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EXCLUSIVITY SUMMARY

NDA # 205787  SUPPL # HFD # 

Trade Name:  Evzio

Generic Name:  naloxone hydrochloride injection USP

Applicant Name:  Kaleo, Inc.    

Approval Date, If Known  

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

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

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

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

505(b)(2)

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

  YES NO 

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

The study was a bioavailability study:
Study IJ-900DV-03O, a randomized, single-dose, single-blind, two sequence, two-
period crossover bioavailability, safety and tolerability study in healthy human 
volunteers.  This Phase 1 comparative bioavailability study in healthy volunteers 
used naloxone hydrochloride (ANDA 072076) supplied by International Medication 
Systems Limited.  (The listed drug, Narcan (NDA 16636) is discontinued and not 

available for use.)
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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:             

          
N/A

d)  Did the applicant request exclusivity?
YES NO 

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

N/A

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

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

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 
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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).

     
NDA# 16636 Narcan

NDA#

NDA#

2.  Combination product.  

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

YES NO 

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

NDA#

NDA#

NDA#

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

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
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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   
!  Explain: 
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(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:  

=================================================================
                                                      
Name of person completing form:  Diana L. Walker, Ph.D.                   
Title:  Senior Regulatory Health Project Manager
Date:  March 27, 2014

                                                      
Name of Office/Division Director signing form:  Bob A. Rappaport, M.D.
Title:  Director, Division of Anesthesia, Analgesia, and Addiction Products
Date:  April 3, 2014

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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From: Walker, Diana
To: Ronald Gunn
Cc: Glen Kelley; Brian Riggs
Subject: NDA 205787 Carton and Container comments 28mar14
Date: Friday, March 28, 2014 11:08:48 AM
Importance: High

Dear Ron,
 
I have received the following comments from our DMEPA staff regarding the Evzio carton and
container labeling.  Please review these comments and make the requested changes.  Send me the
revised carton and container labeling via email as soon as possible.  Additionally, please incorporate all
previously agreed upon revisions to this carton and container labeling at this time as well.  If you do not
agree with making the current requested changes, please email me as soon as possible with your
points of disagreement, and I will send that on to the review team for discussion.
 
 
A. Outer Case Labels
 

1.      Add the statement “Seek Emergency Medical Attention” on the principal display
panel to ensure that this important information is visible and helps to prompt the
user to seek medical attention. To accommodate this statement, consider
shortening the shaft of the arrow or shrinking the arrow overall.

 
2.      The current statement  is inadequately prominent

underneath the white highlighted box in the lower third of the principal display
panel. Change the statement  to “For opioid emergencies such
as overdose”, and consider alternate means for presenting this information (i.e.,
moving statement up into white highlighted box) to ensure it is easily visible.

 
B. Carton Labeling
 

1.      Add the statement “Seek Emergency Medical Attention” on the principal display
panel to ensure that this important information is visible and helps to prompt the
user to seek medical attention.

 
2.     Change the statement  to “For opioid emergencies such as

overdose”, and move the statement “For opioid emergencies such as overdose” from
the side panel to the principal display panel for increased prominence.

 
 
Warm regards,
 
Diana
 
 
Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP

Reference ID: 3479656
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Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Ronald Gunn (ronald.gunn@kaleopharma.com)
Subject: NDA 205787 PMR Discussion 25mar14
Date: Tuesday, March 25, 2014 1:21:07 PM
Importance: High

Dear Ron,

Per our discussion via teleconference today, March 25, 2014, propose a PMR study to assess
the risk for needle breakage after impact with bone.  Additionally, propose a timeline for
initiation, completion and submission of the results of this study.

Please send me your proposal via email as soon as possible, followed by an official
submission to your NDA this week.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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PeRC PREA Subcommittee Meeting Minutes 
March 5, 2014 

 
PeRC Members Attending: 
Lynne Yao 
Rosemary Addy 
George Greeley 
Jane Inglese 
Hari Cheryl Sachs  
Wiley Chambers 
Tom Smith 
Peter Starke 
Gregory Reaman 
Daiva Shetty 
Shrikant Pagay 
Lily Mulugeta 
Barbara Buch  
Robert Nelson 
Dianne Murphy  
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From: Walker, Diana
To: Ronald Gunn (ronald.gunn@kaleopharma.com)
Subject: NDA 205787 Clinical Labeling Information Request 6mar14
Date: Thursday, March 06, 2014 11:43:27 AM
Importance: High

Dear Ron,
 
Please provide the following information via email as soon as possible, followed by a submission to
your NDA.
 
The proposed labeling for your product contains sparse information in the adverse reactions
section (i.e., Section 6).  To more adequately inform this section of labeling, perform a literature
search and characterize the adverse reaction profile specific to naloxone (i.e.,  not indirect
effects such as opioid withdrawal symptoms).  Based on this information, propose language
formatted and ready for incorporation directly into Section 6, Adverse Reactions, of your
product labeling.   
 
 
Regards,
 
Diana
 

Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Ronald Gunn
Cc: Glen Kelley; Brian Riggs; Eric Edwards
Subject: NDA 205787 Clinical-Pediatric Information Request 14feb14 follow-up 03mar14
Date: Monday, March 03, 2014 12:07:15 PM
Importance: High

Dear Ron,
 
I have received the following comment/information request related to your preliminary
response to our Pediatric Information Request from our review team.  Please submit the
following requested information to your NDA as soon as possible.
 

We have reviewed your preliminary response to our Clinical-Pediatric
Information Request (dated February 14, 2014) and have the following
comments:
 

Perform a literature search and review on Narcan dosing in pediatrics to
support the safety and efficacy of the proposed fixed naloxone dose in
Evzio in all pediatric age ranges (i.e., including neonates).  Follow this
discussion with the already proposed argument for the acceptability of
the proposed needle length for Evzio in pediatrics.  Then request and
propose language for the pediatric section of labeling (i.e., Section 8)
based on the aforementioned discussion.

 
I also remind you that we previously notified you that you should submit copies
of all references.

 
 
Regards,
 
Diana
 
Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov

 
 

From: Ronald Gunn [mailto:ronald.gunn@kaleopharma.com] 
Sent: Tuesday, February 18, 2014 3:09 PM
To: Walker, Diana
Cc: Glen Kelley; Brian Riggs; Eric Edwards
Subject: Re: NDA 205787 Clinical-Pediatric Information Request 14feb14
 
Dear Diana,

Attached is a preliminary response to the Clinical-Pediatric Information Request received on
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Cc: Glen Kelley; Brian Riggs
Subject: Re: NDA 205787 Clinical-Pediatric Information Request 14feb14
Importance: High
 
Dear Diana,
 
Does FDA have a preference for which eCTD section we submit our formal response into:
 Section 1.11 Response to FDA Request for Information or Section 1.9 Pediatric
Administrative Information?
 
Thanks,
 
Ron
 
On Feb 14, 2014, at 1:47 PM, Walker, Diana <Diana.Walker@fda.hhs.gov> wrote:
 

Dear Ron,
 
Please provide the following justification, literature, and data as soon as possible (you can send this
via email initially, but it must be submitted officially to your NDA as well).
 
