PDA Comrentary on:

Revi ew of General Biologics Licensing Regulations
Docket No. 94N- 0066

Expl anat ory Not e:

In late 1994 FDA's Center for Biologics Evaluation and Research
announced the intent to revised the Biologics General and

Li censing Regul ations, 21 CFR 600 et al. [Docket No. 94N-0066.] A
task force of PDA nenbers prepared a commentary consi sting of six
key issue areas which were submtted to FDA on Novenber 10, 1994.
Subsequent | y CBER schedul ed a public nmeeting to discuss the
comments. PDA prepared an oral presentation, based on the
previously submtted comments, which was delivered by R chard
Manassa, Center Laboratories. Both the witten and oral comrents
fol | ow

PDA Staff Contact: Janes C Lyda, x121
July 1996



Novenber 10, 1994

Docket s Managenent Branch (HFA-305)
Food and Drug Admnistration
rml-23

12420 Parkl awn Dr.

Rockvi |l I e, MD 20857

Re: Docket No. 94N- 0066
Revi ew of CGeneral Biol ogi cs Licensing Regul ations

Dear Sir or Madam

The Parenteral Drug Association (PDA) is an internationa

associ ation for pharnaceuti cal science and technol ogy founded in
1946 and specializing in quality assurance and manufacturi ng

i ssues for pharnaceuticals, biopharnaceuticals and related health
care products. Qur 6,000 worl dw de nenbers include scientists and
techni cal representatives of manufacturers, nmenbers of academ a
and suppliers of equipnent and services. Many PDA nenbers are
associated with products regulated by the Center for Biol ogics
Eval uati on and Research (CBER) since nost vaccines and

bi ot echnol ogy derived products are adm ni stered parenterally.

Encl osed pl ease find PDA's comments and suggestions regardi ng
revision of the General Biologics Licensing Regul ations. W
understand FDA is considering an open neeting to discuss these
proposed changes and PDA supports such a neeting. PDAw Il also
be happy to neet with CBER i ndependently to further discuss these
recommrendat i ons.

Edmund M Fry
Pr esi dent



PDA Commentary to FDA: Biol ogi cs Licensing
Regul at i ons
Novenber 10, 1994 Docket No. 94N 0066

Comrent 1

1. CFR section affected: 21 CFR 610.9 Equival ent net hods and
processes

2. Proposed change: The section should be reworded as foll ows:

Modi fication of any particular test nethod or manufacturing
process, or the conditions under which it is conducted as
required in this part or in the additional standards for
specific biological products in parts 620 through 680 of
this chapter, shall be permtted provi ded specifications and
val i dated anal yti cal nmethods are used as necessary to assure
the identity, strength, quality, purity, general safety, and
bi oavailability of the product. Reference to the current
edition of the U S. Pharnmacopeia and the National Fornul ary
may satisfy relevant requirenents in this paragraph.

3. Rationale for change: The above text represents a joining of
t he openi ng paragraph of existing 610.9 to key text in existing
21 CFR 314.50(d) (1) (i) Content and format of an application,
Drug product. The revision allows nmanufacturers flexibility in
maki ng changes in test methods and ot her aspects of the process
as long as validated nethods and processes are used. The Agency
may require access to changes during establishment inspections.

4. Rel ated regul ati ons or guidance affected by change: 21 CFR 610
t hru 680.

5. Background information: None

6. Attachnents: None
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Regul at i ons
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Comrent 2

1. CFR section affected: 21 CFR 601.12 Changes to be reported.

2. Proposed change: Revise to be consistent with 21 CFR 314.70
Suppl enrent s and ot her changes to an approved application which
all ows three categories of changes: supplenents requiring FDA
pre-approval , suppl enents for "change being effected" and not
requiring pre-approval, and changes described in the annual

report (no supplenment submtted).

3. Rationale for change: The strict wording of the existing
regul ation requires application and approval for even m nor
process changes and i nprovenents. This has an inhibiting effect
on process inprovenent and creates unnecessary paperwor K.

Under 314.70 many routine and desirabl e manufacturing and process
i nprovenents can be nade by the manufacturer, after quality
review and appropriate validation, without waiting for FDA pre-
approval . Such changes are eval uated by FDA during GW

i nspecti ons.

Many of the systens and processes used in sterile product

manuf acturing are common to both CDER-regul ated and CBER-

regul ated manuf acturers. These technol ogi es are well understood
and have continued to inprove over the years. FDA has identified
no systematic deficiencies or sterility problens in the industry,
i.e., the nunber of recalls and product failures remains very
low. Thus we see no need for a different and nore rigorous |evel
of FDA review for products regul ated by CBER

4. Rel ated regul ati ons or gui dance affected by change:

21 CFR 314.70 Suppl enments and ot her changes to an approved
application (Mdel for revision of 601.12).

21 CFR 610.9 Equi val ent Met hods and Processes (Al so contains
wor di ng which restricts change of "manufacturing process" w thout
CBER approval ).

