CDISC Public Webinar — Standards
Updates and Additions

9 Mar 2015
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Agenda

* Dyslipidemia
= John Glover, TransCelerate BioPharma Inc
= Martin Benson, ICON
= Kiristin Kelly, Accenture
= Vladimir Kryzhanovski, Eli Lilly
= Erin Muhlbradt, EVS
= Jerry Salyers, Accenture
= John Vincent, Pfizer
= Fred Wood, Accenture

* CDISC Education and Events Updates*
= John Ezzell, CDISC

*After Q&A session & time permitting
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Question & Answer

* ‘Presenter’: Question
Examples:

John: What are the symptoms of Dyslipidemia?
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Through Higher Quality Medical Research




Therapeutic Area User Guide — Dyslipidemia
V1.0

Public Review Webinar
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John Glover, TransCelerate BioPharma Inc.
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Dyslipidemia Studies

CFAST Program
Development Principles
Dyslipidemia Background
Dyslipidemia TAUG

Public Review
= Areas to focus
= How to submit comments

Q&A
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{ FAST

L o Fo Acelenting Tt and Terdped

e The Coalition for Accelerating Standards and Therapies (CFAST)
* CFAST sponsors the development of standards for key therapy areas
e A joint initiative of CDISC and the Critical Path Institute (C-Path)

* Launched to accelerate clinical research and medical product development
by facilitating the establishment and maintenance of data standards, tools
and methods for conducting research in therapeutic areas important to
public health.

* CFAST partners include TransCelerate BioPharma Inc. (TCB), the U.S.
Food and Drug Administration (FDA), and the National Cancer Institute —
Enterprise Vocabulary Service (NCI-EVS), with participation and input from
many other organizations

e See http://www.cdisc.org/therapeutic for more information

¢coisc
e


http://www.cdisc.org/therapeutic

(FAST Program Overview — March 2015

e Approved Therapeutic Area Standards Projects

Coordinating
Th e Organization(s) [Proposal Stage 0 Stage 1 Stage 2 Stage 3a S'tagf: 3b Stage 3c
P ! val g _ AModeli Standards Internal Eﬂ!ﬂ.\c Publication
Project te ping g Development Review evi
Manager
[raumatic Brain \oryoc Rhonda lOct 13 Dec Tan [Feb Mar Q315
Injury vl
Chronic Hepatitis |TCBE- John s
= Virs vl P, Now 13 Feb Apr Jul Nowv Jan Q115
Schizophrenia v1 i?jjcmfﬂ_ MNowv 13 May Jul Aug Jan Iviar Q215
Breast Cancer v1 = Jal MNow 13 Aug Dec Jan Niar Q215
Orwren
Cryslipidemia w1

ICOPD +1

[Diabetes (ADal) [TCB/CDISC- - = |F

w1l Supplemental (Rachael ek i B =k Apr Q1L
iabetic Kidney (TCB/CDISC-

P Bachael IMnIay 14 Feb Apr Q116
Tuberculosis v2 [C-Path - Laura |[Dec 14 Feb Apr Q116
Fheumatoid UCB- Trisha

i itis Jul 13 Feb Q116
: CDISC/DCEI-

W
ICV Imaging Ay Dec 13 Feb Q116
Virology w2 C-Path - Laura |pending Feb Apr Q315

Pink = Stage Completed | Blue = Stage Ongoing! Months reflect stage completed
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What i1s Different from Previous
CDISC TA Standards?

» Disease background & context

Concept maps

= To illustrate the relationships between concepts and
among attributes of a concept

CDASH CRFs
= Traceability from CDASH to SDTM

Regulatory and medical references

= To help ensure regulatory compliance and medical
appropriateness

SHARE model based metadata development
= Not just SDTM; but also CDASH and ADaM
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Concept Maps

Toa | [ HoL e
e |llustrates relationships o C?:'ofﬁ?']* R‘g;f,}t
among concepts and T
attributes :]—' o[ B o] oot BE R o |
* Facilitates understanding |coeea|® ./ ™¥"

(LDL-C)

%
. . el = Calculated

(semantic interoperability) “—=

among functions involved m- m,_*

in standards development resfs i

Direct *
LDL-C Result

Concept Map 1: LDL-Cholesterol
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Concept Maps — cont.

