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Agenda

• ADaM IG

 Susan Kenny

• Diabetes UG

 Rhonda Facile, CDISC

 Rachael Zirkle, Eli Lilly

• Multiple Sclerosis

 Bess Leroy, C-Path

 Jon Neville, C-Path

• Cardiovascular UG

 Amy Palmer, CDISC

 Steve Kopko, CDISC
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Question & Answer

• ‘Presenter’: Question

OR

• ‘Presentation’: Question

Examples:

Rhonda Facile: What does UG stand for?

Or

Diabetes:  What are diabetes?
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Presented by Susan J. Kenny
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ADaM Implementation Guide: 

Summary of Updates
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Current ADaM Documents

• ADaM Model Document 2.1

• ADaMIG 1.0

• Examples

• ADAE

• ADTTE

• Compliance checks

• Updated Pilot 1 data
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ADaM Documents In Progress

• ODS document

• ADaM metadata submission guideline

• Document to cover multivariate analyses

• Compliance checks to cover ADAE and ADTTE

• ISS/ISE Integration
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Updating of Implementation Guide

• Current IG Version Update 
 Based on comments from public

 Based on team member experiences

 Done so far
• Removed/updated

• Clarifications

• Additions

• Changes

• Will wait for next IG version for more major issues
 Update CRITy section

 Grouping Variable for PARAM

 Real time plotting variable

 Multiple treatments

 Function of multiple rows

 And more 
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Removed/Updated

• Announcing retirement of PARAMTYP

 Too much confusion between PARAMTYP and 

DTYPE

 No value added

• Error in variable type for ANRLO, ANRHI, 

AyLO, AyHI

 Harmonized with STNRLO/STNRHI which are 

numerics

 Added ANRLOC/ANRHIC/etc to capture 

character values
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Clarifications

• Parameter invariant
 Added text to definition

• ADaM datasets vs analysis datasets
 Added picture showing what goes where

• What goes from ADSL into other datasets
 Added language that not all ADSL variables should be 

copied to other ADaM

• Index variables do not have to go from “a” to “z”
 Having SITEGR2 without SITEGR1 is valid

• Length does not have to match from SDTM to 
ADaM
 Length can be shortened to optimize file space
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Clarifications (cont)

• When paired variables have to be one-to-one
 Only when both are populated and only within PARAM 

value

• Conditions for requirement (COND variables)

 Added language to capture what the condition for 

requirement is

• Added clarification regarding use of SRC variables 

to point to ADaM datasets

 Described when SRC--- are used vs --SEQ

• Cleaned up examples
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Additions

• w as an index value
 PHwSDT (Phase w Start Date)

• Added AGEGRy, ACTARM, TSEQPGy (Planned Pooled Treatment 
Sequence y), DOSExxP (Planned Treatment Dose for Period xx) 
for ADSL

• Added new timing variables for phase, subperiod
 PHwSDT, PxxSwSDT (Period xx Subperiod w Start Date)

• Added new subject-level trial experience variables
 EOSSTT (End of Study Status)

 EOSDT (End of Study Date)

 DCTREAS (Reason for Discontinuation from Study)

 Similar for “treatment”

 Lots more variables (e.g. TRCMP (Compliance withTreatment (%)), 
TRTDURY (Total Treatment Duration (Yrs)), etc)

• Added ASEQ (Analysis Sequence Number) to tie an ADaM dataset 
record to a predecessor ADaM dataset record (SRCSEQ is for 
SDTM)
 Added example to illustrate this
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Additions (Con’t)

• Added analysis period dose variables 
(DOSExxP/DOSExxA/DOSExxU)

• Additional record-level timing variables added
 ASPER (Subperiod within Period)

 ASPRSDT (Subperiod Start Date)

• Added MCRITy and corresponding flags 
(MCRITyML)
 A text string identifying a pre-specified criterion within a 

parameter, where the criterion can have multiple 
responses (as opposed to CRITy which has binary 
responses).

