PDA Comrentary on:

"CQuideline for Submtting Docunentation for Sterilization Process
Validation in Applications for Human and Veterinary Drug
Products,"” Federal Register Decenber 3, 1993

Expl anat ory Not e:

In late 1992 and 1993, FDA's Center for Drug Eval uation and
Research (CDER) and Center for Veterinary Medicine (DVWN
conducted a series of workshops on the data requirenents for
NDAs, ANDAs, Suppl erments and ot her applications for sterile
drugs, including those subject to termnal processes and aseptic
filling. True to forecasts, the requirenents were published as a
"gui deline" on Decenber 3, 1993 [Docket No. 93D 0312] for 30 day
comment, extended to 60 days. The guideline was republished in
Novenber 1994, with m nor typographical revisions, as part of
FDA' s “Quidance to Industry Series.”

PDA' s conments were prepared by a task force of nenber scientists
and regul atory experts, and submtted to FDA on January 31, 1994.
FDA consi dered the gui dance as effective when publi shed.

PDA staff contact: Janes C Lyda, x121
July 1996



January 31, 1994

Docket s Managenent Branch (HFA- 305)
US Food and Drug Adm nistration
Room 1- 23

12420 Parkl awn Dr.

Rockvi |l e, MD 20857

Re:

Docket No. 93D 0312

Response to "Quideline for Submtting Docunentation for
Sterilization Process Validation in Applications for Human
and Veterinary Drug Products,"” Federal Regi ster Decenber
3, 1993

Dear S r/ Madam

Encl osed pl ease find the Parenteral Drug Association (PDA)
response to the above notice. For alnost 50 years, PDA has
served the pharnmaceutical industry in the areas of sterile

manuf acturi ng technol ogy and quality assurance. This subject is
highly inportant to the association's nenbers, and we wel cone the
opportunity for comment.

VW urge FDA to consider and respond to these comments before
finalizing the guideline.

Si ncerely,

Edmund M Fry
Executi ve Vi ce President



PARENTERAL DRUG ASSOO ATI ON, | NC.
January 31, 1994

Commentary to the US Food & Drug Adm nistration
"Quideline for Submtting Docunentation
for Sterilization Process Validation
In Applications for Human and Veterinary Drug Products”
[ Docket No. 93D 0312] Decenber 3, 1993

| nt r oducti on

Parenteral Drug Association, Inc. (PDA) is a scientific and

t echni cal associ ati on whose nmenbers share professional interest
in the devel opnent, formulation, manufacture and regul ati on of
pharmaceuticals and health care products. PDA was founded 47
years ago with a focus on sterile dosage forns. S nce then PDA
has i ssued nunerous technical publications covering

manuf acturing, validation, and quality assurance systens that are
recogni zed worl dwi de. PDA's 5,000 nenbers reside in over 40
countries, and represent all disciplines and facets of the
pharmaceutical and health care industries including dosage form
and bul k production, equi pnent manufacturers, academa, suppliers
of materials and services, and regul atory authorities.

The subject guideline falls directly in PDA's primary area of
interest and expertise. PDA has |ong served as a forumfor dialog
regarding the technical issues covered by the guideline. FDA has
al ways been a part of that dialog since the regulatory

envi ronment inpacts strongly on sterile pharnaceuti cal

pr oduct i on.

This response was prepared by a task force of PDA individual
menbers (see Attachnent 1) who represent a broad cross-section of
the human and veterinary pharnmaceutical industry. The task force
solicited comrents from PDA s worl dwi de nenbershi p, and those
comments provide the basis for this response.

PDA appreci ates the opportunity to conment to FDA on this
i nportant policy devel opnment. W urge FDA consi deration and
response to these comments before the guideline is finalized.



General Comments

PDA notes the guideline contains frequent statenents that it
represents reconmendations, not requirenents, for information to
be submtted with an application or suppl enent. 1 W urge FDA to
continue to view the guideline in such light. Many of our nenbers
recogni ze the val ue of guidance regarding the information FDA
expects to revi ew

To our knowl edge sterilization is the only drug nmanufacturing
process for which firns are required or expected to submt
process validation docunentation in the marketing application.
The guideline requires that very detail ed and extensive
information regardi ng manufacturing and sterilization processes
be provided with the applications. In this respect the guideline
represents a very different, and potentially problenatic,
approach to application filing requirenents conpared to ot her
dosage forns or processes.