- ™y a )
Assessor ® Observation | i
T Observation Result
The person or A test, examination, or
organization that reports other activity that gathers A ﬂnding Dbtalt'."e‘j 4} ¥ | Semodlogy
an observation. information about a subject. el izl
N _ b i
' ™ - "'! 3 @ - "‘I
Healthcare Encounter Substance =
Admission to or visit with Administration Anvthi Prod du:l:l lud Other Activity
a healthcare facility or An activity that administers m:j ng m?:l 2‘ NEIDE =S An activity not
healthcare provider + a product to a subject. rugs and devices. otherwise classified,
- o - o \ - o
r ™ ' c1 r B
) .\ . . Specimen L Composite Activity ¢
::{I?J::EL:'LT‘:;:;::: -:I:r :l'?:?tm?ntﬁ:rgl:;:: A sample taken from a An activity with multiple
ar e e bt furylater e S subject or existing classifications. Often has
9 P ’ p PR specimen for analysis. component sub-activities.
N . . o %, o

Figure 2: Concept Classification Key for Concept Maps

e Coding for classification of concepts.

 Based on classes in the Biomedical Research
Integrated Domain Group (BRIDG) model.
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C DA S H — C R FS Example CRF 1: Dyslipidemia Treatment History

Has the subject been previously treated for Dryslipidemia? O Ves
ONe

e Development of
TA specific CRFs piie==

* Used together
with already
existing safety
CRFs

For Unlonown Start or End Dates, spacify duration of treatment:

e Traceability from —
CDASH to SDTM [~ - Do e

i
standard ji i
PrimaryReason Traatmant was Discontimad: O Other spacify below
i Rasson s “Othet” gl spaid e
CMIRIDOT
CMRSDISC=

T A R R ., i
* Naw variable raquast submitted
* Naw variablz snder consideration
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Regulatory and Medical References

Appendix E: References
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SHARE Model-Based Metadata

Package
* Develop all CDISC SHARE
CDISC SHARE
metadata:
= BRIDG Global electronic repository
for developing, integrating
= SDTM and accessing CDISC
= CDASH metadata standards in
electronic format.
= ADaM
= Controlled Terminology SHARE is e_nV|S|oned to
help users find, understand
= Data types and use rich metadata and
= Definitions controlled terminologies
_ relevant to clinical studies
= Trial Summary more efficiently and
Parameters/Protocol consistently, and to improve

integration and traceability
of clinical data from
protocol through analysis.
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Dyslipidemia TAUG

YCDISC

Therapeutic Area Data Standards
User Guide for Dyslipidemia

Version 1.0

Prepared by
The CFAST Dyslipidemia Team

MNotes to Readers

. This is a draft version of the Therapeutic Area Data Standards User Guide for Dryslipidemia. It is intended
for public review only and is not a final version.

. This document is based on CDASH Standard v1.1, ADah v2.1 and ADaMIG 1, and SDTM +v1.4 and
SDTMIG w32

. This TAUG Dryslipidemia +1.0 packazge contains a user suide. two sets of CDASH metadata, and one

simplified prototype SHARE metadata display.

Revision History

Date Version Summary of Changes

201503-09 1.0 Diraft for Public Review

See Appendix F for Representations and Warranties, Limitations of Liability, and Disclaimers.




Dyslipidemia
e This draft version 1.0 (v1.0) of the TAUG

= Phase 1-4 adult & pediatric clinical trials of diet, drugs,
and devices

= Focus on labs

= Other development around concomitant medications and
adverse events

= This document does not address major adverse cardiac
events (MACE) endpoints, e.g., stroke, myocardial
infarction, death, etc. since they are addressed in other
TAUGS.

= Dietary data and physical activity may be considered for
v2 of the TAUG
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Dyslipidemia

« Defined as an abnormal blood plasma or serum lipid status

 Lipids are transported in the blood in lipoprotein particles.
Lipoproteins can be separated into different types based
on density, electrical charge, and particle size

« Common lipid abnormalities include elevated total
cholesterol, low-density lipoprotein (LDL) cholesterol (“bad”
cholesterol), and triglycerides (TG) and reduced high-
density lipoprotein (HDL) cholesterol (“good” cholesterol)

* Risk factor for coronary heart disease and other forms of
cardiovascular disease (CVD) (e.g. stroke)