5. Background information:

6. Attachnments: PDA Technical Report No.17 Current Practices in
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PDA Commentary to FDA: Biol ogi cs Licensing
Regul at i ons
Novenber 10, 1994 Docket No. 94N 0066

the Validation of Aseptic Processing - 1992. This PDA technica
report is offered to CBER as a reference regardi ng current
industry practices for products regul ated by both CBER and CDER
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Comrent 3

1. CFR section affected: 21 CFR 610.11 GCeneral safety

2. Proposed change: Add a new final sentence to first paragraph
of this section as foll ows:

In addition, the test for general safety nmay be exenpted by
the Director, Center for Biologics Evaluati on and Research,
when deened not necessary for the continued safety of the
pr oduct .

3. Rationale for change: Wile PDA recogni zes that the
variability of sone products nakes the general safety test
necessary, it is clear fromyears of testing that the rate of
failure for nost products approaches zero. Froma scientific
basis there is no correl ati on between the hunan dose and net hod
of admnistration for the products being tested, and those
prescribed in the test. Finally, the use of the test creates
difficult aninmal use and wel fare issues for manufacturers. The
above change woul d al | ow manuf acturers to request exenption from
this costly and marginally val uabl e test.

4. Rel ated regul ations or guidance affected by change: 21 CFR
680. 3(b) Tests for allergenic products al so requires safety
testing.

5. Background information: None

6. Attachnents: None



PDA Commentary to FDA: Biol ogi cs Licensing
Regul at i ons
Novenber 10, 1994 Docket No. 94N 0066

Comrent 4

1. CFR sections affected: 21 CFR 610.12 Sterility, 610.13 Purity

2. Proposed change: Revise the above regulations to delete al
references to specific test nethodol ogies. Insert wording,
simlar to 610.10 Potency and 610.14 Ildentity, which does not
prescribe specific nethodol ogi es and which al |l ows nmanufacturers
to use current conpendi al or other recognized net hods based on
product and scientific determnants.

3. Rationale for change: In general, the inclusion of specific
assay nethodol ogies in the Code of Federal Regul ations binds
manuf acturers to technol ogy or nethods whi ch cannot be readily
updat ed as science progresses. The noti ce and conmment
requirenents of the admnistrative procedures nmake updating of
the regul ati ons cunbersone and ti ne-consum ng.

4. Rel ated regul ations or guidance affected by change: This
proposed change conpl enents Comment 1 regardi ng 21 CFR 610. 9.

5. Background information: None

6. Attachnents: None



PDA Commentary to FDA: Biol ogi cs Licensing
Regul at i ons
Novenber 10, 1994 Docket No. 94N 0066

Comrent 5

1. CFR section affected: 21 CFR 600.11(e)(3) Wrk with spore-
bearing organi sns.

2. Proposed change: Amend the regulation to allow nmulti-product
manuf act uri ng i nvol vi ng spore-bearing organi sns w thout requiring
separate buildings or walled-off areas in the sane buil di ng.

3. Rationale for change: Mbdern technol ogi cal devel opnents in the
areas of cleaning, equipnment sterilization, sterile filtration,

and air handling, for exanple, conbined w th nodern process
systens and our know edge of m crobiol ogy, negate the need for

this restrictive and costly requirenent. This regul ation

restricts access to contract fernmentation facilities, necessary

for many "start up" manufacturers. These sane facilities are
currently acceptable for products regul ated by CDER

4. Rel ated regul ati ons or gui dance affected by change: None
5. Background information: None

6. Attachnents: None



PDA Commentary to FDA: Biol ogi cs Licensing
Regul at i ons
Novenber 10, 1994 Docket No. 94N 0066

Comrent 6

1. CFR section affected: 21 CFR 610.53 Dating periods for
I i censed bi ol ogi cal products

2. Proposed change: Mve all information in this section relating
to bl ood and bl ood products to the appropriate section identified
as such, and del ete the renainder of the expiry dating

i nformation.

3. Rationale for change: The expiry dates proposed for del etion
were determ ned when data on the nature of these products were
not as readily available. Manufacturers are currently required to
submt expiry data for FDA approval along wth the product

i cense application and suppl ements. The current production of

bi ot echnol ogy derived products is so diverse that nmanufacturers
shoul d have the opportunity to determne expiry dating based on
accunul ated data fromcontrol | ed studi es.

