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IQA and Filing Review Cover Sheet 

1. NEW DRUG APPLICATION NUMBER:  207131

2. DATES AND GOALS: 
Letter Date:  
October 16, 2014 

Submission Received Date:  
October 16, 2014 

PDUFA Goal Date: 
August 16, 2015

3. PRODUCT PROPERTIES:
Trade or Proprietary Name:  None
Established or Non-Proprietary 
Name (USAN): Cefazolin Injection, USP (in Galaxy Container)

Dosage Form: Injection 
Route of Administration Intravenous 
Strength/Potency 2 g/100 mL 
Rx/OTC Dispensed: Rx

4. INDICATION:

 

5. DRUG SUBSTANCE STRUCTURAL FORMULA: 

C14H14N8O4S3    MW = 454.51 

6. NAME OF APPLICANT (as indicated on Form 356h):  

Celerity Pharmaceuticals, LLC 

(b) (4)
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7. SUBMISSION PROPERTIES: 

Review Priority: Standard   
Submission Classification 
(Chemical Classification 
Code):

Type 5 

Application Type: 505(b)(2) 

Breakthrough Therapy No 
Responsible Organization 
(Clinical Division): DAIP 

8. CONSULTS:
CONSULT YES NO COMMENTS: (list date of request if already sent) 

Biometrics  X  
Clinical Pharmacology   TBD 
Establishment Evaluation 
Request (EER) X   

Pharmacology/Toxicology   TBD 
Methods Validation  X  
Environmental Assessment  X   
CDRH  X  
Other   N/A 
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Biopharmaceutics Assessment

The proposed drug product, Cefazolin Injection, USP is a frozen, premixed, iso-osmotic, sterile, 
non-pyrogenic solution packaged in Baxter Healthcare Corporation’s GALAXY container 
system (2 g as cefazolin/100 mL). Dextrose, USP is added to adjust the osmolality. The pH is 
adjusted with sodium bicarbonate  with a resultant pH range of 4.5 – 
7.0.

Cefazolin Injection, USP is a cephalosporin antibacterial indicated for . 
The reference drug product for Cefazolin Injection, USP is the 2 g presentation of Cefazolin 
Sodium USP and Dextrose USP (NDA 50779, approved July 27, 2000),  

 

The Applicant requests a biowaiver for Cefazolin Injection, USP (2 g/100 mL) per 21 CFR § 
320.22 (b)(1), based on the following: 

The proposed rug product is an iso-osmotic, sterile solution intended solely for 
intravenous administration that has the same active ingredient in the same strength as the 
reference product. 
The dosage form, route of administration and dosing regimen for the proposed drug are 
the same as the reference product. 

During the May 20, 2014 Type B pre-NDA meeting, the following Applicant question and 
Agency response were discussed regarding the biowaiver request: 

Applicant Question: 
In accordance with 21 CFR § 320.22(a), Celerity intends to request a waiver of the requirement 
to submit in vivo bioavailability/bioequivalence data for the proposed 2 g/100 mL Cefazolin 
Injection, USP drug product. This request is based on 21 CFR § 320.22(b), which states that for 
certain drug products, the in vivo bioavailability or bioequivalence of the drug product may be 
self-evident provided: 

(1) The drug product: 
(i) Is a parenteral solution intended solely for administration by injection, or an ophthalmic 
or otic solution; and 
(ii)  Contains the same active and inactive ingredients in the same concentration as a drug 
product that is the subject of an approved full new drug application. 

The proposed drug product’s self-evident in vivo bioavailability/bioequivalence is based on the 
fact that the product is an iso-osmotic, sterile solution intended solely for intravenous 
administration that has the same active ingredient in the same strength as the reference listed 
drug that is the subject of an approved NDA. Further, the dosage form, route of administration 
and dosing regimen for the proposed drug are the same as the RLD. The difference in product 
concentration (2 g/100 mL vs. 2 g/50 mL in RLD) and excipients (dextrose concentration of 4% 
vs. 3% in RLD and presence of sodium bicarbonate in the proposed product) are not expected to 
lead to clinical differences. Does the Agency concur with this position? 

(b) (4)

(b) (4)

(b) (4)
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Agency Response: 
Provided that there is agreement on the active ingredient discussed in question 1,1 your 
approach appears reasonable. In your NDA, submit a Biowaiver request along with a 
justification and all supportive information, such as a side-by-side comparison table between 
your proposed product and the listed drug, including components and composition, indication, 
stability, instructions for dilution, etc. Also provide pH and osmolality comparisons between the 
proposed drug product and the diluted listed drug. Justify any difference (e.g. delivered volume, 
infusion rate, amount of dextrose, etc.) between the listed drug and the proposed drug with 
respect to clinical safety and efficacy. The approvability of the Biowaiver request is a review 
issue under the NDA. 

Applicant Clarification Request:  
For the osmolality comparison between the Celerity and RLD products, we propose to provide 
RLD data after initial dissolution and one day of storage at 25°C. Does the Agency agree this is 
an acceptable approach? 

Meeting Discussion:
The Division confirmed that this approach was acceptable and asked Celerity to submit the data 
to the application. 

The Applicant provided the following comparative table for the proposed and reference drug 
products:

1 (b) (4)
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Parameter Yes No Comment 

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) 

X

8.

Are drug product 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) 

X
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This document will be sequentially signed by all of the following who authored or reviewed this 
assessment: 
{electronic signature }
Dorota Matecka, Ph.D. 
CMC-Lead
Division II 
Office of New Drug Quality Assessment 

{ electronic signature}
Kelly M. Kitchens, Ph.D. 
Biopharmaceutics Reviewer 
Office of New Drug Quality Assessment 

{electronic signature}
Tapash Ghosh, Ph.D. 
Biopharmaceutics Team Leader or Designee 
Office of New Drug Quality Assessment 

{ electronic signature}
Rapti Madurawe, Ph.D. 
Branch Chief
Division II 
Office of New Drug Quality Assessment 

Dorota M. 
Matecka -S

Digitally signed by Dorota M. Matecka -S 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=1300123291, 
cn=Dorota M. Matecka -S 
Date: 2014.12.16 13:42:20 -05'00'

Kelly M. 
Kitchens -S

Digitally signed by Kelly M. Kitchens -S 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=2000336574, 
cn=Kelly M. Kitchens -S 
Date: 2014.12.16 13:54:54 -05'00'

Tapash K. 
Ghosh -S

Digitally signed by Tapash K. 
Ghosh -S 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=1300
148262, cn=Tapash K. Ghosh -S 
Date: 2014.12.16 21:16:34 -05'00'

Rapti D. 
Madurawe -A

Digitally signed by Rapti D. Madurawe -
A 
DN: c=US, o=U.S. Government, ou=HHS, 
ou=FDA, ou=People, 
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1, cn=Rapti D. Madurawe -A 
Date: 2014.12.17 13:39:22 -05'00'




