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General

We congratulate you on the quality and comprehensiveness of the Draft Guidance. We
commend the integration of expertise from CBER, CDER, and CDRH. A common view
by the FDA is extremely helpful.

We are in agreement with the principles of the Draft Guidance and nearly all of the
specifics. Most of our comments below reflect requests for clarification. In some cases,
we are specifically pointing out places of agreement where we suspect there may be
differences of opinion.

Comments by Section
Section 2 Determining Need for a DMC

We recommend it be clear there are three separate issues to be addressed - whether a
data monitoring plan needs to formally become a DMC, whether the DMC should be
independent of the sponsor and Steering Committee, and whether the statistical support
group for the DMC should be independent of the sponsor and Steering Committee.

Section 2.2 Practicality of DMC Review

We suggest sentence two be reworded as follows "If a trial is likely to be completed
quickly and the sponsor has decided it is important to have a DMC, then the sponsor
needs to implement mechanisms to permit the DMC to be informed and convened
quickly in the event of unexpected results that raise concerns." Editorial suggestions are
to eliminate this as a subsection heading as it is not of equal importance with Section 2.1
and Section 2.3 and to incorporate this into Section 2.1.

Section 3 DMCs and Other Oversight Groups

We recommend citing and/or incorporating some or all of ICH E9 Section 4 Trial
Conduct Considerations. This would reinforce the two types of monitoring - one
concerning the oversight of the quality of the trial and the other involving breaking the
blind to make treatment comparisons (i.e. interim analysis).
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Section 3.1 IRBs

We suggest adding the phrase "nor is it constituted to have all the relevant expertise or a
statistical support group."

It would be helpful to comment on what information a DMC should convey to an IRB.
Some IRBs, reacting to recent federal review, have asked for a great deal of information
that traditionally would only be given to the trial DMC, assuming there is one. If a trial
has a DMC, properly appointed and chartered, an IRB should not be responsible for the
efficacy and safety monitoring but should expect a brief letter from the DMC stating that
they met and recommended continuation or whatever was decided. Sometimes the
frequency of DMC meetings is an indication of evolving concerns so it may be helpful
also to comment on the frequency of DMC contact with an IRB.

Section 4.1 Committee Composition

We take the point of view that clinical trial leadership should be shared between the
sponsor and the steering committee in order to be successful and to have credible
results and suggest this partnership be cited as often as possible. One such place is the
appointment of DMC members and of the DMC chair. We believe there should be
mutual consent between the sponsor and steering committee in these appointments;
both have substantial stakes in the ability of the DMC to protect not only the patients’
interest but also their scientific and economic investments.

The list of factors to consider in the selection of individuals to serve on a DMC includes
relevant expertise, experience in clinical trials and in serving on other DMCs, and a lack
of serious conflicts of interest (further described in the section). At this point, experience
has been the primary teacher for education concerning DMCs. It would be helpful to
indicate that ideally experience is not the only teacher. We recommend a range of
educational tools - case studies, simulated examples, peer-reviewed articles, books,
short courses, etc. - supplement experience. These educational tools would encourage
best DMC practices similar to best regulatory review practices, increase the pool of
potential DMC members, further educate past and present DMC members, and provide
background for the public, medical writers, etc. DMC members should also have
quantitative literacy, i.e. be comfortable reviewing and understanding figures and tables.

The last paragraph has a parenthetical sentence that, if the DMC includes only one
statistician, it is desirable for the statistician to have had prior DMC experience. We
recommend, in this case, that it is critical that the statistician understand the
fundamentals of interim monitoring.

We commend the recognition that the chair should have administrative skills as well as
facilitate discussion.
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Section 4.2 Confidentiality of Interim Data and Analyses

We suggest that there be more discussion in the guidance concerning the multiple
statistical roles possible and the potential for introducing bias and comprising
confidentiality. These statistical roles include statistical contributor to strategic
development for a sponsor, statistical collaborator in a clinical trial or in a research
program (e.g. steering committee), statistician member of a DMC, statistical support
group member for a DMC, statistical leader for a data management team, statistician
member of a regulatory advisory committee, and statistical collaborator for peer-
reviewed publications, presentations, and/or regulatory submissions. For each clinical
trial with a DMC, it is crucial to recognize the simultaneous roles a statistician may play.
We commend the Draft Guidance for raising awareness concerning potential bias and
need for confidentiality while not prohibiting any model. Indeed, perhaps there should be
even more emphasis there is no single model that may be optimal for all settings and
there is not necessarily consensus about the optimal model in any given setting (citing
Section 1.2).

