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According to Rebecca Dombrowski, 
the facilities reviewer, “these deficiencies were conveyed to the firm during the 4/18-
5/11/2016 inspection of this site and a resultant Warning Letter issued to the firm.  As a 
result, a recommendation to Withhold this site under this application is entered for B. 
Braun Medical Inc. under FEI 2021236. Resolution of the product specific and GMP 
compliance concerns at this site as presented during the 4/2016 inspection and the 5/2017 
Warning Letter should be documented and re-reviewed under any re-submission.”  Based 
on these concerns CMC recommends a Complete Response. 
 

B. Special Product Quality Labeling Recommendations (NDA only) -N/A 
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A.  Reviewer’s Signature  

 

 

 

 

                        ________________________________ 
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Reviewer’s Assessment:

The carton label contains what is required in the required order

List of Deficiencies:  None
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Primary Labeling Reviewer Name and Date: Christopher Hough, Ph.D. Aug. 8, 2017

Secondary Reviewer Name and Date (and Secondary Summary, as needed):
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2014v5 06/24/14

Product Quality Microbiology Review
15 May 2017

NDA: 204957

Drug Product Name
Proprietary:  N/A
Non-proprietary:  Acetaminophen Injection in the PAB container

Review Number:  #1

Dates of Submission(s) Covered by this Review
Submit Received Review Request Assigned to Reviewer

12/13/2016 12/13/2016 N/A 12/29/2016
5/3/2017* 5/3/2017 N/A 5/5/2017

*IR Response
Submission History (for 2nd Reviews or higher)

Submit Date(s) Microbiology Review # Review Date(s)
N/A - -

Applicant/Sponsor
Name:  B. Braun Medical, Inc.
Address: 901 Marcon Boulevard

 Allentown, PA 18109-9341
Representative: Cindy Katsempris, Director- Regulatory Affairs,
Telephone: 610-596-2710
Fax:  610-266-4962

Name of Reviewer:  Nutan Mytle, Ph.D.

Conclusion:  The submission is recommended for approval on the basis of 
sterility assurance.
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Product Quality Microbiology Data Sheet
A. 1. TYPE OF SUBMISSION: Original NDA

2. SUBMISSION PROVIDES FOR: Initial marketing of sterile drug 
product. 

3. MANUFACTURING SITE:  B. Braun Medical Inc., 2525 McGaw 
Avenue, Irvine CA-92614

4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 
STRENGTH/POTENCY:  Sterile solution, IV infusion, 500mg/50mL 
and 1000mg/100mL, filled in 100 mL and 150 mL PAB containers, single 

 container. 

5. METHOD(S) OF STERILIZATION: 

6. PHARMACOLOGICAL CATEGORY:  Used for -the management of 
mild to moderate pain, - the management of moderate to severe pain with 
adjunctive opioid analgesics, - the reduction of fever.

B. SUPPORTING/RELATED DOCUMENTS:  
None

C. REMARKS:  Electronic submission. An IR letter dated 4/10/2017 was conveyed 
to the applicant following the microbiology review. The applicant’s responses 
dated 5/3/2017 are included in relevant sections of this review.

Filename:  N204957MR01.doc
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B.  Final Risk Assessment - No microbiology deficiencies were 
identified.  The applicant demonstrates an adequate level of 
sterility assurance for the manufacturing process.  

IV. Administrative

A. Reviewer's Signature _____________________________

B. Endorsement Block

Microbiologist/Nutan Mytle, Ph.D.
Microbiology Secondary Reviewer//Neal  J. Sweeney, Ph.D.

.

C. CC Block
cc:  Field Copy 
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Acceptable

P.7 Container Closure System – 
See P.1.

P.8 Stability 
P.8.1 Stability Summary and Conclusion 

(3.2 P 8, stability-data-4.pdf)
Both BET and sterility stability studies are being conducted at following 
accelerated, intermediate and long term conditions:
Long term study: 25ºC± 2ºC /≤ 40% RH for 0, 12, 18 and 24 months
Intermediate study: 30ºC± 2ºC / ≤ 40% RH for 0, 6, 9 and 12 months
Accelerated study: 40ºC± 2ºC / ≤ 20% RH for 0, 3 and 6 months
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Proposed Expiry:  18 months 

Acceptable

P.8.2 Post-Approval Stability Protocol and Stability Commitment 
(3.2 P 8.2, post-approval stability commitment)

The product stability specification includes the following microbiological 
tests: 

Test Test Method Acceptance Criteria
Bacterial Endotoxins USP<85> NMT EU/mL
Sterility USP<71> Sterile

The testing schedule in the post-approval protocol is as follows: 

Long Term Storage: 25°C ± 2°C/≤ 40% RH 
Time (Months)

Stability Test 0 12 18 24 

Endotoxins √ √ √ √

Sterility √ √ √ √

Post Approval Stability Commitment
The applicant commits to placing the first three commercial lots of the 
subject drug product into their stability program. Thereafter, on an annual 
basis, one production lot will be added to the stability program.

