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Holistic Overview of the Protocol Representation Model (p.17)
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Structure

A two-arm trial comparing Treatment X with and without Pre-treatment P

Screen Epoch Treatmert Epoch Follow U

Epoch
Arm P SCreen P ot Followe L
AN = SCreen b Follow Up

Columns shown with 1arge rectangles "in back” are epochs.

Rows marked by arrows are anmns. )

Rectangles with heawy outlines are tial cells.

Rectangles within the trial cells are segments.



SDM Sample



SDTMF—L{ERRZAka—)L

1 Trial Summary+

Investigational Drug«

HTT Tablet (5 mg) (anti-hypertensive drug)e

Protocol 10w

HTT-55-MAZAC

Titles

A randomized, Multi-centre, double-blind, placebo controlled 2-arm
parallel-group study of the efficacy and safety of once daily dose
therapy of HTT tablet.«

Study Objective~

Primary objective:+

To assess the efficacy and the safety of HTT 5mg against placebo in
the treatment of subjects .+

Other objective:+

To describe the PK of HTT when given orally as continuous dosing«

Phase«

I+

Administrations

1 Tablet (HTT 5mg) /day, Oral

Inclusion/Exclusion
Criteria«

Inclusion criteria«
1. Subject who has hypertension.

2. Subject fulfills the following criteria at the time of screening visit. +
serum creatinine =1.5 mg/dL +
total bilirubin < 1.0 mg/dL+

3. Age more than 18, less than 70, both inclusive .+

4. Subject who are able to sign written informed consent .«

o

Exclusion criterias+

23



SDM Example: Overall

<?xml version="1.0" encoding="UTF-8"?> ODM
<ODM xmins="http://www.cdisc.org/ns/odm/v1.3" ... (#8)>
<Study OID="SAMPLE_STUDY">
<GlobalVariables>
<StudyName>HTT Tablet (5 mg) </StudyName>
<StudyDescription>A randomized, Multi-centre, ... (#)</StudyDescription>
<ProtocolName>HTT-55-MA2AC </ProtocolName>
</GlobalVariables>
<MetaDataVersion ...(#)>
<Protocol>
<sdm:Summary> ... </sdm:Summary>
<sdm:InclusionExclusionCriteria>
</sdm:InclusionExclusionCriteria>
<sdm:Structure> ... </sdm:Structure>
<sdm:Workflow> ... </sdm:Workflow>
<sdm:Timing> ... </sdm:Timing>
</Protocol>
</MetaDataVersion>
</Study>
</ODM>




Summary: Study Parameters 1

SDTMF—LAIERLDT

OhoLISSREA L

ADDON Test product is added on to existing N F=HBEH(HE
treatment

AEDICT Adverse event dictionary MedDRA version 15.0

AGEMAX  Planned maximum age of subjects 70 years

AGEMIN Planned minimum age of subjects 18 years

AGESPAN Age span 18-70

BLIND Trial blinding scheme DOUBLE BLIND

COMPTRT Comparative Treatment Name Placebo

CONTROL Type of control PLACEBO

DIAGGRP  Diagnosis group Patients who has hypertension

DOSE Test product dose per administration 5

DOSFRQ  Test product dosing frequency QD CDISC Terminology#®

DOSU Test product dose units mg SRR

DRUGDICT Drug dictionary XVQHO Drug Dictionary Enhanced 2011-

INDIC Trial indications hypertension

INDICTYP  Trial indication type TREATMENT

LENGTH Length of trial 6 weeks

MHDICT Medical history dictionary MedDRA version 15.0

25



Summary: Study Parameters 2

_Short Name | Term Value(s

OBJPRIM

OBJSEC

PHASE
PLANSUB
RANDOM
ROUTE
SEXPOP
SPONSOR

TITLE

TRT

TYPE

Trial primary objective

Trial secondary objective

Trial phase

Planned number of subjects

Trial is randomized

Test product route of administration
Sex of participants

Sponsoring organisation

Trial title

Reported name of test product

Type of trial

To assess the efficacy and the safety of HTT
5mg against placebo in the treatment of
subjects.

To describe the PK of HTT when given orally
as continuous dosing.

2

XX

Y

Oral

BOTH

CJUG2011

A randomized, Multi-centre, double-blind,
placebo controlled 2-arm parallel-group
study of the efficacy and safety of once daily
dose therapy of HTT tablet.

