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I. INTRODUCTION

Utilizing a formal dispute resolution process provided for in section 404 of the Food
and Drug Administration Modernization Act of 1997 (FDAMA),1  the Center for De-
vices and Radiological Health (CDRH) convened in September 2001 the first, and to date
only, Medical Devices Dispute Resolution Panel (MDDRP) to adjudicate a scientific
controversy between CDRH and a sponsor pertaining to the approvability of a premarket
application (PMA). This proceeding was convened at the sponsor’s request, prompted
by a not-approvable determination issued by CDRH. The sponsor asserted that the data
and information submitted in the PMA provided reasonable assurance of safety and
effectiveness of the PMA product for its intended use, and thus that the PMA should
be approved.

The MDDRP convened by the Food and Drug Administration (FDA) to resolve this
dispute concluded that the not-approvable determination by CDRH was incorrect. The
Center Director issued a concurrence with this finding, and the PMA was approved.
The reversal of the not-approvable determination was made without any requirement by
FDA that the sponsor provide additional data, modify the intended use, or comply with
any supplemental postapproval requirements.2

This article reviews the legal and scientific basis for the request for formal dispute
resolution by the sponsor, describes the procedures utilized and precedents estab-
lished in the course of this administrative process, and explores the potential use of this
process to resolve future scientific disputes.

II. LEGAL BASIS FOR CONVENING A DISPUTE RESOLUTION PANEL

A. Legislative History

FDAMA,3  which was enacted on November 21, 1997, provided for the right of review
of a scientific controversy involving drugs or devices, and required the establishment
by regulation of a process for resolution of such disputes, including if appropriate
review by a scientific advisory panel. Section 404 of FDAMA amended the Federal

* Dr. Becker is President of Becker & Associates Consulting, Inc., Washington, D.C.
** Ms. Flannery is a Partner in the law firm of Covington & Burling, Washington, D.C.
*** Mr. Henteleff is Managing Partner in the law firm of Kleinfeld, Kaplan and Becker, Washing-

ton, D.C.
1 Pub. L. No. 105-115, 11 Stat. 2295, codified at 21 U.S.C. § 360bbb-1 (FDCA § 562).
2 A subsequent temporary voluntary withdrawal of the product was initiated by the sponsor for

reasons distinct from the specific scientific matters in dispute during the approval process.
3 Pub. L. No. 105-115, 111 Stat. at 2295.
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Food, Drug, and Cosmetic Act (FDCA)4  by adding a new section 562 for formal dispute
resolution.5  Specifically, this new section provides:

If, regarding an obligation concerning drugs or devices under this Act or
section 351 of the Public Health Service Act, there is a scientific controversy
between the Secretary and a person who is a sponsor, applicant, or manufac-
turer and no specific provision of the Act involved, including a regulation
promulgated under such Act, provides a right of review of the matter in contro-
versy, the Secretary shall, by regulation, establish a procedure under which
such sponsor, applicant, or manufacturer may request a review of such contro-
versy, including a review by an appropriate scientific advisory panel described
in section 505(n) or an advisory committee described in section 515(g)(2)(B).
Any such review shall take place in a timely manner. The Secretary shall pro-
mulgate such regulations within 1 year after the date of the enactment of the
Food and Drug Administration Modernization Act of 1997.6

This provision was included in FDAMA in response to frustrations expressed by
industry that the FDCA did not provide an adequate mechanism for a timely and indepen-
dent review or appeal of decisions by FDA that reflected a difference of opinion on the
scientific evidence. Existing procedures for appeal through the chain of command (super-
visory review) to the Commissioner typically result in the “supervisors” supporting their
“subordinates” in the absence of clear error or an intervening event such as a recommen-
dation of a truly independent and qualified third party. Other appeal procedures (formal
evidentiary hearings, citizen’s petitions, litigation) are most often not timely or financially
feasible, or not designed specifically to resolve a complex scientific disagreement.

