SUPPORTI NG STATEMENT
Qui dance for Industry on Formal Dispute Resol ution;
Appeal s Above the Division Level
0910- 0430
A. Justification

1. Circunstances of Infornmation Collection

This information collection approval request is for a Food
and Drug Adm ni stration (FDA) gui dance on the process for
formally resolving scientific and procedural disputes in the
Center for Drug Evaluation and Research (CDER) and the Center for
Bi ol ogi cs Eval uati on and Research (CBER) that cannot be resolved
at the division level. The guidance describes procedures for
formal | y appealing such disputes to the office or center |evel
and for submtting information to assist center officials in
resolving the issue(s) presented. The gui dance provides
informati on on how the agency will interpret and apply provisions
of the existing regulations regarding internal agency review of
deci sions (Sec. 10.75) and dispute resolution during the |IND
process (Sec. 312.48) and the NDA/ ANDA process (Sec. 314.103).

In addition, the guidance provides information on how t he agency
will interpret and apply the specific PDUFA goals for major

di spute resolution associated with the devel opnment and revi ew of
PDUFA products.

Exi sting regul ati ons, which appear primarily in parts 10,
312, and 314 (21 CFR parts 10, 312, and 314), establish
procedures for the resolution of scientific and procedural
di sput es between interested persons and the agency, CDER, and
CBER. All agency decisions on such matters are based on
information in the admnistrative file (Sec. 10.75(d)). In
general, the information in an admnistrative file is collected
under existing regulations in parts 312 (OVvB Control No.

0910- 0001), 314 (OWB Control No. 0910-0014), and part 601 (21 CFR



part 601) (OwB Control No. 0910-0315), which specify the
informati on that manufacturers nust submt so that FDA may
properly evaluate the safety and effectiveness of drugs and

bi ol ogi cal products. This information is usually submtted as
part of an IND, NDA, or biologics |license application (BLA), or
as a supplenent to an approved application. While FDA al ready
possesses in the admnistrative file the information that

woul d formthe basis of a decision on a matter in dispute

resol ution, the subm ssion of particular information regarding
the request itself and the data and information relied on by the
requestor in the appeal would facilitate tinmely resolution of the
di spute. The guidance describes the follow ng collection of

i nformati on not expressly specified under existing regulations:
The subm ssion of the request for dispute resolution as an
anmendnent to the application for the underlying product,

i ncl udi ng the subm ssion of supporting information

with the request for dispute resol ution.

Agency regul ations (Secs. 312.23(11)(d), 314.50, 314.94, and
601.2) state that information provided to the agency as part of
an | ND, NDA, ANDA, or BLAis to be submtted in triplicate and
wi th an appropriate cover form Form FDA 1571 nust acconpany
subm ssions under IND s and Form FDA 356h nust acconpany
subm ssions under NDA's, ANDA's, and BLA's. Both forns have
valid OVMB control nunbers as follows: FDA Form 1571, OVB Contro
No. 0910-0014, expires Decenber 31, 1999; and FDA Form 356h, OB
Control No. 0910-0338, expires April 30, 2000.

I n the gui dance docunent, CDER and CBER ask that a request
for formal dispute resolution be submtted as an anendnent to the
application for the underlying product and that it be submtted
to the agency in triplicate with the appropriate form attached,
ei ther Form FDA 1571 or Form FDA 356h. The agency recommends t hat



a request be submtted as an anmendnent in this manner for two
reasons: To ensure that each request is kept in the

adm nistrative file with the entire underlying application and to
ensure that pertinent information about the request is entered
into the appropriate tracki ng databases. Use of the information
in the agency's tracking databases enabl es the appropriate agency
official to nonitor progress on the resolution of the dispute and
to ensure that appropriate steps will be taken in a tinely
manner .

CDER and CBER have determ ned and the gui dance recomends
that the following information should be submitted to the
appropriate center with each request for dispute resolution so
that the Center may quickly and efficiently respond to the
request: (1) A brief but conprehensive statenent of each issue to
be resol ved, including a description of the issue, the nature of
the issue (i.e., scientific, procedural, or both), possible
solutions based on information in the admnistrative file,
whet her informal dispute resolution was sought prior to the
formal appeal, whether advisory conmttee review is sought, and
the expected outcone; (2) a statenent identifying the review
di vision/office that issued the original decision on the matter
and, if applicable, the last agency official that attenpted to
formally resolve the matter; (3) a list of docunents in the
admnistrative file, or additional copies of such docunents, that
are deened necessary for resolution of the issue(s); and (4) a
statenment that the previous supervisory |level has already had the
opportunity to review all of the material relied on for dispute
resolution. The information that the agency suggests submtting
with a formal request for dispute resolution consists of: (1)
Statenents describing the issue fromthe perspective of the
person with a dispute, (2) brief statenents describing the



hi story of the matter, and (3) the docunments previously submtted
to FDA under an OVB approved collection of information.

