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GUIDANCE FOR INDUSTRY"

Formal Dispute Resolution:
Appeals Abovethe Division L evel

l. INTRODUCTION

This document is intended to provide guidance for industry on procedures adopted by the Center
for Drug Evauation and Research (CDER) and the Center for Biologics Evaluation and Research
(CBER) for resolving scientific and procedurd disputes that cannot be resolved at the Divison
level. This guidance describes procedures for formally appedling” such disputes to the Office or
Center leve and for submitting information to assist Agency officidsin resolving the issug(s)
presented.

Scientific (including medica) disputes and procedurd (including adminigrative) disoutes will
inevitably arise during the drug development, new drug review, generic drug review, and
postmarketing oversght processes. As these disputes can involve complex judgments and issues
that are scientifically and commercialy important, it is criticd that there be proceduresin place that
will encourage open, prompt discussion of such disputes, which will usudly lead to their resolution.
The procedures and policies described in this guidance document are intended to promote rapid
resolution of scientific and procedura disputes between sponsors and the Agency. For the
purposes of this document, the term sponsor includes any sponsor, applicant, or manufacturer of a
new drug, generic drug, or biologic product regulated by the Agency under the Federd Food,
Drug, and Cosmetic Act (the Act) or section 351 of the Public Hedlth Service Act (the PHS Act).

FDA regulations (21 CFR 10.75) provide a mechanism for any interested persort to obtain formal
review of any Agency decision by raisng the matter with the supervisor of the employee who made the
decisgon. If theissueis not resolved a the primary supervisory leve, the interested person may request
that the matter be reviewed at the next higher supervisory level. This process may continue through the
Agency's chain of command, through the Centers to the Commissioner of Food and Drugs. Regulaions

This guidance has been prepared by the Review Management Working Group in the Center for Drug Evauation
and Research (CDER) and the Center for Biologics Evauation and Research (CBER) at the Food and Drug Adminigtration.
This guidance document represents CDER's and CBER:s current thinking on dispute resolution. 1t does not create or confer
any rightsfor or on any person and does not operate to bind FDA or the public. An dternative gpproach may be used if
such approach satisfies the requirements of the gpplicable statute, regulations, or both.

2Asused in this guidance document, an apped isarequest for formal dispute resolution.

3Aninterested person is aperson who submits a petition, comment, or objection or otherwise asksto participatein
an informd or forma adminigtrative proceeding or court action (21 CFR 10.3). Thisdefinition of interested personincludes a
sponsor, applicant, or manufacturer of adrug or biologica product.



for dispute resolution during the IND process (21 CFR 312.48) and the NDA/ANDA process (21
CFR 314.103) specificaly establish smilar procedures for the resolution of scientific and procedura
meatters at the Divison level and subsequent formd review of decisons through Center management.
CDER and CBER regulations aso provide that a sponsor may request that the Agency seek the advice
of outsde experts, including an gppropriate advisory committee, in resolving the matter (312.48(c)(3)
and 314.103(c)(3)).

Section 404 of the Food and Drug Administration Modernization Act of 1997 creates new section 562
of the Act (21 U.S.C. 360bbb-1). Section 562 of the Act providesthat if, regarding an obligation
concerning drugs or devices under the Act or section 351 of the PHS Act, there is a scientific dispute
between the Agency and a sponsor, gpplicant, or manufacturer and no specific provison of the Act or
regulation provides aright of review of the matter in controversy, FDA shal, by regulation, establish a
procedure under which such sponsor, gpplicant, or manufacturer may request areview of the
controversy, including review by an advisory committee. Section 562 of the Act further provides that
such review of the controversy, if granted, shall take place in atimely manner.

In the Federal Register of November 18, 1998 (63 FR 63978), FDA amended 21 CFR 10.75 to
explicitly Sate that a sponsor, gpplicant, or manufacturer of adrug or device may request review of a
scientific controversy by an appropriate advisory committee. In recognition of the Agency's authority to
determine whether to seek the advice of an advisory committee in resolving a scientific dispute, the
amendment to the regulation states that the reason(s) for any denia of arequest for advisory committee
review will be set forth in writing to the requester. A person whose request has been denied at the
Center level may submit arequest for review of the denid a the Commissioner's Office leve. Such
request should be sent to the Agency's Chief Mediator and Ombudsman. In the preamble to the fina
rule, FDA dated that implementation of this provison would be undertaken by the individua FDA
Centers and would be described in guidance documents. This document is intended to meet that
commitment.