Given the safety margin for naloxone, the clinical consequences of not treating an opioid
overdose, and that it would not be practical to deliver pediatric weight-based dosing for
naloxone (as is currently recommended in the Narcan labeling) in a community setting, we are
inclined to believe that your product containing a 0.4 mg fixed dose of naloxone would be
appropriate for all pediatric age ranges.  Therefore, you may wish to approach addressing the
requirements under PREA by providing a justification (e.g., from literature, approved Narcan
labeling) for why your product containing a fixed dose of naloxone is acceptable for all
pediatric age ranges so as to inform pediatric labeling for your product.  Also, as part of this
justification, you must provide data for why the needle length in your product is acceptable for
all pediatric age ranges (i.e., to deliver the dose subcutaneously or intramuscularly, and will not
strike bone).   
 
 
Regards,
 
Diana
 

Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov

 
 
 
 
Ronald D. Gunn
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Vice President, Drug Development & Regulatory Affairs
 
kaléo 
111 Virginia Street, Suite 300
Richmond, VA 23219
 
(Office) 
804.545.6376
(Mobile)

(Fax) 
804.545.6219 
 
www.kaleopharma.com
 
Note my new email address is ronald.gunn@kaleopharma.com and the company's website
is www.kaleopharma.com
 

CONFIDENTIALITY STATEMENT: This e-mail, including attachments, is covered by
the Electronic Communications Privacy Act, 18 USC 2510-2521, and the HIPAA
privacy regulations and, as such, is confidential and may be legally privileged. It is
intended for the use of the individual or entity to which it is addressed and may
contain certain information that is privileged, confidential, and exempt from disclosure
under applicable law. If the reader of this e-mail is not the intended recipient or agent
responsible for delivering or copying this communication and attachments, you are
hereby notified that any retention, dissemination, distribution, or copying of this
communication and any attachments is strictly prohibited. If you have received this
communication in error, please reply to the sender that you received it in error, then
delete it. Thank you for your cooperation.
ronald.gunn@kaleopharma.com
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From: Walker, Diana
To: Ronald Gunn (ronald.gunn@kaleopharma.com)
Subject: NDA 205787 Microbiology Information Request 27feb14
Date: Thursday, February 27, 2014 10:11:43 AM
Importance: High

Dear Ron,

I have receive the following request for information from our microbiology review team 
Please submit a response to the following information request as soon as possible, or no
later than next week.

The submitted labeling indicates that this product may be used 
  The current endotoxin limit of  EU/mg complies with the USP<85> recommended

maximum dose of 5 EU/kg/hr for patients weighing 40 kg or greater.  The results from stability
studies demonstrate endotoxin levels < EU/mg.  To prevent potential pyrogenic reactions in
infants, revise the endotoxin limit to ≤ EU/mg naloxone.    

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

Reference ID: 3462474
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From: Walker, Diana
To: Ronald Gunn (ronald.gunn@kaleopharma.com)
Subject: NDA 205787 Clinical-Pediatric Information Request 14feb14
Date: Friday, February 14, 2014 1:47:38 PM
Importance: High

Dear Ron,

Please provide the following justification, literature, and data as soon as possible (you can
send this via email initially, but it must be submitted officially to your NDA as well).

Given the safety margin for naloxone, the clinical consequences of not treating an opioid
overdose, and that it would not be practical to deliver pediatric weight-based dosing for
naloxone (as is currently recommended in the Narcan labeling) in a community setting, we are
inclined to believe that your product containing a 0.4 mg fixed dose of naloxone would be
appropriate for all pediatric age ranges.  Therefore, you may wish to approach addressing the
requirements under PREA by providing a justification (e.g., from literature, approved Narcan
labeling) for why your product containing a fixed dose of naloxone is acceptable for all
pediatric age ranges so as to inform pediatric labeling for your product.  Also, as part of this
justification, you must provide data for why the needle length in your product is acceptable for
all pediatric age ranges (i.e., to deliver the dose subcutaneously or intramuscularly, and will not
strike bone).   

Regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Ronald Gunn (ronald.gunn@kaleopharma.com)
Subject: NDA 205787 CDRH Device Information Request 14feb14
Date: Friday, February 14, 2014 8:47:42 AM
Importance: High

Dear Ron,

Please provide the following information as soon as possible, or by February 20, 2014.

We are missing a vital piece of information, which is the dose accuracy test results, to show how
accurately the naloxone autoinjector can deliver the 0.4ml of naloxone.  Clarify whether that result is
embedded elsewhere in the electronic submission (not under 3.2.p.7).  If yes, provide the date of
submission, sequence number and section number.  If no, submit the information by the date
requested above.

Regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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Diana

Diana L. Wa ker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring, MD  20993

NDA 205787
DISCIPLINE REVIEW LETTER

Kaleo, Inc.
111 Virginia Street
Suite 405
Richmond, VA 23219

Attention:  Ronald D. Gunn
      V.P., Drug Development and Regulatory Affairs

Dear Mr. Gunn:

Please refer to your New Drug Application (NDA) received December 20, 2013, submitted 
pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), for 
Naloxone autoinjector (NAI).

We also refer to your amendments dated July 18 (2), August 23, September 13 and 27, October 
10, 22, and 29, November 22, and December 11 and 31, 2013, and January 2, 3, 13, and 20, 
2014.

The Center for Devices and Radiological Health (CDRH), Office of Compliance has completed 
their review of your submission, and has identified the following deficiencies with the 
Kaleo/Intelliject documents:

1. Document controls, 21 CFR820.40 requirements 
All procedures and documents provided to show compliance with the regulatory 
requirements under 21 CFR part 820 should be updated to reflect the firm’s name change
from Intelliject to Kaleo. 

Reference ID: 3440312
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NDA 205787
Page 2

We are providing these comments to you before we complete our review of the entire application 
to give you preliminary notice of issues that we have identified. In conformance with the 
prescription drug user fee reauthorization agreements, these comments do not reflect a final 
decision on the information reviewed and should not be construed to do so. These comments are 
preliminary and subject to change as we finalize our review of your application. In addition, we 
may identify other information that must be provided before we can approve this application. If 
you respond to these issues during this review cycle, depending on the timing of your response, 
and in conformance with the user fee reauthorization agreements, we may or may not be able to 
consider your response before we take an action on your application during this review cycle.

If you have any questions, call Diana L. Walker, PhD, Regulatory Health Project Manager, at 
(301) 796-4029.

Sincerely,

{See appended electronic signature page}

Parinda Jani
Chief, Project Management Staff
Division of Anesthesia, Analgesia and 
Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: Walker, Diana
To: "Ronald Gunn"
Cc: "Glen Kelley"; "Brian Riggs"
Subject: Follow-up - RE: NDA 205787 Compliance Information Request 14jan14
Date: Wednesday, January 15, 2014 11:13:00 AM
Importance: High

Dear Ron,
 
I have a follow-up clarification concerning our request sent to you yesterday.  The information
request sent yesterday applies specifically to these two facilities:
 

1.      Kaleo (FEI # 3007135538)
111 Virginia Street, Suite 300
Richmond, VA 23229
 

2.     

 
Please respond with your clarification regarding both facilities.

