“Real-World” Research to
Support Evidence-Based

HealthCere

real world insight Med iCine

Mark J Cziraky, Pharm.D., FAHA
Vice President, Industry Sponsored Research
HealthCore Inc.

Company Confidential | For Internal Use Only | Do Not Copy

Slide 2

Shifting Landscape in the United

States Health Care System:

So What is Driving the Change?

Escalating costs
Disappointing outcomes

Increasing safety concerns
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Key Contributors to Evidence Gaps

Shifting Landscape in the United
States Health Care System

-7 Little to
- No
e’ Evidence
e
Conceptualization

F—l Evidsnoe' e | Utilization l

Little to
- No
Evidence

rr—— re——

) S
Slide Company Confidential | For Internal Use Only | Do Not Copy HealthCore

Slide 4

Emergence of the Payor in the Decision-Chain

To Prescribe To Adhere

To Innovate To Approve

[_Health Plan _|
I ndustry I roa | uee—m I Physician | patient ]

Il Health System |

Evidence ] I Safet

y/Long- Care Impact

Demands =f term Safety

Effectiveness (I RPopulation; E Total Cost of |
(5]
\

S
Company Confidential | For Internal Use Only | Do Not Copy HealthCore




Prospective Effectiveness Research :

Novel Hybrid Study Designs

Data and Research Environment

Claims data provide breadth, but lack depth especially with regard to clinical data necessitating the
enrichment with additional data elements especially clinical data
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Disparate Data Sources Integrated Research

Clinical Chart Data

Patient Reported Outcomes /m\

Lab Result Data J
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Additional Insights ] 44 million

(Med, Rx claims, eligibility, benefit design)

Health Plan Data

9 million

California
Georgia
Missouri
Nevada
Colorado
Kentucky
Maine

New Hampshire.

=
WELLPOINT.

Virginia
Indiana
Ohio
Wisconsin
New York
Connecticut

Strong collaborative
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Data Integration Capability

HealthCore Experience
Study Design:

Administrative Claims Data
— Medical and pharmacy claims (incl. cost information)
— Eligibility data (incl. benefit design)
— Laboratory Result Data (subset of total data set)

Medical Chart Review

— Patient demographics, progress notes, radiology, labs, BP, weight, etc.

« Survey Research
— Patient and physician reported outcomes
— Response to health plan incentives and restrictions
— Understand drivers of care-seeking behavior and prescribing choices

— Link attitudes with actual behavior

(0]
o0
o]
~
£
oS
5
&
T
(=]
ks
o
72}
>
e
=
oy
=
(o}
g=
<
=
Q
=]
53
Q
Q
=Y
90]

» Prospective Clinical Data Collection

— Point-of-care collection of clinical data, observational research, registries
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ExOS and ExXPAND

Slide 8

ExOS and ExPAND

e — - ID Pts and MD for recruitment
—— EhE s Inform study design
Eligibility & “:"ll Data Protocol feasibility
: Benchmark RU / costs

Retrospective Data Capture Prospective Data Capture

of Claims Data Elements of Non-Claims Data Elements
~ Patient Demographics * Lab Values
+ Comorbidities & Morbidity Index * Vitals (height, weight, BP)
* HospitalER Data + Clinical Measures
* Rx Utilization * Patient-Reported Outcomes
* Outpatient Data
* Health Care Costs

Data Integration
Analyses
Effectiveness & Resource Ulilization
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ExOS Study Synopsis ExOS Research Approach

» Target and recruit physicians and patients

Study Period 2006 - 2010 that meet selection criteria using HealthCore’s
Primary Objective To examine the effect of exenatide on glycemic Integ rated Research Database (H | RDSM).
control (HbA,,) in a naturalistic clinical practice . .
setting. * Integrate analysis of retrospective and
Study Design Prospective, multi-center, single-arm prospectlve clinical and treatme_nt experience
observational study designed to collect and data to assess real-world effectiveness.
report data on the treatment of patients with L. )
exenatide in a naturalistic setting. No * Augment physician and patient data from the
randomized treatment assignments were HIRD with prospective data. PRO. and
made. ’ ’

clinician reported outcomes.
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Examination of Pregabalin Access for
ExOS Research Publications

Treatment of Indicated Pain Disorders:
ExPAND Study

« Exenatide Observational Study (ExOS): Baseline Population

Characteristics and Research Design * Sty et U0~
. E tide Ob ti | Studv: R | f 6-Month Pri d Study Design Prospective, observational, multicenter study to investigate the
xenatiae servga Iona FU y: esults O -ivion rimary an impact of prior authorization processes for pregabalin in the
Secondary Endpoint Effectiveness Analysist treatment of pain associated with pDPN and FM in real-world
. . . clinical practice. An analysis of pDPN and FM patients will assess
« Exenatide BID Observational Study: Results for Prlmary and resource use, costs and health outcomes in patients pre- and post-
Secondary Endpoints at 12-months Ana|ysis Y initiation of pregabalin or any other therapy initiated at enroliment if
o S ( OS) ¢ not pregabalin using retrosplectivledclaims data coupled with
+ Exenatide BID Observational Study (ExOS): Results for Primary prospective site and patient level data capture.
and Secondary Endpoints of a Prospective Research Study to Primary Objectives 1. Quantify the between group difference (baseline to 6 months) in
Evaluate the Clinical Effectiveness of Exenatide BID use in direct all-cause medical costs for patients with pDPN and FM in

real-world treatment settings with a prior authorization (PA)
versus no PA policy in place restricting access to pregabalin.
2. Evaluate the within-group differences in pain alleviation (using

