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EXCLUSIVITY SUMMARY 

NDA # 209862 SUPPL #       HFD #      

Trade Name:   Evzio, 2 mg

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:
The Applicant conducted study KA-900DV-05A in support of this application. 
Study 05A was a randomized, six-sequence, three-period pharmacokinetic (PK) 
bioavailability and dose proportionality study that evaluated a single injection of 
Evzio 2 mg, a single injection of Evzio 0.4 mg, and two injections of Evzio 0.4 mg 
given 2 minutes apart in 24 healthy adult volunteers.

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:             
          

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 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.
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                   YES NO 

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

     
NDA# 16636 Narcan

NDA# 205787 Evzio, 0.4 mg

NDA# 208411 Narcan Nasal Spray

2.  Combination product.  

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

 YES NO 

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

NDA#           

NDA#           

NDA#           

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

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

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

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

 YES 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: 

                                    
   

                                                            
(b) For each investigation not carried out under an IND or for which the applicant was 
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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:  October 14, 2016

                                                      
Name of Office/Division Director signing form:  Sharon Hertz, M.D.
Title:  Director, Division of Anesthesia, Analgesia, and Addiction Products
Date:  October 19, 2016

Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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10/19/2016

SHARON H HERTZ
10/19/2016
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring,  MD  20993

NDA 209862
GENERAL ADVICE

kaleo, Inc.
111 Virginia St.
Suite 300
Richmond, VA 23219

Attention: Glen Kelley
Director Regulatory Affairs

Dear Mr. Kelley:

Please refer to your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for EVZIO (naloxone hydrochloride injection), 
2  mg. 

We also refer to our correspondence dated October 21, 2016, granting 12 months expiry for the 2 
mg strength of Evzio (naloxone hydrochloride) Autoinjector.  Upon further review of the 
submission dated July 15, 2016, we agree that sufficient stability data have been provided to 
support an expiry of 24 months for the 2 mg strength of Evzio (naloxone hydrochloride) 
Autoinjector.

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

Sincerely,

{See appended electronic signature page}

Sharon Hertz, MD
Director
Division of Anesthesia, Analgesia, and 
   Addiction Products
Office of Drug Evaluation II
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 209862
GENERAL ADVICE

kaleo, Inc.
111 Virginia St.
Suite 300
Richmond, VA 23219

Attention: Glen Kelley
Director Regulatory Affairs

Dear Mr. Kelley:

Please refer to your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for EVZIO (naloxone hydrochloride injection), 2 
mg. 

We also refer to the information request sent to you May 18, 2016, containing a request to 
provide a minimum of twelve months of long-term stability data for the three primary 
registration batches of the proposed 2 mg strength, as well as the statistical analysis, if needed, to 
support the proposed 24-month shelf life.  We further refer to your commitment to submit this 
information by July 19, 2016.  

A full response to the request for additional stability data to support a longer expiry has not been 
received, therefore, a 12-month expiry dating period has been granted for the 2 mg strength, 
approved on October 19, 2016.  The expiry dating may be extended based upon the real time 
stability data at room temperature for the drug product manufactured in the proposed facility.  
We recommend a CBE-30 submission for the extension of the expiry dating period. 

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

Sincerely,

{See appended electronic signature page}

Sharon Hertz, MD
Director
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: Glen Kelley
Subject: Administrative Change for sNDA 205787/S-007 11Oct16
Date: Tuesday, October 11, 2016 10:40:29 AM
Importance: High

Dear Glen,
 
I am emailing to let you know that the Division is making an administrative change to  sNDA
205787/S-007.

 the Division is administratively splitting this supplement from the original NDA into a new
NDA.  The new NDA will be NDA 209862, and will contain only the 2 mg strength submissions that
originally went to the supplement (of course you can cross reference the original NDA and INDs, as
usual).   Right now, we are working with the electronic submissions team to see if you need to make
a special submission(s) to the new NDA before resuming “business as usual”.  It may be a day or
two, but I will keep you informed, but in the meantime, please don’t make any new submissions to
the S-007 or to the new NDA until I let you know.  You can make normal submissions regarding the
0.4 mg strength to your old NDA if necessary (for example, annual reports, etc.).  if you aren’t sure,
please let me know and I will confirm for you. 
 
As you might guess, because we are making this split, the labeling for this new NDA will reflect only
the 2 mg strength.  I will be contacting you in a separate email with labeling information requests.
 