 
 
Warm regards,
 
Diana
 
Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov
 
 

From: Walker, Diana 
Sent: Tuesday, January 14, 2014 5:53 PM
To: 'Ronald Gunn'
Cc: Glen Kelley; Brian Riggs
Subject: NDA 205787 Compliance Information Request 14jan14
Importance: High
 
Dear Ron,
 
I have received a request for clarification from our CDRH Compliance review team as to whether you
have declared a QS system.  Please clarify the following:
 
We request clarification regarding your compliance with all applicable good manufacturing
regulations as required in 21 CFR part 4. Explicitly, we need to know if you are taking
advantage of 21 CFR 4.4(b), and if so, whether you will be following 4.4(b)(1) or 4.4(b)(2).
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FYI: below is that section of the final rule for your information. Section 4.4(b) speaks of how
applicants can show compliance with the applicable QS regulations.
 
§ 4.4 How can I comply with these current good manufacturing practice requirements for a co-packaged or single-entity
combination product?
(a) Under this subpart, for single
entity or co-packaged combination
products, compliance with all
applicable current good manufacturing
practice requirements for the
combination product shall be achieved
through the design and implementation
of a current good manufacturing
practice operating system that is
demonstrated to comply with:
(1) The specifics of each set of current
good manufacturing practice regulations
listed under § 4.3 as they apply to each
constituent part included in the
combination product; or
(2) Paragraph (b) of this section.
(b) If you elect to establish a current
good manufacturing practice operating
system in accordance with paragraph (b)
of this section, the following
requirements apply:
(1) If the combination product
includes a device constituent part and a
drug constituent part, and the current
good manufacturing practice operating
system has been shown to comply with
the drug CGMPs, the following
provisions of the QS regulation must
also be shown to have been satisfied;
upon demonstration that these
requirements have been satisfied, no
additional showing of compliance with
respect to the QS regulation need be
made:
(i) Section 820.20 of this chapter.
Management responsibility.
(ii) Section 820.30 of this chapter.
Design controls.
(iii) Section 820.50 of this chapter.
Purchasing controls.
(iv) Section 820.100 of this chapter.
Corrective and preventive action.
(v) Section 820.170 of this chapter.
Installation.
(vi) Section 820.200 of this chapter.
Servicing.
(2) If the combination product
includes a device constituent part and a
drug constituent part, and the current
good manufacturing practice operating
system has been shown to comply with
the QS regulation, the following
provisions of the drug CGMPs must also
be shown to have been satisfied; upon
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demonstration that these requirements
have been satisfied, no additional
showing of compliance with respect to
the drug CGMPs need be made:
(i) Section 211.84 of this chapter.
Testing and approval or rejection of
components, drug product containers,
and closures.
(ii) Section 211.103 of this chapter.
Calculation of yield.
(iii) Section 211.132 of this chapter.
Tamper-evident packaging requirements
for over-the-counter (OTC) human drug
products.
(iv) Section 211.137 of this chapter.
Expiration dating.
(v) Section 211.165 of this chapter.
Testing and release for distribution.
(vi) Section 211.166 of this chapter.
Stability testing.
(vii) Section 211.167 of this chapter.
Special testing requirements.
(viii) Section 211.170 of this chapter.
Reserve samples.
(3) In addition to being shown to
comply with the other applicable
manufacturing requirements listed
under § 4.3, if the combination product
includes a biological product
constituent part, the current good
manufacturing practice operating
system must also be shown to
implement and comply with all
manufacturing requirements identified
under § 4.3(c) that would apply to that
biological product if that constituent
part were not part of a combination
product.
(4) In addition to being shown to
comply with the other applicable
current good manufacturing practice
requirements listed under § 4.3, if the
combination product includes an HCT/
P, the current good manufacturing
practice operating system must also be
shown to implement and comply with
all current good tissue practice
requirements identified under § 4.3(d)
that would apply to that HCT/P if it
were not part of a combination product.
(c) During any period in which the
manufacture of a constituent part to be
included in a co-packaged or single
entity combination product occurs at a
separate facility from the other
constituent part(s) to be included in that
single-entity or co-packaged
combination product, the current good
manufacturing practice operating
system for that constituent part at that
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facility must be demonstrated to comply
with all current good manufacturing
practice requirements applicable to that
type of constituent part.
(d) When two or more types of
constituent parts to be included in a
single-entity or co-packaged
combination product have arrived at the
same facility, or the manufacture of
these constituent parts is proceeding at
the same facility, application of a
current good manufacturing process
operating system that complies with
paragraph (b) of this section may begin.
(e) The requirements set forth in this
subpart and in parts 210, 211, 820, 600
through 680, and 1271 of this chapter
listed in § 4.3, supplement, and do not
supersede, each other unless the
regulations explicitly provide otherwise.
In the event of a conflict between
regulations applicable under this
subpart to combination products,
including their constituent parts, the
regulations most specifically applicable
to the constituent part in question shall
supersede the more general.
 
 
 
Warm regards,
 
Diana
 

Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Fax: 301-796-9723/9713 
Email: Diana.Walker@fda.hhs.gov
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
       PUBLIC HEALTH SERVICE 
         FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
_______________________________________________________________ 

 

DATE: January 13, 2014 

 

TO:  Director, Investigations Branch 

Baltimore District Office 

6000 Metro Dr., Suite 101 

Baltimore, MD 21215 

 

Director, Investigations Branch 

Minneapolis District Office 

250 Marquette Ave., Suite 600 

Minneapolis, MN 55401 

   

FROM: Sam H. Haidar, Ph.D., R.Ph. 

  Chief, Bioequivalence Branch 

  Division of Bioequivalence and GLP Compliance (DBGLPC)  

Office of Scientific Investigations (OSI) 

 

SUBJECT: FY 2014, CDER PDUFA, High Priority Pre-Approval Data 

Validation Inspection, Bioresearch Monitoring, Human 

Drugs, CP 7348.001 

 

     RE: NDA 205-787 

        DRUG:  Naloxone Autoinjector, 0.4 mg 

     SPONSOR: Kaleo Inc., USA 

  

This memo requests that you arrange for inspections of the 

clinical and analytical portions of the following bioequivalence 

(BE) study.  

 

Once you identify an ORA investigator, please contact the DBGLPC 

point of contact (POC) listed at the end of this assignment memo 

to schedule the inspection of the analytical site. A DBGLPC 

scientist will participate in the inspection of the analytical 

site to provide scientific and technical expertise. 

 

Background materials will be available in ECMS under the ORA 

folder.  The inspections should be completed prior to March 15, 

2014. 

 

Do notU reveal the applicant, application number, study to be 

inspected, drug name, or the study investigators to the sites 

prior to the start of the inspections.  The sites will receive 
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this information during the inspection opening meeting. The 

inspections will be conducted under Bioresearch Monitoring 

Compliance Program CP 7348.001, not under CP 7348.811 (Clinical 

Investigators). 

 

At the completion of the inspection, please send a scanned copy 

of the completed sections A and B of this memo to the DBGLPC POC. 

