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DR. SACHS: [I'mgoing to nove now to the next breakout
session, which is network operations.

|"d like to introduce Kevin Peterson and David
Schoenfeld. Wuld you like to cone up? It's up to you.

DR. SCHOENFELD: Two peopl e are speaking, nyself and
Kevi n Peterson, about the breakout session on network
oper ati ons.

The roadmap of the readout is I'"'mgoing to briefly
di scuss who attended the session and then we broke up the
session in terns of barriers and solutions and best practices
and then priorities for the future.

|"mgoing to report on barriers and sol utions and
Kevin is going to report on best practices and on priorities.

Barriers and sol utions were broken down into protoco
devel opnent, inplenentation, regulatory procedures and
communi cat i on

So who was there in our breakout? And 78 percent of

t he people had participated in the descriptive survey. W asked
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peopl e what was their |evel of research experience. W didn't
actual ly define what these | evels were, but people nostly self-
identified as advanced, with a few people, also, experts, and
peopl e who tal ked to thensel ves as internedi ates. Nobody self-
Identified as a begi nner.

Most people were involved with NIHfunded trials, with
a few peopl e doi ng ot her things.

So, first, protocol devel opnent. The first point that
was rai sed was that funded grant proposals are not protocols.
That is, in their network, they do trials which are funded by
grants. People send in grant proposals and then the
i nvestigators sonetinmes think that they've done their work, the
grant proposal is the protocol, and this is sonething we al so
see in clinical research centers, as well, and this is a
probl em how to change a funded grant proposal into sonething
that really is a research protocol that can actually be used in
a multi-center trial

One suggestion was to use protocol tenplates.
Apparently, people develop their own tenplates. So sonething
that could go into a tool box, I guess, would be a protocol
tenpl ate of what should be in a research protocol

Then peopl e shoul d use consent formtenpl ates and,

again, | think that was al so suggested as sonething that could
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go into a tool box, what should be in a consent formtenplate.

We actual |y devel oped, in our network, a consent form
tenpl ate for hel ping peopl e devel op consent forns |ocally.

Then, finally, in terns of protocol devel opnent, |
like this carpentry saying that you should neasure tw ce and cut
once, the idea being, in carpentry, that if you neasure the
board twi ce, you don't cut it short, which can't be fi xed.

| think that the tine it takes, and other people
agreed in the session, the tine it takes for protocol
devel opnent is tinme well spent and shouldn't be shortcut.

Protocol inplenentation. One of the participants
actually has a patient recruitnment survey before the study
starts and this survey is done proxinmal to the start of the
protocol and is not sinply sonmething that was done two years ago
in order to get the grant, but sonething where they actually do
it right before the study starts, to get a good idea of what
their recruitment wll be like, and this seened |like a very good
I dea.

The ot her suggestion was that to maintain a database
of all past and concurrent studies, the past studies could be
used to tell whether recruitnment was adequate and the current
studies could be used to tell whether recruitnment wll be

i npacted by conpeting studies.
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Regul atory procedures. This had a | ot of discussion
as a npjor barrier and that I RB approval for a nmulti-site study
is a crucial barrier.

It was interesting. |'mkind of a content expert, but
I think I'm naive about | RB approval, since ny network has 12
sites, all at major universities, and not 50 sites spread anong
universities, practices and so on.

So the agreenent was that the current systemis
confusing and difficult to navigate and there are | ocal |RBs,
guess, central IRBs, there are outsourced IRBs, then there are
university IRBs, and they all are sonmewhat different.

Revi ews are inconsistent. They have different forns.
And it seened that the real patient protection issues are
somewhat unclear and so that IRB reformwould be a ngjor
advance, but we didn't actually discuss how to do that reform
because | think we all realized that this would be a difficult
and delicate issue that would need a | ot of deep thought.

Communi cation. One person said that they actually
have two shifts in their coordinating center so that they could
communi cate with -- that is, their enployees canme in on two
different shifts so that they could easily communicate with the
west and the east coast.

One of our discussion points was regul ar neetings and
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| asked whether sites did have regular neetings schedul ed years
i n advance and about half the sites had regular neetings. The
other half, the sites probably scheduled their nmeetings in a
nore ad hoc way.

Everybody agreed that a central Wb site, people
agreed that a central Wb site is inportant. It can be an
i nformati on hub. The information is always there.

And | think all of us are in the process of trying to
repl ace the vol um nous e-mail discussions with the central Wb
site.

Qur network is doing it and | got the inpression that
ot her networks are doing it and it's a culture change and |
think it's still an evolving -- | got the inpression at |east
that it was kind of an evolving issue that | think will change
over the next couple of years.

It's interesting. Wen the ARDS network first started
about ten years ago, we did not assune that e-mail would be the
central nethod of conmunication. That was sort of a hope that
it would be. There were sone investigators that still expected
to get a fax, but e-mail took over and now e-nail hopefully wll
be suppl anted by Wb sites.

DR, PETERSON: It's like a jungle up here. Thanks.