PDA is concerned that subm ssion of detailed process information
and operational procedures in the application will result in the
applicant being legally bound to adhere to procedures that are
provided with the application, as is currently FDA practice for
other information in applications. W fear this will lead to
requi renents for FDA pre-approval for even mnor process changes.

Costs of Pre-Approval for M nor Process Changes

PDA objects to a requirenent for pre-approval supplenents when
maki ng m nor process changes for the follow ng reasons:

1. Longer Suppl enent Revi ew Ti ne/ Loss of Process

| nprovenent Flexibility : Pharnaceutical firns require
flexibility to allowfor tinely process inprovenents and
tinmely resolutions of process problens. FDA review and
approval tines have not provided the needed flexibility.
It is not unusual for FDA review of a supplenment to take
12-24 nonths. Pre-approval of changes in processes and
systens, as currently described by the guideline, wll
doubt | ess overburden the Agency and result in further
extending the review time of supplenents. By requiring
subm ssion and pre-approval of scientifically validated
changes to all sterile process systens, FDAis limting

In this docunment PDA uses the termmarketing application, or
application, as descriptive of the different types of
applications and suppl enents covered by the guideline, e.g. NDA
NADA, ANDA, AADA, etc.



the manufacturer's flexibility to resol ve equi pnent and
processi ng probl ens and i nprove processi ng systens which
result in product inprovenent.

In addition, it is our understanding that these

suppl enents woul d address the OMC section of the
application, and thus be exenpt fromuser fees. As such

t hese supplenents will take a lower priority for Agency
review The net effect will be unnecessary delays by firns
in nmaki ng process inprovenents and will even discourage
firns from naki ng i nprovenents.

2. Field Investigator Review Duplication of Effort: The
information to be submtted in an application, per this

gui deline, has historically been reviewed by field
investigators during inspections. Changes in study design,
met hodol ogy, SCOP's etc. (see below were previously nade
at the discretion of the manufacturer after appropriate
internal evaluation and internal review These changes
were avail able for the investigator's review during

i nspecti ons.

PDA has every reason to believe field investigator review
during inspections will continue. Despite FDA's intent to
wor k cooperatively between the field and headquarters, it
seens FDA is inviting a duplication of effort which wll
result in inefficient use of industry and gover nnment
resources. There will be regul atory confusion from such
fiel d/HQ duplication. The industry and FDA have w t nessed
the results of such duplication and confusion in recent
years. FDA should not continue a review systemthat |eads
to inconsistencies in policy.

The industry has many years of experience in the design, conduct
and assessnent of validation studies for sterile processes. In
our view, the provisions of this guideline will not result in
increased safety or quality of sterile pharmaceuticals. W are
aware of no industry-w de adverse data or evidence justifying the
amount of detail requested, and the resulting inflexibility from
inclusion of this information in the application. However, it is
appropriate that the detailed information specified in the

gui deline be available on site since this information provides
justification for a manufacturer's current processes and
oper ati ons.



Processes Wiere Manufacturer Flexibility is Needed

In the opinion of PDA the follow ng portions of the guideline are
exanpl es of sections which should not be considered legally
binding. Firns should maintain the flexibility to make changes
after appropriate revalidation studies and internal reviews.

Section Il A 3:
The Autocl ave Process...(re: Manufacturer and Mdel)
Section Il A 4:
Aut ocl ave Loadi ng Patterns
Section Il A 6:
Requal i fication of Production Autocl aves
Section Il B 2:
Thermal Monitors
Section Il C1:
| dentification and Characterizati on of Bi oburden O gani sns
Section Il C 2:
Speci fications for Bi oburden
Section Il C 3:
I dentification, Resistance, and Stability of Biol ogical
| ndi cators
Section Il D

M crobi ol ogi cal Mnitoring of the Environment
Section Il E 4:

The Sensitivity of the Test
Section Il H

Evi dence of Fornal, Witten Procedures
Section IV A 2:

Locati on of Equi prent
Section IV B 1:

Drug Product Solution Filtration
Section IV B 2:

Speci fications Concerning Hol di ng Peri ods
Section IV D

Procedures and Specifications for Media Fills
Section IV E

Actions Concerning Product Wien Media Fills Fai
Section IV F

M crobi ol ogi cal Mnitoring of the Environment
Section IV G

Cont ai ner-d osure and Package Integrity

(see "Specific Comrents" for exanpl es of recomended text



changes.