 

Study: IJ-900DV-03O 

Study Title:   “A Randomized, Single-Blind, Two-Sequence, Two-

Period Comparative Bioavailability Study of Two 

Naloxone Hydrochloride Products in Healthy 

Human Volunteers” 

 

Clinical Site:  PAREXEL Early Phase Clinical Unit 

  Harbor Hospital, 7th Floor 

  3001 South Hanover Street 

  Baltimore, Maryland 21225   

   

Investigator: Dr. Ronald Goldwater 

  TEL: 410-350-7979 

  FAX: 410-350-4281 

  

 

USECTION A – RESERVE SAMPLES 

 

Because this bioequivalence study is subject to 21 CFR 320.38 and 

320.63, the site conducting the study (i.e., each investigator 

site) is responsible for randomly selecting and retaining reserve 

samples from the shipments of drug product provided by the 

Applicant for subject dosing. 

 

The final rule for "Retention of Bioavailability and 

Bioequivalence Testing Samples" (Federal Register, Vol. 58, No. 

80, pp. 25918-25928, April 28, 1993) specifically addresses the 

requirements for bioequivalence studies 

(http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm120265.htm).  

 

Please refer to CDER's "Guidance for Industry, Handling and 

Retention of BA and BE Testing Samples" (May 2004), which 

clarifies the requirements for reserve samples 

(http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126836.pdf).   

 

 

During the clinical site inspection, please: 
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□ Verify that the site retained reserve samples according to the 
regulations.  If the site did not retain reserve samples or 

the samples are not adequate in quantity, notify the DBGLPC 

POC immediately. 
 

□ If the reserve samples were stored at a third party site, 
collect an affidavit to confirm that the third party is 

independent from the applicant, manufacturer, and packager. 

Additionally, verify that the site notified the applicant, in 

writing, of the storage location of the reserve samples.  

 

□ Obtain written assurance from the clinical investigator or the 
responsible person at the clinical site that the reserve 

samples are representative of those used in the specific 

bioequivalence studies, and that samples were stored under 

conditions specified in accompanying records.  Document the 

signed and dated assurance [21 CFR 320.38(d, e, g)] on the 

facility's letterhead, or Form FDA 463a Affidavit. 

 

□ Collect and ship samples of the test and reference drug 
products in their original containers to the following 

address:  

 

 John Kauffman, Ph.D. 

 Center for Drug Evaluation and Research 

 Division of Pharmaceutical Analysis (DPA) 

 Center for Drug Analysis (HFH-300) 

 645 S. Newstead Ave 

 St. Louis, MO  63110 

 TEL: 1-314-539-2135 

 

 

USECTION B – CLINICAL DATA AUDIT 

 

Please remember to collect relevant exhibits for all findings, 

including discussion items at closeout, as evidence of the 

findings.   

 

During the clinical site inspection, please: 

 

□ Confirm the informed consent forms and study records for 100% 
of subjects enrolled at the site.  

 

□ Compare the study report in the NDA submission to the original 
documents at the site.  

 

□ Check for under-reporting of adverse events (AEs). 
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□ Check for evidence of inaccuracy in the electronic data 
capture system. 

 

□ Check reports for the subjects audited.   
 

o Number of subject records reviewed during the 

inspection:______  
 

o Number of subjects screened at the site:______ 
 

o Number of subjects enrolled at the site:______ 
 

o Number of subjects completing the study:______ 
 

 

□ Confirm that site personnel conducted clinical assessments in 
a consistent manner and in accordance with the study 

protocols. 

 

□ Confirm that site personnel followed SOPs during study 
conduct. 

 

□ Examine correspondence files for any applicant or monitor-
requested changes to study data or reports. 

 

□ Include a brief statement summarizing your findings including 
IRB approvals, study protocol and SOPs, protocol deviations, 

AEs, concomitant medications, adequacy of records, 

inclusion/exclusion criteria, drug accountability documents, 

and case report forms for dosing of subjects, etc. 
 

□ Other comments: 
______________________________________________________________

______________________________________________________________ 

______________________________________________________________ 

 

 

SECTION C – AUDIT OF ANALYTICAL DATA 

 

Analytical Site:   

  

  

 

Contact person:  

  

  

 

Methodology:  LC-MS/MS 

 

During the analytical site inspection, please: 
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□ Examine all pertinent items related to the analytical method 
used for the measurement of naloxone concentrations in human 

plasma. 
  

□ Compare the accuracy of the analytical data in the NDA 
submission against the original documents at the site.  

 

□ Determine if the site employed a validated analytical method 
to analyze the subject samples. 

 

□ Compare the assay parameters (such as variability between and 
within runs, accuracy and precision, etc.) observed during the 

study sample analysis with those obtained during method 

validation. 
 

□ Confirm that the accuracy and precision in matrix were 
determined using standards and QCs prepared from separate 

stock solutions. 
 

□ Determine if the subject samples were analyzed within the 
conditions and times of demonstrated stability.  

 

□ Confirm that freshly made calibrators and/or freshly made QCs 
were used for stability evaluations during method validation. 

 

□ Scrutinize the number of repeat assays of the subject plasma 
samples, the reason for such repetitions, the SOP(s) for 

repeat assays, and if relevant stability criteria (e.g., 

number of freeze-thaw cycles) sufficiently covered the 

stability of reanalyzed subject samples. 
 

□ Examine correspondence files between the analytical site and 
the Applicant for their content. 

 

Additional instructions to the ORA Investigator: 

 

In addition to the compliance program elements, other study 

specific instructions may be provided by the DBGLPC POC prior to 

commencement of the inspection.  Therefore, we request that the 

DBGLPC POC be contacted for any further instructions, inspection 

related questions or clarifications before the inspection and 

also regarding any data anomalies or questions noted during 

review of study records on site. 

 

If you issue Form FDA 483, please forward a copy to the DBGLPC 

POC.  If it appears that the observations may warrant an OAI 

classification, notify the DBGLPC POC as soon as possible. 
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Remind the inspected site of the 15 business-day timeframe for 

submission of a written response to the Form FDA 483.  In 

addition, please forward a copy of the written response as soon 

as it is received to the DBGLPC POC. 

 

DBGLPC POC:    Chase Bourke, Ph.D. 

   Pharmacologist 

   Office of Scientific Investigations 

Tel: 1-240-402-4129 

    Fax: 1-301-847-8748  

   E-mail: chase.bourke@fda.hhs.gov 

 

DARRTS cc: 

CDER OSI PM TRACK 

OSI/DBGLPC/Taylor/Bonapace/Haidar/Mada/Bourke/Dejernett 

CDER/OND/Walker 

CDER/OTS/OCP/Xu/Qiu 

 

Email cc: 

ORA DO/Richard-Math/Harris/Smith/Armendariz 

 

Draft: CHB 01/06/2014 

Edit: SRM 01/08/2014 

ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 

Laboratory Practice Compliance/INSPECTIONS/BE Program/Analytical 

Sites/  

ECMS: Cabinets/CDER_OC/OSI/Division of Bioequivalence & Good 

Laboratory Practice Compliance/INSPECTIONS/BE Program/Clinical 

Sites/Parexel, Baltimore, MD 

OSI file # BE6660 

FACTS: 8742520 
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Rivera, Luz E (CDER)

From: Rivera, Luz E (CDER)
Sent: Thursday, January 02, 2014 11:46 AM
To: 'ronald.gunn@intelliject.com'
Subject: NDA 205787

Good morning Mr. Gunn,  
 
We are reviewing your New Drug Application # 205787 and request additional information to continue our evaluation. 
 

 Specify the quality control testing to be performed at the following facilities: 
1. 
2. 
3. 
4. 