 
Warm regards,
 
Diana
 
Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
 
 

From: Glen Kelley [mailto:Glen.Kelley@kaleopharma.com] 
Sent: Thursday, July 28, 2016 1:06 PM
To: Walker, Diana
Subject: RE: sNDA 205787 S-007 General Information Request 25jul16
 
Dear Dr. Walker,
 
Unless FDA requires further information, I will submit the following response next week (when I will
also submit the micro response).  As a head’s up we will be submitting two OPDP submissions (one

each professional and consumer) and the 9th PADER this afternoon.
 
Regards,
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Glen
 
Informal response to request for information:
 
The request for information from FDA is listed below in bold font followed by kaleo, Inc.’s
response. 
 
General Request

 

From: Walker, Diana [mailto:Diana.Walker@fda.hhs.gov] 
Sent: Monday, July 25, 2016 2:19 PM
To: Glen Kelley <Glen.Kelley@kaleopharma.com>
Subject: sNDA 205787 S-007 General Information Request 25jul16
 
Dear Glen,
 
I have received the following information request.  Please submit your response to your sNDA
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205787/S-007.

Warm regards,
 
Diana
 
Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: NDA 209862 Labeling Information request 11Oct16
Date: Tuesday, October 11, 2016 11:45:24 AM
Attachments: EVZIO Trainer IFU revisions 11oct16.docx

EVZIO IFU revisions 11Oct16.docx
Importance: High

Dear Glen,
 
I have received comments on your container labeling and, due to the administrative split of your
NDA to a new NDA containing only the 2 mg strength, I have revision requests for your patient
labeling.  We are still working on your other pieces of labeling (USPI and PPI) and these comments
will be sent in a separate email. 
 
Please revise the following documents:
 

A.       All Carton labeling and container labels
a.        Remove all terminal zeroes and replace with whole numbers (2 mg instead of 2.0

mg) to prevent tenfold dosing errors.
 

B.       IFU- see attached
a.       Remove all terminal zeroes and replace with whole numbers (2 mg instead of 2.0

mg) to prevent tenfold dosing errors.
b.      This document was originally reviewed prior to the decision to administratively split

the NDA.  Therefore, disregard the revisions having to do with differentiating the 2
strengths, and please revise this IFU to be a stand-alone IFU for the 2 mg
strength.  Other comments are relevant.

c.        Please check that text referring to figure numbers references the correct figures.
d.      Please review the entire IFU for typos or other errors.
 

C.      Trainer – see attached
a.       Revisions to remove the 0.4 mg strength
b.      Revision to a table format
c.        Please review the entire Trainer for typos or other errors.

 
 
As discussed in my previous email, as we are still waiting to determine the steps for electronic
submission due to the administrative split, please do not submit the revised documents to your NDA
at this time.  Please send the revised documents (Carton and container labels, IFU, Trainer)
directly to me as soon as possible via email only. 
 
 
Warm 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
Email: Diana.Walker@fda.hhs.gov
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Dear Review Division:

The attached template includes the necessary documentation to facilitate the required Pediatric Review Committee (PeRC) review of Waivers, 
Deferrals, Pediatric Plans, and Pediatric Assessments before product approval. 

Complete the section(s) of this template that are relevant to your current submission.  

Definitions:

Deferral – A deferral is granted when a pediatric assessment is required but has not been completed at the time the New Drug 
Application (NDA), Biologics License Application (BLA), or supplemental NDA or BLA is ready for approval.  On its own initiative or 
at the request of an applicant, FDA may defer the submission of some or all required pediatric studies until a specified date after 
approval of the drug or issuance of the license for a biological product if the Agency finds that the drug or biological product is ready 
for approval in adults before the pediatric studies are completed, the pediatric studies should be delayed until additional safety and 
effectiveness data have been collected, or there is another appropriate reason for deferral.

Full Waiver – On its own initiative or at the request of an applicant, FDA may waive the requirement for a pediatric assessment for 
all pediatric age groups if: (1) studies would be impossible or highly impracticable; (2) there is evidence strongly suggesting that the 
product would be ineffective or unsafe in all pediatric age groups; or (3) the product does not represent a meaningful therapeutic 
benefit over existing therapies for pediatric patients, AND is not likely to be used in a substantial number of pediatric patients. If 
studies are being waived because there is evidence that the product would be ineffective or unsafe in all pediatric age groups, this 
information MUST be included in the pediatric use section of labeling.

