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Dear Jean,

Enclosed please find Vericel’ s responses to the Information Request below. We will plan to submit
this information to the BLA next week.

Please let me know if there are any questions.

Regards,
Margarita

Margarita Aguilera, M.Sc.

Senior Regulatory Consultant — Vericel Corporation
64 Sidney Street

Cambridge, MA 02139

maguilera@vcel.com;

Telephone: (617) 588-5661

Mobile: (224) 659-2129

Facsimile: (734) 239-7401

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 by e-mail or phone.

From: Gildner, Jean [mailto:Jean.Gildner@fda.hhs.gov]
Sent: Thursday, September 15, 2016 3:26 PM

To: Margarita Aguilera

Subject: BLA125603 Information Request

Dear Margarita,
Please find below an Information Request. Please acknowledge receipt of this email and a timeline
as to when you think you will be able to respond. Please submit all responses to the BLA file, to

include responses sent via email.

o Please provide the maximum number of patient biopsy/cells that may be processed per shift



and per day in the (b) (4)

¢ Please provide the maximum number of patient biopsy/cells that may be incubated in the
same equipment (incubator), and what precaution will be taken to prevent cross
contamination and mix-up. Please describe routine changeover procedure for the
incubators/centrifuges in the that will share between multiple patient cell.

e Regarding dynamic environments (viable particulate) monitoring program, your current EM
procedure lacks dynamic monitoring for viable particulate during manual manipulations.
Your June 2016 response states “Dynamic monitoring for MACI during final assembly include
viable air (active and passive), the surface of the BSC, and non-viable air particulates are
performed for. inthe and the!

”. The media fill protocol (GTR-753-05-01) identified and summarized
following manual manipulation in” areas:

Table 1 Summary of Process Manipulations

“Procedure MNumber of Manual Manipulations | Time to Completa
Carlilage Biopsy(D) (4) ( I ) ( ) j
Packaging and QC Sampling | ]

Since (B) (4)  production areas are newly renovated facility, we recommend to include
adequate dynamic monitoring (for example settling plate) for all procedures listed in the
above table specifically biopsy processing and all earlier steps where no dynamic monitoring
performed as per current EM procedures or provide justification of your current dynamic

monitoring frequencies in (B) (4) and BSC hoods.
« Regarding the container closure integrity for the| validation (GTR-623-
06-01) and seal integrity validation of the " dish with green cover (GTR-573-03-01) ,

Please describe the test sensitivity (smallest integrity breach that can be detected) that was
used during the container closure integrity test method validation. Please indicate locations
of study protocols in the BLA or provide copy these container closure studies ( GTR-623-06-01
and GTR-573-03-01).

e The BLA states that Facility surfaces are cleaned using a HEPA vacuum unit prior to
disinfection steps. Please describe frequencies for the HEPA filter integrity testing for the

vacuum unit.

If you have any questions please feel free to contact me.



Sincerely, Jean

ﬁﬂ/z T (K/?//(/m)/f MSHS, MT (ASCP), CQA (ASQ)
Regulatory Project Manager

FDA/CBER/OCTGT

10903 New Hampshire Avenue

Bldg. 71, RM. 5222

Silver Spring, MD 20993-0002

Phone: (240) 402-8296

Fax: (301) 595-1303

jean.gildner@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 by e-mail or phone.