 An estimated 31 million adults in the USA have total serum
cholesterol levels 2240 mg/dL (considered high level)
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Dyslipidemia

e Primary Dyslipidemia
= Genetic Causes: single- or multi-gene mutations that result in either

overproduction or defective clearance of TG and LDL cholesterol, or
an underproduction or excessive clearance of HDL

Example - Familial Hypercholesterolemia: Very high levels of bad
cholesterol present from early childhood, potentially causing subclinical
atherosclerosis or sometimes even coronary events within the first
decade of life

e Secondary Dyslipidemia
= Smoking
= Sedentary lifestyle

= Excessive dietary intake of saturated fats or trans-saturated fats,
carbohydrates, or alcohol

= Certain medical conditions can cause secondary dyslipidemias
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Dyslipidemia Review Package

TAUG-Dyslipidemia v1.0draft.zip

ReadMe for TAUG-Dyslipidemia v1.0draft
TAUG-Dyslipidemia v1.0draft
Dyslipidemia CDASH Metadata
Dyslipidemia Prototype SHARE Metadata
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Dyslipidemia TAUG

« Section 1, Introduction

= Provides an overall introduction to the purpose and goals of the Dyslipidemia project

e« Section 2, Subject and Disease Characteristics

=  Primary Dyslipidemia
= Secondary Dyslipidemia
=  Treatment History

= Family Medical History

« Section 3, Dyslipidemia Assessments

= Dyslipidemia-Specific Laboratory Tests
=  Clinical Outcomes Assessments and Other Instruments

= Adjudicated Cardiovascular Events
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Dyslipidemia TAUG — cont.

 Section 4, Routine Data

=  Physical Examinations
=  Concomitant Medications of Special Interest

= Adverse Events of Special Interest

« Section 5, Data Analysis

=  Statistical Endpoints
=  Subject Level Analysis Dataset

= Efficacy Analysis Datasets

e Appendices

=  Provide additional background material and describe other supplemental material relevant to Dyslipidemia.
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Dyslipidemia TAUG — cont.

« Supplemental Material

= New SDTM Variables

« --RSDISC

= Clinical Classifications (CC)

Instrument Name SDTM Domain Copyright Status

ACC/AHA Atherosclerotic Cardiovascular Disease 10-Year cc* Public Domain

Risk Score (Contained within the ACC/AHA Guidelines)

ASSIGN Cardiovascular Disease 10-Year Risk Score CcCc* Public Domain
Framingham Cardiovascular Disease 10-Year Risk Score CcC* Public Domain

PROCAM Cardiovascular Disease 10-Year Risk Score CcC* Copyrighted

Reynolds Score CcC* Public Domain

QRISK Cardiovascular Disease 10-Year Risk Score CC* Copyrighted

SCORE Cardiovascular Disease 10-Year Risk Score CcC* Copyrighted

Tanner Scale Ccc* Public Domain

= Questionnaires (QS)

Instrument Name SDTM Domain Copyright Status
European Quality of Life Five-Dimensional Scale (EQ-5D) QS Copyrighted
Short Form 36, version 2 (SF-36v2) QS Copyrighted
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Dyslipidemia TAUG --RSDISC

2 Model Fundamentals

2.2 The General Observation Classes

2.2.1 The Interventions Observations Class

Additional varniable approved for use m the Intervention domains by the SDTM Governance Committee.

Table 2.2.1: Interventions — Topic and Qualifier Variables, One Record per Constant-Dosing Interval or
Intervention Episode
Variable . e
. Variable Label Type Role Description
Name

Qualifier Variables

--RSDISC Reason for Char |Record Describes reason or explanation for why a treatment was ended.
Discontinuation Qualifier Examples: ADVERSE EVENT, LACK OF EFFICACY

Wariable order should be as follows:

|--DSDISC | After -ADJ
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Dyslipidemia TAUG --RSDISC

Example CRF 1: Dvslipidemia Treatment History

Has the subject been previously treated for Dwslipidemia?
Mot Specified CRITNIY N ™

Category for Medication:

CRMCAT =DYSLIPIDERMIA
Hidden/Pre-specified

Indication: CMINDC = HYPERCHOLES TEROLEMIA
Dvslipidemia Treatment:
CMTRT
Dose:
CMDOSE

Dose Unit:
CRMDOS T

CHRMSDTHET

Dose F orme
CRIDOSFRM

Frequency:
CRMDOSFRO)

Foute:
CMEREOUTE

Start Date:
(DD MWMAWVIV-FY YY)
End Date:
(DD-MMM-FYYY)

CMSTDTC CMSTDAT

CMENDTC CMENDAT

CMDUR

Duaratiom Tinit:
CMDUR CMDURU

Primary Feason Treatment was Discontinued:
CMESDISC*

CHMERSDISC*®

o -iIou

For Unknown Start or End Dates, specify duration of treatment:

O Yes
O No

If subject is Treatment Experienced, please provide the treatment history.

