PDA commentary on:

Gui dance for Industry: Content and Format for Subm ssion of Drug
Products for Investigational New Drug Applications (INDs), New
Drug Applications (NDAs), Abbreviated New Drug Applications
(ANDAs), and Abbrevi ated Antibiotic New Drug Applications
(AANDAs), February 6, 1996.

Expl anat ory Not e:

In early 1996 FDA/ CDER provi ded copies of the above draft

gui dance to PDA and ot her organizations for the purpose of
informal feedback. The follow ng cooments were submtted back to
CDER on July 8, 1996.
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July 1996



July 8, 1996

Dr. Albinus M D Sa

Food and Drug Adm nistration
5600 Fi shers Lane (HFD 170)
Rockvi |l | e, MD 20857

Re: Content and Format for Subm ssion of Drug Products for
I nvestigati onal New Drug Applications (INDs), New Drug
Applications (NDAs), Abbreviated New Drug Applications (ANDAs),
and Abbreviated Antibiotic New Drug Applicati ons (AANDAS)
draft, February 1996

Dear Dr. D Sa

Encl osed are PDA's comments on the above-referenced draft gui dance.
These coments are provided in response to the February 21, 1996
meeting with COER s OMC CC. Mbst PDA nmenbers are associated with
conpani es and products regul ated by the Center for Drug Eval uation
and Research (CDER) and will be affected by this guidance. For this
reason we appreciate the opportunity to provide suggestions on its
utility.

For your information, PDAis a nonprofit, international association
for pharmaceuti cal science and technol ogy. The Associ ation was
founded in 1946 and specializes in quality assurance and

manuf acturing i ssues for pharnaceutical s, bi opharnaceuticals and
related health care products. Qur 7,700 worl dw de menbers incl ude
scientists and technical representatives of manufacturers, academ a,
regul ators and suppliers of equi pnent and services.

PDA will be represented at the July 10, 1996 CDER neeting in which
this guidance will be discussed. If you have any questions pl ease
contact ne.

Sincerely,

Edrund M Fry
Pr esi dent

Encl osur e

PDA Commentary on draft FDA Qui dance for |ndustry:
Content and Format for Subm ssion of Drug Products for
| nvesti gational New Drug Applications (INDs),
New Drug Applications (NDAs),
Abbr evi ated New Drug Applications (ANDAs), and
Abbrevi ated Anti biotic New Drug Applications ( AANDAs),
draft, February 1996

W comrend FDA on the conprehensi veness of this draft guidance
docunment (referred to as "the guidance'). It is a useful
docunent that provides a detailed and thorough |ist of inportant
points to be considered in the preparation of I ND, NDA ANDA and
AANDA subm ssions. The guidance is consistent with the goal of
both industry & FDA to submt conplete & consistent applications



that nmeet requirenents for nmarket approvability.

PDA' s conmments on the gui dance stress over-arching principles on
how it shoul d be regarded and used by bot h t hose
submtting/filing applications and reviewers within FDA. Wile

t he Associ ation has included several specific comrents, we did
not try to catal og each and every di screpancy or technical issue.

A. Purpose and Use of the Qi dance

Backgr ound:

The gui dance provides a | arge anount of detailed infornmati on and
recomrendat i ons whi ch coul d be problenmatic if applied rigidly.
For industry the guidance will be nost hel pful if the recognized
intent is to facilitate technical decisions & application
planning. Simlarly, FDA should avoid using it as a checklist for
application review, requiring applications to address every
point. Not every test, specification, or recomrendation in the
guidance is appropriate for every product, given the diversity of
phar maceutical s today. Specific exanples that illustrate this
poi nt follow

° Gsnolality or osnolarity test for parenteral solutions
(p.-24). This test may be appropriate for products with
significant amounts of osnolality adjusters or iso-osnotic
clains. Gsnolality is often assessed during devel opnent
eval uations, however, such a non-specific test has m ni nal
technical value for routine control for nost parenteral
sol uti ons.

° Test for extractables (p.24). A routine control test for
extractables is not appropriate for nost parenterals.
Testing is often conducted prior to application subm ssion
to denonstrate the suitability of non-glass containers
precluding the need for routine control testing.

° Friability (p.19). Wile such a test nay be of value for
i n-process control of manufacturing, friability is
frequently not appropriate or used as a rel ease test.

° D ssolution testing (p.11). D ssolution testing often has no
val ue for oral suspensions as reconmmended.

Recommendat i on:

Section I, Introduction, should be amended to include a paragraph

describing the flexible application of this guidance, as foll ows:
FDA recogni zes that this guidance offers detailed
i nformati on which nay not be applicable to each and every
product or dosage form The applicant should consider the
information in the gui dance when applications are being
prepared, incorporating information in concordance with the
gui dance when appropriate for the drug product. Simlarly,



manuf acturers may need to include informati on not covered in
t he gui dance for sone drug products.

