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Under this standard, the following kinds of manufacturing changes would fall within this
category, warranting subrhission of your request to implement the following changes to
your approved BLA as a PAS:

¢ 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.

¢ 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. '

¢ if you intend to collect Platelets, Pheresis using an automated blood ceIl 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, qualify, 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.

Ifyou 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-detérmination 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:

e certain software and hardware upgrades provided by the manufacturer to your
cléared or approved automated blood cell separator device
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 réceive your supplement,
untess we notify you otherwise (21 CFR 601.12(¢)(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:
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« 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 (i11)). 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

© quarantine and disposition of unsuitable products

0O0CC 0O QOO O0OCO0OoO0

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 i

o component storage and shipping

o donor arm preparation

e 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

© atFDA) ‘ ‘

» areference list of relevant SOPs (21 CFR 601.12(b)(3)(vii))

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

» 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

biood unit number

component description (i.e., leukocytes reduced)

date of collection

date of testing

result interpretation(s)

the identity of the person performing the testing

‘00 00000
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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 changes made under proposed Comparablhty
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)(1) through (vi1), the
following information must be included:

26



Contains Nonbinding Recommendations

» 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
mformation be documented in a cover letter and FDA Form 356h.

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

s 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 additton, you should include the subxmssxon tracking number (STN) of the approved
Comparability Protocol, or the STN(s) of changes to the SOQPs agsociated with an
approved Comparablhty 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:

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

» 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.

XIL.  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.
Submit all registration forms (Form FDA 2830) and licensure apphcatlons/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,

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

:11401 Rockville Pike, Suite 200N,
:| Rockville, MD 20852-1448.

| General Questions

Director, OCTMA, HFM-40,
Food and Drug Administration,

.1 ¢/o Document Control Center, HFM-99,

1401 Rockville Pike, Suite 200N,
Rockvilte, MD 20852-1448,

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

Applica’cion Submission

Director, Division of Blood Applications,

Center for Biologics Evaluation and Research, HFM-370,
Food and Drug Administration,

c/o0 Document Control Center, HFM-99,

1401 Rockville Pike, Suite 200N,

Rockville, MD 20852-1448,

lVoiée (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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13.5>Hb=13.0 92+6 32+2 34%0 90+4 31+2 3541
13.0>Hb=12.5 92+5 32+2 341 903 31%1 34£0
125>Hb=129 84+6 28+3 3=+1 91+6 31t2 3440
12.0>Hb=11.5 83+5 28+2 3440 §7+5 30£2 4+l
11.5>Hb=11.0* 770 25+0 330 83+5 2812 3440
11.0>Hb=10.5 83+6 272 M1
n=20 (*n=2)

EZURT(94%) . QRIFEIZFEIE» 93
(94%) , Q- I ERVRBERIZL - 72(69%) .
BETH-72,

* X

e B ERIEHE 2 LT B AT > B BREESH

ik AMmEHEL, RIS %1.0524%5. 1.052
BLE(200mL), 105381 E(400mL) & 3 X5 LT
AELHETZENT, FXFAIHL LTS
O YBEASENIENETHD, MBFEH
MBE o THREMES TN S > AR TL
5. LA Lasds, hEHIAEE LD

0.001F2ED/SZ Y XRH BT LHABHEIAT L

59, —fRIC, FRIMEIRAREHE L, SRTRLE,
BETERELHESSEE XhTWEY, K56
DRE TiX, 10°CT20°CIZEEL ., 0.001~0.002{&
VM, 30°C T0.001~0.002E W EAEBOhB L L
TW3%, F£7, James5MNIHEHBED A HbiE X
D & 5058 E (false-pass) W E W L AZERAL
2o LlEd s, BEDGMPIZHER L - fikwE
OEEZM 6T HhIE, D, B, ES5TF-oTE—
FL-EKEABShIHbEDHFHHENTH B
ZEEMATHS. 0, HEAErOE VR
BE(NTEXV)2HALT2EHTNDIZLESDD
T RERDIEE L DB ERLOE» SRR,

ANEF o vIC L AHDAGEE . S8 MR EE

B2 BB CEVEEAS D, & < ICEEM

TEMTRENS, ThZBEDHEDL LN TS
Au-W 5 HEBEIHMETHOASERED
RENRLE B P ENERI L, HEEKEEHbE
DHRKRST T, AN RL S -HEELIRT
Ay, BRIMAFER S DML E <, RiTOHR
MEECHREOZR LV 2 BEbh, BEOVVR
3. BEETHVEO AN D E L AT AfEE
ADRERBHELZOLONS,

HbEDOFIHIL, il HFOHbEEZ KRR L LTE
RTEDILTHN, BT EMAHI LNTE
5. CcOBENAMIZE-T, TERIIREAZOH
{2, 10g/dLAKRE OB MRS A &S D 10%:30
S ALENBIEMNEEAL S, HROLBEETI,
EHBELADEBY L ZDOZEHREE A3
THAH, HhEETIIHbE 2B T2 5O TER
BRADSBEBODZ I LN TER, £/, 100
~125g/dLOFHIZIIFERIFELBEOT Fi34 A
HTEE, Thds, HUOTHEGEONAE
XML a2 LHTRETH D,

i RHE T, SR MERBIE (£ ffE ) (34%
MUEWE EIZE > TVEA, HEETEHHLE

ClESERBATAI LM TE RN, HhAHIET S
ZrkizkoT, 17g/dLEL EIZBMETITIBIZAD

h, iAo hith -7, 27, ZhelkA
MERE, d/hEY, RMEREEMIEST, By
{2 L R)RIMERMMSGE & £ 2 o1/, Bkl
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