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NDA Executive Summary  

 

1. Application/Product Information  

NDA Number. 214628 

Applicant Name Nevakar Injectables, Inc. 

Drug Product Name Norepinephrine in Sodium Chloride Injection 

Dosage Form.   Injection 

Proposed Strength(s) 
  4 mg per 250 mL (16 mcg/mL), 8 mg per 250 mL(32 
mcg/mL), and 16 mg per 250 mL (64 mcg/mL) 

Route of 
Administration 

  Intravenous 

Maximum Daily Dose    mg/mL  

Rx/OTC Dispensed   Rx 

Proposed Indication 
Norepinephrine is a catecholamine indicated for restoration of 
blood pressure in adult patients with acute hypotensive states. 

Drug Product 
Description 

Norepinephrine in Sodium Chloride Injection (norepinephrine 
bitartrate) is supplied as a clear, colorless sterile solution in a 
250 mL non-PVC infusion bag with single function connector 
system consisting of a port and cap, packaged individually in 
an aluminum foil pouch with an oxygen scavenger. 

Co-packaged product 
information 

N/A 

 Device information: 
This product is classified as a combination product because it 
is packaged in an infusion bag with single function connector 
system consisting of a port and cap. 

Storage Temperature/ 
Conditions 

Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 
15°C to 30°C (59°F to 86°F). [See 
USP Controlled Room Temperature.] 

Review Team 

Discipline  Primary  Secondary 

Drug Substance 
 Zhengfu Wang 
ONDP/DNDAPI/NDB3 

N/A 

Drug Product/ 
Labeling 

 Akm Khairuzzaman 
ONDP/DNDPIII/NDPB5 

Theodore Carver 
ONDP/DNDPIII/NDPB5 
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Manufacturing 
 Krishna Ghosh 
OPMA/DPMAIV/PMB12 

Sateesh Kuma 
Sathigari 
OPMA/DPMAIV/PMB12 

Biopharmaceutics  N/A N/A 

Microbiology 
 Julia Marre 
OPMA/DMAI/MAB2 

N/A 

Other (specify): 
 
 

None  

RBPM 
Grafton Adams 
CDER/OPQ/OPRO/DRBPMI/RBPMB2 

ATL 
Theodore Carver 
CDER/OPQ/ONDP/DNDPIII/NDPB5 

Consults  

 

2. Final Overall Recommendation  - Approval 

3. Action Letter Information 

a. Expiration Dating: 

An expiry dating period of 24 months is granted for Norepinephrine Bitartrate 
in Sodium Chloride Injection when stored at 20°C to 25°C (68°F to 77°F); 
excursions permitted to 15°C to 30°C (59°F to 86°F). 
 
]b. Additional Comments for Action 
None. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 

 

1.) Conclusion 

The Office of Pharmaceutical Quality Review team has assessed NDA 

214628 with respect to Chemistry, Manufacturing, and Controls (CMC) and 

has determined that it meets all applicable standards to support the identity, 

strength, quality, and purity that the drug product purports to have. As such, 

OPQ recommends approval of this NDA from a quality perspective. 
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resubmission other than additional stability data for the drug product, which 
are adequate.  Therefore, the NDA remains adequate with respect to the 
microbiology review. With respect to quality aspects of the labeling, these 
aspects were previously reviewed and found to be adequate (see IQA 
labeling review), and the final labeling will be assessed prior to approval. 
 
In summary, the reviews for all OPQ disciplines conclude that NDA 214628 is 
recommended for approval. 

 

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: 

 

Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: None. 

 

Reference ID: 5047097

 



Theodore
Carver

Digitally signed by Theodore Carver
Date: 9/16/2022 09:52:18PM
GUID: 5d963967007fd4bc3c9fab2a6c3eaded

Reference ID: 5047097

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



 

OPQ-XOPQ-TEM-0001v06                 Page 1              Effective Date: February 1, 2019  

 

CHAPTER IV: LABELING 
IQA NDA Assessment Guide Reference 

 
1.0 PRESCRIBING INFORMATION 
Assessment of Product Quality Related Aspects of the Prescribing Information: 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION 
 

Items Information Provided 
in the NDA 

Assessor’s 
Comments 

Product Title in Highlights 

Proprietary name NOREPINEPHRINE 
 IN 

SODIUM CHLORIDE 
INJECTION 

Acceptable 

Established name(s) NOREPINEPHRINE 
 IN 

SODIUM CHLORIDE 
INJECTION 

Acceptable 

Route(s) of administration IV infusion Acceptable 

Dosage Forms and Strengths Heading in Highlights 

Summary of the dosage 
form(s) and strength(s) 
in metric system. 

