A Dive Into the Therapeutic
Area User Guides

Phuse Single Day Event Copenhagen 2015-06-10

Johannes Ulander & Niels Both

Standardisation and Harmonisation Specialists



Agenda

* Quick walkthrough of the TAUG's

* MH implementation
* Diagnosis
* Symptoms

* Summary




Alzheimer's

Asthma
Cardiovascular
Diabetes
Dyslipidemia (Draft)
Multiple Sclerosis
Pain

Parkinson's Disease
Polycystic Kidney Disease
Schizophrenia (Draft)
Tuberculosis
Virology

TAUG’s

@ cpisC

Therapentic Area Data Standards
User Guide for Alzheimer’s Disease
and Mild Cognitive Impairment
Varsioz 1.0

Treparad iy e
CFAST Alziimer’s Develspement Team

The devil is
in the details

@cpisc

uuuuuuuuuuuuuuuuuu

D harapretic Area Do Sondands
Lser Goide far Carfievasmbir Sindia

@ cpisc =
Ee—Tme——
-
S ———— s T -
Tharapeeiic A res Dais Sandsrds
ll.rIrl:'-:I::_ll:"Aﬂl-l o
Pl e
AT Adhws T =
e sy
S ————




What is in a TAUG?
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What is in a TAUG?
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Concept maps

e Similar concept maps in Asthma and Diabetes
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Diagram 1: Diagnosis of Diabetes



Why focus on Medical History?

LB NV APDM

APDD OE DU
RE 20 o HO > MCE

M5

FA MH PR =

DE SB RP TU PB APBS
SC SU QS SR EX T® CM
]]]] TS TEP¢ YR TA

DI "2e MO PE

m APMH



How many TAUG uses domain
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What is Medical History?

* Diagnosis

* Symptoms

* Method of diagnosis
* Family History



Medical History is mapped to ...

* Diagnosis

* Symptoms

* Method of diagnosis
* Family History

= Medical History - MH
=) MH or Findings About - FAMH
=) DI (Device In-Use)
= APMH (or FAMH)
LB
i 1
FA MH) rr



TAUG MH Implementation Overview

MH FAMH APMH APFAMH? None
Alzheimer X
Asthma
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Schizophrenia

Tuberculosis

X X X X X X X X X X X
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MHCAT

MHCAT MHSCAT - |SUPPMH.MHSSCAT - |Related categories -
Alzheimer PRIMARY DIAGNOSIS
GEMERAL
Asthma Asthma Related
Diabetes DIABETES COMPLICATIONMNS OF DIABETES
Dyslipidemia Hypercholesterolemia

Cardiovascular Risk Factors

NMultiple Sclerosis

PRIMARY DIAGNOSIS

OMNSET COURSE

GEMERAL INITIAL SYMPTOMS
Pain PRIMARY DIAGNOSIS
Parkinson's Disease MULL DIAGNOSTIC CRITERIA Ambulatory/Axial Difficulties |Family History of PD (APMH)

PRIMARY DIAGNOSIS
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MEDICAL HISTORY (FACAT)

PARKINSON'S DISEASE (for symptoms)

DEVELOPING MOTOR S¥YMPTOMS

INFECTION HISTORY

Polycystic Kidney Disease

PRIMARY DIAGMOSIS

PRIMARY DIAGNOSIS [APMH)

PKD (for symptoms)

ADPKD Manifestation (APMH])

Schizophrenia

GEMERAL

FAMILY MEDICAL HISTORY (APMH])

SCHIZOPHREMIA

Tuberculosis

STUDY INDICATION

RISK FACTORS

COMORBID COMDITION

GENERAL

TB SYMPTOMS

Cardiovascular

Influenza

QT Studies

Virology




MHCAT
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MHCAT for Diagnosis - Summary

* Three variants
 MHCAT = PRIMARY DIAGNOSIS

* MHCAT = Disease

* FA approach, FAOBJ = MHCAT/MHTERM



Diagnosis information - 1

 MHCAT = PRIMARY DIAGNOSIS
* MHTERM = Disease

mh.xpt
Eh_l-l__-

1 ABC123 MH ADO1-101 1 Mild Cognitive Impairment PRIMARY DIAGNOSIS | 2001-05
2 ABC123 MH ADO1-101 2 Blind Left Eye Blindness unilateral GENERAL 1999-07-07
3 ABC123 MH ADOL-101 3 Traumatic Brain Injury | Traumatic bramm mjury GENERAL 2005-03-28
4 ABCI123 MH ADO]-102 | Alzheimer's [isease PRIMARY DIAGNOSIS | 2003-05




