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IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 206473

2. DATES AND GOALS:

Letter Date: 
November 25, 2013

Submission Received Date: 
November 26, 2013

PDUFA Goal Date: 
September 26, 2014

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: None currently proposed
Established or Non-Proprietary 
Name (USAN):

Linezolid Injection

Dosage Form: Injection (intravenous solution)
Route of Administration Intravenous
Strength/Potency 2 mg/mL (600 mg/300 mL)

Rx/OTC Dispensed: Rx   

4. INDICATION:  

Linezolid Injection is indicated in the treatment of the following infections caused by 
susceptible strains of the designated microorganisms: Vancomycin-Resistant Enterococcus 
faecium infections; Nosocomial pneumonia; Complicated skin and skin structure infections, 
including diabetic foot infections, without concomitant osteomyelitis;  

 Community acquired pneumonia.

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

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

Hospira, Inc.
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7. SUBMISSION PROPERTIES:

Review Priority: Standard 

Submission Classification 
(Chemical Classification 
Code):

Type 5 (new formulation)

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 Submitted on December 20, 2013 

Pharmacology/Toxicology X TBD
Methods Validation X
Environmental Assessment X Categorical exclusion
CDRH N/A
Other N/A
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sterilized product containing no antimicrobial preservatives. Comment: The container closure 
system for the proposed linezolid drug product is described as  mL VisIV flexible container 
whereas the fill volume of the proposed product strength (2 mg/mL) is 300 mL. The applicant 
will be asked to explain that and provide a sample of the proposed drug product in the proposed 
container closure system.

Pharmaceutical Development section describes the product and process development using a
Quality by Design (QbD) elements. The quality target product profile (QTPP) and critical quality 
attributes (CQAs) have been identified and discussed. In addition, a risk assessment approach
used throughout the product development to identify potentially high risk formulation and 
process variables and to develop a control strategy has also been described.

Similarly to the innovator’s product, the proposed by Hospira Linezolid Injection, 2 mg/mL, will 
be packaged in the flexible bags and is intended to be labeled for storage at 25°C (77°F); 
excursions permitted to 15-30°C (59-86°C) [USP Controlled Room Temperature]. Table 1 in 
Section 3.2.P.2.4 (reproduced below) provides a comparison between the Hospira and RLD 
container closure systems:

The applicant states that all packaging components have been qualified for use based on the 
results of USP/Ph.Eur. biological, physicochemical, and other characterization tests, including 
extractables and leachables. Comment: Supportive qualification data for the proposed container 
closure system have been submitted in both Pharmaceutical Development and Stability sections. 
These data will need to be reviewed in detail and discussed with the pharm/tox reviewer. 

The specification proposed for the drug product in the current NDA has been reproduced in 
Attachment 4 (below). The drug product stability section includes data for three representative 
batches of Linezolid Injection, 2 mg/mL manufactured at the Rocky Mount, NC, facility of 
Hospira and placed on long term (25°C/40% RH, 30°C/35% RH, 30°C/75% RH) and accelerated 
(40°C/<25% RH and 40°C/75% RH) conditions. This includes 12-month and 6-moth of data 
under long-term and accelerated stability conditions, respectively. Hospira proposes 24-moth 
expiration dating for their linezolid drug product, stored at controlled room temperature (20 -
25°C; 68 – 77°F).

A request for inspection for all manufacturing facilities listed in the application for the drug 
substance and the drug product has been submitted to the EES. Comment: It should be noted that 
the proposed drug product manufacturing facility (Hospira, Rocky Mount, NC) is under OAI 
alert as of the date of this IQA.
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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 in DARRTS by all of the following who authored or 
reviewed this assessment:

See appended electronic signature page}

Dorota Matecka, Ph.D.
CMC Lead 
Division II
Office of New Drug Quality Assessment

{See appended electronic signature page}

Elsbeth Chikhale, Ph.D.
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}

Angelica Dorantes, Ph.D.
Biopharmaceutics Team Leader
Office of New Drug Quality Assessment

{See appended electronic signature page}

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