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About BioTrak — —

A Founded in 1999 to provide commercial support and new product planning
consulting service$o the pharmaceutical and medical device industry

A Team ofresearcherspharmacists, regulatory, biostatistics expertsnd
supportstaff based in Carlsbad, California

A Conductedover 285total research studies and oves0web-based
guestionnairesurveystudieswith patients, health care providers, and
pharmacists

A Recent and relevant REMS and pharmaceutical risk management consulting
experience

A Considered a leader and innovator in REMS assessments
A Proprietary and novel analytical toolbox for assessments

A Business entirely focused on REMS solutions and observational research
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Industry Best Practices in REMS Assessments — —

Designof successfuUREMS assessmeptotocols with expertise in:

Protocol design

Sampling strategy

Questionnaire development and secure internet survey hosting (since 2002)
Survey pretesting validation processes including literacy review options
Multimodal recruitment approaches

Statistical analysis and reporting metrics

Too oo o o To o

Proprietaryweb survey portal providing easy but well controlled online survey
accessat www.treatmentsurvey.com

Realtime assessment reportinghroughda t Kl NY I ¢ N> { A S8 SNE

] TAYYSUNROun ' {{9{{= GKS FTANBRG 2F AGa
helps with selection of appropriate REMS assessment performance metrics,
interpretation of results, and determination of corrective actions.

Bilingual HIPAA compliant call support

Comprehensive regulatory compliance and quality assurance program
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http://www.treatmentsurvey.com/

REMS Assessment Consulting Experience

Disease Area

Antiviral

Antiviral

Antiviral
Antiviral/Oncology

Asthma
Cardiovascular
Cardiovascular

CNS

CNS

CNS
Diabetes
Diabetes
Diabetes
Diabetes
Epilepsy
Epilepsy
Epilepsy

Epilepsy
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Examples of Risk Evaluation and Mitigation Strategy (REMS) Experience

Sample

Patients

Patients

Patients

Patients

Patients

Patients and Prescribers

Patients

Patients and Physicians

Patients

Patients

Patients

Patients

Patients

Patients

Patients

Patients

Patients

Patients

Product

New Rx Medication

Existing Rx Medication

Existing Rx Medication

Existing Rx Medication

New Rx Medication

New Rx Medication

Existing Rx Medication

New Rx Medication

New Rx Medication

New Rx Medication

New Rx Medication

Existing Rx Medication

Existing Rx Medication

New Rx Medication

New Rx Medication

New Rx Medication

Existing Rx Medication

Existing Rx Medication

Type of Research Study

REMS Assessment for measuring understanding of the
serious medication risks

REMS Assessment for measuring understanding of the
serious medication risks

REMS Assessment for measuring understanding of the
serious medication risks

REMS Assessment for measuring understanding of the
serious medication risks

REMS Assessment for measuring understanding of the
serious medication risks

REMS Assessment for measuring Junderstanding of
medication risks, appropriate use, and medication guide
distribution compliance

REMS Assessment for measuring understanding of serious

risks and medication guide distribution compliance
REMS Assessment for measuring Junderstanding of
medication risks, appropriate use, and medication guide
distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance

REMS Assessment for measuring understanding of serious
risks and medication guide distribution compliance
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Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey

Web -Based and Call Supported Survey
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REMS Assessment Consulting Experience B -

Examples of Risk Evaluation and Mitigation Strategy (REMS) Experience

REMS Assessment for measuring understanding of serious

Gastroenterology Patients New Rx Medication risks and medication guide distribution compliance Web -Based and Call Supported Survey
Gastroenterology Patients New Rx Medication REMS. Assessmentl 'for measuring un.derstandn?g of serious Web -Based and Call Supported Survey
risks and medication guide distribution compliance
Metabolic Patients New Rx Medication REMS Assessment . for measuring gnderstandmg of the Web -Based and Call Supported Survey
serious medication risks
. - REMS Assessment for measuring understanding of the
Oncology Patients New Rx Medication serious medication risks Web -Based and Call Supported Survey
) . - REMS Assessment for measuring understanding of the
Pain Patients New Rx Medication serious medication risks Web -Based and Call Supported Survey
Pain Patients and Physicians New Rx Medication REMS Assessment for measuring understanding of serious Web -Based and Call Supported Survey

risks and medication guide distribution compliance

REMS Assessment for measuring Junderstanding of
Surgical/Other Patients and Physicians New Rx Medication medication risks, appropriate use, and medication guide Web -Based and Call Supported Survey
distribution compliance

REMS Assessment for measuring Junderstanding of
Transplantation Patients and Prescribers New Rx Medication medication risks, appropriate use, and medication guide Web -Based and Call Supported Survey
distribution compliance

Elements to Assure Safe Use Program, Shared REMS.
Transplantation Patients and Prescribers Existing Rx Medications REMS assessment design and implementation for patients Web -Based and Call Supported Survey
and health care providers to measure REMS performance
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REMS Assessment Clients - —
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DRUG A REMS Assessment Objectives - —

1) a8l adNB tIFiASyiaQ dzyRSNEGF YRAY 3

2) Report on the distribution and dispensing of the medication guide in
accordance with 21CFR208.24 (if not a unit of use).