B. Regulation and Guidance

In lieu of promulgating detailed regulations implementing section 562, FDA simply
amended 21 C.F.R. section 10.75, dealing with the Internal Agency Review of Decisions,
to add a provision for formal dispute resolution in accordance with section 562. The
specific procedures to be followed were left to the individual FDA Centers to develop
through the issuance of guidance documents. Section 10.75, as amended, provides:

A sponsor, applicant, or manufacturer of a drug or device regulated under the act
or the Public Health Service Act (42 U.S.C. 262), may request review of a scientific
controversy by an appropriate scientific advisory panel as described in section
505(n) of the act, or an advisory committee as described in section 515(g)(2)(B) of
the act. The reason(s) for any denial of a request for such review shall be briefly
set forth in writing to the requester. Persons who receive a Center denial of their
request under this section may submit a request for review of the denial. The
request should be sent to the Chief Mediator and Ombudsman.7

In the final rule amending the regulations, the agency noted that the FDCA and
regulations already provide various processes for review of decisions. Thus, the agency
noted that

4 Pub. L. No. 75-717, 52 Stat. 1040 (1938), as amended 21 U.S.C. §§ 301-397 (2000).
5 21 U.S.C. § 360bbb-1 (FDCA § 562).
6 Id.
7 21 C.F.R. § 10.75(b)(2).
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[A]ny interested person may obtain review of any agency decision by raising
the matter with the supervisor of the employee who made the decision. If the
issue is not resolved at the supervisor’s level, the interested person may re-
quest that the matter be reviewed at the next higher supervisory level. This
process may continue through the agency’s entire supervisory chain of com-
mand through the Centers to the Deputy Commissioner for Operations, and
then to the Commissioner of Food and Drugs (the Commissioner).8

In addition to the existing “informal process” of appeal and review of a decision
through the “chain of command,” FDA has established an Office of the Chief Mediator
and Ombudsman to facilitate the resolution of interCenter disputes, disputes that have
continued past the level of the Center Director, and disputes in which the interested
person does not wish to appeal to the Center Director.

Based upon section 562 and the broad framework created by section 10.75, as amended,
the individual Centers within FDA issued guidance documents setting forth specific
procedures for resolving scientific disputes. A guidance document describing proce-
dures for formal dispute resolution was developed and adopted jointly by the Center for
Drug Evaluation and Research (CDER) and the Center for Biologics Evaluation and
Research (CBER).9  These procedures specify that a sponsor may request that a “scien-
tific dispute be reviewed by an appropriate advisory committee” at any time during the
course of a formal dispute resolution process that is proceeding through the chain of
command.10  CDER and CBER specify that such a request, if granted, would be referred
to a standing advisory committee meeting “for which there is time available on the
agenda for adequate discussion of the issue.”11

CDRH developed a different approach from the other Centers by establishing a stand-
ing dispute resolution panel.12  The stated goal of the MDDRP is to provide a focused
and timely mechanism for the resolution of complex scientific disputes. A standing
panel also fulfilled other requirements of the FDCA that rely on the need for special
advisory committees for the review of performance standards,13  approval actions,14  and
postmarketing surveillance actions.15

III. SYNOPSIS OF THE FIRST SCIENTIFIC CONTROVERSY

REFERRED TO MDDRP

A. Administrative Record of PMA Subject to Dispute

The administrative action reviewed by the MDDRP was a not-approvable determina-
tion for PMA P990015, submitted for GYNECARE INTERGEL Adhesion Prevention
Solution (INTERGEL) by Lifecore Biomedical, Inc.

8 Id. § 10.75(a), (c).
9 Center for Drug Evaluation and Research (CDER) & Center for Biologics Evaluation and

Research (CBER), FDA, Guidance Document, Formal Dispute Resolution: Appeals Above the Division
Level (Feb. 2000), available at http://www.fda.gov/cber/gdlns/dispute.htm (last visited Apr. 30, 2003).

10 Id.
11 Id.
12 Center for Devices and Radiological Health, FDA, Resolving Scientific Disputes Concerning

the Regulation of Medical Devices, A Guide to Use of the Medical Devices Dispute Resolution Panel;
Final Guidance for Industry and FDA (July 2, 2001; supercedes draft guidance of Apr. 27, 1999),
available at http://www.fda.gov/cdrh/resolvingdisputes/1121.pdf (last visited May 5, 2003).

