVASCULAR AND RENAL 
PRODUCT 

 
              NDA 208686  Memorandum 

 

 

 

 

Date:  August 24, 2016   

 

On April 28, 2016, the Office of Orphan Products Development (OOPD) informed 
Silvergate Pharmaceuticals Inc. (the Applicant) that their orphan drug designation for 
the “treatment of hypertension in pediatric patients” (# 12-3767) granted on January 
30, 2013 was revoked.  

 

This memo provides the various communications that led to this decision.  

 

Attached are copies of the following: 

 The letter dated January 30, 2013 granting the Applicant orphan designation. 

 The letter dated April 08, 2016 informing the Applicant of OOPD’s intent to revoke 
the orphan designation. 

 The letter dated April 28, 2016 confirming the revocation of the orphan designation. 

 

 

Sabry Soukehal 

Regulatory Health Project Manger 

Division of Cardiovascular and Renal Products 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 208686 
 

LABELING PMR/PMC DISCUSSION COMMENTS 
  
Silvergate Pharmaceuticals, Inc. 
Attention:  Mr. Michael C. Beckloff 
Chief Development Officer 
7300 West 110th Street, Suite 950 
Overland Park, KS 66210 
 
 
Dear Mr. Beckloff: 
 
Please refer to your New Drug Application (NDA) dated November 24, 2015, submitted 
pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Epaned 

 (Enalapril maleate), 1 mg/mL. 
 
We also refer to our February 03, 2016, letter in which we notified you of our target date of 
August 17, 2016 for communicating labeling changes and/or postmarketing 
requirements/commitments in accordance with the “PDUFA Reauthorization Performance Goals 
and Procedures - Fiscal Years 2013 Through 2017.”  
 
On July 19, 2016, we received your July 19, 2016, proposed labeling submission to this 
application, and have proposed revisions that are included as an enclosure.  We request that you 
resubmit labeling that addresses these issues by August 24, 2016.  The resubmitted labeling will 
be used for further labeling discussions. 
 
In addition we have the following comment: 
 
CMC 
 
Please update the SPL product description element to include mixed berry as the flavor in the 
product characteristics section. 
 
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at CFR 201.56(a) and (d) and 201.57.  Prior to resubmitting your proposed PI, 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  
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• The Selected Requirements for Prescribing Information (SRPI) − a checklist of important 
format items from labeling regulations and guidances.   

• FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 
Indications and Usage heading. 

 
At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances.  
 
These revisions have been reviewed and cleared to the level of Division Director.  
 
If you have any questions, please call me, at (240) 402 6187. 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Sabry Soukehal 
Regulatory Project Manager 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation 1 
Center for Drug Evaluation and Research 

 
ENCLOSURE: Epaned  Prescribing Information  
 
 

Reference ID: 3973805
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PeRC Meeting Minutes 
August 17, 2016 

 
 
PeRC Members Attending: 
Lynne Yao  
Hari Cheryl Sachs 
Meshaun Payne  
Jackie Yancy 
Robert “Skip” Nelson  
Barbara Buch  
Wiley Chambers 
Thomas Smith 
Yeruk Mulugeta 
Freda Cooner 
Gilbert Burkhart 
Gerri Baer 
Shrikant Pagay 
Greg Reaman 
Dianne Murphy 
Raquel Tapia 
Adrienne Hornatko-Munoz 
Maura O’Leary 
Rosemary Addy 

 (Ciprofloxacin and Enalapril only) 
Lisa Faulcon  
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Agenda 
 

9:00 

9:20 

10:00 

10:20 

10:40 

11:00 

11:20 NDA 208686 
Epaned (enalapril) Partial and Full 
Waiver DCRP Sabry Soukehal 

1. Treatment of hypertension in adults 
and children older than one month, to 
lower blood pressure.  Lowering 
blood pressure reduces the risk of fatal 
and nonfatal cardiovascular events, 
primarily strokes and myocardial 
infarctions. 2. Treatment of 
symptomatic heart failure. 3. 
Treatment of asymptomatic left 
ventricular dysfunction, to decrease 
the rate of development of overt heart 
failure and reduce hospitalization for 
heart failure.  

 

11:35 

11:35 

11:35 
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Epaned (enalapril) Partial and Full Waiver 

• Proposed Indication: (1) Treatment of hypertension in adults and children older than one 
month, to lower blood pressure (2) Treatment of symptomatic heart failure (3) Treatment 
of asymptomatic left ventricular dysfunction 
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• This product triggers PREA as a new dosage form and has a PDUFA goal date of 
September 24, 2015. 

