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sSUmmany,

. Establishment [Description section

. General Infermation

. Specific Systems

. Contamination/Cress-Contamination Issues

. Guidance on Applicable Regulations

. Current Good Manufacturing Practice (CGMP)



Establishment Description:
General Information

. For each manufacturinglocation (collection
Sites not Included) provide flooxr diagram with

general layoeut.
. Onidiagram or separate narrative provide:

. What takes place where; reom numbers;, location
off major eguipment

. General description of processing roem surfaces
. Activities In areas adjacent to processing
. Product, personnel, equipment andiwaste flows



Establishment Description:
Specific Systems

. \Water used!for processing|and/or cleaning

- | purchased, description of water gquality for use in
manufacturing and rinsing ofi preduct contact
surfaces

. I manufactured on site, general system
description,-validation summary and routine
monitoring program



Establishment Description:
SPEcItic Systems (cont...)

. Heating, VVentilation and Air Conditioning
(HVAC)

. [Description of controls used to prevent
contamination/crass contamination icluding ai
handling|units, pressure differentials, whether air IS
once through or re-circulatediand air changes per
hoeur

. Description of environmental guality ofi each room
and laminar flow units

- Validation summary for the system




Establishment Description:
SPEcItic Systems (cont...)

. Facility’ Controls — Description of:

- [Factlity cleaning/sanitization precedures

. Personnel gewning practices

. IMleasures used to prevent unauthoerized access

. Briefi description of the environmental monitoring
program — airborne viable and nonviable and
surface sampling, frequency, and alert and action
levels



Establishment Description:
SPEcItic Systems (cont...)

. Computer Systems that control critical
manufacturing Processes:
. ldentity ofi developer of system

. Brief description of procedures for making
changes to the system

- A list-off the manufacturing| steps that each of the
Systems controls

- Validation/verification summary for each system —
further specified In draft guidance



Establishment Description:
Contamination/Cross Contamination

. Equipment cleaning precedures and cleaning
validation

. Containment features — description of
Segregation and containment procedures and:

. Alr handling (Where appropriate)

- [Decontamination and eguipment cleaning wWhen
there Is a breach in container integrity and product

leakage



Current Geod Viantifacturing
Practice (CGMP)?.

. Section 501.(2)(2)(B) of the Federal Food,
Drug and Cesmetic Act (FDCA) states that a
drug shall be deemed adulterated i *“the
metheds used In, or the facilities and controls
used for, Its manufacturing, processing,
packing, or holding do not conform to or are
not operated or administered in conformity.
with....



CGMP?

.CUrrent good manufacturing practice to
assure that suchidrug meets the reguirements
ofi this Act as to safety and has tihe 1dentity and
strengtn, and meets guality and purity
characteristics, Which It purperts oris
represented to possess.”




CGMP?

. FDDA considers umbilical cord blood collected for

further processing| into HPC-C to be an intermediate
product. While there are no specific regulations
governing the manufacture of intermediates, drug
Sulstances or What are termed active pharmaceutical
Ingredients, compliance with section 501.(a)(2)(B) of
the EDCA Is reguired.

. Accordingly; for collection of cord blood for further
processing into HPC-C, section 501(a)(2)(B) or
statutory CGMP would e applied



CGMP?

. Regulations at 21 CER Parts 210 and 211

. Applicable to preparation off drugl products, In
this case IHPC-C, for administration| to humans
and animals, Including clinical trials

. GIMPs cover manufacturing, controls, testing
and documentation

. CGMP - the “C” means current — CGMP

regulations are minimum standards.




Statls off CGIMP Reguiations

. 21 CFR 210.1(a)

. .....Ine minimum current good manufacturing
practice for methods to be used in, and the facilities
or controls to be used fior, the: manufacture,
processing, packing, or holding of a drug te assure
that such drug meets the reguirements of the act as to
safety, and has-the 1dentity andi strength and meets the
guality and purity characteristics that It purports or IS
represented to pPOSSESS.



CGMP?

. \WWhat other bielogical drug preducts are
reguired to be manufactured In accordance
wWiith parts 210 and 21172 Examples:

. Blood andiblood compenents = in addition te part

606 CGIVIP and other applicable requirements in
parts 600-680.

. V/accines, plasma derivatives, allergenics, somatic
cell'therapies — In addition to other applicable
requirements in parts 600-680 andlelsewnere.



Public Health; Sexrvice Act

. Section 351(a)(2)(B)

. Biolegicsi license application shall berapproved on the
basis of a demoenstration that-

. I'he biolegical product ..subject to the application Is
safe, pure and potent.

