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SOPP 8005: Formal Dispute Resolution Process
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Purpose

This Standard Operating Policy and Procedure (SOPP) serves as a guide
for Center for Biologics Evaluation and Research (CBER) staff to describe
the policies and procedures for resolving procedural and/or scientific
disputes that cannot be resolved at the Divisional level between sponsors
and CBER review staff regarding submissions under CBER review.

Scope

A. This SOPP applies to disputes that arise from disagreements between
sponsors and CBER review staff regarding a regulatory submission for
a user fee product under any of the available regulatory mechanisms
(21 CFR 10.75, 312.48(c), 314.103(c)).

B. This SOPP does not cover:
1. Internal disputes that arise from scientific disagreements between
Food and Drug Administration (FDA) review staff regarding the

review of sponsor submissions (refer to SOPP 8006: Resolution of
Differences in Scientific Judgment in the Review Process).
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2. Sponsor requests for CBER Ombudsman assistance in facilitating
informal resolution of a specific issue, including, but not limited to, a
procedural or administrative matter regarding a product.

3. Available mechanisms beyond 10.75(a)(3) by which individuals
outside of FDA who disagree with a decision or action taken by
CBER submit requests for hearings under 21 CFRs parts 12-16 or
Citizen Petitions under 21 CFR 10.30.

4. Procedures related to other individuals or entities that wish to
request review of a scientific and/or medical issue regarding an
application regulated by CBER: 21 CFR 10.75(c) may provide a
separate mechanism for non-sponsors to request internal Agency
review of a CBER decision on such issues.

Background

A.

Regulations (21 CFR 10.75) provide a mechanism for any sponsor,
applicant, or manufacturer of a drug, device, or biological product to
obtain formal review of an FDA decision by raising the matter with the
supervisor of the employee who made the decision. If the issue is not
resolved at the primary management (i.e., division) level, the interested
person may request that the matter be reviewed at the next higher
management level. This process may continue through the FDA'’s
chain of command (i.e., through the Centers to the FDA Commissioner
of Food and Drugs).

Regulations for dispute resolution during the investigational new drug
application (IND) process (21 CFR 312.48) and the new drug
application (NDA)/abbreviated new drug application (ANDA) process
(21 CFR 314.103) specifically establish procedures for the resolution of
scientific and procedural matters at the division level and subsequent
formal review of decisions through center management.

. Actions that may be undertaken within the Center as part of the FDR

process include, but are not limited to, requesting clarifying
information, scheduling a meeting with the sponsor, presenting the
issue(s) to an advisory committee or issuing a decision to grant or
deny the appeal.

Definitions

A.

Appeal — For the purposes of this SOPP, an “appeal” is a formal
sponsor request for FDR.
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B.

A.

CBER Ombudsman - The individual in the Office of the Center
Director (OCD) who investigates complaints and assists in formal
dispute resolution.

Clarifying Information — Information submitted in support of a Formal
Dispute Resolution Request that elaborates on or explains data and
analyses already reviewed by the division.

Deciding Official — The individual responsible for reviewing the
relevant files and providing a recommendation on the matter(s) at
issue in a Formal Dispute Resolution Request (FDRR). The Deciding
Official may hold one of the following positions: Deputy Office Director,
Office Director, Associate CBER Director, Deputy CBER Director, or
CBER Director.

External Expertise — Additional expertise that may be sought to
provide input into the matter at issue in the FDRR, such as the
Network of Experts, Special Government Employees (SGE), or
Advisory Committee (Panel) Members.

Formal Dispute Resolution (FDR) — The process undertaken to
address scientific and/or medical disputes between a sponsor and
CBER as related to the sponsor’s application for a user fee product.

Formal Dispute Resolution Request (FDRR) — Formal sponsor
request for appeal of a scientific and/or medical matter related to an
application for a user fee product under any of the following available
regulatory mechanisms: 21 CFR 10.75, 312.48(c), or 314.103(c).

. Sponsor — For the purposes of this SOPP, the party, e.g. submitter,

applicant, manufacturer, who submits a pre-submission,
investigational, marketing, or post-marketing submission to CBER.
NOTE: The sponsor makes the decision to request formal dispute
resolution in accordance with the Guidance for Industry and Review
Staff: Formal Dispute Resolution: Sponsor Appeals Above the Division
Level after CBER action or inaction.