* MHCAT = Disease
e MHTERM = Specific type

Diagnosis information - 2

mh.xpt

Row | STUDYID | DOMAIN | USUBJID | MHSEQ MHTERM MHCAT | MHDTC | MHSTDTC

1 XYZ MH XYZ-001-001 1 TYPE 1 DIABETES | DIABETES | 2010-09-26 | 2010-03-25

2 XYZ MH [ XYZ-001-002 | TYPE 2 DIABETES | DIABETES | 2010-10-26 [ 2010-04-25
suppmh.xpt

Row | STUDYID | RDOMAIN | USUBJID | IDVAR | IDVARVAL | QNAM QLABEL QVAL | QORIG QEVAL

1 XYZ MH XYZ-001-001 | MHSEQ | MHDXDTC | Date of Diagnosis | 2010-03-25 | CRF | INVESTIGATOR
2 XYZ MH XYZ-001-002 | MHSEQ l MHDXDTC | Date of Diagnosis | 2010-04-25 | CRF [ INVESTIGATOR




Diagnosis information - 3

* Since MH is too general, put specifics in FA

Jamh.xpt
Row | STUDYID | DOMAIN | USUBJID | FASEQ | FATESTCD | FATEST | FAOBJ FACAT FAORRES FAORRESC | FATPT | FADTC
' : - T T Hic MODERATE | ..

1 ABC123 FA 456 1 SEV Severity | Asthma | Asthma History | MODERATE PERSISTENT PERSISTENT Diagnosis | 2013-05-24

Sfamh.xpt

Row | STUDYID | DOMAIN | USUBJID | FASEQ | FATESTCD FATEST FAOBJ FACAT FAORRES FASTRESC FADTC
1 ABC123 FA 456 1 DIAGDTC | Date of Diagnosis | Asthma | Asthma History 1992 1992 2013-05-24
2 ABCI123 FA 456 2 SUBTYPE Subtype Asthma | Asthma History | Exercise induced | Exercise induced | 2013-05-24




Date of Diagnosis vs. Onset of Symptoms

* Different approachs in all TAUG

1.6 Known Issues

e Date of Diagnosis: The SDTMIG does not provide advice on how to represent date of diagnosis of an
event. Various solutions have been proposed, but this document treats the date of diagnosis of a medical
history event as the value a supplemental qualifier with QNAM=MHDXDTC. Some users have simply
mapped a collected “date of diagnosis™ to MHSTDTC. Although date of diagnosis can reasonably be
treated as the start of an event, this mapping alone does not provide the information that this particular start

date 1s specifically the date of diagnosis.

| MHOSDTC | Onset of Symptoms Date | MH
Row | STUDYID [ RDOMAIN| USUBJID | IDVAR [IDVARVAL| QNAM QLABEL QVAL |QORIG| QEVAL
I | xvz MH | XYZ-001-001 | MHSEQ | MHDXDTC | Date of Diagnosis | 2010-03-25 | CRF | INVESTIGATOR
Row [ STUDYID | DOMAIN | USUBJID | FASEQ | FATESTCD | FATEST | FAOBJ|  FACAT FAORRES | FASTRESC | FADTC

1 ABCI123 FA 456 1 DIAGDTC | Date of Diagnosis | Asthma | Asthma History 1992 1992 2013-05-24



Schizophrenia TAUG has the final answer?

e Peeked at next SDTM version

e MHEVTYP is a draft variable in SDTM v1.5 used to specify the aspect of the medical condition or event

by which its start date 1s defined, such as the diagnosis and/or onset of symptoms. This vanable 1s expected
to be included in SDTM v1.5.

