VIIIL

Contains Nonbinding Recommendations

competency assessment and proficiency testing. In addition, we recommend that you
develop and document appropriate training on component preparation and/or machine
maintenance as updated information becomes available (Ref. 12).

F. Quality Monitoring
You should assess the following:

e total component volume and equal distribution of volume in double and triple
component collection containers. This assessment should include checking the
performance of the scale; the use of the tare weight of the empty containers/tubing;
and the weight/volume conversion.

s component bacterial contamination testing: Rates of bacterial contamination of
plateletpheresis should be monitored, and bacterial contamination rates that exceed
1:3000 (Refs. 10 and 12) should be investigated.

PROCESSING AND TESTING
A. Processing

Platelets, Pheresis must be processed as described in 21 CFR 640, Subpart C — Platelets
(21 CFR 640.20-640.27).

B. Communicable Disease Testing

Donations of Platelets, Pheresis must be tested for communicable diseases (21 CFR
610.40, 640.5(a) through (c), 640.23). Platelets, Pheresis may be released or shipped
prior to completion of communicable disease testing in accordance with

21 CFR 610.40(g).

You must test donations of human blood and blood components from a donor whose
donations are dedicated to and used solely by a single identified recipient except that, if
the donor makes multiple donations for a single identified recipient, you may perform
such testing only on the first donation in each 30-day period (21 CFR 610.40(c)(1)(1)).

C. Expiration Date

The dating period for Platelets, Pheresis collected using an FDA cleared or approved
collection container under a closed or functionally closed system will be specified by the
collection container manufacturer.

In accordance with such instructions and our recommendation, Platelets, Pheresis

collected in an open system expire 24 hours from the termination of the procedure if the
integrity of the hermetic seal is broken during processing.
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If the integrity of the hermetic seal is broken after collection, the Platelets, Pheresis

expire 4 hours from the time of the integrity violation, or at the original explratlon date,
whichever is earlier (21 CFR 606.122(1)(2)).

IX. LABELING

An instruction circular must be available for distribution if the product is intended for
transfusion (21 CFR 606.122).

Your container labels must comply with 21 CFR 606.121 and 610.60.

In addition:

e The label should include the estimated amount of anticoagulant in the component container.

o Platelets, Pheresis components for transfusion, containing less than 3.0 x 10'! platelets per
storage container, should be labeled with the actual platelet content.

e A component from a double or triple Platelets, Pheresis may accurately be labeled as
Leukocytes Reduced when the residual WBC count of the collection is > 8.0 x 10° (double)
or > 1.2 x 10’ (triple) IF the transfusable component is tested and found to have a residual
WBC count < 5.0 x 10°,

e Platelets, Pheresis may be labeled (i.e., tie-tag) with the residual WBC count if counted and
found to contain < 1.0 x 10°,

X. REPORTING CHANGES TO AN APPROVED BIOLOGICS LICENSE
APPLICATION (BLA)

Licensed establishments must report changes to their approved application(s) in accordance with
21 CFR 601.12. For assistance in reporting your changes see FDA’s “Guidance for Industry:
Changes to an Approved Application: Biological Products: Human Blood and Blood
Components Intended for Transfusion or for Further Manufacture.” The information below is
intended to assist you in determining which reporting mechanism is appropriate for a change to
your approved BLA, as it applies to the manufacture of Platelets, Pheresis. You should
prominently label each submission with the reporting category under which you are reporting
your change, e.g., “Prior Approval Supplement;” “Supplement - Changes Being Effected in 30
Days;” “Supplement - Changes Being Effected;” or “Annual Report.”