What we did next was to | ook at the best practices and
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the best practices in many ways reflected the barriers that we
| ooked at earlier in this session, but there were a few
di ff erences.

In the report that canme out with the best practices,
the report enphasi zed that staff and investigator qualifications
wer e anong the nost inportant aspects of site recruitnent.

Then site recruitnment was broken down into two ot her
pi eces that sites either recruited with conpetition or sites
were recruited based on what they termed in the report
reconmendati ons.

As we began to explore that nore fully really in the
session, we really found that site selection did -- that we had
about half the group that | ooked at site sel ection based on
per f ormance-based criteria.

That is, they selected their sites according to who
did well in the previous study. But the other group really
wasn't using recomrendation as nuch as it seened to be using an
i dea of bringing people in and nurturing them al ong and
trai ni ng.

So that they would really take sites that had | ess
experience and then train them

Qur next best practice was really |ooking at protoco

devel opnent. Now, we had | ooked at protocol devel opnent earlier
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as a barrier.

The reported findings in the protocol devel opnent had
been to standardize and to sinplify and to replicate and to trim
the fat.

As the group began to look at that, there were sone
additional itens that were raised. That selection of the
appropriate protocol was inportant.

Several of the groups polled their nenbership and said
what are the nenbers interested in doing in order to determ ne
overall interest and buy-in fromthe providers.

There was quite a bit of discussion on howto trimthe
data or trimthe data collection, that protocol devel opnent
seened to be a very inportant part of the initiation of a
pr ot ocol .

There were a variety of issues that were identified.

The group tal ked about bal ancing the cost and the
val ue of having collected too nuch data or trying to collect too
much data. Everybody tal ked about colleting | ess data. Nobody
tal ked about coll ecting nore data.

A variety of the groups had made it part of the
governance system In fact, sone had created a nechani smthat
if you were collecting too nuch data, then you could go back and

report back to that governance system
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There was a variety of suggestions |ooking at who to
i nvolve in that protocol developnent in order to help trimthe
data or trimthe data collection

That included involving study coordi nators,
interview ng of the protocol, involving nonitors whose duty it
was to address too nuch data collection, involving patient
groups to identify what are really the essential elenments of the
study, and involving practitioners.

The group really | ooked at a two-part review then of
nost of these protocols. Sonme of the group was | ooking at a peer
review, kind of a scientific review, followed by a community or
affiliate reviewin order to make sure there's not too nuch data
bei ng col | ect ed.

Anot her section that we | ooked at was infrastructure
support. The reported results fromthe | ECRN suggested that
i nfrastructure support kind of had two different nodalities;
that there was that group wth robust information technol ogy and
there was a group that had | ess resources and had to pick the
ri ght technol ogy.

O her issues were raised here and | think that the
group decided that really part of network operations
infrastructure should include that training issue and that staff

training seens to be an inportant part of the infrastructure;
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that training and good clinical practice, training and prograns,
havi ng specified training prograns for all new sites.

One group had one class a year at a national forum
O her groups actually took what were called practice enhancenent
assi stance, or PEAs. | think that that was a concept devel oped
out of GOkl ahoma that began to | ook at soneone froma centra
group go out to the clinics and kind of act as a research
assi stant.

Anot her part that was described was how to nonitor
sites. That seened to be part of the network operations, that
we ought to be able to nonitor our sites.

The reported findings fromthe | ECRN suggested that
nonitoring sites, you wanted to have a local relationship with
the site, to develop that local relationship; that the best
practice was to help align the incentives of the sites with the
i ncentives of the central organization; and, to go about and
adopt existing nodels rather than reinventing the nodels.

The practices, as we tal ked about themin the group,
began to break down a little bit in terns of these two types of
net wor ks, again; that sone of the sites did specified data
qual i fy exans and that, for exanple, they would stop after the
first ten enrollees and do a data quality exam and nonitor the

site in order to determne specifically what the data quality
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was.

O her groups | eaned nore toward the idea of continuing
that training; that is, many of theminvol ved sonme kind of
nment ori ng program or partnership programwith a nore experienced
site.

They all stressed devel oping the relationship and sone
actually used a data set to keep incentives aligned and match
i nterests.

One of our questions was to ask for surprising or
insightful things that were found in the report and determ ne
enhancenments. There were a few things that were surprising that
canme up.

One of the suggestions was that sonme of the
recommendati ons for what a network ought to do weren't really
very clear. It was unclear about which conditions would need to
apply at a network, perhaps depending on how t he network was
f or med.

There was sonme thinking that it was a bit surprising,
that it was a description of what actually exists and not a
prescription for what was the best.

Sonme of the insightful pieces, suggestions for
addi tional things that could be done. | think there was a

desire to see nore drill down, that is, drilling down on the

10
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networ ks specifically in terns of infrastructure funding, how
they differed in infrastructure funding, how they differed in
their sights or characteristics of the network or in the purpose
of the network.