Partial Waiver – FDA may waive the requirement for a pediatric assessment for a specific pediatric age group if any of the criteria 
for a full waiver are met for that age group or if the applicant can demonstrate that reasonable attempts to produce a pediatric 
formulation for that age group have failed.  If a partial waiver is granted because a pediatric formulation cannot be developed, the 
partial waiver will only cover the pediatric groups requiring that formulation.

Pediatric Assessment – The pediatric assessment contains data gathered from pediatric studies using appropriate formulations for 
each age group for which the assessment is required.  It also includes data that are adequate to: (1) assess the safety and effectiveness 
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Page 2

of the product for the claimed indications in all relevant pediatric subpopulations; and (2) support dosing and administration for each 
pediatric subpopulation for which the data support a finding that the product is safe and effective.

Pediatric Plan – A pediatric plan is the applicant’s statement of intent describing the planned or ongoing pediatric studies (e.g., 
pharmacokinetics/pharmacodynamics, safety, efficacy) that they plan to conduct or are conducting (i.e., the pediatric studies that will 
comprise the pediatric assessment).  If necessary, the plan should address the development of an age-appropriate formulation and 
must contain a timeline for the completion of studies.  FDA recommends that the timeline should include the dates the applicant will: 
(1) submit the protocol; (2) complete the studies; and 3) submit the study reports.

Pediatric Population/Patient- 21 CFR 201.57 defines  pediatric population (s) and pediatric patient (s) as the pediatric age group, 
from birth to 16 years, including age groups often called neonates, infants, children, and adolescents.

PREA Pediatric Record/Pediatric Page – The pediatric record is completed for all NDAs, BLAs, or supplemental NDAs or BLAs.  
This record indicates whether the application triggers the Pediatric Research Equity Act (PREA), and if so, indicates how pediatric 
studies will be or have been addressed for each pediatric age group.  If the Agency is waiving or deferring any or all pediatric studies, 
the pediatric record also includes the reason(s) for the waiver and/or deferral. (Note that with the implementation of DARRTS, the 
Pediatric Record is replacing the Pediatric Page for NDAs.  The Pediatric Page is still to be used for BLAs.)  For NDAs, the 
information should be entered into DARRTS and then the form should be created and submitted along with other required PeRC 
materials.  Divisions should complete the Pediatric Page for NDAs that do not trigger PREA and submit the Pediatric Page via email 
to CDER PMHS until further notice.
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Does this application provide for (If yes, please check all categories that apply and proceed to the next question):
NEW  active ingredient(s) (includes new combination);  indication(s);  dosage form;  dosing regimen; or  route of 
administration?
Has the sponsor submitted a Proposed Pediatric Study Request (PPSR) or does the Division believe there is an additional public health benefit 
to issuing a Written Request for this product, even if the plan is to grant a waiver for this indication? (Please note, Written Requests may 
include approved and unapproved indications and may apply to the entire moiety, not just this product.)

Yes   No   

Is this application in response to a PREA (Postmarketing Requirement) PMR? Yes     No   
If Yes, PMR # __________   NDA # __________
Does the division agree that this is a complete response to the PMR?  Yes        No  
If Yes, to either question Please complete the Pediatric Assessment Template.

                                                               If No, complete all appropriate portions of the template, including the assessment template if the division 
                                                              believes this application constitutes an assessment for any particular age group.

 

PeRC ASSESSMENT TEMPLATE

Please attach:  
                            Proposed Labeling from the sponsor unless the Division plans to change.  If changing the language, include the 
                                appropriate language at the end of this form.
                           Pediatric Record – there are no studies so there is no pediatric record to attach.

Date of PREA PMR: n/a
Description of PREA PMR: n/a

Was Plan Reviewed by PeRC?   Yes     No  If yes, did sponsor follow plan?
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If studies were submitted in response to the Written Request (WR), provide the annotated WR in lieu of completing the remainder of the 
Pediatric Assessment template.
Indication(s) that were studied:

No pediatric clinical studies are proposed because pharmacokinetic (PK) studies in healthy, pediatric patients would involve more than 
minimal risk without the prospect of direct benefit to the population.  Furthermore, PK studies cannot be conducted in a pediatric opioid 
overdose population because it is an immediately life-threatening condition and PK samples cannot be collected in the context of 
emergency treatment of the overdose, in addition to other ethical considerations that preclude conducting studies.