A. Prior Approval Supplement (PAS): Changes Requiring Supplement
Submission and Approval Prior to Distribution of the Product Made Using
the Change (Major Changes) (21 CFR 601.12(b))

Under 21 CFR 601.12(b), changes that have a substantial potential to have an adverse
effect on the identity, strength, quality, purity, or potency of the product as they may
relate to the safety or effectiveness of the product must be reported to FDA in a Prior
Approval Supplement (PAS).
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Under this standard, the following kinds of manufacturing changes would fall within this
category, warranting subnussion of your request to implement the following changes to
your approved BLA as a PAS:

o if you currently hold an unsuspended, unrevoked BLA to manufacture blood
components other than Platelets, Pheresis, and you intend to manufacture and
distribute Platelets, Pheresis under that license. ‘

» if you are currently approved to manufacture Platelets, Pheresis at a specific facility,
and you intend to manufacture Platelets, Pheresis at a different facility, not under an
approved Comparability Protocol. To submit a request for a Comparability Protocol
see below.

e if you are approved to manufacture Platelets, Pheresis, but intend to change your
manufacturing process in a manner that presents a substantial potential for an
adverse effect on the product. FDA believes that such manufacturing changes
include: change in storage conditions; change in anticoagulant; leukocyte reduction;
and collection of an additional or different product.

e ifyou intend to collect Platelets, Pheresis using an automated blood cell separator
device new to the market or new to your establishment.

* if you are requesting approval for a Comparability Protocol. The Comparability
Protocol described in 21 CFR 601.12(e) is a supplement that describes the specific
tests and validation studies and acceptable limits to be achieved to demonstrate the
lack of adverse effect for specified types of manufacturing changes on the identity,
strength, quality, purity, or potency of the product as they may relate to the safety or
effectiveness of the product. A new Comparability Protocol, or a change to an
existing one, requires approval from FDA prior to distribution of the product which,
if approved, may justify a reduced reporting category for the particular change
because the use of the protocol for that type of change reduces the potential risk of
an adverse effect (21 CFR 601.12(e)).

A Comparability Protocol is appropriate, but not required, if you wish to add
multiple collection facilities under your direction and control, using the same process
to manufacture Platelets, Pheresis. If you request approval for a Comparability
Protocol, you should describe the procedures and processes that each new collection
facility will implement to ensure conformance with the Comparability Protocol. You
may identify one or more collection facilities for the purpose of validation and
submission of the Comparability Protocol and supporting data to CBER for review.
Approval of such a Comparability Protocol for future collection facilities justifies a
reduced reporting category for the particular change because the use of the protocol
for that type of change reduces the potential risk of an adverse effect.

If you are using an approved Comparability Protocol, you should routinely review
the procedures and specifications in the Comparability Protocol to assure that they
remain current and consistent with the applicable application and current guidance.
If modifications are required, you should contact FDA to discuss the change and to
determine the appropriate reporting category.
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* We consider the recommendations in this guidance document to provide appropriate
criteria for a biologics license application or supplement for Platelets, Pheresis. You
may use an alternative approach if such approach satisfies the requirements of the
applicable statutes and regulations. Your alternative procedure(s) may be acceptable
if you demonstrate that the resulting Platelets, Pheresis components meet applicable
standards. We have determined that it may be adequate to determine the actual
platelet yield at collection, and that re-determination of the actual platelet yield at
issue or outdate is unlikely to provide additional relevant information. If you choose
to discontinue determining the platelet count for QC testing as described under
21 CFR 640.25(b)(1), you must submit a request for an alternative procedure under
21 CFR 640.120.

You must not distribute in interstate commerce blood components made using a changed
manufacturing process requiring a PAS until you have received our approval of your
PAS (21 CFR 601.12(b)(3)).

B. Changes Being Effected in 30 Days (CBE-30) Supplement: Changes
Requiring Supplement Submission at Least 30 Days Prior to Distribution of
the Product Made Using the Change (21 CFR 601.12(c))

Under 21 CFR 601.12(c), changes that have a moderate potential to have an adverse
effect on the identity, strength, quality, purity, or potency of the product as they may
relate to the safety or effectiveness of the product must be reported to FDA in a Changes
Being Effected in 30 days (CBE-30) supplement.

You must submit your request to implement manufacturing changes with a moderate
potential for an adverse effect to your approved BLA as a CBE-30 supplement under 21
CFR 601.12(c). The manufacturing changes described below are examples of changes
that we believe fall within this category:

 certain software and hardware upgrades provided by the manufacturer to your
cleared or approved automated blood cell separator device

e addition of concurrent plasma collection
implementation of a new collection facility under an approved Comparability
Protocol

You may distribute your blood components made using the change requested in your
CBE-30 supplement in interstate commerce 30 days after we receive your supplement,
unless we notify you otherwise (21 CFR 601.12(c)(4)).