And, finally, we | ooked at possible enhancenents to
the report and there were a couple of really good suggesti ons.
One of them was enphasize that the real question that was being
brought out is kind of what is the netric for health inprovenent
rather than the netric for the network itself.

Anot her group suggested that it would be a val uable
resource to add to identify kind of the best practices people
that were listed, to put themin as an additional resource so
that ot her networks could call on those people and learn a
little bit nore.

When we tried to prioritize some of these, we asked
whi ch of the followi ng practices were nost likely to be adopted.
Really we | ooked at -- actually, this was our second questi on.
Can | go to our first question?

DR, SCHOENFELD: Just go forward, yes.

DR. PETERSON: Right. This was not the answer to the

DR. SCHOENFELD: What happened is that sonehow -- do

you have your nunbers?

11
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DR, PETERSON: All right. Let's go this way. The
first question is going to be this one, the first question was
whi ch of the followi ng was the nost inportant thing to be

adopt ed.

That is, we |ooked at our resources, at |RBs, protocol

devel opnment, site characteristics issues or community
i nvol venent i ssues.

People really began to say that the nost inportant
were going to be resources and nmentoring, although I RB issues
were also really quite inportant.

When we | ooked at which was the nost likely to be
adopted, then, again, resources and nentoring were the nost
likely to be adopt ed.

Protocol study characteristics were inportant and it
was just thought a bit less likely that | RB changes were goi ng
to be adopted. Surprising.

We asked if you could select one thing that you woul d
like to change or if you selected one of those things that you
would |i ke to address, we really found that I RB and regul atory
reform-- that wasn't correct.

DR. SCHOENFELD: This is correct, yes. This is
correct. | don't understand what happened, but it did. It was

40-40-40, wasn't it?

12
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DR. PETERSON: And the correct answer really is. |If
you coul d select one thing to do, which one would you do.
Resources and nmentoring cane in first at 40 percent; protoco
devel opnent issues cane in a tie at 40 percent; IRB and
regul atory reformdropped to 12 percent; community invol venent
dropped to seven percent.

DR. SCHOENFELD: Sonet hi ng happened to the slide.

DR PETERSON: The slide is correct.

DR SCHOENFELD: | believe the slide is correct,
that's right. This slide is correct.

DR. PETERSON: Geat. | |love these ARS systens.
Actually they're a lot of fun, once you get the hang of them

Right. So those are answers, and we're out of tinme.

DR. SCHOENFELD: They edited ny slides. So sone of
them are correct and sone of them are not.

[ Appl ause. ]

DR. SACHS: Thank you. W have tinme for questions. A
rem nder, please identify yourself.

M5. HOLBROOK: Janet Hol brook, Johns Hopkins. This
may be a question specific to clinical trials networks, but |
think even in epidem ol ogical studies, there's nore of this.

Did you discuss at all data and safety nonitoring

boar ds? One of the issues that we're facing in our asthm

13
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network is we have funding fromdifferent places and soneti nes
the funders want different DSMBs and that gets to be quite
onerous to be reporting to nore than one DSMB

Then they aren't able to integrate really all of the
research we do and you get very m xed nessages.

DR, PETERSON: Well, it only took the group about
three mnutes to get into | RB issues, even though we really
hadn't intended to focus on IRB issues.

The group was really neant to be |ooking directly at
networ k operations and | believe that there was anot her group
that was actually | ooking nore closely at | RB issues.

DSMB i ssues didn't cone up specifically, although
have to say that we could tell fromthe group that |IRB issues
are a hot topic and felt to be a real barrier, not necessarily

havi ng any easy solution. W really didn't get into specific

DSMBs.
DR MORRIS: Alan Mrris, University of U ah.
You guys represent very different network
organi zations and goals. | mean, David Schoenfeld runs a

critical care network coordinating center and yours has quite a
di fferent focus.
Did you discuss the attri butes of networks wth regard

to some of these inportant issues or did you just |lunp them al

14
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t oget her ?

DR. PETERSON: Well, our job was to get the ideas of
t he audi ence and so the group thought that it would be val uable
to look at the IECRN report and drill down on those
characteristics.

DR. MORRIS: So they didn't focus then on what the
net wor ks were specifically intended to acconpli sh.

DR. PETERSON: That was one of the things that they
t hought ought to happen. They asked the sane question you just
di d.

DR MORRIS: kay.

DR PIHLSTROM Bruce Pihlstrom dental and cranial
facial research, NIH

Kevin, I'"mwondering if you could or if sonmeone could
expand a little bit on the discussion regarding a netric of
health information or health inprovenent rather than specific
operations of the network.

Coul d you give us a little nore information on that
di scussi on?

DR. PETERSON: The question was really or one of the
comments -- we are running -- quickly, one of the comments that
was brought up was that we are | ooking at network operations,

but we really also need to |l ook at the overall effect on health
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i nprovenent; that the purpose of the research is really to
i nfluence heal thcare and one of the best practices really hasn't
been reflecting -- we haven't been neasuring our practices in

our ability to change practice.
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