Not Acceptable 

For injectable drug products 
for parental administration, 
use appropriate package type 
term (e.g., single-dose, 
multiple-dose, single patient- 
use). Other package terms 
include pharmacy bulk 
package and imaging bulk 
package. 

Single dose. Acceptable 

Special instructions for 
product preparation (e.g., 
reconstitution and resulting 
concentration, dilution, 
compatible diluents, storage 
conditions needed to maintain 
the stability of the 

Do not use if the solution 
is discolored (on the 
container label) 

Acceptable 
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reconstituted or diluted 
product) 

Available dosage form(s) IV injection Acceptable 

Strength(s) in metric system Not applicable Acceptable 

If the active ingredient is a 
salt, apply the USP Salt 
Policy per FDA Guidance 

Follows approved USP 
product for the LD 

Equivalence statement 
should be next to 
strengths 
 

For injectable drug products 
for parental administration, 
use appropriate labeling term 
(e.g., single-dose, multiple-
dose, single patient- use). 
Other package type terms 
include pharmacy bulk 
package and imaging bulk 
package. 

Single dose  Acceptable 

 
1.2.3 Section 11 (DESCRIPTION) 

Items Information Provided 
in the NDA 

Assessor’s 
Comments 

DESCRIPTION section 

Proprietary and established 
name(s) 

NOREPINEPHRINE 
 IN 

SODIUM CHLORIDE 
INJECTION 

Acceptable 

Dosage form(s) and route(s) 
of administration 

IV injection, IV route Acceptable 

If the active ingredient is a 
salt, apply the USP Salt 
Policy and include the 
equivalency statement per 
FDA Guidance. 

Follows approved USP 
product for the LD 

Acceptable 

List names of all inactive 
ingredients. Use USP/NF 
names. Avoid Brand names. 

Provided Acceptable 

For parenteral injectable 
dosage forms, include the 
name and quantities of all 
inactive ingredients. For 
ingredients added to adjust 
the pH or make isotonic, 
include the name and 
statement of effect. 

FDA recommended to 
use equivalence 
statement of “as follows: 
“Each mL contains the 
equivalent of 16 or 32  or 
64 micrograms of 
norepinephrine base 
supplied as 31.90 or 
63.80 or 127.6 

Acceptable 
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micrograms per mL of 
norepinephrine bitartrate 
monohydrate 

If alcohol is present, must 
provide the amount of 
alcohol in terms of percent 
volume of absolute alcohol 

Not Applicable Acceptable 

Statement of being sterile (if 
applicable) 

Yes Acceptable 

Pharmacological/ therapeutic 
class 

Yes Acceptable 

Chemical name, structural 
formula, molecular weight 

Yes Acceptable 

If radioactive, statement of 
important nuclear 
characteristics. 

Not Applicable Acceptable 

Other important chemical or 
physical properties (such as 
pKa or pH) 

pH 3.5 – 4.5 Acceptable 

Remove statements that 
may be misleading or 
promotional (e.g., 
“synthesized and developed 
by Drug Company X,” 
“structurally unique 
molecular entity 

None present Acceptable 

 
1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
 

Items Information Provided 
in the NDA 

Assessor’s 
Comments 

HOW SUPPLIED/STORAGE AND HANDLING section 

Available dosage form(s) IV Injection Acceptable 

Strength(s) in metric system Not applicable Acceptable 

Available units (e.g., bottles 
of 100 tablets) 

 Acceptable 

Identification of dosage 
forms, e.g., shape, color, 
coating, scoring, imprinting, 
NDC number 

Provided Acceptable 

For injectable drug products 
for parental administration, 
use appropriate package 
type term (e.g., single-dose, 

 Acceptable 
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multiple-dose, single-patient 
use). 
Other package terms 
include pharmacy bulk 
package and imaging bulk 
package. 