B. Setting/ Changi ng Specifications:

Backgr ound:

At the tine of approval of an NDA or an ANDA the applicant
usually has a very limted database for use in setting
specifications. Typically for an NDA a snall nunber of pilot
scal e batches, and 1-3 production scal e bat ches have been

manuf actured. For an ANDA there nay be one or nore test batches
at the tinme of submssion, which may or may not be production
scale. The limted data frequently represents tighter limts and
ranges than woul d be expected in normal production. In addition,
applicants frequently encounter what seemto be arbitrary FDA
chal | enges of specifications proposed for new products, resulting
in specifications being further tightened.

The net effect is that specifications initially approved in NDA s
and ANDA's are frequently set much tighter than necessary to
ensure safety, efficacy and potency of the drug product, and al so
tighter than the new nanufacturing process is capable of mneeting
regularly. Potentially, this sets the stage for unnecessary and
costly production batch rejection based on failure to neet
specifications over the shelf life of the product.

This scenario has little relation to safety, efficacy or quality
of the drug product. Rather it reflects a process which results
in specifications being set overly tight too early in the drug
products market life. Conpounding this problemis the difficult &
| engt hy process of w dening specifications after they have been
appr oved.

Recommendati on:

PDA proposes the guidance provide for "initial' or "interim
specifications at approval. To set such specifications,
applicants shoul d eval uate avail able batch and stability data, as
well as a history of conparable products, to design

speci fications which are appropriate to ensure the quality of the
product over the shelf life. The resulting "initial' or "interim
specifications could then be reviewed periodically under a
formalized protocol approved in the NDA If the product history
indicates a potential for tighter specifications the applicant
woul d coomt to supplenenting the NDA ANDA accordingly.

C. Gher Comments

1. Target Conposition/Formulation.



Section Il.A 1l.d., Targeted Conposition, states that the
quantitative conposition "should be fornulated with the active
targeted at 100% of the |abeled claimw th any deviation clearly
justified and supported.” This should be changed to "...not |ess
than 100%.." or otherwise qualified in recognition of 21 CFR
211.101(a), "The batch shall be fornulated with the intent to
provide not |ess than 100 percent of the | abel ed or established
amount of active ingredient." This | anguage nay hel p avoi d
confusi on when overages under Section Il.A f. are contenpl at ed,
where the new target woul d be in excess of 100%

This same comrent applies to Section Il.A 2. a., Tar get ed

For mul ati on.

2. SUPAC

The gui dance should reflect the recent SUPAC- | R gui dance i ssued

by CDER and shoul d be revi sed as necessary as new SUPAC gui dance
docunents are issued. The ability to readily inplenent certain
conponent/ conposi ti on, scal e-up/scal e-down, and manuf acturing
process and equi pnment changes after approval of an origi nal
application could have a profound i npact on the content of an
original application.

3. Validation of Sterile Processes.

The gui dance restates FDA policy that requires data for

validation of sterile processes, either aseptic fill or term nal
sterilization, be submtted with the application, and references
t he Decenber 1993 (republished Novenber 1994), Gui dance for

I ndustry for the Subm ssion of Docunentation for Sterilization
Process Validation in Applications for Human and Veterinary Drug
Pr oduct s.

PDA restates its position that validation of sterilization
processes shoul d be handl ed nuch as the validation of other
processes/ process changes, i.e. validation data revi ewed through
field GW inspections w thout subm ssion of volum nous data with
the application. A copy of PDA's January 31, 1994 commrents,
amended on April 4 of the same year, is encl osed.

4. Re-processing operations.

Section I1.3.a. Reprocessing Operations, Supplenental
Appl i cations requires a pre-approval supplenment for any
"reprocessing procedure due to deviations not anticipated in the
original application.' This nay be excessive, and we suggest the
manuf acturer can validate and conduct such reprocessing using a
change bei ng effected suppl ement. That suppl ement coul d contain
all information listed inI1.3.b.i.(a-90).

5. Specifications, Dose Form Specific, particle size limts.
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There are references to limts for bot h upper and | ower particle
sizes, e.g. Oral Suspensions/Powders for Suspension (p.22),

I nj ect abl e Suspension, (p.25). Lower limts are technically

troubl esone and generally have very limted val ue. W suggest

that upper limts be required, but lower limts be required only
"where appropri ate and necessary."

- BEnd of Comments -

PDA thanks the foll ow ng experts who prepared these comments:

Robert Myers (Chair)
Schering Pl ough |International

Joyce L. DeYoung, Ph.D
Otho-MNei |l Pharnaceuti cal

Jennie Al ewel |
Cel | Therapeutics, Inc.

Martin Henl ey
Merck & Conpany, Inc.

Marci a Marconi
Baxt er Heal t hcare Corp.

Fl oyd Benj am n
Pasadena Research Labs

N cholas Tantillo
ESl Lederl e

Janes C. Lyda
PDA



