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APPLICATION NUMBER: 
 

204300Orig1s000 
 

CHEMISTRY REVIEW(S) 
 



CMC Memo To File

Date 18 June 2014
NDA 204300

Sponsor: Eclat Pharmaceuticals
Drug: Phenylephrine Hydrochloride Injection

Reviewer Jean Nashed, Ph.D.
CMC 
Lead

Julia Pinto, Ph.D.

The CMC NDA reviews  1 and 2 by Jean Nashed, Ph.D. finds that sufficient CMC 
information is provided, to assure the identity, strength, purity, and quality of the drug 
product. However, on pg 6 of Dr.Nashed’s review 2 (June 17, 2014), the EES 
recommendation is listed as pending from the Office of Compliance. However, the OC 
report attached at the end of her review, recommends all facilities as acceptable. The 
table, on page 6 is therefore in error. 

The table is reproduced below and the error is corrected. The report from OC has also 
been reproduced and follows the table. Therefore, from the CMC perspective, this NDA 
is recommended for approval. 

Consults Recommendation Date Reviewer
Microbiology Acceptable Stephen Langille
EES Acceptable June 6, 2014 Office of Compliance
Pharm/Tox Acceptable June 2014 Marcus Delatte
Biopharmaceutics Acceptable March 28, 2013 Elsbeth Chikhale
Methods Validation N/A
DMEPA Acceptable June 2013/Feb 2014 Alex Winiarski
EA Acceptable Jean Nashed

Julia Pinto, Ph.D.
CMC Lead
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Trade or Proprietary 
Name: Vazculep (currently proposed)

Established or Non- 
Proprietary Name Phenylephrine Hydrochloride Injection, USP, 

1%
Dosage Form: Injection

Name: Éclat Pharmaceuticals

Address:
699 Trade Center Blvd.
Suite A 
Chesterfield, MO 
63005

Representative: Marla E. Scarola, MS, Senior 

 

CMC NDA Filing Memorandum

1. NEW DRUG APPLICATION NUMBER:  204-300

2. SUBMISSION TYPE : Original NDA, Resubmission in response to RTF Letter

3. SUBMISSION NUMBER: 005 (06/28/2013) 

4.  NAME & ADDRESS OF APPLICANT:

5.  SUBMISSION PROPERTIES:

Review Priority : Standard

Property (Legal Basis): 505(b)(2)

Responsible Organization: CDER

 6.  FILING ASSESSMENT 

The CMC team recommends the NDA application for filing, as specified in the Filing Review dated 
February 28, 2013, by Dr. Stephens (see copy attached to this review). The original NDA was 
recommended for filing from the CMC perspective and this recommendation is maintained after the 
resubmission dated June 28, 2013. The initial application contained only 6 months of the stability results, 
however the resubmission was updated for total of 12 months stability data. The acceptability of the 
stability data will be assessed during review. 

CMC Reviewer: Eugenia Nashed, Ph.D.  

CMC Team Lead: Olen Stephens, Ph.D. 

ONDQA Branch Chief: Prasad Peri, Ph.D. 

Reference ID: 3363324
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II. Application Detail

1. INDICATION: For the treatment  of hypotension during anesthesia

2. ROUTE OF ADMINISTRATION: Intravenous

3. STRENGTH/POTENCY: 10 mg/mL

4. Rx/OTC DISPENSED:     xRx         OTC

5. ELECTRONIC SUBMISSION (yes/no)? Yes

6. PRIORITY CONSIDERATIONS:

Parameter Yes No Unk Comment
1. NME / PDUFA V x

2.
Breakthrough Therapy 
Designation

x

3.
Orphan Drug 
Designation

x

4. Unapproved New Drug x Per IQA dated 2/28/2013

5.
Medically Necessary 
Determination

x Per IQA dated 2/28/2013

6.

Potential Shortage 
Issues [either alleviating 
or non-approval may 
cause a shortage]

x

7. Rolling Submission x

8.
Drug/device 
combination product 
with consult

x

9. Complex manufacturing x Refer to Section IV 

10.
Other (e.g., expedited 
for an unlisted reason)

x

Reference ID: 3363265
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III. FILING CHECKLIST

The following parameters are necessary in order to initiate a full review (i.e., the application is complete 
enough to start review but may have deficiencies).  On initial review of the NDA application:

A. COMPLETENESS OF FACILITY INFORMATION
Parameter Yes No Comment

11.
Is all site information complete 
(e.g., contact information, 
responsibilities, address)?

x
DS: Section 3.2.S.2.1 in eCTD
DP: Section 3.2.P.2.1 in eCTD

12.
Do all sites indicate they are 
ready to be inspected (on 
356h)?

x  
13.