A. PDUFA Products

The Prescription Drug User Fee Act of 1992 (PDUFA) was reauthorized in November 1997 (PDUFA
2). In conjunction with PDUFA 2, FDA agreed to specific performance goa's (PDUFA goals) for
activities associated with the development and review of products in human drug applications as defined
in section 735(1) of the Act (21 U.S.C. 3799(1)) (PDUFA products). The PDUFA godsare
summarized in "PDUFA Reauthorization Performance Goas and Procedures,” an enclosure to a letter
dated November 12, 1997, from the Secretary of Health and Human Services, Donna E. Shada, to
Senator James M. Jeffords. The PDUFA goals for mgor dispute resolution provide the following time
framesfor Agency response to forma gppedls regarding scientific or procedurd matters:

Fisca Year (FY) 1999 70% acted upon within 30 caendar days

FY 2000 80% acted upon within 30 caendar days



FY 2001 and subsequent years 90% acted upon within 30 calendar days

Acted upon, in this context, includes, but is not limited to, requesting additiona information, scheduling a
meeting with the sponsor (ordinarily such meetings will be considered type A mestings®), deciding to
submit the issue(s) for presentation to an advisory committee, requesting an opinion from the Office of
Chief Counsdl, granting the apped, or denying the appedl.

B. Scope of the Guidance

The policies and procedures described in this guidance document implement section 562 of the Act,
Agency regulations, and the PDUFA goals for dipute resolution. Unless otherwise stated, this
guidance appliesto PDUFA products and non-PDUFA products (e.g., generic drugs).

At any time, a sponsor may choose not to follow the formal dispute resolution process and may
informally raise a procedurd or administrative matter with the CDER or CBER Ombudsman

(*" 312.48 and 314.103). A sponsor who remains dissatisfied with the procedure used by the Center
informa resolution of adispute after the Center Director has made a determination on the issug(s)
involved may aso seek the assistance of the CDER or CBER Ombudsman in facilitating resolution of
the matter. The procedures described in this guidance do not apply to such informa dispute resolution
through the CDER or CBER Ombudsman. Furthermore, such informa contacts with the Ombudsman
concerning PDUFA products are not subject to the PDUFA gods and therefore progress on the
resolution of the issue(s) will not be formaly tracked in CDER or CBER databases.

. FORMAL DISPUTE RESOLUTION

As described in Agency regulations (21 CFR 10.75, 312.48, 314.103), a sponsor should initialy seek
resolution of any scientific or procedurd dispute & the Divison level usng forma or informal
mechanisms, as gppropriate. 1f these mechanisms do not lead to resolution, the sponsor may formaly
request reconsideration of the matter by the Division after providing the Division an opportunity to
review any materias the sponsor intends to rely on in an apped to the next level. Because all Agency
decisions on the matter must be based on information in the matter's administrative file

(* 10.75(d)), no new information should be submitted as part of a request for reconsideration or
appeal. If the sponsor has new information that may affect the origina decison, any gpped should be
deferred and the new information should be submitted and reviewed by the Division. For example, a
reponse to an action letter should initidly be submitted to the Divison for review. If anissueisdill not
resolved to the satisfaction of the sponsor at the Division level, the sponsor may apped the matter to the
gopropriate Office Director. If the sponsor is not satisfied with the decison made by the Office
Director with respect to the issug(s), the sponsor may appea the matter to the appropriate Deputy

*In February 1999 (64 FR 13591), FDA made available for comment adraft guidance for industry, Formal Meetings
with Sponsors and Applicants for PDUFA Products, describing policies and procedures that will be adopted by CDER and
CBER to enhance the productivity of meetings between the Agency and sponsors of PDUFA products.



Center Director. If the sponsor is not satisfied with the decision made by the Deputy Center Director
with respect to the issug(s), the sponsor may appedal the matter to the Center Director.

At any point in the forma dispute resolution process, a ponsor may request that a scientific dispute be
reviewed by an gppropriate advisory committee. Such arequest for advisory committee review may be
part of the original forma apped or may be an amendment to the forma apped. If a ponsor believes
that review by an advisory committee is the most gppropriate venue for resolution of a scientific
controversy, such arequest should be made as early in the dispute resolution process as feasible. Such
early notice will enable the Center to evaduate a every step in the process whether to send the matter to
an advisory committee.

