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(File Attachment comment) 

(File Attachment comment) 

Thanks, Nevitt. I acknowledge receipt.  

Regards,  

Paul  

 

 

Paul J. Gil, Ph.D.  

 

Regulatory CMC Lead  

 

paul.gil@sparktx.com  

 

3737 Market Street, Suite 1100  

Philadelphia, PA 19104  

W (215) 220-9328  

M (925) 783-3374  

 

 

From: Morris, Nevitt [mailto:Nevitt.Morris@fda.hhs.gov]  

Sent: Friday, November 3, 2017 10:05 AM  

To: Jim Wang <jim.wang@sparktx.com>  

Cc: Paul Gil <Paul.gil@sparktx.com>; Morris, Nevitt 

<Nevitt.Morris@fda.hhs.gov>  

Subject: BLA 125610 Information Request CMC/November 3, 2017  

Importance: High  

 

BLA 125610 CMC Information Request. Please respond to this Information 

Request  

by Friday, November 10, 2017.  

 

Regarding your lot release specifications for Drug Substance and Drug 

Product:  

 

1.  

The acceptance criteria for  should be set to  

.  

This takes into consideration the  

  

that was determined to be , and also that the  

 of  

 Spark lots, the Spark PPQ lot and the CHOP clinical lot  

(assessed  

during comparability) lie well within this limit . Please 

note that  
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 is a CQA. The  should be 

tightened  

for commercial manufacturing (from that set for IND studies, )  

based on the clinical/manufacturing experience to date.  

2.  

The lower limit of the acceptance criteria for  ratio should be 

set to   

 which is the  value determined for the  Spark lots. 

 is  

a CQA and the manufacturing (data from Spark) and the clinical experience  

(  value of the CHOP clinical lots) supports tightening this 

limit.  
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3.  

Please plan to retest and verify the  of the 

primary working  

standard; the reported value is unusually high ( ) and not 

consistent  

with the other measures of potency ( ) 

for that  

lot.  

Regarding your proposed “BLA ranges” for crude cell harvest hold time and 

  

cell lysate hold time:  

 

4.  

In your BLA submission section “3.2.S.2.5.3 IN-PROCESS HOLDS  

EVALUATION, Supporting Studies”, you proposed to extend the crude cell  

harvest hold time and  cell lysate hold time from the 

established “   

” to “ ” (as BLA ranges) based on 

published  

literature only. We don’t agree with the proposed “BLA ranges” as “  

  

” for the crude cell harvest hold time and  cell lysate 

hold time,  

till you provide study data to support the hold time extension using 

products  

manufactured by Spark.  

Thanks, and please acknowledge receipt of the email Information Request.  

 

Nevitt  

 

Nevitt Morris  

 

Nevitt  

Morris,  

RN,  

BSN,  

BS  

Consumer  

Safety  

Officer  

Office  

of  

Tissues  

and  

Advanced  

Therapies  

Center  

for  

Biologics  

Evaluation  

and  

Research  

(CBER)  
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U.S.  

Food  

and  

Drug  

Administration  

Building  

71,  

Room  

4207  

10903  

New  

Hampshire  

Avenue  

Silver  

Spring,  

MD 20993  

Phone: (240)  

402-8269  

Fax: (301)  

595-1303  

Nevitt.Morris@fda.hhs.gov  

 

 

 

THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 

ADDRESSED  

AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND 

PROTECTED  

FROM DISCLOSURE UNDER LAW. If you are not the addressee, or a person 

authorized to deliver  

the document to the addressee, you are hereby notified that any review, 

disclosure,  

dissemination, copying, or other action based on the content of this 

communication is not  

authorized. If you have received this document in error, please 

immediately notify the sender  

immediately by e-mail or phone.  

 

This e-mail transmission may contain confidential or legally privileged 

information that is  

 

  



intended only for the individual(s) or entity(ies) named in the e-mail 

address. If you are not the  

intended recipient or an agent responsible for delivering it to the 

intended recipient, you are  

hereby notified that any disclosure, copying, distribution, or reliance 

upon the contents of this  

e-mail is strictly prohibited. If you have received this e-mail 

transmission in error, please  

notify the sender immediately, and then please delete the message from 

your system.  

intended recipient or an agent responsible for delivering it to the 

intended recipient, you are  

hereby notified that any disclosure, copying, distribution, or reliance 

upon the contents of this  

e-mail is strictly prohibited. If you have received this e-mail 

transmission in error, please  

notify the sender immediately, and then please delete the message from 

your system.  

 



 