The Sponsor submitted a Pediatric Study Plan for Evzio 2 mg on September 22, 2015 which was agreed to by the Agency on October 16, 
2015.  The pediatric plan relies upon the safety and effectiveness of other naloxone hydrochloride products in the post-marketing setting 
as well as data available in the medical literature and clinical practice guidelines.

Drug information:

 Route of administration: Intramuscular or subcutaneous Auto-Injection
 Formulation:  Prefilled naloxone auto-injector
 Dosage: 0.4 mg/0.4 mL naloxone hydrochloride solution in a pre-filled auto-injector (currently approved); 2 mg/0.4 mL naloxone 

hydrochloride solution in a pre-filled auto-injector  (proposed 2 mg) 
 Regimen: Single dose for treatment of known or suspected overdose.

Types of Studies/ Study Design:
No new pediatric studies were conducted.
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: PMRs for sNDA 205787/S-007 06Oct16
Date: Thursday, October 06, 2016 2:25:36 PM
Importance: High

Dear Glen,

This email contains the PMRs regarding device reliability studies that we plan to require for
sNDA 205787/S-007, if or when it is approved,  together with our proposed dates for
completion of the milestones.  We have proposed milestone timelines that are in line with
very similar PMRs that were issued for similar studies for other products.  Please send your
concurrence to these PMRs and dates via a submission to your application as soon as
possible.  The portions in yellow will be updated prior to addition into an action letter once
the specific numbers and dates are determined (the dates are based on the date of an
approval action).

####-1          Establish reliability requirements for the combination product EVZIO (naloxone
hydrochloride injection) and complete testing that verifies combination product reliability. 

        Draft Protocol Submission:              MM/YYYY (3 months post-approval)

        Final Protocol Submission:              MM/YYYY (6 months post-approval)

        Study Completion:                       MM/YYYY (7 months after Final Protocol Sub)

        Final Study Report:                     MM/YYYY (2 months after Study Completion)

Please note the following considerations regarding the postmarketing requirement described

above:

a.      Establish reliability requirements for your combination product. It is
recommended that reliability be directly specified as R(t) = x%, where t = time and
x% = probability of meeting essential performance requirements. These
requirements should be objective and relate to the ability of a population of devices
to meet essential performance requirements after pre-conditioning as described
below. The reliability requirements should be verified with a high degree of statistical
confidence.

b.      Provide rationale and justification supporting the clinical acceptability of the
established reliability requirements.

c.      Describe the use conditions for the product.

d.      Define the functionality required for reliability.

e.      Define failure, as it relates to assessing the reliability requirements.
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f.      Provide data to verify the reliability specifications. The acceptable endpoints for
this data should be linked to your definition of failure.

g.      Devices assessed within the reliability data should be preconditioned to worst-
case reasonably foreseeable conditions. The Agency has conceived the following
recommended preconditioning activities, however you should provide a rationale
supporting the final precondition elements chosen, and the order in which the
products are conditioned. Your assessment of the preconditioning parameters should
be based on your own failure analyses (e.g. fault tree analysis) in order to assure
that the scope of preconditions and their boundary values are adequately correct
and complete.

·       Shipping

·       Aging

·       Storage orientation and conditions

·       Vibration handling

·       Shock handling (e.g., resistance to random impacts, such as being dropped)

h.      Devices assessed within the reliability analysis should be activated under worst-
case reasonably foreseeable conditions. The Agency has conceived the following
recommended circumstances of activation; however you should provide rationale
supporting the final circumstances of activation chosen.

·       Activation orientation

·       Environmental temperature

·       Simulated injection through clothing (e.g., pants, jeans, etc.)

i.      Describe how manufacturing controls have been adequately implemented to
achieve the reliability specification in the release product lots.

####-2  Establish procedures for monitoring reports of failure of the combination product
EVZIO (naloxone hydrochloride injection) to activate or failure of the combination product
to deliver the full-labeled dose. Provide interim and final reports to the NDA, which contain
a detailed analysis of reported device failures (including reported malfunctions that did, as
well as did not result in patient harm), full event narratives of the failure and any subsequent
adverse events, and the results of root cause analysis performed for the reported failure.

                Draft Protocol Submission:              MM/YYYY (3 months post-approval)

Final Protocol Submission:              MM/YYYY (6 months post-approval)

Interim Report Submission:              MM/YYYY (14 months post-approval)

Final Report Submission:                MM/YYYY (26 months post-approval)
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Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley
Subject: sNDA 205787 S-007 Devices Information Request 22sep16
Date: Thursday, September 22, 2016 4:27:38 PM
Importance: High

Dear Glen,
 
I have received the following devices  information request.  Please respond to the following request
via email as soon as possible, followed with a submission to your sNDA 205787 S-007 by September
26, 2016.
 