HTT Tablet (5 mg)

SAFETY

EFFICACY

PHARMACOKINETICS 26



SDM Example: Study Parameters

<sdm:Summary>

<sdm:Parameter OID="PAR.AEDICT" ShortName="AEDICT" Term="Adverse event dictionary">
<sdm:Value>MedDRA version 15.0</sdm:Value>

</sdm:Parameter>

<sdm:Parameter OID="PAR.AGEMAX" ShortName="AGEMAX" Term="Planned maximum age of subjects">
<sdm:Value>70 years </sdm:Value>

</sdm:Parameter>

<sdm:Parameter OID="PAR.AGEMIN" ShortName="AGEMIN" Term="Planned minimum age of subjects">
<sdm:Value>18 years </sdm:Value>

</sdm:Parameter>

<sdm:Parameter OID="PAR.AGESPAN" ShortName="AGESPAN" Term="Age span">
<sdm:Value>18-70</sdm:Value>

</sdm:Parameter>

<sdm:Parameter OID="PAR.BLIND" ShortName="BLIND" Term="Trial blinding scheme">
<sdm:Value>DOUBLE BLIND </sdm:Value>

</sdm:Parameter>

<sdm:Parameter OID="PAR.COMPTRT" ShortName="COMPTRT" Term="Comparative Treatment Name">
<sdm:Value>Placebo </sdm:Value>

</sdm:Parameter>

<sdm:Parameter OID="PAR.CONTROL" ShortName="CONTROL" Term="Type of control">
<sdm:Value>PLACEBO </sdm:Value>

</sdm:Parameter>

27



InclusionExclusionCriteria

sdm:Criterion

. op | Crteion | Condition OID

CRIT.INCL1 Inclusion criterion: Subject has hypertension COND.INCL1
Inclusion criterion: serum creatinine < 1.5 mg/dL and

CRIT.INCL2 total bilirubin < 1.0 mg/dL SO IE RS

CRIT.INCL3 Inclusion criterion for age COND.INCL3

ConditionDef (ODM)

m Description FormalExpression

Condition that

OND' subject has Subject who has bypertension.
hypertension
. Subje Ifills the following
Condition serum .~ ) . .
. eriteria at the time of screening serum creatinine <
creatinine < 1.5 aner . . ..
. =71 0 ViSit. serum creatinine < 1.5 1.5 and total
o "~ mg/dL. total bilirubin < 1.0 bilirubin < 1.0
mg/dL.
COND. Condition for age Age more than 18, less than 70, /=~ I‘VI— h’ R"‘(; :>|“
INCL3 9 both inclusive. | iachine Readables



SDM Example:
Inclusion Criteria/ Exclusion Criteria

<sdm:InclusionExclusionCriteria>
- <Description>
<TranslatedText xml:lang="en">Include subjects which ...</TranslatedText>
</Description>
- <sdm:InclusionCriteria>
<sdm:Criterion ConditionOID="COND.INCL1" Name="Inclusion criterion: Subject has hypertension" OID="CRIT.INCL1" />

<sdm:Criterion ConditionOID="COND.INCL2" Name="Inclusion criterion: serum creatinine &lt;
1.5 and total bilirubin &It; 1.0" OID="CRIT.INCL2" />

<sdm:Criterion ConditionOID="COND.INCL3" Name="Inclusion criterion for age"
OID="CRIT.INCL3" />

<sdm:Criterion ConditionOID="COND.INCL4" Name="Inclusion criterion: Subject are able to sign written informed
consent" OID="CRIT.INCL4" />

</sdm:InclusionCriteria>
- <sdm:ExclusionCriteria>

<sdm:Criterion ConditionOID="COND.EXCL1" Name="Exclusion criterion: Subject has severe angina pectoris"
OID="CRIT.EXCL1" />

<sdm:Criterion ConditionOID="COND.EXCL2" Name="Exclusion criterion: Subject has severe heart failure"
OID="CRIT.EXCL2" />

<sdm:Criterion ConditionOID="COND.EXCL3" Name="Exclusion criterion: Subject has diabetes with poor control"
OID="CRIT.EXCL3" />

</sdm:InclusionExclusionCriteria>
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SDM Example: Condition Definitions

<ConditionDef Name="Condition serum creatinine < 1.5 and total bilirubin < 1.0" OID="COND.INCL2">
<Description>