• Added text regarding which variables to copy onto 
a new record
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Additions (Con’t)

• Added table of naming fragments

 GRy/FL/ML/DT/TM/DTM/DTF/TMF/DY

• Any variable that ends with one of these fragments 

must follow the fragment conventions

 CHG/BL/FU/OT/RU/SC/TA/TI/WA

• Any variable that contains one of these fragments 

should follow the meaning of the variable but it is not 

mandated
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Changes

• y can go from 1 to 99

• Allowed variability in more labels
 descriptive text is allowed at the end of the 

labels of variables whose names contain 
indexes “y” or “zz”

 variable labels containing a word or phrase in 
brackets, e.g. {Time}, should be replaced by 
the producer with appropriate text that contains 
the bracketed word or phrase somewhere in 
the text, e.g. the label for a *TM variable is 
indicated as {Time} in this document, indicating 
any producer-defined label is permitted as long 
as the word Time is incorporated in it.

14



© CDISC 2014

Changes

• Modified treatment variables required for 
BDS
 TRTP or TRTA is no longer required

 Treatment variable(s) must either be from ADSL OR be 
TRTP / TRTA

 If TRTP or TRTA are used, the value must align with the 
value in one of the ADSL treatment variables

 At least 1 treatment variable is required
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Schedule for Release

• Will be released for public comments within a few 
weeks
 ADaM IG needs final quick review from SRC

• Comment period will be 6 weeks

• Please watch for CDISC announcement and 
provide comments!
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Therapeutic Area User Guide – Diabetes V1.0

Public Review Webinar

March 20, 2014 
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Therapeutic Area User Guide – Diabetes V1.0

Public Review Webinar

March 20, 2014 

Rachael Zirkle, Lilly, CFAST Diabetes Project Manager

Rhonda Facile, CDISC, CFAST Program Manager
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Diabetes TA

• CFAST Program

• Development Principles

• Diabetes Background

• Project Scope

• Key Diabetes Concepts

• Public Review 

 Areas to focus 

 How to submit comments

• Q & A
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• The Coalition for Accelerating Standards and Therapies (CFAST)

• CFAST sponsors the development of standards for key therapy areas

• 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

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

http://www.cdisc.org/therapeutic
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Program Overview – February 2014

Therapeutic 

Area

Coordinating

Organization(s

)

Proposa

l 

Approva

l Date

Stage 0 Stage 1 Stage 2
Stage 

3a

Stage 

3b
Stage 3c

Notes

Project Manager
Scoping & 

Input

Concept 

Modeling

Standards 

Development

Internal 

Review

Public 

Review
Publication

Cardiovascular

Endpoints v1

CDISC/DCRI

Amy Palmer
Jun 13 Jul Sep Nov Feb Mar Q214

Multiple 

Sclerosis v1

CPATH

Bess Leroy
Mar 13 May Oct Dec Jan Apr Q214

Diabetes v1
TCB

Rachael Zirkle
Apr 13 May Aug Dec Mar May Q214

QT Studies v1
TCB

John Owen
Aug 13 Oct Feb Mar May Q314

Traumatic 

Brain Injury v1

CDISC

Rhonda Facile
Oct 13 June 2014

Hepatitis C v1
TCB

John Owen
Nov 13 Feb Apr Q414

Schizophrenia 

v1

CDISC/DCRI

Amy Palmer
Nov 13 Apr June

Q414/Q11

5

Breast Cancer 

v1

TCB

Sarah Davis
Nov 13 Apr Jul 2015

Influenza
C-PATH

Jon/Bess/Laura
Feb 14 Mar Q414

Lipid Lowering 

Drugs 

TCB

John Glover
Dec 13

COPD v1
TCB

John Glover
Nov 13

Approved Therapeutic Area Standards Projects

	

Key: |          Stage completed |           Stage ongoing | All Months reflect when stage is or is projected to be completed.

February 28, 2014
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Development Principles

• Scope

 core, clinically meaningful concepts

 manage content to meet defined timelines (10-12 

months)

• Re-use existing standards (SDTM, CDASH, 

ADaM)

 include examples only for situations not covered by 

existing implementation guide(s)

• Propose new variables for existing domains or 

new domains

 only where needed

• Propose new controlled terminology

 only where needed
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What is Different from Previous 

CDISC TA Standards?