4. Rel ated regul ati ons or gui dance affected by change: None
5. Background information: None

6. Attachnents: None

h:\ 600\ conment s. f nl
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Parenteral Drug Association
Statenent to the Food and Drug Adm nistration
Center for Biologics Evaluation and Research
On the Ceneral Biologics Licensing Regul ations
January 26, 1995

M/ nane is Dick Manassa, and | amD rector of Regulatory &
Quality Qperations at Center Labs, a licensed biol ogica
establ i shment in Port Washington, NY. | amhere today as a
representative of the PDA Task Force on General Biol ogics
Li censi ng Regul ati ons.

Founded in 1946, the Parenteral Drug Association, or PDA as we
are commonly known, is an international professional association
for pharmaceutical science and technol ogy. PDA specializes in
qual ity assurance and nanufacturing issues for pharnaceutical s,
bi ophar maceuti cal s and rel ated health care products.

PDA is recogni zed for its scientific and technical publications
in the areas of aseptic processing and other sterile product
manuf act uri ng technol ogi es. And aseptic processing is the
predom nant type of nmanufacturing process for producing sterile
bi ol ogi cs and bi ot echnol ogy derived products.

Qur 6,500 nenbers include scientists and technical professionals
anong manufacturers, nmenbers of academ a and suppliers of

equi pnment and servi ces. Many nenber conpanies are directly

regul ated by CBER Qhers, such as filter, packaging and cl osure
system manuf acturers, are not. But all are coomtted to the
production of safe, high quality health care products. And nost
are, or will be, affected by the way CBER does busi ness. Thus PDA
brings to this neeting a unique voice, that represents the
unusual |y broad and diverse scientific disciplines of our

nmenbers.

PDA's formal witten comments were submtted to FDA | ast

Novenber. | will not use your valuable time in a verbatimreading
of those comrents, but will summarize the nost inportant issues
and try to give a sense of our thinking. Copies of our witten
comrents are included in the materials we provided to CBER for
today's neeting, and are al so avail able for nenbers of the
audience. PDA w Il not address revisions of the Bl ood and Bl ood
Products Regul ati ons.
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In addition, PDA has submtted to FDA a copy PDA s 1992 Techni cal
Report, Qurrent Practices in the Validation of Aseptic
Processing. W feel this docunent provides a broad view of the
breadth and diversity of the aseptic processing industry in the
wor | d today.

Separate regul atory systens for pharnaceutical s and nost

bi ophar maceuti cal s, includi ng the new bi ot echnol ogy deri ved
products, may not be necessary in today's world. Many of our
comment s suggest revision of Part 600 regul ations to match nore
closely the regul ations governing applications and changes for
phar maceuti cal s. PDA supports any action, including deletion of
regul ations, that streamines or renoves scientifically
unjustified requirements that represent a burden on nmanufacturers
and FDA to the detrinent of the patient.

Comment 1 - 21 CFR 610.9 Equi val ent net hods and processes

Li censed manufacturers are now limted to specific methods
approved in the Product License Applications. As tine goes on,
t hese becone obsol ete. PDA has suggested new wording for 610.9
whi ch specifically allows manufacturers flexibility in nmaking

changes in test nmethods and ot her aspects of the process as |long
as validated nethods and processes are used . This wll allow

manuf acturers to maintain their applications in step with
advanci ng technol ogy.

O course, FDA can require access to changes and all supporting
data for review during establishnment inspections. This is very
much standard procedure in the pharnaceutical inspection process.
Qur proposal aligns Section 610.9 to Section 314.50(d) (1) (ii),
whi ch provides that reference to the USP and the NF nmay satisfy
rel evant requirenents.

Comment 2 - 21 CFR 601. 12 Changes to be reported.

Regul ati ons should not stand as a barrier to nanufacturing
processes inprovenent. State-of-the-art technol ogy and
reliability depend upon continuous increnental inprovenents
arising fromevol ving technol ogy. The strict wording of the
existing regulation requires filing of an application, and CBER
approval, for even mnor changes and inprovenents in the
manuf act uri ng process.

This inhibits process inprovenent, not to nention creating
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bundl es of unproductive paperwork both for nanufacturers and FDA
Consequently, the reviews and negoti ation over these subm ssions
sinply consume resources better applied to process inprovenent
and new products.

Conversely, in the pharnaceutical environnment, under 21 CFR
314.70, nmany routine and desirabl e manufacturing and process

i nprovenents can be nade by the manufacturer w thout FDA pre-
approval. This is done after internal quality review and
appropriate validation, and such changes are eval uated by FDA
during GW i nspecti ons.

Many of the systens and processes used in sterile product

manuf acturing are common to both CDER-regul ated and CBER-

regul ated nmanuf acturers. These technol ogi es are well understood
and have continued to inprove to this day.

