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MEMORANDUM: DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC 
HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: 03-DEC-2013

TO: N204640 File

FROM: Craig M. Bertha, Ph.D.
Chemist and Acting CMC Lead
ONDQA, Division III, Branch VIII

THROUGH: Prasad Peri, Ph.D.
Branch Chief
ONDQA, Division III, Branch VIII

SUBJECT: Update on Establishment Evaluation Request for N204640 Adrenalin® 
(epinephrine) Injection

SUMMARY:

The Office of Compliance issued an overall recommendation of ACCEPTABLE for the 
application on 27-NOV-2013.  The summary report from the Establishment Evaluation System is 
attached below.

_______________________________

Craig M. Bertha, Ph.D.
Chemist and Acting CMC Lead

cc:
ONDQA/DIV 3/CBertha/03-DEC-2013
ONDQA/DIV 3/EDuffy
ONDQA/DIV 3/PPeri________
ONDQA/DIV3/YWang
ONDQA/DIV 3/YLiu
OND/DPARP/PStark
OND/DPARP/CHill
OND/DPARP/MWhittaker
OB/DBII/RAbugov
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PRODUCT QUALITY - BIOPHARMACEUTICS  
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NDA Number  NDA 204-640 

Submission Date 8/14/2013 
Product name, generic name of the active  Epinephrine Injection, USP 
Dosage form and strength Injection, 1 mg/mL. 30 mL  
Route of Administration Intramuscular, Subcutaneous  
Indication Emergency treatment of allergic reactions (Type 1), 

including anaphylaxis. 
Applicant  JHP Pharmaceuticals, LLC 
Clinical Division Division of Pulmonary, Allergy and Rheumatology Products 
Type of Submission 505 (b) (2) 
Biopharmaceutics Reviewer Banu S. Zolnik, Ph.D. 
Biopharmaceutics Team Leader Tapash Ghosh, Ph.D. 
Acting Supervisor Richard Lostritto, Ph.D. 

 
The following parameters for the ONDQA’s Product Quality-Biopharmaceutics filing checklist are 
necessary in order to initiate a full biopharmaceutics review (i.e., complete enough to review but may have 
deficiencies).  
 

ONDQA-BIOPHARMACEUTICS 
A.  INITIAL OVERVIEW OF THE NDA APPLICATION FOR FILING 

 
 Parameter Yes No Comment 

1.  
Does the application contain 
dissolution data? 

 X Not Applicable  

2.  
Is the dissolution test part of the DP 
specifications? 

 X Not Applicable 

3.  
Does the application contain the 
dissolution method development 
report? 

 X Not Applicable 

4.  
Is there a validation package for the 
analytical method and dissolution 
methodology? 

 X Not Applicable 

5.  
Does the application contain in vitro 
alcohol induced dose dumping 
studies? 

 X Not Applicable 

6.  
Does the application include a 
biowaiver request? 

 X 
The Applicant did not request a waiver of in 
vivo bioequivalence studies.  

7.  
Is there information provided to 
support the biowaiver request? 

 X See Comment below 

8.  
Does the application include an 
IVIVC model? 

 X Not Applicable 

9.  
Is information such as BCS 
classification mentioned, and 
supportive data provided? 

 X  

Reference ID: 3370923



PRODUCT QUALITY - BIOPHARMACEUTICS  
FILING REVIEW  

File name: NDA 204640 Product Quality - Biopharmaceutics Filing Review.doc Page 2 
 

10.  
Is information on mixing the 
product with foods or liquids 
included? 

 X Not Applicable 

11.  
Is there any in vivo BA or BE 
information in the submission? 

 X 
The Application is referenced to the approved 
NDA 204200 (1 mL single dose vial without 
preservative) 

12.  
Are there any manufacturing 
changes implemented to the clinical 
trial and bio batch formulations?  

 X  

13.  
Is there any data to submitted to 
support the manufacturing changes 

 X Not Applicable 

14.  
Is there any data submitted to 
support the proposed dissolution 
specification? 

 X Not Applicable 

 
 

B.   FILING CONCLUSION 
 

 Parameter Yes No Comment 

15.  
IS THE BIOPHARMACEUTICS 

SECTIONS OF THE 
APPLICATION FILEABLE? 

X  
The need for biowaiver request will be 
conveyed to the Applicant 

16.  

If the NDA is not fileable from the 
product quality-biopharmaceutics 
perspective, state the reasons and 
provide filing comments to be sent 
to the Applicant. 

- - Not Applicable  

17.  

If the NDA is not fileable from the 
biopharmaceutics perspective, state 
the reasons and provide filing 
comments to be sent to the 
Applicant. 