2. Purpose and Use of Information

The guidance is intended to provide guidance for industry on
procedures that will be adopted by CDER and CBER for resolving
scientific and procedural disputes that cannot be resolved at the
division level. As explained above, CDER and CBER have
determ ned that the information specified in the guidance shoul d
be submtted to the appropriate center with each request for
di spute resolution so that the Center may quickly and efficiently
respond to the request.

3. Use of Inproved Infornmation Technol ogy

In the m d-1980's, FDA began working with pharnmaceuti cal
sponsors to devel op Conput er-Assi sted New Drug Applications
(CANDA). CANDAs were designed to provide information (text,
data, inmage) electronically to facilitate the review of
applications. These efforts yielded valuable information but
were |imted because for each new drug review division sponsors
tended to devel op different hardware and software approaches. A
reviewer mght be confronted with an array of hardware, software,
and review tools to conduct a review that differed between
sponsors and applications. Al so, CANDAs were never approved as a
substitute for the archival copy, so firnms were still required to
submt copi es.

One solution to limtations of CANDAs was an approach
wher eby staff responsible for a particular review discipline (eg,
chem stry, clinical) worked directly with pharmaceuti cal sponsors
to devel op a consistent approach that woul d be applicable to al
sponsors and to all review divisions. Focus on this approach has



evol ved into the El ectronic Regul atory Subm ssion and Revi ew
(ERSR) Program This new initiative is intended to ensure both
the electronic availability of information and the neans to
mani pul ate this information electronically to yield a review.
ERSR has been made possi bl e by other devel opnents. The
har noni zati on of FDA Form 356h has ensured that NDAs, ANDAs, and
Bi ol ogi cal License Applications would contain conparable
information in the sanme sections of the subm ssion. The
pronul gation of the "Electronic Records; Electronic Signatures”
final rule allowed FDA to accept electronic subm ssions w thout
an acconpanyi ng paper archival copy because el ectronic records
are equival ent to paper records and electronic signatures are
equi valent to hand-witten signatures provided the requirenents
of 21 CFR Part 11 are nmet and the docunent has been identified in
t he agency's public docket as being acceptable for filing. The
Gui dance for Industry on "Archiving Subm ssions in Electronic
Format - NDAs" provides for the recei pt and archival of
el ectronic report forns and tabul ati ons. Anot her gui dance for
i ndustry on "Providing Regul atory Subm ssions in Electronic
Format - NDAs" issued in January 1999.
ERSR is made up of a variety of projects that are in
di fferent stages of devel opnent and inplenentation. These
projects are categorized into 3 areas: First, "Electronic
Subm ssions” includes standards-rel ated projects to define the
format and content of regulatory subm ssions; witten gui dance
for industry to follow in preparing electronic subm ssions; an
El ectroni ¢ Docunent Room project to accommodate the receipt,
archive, and storage of electronic transm ssions; an Electronic
Gateway project to provide an agency-level central point for
recei pt of secure electronic transm ssions and routing to the
Centers; and scientific databases that include structured



dat abases, reference guides, and analytical tools used by
reviewers. Second, "Corporate Databases, Docunentbases and
Applications” includes projects under the El ectronic Docunent
Managenent System and the Managenent Information System Third,
other electronic initiatives including technical infrastructure,
techni cal support, and training.

ERSR wi | | i npact the underlying business processes rel ated
to regul atory subm ssions and reviews. Docunent roons W ||
handl e el ectroni c nedia rather than paper copies. Reviewers wl|
revi ew subm ssions online and generate their review docunents
online. Reviewers will conduct data anal ysis using structured
dat abases, which conbi ne data extracted fromthe subm ssion under
review as well as historical data fromearlier subm ssions.

I ndustry sponsors and manufacturers will experience reduced paper
costs and manpower to conpile paper subm ssions and better access
to application status information through electronic nmail.

4. Efforts to ldentify Duplication

The information coll ection requested under the gui dance does
not duplicate any other information collection.

5. | nvol vement of Small Entities

Al t hough new drug devel opnent is typically an activity
conpleted by large multinational drug firnms, the information
col | ection requested under the guidance applies to small as well
as | arge conpanies. Under the Regulatory Flexibility Act, FDA
regul arly anal yzes regul atory options that would m nimze any
significant inpact on small entities. FDA also assists snal
busi nesses in conplying with regul atory requirenents.

6. Consequences |If Information Collected Less Frequently




As expl ai ned above, CDER and CBER have determ ned that the
information specified in the guidance should be submtted to the
appropriate center with each request for dispute resolution so
that the Center may quickly and efficiently respond to the
request .

7. Consistency with the GQuidelines in 5 CFR 1320.5(d) (2)

There is no inconsistency with the guidelines.

