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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                          Public Health Service 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 

10903 New Hampshire Avenue  
Silver Spring, MD 20993 

 
 
Date:    July 25, 2016 
To:  Administrative File, STN 761042/0 
From:  Candace Gomez-Broughton, Ph.D., Reviewer CDER/OPQ/OPF/DMA/ Branch IV 
Endorsed:      Patricia Hughes, Ph.D. Acting Branch Chief CDER/OPQ/OPF/DMA/Branch IV  
Subject: Original Biologics License Application (BLA) 
US License:  2003 
Applicant: Sandoz, Inc.  
Facilities: Novartis Pharma Stein AG, Stein, Switzerland 
Product: GP2015 (etanercept) 
Dosage: solution for subcutaneous injection (50 mg/mL and 25 mg/mL) 
Indication: Treatment for rheumatoid, polyarticular juvenile, idiopathic, and psoriatic 

arthritis; ankylosing spondylitis, plaque psoriasis 
Due date:  August 30, 2016 
 
 
Recommendation:  The BLA, as amended, is recommended for approval from a 
microbiology product quality perspective with the following Post-Marketing Commitment: 
 
Repeat the microbial retention study using a more suitable surrogate solution. Attributes of the 
surrogate solution that are known to affect microbial retention (surface tension, viscosity, ionic 
strength, etc.) should model the drug product as closely as possible while preserving viability of 
the challenge organism. Alternatively, use of a reduced exposure time or modified process 
conditions (e.g., temperature) may be appropriate. Provide the summary data, the associated 
report, and justification for any modifications to the study. If any filtration parameters are 
changed as a result of the study, update the BLA file accordingly. The final report will be 
submitted as a CBE30 by September 30, 2017. 
 
 
INTRODUCTION 
Sandoz, Inc. has submitted Biologic License Application (BLA) 761042 in eCTD format for the 
approval of GP2015 (etanercept) as a biosimilar product to the reference biologic product 
Enbrel® (licensed under BLA 103795 by Amgen Inc.). The drug product is filled in either 
single-use pre-filled syringe or single-use pre-filled autoinjector. The drug substance is 
manufactured at Sandoz GmbH in Langkamfen, Austria (FEI: 3004828473). 
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applying pressure conditions lower than 700 mbar for under pressure conditions and higher than 
1,250 mbar for over pressure condition. The µm breach control is used to the test drug 
product placed on stability. 
 

SATISFACTORY 
 
P.2.6.2.1.2 Stability Program 
Potential growth promoting effects of GP2015 were evaluated. Sterile nutrient medium was 
filled into syringes and stored horizontally for 6 months, 1, 2, 3, 4 and 5 years at 25°C ± 2°C. 
Another group of syringes were stored at 5°C ± 3°C. 40 syringes were tested at each time point 
using the microbial ingress test described in the previous section however; syringes tested at the 
5 year time point was subjected to 650 mbar and 1500 mbar pressure conditions. The results are 
summarized in the table below. Large scale studies are discussed in Section P.3.5. 
 

 
 
Based on this growth promotion data,  

 
 
P.2.6.2.2 Dye Ingress Testing 
The dye ingress test for container closure integrity was used during process validation. Results 
are presented in Section 3.2.P.3.5. This method will be performed on drug product placed on 
stability (Section 3.2.P.8.2). 
 
P.2.6.3 Rabbit Pyrogen Test 
Three lots of drug product (VB50B1 (50 mg/1.0 mL), VB50B2 (50 mg/1.0 mL), and VB25B1 
(25 mg/0.5 mL)) were subjected to the rabbit pyrogen test on February 26, 2015. The test was 
completed according to 21CFR610.13 (b) and USP <151>. Results show that all three batches 
passed and are summarized in the following table. 
 

(b) (4)

(b) (4)
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P.8 Stability 
Storage conditions covered in the stability studies included long term storage at 5±3° C for up to 
42 months or at Condition A. Condition A includes an initial temperature excursion to 25 ± 2°C, 
then applied shaking stress, followed by storage at 5±3°C and another temperature excursion at 
25±2°C prior to analysis. 
 