Patients with Type 2 Diabetes in a Real-World Setting**

A Current Medical Research and Opinion, December 2010 the 11 point numerical rating scale [NRS-11] in patients with
1 American Diabetes Association (ADA) 70" Scientific Sessions pDPN and FM in real-world settings with a PA versus no PA
¥ Academy of Managed Care Pharmacy (AMCP), April 2011 policy in place restricting access to pregabalin.

** Current Medical Research and Opinion, December 2011
clinicaltrials.gov
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ExXPAND Study Synopsis

ExXPAND Study Design

Secondary Objectives 1. Describe how pharmacologic treatment patterns for pDPN or FM differ between
groups with PA and without PA in patients being treated in a naturalistic
outpatient care setting.

2. Describe non-pharmacologic treatment patterns in pDPN and FM patients in
groups with PA versus no PA while being treated in a naturalistic outpatient care

setting . ’—_J_~.~ Consent *Eligible Patient
3. For the subset of patients who have at least 6 months pre-study time in the ___—"’ '*~.,_~
HIRD a within-group costs analysis (all cause) comparing their pre-study == il

Randomization Tesal

healthcare utilization costs for the 6 months pre-baseline with their on-study
healthcare utilization costs (baseline to 6 months).

4. Assess changes (baseline through 6 months) in other PRO measures in pDPN
and FM patients subject to PA requirements for pregabalin versus those with no
PA.

5. Compare the within-group differences (baseline to 6 months) in pain alleviation
(using the NRS-11 scale) between groups (PA versus no PA), by condition
(pDPN or FM). Quantify the between-group difference (baseline to 6 months) in

Study Initiation & Data Collection

. . Racali . +
direct all-cause medical costs for patients with pDPN and FM in real-world Baseline Patient Assessment Patient A
treatment settings with a prior authorization (PA) versus no PA policy in place 1 and 3 month PROs 1 and 3 month PROs
restricting access to pregabalin.
6. Evaluate the within-group differences in pain alleviation in patients with pDPN 6 Month Assessment 6 Month Assessment
and FM in real-world settings with a PA versus no PA policy in place restricting *Physician confirmed diagnosis of either pDPN or FM, but not both; Initiation of a medication for pDPN or FM is clinically indicated, either as monotherapy or
access to pregabalin. in combination with other treatments; no prior pregabalin use or pregabalin PA requests; age > 18 years; actively enrolled in a WellPoint health plan.
clinicaltrials.gov clinicaltrials.gov
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Study Goals And Metrics

Randomized Controlled Evaluation of

an Activity Tracking Device with and « Primary Goal - To determine if use of an activity tracking

without Coaching in Increasing device with and without coaching helps people be more
Physical Activity active:

HealthCere

real world insight

« Secondary Goal - To compare outcomes in the treatment
groups above between members with and without chronic
health conditions.

e Metrics:

— Self-report questionnaires to assess exercise frequency, weight,
quality of life, weight-related symptoms

— Activity tracking information to assess number of steps per day,
distance walked per day, calories burned per day, activity levels
per day

— Health care utilization and costs
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udy Design Part 1

Diagnaosis into
Blocks

v ¥

No Chronic Condition Chronic Condition
750 participants with NO 750 participants with a
Chranic Health Condition & Chronic Condition &
BMI > 28 BMI =28
[ I
¥

Randomization

utilizing a keast assigned
methodology to balance groups an age,
sender, BMI, diagnosis to counteract any bias

in the data
k.
Activity Tracker Only Achivity Teackears Wait List Control
Activity Tracker Only Health Coaching Receive no treatment during
Activity Tracker & Health study; Receive Activity
Coaching Tracker when study is over
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Study Design Part 2

Initial Assessment
(Ivs)

Exercise Readiness for Change Questionnaire
Exercise Self-Efficacy Questionnaire
(ove)

Phiyslcal Activity Questionnaire
Cuality of Life Questionnaire
Weight Questionnaire

Wark Attendance

{ | }

Follow-Up Assessment (3, 6, & 12

Engagement Measures Manths) (A1l Participants)
(Only Coached Participants) Physical Activity Ouestionnaire
Number of Coaching Contacts, Duration of Quality of Life Questionnaire
Coaching, Goals Achieved Weight Questionnaire
From Activity Tracker Work Attendance Questionnaire
{Both Active Intervention Groups) From Activity Tracker (Daily)
Frequency of Use, Log-ins Steps, Distance, Calories Burned

Activity Intensity, Weight

| |
]

Data Analysis
Deceriptives, Survival, Prychelogical Pattem
Predictors, GLM Random Intercepts and
Slopes Madel

Clalms Data
Utilzation
(Costs

Withelrawn B | nst n
Follow-up
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