 
You note that Registration Stability Lots MA002 and MA003 had individual samples fail to meet
dispensing time specifications 

. You state that you subsequently made a design change 

.
You state that you have had no failures in the lots following this design change to your device.
Provide more details regarding this design change (i.e. engineering drawings of before and after
change, results of investigation, etc.) and provide a risk analysis regarding the design change.
This risk analysis should describe all risks associated with the performance of the device after the
design change and what testing has been completed to ensure the final finished combination
product essential performance requirements have not been impacted by the change.
 
 
Warm regards,
 
Diana
 
Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787 S-007 DMEPA Labeling Information Request 08sep16
Date: Thursday, September 08, 2016 10:10:54 AM
Importance: High

Dear Glen,

I have received the following information request from our DMEPA team.  Please provide a
response by 12pm September 9, 2016, via email.  You can include this later with your next
submission to your sNDA 205787 S-007.

Regarding the labeling differentiation study, clarify how much time was given to the
laypeople participants to explore the carton and auto-injector and how much time
elapsed between exploration and Task 1.

Warm regards,

Diana

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

From: Walker, Diana
Sent: Wednesday, August 31, 2016 10:22 AM
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787 S-007 Clinical Information Request 31aug16

Dear Glen, 
  
I have received the following clinical information request.  Please respond to the following request with a submission to 
your sNDA 205787 S‐007. 
  

 
For Study KA‐900DV‐05A, provide clarification for Table 12‐2 (CSR,  p. 65) regarding Skin and Subcutaneous Tissue 
Disorders SOC (preferred term, Erythema).  The table shows that erythema was experienced by two subjects in 
Treatment A, five subjects in Treatment B, and one subject in Treatment C.  You then provided a clarification for three 
subjects (113, 116, and 123 in Table 12‐3, CSR, p. 70) in which there was a discrepancy between when these subjects 
received the treatment and when the adverse event of erythema was experienced.  However, this revised 
information does not appear to be reflected in Table 12‐2.   
 

1. Clarify if Table 12‐2 is accurate (specifically with regard to the preferred term, erythema)  and, if not, provide 
an accurate table which takes into account the corrections for the three subjects previously described. 

 
2. In addition,  correct the pooled safety tables,  if needed,  for the preferred term, Erythema and resubmit the 

corrected tables. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
  
 
 
 

 
 
 
 
Warm regards, 
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Diana 
  
Diana L. Walker, Ph.D. 
Sr. Regulatory Health Project Manager 
FDA/CDER/ODE II/DAAAP 
Tel: 301-796-4029 
Email: Diana.Walker@fda.hhs.gov  
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787 S-007 Clinical Information Request 30aug16
Date: Tuesday, August 30, 2016 8:47:26 AM

Dear Glen,

I have received the following clinical information request.  Please respond to the following
request with a submission to your sNDA 205787 S-007.

You have not submitted a 120-day safety update.  Provide any additional safety
information relevant to sNDA 205787 (Evzio 2 mg) that you have received since the initial
submission on April 19, 2016.  State if there is no new safety information.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787 S-007 Maternal Health Information Request 25aug16
Date: Thursday, August 25, 2016 10:08:28 AM
Importance: High

Dear Glen,

I have received the following information request from our maternal health team.  Please
respond with a submission to sNDA 205787 S-007 as soon as possible.

Provide a cumulative summary from the pharmacovigilance database of exposures
during pregnancy and lactation and reports of effects on reproductive potential.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: NDA 205767 Device Information Request 05aug16
Date: Friday, August 05, 2016 9:20:06 AM
Importance: High

Dear Glen,

I have received the following information request from our devices review team.  Please
submit the following information as soon as possible, or by close of business on the
following dates: August 8, 2016 for #1 and 2 and August 11, 2016 for #3 and 4.

You can send your responses via email, and follow with an official submission to your NDA.

Please respond to the following questions:

1.      You state in Table 3.2.D.2.8-1: Stability Data for Naloxone Auto-Injector that the
Accelerated Aging Study for  Lot F0119415BB was completed with storage conditions
of , which is equivalent to 2 years of simulated aging.
However, in Table 3.2.D.2.8.2-11: Device Performance Stability Data for Batch F0119415BB
Stored at Accelerated Stability Condition you state that the storage condition was 

. Explain this discrepancy and provide a rationale as to how the tested
accelerated storage conditions is equivalent to 2 years of simulated aging.