13 21 U.S.C. § 360d(b)(5) (FDCA § 514(b)(5)).
14 Id. § 360e(g)(2)(B) (FDCA § 515(g)(2)(B)).
15 Id. § 360l(b) (FDCA § 522(b)).
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The product, a class III medical device, is a resorbable adhesion barrier gel intended
to reduce the occurrence of adhesions following open gynecologic surgery. The PMA
was submitted in March 1999, and CDRH granted expedited approval status on the
basis of an unmet public health need.16  During the course of CDRH’s review of the
PMA, two Major Deficiency letters were issued, one of which was received five weeks
before the scheduled General and Plastic Surgery Devices (GPSD) Advisory Panel re-
view of the PMA.17  The GPSD Advisory Panel voted against approval of the PMA (five
to two), under the conditions of use specified in the PMA as filed, when it met on
January 12, 2000. The reasons cited by the panel for the negative votes focused on the
pivotal clinical trial. Specifically, three issues were cited: 1) clinical relevance of the
primary endpoint of the trial, 2) the magnitude of the treatment effect observed, and 3)
potential for an increased risk of infection with the product.

Following the outcome of the GPSD Advisory Panel meeting, and with a pending
Major Deficiency letter requesting additional information, the sponsor chose to amend
the PMA rather than to withdraw the submission or to receive a not-approvable letter
from FDA. The amended PMA (P990015/A12) was filed in June 2000 and provided 1)
new information on safety, 2) new information on effectiveness, and 3) a revised in-
tended use limiting the use of the device to gynecologic surgery.

CDRH completed its review of the amended PMA submission within ninety days, at
which time the sponsor was informed by the Division Director that the submission
would not be approved. The sponsor was offered the opportunity to withdraw the
amended PMA, but instead elected to seek review of the Division Director’s decision by
the Center Director.18  Rather than hear the dispute directly, the Center Director referred
the matter to the Director of the Office of Device Evaluation (ODE), who met with the
sponsor to consider the disputed decision. Ultimately, CDRH issued a not-approvable
letter. As required by the FDCA19  and FDA’s implementing regulations,20  the not-
approvable letter specified the “deficiencies” in the PMA that ODE felt supported the
not-approvable action. These were 1) clinical relevance of the primary endpoint, 2)
magnitude of the treatment effect observed, 3) proportion of the population affected,
and 4) risk of infection.

The sponsor filed a Request for Dispute Resolution by the MDDRP with the CDRH
Center Ombudsman.21  The request was granted by CDRH within thirty days.22  The
MDDRP originally was scheduled to convene in June 2001, but the meeting was can-
celled and rescheduled following a substantive disagreement between the sponsor and
ODE on the scope of the scientific issues in dispute. The MDDRP convened on Septem-
ber 6, 2001, at which time the panel voted unanimously to recommend approval of the

16 Letter from C. Witten, Director, Division of General and Restorative Devices, Office of
Device Evaluation, CDRH, to G. Keyport, Regulatory/Clinical Affairs Manager, Lifecore Biomedical
(Apr. 26, 1999).

17 Letter from S. Alpert, Director, Office of Device Evaluation, CDRH, to G. Keyport, Regula-
tory/Clinical Affairs Manager, Lifecore Biomedical (Sept. 8, 1999); Letter from J.E. Dillard, Acting
Director, Division of General and Restorative Devices, Office of Device Evaluation, CDRH (Dec. 7,
1999).

18 Letter from J. Bracke, EO, Lifecore Biomedical, to D. Feigal, Jr., Director, CDRH (Sept. 8,
2000))

19 See 21 U.S.C. § 360e(d)(2)(A)-(E) (FDCA § 515(d)(2)(A)-(E)).
20 See 21 C.F.R. § 814.44(f).
21 Letter from K.M. Becker, Authorized Contact, Lifecore Biomedical, to L. Weinstein, Om-

budsman, Office of the Center Director, CDRH (Request for Referral to Medical Devices Dispute
Resolution Panel) (Jan. 4, 2001).