DYSIITPIDEMTA TRFATAENT

HYPFRCHOILFSTFROTLFATA

O Weeks
O Years

O Davs
O Months

O Toxicitv/Intolerance
O Lack of efficacy
O Crther specifv below




Dyslipidemia TAUG --RSDISC

In this example, the subject reported taking two medications for hypercholesterolemia.

Row 1: Subject started and stopped taking suprastatin.
Row 2: Subject began taking varastatin, and was still taking it as of the Screening visit.

cm.xpt

Row | STUDYID | DOMAIN| USUBJID |CMSEQ | CMTRT CMCAT CMINDC
1 AB(C-123 CM ABC-123-1001 Suprastatin | Dyslipidemia Medications | Hypercholesterolemia | Lack of Efficacy
2 ABC-123 CM ABC-123-1001 2 Warastatin | Dvslipidemia Medications | Hypercholesterol amia
Row |CMSTDTC |CMENDTC | CMENRTPT | CMENTPT

1 (cont) | 2011-08-15 | 2012-02-13

2 (cont) | 2012-02-20 ONGOING | SCREENING
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Dyslipidemia TAUG — cont.

 Lipid Lab Tests

Common Test Abbreviation

TestName

P

LDL*

Low-Density Lipoprotein

LDL is usually the main transporter of
cholesterol in the blood, and is often
referred to as "bad cholesterol”. The
concentration of LDL-cholesterol is
often calculated using the Friedewald
equation (calculated LDL-cholesterol). It
can also be measured directly (direct
LDL-cholesterol) after separation from
other lipoproteins. (See concept map
below.)

Serum, Plasma (generally collected while
patient is fasting)

TC

Total Cholesterol

Total cholesterol consists of free
cholesterol and cholesterol esters.
Cholesterol is ingested in foods and
synthesized in the body. One of the
primary sites of cholesterol synthesis is
the liver. Due to its hydrophobic nature,
cholesterol cannot travel in the blood on
its own, but needs to be transported
within lipoproteins. The major
lipoproteins that carry cholesterol and
contribute to its total blood level are
low-density, (LDL), high-density (HDL),
and very-low-density (VLDL)
lipoproteins. A high total cholesterol
level may indicate a problem with
cholesterol, but it is more important to
measure the content in the individual

lipoproteins.

Serum, Plasma (generally collected while
patient is fasting)

TG

Triglyeerides

Triglyeerides are present in food, absorbed
az free fatty acids and moneslycerides in
the small intestine and then converted back
into triglyearides and carried by
lipoproteinz in the blood plazsma They may
ultimately be stored in fat cells in adipose
tizzueif not vsed as an energy source

immediataly. Later. hormones release fatty

Serum, Plazma (should be collactad while
patient is fasting)




Dyslipidemia TAUG — cont.