8. Consultation Qutside the Agency

A draft gui dance was published with opportunity for public
comment in the Federal Register of March 19, 1999 (64 FR
13587) . One comment was received. The comment stated that FDA’s estimate is arelatively
accurate accounting of time used in administrative preparation of information for routine meetings.
The comment stated that FDA underestimated the time required for creative writing and editing
tasks associated with preparation of paperwork prior to aformal meeting where many issues or
complicated topics will be discussed.

The agency’ s estimates are based in part on the expectation that respondents will have
already compiled for submission to the agency most of the data and information that is described in
the guidance document. The agency anticipates that respondents will have submitted the
information as part of the underlying product application. Therefore, the bulk of the paperwork
burden isrelated to administrative tasks, i.e., gathering and copying brief statements about the
product and describing details of the anticipated meeting.

9. Renuneration of Respondents

FDA has not provided and has no intention to provide any
paynent or gift to respondents under this guidance.

10. Assurance of Confidentiality

Confidentiality of the information submtted under this



gui dance is protected under 21 CFR 314.430 and under 21 CFR part
20. The unaut hori zed use or disclosure of trade secrets required
in applications is specifically prohibited under Section 310(j)
of the Act.

11. Questions of a Sensitive Nature

There are no questions of a sensitive nature.

12. Esti mat es of Annual i zed Hour Burden

Based on FDA's experience with dispute resolution, the
agency expects that nost persons seeking formal dispute
resolution will have gathered the materials |listed previously
when identifying the existence of a dispute with the agency.
Consequently, FDA anticipates that the collection of information
attributed solely to the guidance will be mniml. Provided
below is an estimate of the annual reporting burden for requests
for dispute resolution. 1In fiscal year (FY) 1998, 39 sponsors
and applicants (respondents) submtted requests for forma
di spute resolution to CDER and 12 respondents subnmtted requests
for formal dispute resolution to CBER Al though the procedures
for requesting formal dispute resolution that are set forth in
t he gui dance docunent were not in place in FY 1998, FDA estimates
that the nunber of respondents who would submt requests for
di spute resol uti on under the guidance would renmain the sanme. The
total annual responses are the total nunber of requests submtted
to CDER and CBER in 1 year, including requests for dispute
resolution that a single respondent submts nore than one tine.
In FY 1998, CDER received approximtely 49 requests and CBER
recei ved approxi mately 15 requests. The agency estimates that
the total annual responses will remain the same, averaging to
1. 26 responses per respondent. The hours per response is the



esti mated nunber of hours that a respondent woul d spend preparing
the information to be submtted with a request for formal dispute
resolution in accordance with this guidance, including the tine
it takes to gather and copy brief statenments describing the issue
fromthe perspective of the person with the dispute, brief
statenents describing the history of the matter, and supporting
information that has already been submtted to the agency.

Based on experience, FDA estimates that approximtely 8 hours on

average woul d be needed per response. Therefore, FDA estinmates
that 512 hours will

formal dispute resolution under the guidance.

be spent per year by respondents requesting

Estimated Annual Reporting Burden

Requests for Number of Nurber of Total Annual Hour s Per Tot al
Formal Dispute Respondent s Responses Per Responses Response Hour s
Resol uti on Respondent
CDER 39 1.26 49 8 392
CBER 12 1.25 15 8 120
Tot al 512

13. Estinates of Annualized Cost Burden to Respondents

FDA' s Econom cs Staff estimates an average industry wage

rate of $50.00 per hour for preparing and subnmitting the

i nformati on requested under the gui dance.

This figure is an

average of the foll ow ng wage rates (based on the percentage of

tinme required for each type of enpl oyee):

$70. 00 per hour;

clerical

Upper

m ddl e managenent at $35. 00 per hour;

assi stance at $23. 00 per hour.

9

managenent at

Usi ng the averaged wage




rate of $50.00 per hour, and nultiplied times the total hour
burden estinmated above, the total cost burden to respondents is

$25, 600. 00.

14. Esti mates of Annualized Cost Burden to the Gover nnent

FDA estimates that there will be no additional costs
associated with the receipt/review by FDA of the information

submi tted under the gui dance.

14. Esti mates of Annualized Cost Burden to the Gover nnent

FDA estimates that there will be no additional costs
associated with the receipt/review by FDA of the information

submi tted under the gui dance.

15. Publication of Information Collection Results

FDA does not intend to publish tabulated results of the information collection requirements

that would be imposed by these regulations.

16. Time Schedule, Publication and Analysis Plans

There are no publications.

17. Display of OMB Approval
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The required reporting forms accurately reflect the OMB approva number

18. Exception to the Certification Statement - Item 19

There are no exceptions to the certification statement identified in Item 19, * Certification

for Paperwork Reduction Act Submission,” of OMB Form 83-I.
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