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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                           

 

 

Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Compliance 

Office of Manufacturing and Product Quality 

Biotech Manufacturing and Assessment Branch 
 
 

PRODUCT QUALITY MICROBIOLOGY REVIEW AND 

EVALUATION 

 
REVIEWER: Colleen Thomas, Ph.D. 

TEAM LEADER: Patricia Hughes, Ph.D. 

 

BLA:       125469/0      

Applicant:      Eli Lilly and Company 

US License Number:   1891 

Submission Reviewed:  Original BLA 

Product:      Dulaglutide (Trulicity)   

Indication:      Improved glycemic control of type 2 diabetes mellitus 

Dosage Form: The drug product is a clear, colorless, sterile solution for 

subcutaneous injection supplied in 0.75 mg/0.5 ml and 1.5 

mg/0.5 ml dosage strengths. The drug product is supplied in 

a single-use prefilled syringe or in a single-use pen injector. 

Manufacturing Sites:   Eli Lilly, Indianapolis, IN (FEI: 1819470) 

 

FDA Receipt Date:   18 September 2013 

Action Date:     18 September 2014 
 

 

Conclusion and Approvability Recommendation 
 

The drug product portion of the BLA was reviewed from a product quality microbiology 

perspective and is recommended for approval. The sponsor has agreed to fulfill the 

following PMC:  

 Explore alternative test methods and to develop a more suitable endotoxin release 

test for dulaglutide drug substance and drug product.  
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POST-MARKETING COMMITMENT 

 

  

 

 

Drug Product Quality Microbiology PMCs for BLA 125469 

 
The sponsor has agreed to the following PMCs: 

 

1. Provide data from one additional  batch to support the  hour hold time 

limit . The data will be provided in the first annual report.  

 

2. Provide summary data from performance qualification shipping studies for shipment 

of the SFS and PFS from to Eli Lilly in the summer and winter. The data will 

be provided in the first annual report. 

 

3. Explore alternative test methods and to develop a more suitable endotoxin release test 

for dulaglutide drug substance and drug product. The PMC study protocol will be 

provided by March 2015. The PMC final study report will be submitted by December 

2016.  
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Additional Information 

 

Environmental Assessment 
 

The sponsor claims a categorical exclusion for this application pursuant to 21 CFR 25.25 

(d) based on the exclusion allowed by 21 CFR 25.31 (c). The sponsor indicates that the 

actions associated with this submission do not significantly alter the concentration or 

distribution of the substance, its metabolites, or degradation products in the environment.  

  

CGMP Status 
 

Please refer to the TB-EER response in DARRTS. 

 

Conclusion 
 

I. The drug product portion of the BLA was reviewed from a product quality 

microbiology perspective and is recommended for approval. There are three 

PMCs. 

II. Product quality aspects other than microbiology should be reviewed by OBP and 

CDRH. 

III. A pre-license inspection of the Eli Lilly site was conducted from 21-25 July 2014.  

  

 

Reference ID: 3624946

1 Page(s) has been Withheld in Full as B4 (CCI/TS) immediately following 
this page



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

COLLEEN THOMAS
09/10/2014

PATRICIA F HUGHES TROOST
09/10/2014

Reference ID: 3624946



DEPARTMENT OF HEALTH AND HUMAN SERVICES                                          Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

WO Bldg 51
10903 New Hampshire Ave.

Silver Spring, MD 20993

Date:  9/5/2014
To: Administrative File, STN 125469/0
From: Bo Chi, Ph.D., CDER/OC/OMPQ/DGMPA/BMAB
Endorsement: Patricia Hughes, Ph.D., Team Leader, CDER/OC/OMPQ/DGMPA/BMAB
Subject: Addendum to review memo for New Biologic License Applications (BLA) 

STN125469/0 dated 5/12/2014
Applicant: Eli Lilly and Company
US License: 1891
Facility: Eli Lilly S.A. – Irish Branch

Kinsale, County Cork, Ireland
FEI: 3002806888

Product: dulaglutide (Trulicity)
Dosage: 0.75 mg/0.5 mg and 1.5 mg/0.5 mL, solution for subcutaneous injection in a 

prefilled syringe or an auto-injector
Indication: Adjunct to diet and exercise to improve glycemic control in adults with type 2 

diabetes mellitus
PDUFA date: September 18, 2014

Recommendation:  The drug substance section of this BLA, as amended, is recommended for 
approval from product quality microbiology perspective with the following post-market 
commitment: 

Explore alternative test methods and develop a more suitable endotoxin release test for 
dulaglutide drug substance and drug product.  

Review Summary 

This review amends the drug substance microbiology product quality review memo for Eli 
Lilly’s BLA STN125469/0 dated 5/12/2014 with new information and data submitted by the 
applicant [amendments dated 5/30/2014 (sequence 25), 6/18/2014 (Sequence 30), 6/27/2014 
(Sequence 32), 8/5/2014 (Sequence 34), and 8/25/2014 (Sequence 35)] pertaining to:

 Endotoxin hold-time study data for the  drug substance
 Additional bioburden and endotoxin qualification data for the  

 intermediate samples
 Change management protocol (provided in 3.2.R)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                           

 

 

Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Compliance 

Office of Manufacturing and Product Quality 

Biotech Manufacturing and Assessment Branch 
 
 

PRODUCT QUALITY MICROBIOLOGY REVIEW AND EVALUATION 

 
REVIEWER: Colleen Thomas, Ph.D. 