 

 Clarify if the  listed in the application is a 
manufacturing facility or administrative building?   
 

Submit the information requested by email to me (Luz.E.Rivera@fda.hhs.gov) 
 
Please acknowledge the receipt of this request 
 
Thank you, 
Luz E Rivera, Psy.D. 
LCDR, US Public Health Service 
Regulatory Health Project Manager 
FDA/CDER/OPS/ ONDQA 
Division of New Drug Quality Assessment III 
luz.e.rivera@fda.hhs.gov 
301 796 4013 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring, MD  20993

NDA 205787
NDA ACKNOWLEDGMENT

TRANSFER OF NDA OWNERSHIP

Kaleo, Inc.
111 Virginia Street
Suite 405
Richmond, VA 23219

Attention:  Ronald D. Gunn
      V.P., Drug Development and Regulatory Affairs

Dear Mr. Gunn:

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: Naloxone autoinjector (NAI)

Date of Application: December 20, 2013

Date of Receipt: December 20, 2013

Our Reference Number: NDA 205787

We also acknowledge the receipt of your December 20, 2013, correspondence notifying the Food 
and Drug Administration of the change of ownership of NDA 205787:

Name of New Applicant:       Kaleo, Inc.

Name of Previous Applicant: Intelliject VA, Inc.

Your correspondence provided the information necessary to effect this change, and we have 
revised our records to indicate Kaleo, Inc., as the applicant of record for this application.
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DRUG MASTER FILE LOA

If your NDA references any Drug Master Files (DMF), we request that you notify your suppliers 
and contractors who have DMFs referenced by your NDA of the change so that they can submit 
a new letter of authorization (LOA) to their Drug Master File(s) and send you a copy of the new 
LOAs. Please submit these copies of the LOAs to this NDA.

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 February 18, 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).

Title VIII of FDAAA amended the PHS Act by adding new section 402(j) [42 USC § 282(j)], 
which expanded the current database known as ClinicalTrials.gov to include mandatory 
registration and reporting of results for applicable clinical trials of human drugs (including 
biological products) and devices.

In addition to the registration and reporting requirements described above, FDAAA requires that, 
at the time of submission of an application under section 505 of the FDCA, the application must 
be accompanied by a certification that all applicable requirements of 42 USC § 282(j) have been 
met.  Where available, the certification must include the appropriate National Clinical Trial 
(NCT) numbers [42 USC § 282(j)(5)(B)].

You did not include such certification when you submitted this application.  You may use Form 
FDA 3674, “Certification of Compliance, under 42 U.S.C. § 282(j)(5)(B), with Requirements of 
ClinicalTrials.gov Data Bank,” [42 U.S.C. § 282(j)] to comply with the certification requirement.  
The form may be found at http://www.fda.gov/opacom/morechoices/fdaforms/default.html.

In completing Form FDA 3674, you should review 42 USC § 282(j) to determine whether the 
requirements of FDAAA apply to any clinical trial(s) referenced in this application.  Please note 
that FDA published a guidance in January 2009, “Certifications To Accompany Drug, Biological 
Product, and Device Applications/Submissions: Compliance with Section 402(j) of The Public 
Health Service Act, Added By Title VIII of the Food and Drug Administration Amendments Act 
of 2007,” that describes the Agency’s current thinking regarding the types of applications and 
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submissions that sponsors, industry, researchers, and investigators submit to the Agency and 
accompanying certifications.  Additional information regarding the certification form is available 
at: 
http://www.fda.gov/RegulatoryInformation/Legislation/FederalFoodDrugandCosmeticActFDCA
ct/SignificantAmendmentstotheFDCAct/FoodandDrugAdministrationAmendmentsActof2007/uc
m095442.htm.  Additional information regarding Title VIII of FDAAA is available at: 
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html.  Additional information for 
registering your clinical trials is available at the Protocol Registration System website 
http://prsinfo.clinicaltrials.gov/.

When submitting the certification for this application, do not include the certification with other 
submissions to the application. Submit the certification within 30 days of the date of this letter.  
In the cover letter of the certification submission clearly identify that it pertains to NDA 205787 
submitted on December 20, 2013, and that it contains the FDA Form 3674 that was to 
accompany that application.

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 Anesthesia, Analgesia, and Addiction 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.
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If you have any questions, call me at (301) 796-4029.

Sincerely,

{See appended electronic signature page}

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and 
     Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Cc: Intelliject VA, Inc.
111 Virginia Street
Suite 405
Richmond, VA 23219
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From: Walker  Diana
To: Ronald Gunn (ronald gunn@intelliject.com)
Subject: NDA 205787 Labeling Information Request 24dec13
Date: Tuesday, December 24, 2013 2:44:52 PM
Importance: High

Dear Ron,

I am in the process of reviewing your NDA submission in total (all submissions of the rolling submission, up to and including your
final submission dated December 20, 2013) in terms of administrative documents and information, and have the following
requests so far.  Request #2 and #3 are also included in the NDA Acknowledgement letter you will be receiving soon, but I am
including them here so that you will receive our information requests as soon as poss ble.  Submit all of these items to your NDA
as soon as poss ble, but please submit Item #1 to your NDA by January 3, 2014.

1.       You did not submit proposed package insert (USPI) labeling to your NDA. 

We refer to the requirements on content and format of labeling for human prescription drug and
biological products.  These requirements are also referred to as the Physician Labeling Rule (PLR).
Please refer to the following website for additional information:
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm084159.htm
.

Submit draft labeling in PLR format to your pending NDA 205787. Include the proposed Package Insert in PLR format as both a
Word document and as a PDF.

2.      Promptly submit the content of labeling [21 CFR 314.50(l)(1)(i)] in structured product labeling (SPL) format as descr bed 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.

3.      FDAAA requires that, at the time of submission of an application under section 505 of the FDCA, the application must be
accompanied by a certification that all applicable requirements of 42 USC § 282(j) have been met.  Where available, the
certification must include the appropriate National Clinical Trial (NCT) numbers [42 USC § 282(j)(5)(B)].You did not include such
certification when you submitted this application.  You may use Form FDA 3674, “Certification of Compliance, under 42 U.S.C.
§ 282(j)(5)(B), with Requirements of ClinicalTrials.gov Data Bank,” [42 U.S.C. § 282(j)] to comply with the certification
requirement.  The form may be found at http://www.fda.gov/opacom/morechoices/fdaforms/default.html.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Wa ker@fda.hhs.gov
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From: Walker, Diana
To: Ronald Gunn (ronald.gunn@intelliject.com)
Cc: Glen Kelley (glen.kelley@intelliject.com); Brian Riggs (brian.riggs@intelliject.com)
Subject: NDA 205787 Labeling Comments 12dec13
Date: Thursday, December 12, 2013 4:40:39 PM

Dear Ron,

I am sending comments from DMEPA regarding some of the components of the labeling for
NDA 205787.  Note that we are not sending comments on the USPI at this time.

A.      General Comments for all Labels and Labeling

1.      Ensure that the proprietary name and the approved USAN established name are the
most prominent information on the label.