e SDTM v1.5 introduces MHEVTYP

mh.xpt

Row | STUDYID | DOMAIN | USUBJID | MHSEQ | MHGRPID MHTERM MHDECOD MHCAT MHEVTYP | MHSTDTC | MHENDTC
1 ABC123 MH 001 -001 1 APPENDICITIS Appendicitis GENERAL 2006-05-04 | 2006-05-04
2 ABCI23 MH 000 -001 2 1 ANXIETY Anxiety SCHIZOPHRENIA | SYMPTOMS 2003

Row | STUDYID | DOMAIN | USUBJID | MHSEQ | MHGRPID MHTERM MHDECOD MHCAT MHEVTYP | MHSTDTC | MHENDTC
3 | ABCI23 MH 001-001 3 1 AGITATION Agitation SCHIZOPHRENIA | SYMPTOMS | 2003-11 2004-02-14

. DISORGANIZED Disorganized .

4 | ABCI123 MH 001-001 4 1 SCHIZOPHRENIA schizophrenia SCHIZOPHRENIA | DIAGNOSIS | 2004-01
5 | ABC123 MH 123456 1 CATATONIC SCHIZOPHRENIA | Catatonic schizophrenia | SCHIZOPHRENIA | DIAGNOSIS | 2008-06-06
[] ABCI123 MH Q090 TR l SCHIZOPHEENIA Schizophrenia SCHIZOPHEENIA | DIAGNOSIS | 2014-08-05




e Asthma

e Alzheimers

* MS

e Pain

fa.xpt

Symptoms

mh.xpt
RoprTUDY]]] DOMAIN | USUBJID | MHSEQ MHTERM MHDECOD MHCAT MHPRESF | MHOCCUR | MHDTC MHEVINTX
1 ABC123 MH 456 1 Sinusitis Sinusitis Asthma Related Y Y 2013-05-24 | Time before query
2 ABCI123 MH 456 2 Atopic dermatitis Dermatitis, atopic | Asthma Related Y N 2013-05-24 | Time before query
3 ABCI123 MH 456 3 Eczema Eczema Asthma Related Y N 2013-05-24 | Time before query
4 ABC123 MH 456 4 Seasonal allergic rhinitis | Rhinitis, seasonal | Asthma Related Y Y 2013-05-24 | Time before query
5 ABCI23 MH 456 5 Allergic conjunctivitis | Conjunctivitis, allergic | Asthma Related Y N 2013-05-24 | Time before query
suppmh.xpt
Row | STUDYID | RDOMAIN | USUBJID | IDVAR | IDVARVAL ONAM QLABEL QVAL | QORIG QEVAL
1 ABCIZ23 MH ADODT-101 | MHSEQ | MHOSDTC | Onset of Symptoms Date | 1999-03 CRF MOTHER
2 ABCI123 MH ADOD1-102 | MHSEQ 1 MHOSDTC | Onset of Symptoms Date | 2000-02 CRF FATHER
3 ABCI123 MH ADOL-103 | MHSEQ 1 MHOSDTC | Onset of Symptoms Date 1998 CRF STUDY SUBJECT
mh.xpt
Row | STUDYID |DOMAIN| USUBJID I'II'I]'ISEQlI"ﬁ'I]f[ﬁrR]"]]:il MHTERM MHDECOD MHCAT MHSCAT
1 | ABCI123 MH MS01-101 | 1 REMS Relapsing Remitting Multiple Sclerosis | PRIMARY DIAGNOSIS ONSET COURSE
2 | ABCI123 MH MS01-101 2 1 Double Vision Diplopia PRIMARY DIAGNOSIS | INITIAL SYMPTOMS
3 | ABCI23 MH MSOT-101 3 I Tingling Paresthesia PRIMARY DIAGNOSIS | INITIAL SYMPTOMS
4 | ABCI23 MH MS01-101 4 SPMS Secondary Progressive Multiple Sclerosis| PRIMARY DIAGNOSIS | CURRENT COURSE
ROW | STUDYID | DOMAIN | USUBJID | FASEQ | FATESTCD FSTEST FAOBJ FAORRES | FASTRESC
1 STUDYO1 FA 2324-po001 1 SYMPDTC | Onset of Symptom Date | FIBROMYALGIA 2000-05 2000-05
2 STUDY01 FA 2324-P0O002 1 SYMPDTC | Onset of Sympiom Date | FIBROMYALGIA 2001-10 2001-10
3 STUDYO1 FA 2324-P0O003 1 SYMPDTC | Onset of Symptom Date | FIBROMY ALGIA 2010-07 2010-07




