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Initial Quality Assessment 
Branch V 

Pre-Marketing Assessment Division III 
 
 
OND Division: 
NDA:
Applicant: 
Letter Date: 
Stamp Date: 
PDUFA Goal Date: 
GRMP Primary Rev Date 
Trade name: 
Established Name: 

Dosage Form: 
Route of Administration: 

Indication: 

Application format 

Regulatory Filing 
Related IND 
 
Assessed by: 

Division of Drug Oncology Products  
200795 
Hospira, Inc 
11 DEC 2009 
  
11 OCT 2010 (if standard review) 
11 AUG 2010 
Not proposed  
Gemcitabine Injection 
 
Injection, 200 mg/5.3 mL, 1 gm/26.3 mL and 2 gm/52.6 mL 
IV 
 
Gemcitabine Injection is indicated for the treatment of patients 
with: 
Advanced ovarian cancer, in combination with carboplatin, 
which has relapsed at least 6 months after completion of 
platinum-based therapy. 
Metastatic breast cancer, with paclitaxel is indicated, for the 
first-line treatment of patients after failure of prior 
anthracycline-containing adjuvant chemotherapy, unless 
anthracyclines were clinically contraindicated. 
Inoperable, locally advanced (Stage IIIA or IIIB), or metastatic 
(Stage IV) non-small cell lung cancer, in combination with 
cisplatin, for the first-line treatment. of patients with. 
Locally advanced (nonresectable Stage II or Stage III) or 
metastatic (Stage IV) adenocarcinoma of the pancreas as first-
line treatment Gemcitabine Injection is indicated for patients 
previously treated with 
5-FU. 
 
Electronic format as an CTD 
 
For 505 (b)(2) 
IND 106215, NDA 20509,  
 
Terrance Ocheltree, R.Ph., Ph.D. 

 
Yes No 

ONDQA Fileability:    x 
Comments for 74-Day Letter:   x 

(b) (4)
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Strength Container/Closure Conditions Sample Times Batches 
25°C/60% 
RH 

0, 1, 2, 3 and 6 
months 

200 mg/5.3 
mL 

5 ± 3°C 0, 3, 6, 9, 12, 18 
and 24 months 

U012750RA 
U022750RA 

25°C/60% 
RH 

0, 1, 2, 3 and 6 
months 

1 gm/26.3 
mL 

5 ± 3°C 0, 3, 6, 9, 12, 18 
and 24 months 

U012751RA 
U022751RA 

25°C/60% 
RH 

0, 1, 2, 3 and 6 
months 

2 gm/52.6 
mL 

5 ± 3°C 0, 3, 6, 9, 12, 18 
and 24 months 

U012752RA 

 
Bracketing was applied on stability batches as per the design in the following Table. 

Presentation  200 mg/5.3 mL  1 gm/26.3 mL  2 gm/52.6 mL 

Number of batches  2  2  1 

 
Stability profiles for both Gemcitabine Injection concentrate and the infusion solution are provided 
in normal saline and 5% dextrose at room temperature over 24 hours. 
 
The applicant proposes  shelf-life for gemcitabine injection stored at 2°C to 8°C (36 to 46 
°F) based on 12 months stability data.  The level of  exceeded specifications when stored 
under 6 months accelerated and 12 months intermediate conditions.  Statistical analysis is not 
provided to support the proposed drug product expiration dating.  ,  
 
Drug Product Critical Issues 

• There appear to be new degradants in the drug product concentrate (finished dosage form) 
and infusion solution, relative to those specified in the RLD specification. 

• Proposed limits and justification for impurity  should be evaluated. 
• The DMFs for drug product container/closure systems need to be reviewed for adequacy. 
• The bracketing used for stability should be evaluated. 
• Determine if the 12 months stability of data is sufficient to support the proposed  

expiration and whether ICH Q1E can be applied for this extrapolation is a review issue. 
• The proposed labeling, which is submitted in PLR (physician’s labeling rule) format, needs 

to be evaluated for its relevant CMC sections. 
 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Fileability Template 
 Parameter Yes No Comment 
1 On its face, is the section organized adequately?   √   
2 Is the section indexed and paginated adequately?   √    
3 On its face, is the section legible?   √   
4 Are ALL of the facilities (including contract facilities and 

test laboratories) identified with full street addresses and 
CFNs? 

  √   

5 Is a statement provided that all facilities are ready for GMP 
inspection? 

  √   

6 Has an environmental assessment report or categorical 
exclusion been provided? 

  √   

7 Does the section contain controls for the drug substance?   √   
8 Does the section contain controls for the drug product?   √     
9 Has stability data and analysis been provided to support the 

requested expiration date? 
   √ Only 12 months DP 

stability provided  
10 Has all information requested during the IND phase, and at 

the pre-NDA meetings been included? 
  √    

11 Have draft container labels been provided?   √    
12 Has the draft package insert been provided?   √   
13 Has a section been provided on pharmaceutical 

development/ investigational formulations section? 
  √   

14 Is there a Methods Validation package?   √   
15 Is a separate microbiological section included?   √   
16 Have all consults been identified and initiated? 

                     (bolded items to be handled by ONDQA PM) 
   
  √ 
   

√ 
   
  
 

√ 
√ 

  
  

 
Microbiology
Pharm/Tox 
Biopharm 
Statistics (stability) 
OCP/CDRH/CBER 
LNC 
DMEPA/OSE 
EER 

 
Have all DMF References been identified? Yes (√ )   No (  ) 
 
DMF Number 
 

Holder Description LOA 
Included 

 

(b) (4)
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Comments and Recommendations  
The application is fileable.  Facilities are being entered into EES for inspection.  A team review is 
not recommended for this NDA, because the drug substance and drug product manufacturing 
processes are not complex. 
 
Comment for 74-days letter: 
None 
 
 
 
Terrance Ocheltree, R.Ph., Ph.D. January 24, 2009  
Pharmaceutical Assessment Lead (PAL)  Date 

Sarah Pope Miksinski, Ph.D.  January 24, 2009 
Branch Chief                    Date  
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NDA-200795 ORIG-1 HOSPIRA INC GEMCITABINE INJECTION
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