B.      Evzio Device Label

1.      Summative study results showed that critical use errors occurred related to pressing and
holding the device against the patient’s injection location. Therefore, we recommend that you
revise all words to title case to improve readability and relocate the “Makes CLICK and
HISS SOUND during injection” statement to appear beneath the graphic of the outer thigh
(second instruction) box so that end users know what to expect when administering an
injection, since at least two summative study participants did not press hard enough to
activate and one of them mentioned that she didn’t know she had to press it until it clicked.

C.      Trainer Label and Trainer Outer Case Label

1.       Summative study results showed that critical use errors occurred related to selection of
the Trainer device instead of the NAI Study device. Therefore, we recommend that you
revise the name from  to “TRAINER for Evzio” as the word “Trainer” is the
most important differentiating word for the names of the devices and may help to mitigate
error of wrong device selection.

D.      Evzio Device Outer Case Label

1.      Add the storage information statement “Store at room temperature” to the side panel
before the “Do not Refrigerate or Freeze” statement.

E.      Carton Labeling

1.      Summative study results showed that critical use errors occurred related to incorrect
device selection. When the trainer is mistaken for the drug device, this could present a
serious risk if a trainer is used in an urgent circumstance. It does not appear that you have
mitigated this risk. To further differentiate the two devices containing drug from the trainer
device, we recommend that you consider revising the packaging configuration to separate the
devices containing drug from the trainer device by:

a.      having one carton for device containing drug and one carton for the trainer device
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b.      providing a physical barrier between the two within the packaging, or

c.      providing an additional primary carton for the trainer similar to Auvi-Q that bears the
statement on the principal display, side and back panels “Trainer for Evzio contains no active
drug or needle”.

2.      See D 1 above.

3.      The net quantity of device units is not provided on the carton. Revise the net quantity
statement by providing the total number of devices to read as follows: “This carton contains
three units: two Evzio Auto-Injectors and one Trainer”.

F.      Evzio Information and Instructions for Use

1.      Remove the bulleted sentence that starts with  and the
corresponding graphic (Figure 1) as this symptom is not exclusive to opioid overdose.

G.      Trainer Information and Instructions for Use

1.      Summative study results showed that critical use errors occurred related to selection of
the Trainer device instead of the NAI Study device, therefore we recommend to revise the
title and any reference throughout from  to “TRAINER for Evzio” as the
word “Trainer” is the most important differentiating word for the names of the devices and
may help to mitigate confusion and error of wrong device selection.

2.      Revise all references to Evzio from  to “Evzio” for consistency
with the Evzio Information and Instructions for Use and use of the proper proprietary name.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Ronald Gunn
Cc: Glen Kelley; Brian Riggs
Subject: NDA 205787 Clinical Pharmacology Information Request 06Nov13
Date: Wednesday, November 06, 2013 11:45:27 AM
Importance: High

Dear Mr. Gunn,
 
I have received an information request from our clinical pharmacology review team.  Please submit the
requested information to your NDA 205787.
 
Regarding your PK study IJ-900DV-03O, we did not find information on how many subjects
received subcutaneous (SC) or intramuscular (IM) injection with either your product or the
reference product, although you indicated in your study report that these products are given IM
or SC.

1.     Submit information on the number of subjects that received IM or SC injection
using your product or the reference product.

2.     Provide a summary table showing the PK comparison of your product versus the
reference product following IM or SC administration.

3.     Resubmit datasets with PK raw data and PK parameters, adding a column for
route of administration (SC or IM). These datasets should be ready for analysis
using WinNonlin.

 
 
Regards,
 
Diana
 

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring, MD  20993

NDA 205787
ACKNOWLEDGE TRANSFER NDA OWNERSHIP

Intelliject VA, Inc.
111 Virginia Street, Suite 405
Richmond, VA 23219

Attention:  Ronald D. Gunn
V.P., Drug Development and Regulatory Affairs

Dear Mr. Gunn:

We acknowledge the October 10, 2013, receipt of your October 8, 2013, correspondence 
notifying the Food and Drug Administration of the change of ownership of the following new 
drug application (NDA):

Name of Drug Product: Naloxone autoinjector (NAI)

NDA Number: 205787

Name of New Applicant:             Intelliject VA, Inc.

Name of Previous Applicant:      Intelliject, Inc.

Your correspondence provided the information necessary to effect this change, and we have
revised our records to indicate Intelliject VA, Inc. as the applicant of record for this application.

DRUG MASTER FILE LOA

If your NDA references any Drug Master Files (DMF), we request that you notify your suppliers 
and contractors who have DMFs referenced by your NDA of the change so that they can submit 
a new letter of authorization (LOA) to their Drug Master File(s) and send you a copy of the new 
LOAs. Please submit these copies of the LOAs to this NDA.

REPORTING REQUIREMENTS

All changes to the information in the NDA from that described by the original owner, such as 
manufacturing facilities and controls, must be reported to us prior to implementation. However,
changes in the name of the manufacturer, packer, or distributor in the drug product’s label or 
labeling may be reported in the next annual report.  Refer to the Guidance for Industry: Changes 
to an Approved NDA or ANDA for information on reporting requirements.  
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We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 21 CFR 314.81.  In addition, you are responsible for any 
correspondence outstanding as of the effective date of the transfer.

Please cite the NDA number listed above 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 Anesthesia, Analgesia, and Addiction Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

Secure email between CDER and sponsors 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 me at (301) 796-4029.

Sincerely,

{See appended electronic signature page}

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and 
     Addiction Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

CC:
Intelliject, Inc.
111 Virginia Street, Suite 405
Richmond, VA 23219
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From: Walker, Diana
To: Ronald Gunn (ronald.gunn@intelliject.com)
Subject: NDA 205787 DMEPA Information Request 11Oct 13
Date: Friday, October 11, 2013 3:30:00 PM

Dear Ron,

I have received a request for information from our DEMPA review team. Please submit the following
information to your NDA.

Clarify if the Information and Instructions for Use (IFU) leaflets (for the both the device and the
trainer) submitted July 19, 2013, were intended to be presented in a 3 column per page format
like the excerpt from the draft IFU provided in section 8.6.3 of the human factors study report on
page 34 or in a one column per page format as submitted July 19, 2013? Please submit the
correct version for our review.

Warm regards.

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: "Ronald Gunn"
Cc: "Glen Kelley"; "Brian Riggs"
Subject: NDA 205787 Information Request 10Oct13
Date: Wednesday, October 09, 2013 11:11:13 AM
Importance: High

Dear Mr. Gunn,
 
I have received an information request from our OSE and clinical review teams.  Please submit the
requested information to your NDA 205787.
 
 
Regarding your submission #3 to NDA 205787, dated August, 23, 2013, FDA requests that you
re-submit your literature review to include additional information. 
 
Specifically, provide the following for EACH risk factor that was identified in section 2 of the
integrated summary:
 

1)     Provide a summary table of citation(s) that identify the literature supporting the specific
risk factor.