Section 4.3.1.2 Meeting Structure

We commend the section on meeting structure, particularly the open session that helps
to ensure that those with the most intimate knowledge of the study share their insights
with the DMC and raise issues for DMC consideration. We suggest that this meeting
structure shouid be used whether the DMC is or is not independent of the sponsor and
whether the statistical support for the DMC is or is not independent of the sponsor. The
significant advantages of sponsor involvement with the DMC are also noted in Section
6.2 and perhaps can be cross-referenced. We recommend noting the content of the
open session report often provides an additional mechanism for improving ongoing trial
management and for ongoing quality assessment of the statistical support group for the
DMC.

Section 4.3.1.4 Format of Interim Reports to the DMC and Use of Treatment Codes

In our experience, there are many misconceptions about the need for coded reports and
a DMC masked to treatment assignment. This Draft Guidance should help and the more
explicit it is the better. We commend the formal statement that a DMC should generally
have access to the actual treatment assignments for each study group. What we have
found especially problematic is masking the treatment assignments differently between
efficacy and safety within the same report. We strongly agree that the most critical DMC
responsibility is balancing risks and benefits of the active intervention and that
knowledge of treatment assignment is necessary to provide the best advice possible.

We recommend stating explicitly that it is essential to provide the DMC with clear,
comprehensive, and carefully constructed reports on the accumulating data in order to
have the DMC fulfill its responsibilities. These report characteristics should be present
whether the statistical support group for the DMC is or is not independent of the sponsor.
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The Draft Guidance states that the sponsor should ensure that the general format and
content of reports to the DMC are acceptable to the DMC. We agree analysis of the
primary endpoint and interim monitoring guidelines should be specified by the sponsor
and steering committee and acceptable to the DMC. We recommend stating that the
DMC should have access to the entire data file without having to negotiate with the
sponsor during the study to access some data item. QOur experience has been that the
sponsor and steering committee sometimes try to limit what the DMC should evaluate by
pre-specifying the DMC report contents. The structure and content of interim analysis
reports need not be fixed and may change during the course of the trial. Many factors
(e.g. the stage of the trial, the nature of accumulating data, the focus of a DMC meeting,
and requests by DMC members) will influence report content or how specific data items
are analyzed and presented.

Occasionally sponsors propose that the independent statistician member of an
independent DMC also prepare the interim DMC reports by executing sponsor-prepared
programs after merging them with treatment assignment. We recommend stating that
this is not a solution since the sponsor programming necessary to address evolving
issues in DMC reports may potentially introduce bias and comprise confidentiality.

The Draft Guidance often references "the statistician" preparing unblinded data for the
DMC; we recommend it be changed to the statistical support group. Parallel to the
concept that a DMC should consist of more than one person is the recognition that the
statistical support for the DMC should consist of more than one person. There are
benefits to the depth and breadth of DMC report contents from a statistical support group
as well as minimization of the delay between data closure for analysis and report
distribution for DMC review.

Section 4.3.2 Statistical Methods

In the last paragraph concerning statistical assessment for futility, the guidance
considers the Type I error but omits the Type Il error. We suggest that there be some
statement that the a DMC, before recommending a trial is futile, consider the false
negative or Type Il error.

Section 4.4.1.1 Monitoring for Effectiveness

We found the fifth sentence beginning "estimates of ..." to be already covered by the
following sentence concerning a pre-specified monitoring plan and make the editorial
suggestion that it be deleted as redundant and potentially confusing.

Section 4.4.1.2 Monitoring for Safety

The draft guidance states that the sponsor should provide the DMC with summaries of
the adverse events observed. We recommend that the statistical support group for the
DMC provide the DMC with the results of analyses of safety data by assigned treatment
group and the DMC not receive pages of listings of adverse events or serious adverse
events without treatment assignment and without consideration for efficient and effective
summarization.
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We personally maintain that a DMC cannot monitor safety without also monitoring
efficacy. The views of the sponsor and/or steering committee concerning early
termination need to be made very clear to the DMC, prior to any review of data by the
DMC. During the open session, aggregate information on treatment safety and benefit
can be presented and discussed. It is educational for the DMC to have the steering
committee consider the range of possibilities for the accumulating aggregate results, e.g.
if all are in one treatment group and none in the other treatment group.