• Disease background & context

• Concept maps

 To diagram the relationships between concepts and 

among attributes of a concept

• 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 in later 

iterations

• Focused indication and population under study

 Studies of drugs for diabetes in adult subjects
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Concept Maps

• Illustrates relationships among concepts and attributes

• Facilitates understanding (semantic interoperability) 

among functions involved in standards development

Self-Monitoring Glucose – example

Diagram 2: Self-Monitoring 

Blood Glucose

Glucose measurements 

typically performed by subjects 

with diabetes are indicated. The 

glucose meter device requires a 

whole blood sample, but the 

glucose reading may be read as 

either a whole blood equivalent 

or a plasma equivalent. 
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Regulatory and Medical References 

• Regulatory and key medical literature is being 

reviewed and referenced during the early stages 

of CFAST projects. 

• Bibliography and footnotes included
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SHARE Model-Based Metadata 

Package 

• Future plans to develop all 

CDISC SHARE metadata:

 BRIDG

 SDTM

 CDASH

 ADaM

 Controlled Terminology

 Data types

 Definitions

 Trial Summary 

Parameters/Protocol

CDISC SHARE

• Will be a global electronic 

repository for developing, 

integrating and accessing 

CDISC metadata standards 

in electronic format. 

• SHARE is envisioned to 

help users find, understand 

and use rich metadata and 

controlled terminologies 

relevant to clinical studies 

more efficiently and 

consistently, and to improve 

integration and traceability 

of clinical data from 

protocol through analysis.

Bold = included in Diabetes UG

Current CDISC SHARE Content:

SDTM 1.2 (IG 3.1.2), CDASH 1.1, 

BRIDG 3.2 and ISO21090, CDISC Terminologies
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Diabetes TAUG
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Diabetes Background

• Prevalence (worldwide)*

 Estimated 366 million people had diabetes in 2011

 By 2030, this number will rise to 552 million

 183 million people (50%) with diabetes are 

undiagnosed

• Mortality*

 IDF – 4.6 million people (ages 20-79) died from 

diabetes in 2011, 8.2% of this age group

• Main types of diabetes

 Type I - Auto-immune, requires insulin

 Type II - Insulin resistance, which may be combined 

with reduced insulin secretion

• Source - International Diabetes Federation (IDF) http://www.idf.org
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SDTMIG-style examples
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CDISC SHARE Metadata

Shows 

BRIDG 

basis and 

detailed 

values 
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CDASH Annotated CRF example



© CDISC 2014© CDISC 2014

CDASH Metadata Table
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Key Diabetes Concepts (1)
Disease Assessments

• 9-Point Self-Monitoring Blood Glucose Profile

Diagram 6: 9-Point Self-Monitoring Blood Glucose Profile

A profile usually includes at least one early morning time point (fasting). The time point may be as soon as the 

subject wakes up or just before breakfast. The clinical study protocol determines the following: (1) Number of time 

points (e.g., up to 9); (2) Number of hours <n> post-meal; (3) Number of hours <m> after bedtime.
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Key Diabetes Concepts (2)

• Hypoglycemia

Hypoglycemic Event 

A hypoglycemic event triggers several assessments that help characterize and classify the event. 

Other collection points regarding diagnostic factors, treatment, and who administered treatment may 

also be included to describe the event. Classification of hypoglycemic events will usually be part of 

analysis, rather than data collection. 
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Diabetes – Public Review – New 

Draft Domains

• Two new SDTM Draft Domains for review

• Procedure Agents (AG) – also reviewed in Asthma

• Meal Data (ML) – new in Diabetes UG



© CDISC 2014© CDISC 2014

Diabetes – Public Review – Disease 

Milestone Proposal

• Disease Milestone Proposal

 draft modification to SDTM 

 Illustrated with examples for Hypoglycemia Events
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Diabetes – Public Review

• 30-day public review upcoming

• Download the document using Adobe Reader 

(http://get.adobe.com/reader/) 

• Submit comments using the CDISC public 

commenting tool located on the CDISC website 

located here: 

http://cdiscportal.digitalinfuzion.com/CT/Review%2

0Documents/Forms/AllItems.aspx

http://get.adobe.com/reader/
http://cdiscportal.digitalinfuzion.com/CT/Review Documents/Forms/AllItems.aspx
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Future Diabetes Training