 Biomarker Lab Tests

Common Test

At : TestName Description Specimen(s)
Adiponesctin Adiponectinis adipocytokin with anti-inflammatory and anti-atherogenic properties. Low Serum, Plazma
concentrations of adiponectin are associated with dyslipidemia and coronary heart disease.
CETP Cholesteryl ester transfer protein |CETP facilitates the exchange of cholesteryl esters and triglvesrides betwesn lipoproteins. Inhibition  |Serum, Plasma
of CETP in humans increases the concentration of cholesterol in the potentially protective HIDL
fraction, while decreasing it in potentially proatherogenic non-HDL fractions.
Fibrinogen Fibrinogen plavsarole in blood clotting. Higher concentrations of fibrinogen have been shownto be  |[Serum, Plasma
aszociated with dyshipidemda and may be a predictor of cardiovascular disease.
h= CEP High-Sensitivity C-reactive hs C-reactive proteinis a measure of inflammation. Elewated basal concentrations of high-sensitivity Serum, plasma
Protein C-rzactive proteinare associated with risk of stroke and cardiovascular diseasa.
IL-6 Interleulan § Increased concentrations of IL-0 are associated with a higher risk of dvslipidemia, and mav bea Serum, Plasma
predictor of cardiovascular diseass.
MMMP-9 Miatrix metalloproteinase 9 Higher concentrations of matrix metalloproteinaze @ have been found to be associated with progression [Serum, Plasma
of idiopathic atrial fibrillation. It also appears to play a role in the development of aortic ansursrsms.
MCP-1 Monocyte chemotactic Protein 1 |Elevated concentrations of monocyte chemoattractant protein 1 are associated with increased Serum, Plasma
cardiovascular dizsaszs.
MPO Mseloperoxidass Miveloperoxidase plavs a role in oxidation of lipoproteins. Elevated myeloperoxidase concentrations Serum, Plasma

are associated with acute coronary svndrome and coronary artery dissase.




Dyslipidemia — Public Review

« 30-day public review upcoming
= Published in the CDISC website est. Friday 13" March 2015
= Closing date for comments est. Friday 10" April 2015

 Download the document using Adobe Reader
(http://get.adobe.com/reader/)

e Submit comments using the CDISC public
commenting tool located on the CDISC website
located here:

* http://portal.cdisc.org/CT/default.aspx

e |nstructions on using the comment tracker tool

http://portal.cdisc.org/CT/Documents/How%20t0%20Use%20the%20CDISC%20Public
%20Comment%20Tracker.docx
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Future Dyslipidemia Training

« Future Dyslipidemia implementation training will
Include:
= |mplementation examples

= EXercises
= Tests to check knowledge level

= And additional detail
* Training will be delivered online soon after
publication of the standard
= SO yOu can train at your convenience
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CFAST Dyslipidemia Team

Lauren Beacham Eli Lilly and Company
Martin Benson ICON Clinical Research
Diane Corey Critical Path Institute

Rene Dahlheimer CDISC

Rhonda Facile CDISC

John Glover TCB

Ron Fitzmartin FDA Liaison

Nate Freimark Theorem Clinical

LiFeng Good AstraZeneca

Pamela Harvey Transcelerate BioPharma Inc.
Jordan Li National Institutes of Health
Jennie G. Jacobson Eli Lilly and Company
Grace Kao Westat

Kristen Kelly Accenture

Susan Kenny

Naveed Khaja
Vladimir Kryzhanovski
Bess LeRoy

Mary McGowan

Independent Contractor
Independent Contractor
Eli Lilly and Company
Critical Path Institute

Genzyme, a Sanofi Company
Dartmouth Hitchcock Medical Center Heart and

Vascular Center



CFAST Dyslipidemia Team — cont.

Elizabeth Mendel Novartis

Erin Muhlbradt National Institutes of Health
Seva Panfilov AstraZeneca

Pamela Rinaldi Boehringer Ingelheim

Jerry Salyers Accenture

Pamela Schwartz Pfizer

Trisha Simpson uCB

Alana St. Clair CDISC

James Underberg New York University Medical Center
John Vincent Pfizer

Darcy Wold CDISC

Diane Wold Glaxo SmithKlein

Fred Wood Accenture

Guowei Wu Merck

) CDISC




Dyslipidemia — Public Review
Webinar
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CDISC Education & Events
Announcements

John Ezzell, CDISC, Manager of Education Products

Strength through Collaboration

¢coisc
T e



Standards currently out for review

« TA CFAST TAUG for Schizophrenia

= Visit http://www.cdisc.org/standards/dataexchange for more
information.