1.  PROCEDURESFOR SUBMITTING A REQUEST FOR FORMAL DISPUTE
RESOLUTION

A. How to Request Formal Dispute Resolution

A sponsor interested in requesting formal dispute resolution by the Office or Center should do so only if
an attempt for resolution at the previous supervisory level was unsuccessful. The sponsor should submit
awritten request and supporting documentation to the appropriate CDER or CBER component as
follows, with a copy submitted as an amendment to the gpplication to the appropriate Divison
document room.

Requests for formal dispute resolution with CDER should be submitted to the Center Forma Dispute
Resolution Project Manager (DRPM) except requests for forma dispute resolution concerning generic
drugs should be submitted directly to the Office of Generic Drugs.

For CDER issues other than generic drug issues the following address should be used:

Formal Dispute Resolution Project Manager (DRPM)
Food and Drug Administration

Center for Drug Evauation and Research

Mail Code HFD-002

5600 FishersLane

Rockville, MD 20857

For CDER generic drug issues the following address should be used:
Director
Office of Generic Drugs
Food and Drug Adminigtration
Center for Drug Evauation and Research
Mail Code HFD-600
7500 Standish Place



Rockville, MD 20855
All requests for formd digpute resolution with CBER should be submitted to:

Formal Dispute Resolution Project Manager (DRPM)
Food and Drug Adminigtration

Center for Biologics Evauation and Research

Mail Code HFM-007

1401 Rockville Pike

Rockville, MD 20852

B. Supporting Information

To make the mogt efficient use of Agency and industry resources, any request for forma dispute
resolution should include adequate information to explain the nature of the disoute and to dlow the
Agency to determine the necessary steps to resolve the matter quickly and efficiently. Each request
should indlude the following:

1 Cover sheet that clearly identifies the submisson as FORMAL DISPUTE RESOLUTION
REQUEST in bold, uppercase |etters.

2. Application number (IND, NDA, BLA, ANDA), if applicable.

3. Proprietary name and established name for a product in CDER; proper name and trade name
for aproduct in CBER.

4, Divison or Office where the application isfiled.
5. Proposed indication(s), if applicable.
6. Brief, but comprehensive statement of each issue to be resolved:
1 Clearly describe the issue to be resolved.
! Identify the issue as scientific, procedurd, or both.
1 State the steps that have been taken to resolve the issue, including informa dispute
resolution.
I Identify possible solutions, including, for scientific issues, whether an advisory

committee review is requested.
1 State expected outcome.

7. Statement identifying the division that issued the origind decison on the matter and, if
goplicable, the last Agency officia who atempted to formaly resolve the matter.

8. List of documents previoudy submitted to the Agency that are deemed necessary for resolution
of the issug(s). If asponsor prefers, copies of such documents may be resubmitted to the
Agency.

0. Statement that the previous supervisory leve has received and had the opportunity to review al
of the materid relied on for dispute resolution.

10. Name, title, and telephone and fax numbers of company contact for the appedl.



All Agency decisons on amatter are based on the information in the matter's adminigtrative file

(* 10.75(d)). In generd, new information, not seen at the review divison or previous supervisory levels
of review, should not be provided. If agponsor presents new information about an issue in requesting
forma dispute resolution, the matter will be returned to the Division for reeva uation based on the new
informetion.

V.  AGENCY ACTION

The DRPM will forward the forma request to the appropriate CDER or CBER officid (the Officid) to
respond to the formal apped as established under the Center chain of command, enter the necessary
information into the appropriate tracking system, and send an acknowledgment | etter to the sponsor.
The Officid will review the matter's adminigirative record and provide aresponse. The response could
be a decision on the matter, but could aso be a decision to seek advice from an advisory committee or
other interna or externa experts or to ask the sponsor for more information.

A. Written Response

FDA will generaly send a written response to a sponsor who requests formal dispute resolution. The
written response should specificaly agree or disagree with the outcome desired by the sponsor, agree
or disagree with parts of the proposed outcome, or indicate a resolution that is different than that
proposed by the sponsor. If the Agency does not agree with the sponsor's position, the response
should include reasons for the disagreement and any actions that the sponsor can take to address issues
the Agency has raised.