• Future diabetes implementation training will 

include:

 Implementation 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 Diabetes Team

Rachael Zirkle Lilly

Diane Wold GSK

Lorna Griffin Merck

Fred Wood Accenture

Erin Muhlbradt NCI-EVS

Petra Struecker Roche

Lakshmi Mallela J&J

Sarah McLaughlin Biogen Idec

Rhonda Facile CDISC

Maria Alba J&J

Jim Malone Lilly

Caryl J. Antalis Lilly

Jennie Jacobson Lilly

Darcy Wold CDISC Consultant

Dan Crawford Accenture

Debbie Cummings Takeda

Stephen Faulkner Pfizer
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CFAST Diabetes Team

Gloria Jones J&J

Dawn Kaminski Accenture

Elizabeth Mendel Novartis

Birgitte Ronn Novo Nordisk

Benjamin Shim Lilly

Lorraine Spencer Takeda

Gary Walker Quintiles

Bernice Yost CDISC

Shuyu Zhang Lilly
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Diabetes – Public Review Webinar
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Multiple Sclerosis Therapeutic Area 

User Guide – v1.0

Bess LeRoy

Jon Neville 

CDISC Webinar, 20 March 2014
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Acknowledgements

• Developed under the Multiple Sclerosis Outcomes 

Assessment Consortium (MSOAC) funded by the 

National MS Society

• Inputs were based on common data elements 

from the National Institute for Neurological 

Disorder and Stroke (NINDS) 
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AGENDA

44

• Concepts covered in this TA Guide

• Use cases and examples
• Domains

• Variables

• Controlled Terminology

• Public review– feedback request

• Q & A
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Orientation to the MS User Guide

• Section 1- Introduction

• Section 2 - Diagnosis and Disease Characteristics

• Section 3 - Disease Assessments

 Visual Acuity/Contrast Sensitivity

 Retinal Nerve Fiber Layer Thickness

 Visual Evoked Potential

 Functional Tests and Questionnaires

• Section 4 - Additional Assumptions for Domains 
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Diagnosis and disease characteristics  

46

• MS is a neurodegenerative autoimmune disease; the immune system 

attacks components of the central nervous system (CNS) including the 

brain, spinal cord, and optic nerves. Associated symptoms and sequelae

result from lesions (scarring) on these CNS components

• Typical symptoms include problems with motor function, vision, 

coordination, and sensory disturbances

• Diagnosis is typically made via a combination of clinical exam and imaging, 

and is based on a set of diagnostic criteria (e.g., the McDonald 2010 

criteria).

• Depending on variation across subjects, these criteria are represented 

at the trial- or subject-level

• Disease course can be highly variable and may change (worsen) over time. 

There are four distinct disease courses that describe the majority of cases
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Disease course 

Progressive-Relapsing MS

Secondary-Progressive MS

Primary-Progressive MS

Relapsing-Remitting MS
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Diagnosis and disease characteristics 
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McDonald 2010 Criteria
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Data examples for diagnostic criteria: 

trial level
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McDonald 2010 Criteria
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Data examples for diagnostic 

criteria: subject level
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Relapse

• Relapses are symptomatic flare-ups associated 

with progression of the disease and are monitored 

as outcomes in MS trials

• Determination of whether relapse has occurred is 

made via a series of criteria that may be vary 

across protocols

 Criteria may be investigator-defined

 Criteria may have a published definition 

• Depending on variation across subjects, these 

criteria are represented at the trial- or subject-level
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Relapse
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Data examples for relapse
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Visual acuity and contrast sensitivity

• Due to optic nerve involvement, visual tests are 

often used as outcomes assessments in MS, 

including:

 High-contrast visual acuity charts (ETDRS)

 Low-contrast visual acuity charts (Sloan Letter)

 Contrast sensitivity (Pelli-Robson Test)

• These tests are represented in the new OE 

domain in SDTM, which makes use of the new 

EXPUNIT variable
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Data examples for visual acuity and 

contrast sensitivity
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Optical coherence tomography (OCT)