• The PeRC asked whether we would consider issuing a WR for the sponsor to study in left 
ventricular dysfunction. The division noted that the data from the NIH study concluded 
that there was no benefit; however, this product and other ACE inhibitors are used 
commonly for pediatric heart failure.  The PeRC acknowledged that it would be difficult 
to require this sponsor to study pediatric heart failure when there is already a failed study 
and it is not clear that pediatric heart failure studies are feasible.  However, the PeRC 
continues to question which products should be studied and whether studies are feasible. 
The division recommended PeRC consider convening a workshop to address feasibility 
of pediatric heart failure studies as well as priorities for product development for this 
indication.    

• The division clarified that the solution was bioequivalent to the reference product and 
that the excipients were reviewed and noted to be present in safe amounts.    

• The division noted that labeling of the reference product is not consistent with other ACE 
inhibitors because the reference product includes an indication down to 1 month of age.  
Other ACE inhibitors have not been approved down to1 month of age because of the 
concern regarding effects of ACE inhibition on the renovascular development.  The 
PeRC agreed with the division that the labeling for this product should reflect that this 
product is not recommended less than 1-2 years of age because of this concern.  The 
PeRC also recommended consulting DPMH for labeling assistance if desired. 

• PeRC Recommendations: 
o The PeRC agreed to the plan for a full waiver in pediatric patients 0 to <17 years of 

age for the treatment of symptomatic heart failure and asymptomatic left ventricular 
dysfunction because studies are impossible and highly impractical (see discussion 
above). 

o The PeRC agreed to a partial waiver in patients < 1 month of age for the treatment of 
hypertension but that labeling could include statements to avoid use less than 1-2 
years of age (see discussion above). 

o Post PeRC Addendum (9/6/2016):  The division contacted PeRC to inform that the 
recommendation for labeling by the PeRC was not consistent with their conclusion 
from the meeting.  The division stated the following:   
We would like to clarify that section 8.4 of the label describes our concern with the 
use of ACE inhibitors in pediatric patients 1 month old or younger “It is unknown 
whether post-natal use of ACE inhibitors such as enalapril before maturation of renal 
function is complete has long-term deleterious effects on the kidney. In humans, 
nephrogenesis is thought to be complete around birth; however maturation of other 
aspects of kidney function (such as glomerular filtration and tubular function) may 
continue until approximately 2 years of age [see Nonclinical Pharmacology (13.2)].” 
 
The division does not intend to propose language not recommending the use of 
Epaned  in pediatrics less than 1-2 years of age as indicated in the 
minutes. 
 
We note the divisions updated statement to the label to omit the specific 
recommendations as offered by the PeRC and nothing further is needed.   
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Sincerely,

{See appended electronic signature page}

Norman Stockbridge, MD, PhD
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation 1
Center for Drug Evaluation and Research
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20-25 °C (68-77 °F) for up to 60 days.  Avoid freezing and excessive heat. Keep container 
tightly closed.”

2. As currently presented, the equivalency statement on the container label contains a trailing 
zero following a decimal point, which is on ISMP’s list of error-prone abbreviations, 
symbols, and dose designations.  Remove the trailing zero (e.g. 1.0 mg) to avoid a ten-fold 
misinterpretation.

B. Container label
1. Consider reorienting the barcode on the container label to a vertical position to improve the 

ability to scan the barcode.  Barcodes placed in a horizontal position on cylindrical medical 
containers may not scan due to bottle curvature.

C. Carton labeling

1. Per 21 CFR 201.10(g)(2), we recommend printing the established name in letters that are at 
least half as large as the letters comprising the proprietary name or designation with which it 
is joined so that the established name has a prominence commensurate with the prominence 
with which such proprietary name or designation appears, taking into account all pertinent 
factors, including typography, layout, contrast, and other printing features.

2. The strength lacks prominence on the carton labeling. We recommend that you increase the 
prominence of the strength (e.g., by increasing font size, bolding of font).

3. Decrease the size of the company logo/graphic on the carton labeling, as it competes in size 
with the proprietary name.

If you have any questions, please contact Sabry Soukehal, Regulatory Health Project Manager, at 
(240) 402 6187.

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, MD, PhD
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation 1
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208686
INFORMATION REQUEST

Silvergate Pharmaceuticals, Inc.
Attention:  Mr. Michael C. Beckloff
Chief Development Officer
7300 West 110th Street, Suite 950
Overland Park, KS 66210

Dear Mr. Beckloff:

Please refer to your New Drug Application (NDA) dated November 24, 2015, submitted 
pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), for Epaned 

 (Enalapril maleate), 1mg/mL.

We also refer to the 9 publications that you provided in support of your 505(b)(2) application. 
These literature articles, published between 1994 and 2013, report findings in the developing 
brain and kidney after enalapril administration to neonates and young animals.

