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PRAGMATIC APPROACHES TO COMPARATIVE EFFECTIVENESS

United BioSource Corporation

PACE Initiative Sponsor Advisory Council
Inaugural Meeting

Friday, September 25, 2009

Meeting Highlights, Notes, and Take-Aways:

1.

The meeting was attended by 14 Council members representing 9 Sponsors, 5
PACE/UBC Staff, and one consulting economist (see attached list of attendees and
organizations)

CER and CER Trial Survey and Results (see attached doc). The survey indicated high
concurrence across participants that CER is important to the innovative pharma industry;
CER trials will be important; and innovating methods to improve efficiency and
usefulness of trials is important.

The thrust, mission, activities to date of the PACE Initiative were endorsed.

The three working papers presented (“Prior” by Vanness; “Investment” by Basu;
“Simulation” by Caro) were well received.

The Council provided very useful advice on activities going forward, specifically:

a. Major new thrust recommended: Initiate a “Proof of Concept” effort to determine
the degree to which a Bayesian adaptive trial design could be more efficient,
saving money and time. Specifically, the group endorsed considering ALLHAT
(or some other completed prominent CER trial). The idea being to go back in
time to the planning of that trial, develop a Bayesian prior that would have
applied at the time, via systematic review of evidence available then including a
multiple treatment comparisons (MTCs) analysis.

b. Use that prior as the basis for a Bayesian adaptive trial design as an alternative to
the actual frequentist design that was implemented.

c. Develop a simulation of the adaptive design. Obtain the actual data from the
ALLHAT trial and use them to carry out the simulation as if the trial were
running under an adaptive design instead.

d. Determine to what extent the adaptive design would have improved trial
execution, timing, cost and possibly outcomes. A nationally-prominent,
independent, clinical/statistical-analytical/policy advisory board would be
appointed to oversee the integrity of the project.

e. Timeline: completion in 12 months (Note: this timeline is highly ambitious; we
will revisit once a topic has been selected, protocol developed).

f. Cost unclear; special funding will be required.
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I.  The following individuals volunteered to collaborate on this effort:
Luce, Rachael Fleurence, Jack Ishak, Jaime Caro, Dave Vanness (all
UBC); Carlos Alatorre and Marc Berger (Lilly); Bill Olson (J&J).

ii.  NOTE: This effort has begun. As of 10/08 we have a literature search
in process; Luce has a call into Mike Lauer at NHLBI.

g. Working Paper Series: The Council endorsed the commitment to complete the
working paper series, with the following deadlines for submission for publication:

I.  “The world may be flat, but is the prior? The use of empirically
informative priors in comparative-effectiveness research.”
David J. Vanness, PhD (March 21, 2010)

ii.  “Thresholds to invest: manufacturers’ decisions to sponsor real world
comparative trials.”
Anirban Basu, PhD and David Meltzer, MD, PhD, University of
Chicago (March 21, 2010). PharmaEconomics — AHE, Value in Health
iii. ~ “The role of dynamic predictive simulation in guiding the pragmatic,
adaptive trial.” (March 21, 2010); J. Jaime Caro, MDCM, FRCPC,
FACP

iv.  Working Title: “Getting to yes: how much additional evidence do payers
really need to make a coverage decision?” Bryan Luce, MBA, PhD,
David J. Vanness, PhD and TBA (Not initiated, date TBD)

h. Communication Strategy: The Council recommended a passive effort, mainly to
keep the Website current; as opposed to a proactive blog with the purpose of
generating discussion, etc.

i. Outreach: The Council recommended minimal effort to develop relationships
with, say, payer, health plan groups or federal agencies, at this time.

6. Follow up/Next Steps
a. We will post on PACE website the agenda, notes of meeting and slides presented.
b. Next meeting in 6 months (we will begin scheduling this immediately)
c. Add Council member names to UBC Science Policy government updates list.
d

. Dave Vanness, Carlos Alatorre and Ronald Cantrell agreed to collaborate on a
new possible working paper on heterogeneity

e. B. Luce, D. Vanness, C. Alatorre volunteered to prepare commentary article for
BioPharm for the Spring 2010 issue. Initial thoughts were to build off the Annals
commentary article as a foundational peace but be more focused (Note, Jose Ma. J.
Alvir is new editor)

f. Luce to contact Elizabeth Nabel (http://www.nhlbi.nih.gov/new/press/05-01-
26.htm) who is the designated CER person at NIH for the purpose of informing
her about PACE.
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7. Other issues that came up:

a. Pragmatic trial can be done not only in Phase 4 but also in Phase 3B. Need to
think about the differentiation between the two; especially with FDA, there will
be more issues

b. The new proposed CER National Institute: Will it tackle novel methods in
designing comparative trials? Answer: Probably not, and a potential useful role
for the PACE Initiative

c. PACE being catalyst for a major multi-sponsor CER Trial Institute. Industry
could ban together, fund a CER institute to develop methods/ set up standards for
the purpose of counterbalancing whatever may come out of health reform. PACE
could be the seed for this endeavor. (Note: this idea was suggested by one
Council member and discussed by all, but there was no firm recommendation in
going forward. Such an effort is not presently being contemplated by PACE
organizers.)

d. Importance of substantiating that Bayesian adaptive methods for CER trials

I.  Arecredible
ii.  Result in efficiency in costs and time
iii.  Can potentially adapt treatment and focus on heterogeneity

e. Importance of getting clinicians more involved as we generate papers.
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