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Background

Rationale for Cognition Working Group (WG)

e PRO Consortium member representatives and FDA advisors identified mild levels of
cognitive impairment due to Alzheimer’s disease (MCl due to AD) as a priority area

 This area lacks a PRO instrument that is fit for the purpose of measuring important patient-
experienced aspects in the evaluation of treatment benefit in clinical trials.

Goal of the Cognition WG

e The Cognition Working Group seeks to develop patient-reported outcome measures that
improve upon the current measurement of mild levels of cognitive impairment due to
Alzheimer’s disease (MCI due to AD). The measures will capture the patient’s perspective
on specific aspects of patient functioning: complex activities of daily living (ADL)
performance and interpersonal functioning and will contribute to the description of disease
progression, and the measurement of treatment effect.

Targeted Labeling Language

e [XX]% of patients with MCl due to AD demonstrated improvement on performance of
Complex ADLs treated with X treatment compared to (placebo).

e [XX]% of patients with MClI due to AD demonstrated improvement on Interpersonal
Functioning treated with X treatment compared to (placebo).

e After [X] months of treatment, mean difference in the [XX] change scores for [X] treated
patients compared to patients on [X] was [X]. [X] treatment was statistically significantly
superior to [X].

e [XX]% of patients with MCl due to AD show a smaller decline or an improvement on
complex ADLs and Interpersonal Functioning over time when treated with [X] compared to
[X].

Milestone Expected Date Completed Date

Scoping Stage 12/06/2010
Content Validity Stage

Vendor selection and contracting 7/29/2010

Completion of background research (literature review 9/30/2010

and 1t expert panel)

Completion of initial qualitative research and generate

items (concept elicitation, selection and item generation 06 03/2011

— patients interviews & expert panels)

Refining initial instrument (cognitive interviewing, final

expert panel, identification of ePRO platform, 3Q 2012

translatability assessment)

Quantitative analysis of the Content Validity Stage TBD

Content Validity Summary document submitted to FDA TBD

for interim review

Psychometric Testing Stage TBD

Content of Interest
Endpoint Model for Treatment of MCI Due to AD

Clinical Outcome
Assessment

Endpoint
Hierarchy

Endpoint Concept(s)

(COA)/Biomarker/
Survival

Primary Functioning PRO
e Complex Activities of Daily Living subscale
* Interpersonal functioning subscale
Cognition

e Cognitive test battery

ClinRO

Target Population
e Patients 45 years and older
e Patients diagnosed with MCI due to AD

Hypothesized Conceptual Framework (updated for Expert Panel January 2012)

Planning skills required for hobby and task completion
Organizing information and material for task completion

Household management

Com_?;iﬁ ADL Using memory in process of task completion and acquiring new skills
Performance Navigating

Managing finances

Need for support

Processing speed

Managing social roles
Social use of language

Interpersonal Working memory

Functioning

Dysnomia

Conversational skill

Updates

Completed cognitive debriefing with patients on a 29-item draft instrument
(December/January 2012). The cognitive debriefing focused on documenting the
comprehensibility of items, response options, and evaluation of selected items for possible
deletion due to redundancy

 Held Expert Panel meeting in January 2012 to review the findings of the cognitive debriefing
and further refine the instrument.

* Currently undergoing an additional round of cognitive debriefing with patients on revised
instrument following recommendations from the Expert Panel meeting

 The next step is to develop an RFP for the quantitative step in the Content Validity Stage

Working Group Plans

Dissemination Plan
e Symposium submitted for presentation to Alzheimer’s Association International
Conference (AAIC): Measuring the Earliest Symptoms of Mild Cognitive Impairment
e Development of a patient-reported outcome (PRO) instrument to assess mild cognitive
impairment: the qualitative research phase: Mark Forrest Gordon, Chris Leibman, Amy
Duhig, Lori Frank, Kellee Howard, and William Lenderking, on behalf of the Critical
Path Institute’s PRO Consortium Cognition Working Group

Topics for Discussion

Concerns worth noting

* Progress has been slow on the project

e Patient insight (i.e., the ability to self-report) remains a gap for the WG to address

e Selection criteria — how to define and recruit patients with MCl due to AD

Unique issues for the working group and resolution

 There are a number of upcoming trials (both inside and outside of industry) which could
potentially assist with quantitative data collection
e The WG will evaluate each opportunity to collaborate with investigators outside of

industry and ensure that the risk/benefit is appropriate for these collaborations
Lessons learned
e Clinical expertise was extremely valuable for honing in on issues with the draft instrument
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