Studies were also done using accelerated and stress storage conditions at 25±2°C/60±5% RH or 
at 40±2°C. Data was collected for 6 or 1.5 months, respectively. The stability studies completed 
at summarized in the following table. 
 

 
 
The proposed shelf-life for both DP strengths is 24 months. All results for sterility and endotoxin 
met the specifications. 

(b) (4)
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P.8.2 Post-Approval Stability Protocol and Stability Commitment 

GP2015_50 Combination Product 
The GP2015 50/mg/1.0 mL prefilled syringe preassembled into an autoinjector device to form a 
single integral unit which is not to be separated.  
 
The autoinjector consists of the following components: 

 
A diagram of the device is provided in the figure below (copied from Section 3.2.R Technical 
Summary  Device of the submission) 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Reviewer comment: The results from the transport validation studies have been reviewed by 
CDRH in its entirety. The results are adequate from a microbiology product quality perspective. 
 

SATISFACTORY 
 
CONCLUSION 
 
I. The drug product section of the BLA, as amended,  is recommended for approval from a 

sterility assurance and microbiology product quality perspective with the following Post-
Marketing Commitment: 
 
Repeat the microbial retention study using a more suitable surrogate solution. Attributes 
of the surrogate solution that are known to affect microbial retention (surface tension, 
viscosity, ionic strength, etc.) should model the drug product as closely as possible while 
preserving viability of the challenge organism. Alternatively, use of a reduced exposure 
time or modified process conditions (e.g., temperature) may be appropriate. Provide the 
summary data, the associated report, and justification for any modifications to the study. 
If any filtration parameters are changed as a result of the study, update the BLA file 
accordingly. The final report will be submitted as a CBE30 by September 30, 2017. 
 
  

II. CMC product specific information and data should be reviewed by the OBP reviewer. 
 

III. No additional inspectional follow-up items were identified. 
  
Information Requested During Review Cycle 
 
Information Request Sent 09 December 2015 
P.2 Pharmaceutical Development 

1. Provide study reports for bacterial retention studies and integrity test (bubble point and 
forward flow) validation studies for the sterilizing filters. 

2. Submit the Rabbit Pyrogen Test report to the BLA. 

3. This section states that filter integrity testing is  
using either the forward flow or bubble point test. What factors determine which test is 
used? 

P.3.3 Description of Manufacturing Process and Process Controls 
1. Indicate if the formulation buffer is monitored for bioburden and endotoxin prior to 

formulation. Indicate the established limits for the buffer solution and if the buffers are 
filtered prior to use. 

2. Confirm that bioburden samples are collected  
 sample points. 

(b) (4)

(b) (4)
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to complete the study. If necessary, the study may be completed as a Post-Marketing 
commitment. 

2. As part of the validation of the Rapid Sterility Test, a bioluminescent background test 
was completed and results from the test using GP2015 DP without spiking were 
provided. However, the results from the positive control, verifying that the 
bioluminescence reaction is not inhibited by the DP were not provided. Please provide 
results from the positive control (described in section 3.2.P.5.3.2.2.4.3 Verification That 
Bioluminescence Reaction Is Not Inhibited). 

3. Please provide the specific conditions under which the alternative sterility test method 
would be used and amend the BLA accordingly. Also, please confirm that the alternative 
test method will not be used in response to a sterility test failure 
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Reviewer comments: 
Bioburden and endotoxin IPC and release testing is conducted in the Kundl 
facility, approximately 17 Km from the DS manufacturing facility in 
Langkampfen (Refer to Section P.3.1, Table 2-4 of the BLA. Refer to 
Panorama for the compliance status of the manufacturing and testing 
facilities.  

S.2.2  Description of the Manufacturing Process and Process Controls  
S.2.2.1 Batches and Scale Definition 

S.2.2.2 

(b) (4)

19 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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Conclusion 
I. The Drug Substance section of the BLA is recommended for approval from a product quality 

microbiology perspective. 

II. Information and data not related to microbial control of the drug substance should be reviewed 
by an OBP reviewer. 

III. Refer to Panorama for GMP status of the relevant facilities.  

 

15 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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(b) (4)
































