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Except as specifically identified, all data and information discussed below and 
necessary for approval of NDA 205787 are owned by Kaleo Inc. or are data for which 
Kaleo Inc. has obtained a written right of reference.
Any information or data necessary for approval of NDA 205787 that Kaleo Inc. does not 
own or have a written right to reference constitutes one of the following: (1) published 
literature, or (2) a prior FDA finding of safety or effectiveness for a listed drug, as 
reflected in the drug’s approved labeling.  Any data or information described or 
referenced below from reviews or publicly available summaries of a previously approved 
application is for descriptive purposes only and is not relied upon for approval of NDA 
205787.
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1 Executive Summary

1.1 Introduction
The Applicant, Kaleo Inc., originally submitted a New Drug Application for EVZIO 
naloxone hydrochloride auto-injector, 0.4 mg and was approved on April 3, 2014.  This 
is a supplemental application for the addition of a 2.0 mg dose of naloxone HCl.

This review will focus on the drug substance and drug product specifications as well as 
the container closure for the proposed EVZIO naloxone hydrochloride auto-injector 2.0 
mg product and any differences with the approved EVZIO naloxone hydrochloride auto-
injector 0.4 mg product.  The supplement also includes revised labeling to comply with 
the Pregnancy and Lactation Labeling Rule (PLLR).  Reference is made to the original 
nonclinical review, which was written by Dr. Carlic K. Huynh and dated March 20, 2014.

1.2 Brief Discussion of Nonclinical Findings
There were no nonclinical studies submitted in this NDA.  The formulation is identical to 
the approved 0.4 mg dosage strength formulation with the exception of 2 mg of 
naloxone hydrochloride in this submission.  The drug substance and drug product 
specifications are identical to the approved 0.4 mg dosage strength product.  The 
container closure is identical to the approved 0.4 mg dosage strength product, the 
extractable assessment was done appropriately with harsh solvents, and the leachable 
profile is not different than the currently approved drug product formulation.   
is present as a leachable; however, the levels do not represent a nonclinical safety 
concern.  Moreover, the proposed product is for a life-saving indication.  Therefore, 
there are no additional nonclinical concerns with the 2 mg dosage strength for EVZIO 
naloxone hydrochloride auto-injector. 

1.3 Recommendations

1.3.1 Approvability
From a nonclinical pharmacology toxicology perspective, Supplement 7, which 
proposes the addition of a 2 mg dosage strength of EVZIO naloxone hydrochloride 
auto-injector, may be approved.

1.3.2 Additional Non Clinical Recommendations

1.3.3 Labeling
The currently approved drug product labeling is in a hybrid form of the PLLR format  

.  From a nonclinical 
perspective, the proposed label in the EDR contains the same language as the 
approved label for the 0.4 mg dose with additional descriptive language for the 2.0 mg 
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2.7 Regulatory Background
EVZIO Naloxone Auto-Injector (NAI), 0.4 mg and was approved on April 3, 2014 for the 
emergency treatment of known or suspected opioid overdose, as manifested by 
respiratory and/or central nervous system depression, and for immediate administration 
as emergency therapy in settings where opioids may be present via the IM or SC route.  
Naloxone hydrochloride was originally approved as NARCAN injection (NDA 16636) in 
April 13, 1971 for the treatment of known or suspected narcotic overdose via the IV, IM, 
or SC route of administration.  The NARCAN NDA was withdrawn from the market but 
not for reasons of safety or efficacy.  There is an extensive clinical experience with 
naloxone hydrochloride via the IV, IM, and SC routes.  The reader is referred to the 
original nonclinical review that was written by Dr. Carlic K. Huynh and dated March 20, 
2014 for details to the regulatory background of this drug product.

11 Integrated Summary and Safety Evaluation
There were no nonclinical studies submitted in this NDA.  The formulation is identical to 
the approved 0.4 mg dosage strength formulation with the exception of 2 mg of 
naloxone hydrochloride in this submission.  The drug substance and drug product 
specifications are identical to the approved 0.4 mg dosage strength product.  The 
container closure is identical to the approved 0.4 mg dosage strength product, the 
extractable assessment was done appropriately with harsh solvents, and the leachable 
profile is not worse than the currently approved drug product.   has been 
detected in the leachable studies but the levels do not represent a nonclinical safety 
concern.  Moreover, the proposed product is for a life-saving indication.  Therefore, 
there are no additional nonclinical concerns with the 2 mg dosage strength for EVZIO 
naloxone hydrochloride auto-injector.  From a pharmacology toxicology perspective, the 
2 mg dosage strength of EVZIO naloxone hydrochloride auto-injector is recommended 
for approval.
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File name: 5_Pharmacology_Toxicology Filing Checklist for NDA_BLA or Supplement 
010908