Is a single comprehensive list 
of all involved facilities 
available in one location in the 
application?

x

DS: Section 3.2.S.2.1 in eCTD
DP: Section 3.2.P.2.1 in eCTD

14.

For testing labs, is complete 
information provided 
regarding which specific test is 
performed at each facility and 
what stage of manufacturing?

x

DS: Section 3.2.S.2.1 in eCTD
DP: Section 3.2.P.2.1 in eCTD

15.

Additional notes (non-filing 
issue)

1. Are all sites registered 
or have FEI #?

2. Do comments in EES 
indicate a request to 
participate on 
inspection(s)?

3. Is this first application 
by the applicant?

x

x

x

*If any information regarding the facilities is missing/omitted, communicate to OPS/ONDQA 
regarding missing information and copy EESQuestions. Notify OMPQ management if 
problems are not resolved within 3 days and it can be a potential filing issue.

Reference ID: 3363265
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B. DRUG SUBSTANCE (DS) / DRUG PRODUCT (DP)
Parameter Yes No Comment

16.
Have any Comparability 
Protocols been requested?

x

IMA CONCLUSION
Parameter Yes No Comment

17.
Does this application fit one of the 
EES Product Specific Categories?

x  
18.

Have EERs been cross referenced 
against the 356h and product 
specific profile for accuracy and 
completion?

x

Have all EERs been updated with 
final PAI recommendation?

x
Two sites are pending an inspection:

19.

From a CGMP/facilities 
perspective, is the application 
fileable?

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

x

Reference ID: 3363265
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Responsible 
Organization: 

CDER 
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Review Information 
1. CHEMICAL NAME, STRUCTURAL FORMULA, MOLECULAR 

FORMULA, MOLECULAR WEIGHT:  

•HCl 
 

Molecular Formula: C9H13NO2•HCl 
Molecular Weight: 203.67 g/mol 

 
2. INDICATION: For the treatment  of hypotension 

during anesthesia 
 
3. PHARMACOLOGICAL CATEGORY: α1-adrenergic receptor 

agonist (vasoconstrictor) 
 
4. ROUTE OF ADMINISTRATION: Intravenous 
 
5. STRENGTH/POTENCY: 10 mg/mL  
 
 
6. Rx/OTC DISPENSED:     Rx         OTC 

7. SPOTS (SPECIAL PRODUCTS ON-LINE TRACKING SYSTEM): 
  

Is this a SPOTS product?  Yes No  Not evaluated at time of IQA. 

 
8. RELATED REVIEW DOCUMENTS:  
 

a. Drug Master Files listed on 356h form: 

DMF # 
TYP

E 
HOLDER ITEM REFERENCED 

LOA DATE COMMENT
S 

 II   21-Aug-2012 Last 

Reference ID: 3268726
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 reviewed 13-
Jun-2011; 

(adequate) 

 III  
 

 
27-Aug-2012  

 III 
 

. 
3-Oct-2012       

 III 10-Sep-2012  
 

b. Consults Recommended by CMC and Biopharmaceutics 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics         
Clin Pharm         
EES   EER sent to Compliance by ONDQA PM on 13-FEB-

2013 
Pharm/Tox   Review of qualification information on specific 

impurities 
Methods Validation         
EA         
New Drug Micro   Review of sterility assurance 
CDRH         
 

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

DOCUMENT 
NAME 

DATE 
APPLICATION 

 NUMBER 
DESCRIPTION 

IND 01-Dec-2011 113,044 

Phenylephrine 
Hydrochloride Injection, 
USP, 1% IND under same 
name 

NDA 31-Jul-2012 204-078 

Neostigmine Methylsulfate 
Injection, USP;  

 
 

 
d. Previous Communications with the Applicant to note (if any): 
 

Reference ID: 3268726
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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) 

      

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) 
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38.
Does section contain 
tradename and established 
name? 

Vazculep (proposed) 

Reference ID: 3268726
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