3) Reporting on failures to adhere to distribution and dispensing
requirements, and corrective actions taken to address noncompliance (if
not a unit of usg.

The results of this assessment will inforthe Sponsor andhe FDA if the
DRUG A REMS program is effective in achieving its goals and if REMS
modification or corrective actions are warranted
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DRUG A REMS Assessment — —

Sejele=h S \A  wEXtensive experience with
methodology is REMS and REMS assessments

based upon w dZNNByYy i C5! a3dzA R

Utilizes
customized
analysis tools

wPharmaTrak Viewer
wClinmetri¢t ASSESS
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DRUG A REMS Assessment -~

Protocol & Data
survey LSS Patient Sl reporting at

testing & : management
validation Jel il il & analysis 18£§n?ﬁsd 64

development
(Patient)
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DRUG A REMS Assessment — —

DRUG A REMS Assessment protocol will include descriptions of
»  Proposed evaluation method

»  Sample size and associated confidence interval

»  How the sample will be determined (selection criteria)

»  EXxpected number of patients to be surveyed

»  How and how often the patient surveys will be administered
»  Controls used to minimize bias

»  Survey instruments

»  Background information for testing survey guestions

»  Analyses to be used to assess performance
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DRUG A REMS Assessment — —

1. ¢/ 2yaSyid 02 tIFINIAOALI GS Ay { dzNIS
A Study purpose
A Participant fee
A Confidentiality

2. Eligibility questions
Age
A Prescription filled
A Prescription fill date

3. Multiple choice questions (1€15) limited to serious risks that include:
A True/false
A G{éf SC)[:I - £ f§ lellj | LJL BaseduponFD 2
A aL R2y Q0O 1y26¢ 2NJ GL| Preferences NB O

@y
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Survey Pretesting & Validation - —

Recommendation to pretest the surveys with a cohort of 15 patients

to determine readability and understanding of the proposed survey

guestions.

A Respondents giveRledGuideto review and survey to complete

A Respondents asked folleup questions to evaluate clarity and
comprehension of each question

Data integrity testing performed with all possible choices using
predesigned response grid to ensure accurate programming
functionality and data capture.

Pretesting and validation study report provided tS8ponsor.

Findings and recommendations for any language or question
revisions to the survey are reported
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Multimodal Recruitment Method Meets the

&$160 3AIDIEIC %

Pharmacy Claims
Databases

Opt-in Patient
Databases

Prescribers

Consumer Health
Panels

Patient Advocacy
Groups/Foundations

Online
Forums
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FDA Recommended Sample Size - —

Sample size recommendation (per reporting period)
A 200 patients; yields a 6% Confidence Interval at a 60% rate

Binomial Test 95% xactOne-Sided Confidence Interval

v N e B S5 pounday Dr
150 0.6 0.6 0.52981 0.07019
200 0.6 0.6 0.53968 0.06032
250 0.6 0.6 0.54634 0.05366
300 0.6 0.6 0.55122 0.04878
Based upon:
A FDA input on measuring patients understanding of serious drug
risk (at least 200 or 250 preferred)
A Quantitative drug analyses using a 95% CI to inform reporting
domains
A Knowledge, awareness, and understanding of serious risks,

dispensing rates and distribution reach of thedGuide
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Predicting Achievable Sample Size — —

Guidelines to Predict AchievablBample

Scenario Confident Possible H|ghly_
Uncertain
Reachable patien 30% 40% 50%
population*
Survey Invitatior 15% 20% 30%

response rate

Expected surve
iIncidencerate of 4.5% 8% 15%

treated population

*Assumes Sponsor has complete patient list
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FDA Preferred Sample Sizes — B—

In the case of an insufficient DRUG A prescriber base and patient
population during a reporting period:

A A smaller sample size may be warranted for that assessment
report.

A The survey can run continuously and, in addition to the required
reporting dates, a voluntary analysis can later be reported to the
FDA when the appropriate sample size is achieved.

Most sample shortfalls are a result of the Sponsor initiating the REMS
assessment effort too late in the reporting period.
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FDA Preferred Sample Sizes — S—

2009 FDA Draft Guidance REMS regarding reporting intervals

GXGKS NBLR2NIOAY3I AYOUSNBIE O20SNBR
no earlier than 60 days before the submission date for that
FaaSaaySyuooé

Sponsomay view ongoing results through a clierspecific web portal
or request results at any athoc interval period

A Centralized assessment portal
for easy stakeholder and client
access

A Unique client specific dashboardg
for realtime assessment
reporting
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