Although useful, we found other publications, [Angiotensin-converting enzyme inhibition 
aggravates renal interstitial injury resulting from partial unilateral ureteral obstruction in the 
neonatal rat. Christina O. Chen, et al. Am J Physiol Renal Physiol 292: F946–F955, 2007; 
Angiotensin converting enzyme inhibition decreases cell turnover in the neonatal rat heart. Choi 
JH et al. Pediatr Res. 2002 Sep;52(3):325-32; ACE inhibition modulates transforming growth 
factor-beta receptors in the young rat. Nam Soo Kang, et al. Pediatr Nephrol (2003) 18:865–871; 
and others] also published in this time frame, that are missing from your list. Please provide a 
comprehensive review of the literature describing the experience in neonates and young animals 
receiving enalapril. In particular, we are interested in articles that focus on enalapril’s effects on 
the kidney and the potential effects of enalapril on the growth and development of other organ 
systems. 

For ease of review, please provide a copy of each literature article as well as a written document 
summarizing the article findings and addressing their relevance to your application. 

If you have any questions, please contact Sabry Soukehal, Regulatory Health Project Manager, at 
(240) 402 6187.
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Sincerely,

{See appended electronic signature page}

Norman Stockbridge, MD, PhD
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation 1
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 208686
PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Silvergate Pharmaceuticals, Inc. 
7300 West 110th Street, Suite 950
Overland Park, KS 66210

ATTENTION: Michael C. Beckloff
Chief Development Officer

Dear Mr. Beckloff:

Please refer to your New Drug Application (NDA) dated and received November 24, 2015, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Enalapril 
Maleate Oral solution, 1 mg/mL.

We also refer to:
 Your correspondence, dated and received December 18, 2015, requesting review of your 

proposed proprietary name, Epaned 
 Our correspondence, dated January 15, 2016, requesting clarification of your  proposed 

proprietary name
 Your January 25, 2016, amendment, received January 27, 2016, providing clarification of 

your proposed proprietary name
 Our correspondence , dated February 12, 2016, requesting the submission of an 

amendment to your request for proprietary name review
 Your amendment, dated and received February 26, 2016, requesting review of your 

proprietary name, Epaned 

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

If any of the proposed product characteristics as stated in above  submissions are altered prior to 
approval of the marketing application, the proprietary name should be resubmitted for review. 

Reference ID: 3897668
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If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

 Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

 PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Tri Bui Nguyen, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (240) 402-3726.  For any other information 
regarding this application, contact Sabry Soukehal, Regulatory Project Manager in the Office of 
New Drugs, at (240) 402-6187.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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Silvergate currently markets Epaned (Enalapril Maleate Powder for Oral Solution).  It is a kit that contains 2 
bottles, 1 with Epaned Powder and 1 with OraSweet SF Diluent which is added to the Epaned powder by the 
pharmacist at the time of dispensing.   
 
Epaned   is a ready to use solution and it will replace this product.   
 

 
 

 
.   

 
We are amenable to   Epaned as the proprietary name with (enalapril maleate oral solution) 
beneath it.  I have attached a draft bottle label with this change.     
 
Please confirm with DMEPA that Epaned as the proprietary name is acceptable with (enalapril maleate  oral 
solution) beneath it.    
 
Thank you for your assistance and I look forward to hearing from either you or a DMEPA associate soon.  
If you or DMEPA have any questions, please contact me at either phone number below. 
 

Best regards, 
Susan 

 
Susan J. Prather 
Director Regulatory Affairs 
Silvergate Pharmaceuticals, Inc.  
7300 W. 110th Street, Suite 950 
Overland Park, KS  66210 
913.871.1230 

 
susan.prather@silvergatepharma.com 
 
 
Confidentiality Notice: This e-mail message, including any attachments, is for the sole use of the intended recipient(s) and may contain 
confidential and privileged information. Any unauthorized review, use, disclosure or distribution is prohibited. If you are not the intended 
recipient, please contact the sender by reply e-mail and destroy all copies of the original message. 
 

From: Bui Nguyen, Tri <Tri.Bui‐Nguyen@fda.hhs.gov> 
Sent: Monday, February 01, 2016 2:39 PM 
To: Susan Prather; Flowers, Louis 
Cc: Michael Beckloff; Soukehal, Sabry; Bui Nguyen, Tri 
Subject: RE: NDA 208686, SN0003 Response to request for clarification of the proprietary name.  
  