FDA has identified no systemati c problens affecting the safety,
purity, or potency fromproducts in this industry, i.e., the
nunber of recalls and product failures remains very |ow. Thus we
see no need for a different and nore rigorous |evel of FDA review
for products regul ated by CBER

Qur proposed change is to revise this section to be consistent
with 21 CFR 314. 70 Suppl enents and ot her changes to an approved
application which allows three categories of changes:

. changes requiring FDA pre-approval,

. change requiring concurrent notice but not requiring pre-
approval : "change bei ng effected" and

. changes that may be inpl emented and sinply described in the

annual report.
Comment 3 - 21 CFR 610. 11 Ceneral safety

Wi | e PDA recogni zes that the variability of some products nakes
the general safety test necessary, it is clear fromyears of
testing that the rate of failure for nost products approaches
zero.

In terns of dosage and route of admnistration, there is usually
no correlation to the intended use of the products in humans.

The test is no nore than an acute toxicity test repeated on every
manuf acturing |l ot, not enhancing GWs that al ready safeguard
product potency, purity, and safety.
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Furthernore, the routine use of the test results in the sacrifice
of a mninmumof two guinea pigs and two mce per |ot w thout
correspondi ng benefit to public health. Perfornmance of the test
stresses | aboratory ani mal breeders, substantially contributes to
product cost, and exposes manufacturers to sonetinmes mlitant
animal rights activists.

PDA proposes new wording to the regul ations which will allow CBER
to grant exenptions fromthe general safety test when it can be
denonstrated as unnecessary for safety of the product.

Comment 4 - 21 CFR 610.12 Sterility, 610.13 Purity

In general, the inclusion of specific assay nethodol ogi es, such
as sterility and purity, in the Code of Federal Regul ations bi nds
manuf acturers to technol ogy or nethods whi ch cannot be readily
updated in step with scientific progress. As FDA knows, the
admni strative procedures nake updating of regul ati ons cunber sone
and tinme-consumng. This neeting and all the work to date, and in
the future, bear testament to that reality.

Qur proposed change is to revise the above regul ations to del ete
all references to specific test nethodol ogi es. The regul ati ons
shoul d be reworded, simlar to 610.10 Potency and 610. 14
Identity, in a manner whi ch does not prescribe specific

met hodol ogi es and which all ows nanufacturers to use current
conpendi al or other recogni zed net hods based on product and
scientific determnants. Consequently, the awkward process of
noti ce and comment rul e-nmaki ng can nore often be avoi ded (e.g.,
when an inproved sterility test becones avail able.)

Comment 5 - 21 CFR 600.11(e)(3) Wrk with spore-bearing
or gani sns.

This regul ation restricts access to contract fernentation
facilities, necessary for many "start up" manufacturers. These
sane facilities are currently acceptable for products regul at ed
by CDER

Moder n technol ogy in cl eaning, equi pnent sterilization, sterile
filtration, and air handling, for exanple, conbined wth nodern
process systens and our know edge of m crobiol ogy, no | onger
require such a costly nmethod to achi eve isolation
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VW& propose anending the regulation to allow nodern isolation
technol ogy as an option to separate buildings for nmanufacturing
processes invol ving spore-bearing organi sns.

Comment 6 - 21 CFR 610.53 Dating periods for Iicensed biol ogical
product s

The current production of biotechnol ogy derived products is so

di verse that manufacturers shoul d have the opportunity to
determne expiry dating based on accunul ated data fromcontrol | ed
st udi es.

Manuf acturers are currently required to devel op expiry data and
submt themfor FDA approval along with the product |icense
application and suppl enents. Mst expiry dates in this section
were determ ned when data on these products were not readily
avai | abl e. Accordingly, we recognize no current need for generic
listing of expiration dates which only create regul atory
obst acl es.

VW propose noving all information in this section relating to

bl ood and bl ood products to the appropriate section identified as
such, and del etion of the remai nder of the expiry dating

i nformati on.

I n summary, PDA proposes the regul ations be revised in a manner
whi ch:

. renoves barriers to technol ogy inprovenents in test
met hods and nmanuf act uri ng processes.

. provi des for CBER review and pre-approval for changes
when necessary

. reduces or elimnates inappropriate, expensive, and
socially objectionable aninal testing

. permts efficient use of manufacturing facilities, and

. elimnates “generic” product dating requirenents.

PDA appreciates the opportunity to speak to you face to face in
this neeting. W sincerely applaud the open and deliberate path
CBER has chosen in this project. It is slow, and there is nuch

14



PDA Commentary to FDA: Biol ogi cs Licensing
Regul at i ons
Novenber 10, 1994 Docket No. 94N 0066

work to be done. But we believe the final nodernizing of the
regulations will prove all of our tine well spent.
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