- - Not Applicable  

18.  
Are there any potential review 
issues to be forwarded to the 
Applicant for the 74-day letter? 

X  See Comment below  
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APPLICATION INFORMATION 
 
1. NEW DRUG APPLICATION NUMBER:  N204640 

 
The application is submitted for Adrenalin® (epinephrine injection, 
USP, 1:1000).  It is a sterile injectable solution that is packaged in a 30 
mL multi-dose presentation.  The drug formulation is similar to the 
reference drug Epipen and is manufactured by JHP Pharmaceuticals, 
LLC.  A 1 mL single dose vial version of the drug product has 
already been approved under NDA 204200 (similar formulation of 
same strength but without chlorobutanol preservative).  Thus, it is 
recommended that the reviewer familiarize him or herself with the 
CMC related information approved for that application.  Information 
regarding the epinephrine drug substance is mostly provided by 
reference to DMF  from  

 DMF  was most recently 
reviewed in support of injection drug products on 15-JUL-2013, and 
was found to be adequate. 
 
2. Drug Name:  Arenalin® Injection (epinephrine injection, USP) 
 
The chemistry classification code is type 5 – New Formulation or 
New Manufacturer, Same or New Indication.  There is a single 
strength of the drug product, 1 mg epinephrine/mL.  The formulation 
is for multi-dose use, thus it contains chlorobutanol as a preservative. 
 
3. RECEIVED DATE:  02-AUG-2013 (Applicant: JHP 

Pharmaceuticals, LLC) 
 
4.  RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 

Reference ID: 3361200
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DMF # 
TYP

E 
HOLDER 

ITEM 
REFERENCED 

LOA DATE COMMENTS 

2 epinephrine 
API 

05-JAN-2012 Last reviewed 15-
JUL-2013; Check 

DMF for LOA (not 
listed in DARRTS) 

3 12-AUG-2012 Last reviewed for 
 

25-APR-
2013; Check DMF for 

LOA (not listed in 
DARRTS) 

3 10-MAY-2012 
& 09-MAY-

2012 

Last reviewed for 

MAY-2011 & 06-
JUN-2011 (DMFs 

); Check 
DMFs for LOA (not 
listed in DARRTS) 

 

 

b. Recommended Consults 
 

CONSULT YES NO 
COMMENTS: (list date of request if already 

sent) 
Biometrics X  Request evaluation of stability data analysis provided 

in P.8.1 to support the proposed 14 month shelf life 
Clin Pharm  X       
EES X  PM to submitted EER on 21-AUG-2013 
Pharm/Tox  X Compare controls (tests/acceptance criteria) for 

drug product impurities and leachables to that 
applied to the 1 mL unit dose product of NDA 
204200.  If comparable, then there would be no 
need to request the pharmacology/toxicology 
team evaluate these controls, unless the presence 
of chlorobutanol alters the leachables profile.  
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Excipients evaluated in 30-OCT-2012 review for 
NDA 204200. 

Methods Validation  X Left to reviewer discretion if any drug product 
methods are questionable, but drug is not an 
NME so it is not mandatory that any methods be 
assessed by the Agency laboratory. 

EA X  Applicant claims categorical exclusion as per 21 
CFR 25.31(a) on the basis that approval will not 
increase the use of the active moiety.  Request 
evaluation/advice from Dr. Ranaan Bloom of 
OPS if team does not believe that use will not 
increase upon approval. 

New Drug Micro  X The microbiology team was informed via the CDER 
OPS IO MICRO e-mail address of this application 
for a sterile injection drug product, and will 
determine if any microbiology review is needed. 

CDRH  X N/A 
Other       X N/A 
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME 

DATE 
APPLICATION 

 NUMBER 
DESCRIPTION 

NDA   204200 Unit dose version of drug 
product w/o chlorobutanol 
preservative (approved 07-
DEC-2012) 

 
d. Previous Communications with the Applicant to note (see module 

1.6.3 for complete detail):  
 

DOCUMENT 
NAME 

DATE 
 APPLICATION 

 NUMBER 
DESCRIPTION 

Teleconference 
minutes 

23-JUL-2012 
(telecon date 
21-JUN-2012) 

NDA 204200 Discussion of impurities 
and leachables 

Information 
Request 

02-AUG-2012 NDA 204200 Designation of preserved 
multi-dose presentation as 
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distinct product (separate 
user fee) 

Information 
Request 

18-SEP-2012 NDA 204200 Miscellaneous CMC 
deficiencies 

Information 
Request 

02-NOV-2012 
& 27-NOV-
2012 

NDA 204200 Impurities-related 
deficiency comments 
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7

Are drug substance 
manufacturing sites 
identified on FDA Form 
356h or associated 
continuation sheet?  For 
each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X   Identified in S.2.1, not on Form 356h 

8

Are drug product 
manufacturing sites are 
identified on FDA Form 
356h or associated 
continuation sheet.  For 
each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X         
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37. 
Have the immediate 
container and carton labels 
been provided? 

X    

38. 
Does section contain 
trademark and established 
name? 

X    
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