Policy

CBER is committed to resolving scientific and procedural differences
with sponsors as quickly and amicably as possible through the
cooperative exchange of information. Disagreements with sponsors will
be addressed at successively higher levels of the chain of command at
the request of the sponsor or until resolution is achieved.

Issue(s) that cannot be resolved at one level can be appealed, in
writing, to the next level in the chain of command (with a copy to the
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appropriate individual at the prior level). All formal dispute resolution
requests (FDRR) will be coordinated by the CBER Ombudsman, so
that they can be triaged, tracked and included in the necessary reports.

C. CBER encourages sponsors to contact the CBER Ombudsman before
submitting a request for FDR. The CBER Ombudsman handles both
informal requests and FDRRs, so if the sponsor intends to submit an
FDRR, they should be clear in its submission that the request is an
FDRR.

D. In most cases, the sponsor will be notified of the decision within 30
days from the date of receipt of the FDRR in CBER or within 30 days
of the Advisory Committee meeting, if the matter was presented to
one. Initial notification may be made through rapid means of
communication, such as by telephone or email. Written confirmation of
the decision will be provided to the sponsor within 14 days of the initial
rapid communication.

E. For products covered by PDUFA, GDUFA, and BsUFA, the procedures
and timeframes set forth in this document will be used when the
requirements for FDRR are met.

F. For FDRRs involving applications not subject to PDUFA, or those
related to applications or submissions for CBER-regulated medical
devices covered under the Medical Device User Fee Act (MDUFA), the
timelines described in this SOPP will be met as resources permit.

G. If a meeting or teleconference must take place to discuss the formal
review of any FDA decisions or actions taken on a CBER medical
device submission, the meetings will be scheduled as a Submission
Issue Meeting as described in the Guidance for Industry and Food and
Drug Administration Staff: Requests for Feedback and Meetings for
Medical Device Submissions: The Q-Submission Program. For human
drug or biological applications (i.e., BLAs and NDAs) covered by
PDUFA a Type A meeting will be scheduled as described in Guidance
for Industry: Formal Meetings Between the FDA and Sponsors or
Applicants of PDUFA Products.

F. After any type of response letter regarding the FDRR has been issued
by CBER, the review clock is stopped. Upon official receipt of a
complete response submitted by the sponsor, the review clock is reset
to day zero and restarted.

G. Clarifying information must not include new information or reanalysis of

data that has not been reviewed by the division. The FDA considers
new analyses of previously reviewed data to be new information

Page 4 of 12



Center for Biologics Evaluation and Research SOPP 8005

VL.

VII.

because the original deciding official might have made a different
decision had they had the opportunity to review the new analysis.

H. If the decision is to disagree with the FDRR, (i.e., Deciding Official
agrees with the FDA staff that made the initial decision), the response
must include the reasons for the disagreement and, where applicable,
any additional action available to the sponsor to continue pursuit of the
appeal.

Responsibilities

A. CBER Ombudsman - Coordinates the routing, review, system entry,
explains all regulatory processes related to FDR to the sponsor,
conducts a preliminary review of the sponsor’s FDRR to evaluate
whether the appeal satisfies the procedural criteria, issues
correspondence, uploads all FDR documents into the Dispute
Resolution SharePoint site, and makes all contacts with the sponsor.

B. Deciding Official — Performs the review and signs the written
response to the sponsor. NOTE: The Deciding Official at each level of
appeal has the same responsibilities and follows the same procedures
as at the previous level.

C. CBER’s Regulatory Information Branch (RIB) — Prepares a monthly
status report on all FDRRs for review by the Center Director, Deputy
Center Director, Associate Center Directors, and Office Directors;
prepares the year end and status reports for inclusion in the Report to
Congress.

D. Review Team — Prepares any documentation needed for briefing
Deciding Official. Review team includes staff member(s) involved in
issuing the decision that is being appealed.

Procedures

A. If a sponsor notifies a CBER recipient of their consideration or intent
to submit or pursue an FDRR: [CBER recipient]

1. Immediately notify the CBER Ombudsman of the sponsor's intent
by forwarding the relevant communication.

2. Contact the sponsor via email and:
a. Recommend consultation with the CBER Ombudsman prior

to submitting an FDRR to attempt informal resolution of the
matter.
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b. Provide the CBER Ombudsman contact information, available at
Contact an Ombudsman at FDA.

c. Inform the sponsor that if proceeding with an FDRR, they must
submit that formal dispute resolution request under the parent
application if the dispute pertains to an active regulatory
submission and a copy should be sent to the CBER
Ombudsman.