Special handling about the 
supplied product (e.g., 
protect from light, 
refrigerate). If there is a 
statement to “Dispense in 
original container,” provide 
reason why (e.g. to protect 
from light or moisture, to 
maintain stability, etc.) 

Protect from light.  
 
 

 
  

Acceptable 

Storage conditions. Where 
applicable, use USP 
storage range rather than 
storage at a single 
temperature. 

Store at room 
temperature [20° to 25°C 
(68° to 77°F)], 
excursions permitted to 
15° to 30°C (59° to 
86°F) 

Acceptable 

Latex: If product does not 
contain latex and 
manufacturing of product 
and container did not 
include use of natural 
rubber latex or synthetic 
derivatives of natural rubber 
latex, state: “Not made with 
natural rubber latex. Avoid 
statements such as “latex 
free.” 

Not Applicable Acceptable 

Include information about 
child-resistant packaging 

Not Acceptable Acceptable 

 

1.2.6 Manufacturing Information After Section 17 (for drug products) 

 

Items Information Provided 
in the NDA 

Assessor’s Comments 

Name and location of 
business (street address, 
city, state and zip code) of 
the manufacturer, distributor, 
and/or packer 

Distributed by: 
Par Pharmaceutical 

Manufacturer’s name and 
address is not provided. 
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Items Information Provided 
in the NDA 

Assessor’s 
Comments 

 

Proprietary name, 
established name, and 
dosage form (font size and 
prominence 

Norepinephrine 
 in Sodium 

Chloride Injection 

0.9% should be 
included before Sodium 
Chloride in the name of 
the product on the 
container labeling. 
 

Dosage strength 4 mg / 250mL, 8 mg / 
250mL, and 16 mg/250 
mL 

Acceptable 

Route of administration Intravenous Infusion Acceptable 

If the active ingredient is a 
salt, include the 
equivalency statement per 
FDA Guidance 

Follows approved USP 
product for the LD 

Acceptable 

Net contents (e.g. tablet 
count) 

250 ml per infusion bag Acceptable 

“Rx only” displayed on the 
principal display 

yes Acceptable 

NDC number yes Acceptable 

Lot number and expiration 
date 

yes Acceptable 

Storage conditions. If 
applicable, include a space 
on the carton labeling for 
the user to write the new 
BUD. 

Store at room 
temperature [20° to 25°C 
(68° to 77°F)] 

Acceptable 

For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single patient- 
use) 

Single dose Acceptable 

Other package terms 
include pharmacy bulk 
package and imaging bulk 
package which require “Not 
for direct infusion” 
statement. 

Not applicable Acceptable 

If alcohol is present, must 
provide the amount of 

Not Acceptable Acceptable 
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CHAPTER IV: LABELING
IQA NDA Assessment Guide Reference

1.0 PRESCRIBING INFORMATION
Assessment of Product Quality Related Aspects of the Prescribing Information:

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION

Items Information Provided
in the NDA

Assessor’s 
Comments

Product Title in Highlights
Proprietary name NOREPINEPHRINE 

 IN 
SODIUM CHLORIDE
INJECTION

Acceptable

Established name(s) NOREPINEPHRINE 
 IN 

SODIUM CHLORIDE
INJECTION

Acceptable

Route(s) of administration IV infusion Acceptable
Dosage Forms and Strengths Heading in Highlights
Summary of the dosage
form(s) and strength(s)
in metric system.

Not Acceptable

For injectable drug products 
for parental administration, 
use appropriate package type
term (e.g., single-dose, 
multiple-dose, single patient-
use). Other package terms 
include pharmacy bulk 
package and imaging bulk 
package.

Single dose. Acceptable

Special instructions for
product preparation (e.g.,
reconstitution and resulting
concentration, dilution,
compatible diluents, storage 
conditions needed to maintain 
the stability of the 

Do not use if the solution 
is discolored (on the 
container label)

Acceptable
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reconstituted or diluted 
product) 
Available dosage form(s) IV injection Acceptable 
Strength(s) in metric system Not applicable Acceptable 
If the active ingredient is a 
salt, apply the USP Salt 
Policy per FDA Guidance 

Follows approved USP 
product for the LD 

Equivalence statement 
should be next to 
strengths 
 

For injectable drug products 
for parental administration, 
use appropriate labeling term 
(e.g., single-dose, multiple-
dose, single patient- use). 
Other package type terms 
include pharmacy bulk 
package and imaging bulk 
package. 

