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Together, we can save a life



How do you begin? Step 1

The first thing to do:

call the FDA!

Call Early !



Why Call Early?

*Early involvement within
your own organization iIs
CRITICAL!

e Guidance on:
e validation/QC data
e product sample submission (if required)
e SOP and label submissions
e Key information:
e what information
e what data



How do you begin? Step 2

The second thing to do:
call the FDA!

Call Often!




How do you begin? Step 3

The third thing to do:
Listen!

Follow FDA's
directions!



What will be the result?

Appropriate content +
expected format =

FAST APPROVALS!!



Preparing the BLA Supplement

APHERESIS LICENSURE
SUBMISSION PURPOSE:

e To demonstrate to FDA that your
facility manufactures an apheresis
biologic product in a controlled
manner that consistently meets pre-
determined regquirements and
recommendations.



What should a BLA contain?

Apheresis BLA submissions
should contain:

e Cover Letter
e Form FDA 356h

e Chemistry/manufacturing/controls:
« SOPs and labeling
e Data

Submissions may also contain:
e Comparability Protocol information



Cover Letter

Cover letters should include:

e Name of products to be licensed

e Facility/location information:
e where collection/manufacturing is performed,
e where donor screening testing is performed
e where component QC testing is performed

e Table of contents of enclosures:
e Listing or summarization of supporting information



Sample Cover Letter

Jesse Goodman, MD, MPH, Director

Center for Biologics Evaluation and Research
Food and Drug Administration HFM-375
Division of Blood Applications

Attn: John Doe

1401 Rockville Pike

Rockville, MD 20852-1448

RE: STN: BL 101727--Changes Being Effected in 30 Days (CBE-30)/ 100 N. Main,
Anywhere, US, 22222 (CNF No. 8888888).

Dear Dr. Goodman:

This letter is a request to supplement American Red Cross’ (ARC) Biologics License Application to include the
manufacture of the following products using the COBE Trima™ Accel cell separator:
- AS-3 Red Blood Cells (ACDA anticoagulant) (by pheresis) (both single and double products)
- AS-3 Red Blood Cells Leukocytes Reduced (ACDA anticoagulant) (by pheresis) (both single and double
products)
- Platelets Pheresis Leukocytes Reduced (both single and double products)
- Fresh Frozen Plasma (by pheresis) collected every 28 days

Each of these products may either be collected as a standalone product or in combination with each other as
consistent with the Accel’'s Package Insert. Fresh Frozen Plasma will be collected no more frequently than once in
28 days. Plasma volumes from concurrently collected units are consistent with FDA recommendations.

These products are collected in the donor center of the ARC Region (main facility) located at 200 N. Main, Somewhere,
USA, 33333 (CNF No. 7777777). Testing of donor samples is performed by the NTL — Over There, (CFN
N0.3333333). Quality Control (QC) testing is also performed at the main facility of the Somewhere Region.

In accordance with advice from CBER staff Trima Accel 5.1 is being filed as a CBE-30 under approved Comparability
Protocol STN No. 101727/0000 approved on July 19, 2006.

(Page 1)



Sample Cover Letter

The following documents are enclosed as part of this supplement request:

Biologics License Application Form FDA 356h
Validation summary and Discrepancy Reports

Two months of QC data for single and double Platelets, Pheresis (September &
October 2006)

1% platelet QC (September & October 2006) and summaries (19.4.frm223,
19.4.frm221)

WB/RB Leukoreduction Summary for Monthly QC (19.4.frm220), and
Two months of Red Blood Cells, Pheresis QC Data (September & October 2006),

All Accel cell separators used at this facility were successfully validated in
accordance with the device operator’s manual (Initial Qualification, Operational
Qualification and Performance Qualification). Documentation of the validation and
phase one QC is available for review at the main facility of the Somewhere, USA
(CFN N0.193314).

Collection and manufacture of these products is performed in accordance with the
manufacturer’s instructions/package inserts for the Trima cell separator and one or
more of the Standard Operating Procedures listed below (you then list the SOPs
affecting the products collected).

(Page 2)



Sample Cover Letter

FDA

Document Date Submitted to Date of FDA
Number T E— FDA Rﬁf:f:"“ Approval
xxxx | Donor Registration and Reported in 2006 NA NA
Qualification, Version 1.1 Annual Report
(AR)
XXX Apheresis Component To be reported in MNA 01/06fyyyy
Collection, Version 1.1 2007 Annual
Report (AR)
XXX Finished Product Quality 08/11/yyyy 10120 oo pending
Control, Version 1.1
000K Operating the Sterile Tubing | Reported in 2003 NA NA