B. Receive the FDRR from the Document Control Center. [CBER
Ombudsman]

1.

For FDRRs related to medical devices, verify that the eCopy is
reviewable, and that all issues are resolved prior to uploading. If the
eCopy is not reviewable, place the submission on eCopy hold until
an acceptable replacement eCopy is received and successfully
loaded.

C. Conduct a preliminary review of the sponsor’'s FDRR to evaluate
whether the appeal satisfies the procedural criteria for acceptance and
may proceed through the FDR process. [CBER Ombudsman]

1.

Verify that the request relates to a decision subject to 21 CFR
10.75.

If a request is found to have been inappropriately submitted to
CBER, redirect the request to the appropriate Center within the
FDA.

Check the FDRR submission against Section IV of the Guidance for
Industry and Review Staff: Formal Dispute Resolution: Sponsor
Appeals Above the Division Level Guidance for Industry and
Review Staff to confirm that all submission requirements have been
met.

a. If the FDRR satisfies the procedural criteria described in Section
IV of the Guidance, accept the FDRR and start the 30-day
review clock from the date of CBER’s receipt.

i. Issue a letter or email to the sponsor acknowledging receipt
and acceptance of the FDRR. The communication should
include the following:

a) The date the FDRR was received.

b) The name of the Deciding Official assigned to review the
FDRR.
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c¢) The Center's projected response date.

d) Sponsor-Deciding Official Meeting information as
applicable, with the proposed meeting date if granted.

e) If the sponsor requested an External Expert or Advisory
Committee Consultation, acknowledge receipt of the
request and advise the sponsor that CBER is considering
it and will provide further guidance in a timely manner.

b. If the FDRR is missing any required elements that can be
promptly obtained, contact the sponsor to request the missing
information.

i. Upon receipt of the requested information, conduct a
preliminary review to confirm administrative completeness
and initiate the 30-day review clock from the date CBER
receives the requested information.

c. Ifthe FDRR does not satisfy the procedural criteria described in
Section IV of the Guidance or if the matter is not appropriate for
an FDRR (see Section Ill.B. of the Guidance for examples (i.e.,
the FDRR will not be accepted), send a letter to the sponsor
specifying the reasons why the request was not accepted.

D. Determine the appropriate Deciding Official who will review and
respond to the FDRR, usually the highest management level in the
reviewing office, or if the office director has already had substantial
involvement in the decision being appealed by the sponsor, the next
level of management in CBER OCD, or their designee. [CBER
Ombudsman]

E. Upload the complete FDRR to the Dispute Resolution SharePoint site
and email the folder link to the Deciding Official, including CBER
receipt date and target decision date. [CBER Ombudsman]

F. Confirm receipt of the FDRR by emailing a statement to the CBER
Ombudsman indicating that the FDRR has received and whether all
information in the FDRR is understood or requires clarification.
[Deciding Official]

G. Review the FDRR to determine whether all information is understood
or if additional clarifying information is needed to render a decision
(i.e., interim response). [Deciding Official]

1. If additional clarifying information is needed:
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a. Within 30 days of CBER's receipt of the FDRR, discuss with
the sponsor any additional clarifying information needed and
provide an explanation for why an interim response is being
issued instead of a final decision on the appeal.

NOTE: The review clock stops upon issuance of the interim
response.

b. Within 14 calendar days of the telephone discussion, send
written confirmation of the requested clarifying information to the
sponsor.

NOTE: Clarifying information does not include new information
or reanalysis of data that has not been reviewed by the division.
The FDA considers new analyses of previously reviewed data to
be new information because the original deciding official might
have made a different decision had he or she had the
opportunity to review the new analysis.

c. Upon receipt of the requested clarifying information by the
Deciding Official, the review clock starts, with a goal of
rendering a decision within 30 calendar days from the date of
receipt.

2. If no additional clarifying information is needed:

a. Within 30 days of CBER's receipt of the FDRR or of the meeting
date, if a meeting is held, issue a final decision on the appeal to
the sponsor.