1. PDUFA Products

If the product underlying a procedurd or scientific digpute isa PDUFA product, the Officid should
complete the review within 30 calendar days from the DRPM's receipt of the forma request. The
Officiad should contact the sponsor within the 30 day window via written response or telephone
response (30 day response). If the reponse is by telephone, the reviewing Officid should provide a
written confirmation of the forma digpute resolution outcome to the sponsor or gpplicant within 14
cdendar days from the date of the telephone cdl. If FDA isunable to complete the review and respond
within 30 days, the Officia should notify the sponsor, explain the reasons for the ddlay, and discuss the
time frame for completing the review.

Where additiona data or input from others are needed to reach a decision on the gppedl, the 30 day
response should be adescription of the plan for obtaining the information (e.g., requesting further
information from the soonsor, deciding to schedule a meeting with the sponsor, bringing the issue for
discussion at an advisory committee). In such cases, once the required information is received by the
Agency, the Officid will again have 30 cdendar days from the receipt of the required information in
which to respond to the gpped and state whether the Agency agrees or disagrees with the sponsor=s
dtated position.



2. Non-PDUFA Products

If the matter under apped does not pertain to a PDUFA product, the Officid should make dl
reasonable efforts to resolve the dispute as expeditioudy as possible, taking into congderation available
resources, and should provide a written or telephone response to the sponsor in atimely fashion. If the
responseis by telephone, the reviewing Officia should subsequently provide awritten confirmation of
the formal dispute resolution outcome to the sponsor.

B. Responseto a Request for Advisory Committee Review

If asponsor seeking resolution of a scientific dispute requests advisory committee review of the matter,
the Officid will determine whether such review is gppropriate and would be hdpful to the Agency at that
timein the forma gpped process. The Officid will communicate this determination to the sponsor
following the procedures described in Written Response above.

An issue may be gppropriate for advisory committee review if it is related to matters of technical
expertise that require some speciaized education, training, or experience to understand and resolve.
Issues that generdly are not gppropriate for advisory committee review include those thet involve: (1)
potentia crimina activity (e.g., datafraud, submission of fase information, unauthorized disclosure of
proprietary information); (2) alegations of intellectud or regulatory bias, including differentid trestment,
on the part of FDA employees, members of FDA advisory committees, or other specid Government
employees, (3) regulatory jurisdiction (e.g., which FDA component will have lead regulatory
responsbility for a particular matter) or other matters in which regulatory policy or procedures are the
dominant concerns; and (4) matters for which the Center Director has not been delegated authority.

The Officid may decide not to send the matter to an advisory committee and may consult with one or
more of the members of the advisory committee or other interna or externa expertsin resolving the
matter.

1 Advisory committee review

If the request for review by an advisory committee is granted, the matter will be brought to the next
scheduled advisory committee meeting for which there is time available on the agenda for adequate
discusson of theissue. Due to adminigirative concerns related to organizing each advisory committee
meseting (e.g., establishing an agenda, sending background information to the advisory committee
members prior to the meeting), it may not be feasble to raise the matter at the next scheduled mesting.

Asdiscussed in Agency regulations (* 14.5(b)) and the preamble to the find rule amending * 10.75, the
advice and recommendations of an advisory committee after review of a scientific dispute would not
bind the Agency to a particular action or policy. After recaiving the advice of the appropriate advisory
committee, the Agency should notify the sponsor of its determination on the matter within 30 days.



Unless otherwise provided by law, an FDA decision based on an advisory committee recommendation
isnot find Agency action subject to judicid review.

2. Denial of a request for advisory committee review

If the Officid does not grant advisory committee review, the Officid will notify the sponsor in writing of
such decision, including the reason(s) for the denid. This natification may be included in the written
response to the formal dispute resolution.

A sponsor denied advisory committee review of a scientific dispute may gpped the denid up the chain
of command in the Center as part of any subsequent request for dispute resolution of the underlying
matter. After exhausting the Center's mechanisms for gppedling the decision denying advisory
committee review, a ponsor may request review of the Center's decision through the Agency's
supervisory chain of command to the Commissioner of Food and Drugs. Asdated in * 10.75, requests
for such review should be submitted to the Agency's Chief Mediator and Ombudsman. Although not
formaly in the chain of command, the Chief Mediator and Ombudsman will work with the Center and
the sponsor attempting to develop a mutualy acceptable gpproach, taking into account al relevant
factors. Unless otherwise provided by law, an FDA decision to deny arequest for advisory committee
review isnot find Agency action subject to judicid review.