TEAM LEADER: Patricia Hughes, Ph.D. 

 

BLA:       125469/0      

Applicant:      Eli Lilly and Company 

US License Number:   1891 

Submission Reviewed:  Original BLA 

Product:      Dulaglutide (Trulicity)   

Indication:      Improved glycemic control of type 2 diabetes mellitus 

Dosage Form: The drug product is a clear, colorless, sterile solution for 

subcutaneous injection supplied in 0.75 mg/0.5 ml and 1.5 mg/0.5 

ml dosage strengths. The drug product is supplied in a single-use 

prefilled syringe or in a single-use pen injector. 

Manufacturing Sites:   Eli Lilly, Indianapolis, IN (FEI: 1819470) 

 

FDA Receipt Date:   18 September 2013 

Action Date:     18 September 2014 
 

 

Conclusion and Approvability Recommendation 
 

The product quality microbiology review of this BLA is not yet complete because data from the 

 comparison study has not yet been submitted. The data will be 

submitted by 29 August 2014. If the  is able to detect endotoxin in the drug 

product, then the  will be required for drug product release testing until an 
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Drug Product Quality Microbiology PMCs 

 
Reviewer’s comment: The sponsor has already agreed to perform the first two PMC studies. 

Notification of the third PMC study was sent to the sponsor in an information request.  

 

1. Provide data from one additional  batch to support the hour hold time limit  

 Provide this data in the first annual report. 

 

2. Provide summary data from performance qualification shipping studies for shipment of the 

SFS and PFS from  to Eli Lilly in the summer and winter. Provide this data in the first 

annual report. 

 

3. Conduct post-marketing studies to understand the mechanism of low endotoxin recovery in 

the formulated  drug substance and drug product. Based on the results of these studies, 

modify the endotoxin release test and/or determine the suitability of alternative endotoxin test 

methods.  
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Additional Information 

 

Environmental Assessment 
 

The sponsor claims a categorical exclusion for this application pursuant to 21 CFR 25.25 (d) 

based on the exclusion allowed by 21 CFR 25.31 (c). The sponsor indicates that the actions 

associated with this submission do not significantly alter the concentration or distribution of the 

substance, its metabolites, or degradation products in the environment.  

  

CGMP Status 
 

Please refer to the TB-EER response in DARRTS. 

 

Conclusion 
 

II. The product quality microbiology review of this BLA is not yet complete because data from 

the  comparison study has not yet been submitted. The data will 

be submitted by 29 August 2014. If the  is able to detect endotoxin in the 

drug product, then the  will be required for drug product release testing 

until an alternative method is developed. In addition to the PMCs the sponsor has already 

agreed to fulfill, there is a PMC for endotoxin testing of the drug product. If the sponsor 

agrees to the endotoxin release test strategy proposed by the Agency and agrees to fulfill the 

endotoxin testing PMC, the drug product portion of the BLA will be recommended for 

approval from a microbial control perspective. This information will be reviewed in an 

addendum to the review memo. 

 

III. Product quality aspects other than microbiology should be reviewed by OBP and CDRH. 

 

IV.  A pre-license inspection of the Eli Lilly site was conducted from 21-25 July 2014.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES                                          Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

WO Bldg 51
10903 New Hampshire Ave.

Silver Spring, MD 20993

Date:  5/12/2014
To: Administrative File, STN 125469/0
From: Bo Chi, Ph.D., CDER/OC/OMPQ/DGMPA/BMAB
Endorsement: Patricia Hughes, Ph.D., Team Leader, CDER/OC/OMPQ/DGMPA/BMAB
Subject: New Biologic License Applications (BLA)
Applicant: Eli Lilly and Company
US License: 1891
Facility: Eli Lilly S.A. – Irish Branch

Kinsale, County Cork, Ireland
FEI: 3002806888

Product: dulaglutide
Dosage: 0.75 mg/0.5 mg and 1.5 mg/0.5 mL, solution for subcutaneous injection in a 

prefilled syringe or an auto-injector
Indication: Adjunct to diet and exercise to improve glycemic control in adults with type 2 

diabetes mellitus
PDUFA date: September 18, 2014

Recommendation:  The approval of the drug substance part of this BLA is pending until the 
following information and data have been submitted and reviewed:

 Endotoxin hold-time study data for the  drug substance
 Additional bioburden and endotoxin qualification data for  

 intermediate samples

Review Summary 

Eli Lilly has submitted this Biologics License Application (BLA) for dulaglutide to improve 
glycemic control in adults with type 2 diabetes mellitus.  The drug substance (DS) is 
manufactured at the Eli Lilly S.A. facility at Kinsale, Ireland.  The drug product (DP) is 
manufactured at Eli Lilly and Company in Indianapolis, IN and  

  The application contains CMC 
information in an eCTD format.  

This review contains the assessments of the manufacturing process of dulaglutide drug substance 
from microbiology perspective.  
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