<TranslatedText xml:lang="en">Subject fulfills the following criteria at the time of screening visit. serum
creatinine < 1.5 mg/dL. total bilirubin < 1.0 mg/dL.</TranslatedText>

</Description>
<FormalExpression Context="xpath">serum creatinine &lt; 1.5 mg/dL and
total bilirubin &It; 1.0 mg/dL

</FormalExpression>
</ConditionDef>

<ConditionDef Name="Condition for age" OID="COND.INCL3">
- <Description>
<TranslatedText xml:lang="en">Age more than 18, less than 70, both inclusive. </TranslatedText>
</Description>

<FormalExpression Context="xpath">Age &gt;= 18 and Age &lt;=70

</FormalExpression>
</ConditionDef>-

FormalExpressionl|ZdYMachine

ConditionDefl[XODMDIE X EHR Readable%iCondition &+ 5
30



Structurel: Overview/Epoch

Structure Overview

Screening epoch Treatment epoch
Placebo arm Screening Cell Treatment Cell
HTT arm E (Blinded)

Epoches

Entry Criteri Exit Criteria

Screening epoch Screening Epoch

Entry criterion for Exit criterion for
treatment epoch treatment epoch
( Entry condition for ( Exit condition for
Treatment epoch Treatment Epoch treatment epoch ) treatment epoch )

The inclusion/exclusion
criteria for the study are
applied here. -




Structure2: Arm/Cell

arms
Placebo arm Placebo arm: a placebo is being administered
HTT arm HTT arm: HTT Tablet (5 mg)

cells

o Blinded / Entry Exit

Screening Unblinded Screening Placebo arm Screening
Cell epoch HTT arm segment
Treatment Blinded Treatment Placebo arm T oqiment
Cell epoch HTT arm segment

32



Structure3: Segment

informed consent activity

patient number assignment activity
demographics data collection activity
subject characteristics data collection
activity

physical examination activity

Screening Segment Screenlng vital SignS aCtiVity

S 12-lead ECG activity
laboratory test activity
microbiology tests activity
SF-8th health survey activity
inclusion/exclusion criteria confirmation
activity
randomization activity

33



SDM Example: Structure

<sdm:Structure>
<sdm:Epoch Name="Screening epoch" OID="EP.SCREPOCH" OrderNumber="1">
<Description><TranslatedText xml:lang="en">Screening Epoch</TranslatedText></Description>
</sdm:Epoch>
<sdm:Epoch Name="Treatment epoch" OID="EPTREPOCH" OrderNumber="2">
<Description><TranslatedText xml:lang="en”>Treatment Epoch</TranslatedText></Description>
</sdm:Epoch>
<sdm:Arm Name="Placebo arm” OID="ARM.PLACEBO”> <Description>
<TranslatedText xml:lang=“en”>Placebo arm: a placebo is being administered</TranslatedText>
</Description> </sdm:Arm>
<sdm:Arm Name=“HTT arm” OID="ARM.HTT”> <Description>
<TranslatedText xml:lang="en">HTT arm: HTT arm: HTT Tablet (5 mg)</TranslatedText>
</Description> </sdm:Arm>
<sdm:CellDef EpochOID="EP.SCREPOCH" Name="Screening Cell" OID="CELL.SCREEN">
<sdm:ArmAssociation Type="Unblinded">
<sdm:ArmRef ArmOID="ARM.PLACEBO" />
<sdm:ArmRef ArmOID="“"ARM.HTT” />
</sdm:ArmAssociation>
<sdm:SegmentRef OrderNumber="1" SegmentOID="SCREENSEG" />
</sdm:CellDef>
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SDM Example: Segment