NDA/BLA Number: 205787 Applicant: Kaleo Inc. Stamp Date: April 19, 2016

Drug Name: EVZIO 
(Naloxone HCl) Auto-Injector, 
2.0 mg

NDA/BLA Type: 505(b)(2) DAAAP/ODEII/OND/CDER/
OMPT/FDA

On initial overview of the NDA/BLA application for filing: FILEABLE

Content Parameter Yes No Comment
1 Is the pharmacology/toxicology section 

organized in accord with current regulations 
and guidelines for format and content in a 
manner to allow substantive review to 
begin?  

X

2 Is the pharmacology/toxicology section 
indexed and paginated in a manner allowing 
substantive review to begin? 

X

3 Is the pharmacology/toxicology section 
legible so that substantive review can 
begin? 

X

4 Are all required (*) and requested IND 
studies (in accord with 505 b1 and b2 
including referenced literature) completed 
and submitted (carcinogenicity, 
mutagenicity, teratogenicity, effects on 
fertility, juvenile studies, acute and repeat 
dose adult animal studies, animal ADME 
studies, safety pharmacology, etc)?

X

No nonclinical studies were required.  This 
supplement seeks to add a higher dosage 
strength to the Applicant’s already approved 
EVZIO product.   

5 If the formulation to be marketed is 
different from the formulation used in the 
toxicology studies, have studies by the 
appropriate route been conducted with 
appropriate formulations?  (For other than 
the oral route, some studies may be by 
routes different from the clinical route 
intentionally and by desire of the FDA).

Not applicable.  The Applicant did not 
conduct any new nonclinical studies.  

6 Does the route of administration used in the 
animal studies appear to be the same as the 
intended human exposure route?  If not, has 
the applicant submitted a rationale to justify 
the alternative route?

Not applicable.  The Applicant did not 
conduct any new nonclinical studies.  

7 Has the applicant submitted a statement(s) 
that all of the pivotal pharm/tox studies 
have been performed in accordance with the 
GLP regulations (21 CFR 58) or an 
explanation for any significant deviations?

Not applicable.  The Applicant did not 
conduct any new nonclinical studies.  

8 Has the applicant submitted all special
studies/data requested by the Division 
during pre-submission discussions?

X
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NDA/BLA or Supplement

File name: 5_Pharmacology_Toxicology Filing Checklist for NDA_BLA or Supplement 
010908

Content Parameter Yes No Comment
9 Are the proposed labeling sections relative 

to pharmacology/toxicology appropriate 
including human dose multiples expressed 

in either mg/m2 or comparative 
serum/plasma levels) and in accordance 
with 201.57?

X

The Applicant’s proposed labeling is the 
same as the referenced product NARCAN 
(add NDA 16636) for the 
pharmacology/toxicology sections.

10 Have any impurity – etc. issues been 
addressed?  (New toxicity studies may not 
be needed.)

X
The drug substance and drug product specs 
have not changed.

11 If this NDA/BLA is to support a Rx to OTC 
switch, have all relevant studies been 
submitted?

Not applicable.  

12 If the applicant is entirely or in part 
supporting the safety of their product by 
relying on nonclinical information for 
which they do not have the right to the 
underlying data (i.e., a 505 (b)(2) 
application referring to a previous finding 
of the agency and/or literature), have they 
provided a scientific bridge or rationale to 
support that reliance?  If so, what type of 
bridge or rationale was provided (e.g., 
nonclinical, clinical PK, other)?

Not applicable.  The original NDA is a 
505(b)(2) NDA that relied on the Agency 
previous finding of safety for NARCAN 
Injection and published literature.  This 
supplement also relies upon the same data 
to support the proposed higher dose.  

IS THE PHARMACOLOGY/TOXICOLOGY SECTION OF THE APPLICATION 
FILEABLE? ___Yes___

Carlic K. Huynh, PhD 5/18/2016
Reviewing Pharmacologist Date

Elizabeth A. Bolan 5/18/16
Team Leader/Supervisor Date
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