H. If a consultative review by other segments of the Agency (e.g., Office
of Chief Counsel) is needed, arrange such review as appropriate:
[Deciding Officiall CBER Ombudsman]

1. Call the appropriate segment of the Agency to arrange consultative
review.

2. Send the FDRR to the appropriate official together with a list of the
specific questions or issues to be addressed and the due date for
receipt of comments.

3. Include consultative review comments in the documentation for the
FDRR.
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I. If a meeting with the sponsor is required to address the issue(s):
[Deciding Official]

1. For biological products, schedule it as a Type A Meeting. Refer to
SOPP 8101.1: Regulatory Meetings with Sponsors and Applicants
for Drugs and Biological Products.

2. For medical device products, schedule it as a Submission Issue
Meeting. Refer to Guidance for Industry and Food and Drug
Administration Staff: Requests for Feedback and Meetings for
Medical Device Submissions: The Q-Submission Program for
additional information.

Note: For meetings associated with FDRRs, the 30-calendar day
FDRR decision timeline begins following the date of the meeting.

J. Decide whether any request for FDA Advisory Committee review in the
FDRR is appropriate for consideration by an FDA Advisory Committee:
[Deciding Official]

1. If granted:

a. Arrange for the appropriate FDA Advisory Committee to
consider the issue. [Deciding Official]

b. Within 30 days of the Center's receipt of the complete FDRR,
notify the sponsor that the issue has been placed on the
Advisory Committee agenda. NOTE: The meeting date will be
determined based on Advisory Committee availability. [CBER
Ombuds]

c. Present the issue to the Advisory Committee. [Deciding
Official]

d. Within 30 calendar days of the presentation at the Advisory
Committee meeting, determine whether to grant or deny the
FDRR and notify the sponsor of the decision. [Deciding
Official]

2. If denied:
a. Draft a letter to the sponsor explaining why the request for

Advisory Committee review was not granted and send the draft
to CBER Ombudsman for review. [Deciding Official]
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VIIL.

b. Provide the signed response letter to the CBER Ombudsman.
[Deciding Official]

c. Issue the signed letter to the sponsor. [CBER Ombudsman]

K. FDRR Decision (i.e., grant or deny the FDRR)

1. Review the FDRR and decide whether to grant or deny the request.

[Deciding Official]

. Within 30 calendar days of CBER receipt of the original FDRR or

within 30 calendar days of CBER receipt of any requested clarifying
information, issue decision letter to the sponsor. [CBER
Ombudsman]

. Notify the Deciding Official, Division Directors, Office Director,

Deputy Center Directors or Center Director, and others that have
been involved (as deemed appropriate) regarding the decision
conveyed to the sponsor. [CBER Ombudsman]

. Compile all materials related to the FDRR and send them to the

CBER Ombudsman. [Deciding Official]

. Upon receipt of all documentation from the Deciding Official, upload

the final documentation into the Dispute Resolution SharePoint site
and send it to RIB to upload it into administrative file and close out
the FDRR. [CBER Ombuds]

L. FDRR Reporting

1. Provide an update every 6 months on all active PDUFA related

FDRs to the CBER RIB. [CBER Ombuds]

. Prepare year-end summary reports and status reports on all

PDUFA related FDRs for inclusion in the Report to Congress. The
reports should include statistics on FDRs accepted, resolved,
granted, and denied, as well as average resolution timeframes.
[RIB in consultation with CBER Ombudsman]

Appendix
Not Applicable

References

A. References below are CBER internal:
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1.

JA 830.04: Formal Dispute Resolution Management Process Under
21 CFR 10.75

B. References below can be found on the Internet:

2. Guidance for Industry and Review Staff: Formal Dispute
Resolution: Sponsor Appeals Above the Division Level
3. SOPP 8006: Resolution of Differences in Scientific Judgment in the
Review Process
4. SOPP 8101.1: Requlatory Meetings with Sponsors and Applicants
for Drugs and Biological Products
5. Guidance for Industry and Food and Drug Administration Staff:
Requests for Feedback and Meetings for Medical Device
Submissions: The Q-Submission Program
6. Guidance for Industry: Formal Meetings Between the FDA and
Sponsors or Applicants of PDUFA Products
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