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Product Quality Microbiology Data Sheet 

 
A. 1. TYPE OF SUBMISSION:  Resubmission, Original NDA 

 
2. SUBMISSION PROVIDES FOR: Levodopa-Carbidopa Intestinal Gel 

 
3. MANUFACTURING SITE:   
 
4. DOSAGE FORM, ROUTE OF ADMINISTRATION AND 

STRENGTH/POTENCY: Intestinal gel, Levodopa 20 mg/mL and 
Carbidopa 5 mg/mL in a cassette reservoir delivered through PEG-J tube. 

 
5. METHOD(S) OF STERILIZATION: Non-sterile drug product. 
 
6. PHARMACOLOGICAL CATEGORY: Long-term treatment of motor 

fluctuations in patients with advanced  Parkinson’s disease. 
 

B. SUPPORTING/RELATED DOCUMENTS: DMF    
 

C. REMARKS: This is an electronic resubmission of an Original NDA for a non-
sterile drug product LCIG - Levodopa-Carbidopa Intestinal Gel. Although Section 
3.2.P.2.4 provided adequate information regarding the container closure system 
[Enteral Medication Cassette Reservoir], the applicant referred to DMF  for 
specific information. However, there was no microbiological data to review. 
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(TYMC) as performed per USP <61>/Ph. Eur. 2.6.12. These also meet the 
acceptance criteria for Escherichia coli testing, performed per USP <62>/ 
Ph. Eur. 2.6.13. 
 

ADEQUATE

REVIEWER COMMENT – See comment, Review Section P.5.2. 
 

P.3.5 Process Validation and/or Evaluation  
In order to validate the manufacturing process, three process validation 
batches 10C14G10, 10C15G11 and 10C16G12 were manufactured and the 
results are summarized in Review Section P.5.2. 
 

ADEQUATE

REVIEWER COMMENT – The applicant meets the regulatory expectations for 
validating the  manufacturing process for the non-sterile drug product.

 
P.5 Control of Drug Product  
P.5.1 Specifications – Drug Product Specifications were provided in Table 13, 

Section 2.3.P.5.1.  Specification for product quality microbiology is 
discussed in the Review Section P.5.2 below.  

P.5.2 Analytical Procedures  
• Endotoxin – N/A   
• Sterility – N/A 
• Microbial Limits – The non-sterile drug product is intended for single 

use for continuous infusion into the jejunum. The single use ug 
product is stored at -20oC for 24 months and a maximum of weeks at 
refrigeration (5oC).  Once thawed, the product must be used within 
hours.  

  
Justification of Microbiological Quality Limits Specification for 
Levodopa-Carbidopa Intestinal Gel: 
The following microbiological quality limit tests and associated 
acceptance criteria were applied to the drug product specifications:  

 Total aerobic microbial count: USP <61> at NMT cfu/g 
 Absence of objectionable bacteria Escherichia coli: USP <62>,  

   Absent/g 
 Total combined yeasts and molds count: USP <61> at NMT cfu/g  

 
Microbiological Quality Limits testing was performed on process 
validation or primary stability lots and the results are summarized in Table 
3 (copied from Table 1, Section 3.2.P.5.6). No growth was observed for 
any of the monitored organisms at -20°C and at 5°C, nor at the supportive 
conditions of 25°C/60%RH or 30°C/75%RH at initial stability testing. 
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REVIEWER COMMENT – The applicant meets the regulatory expectations with 
regard to the design of the stability testing program to support the drug product’s 
microbiological quality throughout its shelf life.   

 
 

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

From microbiology product quality standpoint, there are no labeling issues 
with this non-sterile drug product. Labeling meetings have been scheduled 
for any labeling issues that may arrive from CDRH or DMEPA. 

 
ADEQUATE

REVIEWER COMMENT – The applicant has met regulatory expectations with 
regard to the information related to issues of product quality microbiology as was 
provided in the product labeling. 

 

3. LIST OF MICROBIOLOGY DEFICIENCIES AND 
COMMENTS: None. 
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