C. Submission Inclusion Documents

1. PAS: To comply with the requirements in 21 CFR 601.12(b)(3), the following must
be included in the supplement:

24



Contains Nonbinding Recommendations

e identification of the components involved (e.g., single plateletpheresis component,
double plateletpheresis components, and/or triple plateletpheresis components) and
manufacturing site(s) or area(s) affected, and a detailed description of the
manufacturing change (including device collection technology and the collection
protocol(s)) (21 CFR 601.12(b)(3)(1) through (111)). We recommend that this
information be documented in a cover letter and FDA Form 356h. To permit
assessment of the manufacturing change we recommend including copies of the
following SOPs:

collection

informed consent

labeling including labels

donor qualification, deferral and adverse event follow-up

a description of training (or an example of training documents)

component manufacturing

monitoring donor RBC and plasma loss

failure investigation

quality control including sampling scheme, sample handling, tracking and

trending

equipment standardization/calibration

o quarantine and disposition of unsuitable products

0O 000 O0OO0CO0CO0O0

o

Additionally, we recommend that the following SOPs, if already approved for other
blood collection activities and unrevised, would not need to be submitted:

o sample preparation

o component storage and shipping

o donor arm preparation

¢ product labeling for each component, if changed (21 CFR 601.12(f)). We
recommend submitting a Form FDA 2567 including Circular (unless already on file
at FDA) ‘

o areference list of relevant SOPs (21 CFR 601.12(b)(3)(vi1))

¢ relevant validation protocols and data (21 CFR 601.12(b)(3)(vi)). We recommend a
summary of the validation protocol, including failure investigations.

o adescription of the methods used and studies performed to evaluate the effect of the
change and the data derived from such studies (21 CFR 601.12(b)(3)(iv) through
(v)). We recommend submitting the following information and data:

o the device manufacturer

the device type

blood unit number

component description (i.e., leukocytes reduced)

date of collection

date of testing

result interpretation(s)

the 1dentity of the person performing the testing

O 0 0 00 OO0
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o the identity of the collection facility
o evidence of QA oversight, and
o expected component specifications.

Additionally, we recommend two months of QC data for actual platelet yield and
volume, pH, and residual WBC count (if requesting approval for Leukocytes
Reduced platelets).

We further recommend that you provide an agreement to summarize bacterial
contamination testing results for the first two hundred and fifty (250) Platelets, Pheresis
collections in your Annual Report.

2.

Comparability Protocol: If you are an establishment with multiple manufacturing
sites and wish to submit a comparability protocol to justify a reduced reporting
category for a manufacturing change at multiple sites (see Section X.C.4 below), you
must submit that protocol as a PAS (21 CFR 601.12(e)). In addition to the
information listed in Section X.C.1 above , we recommend that you include the
following:

implementation plan

proposed reporting category for ch'anges made under proposed Comparability
Protocol

CBE-30 submissions (excluding new facilities under an approved Comparability
Protocol): Under 21 CFR 601.12(c)(3) and 601.12(b)(3)(i) through (vii), the
following information must be included in your CBE-30 submission:

identification of the Platelets, Pheresis components involved (e.g., single
plateletpheresis component, double plateletpheresis components, and/or triple
plateletpheresis components) and manufacturing site(s) or area(s) affected, and a
detailed description of the proposed manufacturing change (including device
collection technology and the collection protocol(s)). We recommend that you
document this information in a cover letter and FDA Form 356h. To permit
assessment of the documented manufacturing change, we recommend that you
include copies of any new or revised SOPs.

relevant validation protocols and data. We recommend that you submit a summary
of the validation protocol, including failure investigation.

the data derived from such studies. We recommend two months of QC data for
actual platelet yield and volume, pH, and residual WBC count (if requesting
approval for Leukocytes Reduced platelets).