Dear Ms. Prather: 
  

Reference ID: 3883061

(b) (6)

(b) (4)

(b) (4)

(b) (4)





4

Best regards, 
Susan 

  
Susan J. Prather 
Director Regulatory Affairs 
Silvergate Pharmaceuticals, Inc.  
7300 W. 110th Street, Suite 950 
Overland Park, KS  66210 
913.871.1230 

 
susan.prather@silvergatepharma.com 
  
  
Confidentiality Notice: This e-mail message, including any attachments, is for the sole use of the intended recipient(s) and may contain 
confidential and privileged information. Any unauthorized review, use, disclosure or distribution is prohibited. If you are not the intended 
recipient, please contact the sender by reply e-mail and destroy all copies of the original message. 
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Bui Nguyen, Tri

From: Bui Nguyen, Tri
Sent: Thursday, February 04, 2016 3:48 PM
To: Susan Prather; Michael Beckloff
Cc: Bui Nguyen, Tri; Soukehal, Sabry
Subject: RE: NDA 208686, SN0003  Response to request for clarification of the proprietary 

name. 

Importance: High

Dear Susan; 
 
This correspondence is to notify you that your email address is not secure.  Use of secure email allows 
transparent and complete communication between FDA and sponsors.  FDA communication via unsecure email 
cannot include commercial confidential information (e.g. trade secrets, manufacturing or patient 
information).  Therefore, sponsors should establish secure email with FDA to allow for informal 
communications that may include commercial confidential information. 
 
Please contact the Office of Information Management (OIM) to for additional information or to request secure 
email at SecureEmail@fda.hhs.gov. 
 
For additional information, please refer to Draft Guidance for Industry and Review Staff: Best Practices for 
Communication Between IND Sponsors and FDA During Drug Development. December 2015 and the 
Electronic Regulatory Submissions and Review Web page. 
http://www.fda.gov/drugs/developmentapprovalprocess/formssubmissionrequirements/electronicsubmissions/de
fault.htm 
 
Sincerely, 

 
{See appended electronic signature page}                 
                                                                   

 
Tri Bui-Nguyen, Ph.D. 
Safety Regulatory Project Manager 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Email: tri.bui-nguyen@fda.hhs.gov 
Office: (240) 402-3726 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 208686
FILING COMMUNICATION – 

NO FILING REVIEW ISSUES IDENTIFIED

Silvergate Pharmaceuticals, Inc.
Attention:  Mr. Michael C. Beckloff
Chief Development Officer
7300 West 110th Street, Suite 950
Overland Park, KS 66210

Dear Mr. Beckloff:

Please refer to your New Drug Application (NDA) dated November 24, 2015, received 
November 24, 2015, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act (FDCA), for Epaned  (Enalapril maleate), 1mg/mL.

We also refer to your amendment dated December 18, 2015.

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 September 24, 
2016. 

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 August 17, 2016. 

At this time, we are notifying you that, we have not identified any potential review issues.  
Please note that our filing review is only a preliminary evaluation of the application and is not 
indicative of deficiencies that may be identified during our review.
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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.  As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information and PLLR Requirements for Prescribing Information websites including: 

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

 The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information in the PI on pregnancy, lactation, and females and males of reproductive 
potential 

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

format items from labeling regulations and guidances and
 FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.  

During our preliminary review of your submitted labeling, we found that you did not provide a 
review and summary of the available information to support the changes in the Pregnancy, 
Lactation, and Females and Males of Reproductive Potential subsections of labeling.  Thus, your 
proposed PLLR labeling changes cannot be agreed upon until the information request is fulfilled.  
No partial PLLR conversions may be made.
Resubmit the following information by February 29, 2016.

 a review and summary of all available published literature regarding enalapril maleate 
use in pregnant and lactating women,

 a revised labeling incorporating the above information (in Microsoft Word format) that 
complies with PLLR. 

Refer to the Guidance for Industry – Pregnancy, Lactation, and Reproductive Potential: Labeling 
for Human Prescription Drug and Biological Products – Content and Format 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM425398.pdf).

At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances. 

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).  Submit consumer-directed, 
professional-directed, and television advertisement materials separately and send each 
submission to:
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OPDP Regulatory Project Manager
Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Alternatively, you may submit a request for advisory comments electronically in eCTD format. 
For more information about submitting promotional materials in eCTD format, see the draft 
Guidance for Industry (available at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM443702.pdf ).

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and you believe the labeling is close to the final version.  

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

REQUIRED PEDIATRIC ASSESSMENTS 

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

Because the indication treatment of hypertension in pediatric patients has orphan drug 
designation, you are exempt from this requirement. 

We acknowledge receipt of your request for a full waiver of pediatric studies for symptomatic 
heart failure and asymptomatic left ventricular dysfunction indications.  Once we have reviewed 
your request, we will notify you if the full waiver request is denied and a pediatric drug 
development plan is required.

If you have any questions, please contact Sabry Soukehal, Consumer Safety Officer, at (240) 402 
6187.
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Sincerely,

{See appended electronic signature page}

Norman Stockbridge, MD, PhD
Director
Division of Cardiovascular and Renal Products
Office of Drug Evaluation 1
Center for Drug Evaluation and Research
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