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Product Quality Microbiology Assessment: Drug Product 
Drug Product Quality Microbiology Information Reviewed

Sequence number Date Description 

0050 27 June 2016 
Response to IR/Update  

0060 18 August 2016 Response to IR 

Module 3.2.

(b) (4)

(b) (4)

(b) (4)
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SATISFACTORY
Conclusion

I. The BLA, as amended, was reviewed from a product quality microbiology perspective and is 
recommended for approval. 

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

III. No inspection follow up items were identified.

Archived File: 761038.rev.mem.addendum.BLA.09-26-2016.doc 

NATALIA PRIPUZOVA 
(REVIEWER)
09/26/2016

COLLEEN THOMAS (QUALITY ASSESMENT LEAD) 
09/26/2016
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Appendix-A
Product Quality Review 

DBRR II / OBP /OPQ
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Appendix-B
Product Quality Microbiology Review 

DMA / PDF /OPQ



DEPARTMENT OF HEALTH AND HUMAN SERVICES                            Public Health Service                             
 

Food and Drug Administration 
Center for Drug Evaluation and Research 

WO Bldg 22 
10903 New Hampshire Ave. 

Silver Spring, MD 20993 
 

PRODUCT QUALITY MICROBIOLOGY REVIEW AND EVALUATION 

 
Date:    28 July 2016 
To:     Administrative File, BLA 761038 
From:     Monica Markovski, Ph.D., CDER/OPQ/OPF/DMA/BIV 
Through: Colleen Thomas, Ph.D., Acting Quality Assessment Lead, 

CDER/OPQ/OPF/DMA/BIV 

Subject:   New Biologics License Application    
Applicant:  Eli Lilly and Company   
US License:   1891 
Product:    Olaratumab (Compound LY3012207; Proposed name: Lartruvo)   
Indication:   Advanced soft tissue sarcoma 
Dosage Form:      Injection, Solution for Intravenous Infusion 
Facility:     (Drug substance manufacturing facility) 
   
  
   
 FEI:  
Receipt Date:       24 February 2016 
Action Date:  24 October 2016 
 
Recommendation:  The drug substance section of BLA 761038 is recommended for approval, 
as amended, from a product quality microbiology perspective. 

 
Review Summary 

 
Eli Lilly has submitted this Biologics License Application (BLA) for olaratumab to be used in 
combination with doxorubicin to treat advanced soft tissue sarcoma in patients who are not 
amenable to surgery or radiotherapy. The drug substance (DS) is manufactured at the  

 (FEI: ).  The drug product (DP) is manufactured 
in the Lilly Corporate Center located in Indianapolis, Indiana (FEI: 1819470).  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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  Reviewer comments:  The remainder of this section is deferred to OBP. 

  
Conclusion 
 

I. This BLA was reviewed from a product quality microbiology perspective, and it is 
recommended for approval as amended. 
 

II. A pre-license inspection was conducted at , on  – 
. A Form FDA 483 was not issued at the end of the inspection.  

a. No additional inspection follow-up items were identified. 
 

III. Information and data related to areas outside of microbial control of the drug substance is 
not reviewed here and noted in the review. 
 

  

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

(b) (4)

(b) (4) (b) (4)

(b) (4)
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Monica Markovski, Ph.D., Primary Reviewer, CDER/OPQ/OPF/DMA/BIV 
July 28, 2016 
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Colleen Thomas, Ph.D., Acting Quality Assessment Lead, CDER/OPQ/OPF/DMA/BIV 

July 28, 2016 
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BB, and -CC binding and receptor activation. Olaratumab Injection, Solution for Intravenous 
Infusion, 10 mg/mL, is a sterile solution, intended for single use, presented as 500 mg in 50 mL 
vial. The drug product (DP) is diluted with 0.9% Sodium Chloride Injection (normal saline) prior 
to administration by intravenous infusion. The drug substance (DS) is manufactured at the 

. The DP is manufactured and QC tested 
at the Lilly Corporate, Indianapolis, IN, USA.  