Acceptable

P.8.3 Stability Data
Results of initial, 3 months and 6 months of accelerated data and initial 
data of long term study has been provided and the results comply with the 
specifications.

Test Accelerated 40±2°C/75±5% RH Long Term: 25±2°C/≤ 40% RH

Bacterial 
endotoxins

0M:  EU/mL
3M  EU/mL
6M: EU/mL

0M:  EU/mL
12M:  EU/mL

Sterility 0M: Sterile
3M: Sterile
6M: Sterile

0M: Sterile
12M: Sterile

 Acceptable

A APPENDICES- N/A
A.2 Adventitious Agents Safety Evaluation – 
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A.2.1 Materials of Biological Origin – 
A.2.2 Testing at Appropriate Stages of Production – N/A
A.2.3 Viral Testing of Unprocessed Bulk – N/A
A.2.4 Viral Clearance Studies – N/A

R REGIONAL INFORMATION
R.1 Executed Batch Record 

Executed batch records for lot #(s): 500 mg/50mL: STB J5H721, STB 
J5H722, STB J5H723, STB J5H724, S6C652, S6C653; 1000mg/100mL: 
STB J5H725, STB J5H726, STB J5H728; STB J5J677, S6C651, S6C683:     
The batch records confirm that validated  process was 
used for the manufacture of the exhibit batches. Product filled in PAB 
containers are 

Acceptable

R.2 Comparability Protocol – No CP was included in the application.

2. REVIEW OF COMMON TECHNICAL DOCUMENT-
QUALITY (CTD-Q)
MODULE 1

A. PACKAGE INSERT 
(1.14.1.3 Draft-text-package-insert-ld-551-1-y36-002-929.doc)
Storage temperature:  20°C to 25°C (68° to 77°F); Route of 
administration: IV; Single-  The product should be used immediately 
after opening. Do not freeze. Discard unused portion. Do not expose the 
product under light. Keep the products in the box until use.

Acceptable
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ATTACHMENT II: List of Deficiencies for Complete Response  
 

A. Drug Substance Deficiencies (N/A)  
 
 

B. Drug Product Deficiencies (N/A)   
 
 

C. Environmental Analysis Deficiencies (N/A)   
 
 

D. Labeling Deficiencies (N/A)   
 
 

E. Process Deficiencies (N/A)   
 
 

F. Facilities Deficiencies  
During a recent inspection of the B. Braun Medical Inc. (FEI 2021236) 
manufacturing facility, our field investigator observed objectionable conditions at 
the facility and conveyed that information to the representative of the facility at 
the close of the inspection. Satisfactory resolution of the observations is required 
before this NDA may be approved. 

 
G. Biopharmaceutics Deficiencies (N/A)   

 
 

H. Microbiology Deficiencies (N/A)   
 
 
 
 
 

OVERALL ASSESSMENT AND SIGNATURES:  
 

Application Technical Lead Name and Date: 
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4 additional stability batches, respectively; these additional stability data were not 

reviewed during the first review cycle. In the current resubmission package, the 

Applicant has provided updated stability report for their 4 additional stability batches with 

up to 24 months of stability data. The new stability data submitted since the first review 

cycle do not indicate any new stability trend that was not observed before during the first 

review cycle. The new stability data continue to support the originally proposed 18-

month shelf-life, which was deemed acceptable during the first review cycle. The stability 

data and the proposed analytical method also support the revised acceptance criteria for 

both 4-aminophenol and 4-nitrophenol from % w/w to % w/w. 

In the original submission, the applicant had provided primary leachability study results 

for the samples stored up to 6 months at accelerated and 12 months at long-term 

storage conditions. In the current submission the Applicant has provided their final 

leachability study report with up to 24 months of leachability data from the long-term 

storage condition. Additionally, the Applicant has also provided leachability data for the 

24-month stability time-point samples of their eight primary stability batches. Additionally, 

the Applicant has provided comparison of unknown leachables observed in the proposed 

drug product and US approved metronidazole injection (5mg/mL) in PAB® container. The 

new leachability data do not indicate any new trend with respect to known and unknown 

leachables. The Applicant has provided adequate data and justification to demonstrate 

that unknown leachables observed in their proposed drug products are the same, and at 

lower levels, as those observed in the US approved metronidazole injection in PAB 

container.  

From CMC drug product perspective, the application remains adequate.  
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