Welder, Version 1.1

Annual Report




Sample Cover Letter
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Sample Form FDA 356h - Page 1
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Sample Form FDA 356h - Page 2
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Supporting information —
enclosures, attachments

e Data:
e Two consecutive months of QC

e Dally log sheets & monthly
summary forms

e Platelets
*RBC
e | _eukoreduction




QC Data

Two Months of QC data:

e Pass or fail evaluation for each data point
e Platelets - pH, color, yield, and volume
e RBCs - hemoglobin and volume
e leukoreduced WBC counts
e [inked to QC WBNSs, or
e statistical sampling

e Monthly summaries of platelet, RBC and LR
data

e Number of samples tested/number of samples
passed

e Pass or fail decision with QA review



Collzction Site:

Sample Form - Platelet QC Log

(Proprietary — Not for Direct Copy)

Month/Y ear:

Product Type: Single 0 Double O  Triple O Equipment Type: Amicus 0 TRIMA DO SPECTRAO
pH Meter ID# Scale |D#: Hematology Analyzer |D#:
(;q|gr Weight Volmmne Platelet Platelet Performed |Reviewed Distri!nytion
Whole Blood Product :j'apﬁl-.lz} Stt;?wh[to [E] (L) tx%%g-'mu x 1,000 |= [I I'Ieﬂlﬁj l::"!?asﬁ Ini?igils In Eilgls Vegfled
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“mr e g

Comments:




Sample Form - Platelet QC Summary

(Proprietary — Not for Direct Copy)
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Equlpmsnt Types Trima 3 Epeatra O Amlous O
[G et o Cribarta
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COMmEnts:
Actions Taken: O Probl=m infated ispecfy & 1
Fertormied Byt Do Ryl Ewad Sy CE=




Collection Site:
Collection Date:

Sample Form - RBC QC Log

(Proprietary — Not for Direct Copy)

Scale ID #:

Hematology Analyzer ID #:

Performed at the Collection Site

Performed at the Lab

A Total
R2, Weighing %'9 Component
i AL, - (g) a Hab Total
Trima Whole M, P3, |Product Inlltlals Performed o _ (1] Hab [ﬂ., Volume |Component| Initials
Equipment Blood P4, | Code D By : Volume | 99 a) (315,386 ) e o
ID # Number ol or Date finitials (mL) el 1 (9 x 8) e foate
oNS | o oherer 1.06 (mL) UXO (=50g)
foate) sp. gr. 100
(mL/dL}
a0 pass O | pass O
1.06 FALO | FAILO
e pass O | pass O
1.06 FALO | FAILO
] PAss O | PAss O
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. PASS O | PAss O
1.06 FaLO | FaLO
a0 pass O | Pass O
1.06 FaLO | FaiL O
] PAsSS O | PAss O
1.06 FaLO | FaiLO
. PAss O | pass O
1.06 FALO | FALO
e pass O | pass O
1.06 FALO | FAILO
e PAss O | pass O
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1 pass O | pass O
1.06 FaLO | FaLO
Comments:
Reviewed By: Date:




Sample Form - RBC QC Summary

(Proprietary — Not for Direct Copy)
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Sample Form - Counting Log for
Leukoreduced Platelet Pheresis

(Proprietary — Not for Direct Copy)
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Sample Form - Leukoreduction Summary

(Proprietary — Not for Direct Copy)

pamuiacturing She:

Accepiance Criterla

Date Ramge or MonniYear

LaukoredscHon Sysbam Amlous pmatra [ Trima ]
Re=skius WEC cour < 5. mia’ < 5 090 =g
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Validation

Provide Validation Summary:

e Describe pass/fail criteria
e Summarize results
e Number of machines validated
e number procedures/number passed
e Discrepancies
e description of failures
e Investigation
e corrective actions taken (if any)

Based upon an evaluation of the validation, a decision
IS made to accept the device or to take corrective action
and repeat the validation process.



Validation Discrepancies

Investigation:

e Complete and thorough
e Resolution required!

Evaluate for impact:
e |s data point a failure or excluded from the
PQ?

e If failure, iIs PQ acceptable or must PQ be
repeated?



Validation Discrepancies

Discrepancies with no impact:

donors become uncomfortable and the collection
process must be stopped

the needle infiltrates and staff discontinues the
procedure

staff accidentally performs a function with the
machine that they should not have

staff completes collecting the product and then
realizes they failed to follow the procedure as written

the instrument beeps and the WBC count is failed
(this indicates the machine is working properly)

staff collect more products than is required for the

PQ



Sample Form - Discrepancy Resolution

(Proprietary — Not for Direct Copy)
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Fupesrinor Miofled by
rHEaDae

[Eection 1 compieted by InlaiTee:
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Additional Supporting Information

»Results of sterility testing

»Submission of product samples for
QC testing

»Comparability Protocol (CP)
- May reduce reporting category



Comparability Protocol (CP)

Can be used to reduce the reporting
category in cases of multiple facilities

e Include comparability protocol request in first
submission
e Include following information:
e Subsequent submissions will be identical
e SOPs standardized
e Labels standardized

e How organization maintains control of manufacturing
process

e Standardized training
e Internal audits
e Specific request

e For example: upon approval, subsequent submissions
will be CBE-30



QUESTIONS ?
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