Advant ages of Field Inspection Review of Sterile Process
Val i dation Data

As previously nentioned, PDA supports the availability for FDA
review of the sterilization process validation information
described in the guideline. However, it is PDA s opinion that
providing this information in the application is redundant to the
revi ew conducted during the pre-approval inspection (PA) and
routi ne GW inspections. PDA believes that the inspection is the
i deal nechanismfor reviewing this information for a nunber of
reasons:

° The information required is extensive and detail ed, and by
its nature | eads to reviewer questions. These questions
can best be answered by conpany experts during an

i nspecti on.

° Mich of the information is GW in nature, involves
manuf act uri ng processes related to nuner ous products, and
is not related to the safety and efficacy of a specific

product. Since the reviewinvolves the evaluation of a
firms manufacturing capability and control systens (i.e.
aseptic processing) it can best be acconplished on site by
field investigators famliar wth manufacturing processes.

° In addition, the stated purpose of the FDAreviewis to
performa scientific evaluation of studies. Any specific
information and data that are requested are intended to
provi de assurances to the FDA that the firmhas adequate
procedures in place and that sufficient data are avail abl e
to establish adequate sterility assurance |evels. FDA
obj ectives nay be better served by eval uati ng the adequacy
of afirms overall systens and program rather than to
eval uate specific validation data as part of the
application review |In PDA s opinion, detailed audits of
process data should be part of the field inspection
approach in evaluating the adequacy of the firms program
V¢ believe that a second review of this infornmation when
associ ated with a specific application is redundant to the
review during the PAl or regular inspection, and is not an
effective use of FDA's limted resources.



Concl usi on

I n concl usion, PDA recommends that the information on
sterilization process validation described in the guideline be
avai |l able at the site of the pharnmaceutical firmfor FDA review
during the pre-approval inspection or routine GW inspection. In
order for both FDA and the pharmaceutical industry to avoid the
use of resources on redundant activities PDA recomends that this
detailed information not be required as part of the marketing
application, allowing firns the continued flexibility in naking
timely process inprovenents after appropriate validation studies
and internal review

Speci fic Conments

1. Consistent with PDA's recommendation that the information be
avai |l able on site, and not submtted as part of the application,
the followi ng sections of the guideline are representative
exanpl es where the word "avail abl e" shoul d be substituted for
"submtted" or "provided:"

géction A2
géction I A4
géction I B1
géction Il B4
géction IVB1
Eéction v C

I n such cases where it is recommended that information be
provided in the marketing application, the guideline should be
reworded to state that the informati on woul d be avail abl e for FDA
review during the site inspection.

2. Section Il B1: Heat Distribution and Penetration Studies
(change to read "Tenperature Distribution and Heat

Penetration Studies".) Heat distributionis an incorrect term

and inplies a "capacity" function which is not normally

measured i n chanber tenperature distribution studies. Heat

penetration refers to the ability of the chanber atnosphere

to heat the product.

3. Section Il B 4: The batch record is an i nappropriate
| ocation for this informati on. Such data should reside in the



firms validation or devel opnent files, and be readily avail abl e
for FDA inspectional review

4. Section Il C2: "A description of the program for
routinely nonitoring bi oburden (add "where appropriate”) to
ensure that validated and established limts are not exceeded."

A properly designed overkill validation approach can justify the
absence of routine nonitoring of bioburden since overkil
sterilization cycles are designed to provide a 10 ¢ probability
of mcrobial survival regardl ess of the nunber and resistance of
bi obur den. 2

For exanple, in the case of equi pnent containers, closures (inert
itens) where there is no substrate for mcrobial growh (and
endot oxi n devel oprent) bi oburden testing woul d not be warranted
when overkill sterilization cycles are enployed. In other cases
where historical data established that bioburden renmained wthin
repr oduci bl e ranges, routine bioburden testing would al so not be
necessary when enpl oyi ng overkill sterilization cycles.

5. Section Il C5: Last sentence. (should read "sinmul ate" not
"stinul ate")

6. Section Il D Definition of process water, |ine 13.
(shoul d read "Process water includes autoclave cooling water if
it has potential contact with the product.")

7. Section Ill: First sentence. (should read "Section Il A
through Il G not "I Athrough | G')

8. Section IV Gand V A Reference is nade to the
"sensitivity " of the container/closure integrity test. The term
"sensitivity " should be clarified or this reference del eted.