Product Quality Microbiology Assessment: Drug Product 

Drug Product Quality Microbiology Information Reviewed 

Sequence number Date Description 
0003 27 January 2016 Original BLA 
0007 24 February 2016 Original BLA 
0023 9 May 2016 Response to IR 
0048 15 June 2016 Response to IR 
0052 28 June 2016 Response to IR 

Drug Product Review 

Module 3.2 
P.1 Description and Composition of the Drug Product 

The unit formula for Olaratumab DP is provided in Table 3.2.P.1-1, copied below from the 
submission. 

(b) (4)
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Conclusion
 
I. The Drug Product section of the BLA as amended was reviewed from a product quality 

microbiology perspective and is recommended for approval. 
 
II. Product quality aspects other than microbiology should be reviewed by OBP. 
 
III.  No inspection follow-up items were identified. 
  

DP Quality Microbiology Information Requests Sent 

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

(b) (4)
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Appendix-C
Manufacturing Facility Review 

DIA/OPF/OPQ











BLA 761038: Olaratumab DS and DP Manufacture

18

CONCLUSION

Adequate descriptions of the facilities, equipment, environmental controls, cleaning and 
contamination control strategy were provided for . (FEI )
and Eli Lilly (FEI 1819470) proposed for Olaratumab DS and DP manufacture. All proposed 
manufacturing and testing sites for BLA 761038/0 are recommended for approval from a 
facilities assessment standpoint.

_______________________________
Ruth Moore Ph.D.
Chemist/ Quality Assessment Lead (Ag.)
OPF Division of Inspectional Assessment
Branch 1

_______________________________
Zhihao Peter Qiu, Ph.D.
Branch Chief
OPF Division of Inspectional Assessment
Branch 1

(b) (4) (b) (4)









 

     

    

 
 

 
 

  
 

 

           

  
  

   

         

    
 

          

     

   
     

          

 

    
 

                

 
 

 
 

 
 

 

      
         

        
         

 

















OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
 Appendices

o Facilities and Equipment
o Adventitious Agents Safety 

Evaluation
o Novel Excipients

 Regional Information
o Executed Batch Records
o Method Validation Package
o Comparability Protocols

Y

FACILITY INFORMATION
3. Are drug substance manufacturing sites, drug 

product manufacturing sites, and additional 
manufacturing, packaging and control/testing 
laboratory sites identified on FDA Form 356h or 
associated continuation sheet?  For a naturally-
derived API only, are the facilities responsible for 
critical intermediate or crude API manufacturing, or 
performing upstream steps, specified in the 
application?  If not, has a justification been 
provided for this omission? For each site, does the 
application list:
 Name of facility,
 Full address of facility including street, city, 

state, country 
 FEI number for facility (if previously registered 

with FDA)
 Full name and title, telephone, fax number and 

email for on-site contact person. 
 Is the manufacturing responsibility and 

function identified for each facility, and
   DMF number (if applicable)

Y

Y

Y

Y

Y

4. Is a statement provided that all facilities are ready 
for GMP inspection at the time of submission?
For BLA: 
 Is a manufacturing schedule provided?
 Is the schedule feasible to conduct an 

inspection within the review cycle?




DRUG SUBSTANCE INFORMATION
5. For DMF review, are DMF # identified and 

authorization letter(s), included US Agent Letter of 
Authorization provided?

6. Is the Drug Substance section [3.2.S] organized 
adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?

 general information
 manufacture 

o Includes production data on drug substance 

Reference ID: 3912480



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
manufactured in the facility intended to be 
licensed (including pilot facilities) using 
the final production process(es)

o Includes descriptions of changes in the 
manufacturing process from material used 
in clinical to commercial production lots – 
BLA only

o Includes complete description of product 
lots and their uses during development – 
BLA only

 characterization of drug substance
 control of drug substance

o Includes data to demonstrate comparability 
of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots) – BLA only

 reference standards or materials
 container closure system
 stability

o Includes data establishing stability of the 
product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 
product assessment

DRUG PRODUCT INFORMATION
7. Is the Drug Product section [3.2.P] organized 

adequately and legible? Is there sufficient 
information in the following sections to conduct a 
review?
 Description and Composition of the Drug 

Product 
 Pharmaceutical Development 

o Includes descriptions of changes in the 
manufacturing process from material used 
in clinical to commercial production lots

o Includes complete description of product 
lots and their uses during development

 Manufacture 
o If sterile, are sterilization validation studies 

submitted? For aseptic processes, are 
bacterial challenge studies submitted to 
support the proposed filter?