<sdm:SegmentDef Name="Screening segment" OID="SCREENSEG">
<Description>
<TranslatedText xml:lang="en">Screening Segment</TranslatedText>
</Description>
<sdm:ActivityRef ActivityOID="ACT.INFORMEDCONSENT" OrderNumber="1" />
<sdm:ActivityRef ActivityOID="ACT.PATIENTNUMBERASSIGNMENT" OrderNumber="2" />
<sdm:ActivityRef ActivityOID="ACT.DEMOGRAPHICSDATACOLLECTION" OrderNumber="3" />
<sdm:ActivityRef ActivityOID="ACT.SUBJECTCHARACTERISTICSDATACOLLECTION" OrderNumber="4" />
<sdm:ActivityRef ActivityOID="ACT.PHISICALEXAMINATION" OrderNumber="5" />
<sdm:ActivityRef ActivityOID="ACT.VITALSIGNS" OrderNumber="6" />
<sdm:ActivityRef ActivityOID="ACT.12-LEADECG" OrderNumber="7" />
<sdm:ActivityRef ActivityOID="ACT.LABORATORYTEST" OrderNumber="8" />
<sdm:ActivityRef ActivityOID="ACT.MICROBIOLOGYTESTS" OrderNumber="9" />
<sdm:ActivityRef ActivityOID="ACT.SF-8THHEALTHSUVEY" OrderNumber="10" />
<sdT:ActivityRef ActivityOID="ACT.INCLUSION/EXCULUSIONCRITERIACONFIRMATION" OrderNumber="11"
>
<sdm:ActivityRef ActivityOID="ACT.RANDOMIZATION" OrderNumber="12" />
</sdm:SegmentDef>
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SDM Example: Activity

-<sdm:ActivityDef Name="informed consent activity" OID="ACT.INFORMEDCONSENT">

<sdm:ActivityDef Name="patient number assignment activity" OID="ACT.PATIENTNUMBERASSIGNMENT" />
<sdm:ActivityDef Name="demographics data collection activity" OID="ACT.DEMOGRAPHICSDATACOLLECTION" />
<sdT:ActivityDef Name="subject characteristics data collection" OID="ACT.SUBJECTCHARACTERISTICSDATACOLLECTION"

>

<sdm:ActivityDef Name="physical examination activity" OID="ACT.PHISICALEXAMINATION" />
<sdm:ActivityDef Name="laboratory test activity" OID="ACT.LABORATORYTEST" />
<sdm:ActivityDef Name="microbiology tests activity" OID="ACT.MICROBIOLOGYTESTS" />
<sdm:ActivityDef Name="SF-8th health survey activity" OID="ACT.SF-8THHEALTHSUVEY" />

<sdm:ActivityDef Name="inclusion/exclusion criteria confirmation activity"
OID="ACT.INCLUSION/EXCULUSIONCRITERIACONFIRMATION" />

<sdm:ActivityDef Name="laboratory test activity" OID="ACT.LABORATORYTEST" />

<sdm:ActivityDef Name="concomitant medications activity" OID="ACT.CONCOMITANTMEDICATIONS" />
<sdm:ActivityDef Name="pharmacokinetics activity" OID="ACT.PHARMACOKINETICS" />
<sdm:ActivityDef Name="adverse events activity" OID="ACT.ADVERSEEVENTS" />

<sdm:ActivityDef Name="exposure to study drug activity" OID="ACT.EXPOSEURETOSTUDYDRUG" />
<sdm:ActivityDef Name="drug accountability activityCG activity" OID="ACT.DRUGACCOUNTABILITY" />
<sdm:ActivityDef Name="Compliance" OID="ACT.COMPLIANCE" />

<sdm:ActivityDef Name="randomization activity" OID="ACT.RANDOMIZATION" />

<sdm:ActivityDef Name="vital signs activity" OID="ACT.VITALSIGNS" />

<sdm:ActivityDef Name="12-lead ECG activity" OID="ACT.12-LEADECG" />
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Study Eventsl

Study Events (LN BVISITIZELE D)X, SDMTIEAL, ODM@#EEIEE'C&’J
%, ODMM1ZEHEIE B THHStudy Eventhr i, SDMDActivitieszS R

demographics data collection activity
subject characteristics data collection

activity
Screening -14 days to physical examination activity
Period -1 day before Scheduled No vital signs activity
(Visit 1) Visit 2 12-lead ECG activity

laboratory test activity
microbiology tests activity
SF-8th health survey activity
vital signs activity

'Igre{s\trchlent vl ety laboratory test activity
erio ay B harmacokinetics activit
(Visit 2) g /

concomitant medications activity -



Study Events2

compliance activity

vital signs activity
12-lead ECG activity

-28 days .
Treatment y Blood Sampling for laboratory tests and
. (£ 7days) SIS
Period 7 Scheduled No Pharmacokinetics
(Visit 3) after Visit 2. : dicati o
At Visit 3 concomitant medications activity

adverse events activity

exposure to study drug
drug accountability
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