22 Letter from L. Weinstein, Ombudsman, Office of the Center Director, CDRH, to K.M.
Becker, Authorized Contact, Lifecore Biomedical (Feb. 2, 2001).
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amended PMA without conditions. The Center Director issued a concurrence with the
finding within two weeks, and FDA issued an approval letter for the amended PMA in
November 2001. A total of 987 days had elapsed from the original filing to the issuance
of the approval order by CDRH (see Table 1).

B. Scientific Issues in Dispute

The pivotal clinical trial provided by the sponsor in support of safety and effective-
ness was the focal point of the scientific issues in dispute. The fundamental disagree-
ment initially rested on a seemingly narrow question: did the results of the pivotal trial
demonstrate a clinically significant benefit compared to control? The study in question
was a multicenter, randomized, controlled trial, designed to determine whether or not the
product reduced adhesions compared to a control treatment after open gynecologic
surgery. The trial had been designed in collaboration with FDA, and yielded statistically
significant results for the primary and secondary endpoints, with no statistically signifi-
cant difference in safety parameters. For the sponsor and well-qualified clinical and
statistical experts consulted to review the data, this trial provided valid scientific evi-
dence that treatment with the product yielded a clinically relevant advantage that was
statistically significant compared to control. Further, expert opinion held that the prod-
uct was safe for the intended use, and that the benefits of the product outweighed
potential risks.

FDA’s judgment, however, was that the trial did not provide reasonable assurance of
safety and effectiveness, within the meaning of 21 C.F.R. section 860.7. As specified in
the not-approvable letter issued by ODE, the agency questioned the clinical relevance
of the trial results on several grounds. First, the trial assessed postsurgical adhesions,
rather than any adverse clinical outcome known to be caused or complicated by post-
surgical adhesions (e.g., infertility, bowel obstruction, or pelvic pain). Thus, in FDA’s
view, the clinical trial was not capable of establishing effectiveness for the device be-
cause the primary outcome was an unvalidated surrogate marker.

Even accepting, in theory, that adhesions could be a valid endpoint for a pivotal trial
suitable for the proposed intended use, FDA raised concerns bearing on clinical rel-
evance. In addition to the threshold question of whether adhesions—rather than a
clinical outcome—could be a primary effectiveness endpoint, FDA questioned the mag-
nitude of the treatment effect observed in the trial, and the proportion of the patient
population affected.23

Finally, FDA raised a safety concern. Although not statistically significant, a higher
number of subjects in the treatment group of the pivotal trial developed postoperative
infections compared to the control group. The number of infections reported is within
the range of that expected for the type of surgery performed, but given CDRH’s belief
that the product provided, at most, only an incremental benefit, the potential safety risk
was perhaps the ultimate obstacle to approval in the decisionmaking process for FDA.

The sponsor’s request for referral to the MDDRP focused on the scientific validity of
the deficiencies identified in CDRH’s not-approvable letter. ODE prepared a submission
to the MDDRP, however, that raised additional deficiencies that were not identified in
the not-approvable letter, and that the sponsor was thus unprepared to address at the
MDDRP meeting. ODE asserted these additional deficiencies in documents transmitted
to the MDDRP shortly before the panel’s initial convening date of June 4, 2001. The
additional deficiencies related to statistical concerns, most notably the combinability of

23 See 21 C.F.R. § 860.7(e)(1).
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D. Submission of Expert Testimony and Procedures for Rebuttal

The Center Ombudsman permitted the use of expert testimony in the adjudication
process. The sponsor provided, in advance of the meeting, written testimony of two
expert panels—one constituting clinicians and the other statisticians. These experts
appeared at the MDDRP meeting to present their testimony and answer questions. ODE
objected to the submission of written testimony in advance, on the ground that the
information constituted new information, but the sponsor’s position prevailed. ODE did
not call any experts to testify at the hearing.

The Center Ombudsman, at the request of the sponsor, also provided both parties
with an opportunity for rebuttal time at the hearing. Each party had the option to sched-
ule on the agenda an opportunity to speak following the presentation of the opposing
party. ODE chose not to utilize this option. This procedural feature does not appear in
the final guidance document.