= Deadline for Comments: 27 Mar 2015

Click here to submit your comments.
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Upcoming USA Public Course Events

Location Courses Registration Discounts?
Offered Deadline

Chicago, IL 24-27 Mar SDTM, Expired Expired y
2015 CDASH, 7 astellas
ADaM -
Palo Alto, CA 14-17 Apr SEND, ODM, 14 Mar 2015 Expired .
2015 Dataset-XML, Jazz Pharmaceuticals
Define-XML :
Audubon, PA 18-22 May SDTM, 18 Apr 2015 Expired SIOCLINICA
2015 CDASH’ Global clinical trial solutions. R
ADaM
Minneapolis, 23-26 June SDTM for 23 May 2015 Expired ™
MN 2015 Med. Devices, MegNet
CDASH, CT

Registration deadline indicates online deadline. Offline registration deadlines for each event can be
found here. Additional 2015 public training events can be found @ http://cdisc.org/public-courses.
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Upcoming Europe Public Course Events

Location Courses Registration Discounts?
Offered Deadline

Europe 4-8 May FDA Review, 20 April 2015 Early Bird
Interchange in 2015 CDASH, Discount
Basel, ODM, CT, Available until
Switzerland Healthcare 23 Feb 2015

Link, Dataset-

XML, Define ¢ CDisC

SDTM for

Med. Devices,

SEND, ADaM
Eschborn 14-17 Jul SDTM, 14 June 2015 28 Feb 2015
(Frankfurt), 2015 CDASH, V
Germany ADaM ACCO |0N

Registration deadline indicates online deadline. Offline registration deadlines for each event can be
found here. Additional 2015 public training events can be found @ http://cdisc.org/public-courses.
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http://cdisc.org/public-courses

Upcoming Asia Public Course Events

Location Courses Registration Discounts?
Offered Deadline

Beijing, China 12-15 May SDTM, 24 Apr 2015 13 Mar 2015
2015 CDASH,
ODM,
Dataset-XML, pp ®
Define-XML, ”
ADaM
Shanghai, 18-21 May SDTM, 24 Apr 2015 13 Mar 2015
China 2015 CDASH,
ODM,

Dataset-XML,

Define-XML, pp” ’

ADaM

Registration deadline indicates online deadline. Offline registration deadlines for each event can be
found here. Additional 2015 public training events can be found @ http://cdisc.org/public-courses.
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CDISC In-House Education

e Below courses readily available for ‘in-house’ training:

= ADaM [ www.cdisc.org/private-courses
. Fartner Events & Q

™ BRIDG Deep D|Ve User Group Events

CDISC-Authorized
= CDASH Education CDISC-authorized education courses are only availa

colsc Authorized logo is your assurance that the education courses
= SDTM Instructors who have passed a rigorous qualification process.

. . CDISC Course

= SDTM for Medical Devices  oescriprons CDISC Private (In-House) Courses
= SEND House) Courses

CDISC Event

= Others pending availability ;.-

CDISC Education

== -

e For more information visit our website or submit request
here.
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https://cdisc.wufoo.com/forms/z1phnrah0o97lm8/

Online Training

« SDTM, CDASH, BRIDG, ADaM, and Therapeutic Area
modules available on CDISC Training Campus
(http://CDISC.trainingcampus.net)

* Bundle packages available for SDTM, CDASH, and
BRIDG modules

* All members should contact training@cdisc.orqg to retrieve
company-specific discount code.

[ www.cdisc.org/online-courses

EDUCATION & ABOUT CDISC | STANDARDS & INNOVATIONS | RESOUR(

EVENTS

CDISC

Interchanges Online Courses

CDISC Days
Public Courses Access CDISC online courses here!
CNISC Standards
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Next Public Webinar

e Topics: Controlled Terminology, Batch 21 & 22
(Public Review), Quarterly Technical Update, and
CDISC Medical Devices Standards

 Date/Time: 26 Mar 2015, 110:00-11:30 AM CST

e Speakers:
= Bernice Yost, CDISC
= Wayne Kubick, CDISC
= Kit Howard, CDSIC

* Register here.

.CDISC‘ ~_Webinar details also at www.cdisc.org/webinars


https://www1.gotomeeting.com/register/363575457
http://www.cdisc.org/webinars

Next Member’'s-Only Mini Training

 Agenda:
= Associated Persons Domain

» Date: 23 April 2015, 10 AM -11:30 AM CST

e Speakers:
= Alyssa Wittle, Theorem Clinical

* Register here.

Webinar details also at www.cdisc.org/webinars

@CDISC v _
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http://www.cdisc.org/webinars

CDISC Members Drive Global Standards

Thank you for your support!

¢ cDisC




Any more questions?

Thank you for attending this webinar.

CDISC’s vision is to:
Inform Patient Care & Safety Through Higher Quality Medical Research

Strength through collaboration.

¢ cDisC
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