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Applicant was notified that satisfactory resolution of these deficiencies were required before 
this application could be approved.

Éclat submitted their response on 6/6/14. In this submission, they commented that according to 
a communication from  to Éclat dated June 2, 2014,

was informed by the FDA on the same day that their facility was classified as acceptable. 
Éclat considers the deficiencies noted in the Complete Response Letter to be fully resolved.

3. CMC/Microbiology/Device

3.1. General product quality considerations
3.1.1. Facilities review/inspection

The application was recommended for approval from the CMC perspective. Dr. Nashed noted 
in her review that an acceptable recommendation is provided by the Office of Compliance 
(OC) regarding the status of the manufacturing and testing facilities for this product, as of June 
6, 2014.

4. Nonclinical Pharmacology/Toxicology

The Primary Nonclinical reviewer, Dr. Delatte noted in his review that from a nonclinical 
pharmacology toxicology perspective, NDA 204300 may be approved with the originally 
recommended PMRs (see Section 13.4) and pending agreement on labeling since there were 
neither nonclinical deficiencies to address nor new nonclinical information to review in the 
complete response submitted.

5. Clinical Pharmacology/Biopharmaceutics 

A Clinical Pharmacology review was not submitted since the Resubmission did not contain 
Clinical Pharmacology deficiencies or new Clinical Pharmacology information to review.

6. Clinical Microbiology

There is no need for data pertaining to clinical microbiology for this application.

7. Clinical/Statistical

  The 
package insert submitted with the resubmission is acceptable after minor copy edits.

The Applicant submitted an updated safety review with this submission covering publications 
from between 10/11/13 and 6/3/14 that focused on identifying clinical trials and case reports in 
which phenylephrine was delivered intravenously. The search included any articles using the 
keyword phenylephrine and was limited to human, English-language publications. The 
Applicant reported reviewing titles and abstracts of approximately 40 articles for relevance. 
Eight publications that the Applicant felt had provided adequate safety information were 
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summarized in this update. The Applicant commented that no new adverse events, unexpected 
severity of known events, or unexpected serious or clinically important safety findings 
associated with the use of phenylephrine have been reported in the literature. I concur with 
their conclusion.

8. Conclusions and Recommendations

8.1. Recommended regulatory action 

I recommend approval of this NDA.

8.2. Postmarketing studies, voluntary or required 

Pharmacology / Toxicology Postmarketing Requirement (PMR) list

PMR 1 
Conduct a fertility and early embryonic development toxicology study in the rat 
model for phenylephrine hydrochloride. 

Final Protocol Submission: 1/2016 
Study Completion: 12/2016 
Final Report Submission: 9/2017 

PMR 2 
Conduct an embryo-fetal developmental toxicology study using the rat model for 
phenylephrine hydrochloride. 

Final Protocol Submission: 1/2016 
Study Completion: 7/2016 
Final Report Submission: 5/2017 

PMR 3 
Conduct an embryo-fetal developmental toxicology study using the rabbit model 
for phenylephrine hydrochloride. 

Final Protocol Submission: 3/2016 
Study Completion: 10/2016 
Final Report Submission: 8/2017 

PMR 4 
Conduct a peri- and post-natal developmental toxicology study in the rat model for 
phenylephrine hydrochloride. 

Final Protocol Submission: 1/2016 
Study Completion: 9/2017 
Final Report Submission: 9/2018

Clinical Postmarketing Requirement
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