V.  PANEL FINDINGS AND RECOMMENDATIONS

The MDDRP’s role is to make a recommendation to the Center Director as to how the
scientific dispute should be resolved. The panel was asked to consider the approvability
of the amended PMA, and specifically to decide 1) “whether the statistically significant
differences between Intergel Solution and control can be considered to be clinically
significant,” and 2) whether “the benefits of the product outweigh the potential risks,
including any risk of infection?”

Following the presentations, which included public comment by clinicians and pa-
tients, the panel deliberated and voted unanimously to recommend the amended PMA
for approval (under the procedures, the Panel Chair would vote only in the event of a
tie). In the written Statement of Findings and Recommendation, issued less than two
weeks after the hearing, the Panel Chair noted that all of the members of the panel agreed
the clinical trial yielded statistically significant results, that the product was effective,
although perhaps modestly so, and that FDA had not made a compelling case that the
product posed a risk of infection. Citing the scope and validity of the evidence pro-
vided, the MDDRP recommended approval of the PMA without conditions. The Center
Director promptly issued a concurrence with these recommendations, acting within a
week of receiving the panel’s written statement. The amended PMA was approved
approximately six weeks later, after labeling negotiations with the division.

VI. COMMENT

The first scientific dispute resolution process conducted by CDRH produced a fair
and timely means for a sponsor to appeal a complex scientific disagreement with ODE.
The controversy in this case reflected not a disagreement about the quality of the
science provided by the sponsor, nor about the quality of the review of the science by
ODE; rather the disagreement was about the proper interpretation of that science and its
application to a public health decision. Expert opinions by clinical and statistical wit-
nesses helped to inform the panel and resolve the issues of data interpretation. Referral
of scientific disputes to a panel of well-qualified, independent experts was the original
intent of the statute, and was served well in this case where innovative technology was
applied to yield an incremental improvement in a previously unmet, and still poorly
understood, therapeutic area.
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The MDDRP is an important addition to the regulatory processes for medical de-
vices. The considerable resources applied by CDRH in establishing this panel and
establishing a guidance on MDDRP procedures, as well as convening the first panel
meeting, speaks to the Center’s commitment to a fair and timely adjudication of scientific
disputes through the use of independent experts. Procedural safeguards pioneered in
the first panel meeting should help to assure sponsors that a fair and impartial hearing
can be expected. These safeguards include the ability to negotiate certain procedures
appropriate to the particular dispute, the use of expert testimony, document exchange,
objections as to content and scope of issues, and rebuttal testimony. Future proceed-
ings could be enhanced for all parties by allowing greater sponsor participation in the
selection of temporary voting members, and by establishing a process to define and
limit the scope of the issues in dispute.

TABLE 1

SUMMARY
GYNECARE INTERGEL PMA REVIEW CHRONOLOGY

PMA Submitted Mar. 8, 1999

PMA Deemed Fileable, Expedited Review Status Apr. 26, 1999 (49 days)

Major Deficiency Letter Sept. 8, 1999 (184 days)

Major Deficiency Letter Dec. 7, 1999 (274 days)

GPSD Advisory Panel Review Jan. 12, 2000 (310 days)

Major Amendment June 2, 2000 (452 days)

Not-Approvable Letter Nov. 15, 2000 (618 days)

Sponsor’s Request to Convene MDDRP Jan. 4, 2001 (668 days)

CDRH Ombudsman Grants Request for MDDRP Feb. 2, 2001 (697 days)

Ombudsman’s Summary of Issues in Dispute May 22, 2001 (806 days)

Federal Register Notice of MDDRP May 30, 2001 (814 days)
(scheduled for June 4, 2001)

MDDRP Meeting (June 4, 2001) Cancelled May 30, 2001 (814 days)

Federal Register Notice of MDDRP Aug. 24, 2001 (900 days)
(scheduled for Sept. 6, 2001)

Ombudsman’s Summary of Issues in Dispute, revised Sept. 4, 2001 (911 days)

MDDRP Meeting Sept. 6, 2001 (913 days)

MDDRP Recommendations to Center Director Sept. 12, 2001 (919 days)

Concurrence by Center Director Sept. 21, 2001 (928 days)

Approval Letter Nov. 19, 2001 (987 days)


