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Rationale;

Rare eosinophilic disorders, including hypereosmilapsyndrome (HES), Churg-Strauss vasculitis, and
eosinophil-associated gastrointestinal disorde@ (g, are a heterogeneous group of disorders tieat a
characterized by marked eosinophilia in the perngh@ilood and/or tissues without a secondary cause.
Although recent data from a multicenter, retrospecstudy of 188 patients with HES suggest that
steroids are effective initially in most patientdshwHES, a majority of patients become steroidaetiory

or develop significant steroid toxicity. Convemtéd second line agents, including hydroxyurea and
interferon-alpha, are only effective in approxinta@0% of patients and have undesirable side effect
profiles. Thus, better agents are clearly needéckéd patients with these disorders.

Recent advances in drug design have led to théaneaf a wide variety of agents that target specif
molecules involved in disease pathogenesis. OtfgeskE, imatinib, a tyrosine kinase inhibitor depeld
for the treatment of CML, has revolutionized treatment of patients with a myeloproliferative vatiaf
HES/chronic eosinophilic leukemia, and became itisedrug FDA-approved for the treatment of HES.
A second agent, mepolizumab (a monoclonal antilzg@dynst interleukin 5 initially developed for the
treatment of asthma) has been shown in a multicguiecebo-controlled international trial to have



remarkable efficacy with little or no toxicity ihe treatment of steroid-responsive HES (Rothenbtad
2008 N Engl J Med). Unfortunately, with the exceptof imatinib, no agents have been FDA-approved
for the treatment of these disorders. This is jildtle to a combination of factors, including liniib&s on
patient accrual (22 centers worldwide were necggsaaccrue the 84 subjects needed for the
mepolizumab trial) and the lack of validated clalitrial endpoints for these complex disorders.

Having a meeting focused on clinical studies ofregzhilic disorders is timely since the first regysfor
eosinophilic disorders (REGIDyvfvw.regid.org) has been recently launched. REGID provides an

opportunity for the meeting participants to becdRi&sID members and design studies that will be

facilitated by REGID.

Format:

As with the four prior clinical workshops held issciation with the biannual meeting of the
International Eosinophil Society, we anticipat®tl of approximately 30-40 participants with ctiai
and/or research expertise in eosinophilic diseadéoaclinical trial design. The workshop will bevided
into two parts. The first part will consist of briate-of-the-art reviews of HES, CSS and EGID
highlighting issues pertinent to clinical trial dgs (diagnostic criteria, definition of responseherapy,
biomarkers of disease activity). This will be lled by presentations from experts in clinicall tria
design for complex rare diseases from academiastrgland the FDA (not confirmed). The second part
of the symposium will be comprised of small groigrdssions designed to troubleshoot specific issues
facing ongoing or planned clinical trials in HESS&and EGID.

Goals:

The short-term goals of the workshop are: 1) tadmdividuals from academia, the FDA, and industry
with expertise in clinical trial design for compldisorders together with clinician-scientists with
expertise in rare eosinophilic disorders to disaadislation of clinical trial endpoints and clinidaal
design and 2) to continue to foster collaboratalationships between multidisciplinary clinical apabkic
science researchers interested in eosinophilicdkss. It is anticipated that the findings fronsthi
workshop will lead to a prospective, multicentesltdesigned to validate endpoint criteria for dise
flares in one or more rare eosinophilic disordetimately, this will lead to improved design ofgpined
multicenter clinical trials to assess the safety efficacy of novel agents for the treatment okthe
disorders.

Draft Agenda:

8:30-9:00 Opening Remarks/Introductions — Amy Kl{confirmed)
9:00-10:30 Outlining the problems
9:00-9:30 HES Peter Weller (confirmed)
9:30-10:00 CSS  Michael Wechsler (confirmed)
10:00-10:30 EGID Marc Rothenberg (confirmed)
10:30-11:00  Coffee Break
11:00-11:30  Successful clinical trial design fomex disorders - Peter Merkel (confirmed)
11:30-12:00  Rare diseases, clinical trial desighthe FDA — to be determined
12:00-12:30  Drug development for rare diseasesngpany perspective - Jeff Wilkins, Cephalon
(confirmed)
12:30-1:30 Lunch
1:30-2:00 Statistical approaches to endpoint vibdaVern Chinchilli (confirmed)
2:00-2:30 Disease registries as a tool for multeetrials of rare disorders - James Franciosi
(confirmed)
2:30-4:30 Small group discussions

If you are interested in attending and have notgegived information by email, please contact Amy
Klion at aklion@eosinophil-society.org