Symptoms
e BTSN T 1 T P Ao [ 55 o S ) I TS Sy A e A S

. 2324- . - PRIMARY 2006-01-
1 STUDYOI1 MH POOO1 1 Parkinson’s disease DIAGNOSIS 12 2001-05
2324- . Blindness
2 STUDYOI MH POOO1 2 Blind Left Eye unilateral 1999-07-07
2324- . S Traumatic
3 STUDYOI1 MH PO001 3 Traumatic Brain Injury brain injury 2005-03-28
2324- PARKINSON'S DIAGNOSTIC 2006-01-
4 STUDYOI MH PO0OL 4 4-6 Hz Rest Tremor DISEASE CRITERIA Y 12
2324- _— PARKINSON'S DIAGNOSTIC 2006-01-
5 STUDYO1 MH PO0O] 5 Bradykinesia DISEASE CRITERIA Y 12
. 2324- C PARKINSON'S DIAGNOSTIC 2006-01-
6 STUDYOI MH POOOL 6 Rigidity DISEASE CRITERIA Y 12
2324- . PARKINSON'S DIAGNOSTIC 2006-01-
7 STUDYOI MH PONOL 7 Asymmetric Onset DISEASE CRITERIA Y 12
2324- Substantial Response to PARKINSON'S DIAGNOSTIC 2006-01-
8 STUDYOI MH PO001 8 Dopaminergic Therapy DISEASE CRITERIA Y 12
9 STUDYOI1 MH 133(2131 9 Tremor (including internal tremaor) PAEE‘E:SS S ]N;I::llp,?f}oh{;] R Y 2{]016 ;] I-
2324- . - PARKINSON'S INITIAL MOTOR 2006-01-
10 STUDYOIL MH — 10 Stiffness DISEASE SYMPTOMS Y 12
. 2324- .\ . . . PARKINSON'S INITIAL MOTOR 2 1-
11 STUDYOI MH PO001 11 Change in facial expression DISE:SOE S SYMPTO(I{{TS Y 0016 2'0
2324- ; : ) YON'S 01-
12 STUDYOI MH Pﬂgf}] 12 Disturbances of dexterity PAE%E‘:?S S méﬁaﬁ)ﬂg R Y ZUU]EJ 201
suppmh.xpt
STUDYID | RDOMAIN | USUBJID IDVAR | IDVARVAL | QNAM QLABEL QVAL QORIG | QEVAL
STUDYOIL MH 2324-PO0O0D1 | MHSEQ | MHOSDTC | Onset of Symptoms Date 1999-05 CEF
STUDYO1 MH 2324-PO001 | MHSEQ 4 MHAGE]I Age at MH Event 3 YEARS CRF
STUDYOD1 MH 2324-PO00T | MHSEQ 4 HOSPFL1 | Hospitalized at MH Event Y CRF
STUDYOI MH 2324-PO0O01 | MHSEQ 16 MHSSCAT MH 2nd Sub-Category Ambulatory/Axial Difficulties CRF
STUDYOI MH 2324-PO00D1 | MHSEQ 17 MHSSCAT MH Znd Sub-Category Ambulatory/Axial Difficulties CRF
STUDYO!1 MH 2324-POD01 | MHSEQ 18 MHSSCAT MH 2nd Sub-Category Ambulatory/Axial Difficulties CRF
STUDYO!L MH 2324-PO0O0T | MHSEQ 19 MHSSCAT MH 2nd Sub-Category Ambulatory/Axial Difficulties CRF
STUDYOI MH 2324-P0001 | MHSEQ 20 MHSSCAT MH 2nd Sub-Category Ambulatory/Axial Difficulties CRF




Summary

o

e The TAUG’s are similar, but there are some substantial differences W
* Pre-specify what is important to know about the specific disease ’bﬁ

* When to implement TAUG's, early or late?

* In theory, TAUG should be obsolete when a newer version of SDTMIG is
released

e What about software? (e.g. OpenCDISC, JMP Clinical)
e Draft domains in a TAUG, use with caution
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