CBE-30 submissions for new facilities under an approved Comparability Protocol:

To comply with 21 CFR 601.12(c)(3) and 601.12(b)(3)(i) through (vii), the
following information must be included:
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¢ identification of the components involved (e.g., single plateletpheresis component,
double plateletpheresis components, and/or triple plateletpheresis components) and
new manufacturing site(s) or areas(s) affected, and a detailed description of the
proposed implementation plan (manufacturing change including device collection
technology and the collection protocol(s)). Additionally, we recommend that this
information be documented in a cover letter and FDA Form 356h.

e relevant validation protocols and data. We recommend a summary of the validation
protocol, including failure investigations to meet the requirement.

e the data derived from studies. We recommend two months of QC data for actual
platelet yield and volume, pH, and residual WBC count (if requesting approval for
Leukocytes Reduced platelets). '

In addition, you should include the submission tracking number (STN) of the approved
Comparability Protocol, or the STN(s) of changes to the SOPs associated with an
approved Comparability Protocol.

D. Submission of Platelets, Pheresis Sample(s) to CBER

To obtain a biologics license under Section 351 of the Public Health Service Act for any
biological product, the manufacturer must submit an application to CBER, and sample(s)
representative of the product must be listed in the application (21 CFR 601.2(a)).

We recommend that:

e applicants with no prior experience in the collection of Platelets, Pheresis schedule
submission of Platelets, Pheresis products to CBER.

o applicants who submit a CBE-30 for an additional facility under an approved
Comparability Protocol generally would not need to submit Platelets, Pheresis
products to CBER. '

CBER may request the submission of product samples by other applicants, as necessary,
during the review process or at any other time (21 CFR 610.2(a)).

E. Shipping Platelets, Pheresis Sample(s) to CBER

If CBER has requested you to submit a Platelets, Pheresis sample(s) to CBER, you
'should contact CBER Division of Hematology, Laboratory of Cellular Hematology at
(301) 496-2577 to schedule delivery of the products to arrive prepaid. Platelets, Pheresis
sample(s) should be shipped to the following address between 8:30 a.m. and 4:00 p.m.
Monday through Friday, excluding Federal holidays:
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Center for Biologics Evaluation and Research (CBER)
Food and Drug Administration

8800 Rockville Pike

Building 29, Room 323

Bethesda, Maryland 20892

We recommend that you enclose a pre-paid, self-addressed shipping label to allow return
of shipping boxes and coolants, if desired.

We recommend that you ensure that the Platelets, Pheresis sample(s) arrives at CBER
prior to the expiration time. The Platelets, Pheresis sample(s) should not expire on
Friday or Saturday at midnight, or at midnight on the day before a Federal holiday.

Labeling and processing, including required testing for evidence of infection due to
communicable disease agents (21 CFR 610.40), should be complete prior to shipment.

When shipping to us, you should follow your SOPs for collection, processing, storage
and distribution of blood components intended for transfusion.

XI. CONTACT INFORMATION

You may direct questions specific to Platelets, Pheresis application submissions to the Division
of Blood Applications. You may also direct questions to the Office of Communications,
Training, and Manufacturers Assistance (OCTMA) as an initial general point of contact.
Submut all registration forms (Form FDA 2830) and licensure applications/supplements to the
Director, CBER.
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Table 3: FDA Contact Information

Submissions:
| Registrations
License Applications

Director, Division of Blood Applications

| Center for Biologics Evaluation and Research, HFM-370,
1 Food and Drug Administration,
| ¢/o Document Control Center, HFM-99,

1401 Rockville Pike, Suite 200N,

| Rockville, MD 20852-1448.

| General Questions

| Director, OCTMA, HFM-40,

.| Food and Drug Administration,

:| ¢/o Document Control Center, HFM-99,

.| 1401 Rockville Pike, Suite 200N,

1 Rockville, MD 20852-1448,

| Voice (301) 827-2000; Fax (301) 827-3843.