. T'he facility in which the biological preduct 1s
manuifactured, processed, packed or held meets the
standards designed to assure that the biological
product continues to be safe, pure and potent.




Applicanle Licensing Reguiations

. 21 CFR 601.2(d)

- Approval of a biologics license application; or
Issuiance ofi a biologics license shalli constitute a
determination that the establishment(s) and. the
product meet applicable requirements to ensure the
continued safety, purity, and potency of such
products. Applicable requirements for the
maintenance of establishments for the manufacture of
a product subject to this section shall include but not
be limited to the good manufacturing practice
requirements set forth in parts 210, 211, 600, 606,
and 820 of this chapter.



Applicanle Licensing Reguiations

. 21 CFR 601.20(a)

. Examination--compliance with requirements. A
bielogics license application shall e approvedionly
Upon examination of the product and upen a
determination that the product complies with, the
standards established in the biologics license
application and-the reguirements prescribed in the
iegulations In this chapter icluding but not limited to
the geod manufacturing practice reguirements set
forth 1n parts 210, 211, 600, 606, and.820i6fi this
chapter.



CGMP vs. CGTP?

=romia facility, environmentali contrel and cleaning
DErspective, the reguirements;are veny similar; as
freedom firemicontamination IS the ehjective fior these

lequirements In both cases.

. T'enet ofi CGIVIP Is prevention — reliance on product
fallures as process control would net be considered
compliance with- CGMP.

. I'enet off CG TP Is prevention — reliance on product
fatlures as process control would not be considered
compliance with CGTP.




Eacility Considerations:

. Openiexposure of product during processing;
shouldibe In controlled enviionment

. Use and validation/verification ofi “closed”

systems —Is It really closed??

. CGMP regulations do noet specifically require
“clean rooms™ or certain room classifications

. “When appropriate™ used in the CGMP
regulations, there Is flexioility!




Eacility’ Considerations

. Elimination off practices;that would e
considered unacceptable, regardless of facility
classification

Example: Open processing off multiple donor units
at the same time — potential for cross-
contamination.

. Example: Inadeguate personnel practices:
gowning, glove sanitization and/or use of aseptic

technigue



Environmentall Vionitering

. Commensurate with criticality’ of operations
and exposure of product terthe environment

. Important gualification, validation (e.g.
cleaning) and maintenance “toeol™

. Regulations do net specify type or freguency —
there is flexibility!




Documentation

Procedures and Records: Examples:

- 21 CER 211.100(a) and (b) require that there be written
procedures for production and process control. These
procedures and changes to them, reviewed and approved by
the quality contrel unit. The procedures will be followed
andldocumentedi at the time ofi performance. Deviations
will be recorded and justified.

. 21 CER 211.186 and 211.188 —require that Master and
Batch production and control records be prepared for each
drug product and drug product batch, respectively



Quality Contrel Unii
21 CER 211.22

Responsibility and authority te approve/reject all
components, In-process materials, packaging, labeling
andldrug products and authority te review, recoras to
assure no errors have occurned and Iff eccur; fully
Investigated; Including contract eperations.

Responsibility te approve/reject
procedures/specifications Impacting on Identity,
strength, quality, and purity of the drug product

Adeguate laboeratory facilities for testing
Responsibilities and procedures in wrting



Additienally.

. 24 CER 211.100

- Production and process contrels procedures
(priocess validation),, Including;changes ..reviewed
and approved by the OCU.

. 21 CER 211.160

- Establishment of specifications, standards,
sampling plans, test procedures, or other laboratory:
control mechanisms, Including changes;to
any...reviewed and approved by:the QCU



Additienally.

. 21 CER 211.192 — Production Record Review:

- All'drug product production and'control
iecords...shall be reviewed by the QCU 1o
determine compliance with all established,
approved, written procedures before a.batch IS
rieleased or distributed. Any discrepancies must e
thoroughly investigated .




Additienally.

. 21 CER 211.198/- Complaint Files

- Wiritten procedures established and followed,
Including| previsions for review by the QCU of any.
complaint related to drug proeduct farlures; need fior
Investigation; need to evaluate Whether represents
and'adverse drug experience and, If so, reported

properly



sSUmmany,

. CGMP # “one size fits all™
. Elexibility exists for application of CGIMP

. \We appreciate your comments on the draft
guidance; your comments are Important teus

- \We expect the final guidance to have changes
put It would be premature for us to say what
those changes are



VWerre Here to' IHelp You!

. Email CBER:

. \Mlanufacturers:
matt@cher.fda.qov

. Consumers, health
care

. Phone:
. +1-301-827-1800


mailto:matt@cber.fda.gov
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