 
2)     Provide a summary table in the literature review to allow for a critique of the quality of

evidence that was cited as identifying the specific risk factor. Each table must include
the following key elements depending on the type of literature reviewed:
 

a.     For literature reporting formal studies (clinical trials, observational studies, etc.,):
 

·         Study objective
·         Study design
·         Data source
·         Population
·         Sample size
·         Outcome definition
·         Risk factor definition
·         Covariate(s) definition
·         Analytical approach
·         Main findings on the identified risk factor
·         Study strengths and limitations related to the identified risk factor

 
b.    For literature reporting expert consensus on risk factors (i.e. guidelines):

 
·         Type of opioid
·         Indication
·         Targeted patient population
·         Rationale to support the risk factor
·         Level of evidence to support the risk factor
·         Recommendations, if any

 
For any systematic review of the literature, unless the systematic review provides the
above information to critique evidence quality, we encourage you to search for the
original article(s) instead of citing the systematic review and provide a table of the
bulleted information in 2a or 2b, depending on the nature of the literature report.

 

Reference ID: 3387776



3)     Provide a summary table to facilitate the understanding of the magnitude of the specific
risk factor. This table should include the observed risk estimates (e.g., risk ratio, or rate
ratio) from all the studies that identified the risk factor.
 

4)     Provide estimations of the number of persons with each risk factor that would be
needed to treat (NNT) with NAI to prevent one opioid overdose. If such estimation is not
feasible for a risk factor, you must specify the missing information preventing the
calculation of the NNT.
 

5)     Additionally, explain how the risk factors selected and listed in the annotated Package
Insert were identified from the larger number of risk factors identified in the literature
review.

 
 
Regards,
 
Diana
 

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Ronald Gunn
Cc: Glen Kelley; Brian Riggs
Subject: NDA 205787 Voice Prompt Script 02Oct13
Date: Wednesday, October 02, 2013 2:29:49 PM

Dear Mr. Gunn,
 
I have received the following comment concerning your voice prompt script:
 
We have reviewed the voice instruction prompt script for the Naloxone Auto Injector trainer and
delivery devices submitted by Intelliject, Inc. on July 19, 2013, to NDA 205787. We find the voice
instruction prompt script to be acceptable.
 
Warm regards,
 
Diana
 
 
Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Nguyen, Quynh Nhu
To: Walker, Diana
Subject: RE: Voice Message from Walker, Diana (83017964029)
Date: Wednesday, October 02, 2013 2:22:33 PM

Yes, from CDRH HF’s review perspective, we have no concerns on the voice
prompt in particular or any other user interface associated with the NAI in
general. 
 
From: Walker, Diana 
Sent: Wednesday, October 02, 2013 2:21 PM
To: Nguyen, Quynh Nhu
Subject: RE: Voice Message from Walker, Diana (83017964029)
 
Q,
 
Thanks, that’s great.  Would I be safe to send the Sponsor comments on the voice prompt before
you finalize the memo (that we have no concerns)?  Since DMEPA also had no concerns on the voice
prompt, I thought I would send that to the Sponsor right away.  DMEPA is still finalizing review of
the labeling on the device, so I won’t send comments on that yet.
 
Thanks,
 
Diana
 

From: Nguyen, Quynh Nhu 
Sent: Wednesday, October 02, 2013 2:12 PM
To: Walker, Diana
Subject: RE: Voice Message from Walker, Diana (83017964029)
 

Diana,
 
Sorry for the delay.  Had to respond to several priorities.  I did review the HF
report and did not have any concerns regarding the voice prompt or any other
user interface associated with the NAI product.  I will get you a finalized memo
soon. 
 
Q-
 
From: Walker, Diana 
Sent: Wednesday, October 02, 2013 11:33 AM
To: Nguyen, Quynh Nhu
Subject: Voice Message from Walker, Diana (83017964029)
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From: Walker, Diana
To: "Ronald Gunn"
Cc: "Glen Kelley"; "Brian Riggs"
Subject: NDA 205787 Microbiology Information Request 26sep13
Date: Thursday, September 26, 2013 3:17:30 PM
Importance: High

Dear Mr. Gunn,
 
I have received an information request from our Microbiology review team.  Please submit the
requested information to your NDA 205787.
 

1.  Provide a description of and a summary of the results from the sterility and endotoxin
method verification studies for the drug product constituent (Naloxone hydrochloride).

 
2.  Provide a description of and a summary of the results from 

validation studies for the drug constituent   manufacturing process.  Include:
 

 

3. Provide a description of the media and incubation conditions for the environmental
monitoring program.

 
4. Define x in table 3.2.P.3.5.3-12.

 
5. Indicate the number of filling lines in Clean Room .

 
6. Provide a description of the  and the initial qualification run dates. 

 
7. Provide the following information for the  used to support Naloxone

manufacture:
 

a. The number of units filled
b. The number of units rejected, with a brief explanation of the reason for the

rejection
c. The number of units incubated
d. The number of positive units
e. The line speed
f. The container closure system used
g. A summary of growth promotion studies

 
 
 
Regards,
 
Diana
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Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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From: Borders-Hemphill, Vicky
To: Walker, Diana
Cc: Wilkins Parker, Jamie
Subject: RE: Evzio naloxone autoinjector voice prompt script
Date: Monday, September 16, 2013 9:43:02 AM

Hi Diana,

Here is our response:

DMEPA reviewed the voice instruction prompt script for the
Naloxone Auto Injector trainer and delivery devices submitted by
Intelliject, Inc. on July 19, 2013, to NDA 205787. We find them to
be acceptable.

Thanks,

Vicky Borders-Hemphill,PharmD
CDR, USPHS Commissioned Corps
Safety Evaluator
Division of Medication Error Prevention and Analysis
FDA/CDER/OSE/OMEPRM
Bldg 22, Room #4424
Phone: 301-796-2225
Email: Vicky.Borders-Hemphill@fda.hhs.gov

_____________________________________________
From: Walker, Diana
Sent: Monday, September 16, 2013 9:15 AM
To: Borders-Hemphill, Vicky
Cc: Wilkins Parker, Jamie
Subject: RE: Evzio naloxone autoinjector voice prompt script

No, they haven’t sent me anything.  I could ask this week.

Thanks, Diana

_____________________________________________
From: Borders-Hemphill, Vicky
Sent: Friday, September 13, 2013 3:27 PM
To: Walker, Diana
Cc: Wilkins Parker, Jamie
Subject: Evzio naloxone autoinjector voice prompt script

Hi Diane,

 We were wondering if you received feedback from CDRH for the

Reference ID: 3375360



voice script?

Thanks,

Vicky Borders-Hemphill,PharmD
CDR, USPHS Commissioned Corps
Safety Evaluator
Division of Medication Error Prevention and Analysis
FDA/CDER/OSE/OMEPRM
Bldg 22, Room #4424
Phone: 301-796-2225
Email: Vicky.Borders-Hemphill@fda.hhs.gov
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From: Walker, Diana
To: Ronald Gunn
Cc: Glen Kelley; Brian Riggs
Subject: NDA 205787 CMC Information Request 16sep13
Date: Monday, September 16, 2013 2:35:53 PM

Dear Mr. Gunn,
 
I have received an information request from our CMC review team.  Please update your NDA 205787
with the requested information.
 
Provide all of the sections of 3.2.S, either by referencing the DMF, or by including data .
Specifically, include the drug substance (DS) manufacturers together with their full addresses, DS
specifications, in-house validated analytical methods used for testing of clinical batches,  and 
batch analysis of clinical batches used in the drug product.
 