Section 4.4.3.1 Making Recommendations

We believe that this is another section where the emphasis should be on the clinical trial
leadership consisting of both the sponsor and the steering committee. The DMC
recommendation should send its recommendations to the sponsor and to the steering
committee. If there is a controversy, the steering committee will share in the criticism as
much as the sponsor and the DMC.

Section 6 Independence of the DMC

We suggest that this section be retitled Relationship between Sponsor and DMC. The
text and its current title are not consistent.
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David DeMets, Ph.D.

Professor and Chair

Dept of Biostatistics and Medical Informatics
University of Wisconsin-Madison Medical School
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Marian Fisher, Ph.D.

Director, Clinical Trials Program

Dept of Biostatistics and Medical Informatics
University of Wisconsin-Madison Medical School

&QQJ*«QOQ (JQM

Ellen Roecker, Ph.D.

Associate Director, Clinical Trials Program

Dept of Biostatistics and Medical Informatics
University of Wisconsin-Madison Medical School
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Thomas Cook, Ph.D.

Senior Statistician, Clinical Trials Program

Dept of Biostatistics and Medical Informatics
University of Wisconsin-Madison Medical School




e USAAIrbIll = 830702168521,

4a Express Package Service

? D)
A Sa ! T st 7 Packages up to 150 fhs. —
I&vé" ‘Eg”;‘r:(révi‘t "?ﬁf“ B rn{?’ - & Delivery commitment rmgfe \':flgm SOIME aT8as 1"{"
A2 PG EA -‘ Ut AT [} FedEx Priarity Ovemight edEx Standard Overnight [ FedEx First Overnight
- e - Next business morning % Next business aftemaan ™ Eorliest next husiness moming
defivery o selecticeations
{1 Fedtx 2Day [] FedEx Express Saver {7 NEW FedEx Extra Hours
e "7 Second business day T Third husiness day T Later drop-offuith nextbisingss
- FadEx Envelape rate not aveilable. Mirieum charge: One-pound rate._ | aftemoon defveryfo !
4b Express Freight Service ) Packages aver 150 lbs.
Comgggy Delivary commitmsnt may be later in soms areas,
FedEx 1Day Freight [} FedEx 2Day Freight 7 FedEx 3Day Freight
E-} Next business day g 17'4 Second husmssys day g (v. ] Thirg businass xay gh
Address_ " Calttor Confirmation:
Dept /A
5 [’ackaging * Declared vahue finit $560
S — . -
o [ K Fedex Envelope* [ Fedex paic+ L] other pig.
~ . Inchudes FadEx Small gfk' Fedfx %{tgudadeedEx Box, Fdez
- Large Pak, and FedEx Stdy Pak fube, and customar pkg.
2 Your Internal Billing Reference - "
¢ 6 Special Handling [ bt FadEx e
3 1o — SATURDAY Delivery . SUNDAY Delivery - HOLD Weekday - HOLD Saturday
_— 1 Rusistiaonlyfocedkxriorty || puaable ontyforFadexProrty || at FedEx Location E: at FedEx Location
Recipient’s Overnight and FadEx 2Day Ovarnight to select ZtP codes Not available with Avallable arily far FadEx Priority
Name o selact 21P codes FedEx First Ovarnight Dvemight snd Fadtx 2ay
T ‘o selectiveations
Doos this shipment contain dangerous goods?
poee e hav st be chenked. - 1
No [ VYes ™1 Drvlce ~1 Carga
5, J As por attachad Ll ovleosunes.___ x g ] Aircgraft
Shipper's Declaration ani
Osngereus Goods fincl. Dry ice) cannot be shigped in FedEx packaging or with FedEx Extra Hours senvice.
7  Payment Bilte: T —
e . - redi
B gener [ Recipient [ CreditCard
1 will be bifled, N ‘ . .
e e  Dept /oo b T M o S b 3

4t [
A

Total Weight

Tour liability is fimited o $100 unless you dectare a higher value. See back for details.
8 Release Signature Sign 10 autharize defivery without obtaining signature.

By signing you authorize 1S 1 d&!iv‘e’ithiﬁ’sﬁfﬁmentﬁfﬁ\dﬁﬁb‘téﬁmg a signaturs
and agres to indemmify and hold us harmiess from any resulting claims. L* Q ‘.*
Questions? Visit our Web sits at fodex_ com

or call +800-Go-FadEx" (800)463-3339. ’
Rev. Date 12/00#Pact #15531501994 - 2000 FedExsPRINTED IN USA. GBFE 7701 i