Application Submission

:| Director, Division of Blood Applications,

Center for Biologics Evaluation and Research, HFM-370,

.| Food and Drug Administration,
| ¢/o Document Control Center, HFM-99,

1401 Rockville Pike, Suite 200N,
Rockville, MD 20852-1448,
Voice (301) 827-3543; Fax (301) 827-3534.

Platelets, Pheresis Samples to
CBER

Center for Biologics Evaluation and Research (CBER)

Food and Drug Administration
8800 Rockville Pike

Building 29, Room 323
Bethesda, Maryland 20892
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Hb12.5g/dL&k#E» &, &t12.0g/dLEKH» 6 T
H0, NNREEGEEMEDEAHEDHONSDITH

HA0.5g/dLE -7, Bl EA S, HbDO{EK Tz &

¢ - THMEKIZ12.5~12.0g/dLTIEEGE S S

NERMEEBRMEIZEDLD ZEAHRAL 7=,

7. HbEMR(Z & kil R EE AN DOXNS
HbfllE D E R4 £ 2 L Tl & OHbEIZ D

U7-{88%1TH 2 & & L7, HbfE10g/dLKEHD

MME ISR LERERTIBLOE
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28 : 396 M ¥ BW28% $3E 2005.11
F1 HEREABLCHDEICL 3 RMFRREDLE
EWR5S 19~19 20~29 30~39 40~49 50~59 60—69 &
tedE B 200 HAM 1,091 286 346 550 517 210 3,000
| Fan 8 0 5 5 15 1 34
FEFE 07 0 14 09 29 05 11
400 AN 1,040 4464 5683 5198 3659 941 20985
FaM 5 14 21 29 30 18 117
TEE 05 03 04 06 08 19 06
¥ 200 HGAM 2240 3139 2938 1976 1904 689 12877
A@® 399 602 689 448 239 67 2444
FEEX 178 192 235 228 126 97 190
100 AN 601 1923 2097 1,923 1771 523 8.838
CFEX 110 446 588 582 198 36 1960
CFM¥E 183 232 280 303 112 69 222
Hbik B 200 H5AK 1,050 298 340 421 448 224 2,781
ES T 11 4 5 8 26
F&® 07 03 03 10 11 36 09
400 AN 1147 4183 5510 4832 3373 923 19.968
ES TR 9 17 24 31 18 101
FEE 02 02z 03 05 09 20 05
M 200 HGAM 2422 2579 2825 . 1762 1510 612 11710
XA 461 425 593 386 140 64 2069
CFE®E 190 165 210 219 93 105 177
400 HAK 601 2038 2286 1786 15864 499 8794
CFEM 176 454 596 467 163 33 1889
CFEE 203 223 261 261 103 66 215

Fz2 HEEHIUHDRICEAVWRREIEEROLLLE

5 #%® Z %

HoEyk B 83 53
[ ¢n3 1 1

at. 84 54

RIER (%) 0.44 0.43

Hbik  #E 44 50
HEE 3 2

it 47 52

REE (%) 0.27 0.44

FiAEI L, 12g/dLk#. 10g/dLEL LD #ki#E
XKD/ 7L 9 P 2 ERLEAT S
EEBFIC, RIZ 1 BRBFBLSICK SEBIREEY
& HaRL 7=,

8. HbEAD KR DK

RIMFTHET D - 7= B¥1,472%, LH771812>
W (8 2). Hb17.0g/dLEl O EIE, 17.5>
Hb=17.0 : 30f#(3.0%) ., 18.0>Hb=175: 3 ff|
(0.3%). 18.5>Hb=18.0: 3 #(0.3%), 19.0>
Hb=18.5: 1#1(0.1%) D37THT, WFhiH
EThEIZZAS N 57, 7, FMMERIEHK
IZIERTH - 7=,

9. "X 2 /EABOTP - RER

NEFLVEMALTCH3EM/ADO T r— b
BRILTDEEDTH 7, £F, FlRELT
BORREMEREWE L TORMEES BRIz L - /-
(100%) . QREELSHHE TH 5 (74%) . Q@RI
BICHMEART Z L THEB N5 5(63%), &«
ETholz, REELTIZONTERLKBRDOEE
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