 
Warm regards,
 
Diana
 
 
Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 Food and Drug Administration 
Silver Spring, MD  20993 

 
 

NDA 205787 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Intelliject, Inc. 
111 Virginia Street, Suite 405 
Richmond, VA 23219 
 
 
ATTENTION:  Ronald D. Gunn  

Vice President, Drug Development & Regulatory Affairs 
 
Dear Mr. Gunn: 
 
Please refer to your  New Drug Application (NDA) dated July 18, 2013, received July 19, 2013, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Naloxone 
Hydrochloride Injection, USP, 0.4mg per Autoinjector.  
 
We also refer to your July 18, 2013, correspondence, received July 19, 2013, requesting review 
of your proposed proprietary name, Evzio.  We have completed our review of the proposed 
proprietary name and have concluded that it is acceptable.  
 
The proposed proprietary name, Evzio, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you.  (See 
the Guidance for Industry, Contents of a Complete Submission for the Evaluation of Proprietary 
Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM075068.pdf and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 
2008 through 2012”.) 
 
If any of the proposed product characteristics as stated in your July 18, 2013, submission 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 Vaishali Jarral, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-4248. For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Dr. Diana Walker, at (301)-796-4029.   
 

Sincerely, 
 
{See appended electronic signature page}    

     
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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09/13/2013
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From: Walker, Diana
To: Ronald Gunn
Cc: Glen Kelley
Subject: RE: IND 112292/NDA 250787 - Intelliject Naloxone Auto-Injector (NAI) - Questions for CDRH Compliance
Date: Monday, August 05, 2013 10:25:50 AM
Importance: High

Dear Ron,
 
I have received the following responses to your questions below.
 
Question #1:  
 
Intelliject and its supplier(s) do not typically provide copies of quality procedures in a NDA due 
to the burden associated with updating the NDA each time the quality procedure is updated. 
 

a)        Will submission of quality procedures, such as those referenced in the Guidance, help 
facilitate the most efficient review possible by CDRH?

 
Response: Yes, it will. However, we do not request that you submit all your procedures. Key 
procedures and general master plans with a sampling of procedures are normally adequate.
 
 

b)         If so, does FDA agree that Intelliject and its supplier(s) do not have to update the NAI 
NDA if/when these quality procedures are updated post-approval?

 
Response: Yes, FDA agrees that the NAI NDA will not need to be updated when these quality 
procedures are updated. Normally, post-market changes in quality procedures are evaluated 
during routine post-market inspections.

 
Question #2:  
 
Based on the activities each supplier performs, Intelliject plans to submit quality system 
information for  and Intelliject only. , because it performs final assembly and device 
performance release testing, and Intelliject, because we maintain the Design History File and 
conduct final release of NAI.  We do not plan to submit quality system information for 

 because none of these suppliers is involved in the device 
design, final device assembly or final device testing.
 
Does FDA agree with Intelliject’s plan to only submit quality system information, as referenced 
in the Guidance, for and Intelliject?
 
Response: Yes, FDA agrees that quality system information is only required for  and 
Intelliject and should be representative of the activities conducted at each facility.

 
Question #3: 
 
In the pre-NDA meeting minutes dated June 26, 2013, Question #5, FDA and Intelliject agreed to 
the location and eCTD leaf titles for documents related to the Device Constituent Component of 
NAI. Intelliject proposes that any Quality System information be placed in 3.2.P.7 with the 
addition of an eCTD leaf title of “Auto-Injector QS – XXX” where XXX identifies the 
manufacturer (e.g.,  Intelliject, etc.).
 
Does FDA agree with the proposed location and eCTD leaf titles for Quality System information 
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in the NAI NDA?
 
Response: The FDA agrees that section 3.2.P.7 with the addition of an eCTD leaf title of “Auto-
Injector QS – XXX” where XXX identifies the manufacturer (e.g., , Intelliject, etc.) is the 
correct place to locate quality system information.
 
 
 
Regards,
 
Diana
 

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Fax: 301-796-9723/9713
Email: Diana.Walker@fda.hhs.gov

 

From: Ronald Gunn [mailto:ronald.gunn@intelliject.com] 
Sent: Thursday, August 01, 2013 10:55 AM
To: Walker, Diana
Cc: Glen Kelley
Subject: IND 112292/NDA 250787 - Intelliject Naloxone Auto-Injector (NAI) - Questions for CDRH 
Compliance

Dear Diana,
 
I am writing to communicate the specific Quality System information that Intelliject 
plans to include in our NDA for our Naloxone Auto-Injector (NAI) and confirm that 
this level of quality system information will facilitate the most efficient review 
possible by CDRH.
 
Background
 
Per FDA’s pre-NDA meeting minutes (June 26, 2013), CDRH indicated that the type 
and scope of documents that may be provided to support the NDA are defined in 
the “Quality System Information for Certain Premarket Application Reviews; 
Guidance for Industry and FDA Staff: issued on February 3, 2003 (hereinafter 
“Guidance”).  Section 1 of the Guidance states “When multiple facilities are involved 
in the design, assembly, or processing of the device, you should submit applicable 
QS information for each facility in separate volumes that clearly identify the facility 
to which it applies.”
 
The following primary suppliers are involved in the manufacture of NAI: 
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Question #1:  

Intelliject and its supplier(s) do not typically provide copies of quality procedures in a 
NDA due to the burden associated with updating the NDA each time the quality 
procedure is updated. 

a)    Will submission of quality procedures, such as those referenced in the 
Guidance, help facilitate the most efficient review possible by CDRH?
b)    If so, does FDA agree that Intelliject and its supplier(s) do not have 
to update the NAI NDA if/when these quality procedures are updated 
post-approval?
 
Question #2:  

Based on the activities each supplier performs, Intelliject plans to submit quality 
system information for  and Intelliject only. , because it performs final 
assembly and device performance release testing, and Intelliject, because we 
maintain the Design History File and conduct final release of NAI.  We do not plan to 
submit quality system information for   because 
none of these suppliers is involved in the device design, final device assembly or 
final device testing.

Does FDA agree with Intelliject’s plan to only submit quality system 
information, as referenced in the Guidance, for  and Intelliject?
 
Question #3: 

In the pre-NDA meeting minutes dated June 26, 2013, Question #5, FDA and 
Intelliject agreed to the location and eCTD leaf titles for documents related to the 
Device Constituent Component of NAI. Intelliject proposes that any Quality System 
information be placed in 3.2.P.7 with the addition of an eCTD leaf title of “Auto-
Injector QS – XXX” where XXX identifies the manufacturer (e.g.,  Intelliject, 
etc.).

Does FDA agree with the proposed location and eCTD leaf titles for Quality 
System information in the NAI NDA?
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Should you have any questions or require additional information, please do not 
hesitate to contact me at (804) 640-9447.
 
With sincere regards,

Ron

Ronald D. Gunn
Vice President, Drug Development & Regulatory Affairs
 
Intelliject
111 Virginia Street, Suite 405
Richmond, VA 23219
 
(Office)  804.545.6376
(Mobile)
(Fax)  804.545.6219 
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This is a representation of an electronic record that was signed
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---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DIANA L WALKER
08/05/2013

Reference ID: 3352486



Reference ID: 3487079











Reference ID: 3487079



















Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079







Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079



Reference ID: 3487079









Reference ID: 3487079



Reference ID: 3487079







Reference ID: 3487079





Reference ID: 3487079













Reference ID: 3487079