2.      We note that you provided stability data from Batch F0119415BB in support of the
device constituent’s performance with the proposed 2 mg dose. Describe the differences, if
any, between the Commercial Product referenced in Table 3.2.P.8.1.3-7 and the 
Registration Batch referenced in Table 3.2.P.8.1.3-5 of the document titled Stability
Summary and Conclusion under eCTD Module 3.2.P.8.

3.      Provide updated device performance stability data at the 12-month time point for
Batch F0119415BB currently undergoing long-term conditioning with an initiation date of
July 22, 2015. Provide a statistical rationale for this data supporting the 2 year shelf-life of
the combination product (i.e. no degradation of the essential performance requirements of
the device).

4.      Due to the intended use of your combination product, the Agency expects your device
to meet a high threshold of reliability. Therefore the Agency requests that you provide the
following information either under this supplement or as a post-market requirement:

a.      Establish reliability requirements for the combination product and complete testing
which verifies combination product reliability as described in detail below:

i.      Establish reliability requirements for your combination product. It is recommended that
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reliability be directly specified as R(t) = x%, where t = time and x% = probability of meeting
essential performance requirements. These requirements should be objective and relate to
the ability of a population of devices to meet essential performance requirements after pre-
conditioning to elements outlined within (iv), below. The reliability requirements should be
verified with a high degree of statistical confidence.

ii.     Provide rationale and justification supporting the clinical acceptability of the established
reliability requirements.

iii.    Perform a test to verify the reliability requirements specified in above.

iv.     Devices assessed within the reliability test should be preconditioned to worst-case
reasonably foreseeable conditions. The Agency has conceived the following recommended
preconditioning activities, however you should provide rationale supporting the final
precondition elements chosen, and the order in which the products are conditioned. Your
assessment of the preconditioning parameters should be based on your own failure analyses
(e.g., fault tree analysis) in order to assure that the scope of preconditions and their
boundary values are adequately correct and complete.

1.      Shipping

2.      Aging

3.      Storage orientation and conditions

4.      Vibration handling

5.      Shock handling (e.g., resistance to random impacts, such as being dropped)

v.      Devices assessed within the reliability analysis should be activated under worst-case
reasonably foreseeable conditions. The Agency has conceived the following recommended
circumstances of activation; however you should provide rationale supporting the final
circumstances of activation chosen.

1.      Activation orientation

2.      Environmental temperature

b.      Establish a post-market monitoring program for detection and evaluation of under-
dose and failure-to-dose events, regardless of cause, and provide periodic reports to the
Agency which contains descriptions of each reported event along with results of root-cause
and contributing-cause analyses.

If you have any questions, please feel free to contact me.
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Warm regards, Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787 S-007 General Information Request 25jul16
Date: Monday, July 25, 2016 2:18:35 PM

Dear Glen,

I have received the following information request.  Please submit your response to your
sNDA 205787/S-007.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787 S-007: Microbiology Information Request 21jul16
Date: Friday, July 22, 2016 9:42:49 AM

Dear Glen,

I have received the following information request from our Product Quality/Microbiology
review team.  Please submit responses to these information requests to your NDA as soon
as possible or no later than August 22, 2016.

Provide the following information or a reference to its location in sNDA 205787/S-007:

1.      With regard to the :
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Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
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/S-007
FILING COMMUNICATION – 

FILING REVIEW ISSUES IDENTIFIED

kaleo, Inc.
111 Virginia St.
Suite 300
Richmond, VA 23219

Attention: Glen Kelley
     Director Regulatory Affairs

Dear Mr. Kelley,

Please refer to your supplemental New Drug Application (sNDA) dated and received April 19, 
2016, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act 
(FDCA), for EVZIO (naloxone hydrochloride injection).

We also refer to your amendments dated May 6 and June 1, 2016.

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 Priority.  Therefore, the user fee goal date is October 19, 
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 requirement/commitment requests by September 
28, 2016. 

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

1. Your prescribing information (PI) must comply with the Pregnancy and Lactation 
Labeling Rule (PLLR) content and format requirements [see Content and Format of 
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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), and patient PI.  Submit 
consumer-directed, professional-directed, and television advertisement materials separately and 
send each submission to:

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 patient 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 indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.