9. Section IV G Mcrobiological Mnitoring of the

Envi ronnent. The requirenent to nonitor anaerobes shoul d be

del eted. The purpose of environnental nonitoring is detection of
changes and trend anal ysis. Aerobic and facultative

m croorgani sns wll far exceed in nunber and provide a nore
sensitive indication of trends than anaerobi c m croorgani sis.
This position has been supported in the scientific literature.
Muinson and Sorensen of the U S FDA took the position that routine
environnmental nonitoring for anaerobes in an aseptic processing

Parenteral Drug Association, Inc., Techni cal
Monograph No. 1, "Validation of Steam
Sterilization Cycles", 1978.

9



area is usually not productive. 2 Abdou maintains a simlar
position. 4 Finally, in the section entitled Surveillance
Procedures, PDA Technical Report No. 13 states that, "Unless
sterility test data or periodic environmental nonitoring data

show there is a problemw th special groups of mcrobes such as
anaer obes, routine surveillance for organi sns other than those
expected to popul ate the environnent should not be necessary." 5

10. Sections VA&V C It should be clarified that the phrase
"sterility testing at the initial tinme point is not considered
sufficient to denonstrate the mcrobial integrity of a

contai ner/closure systent (line 6, VA does not inply a
requirenent for sterility testing at the endpoint in a stability
program (On a scientific basis, the assurance of sterility over
the shelf |ife of a sterile product is based on the integrity of
the container/closure system The closure systemis validated by
appropri ate physical and/or mcrobiol ogi cal challenge tests
during the fornul ati on/ devel opnent stage of the product. Once
validated, there is no scientific reason to performsterility or
bacterial endotoxin testing (as requested in Section V C) over
the shelf |ife of the product, since the product must be
"sterile" and "endotoxin free" at the time of release. The
sterility test is not adequate to neasure the adequacy of
container/closure integrity. Rather, a test (Section V A that
directly measures container/closure integrity would be a suitable
alternative to the sterility test. This test may be either a
physi cal or m crobiol ogical challenge test.

11. Section V B: The gui del i nes suggest conducting the USP
Antimcrobial Preservative Effectiveness Test (APET) at the end
of the stability period. This would not be necessary in the
situation where the firmhas denonstrated the ability to pass the
APET at a mninmal concentration of preservative at which the
product remnai ned above during the expiration period.

"Sterile Pharmaceutical Manufacturing,
Applications for the 1990's," Volune 2, |nterpharm
Press, 1991, Chapter 5, "Environnental Monitoring:
Regul atory |ssues,"” p. 169.

Abdou, M A F. "Determnation of airborne
m croorgani sns in a pharnaceutical plant using
standard, elective, and selective culture nedia,"
Pharm Tech. 4(11):93, 1980.

Techni cal Report No. 13, J. Parenter. Sci.
Technol . 44(Sl1):$4, 1990
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Also in VB, the follow ng should be reworded: "chem cal assays
to nmonitor the concentration of preservatives should be perforned
at all (change "all" to "appropriate") test intervals. For

subsequent |ots placed on stability, chem cal assays may (Change
"may" to "will") be adequate." FDA s stability guidelines state
chem cal assays may be used in |ieu of the APET. 6

"Quideline for Submtting Docunentation for
the Stability of Human Drugs and Biol ogi cs," FDA
February 1987, p. 12.
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Attachnment 1
Parenteral Drug Association, Inc.
Task Force on Sterilization Process Validation
R Mchael Enzinger, Ph.D. (Chair)
The Upj ohn Conpany

Joyce H Aydlett
Bur roughs Wl | cone Co.

Donal d E. Baker
Fuj i sana USA

Doris L. Conrad
Sm t hKl i ne Beecham Phar m

Dave Hanl on
Fort Dodge Labs., Inc.

Janes C. Lyda
Parenteral Drug Association, Inc.

Russell E. Madsen, Jr.
Bristol - Mers Squi bb Conpany

Sol Motola, Ph.D
Wet h- Ayerst Labs., Inc.

Raynmond Shaw, Jr., Ph.D.
Merck & Co.

Ronald F. Tetzlaff, Ph.D.
Kenper - Mast erson, | nc.

James D. WI son
Abbott Labs., Inc.
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