Single dose  Acceptable 

 
1.2.3 Section 11 (DESCRIPTION) 
Items Information Provided 

in the NDA 
Assessor’s 
Comments 

DESCRIPTION section 
Proprietary and established 
name(s) 

NOREPINEPHRINE 
 IN 

SODIUM CHLORIDE 
INJECTION 

Acceptable 

Dosage form(s) and route(s) 
of administration 

IV injection, IV route Acceptable 

If the active ingredient is a 
salt, apply the USP Salt 
Policy and include the 
equivalency statement per 
FDA Guidance. 

Follows approved USP 
product for the LD 

Acceptable 

List names of all inactive 
ingredients. Use USP/NF 
names. Avoid Brand names. 

Provided Acceptable 

For parenteral injectable 
dosage forms, include the 
name and quantities of all 
inactive ingredients. For 
ingredients added to adjust 
the pH or make isotonic, 
include the name and 
statement of effect. 

FDA recommended to 
use equivalence 
statement of “as follows: 
“Each mL contains the 
equivalent of 16 or 32  or 
64 micrograms of 
norepinephrine base 
supplied as 31.90 or 
63.80 or 127.6 

Acceptable 
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micrograms per mL of 
norepinephrine bitartrate 
monohydrate 

If alcohol is present, must 
provide the amount of 
alcohol in terms of percent 
volume of absolute alcohol 

Not Applicable Acceptable 

Statement of being sterile (if 
applicable) 

Yes Acceptable 

Pharmacological/ therapeutic 
class 

Yes Acceptable 

Chemical name, structural 
formula, molecular weight 

Yes Acceptable 

If radioactive, statement of 
important nuclear 
characteristics. 

Not Applicable Acceptable 

Other important chemical or 
physical properties (such as 
pKa or pH) 

pH 3.5 – 4.5 Acceptable 

Remove statements that 
may be misleading or 
promotional (e.g., 
“synthesized and developed 
by Drug Company X,” 
“structurally unique 
molecular entity 

None present Acceptable 

 
1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 
 
Items Information Provided 

in the NDA 
Assessor’s 
Comments 

HOW SUPPLIED/STORAGE AND HANDLING section 
Available dosage form(s) IV Injection Acceptable 
Strength(s) in metric system Not applicable Acceptable 
Available units (e.g., bottles 
of 100 tablets) 

 Acceptable 

Identification of dosage 
forms, e.g., shape, color, 
coating, scoring, imprinting, 
NDC number 

Provided Acceptable 

For injectable drug products 
for parental administration, 
use appropriate package 
type term (e.g., single-dose, 

 Acceptable 
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Items Information Provided 

in the NDA 
Assessor’s 
Comments 

 
Proprietary name, 
established name, and 
dosage form (font size and 
prominence 

Norepinephrine 
 in Sodium 

Chloride Injection 

0.9% should be 
included before Sodium 
Chloride in the name of 
the product on the 
container labeling. 
 

Dosage strength 4 mg / 250mL, 8 mg / 
250mL, and 16 mg/250 
mL 

Acceptable 

Route of administration Intravenous Infusion Acceptable 
If the active ingredient is a 
salt, include the 
equivalency statement per 
FDA Guidance 

Follows approved USP 
product for the LD 

Acceptable 

Net contents (e.g. tablet 
count) 

250 ml per infusion bag Acceptable 

“Rx only” displayed on the 
principal display 

yes Acceptable 

NDC number yes Acceptable 
Lot number and expiration 
date 

yes Acceptable 

Storage conditions. If 
applicable, include a space 
on the carton labeling for 
the user to write the new 
BUD. 

Store at room 
temperature [20° to 25°C 
(68° to 77°F)] 

Acceptable 

For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single patient- 
use) 

Single dose Acceptable 

Other package terms 
include pharmacy bulk 
package and imaging bulk 
package which require “Not 
for direct infusion” 
statement. 

Not applicable Acceptable 

If alcohol is present, must 
provide the amount of 

Not Acceptable Acceptable 
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