We note that you have submitted a pediatric assessment with this application, and you have not 
requested a partial waiver or deferral for any additional studies.  Once the review of this 
application is complete, we will notify you whether you have fulfilled the pediatric study 
requirement for this application.
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If you have any questions, call Diana L. Walker, PhD, Regulatory Project Manager, at (301) 796-
4029.

Sincerely,

{See appended electronic signature page}

Sharon Hertz, MD
Director
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: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787 S-007Administrative Information Request 07jun16
Date: Tuesday, June 07, 2016 1:42:56 PM

Dear Glen,

I have not been able to locate your debarment certification in your sNDA 205787 S-007
submission. 

Please point me to the location of this document within the submission, or provide this
document as an amendment to your supplement as soon as possible.

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787/S-007 Clinical Information Request 19may16
Date: Thursday, May 19, 2016 10:08:35 AM
Importance: High

Dear Glen,

I have received an information request from our Clinical review team.  Please provide the
requested information by June 9, 2016.

1) Your application must contain the required Module 2 summaries, including
the Summary of Clinical Effectiveness (SCE) and Summary of Clinical Safety
(SCS).  Submit these to your sNDA as soon as possible.  If you believe that the
ISE and ISS otherwise meet the requirements for an SCE and SCS, respectively,
you may submit a cross-reference and link to these documents in the Module 2
summaries.

2) You reference the previously submitted quarterly periodic adverse drug
experience reports (PADERs) and state that, “[t]he most recent review of the
NAI post-marketing safety database was conducted through January 2, 2016
and did not show any new or significant post-marketing reports of adverse
events.”  However, this is not a sufficient postmarketing analysis for your
sNDA.  You must conduct a comprehensive safety analysis of the
postmarketing data for your 0.4 mg naloxone product and submit that to the
sNDA, including an assessment of reported adverse events, events where the
product was ineffective, device failures, and events in the pediatric population. 

Warm regards,

Diana

Diana L. Walker, Ph.D.
Sr. Regulatory Health Project Manager
FDA/CDER/ODE II/DAAAP
Tel: 301-796-4029
Email: Diana.Walker@fda.hhs.gov
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From: Walker, Diana
To: Glen Kelley (glen.kelley@kaleopharma.com)
Subject: sNDA 205787/S-007 CMC Information Request 18may16
Date: Wednesday, May 18, 2016 3:14:27 PM
Importance: High

Dear Glen,

I have received an information request from our Chemistry, Manufacturing, and Controls
review team.  Please provide the requested information by June 18, 2016.  If you cannot
provide the requested information by this date, submit a statement committing to provide
the information by no later than July 19, 2016.

1.      Provide a minimum of twelve months of long-term stability data for the three
primary registration batches of the proposed 2 mg strength, as well as statistical analysis
(if needed) to support the proposed 24-month shelf life. 

2.      Provide three months stability results for Lot  under both long-term and
accelerated storage conditions.

3.      Provide a copy of the proposed master batch record for the proposed 2 mg
strength.

Warm regards,

Diana

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

Food and Drug Administration 
Silver Spring, MD  20993

sNDA 205787/S-007
ACKNOWLEDGMENT --

PRIOR APPROVAL SUPPLEMENT
kaleo, Inc.
111 Virginia St.
Suite 300
Richmond, VA 23219

Attention: Glen Kelley
     Director Regulatory Affairs

Dear Mr. Kelley:

We have received your supplemental New Drug Application (sNDA) submitted pursuant to 
section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA or the Act) for the 
following:

NDA NUMBER: 205787

SUPPLEMENT NUMBER: S-007

PRODUCT NAME: EVZIO (naloxone hydrochloride injection) 

DATE OF SUBMISSION: April 19, 2016

DATE OF RECEIPT: April 19, 2016

This supplemental application proposes addition of a new 2.0 mg strength.

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 June 18, 2016, in 
accordance with 21 CFR  314.101(a).  

If the application is filed, the User Fee goal date will be February 19, 2017.

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.  The content 
of labeling must conform to the content and format requirements of revised 21 CFR 201.56-57.
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FDAAA TITLE VIII RESPONSIBILITIES

You are also responsible for complying with the applicable provisions of sections 402(i) and (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).

SUBMISSION REQUIREMENTS

Cite the application 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

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, see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

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

Sincerely,

{See appended electronic signature page}

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