 Control of Excipients 
 Control of Drug Product 

o Includes production data on drug product 
manufactured in the facility intended to be 

Reference ID: 3912480



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
licensed (including pilot facilities) using 
the final production process(es)

o Includes data to demonstrate process 
consistency (i.e. data on process validation 
lots)

o Includes data to demonstrate comparability 
of product to be marketed to that used in 
the clinical trials (when significant changes 
in manufacturing processes or facilities 
have occurred)

o Analytical validation package for release 
test procedures, including dissolution

 Reference Standards or Materials 
 Container Closure System 

o Include data outlined in container closure 
guidance document

 Stability 
o Includes data establishing stability of the 

product through the proposed dating period 
and a stability protocol describing the test 
methods used and time intervals for 
product assessment

 APPENDICES 
 REGIONAL INFORMATION 

BIOPHARMACEUTICS
8. If the Biopharmaceutics team is responsible for 

reviewing the in vivo BA or BE studies:  
Does the application contain the complete BA/BE 

data?   
Are the PK files in the correct format?
 Is an inspection request needed for the BE 

study(ies) and complete clinical site information 
provided?

9. Are there adequate in vitro and/or in vivo data 
supporting the bridging of formulations throughout 
the drug product’s development and/or 
manufacturing changes to the clinical product? 
(Note whether the to-be-marketed product is the 
same product used in the pivotal clinical studies)

10. Does the application include a biowaiver request?  
If yes, are supportive data provided as per the type 
of waiver requested under the CFR to support the 
requested waiver?  Note the CFR section cited.

11. For a modified release dosage form, does the 
application include information/data on the in-vitro 
alcohol dose-dumping potential?

12. For an extended release dosage form, is there 
enough information to assess the extended release 
designation claim as per the CFR?

Reference ID: 3912480



OFFICE OF PHARMACEUTICAL QUALITY 
FILING REVIEW 

C. FILING CONSIDERATIONS
13. Is there a claim or request for BCS I designation?  If 

yes, is there sufficient permeability, solubility, 
stability, and dissolution data?  

REGIONAL INFORMATION AND APPENDICES
14. Are any study reports or published articles in a 

foreign language?  If yes, has the translated version 
been included in the submission for review?

15. Are Executed Batch Records for drug substance (if 
applicable) and drug product available?  

16. Are the following information available in the 
Appendices for Biotech Products [3.2.A]?
 facilities and equipment

o manufacturing flow; adjacent areas
o other products in facility
o equipment dedication, preparation, 

sterilization and storage
o procedures and design features to prevent 

contamination and cross-contamination
 adventitious agents safety evaluation (viral and 

non-viral) e.g.:
o avoidance and control procedures
o cell line qualification 
o other materials of biological origin
o viral testing of unprocessed bulk
o viral clearance studies
o testing at appropriate stages of production

 novel excipients
17. Are the following information available for Biotech 

Products:
 Compliance to 21 CFR 610.9: If not using a 

test method or process specified by regulation, 
data are provided to show the alternate is 
equivalent to that specified by regulation.  For 
example:

o LAL instead of rabbit pyrogen
o Mycoplasma

Compliance to 21 CFR 601.2(a):  Identification by 
lot number and submission upon request, of 
sample(s) representative of the product to be 
marketed with summaries of test results for those 
samples

x

Reference ID: 3912480

(b) (4)



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

CHIKAKO TORIGOE
04/05/2016

RASHMI RAWAT
04/05/2016

Reference ID: 3912480