• In patients with MS, OCT is used to show thinning of the innermost 

layer of the retina called the retinal nerve fiber layer (RNFL), which 

reflects degeneration of neurons and axons in the retina

• Average RNFL thickness is measured in each of the four quadrants 

(superior, nasal, inferior, and temporal) of both the left and right 

eyes. Additionally, an average thickness over all four quadrants is 

calculated

Source: Gupta PK, Asrani S, Freedman SF, 

El-Dairi M, Bhatti MT. Differentiating 

glaucomatous from non-glaucomatous optic 

nerve cupping by optical coherence 

tomography. Open Neurol J. 2011;5:1–7.
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Data examples for OCT
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Visual evoked potential (VEP)

• VEP tests are used to measure the brain’s 

electrical activity and can detect the slowing of 

electrical conduction along the optic nerve



© 2014

VEP

Source: http://www.emimaging.net/
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VEP

N75

P100

N145

Source: http://webvision.med.utah.edu/book/electrophysiology/visually-evoked-potentials
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VEP
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VEP data examples
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Functional Tests and Questionnaires

• The majority of the outcomes assessments described as part of 

MS v1.0 fall in this category

• A new domain, Functional Tests (FT), was developed to 

accommodate task-based scales that measure subjects’ mobility, 

dexterity, or cognitive ability

• New variable –REPNUM: used to indicate the chronological order 

of repeated tests.  Enables the reuse of FTTESTCD and FTTEST 

values when tests are repeated.

• These assessments are maintained as standalone supplements on 

the CDISC website
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FT/QS table
Kurtzke Expanded Disabilty Status Scale 

(EDSS)
Fatigue Severity Scale (FSS)

Kurtzke Functional Systems Scores (KFSS)
Visual Functioning Questionnaire – 25 (VFQ-25 

INTERVIEWER ADMINISTERED) Version 2000

Bladder Control Scale (BLCS)
Visual Functioning Questionnaire – 25 (VFQ-25 SELF-

ADMINISTERED) Version 2000

Bowel Control Scale (BWCS)
European Quality of Life Five Dimension Three Level Scale 

(EQ-5D-3L)

Impact of Visual Impairment Scale (IVIS)
European Quality of Life Five Dimension Five Level Scale 

(EQ-5D-5L)

Modified Fatigue Impact Scale (MFIS) Timed 25-Foot Walk (T25FW)*
Multiple Sclerosis Quality of Life-54 

(MSQOL-54)
Nine-Hole Peg Test (NHPT)*

RAND 36-Item Health Survey 1.0 (RAND-36 

V1.0)
Paced Auditory Serial Addition Test (PASAT)*

36-Item Short-Form Health Survey (SF-36) Symbol Digit Modalities Test (SDMT)*

Disease Steps Hauser Ambulation Index*

Patient Determined Disease Steps (PDDS) Timed Up and Go (TUG)*
Functional Assessment of Multiple 

Sclerosis (FAMS)
6 Minute Walk Test (6MWT)*

*Supplement in development
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Conclusion

• The MS User Guide is currently out for public 

review until April 1st

• Submit comments via the CDISC tracker on the 

CDISC Portal

• We are organizing a deep dive webinar for next 

week, please let us know if you are interested!

• For questions please contact Bess LeRoy 

(bleroy@c-path.org) or Jon Neville (jneville@c-

path.org)

mailto:bleroy@c-path.org
mailto:jneville@c-path.org
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Cardiovascular User Guide

Amy Palmer, CDISC

Steve Kopko, CDISC

CDISC Webinar, 20 March 2014
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Organized into 2 sections – Cardiovascular (CV) Endpoints and Acute 

Coronary Syndrome (ACS)

The CV Endpoints section includes the following:

• Death (attribution of cause of death)

• Myocardial infarction (MI)

• Stroke / transient ischemic attack (TIA)

• Percutaneous coronary intervention (PCI)

• Peripheral vascular intervention (PVI)

• Unstable angina hospitalization

• Heart failure event

These data elements were provided by Duke Clinical Research Institute 

(DCRI)
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The ACS section will provide use-case examples of:

• ST elevation myocardial infarction (STEMI)

• Myocardial ischemia

• Pacemaker implant

The Therapeutic Area User Guide-Cardiovascular Disease v1.0 will be 

released for public review in the next few weeks.

More detailed webinar planned for Thursday, April 3rd
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Questions


