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Brief History Brief History 

1947:  NCIC Created1947:  NCIC Created

1979:  Decision to create NCIC Clinical Trials Group1979:  Decision to create NCIC Clinical Trials Group

1980:  Dr. Joseph 1980:  Dr. Joseph PaterPater named Directornamed Director

1985:  QOL working group created1985:  QOL working group created

1982:  First Phase III Trial with QOL1982:  First Phase III Trial with QOL



Brief History Brief History 

Historical Example:  NCIC BR.5Historical Example:  NCIC BR.5



BR.5 QOLBR.5 QOL

•• Shortly after the trial started, centres were Shortly after the trial started, centres were 
asked to participate in the QOL component asked to participate in the QOL component 
of the trialof the trial
–– They were given the option to use both SIP and They were given the option to use both SIP and 

FLIC, only FLIC, or not participateFLIC, only FLIC, or not participate

•• Almost all centres agreed to participate and Almost all centres agreed to participate and 
most chose to use both instrumentsmost chose to use both instruments



After BR.5After BR.5

•• Low compliance (<25%) with QOL Low compliance (<25%) with QOL 
collection in BR.5 was due to many factors collection in BR.5 was due to many factors 

•• It was evident that adequate QOL data It was evident that adequate QOL data 
collection would not just happencollection would not just happen



After BR.5After BR.5

•• In order to stimulate interest in QOL and to In order to stimulate interest in QOL and to 
discuss how the CTG should approach this discuss how the CTG should approach this 
area, a area, a ““scientific sessionscientific session”” was held at the was held at the 
1986 NCIC CTG Spring Meeting1986 NCIC CTG Spring Meeting
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The Decision to Collect PRO Data in the Trial The Decision to Collect PRO Data in the Trial 

Some Key Points:Some Key Points:

•• Institution of PolicyInstitution of Policy
•• Focus on EORTC QLQ Focus on EORTC QLQ 
•• Organizational InfrastructureOrganizational Infrastructure

•• QOL CommitteeQOL Committee
•• Strategic PlanningStrategic Planning
•• Disease Site CommitteesDisease Site Committees
•• Group ChairGroup Chair
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The Decision to Collect PRO Data in the Trial The Decision to Collect PRO Data in the Trial 

Some Key Points:Some Key Points:

•• Institution of PolicyInstitution of Policy
•• Focus on EORTC QLQ Focus on EORTC QLQ 
•• Organizational InfrastructureOrganizational Infrastructure

•• QOL CommitteeQOL Committee
•• Strategic PlanningStrategic Planning
•• Disease Site CommitteesDisease Site Committees
•• Group ChairGroup Chair

•• There should be a statement about the There should be a statement about the 
anticipated impact of QOL with every proposed anticipated impact of QOL with every proposed 
phase III clinical trial and whether or not QOL phase III clinical trial and whether or not QOL 
measures will be incorporated in the protocolmeasures will be incorporated in the protocol

•• If QOL is a selected study endpoint, all If QOL is a selected study endpoint, all 
patients who are able to do so should be patients who are able to do so should be 
required to complete QOL assessmentsrequired to complete QOL assessments



The Decision to Collect PRO Data in the Trial The Decision to Collect PRO Data in the Trial 

Some Key Points:Some Key Points:

•• Institution of PolicyInstitution of Policy
•• Focus on EORTC QLQFocus on EORTC QLQ and relevant modulesand relevant modules
•• Organizational InfrastructureOrganizational Infrastructure

•• QOL CommitteeQOL Committee
•• Strategic PlanningStrategic Planning
•• Disease Site CommitteesDisease Site Committees
•• Group ChairGroup Chair



QOL questionnaireQOL questionnaire Number of StudiesNumber of Studies

EORTC QLQEORTC QLQ--C30C30 3535
SFSF--3636 66
FACTFACT 66
9 Others9 Others 1 each1 each



The Decision to Collect PRO Data in the Trial The Decision to Collect PRO Data in the Trial 

Some Key Points:Some Key Points:

•• Institution of PolicyInstitution of Policy
•• Focus on EORTC QLQ and relevant modulesFocus on EORTC QLQ and relevant modules
•• Organizational InfrastructureOrganizational Infrastructure

•• QOL CommitteeQOL Committee
•• Strategic PlanningStrategic Planning
•• Disease Site CommitteesDisease Site Committees
•• Group ChairGroup Chair



The Decision to Collect PRO Data in the Trial The Decision to Collect PRO Data in the Trial 

Some Key Points:Some Key Points:

•• Institution of PolicyInstitution of Policy
•• Focus on EORTC QLQFocus on EORTC QLQ
•• Organizational InfrastructureOrganizational Infrastructure

•• QOL CommitteeQOL Committee
•• Strategic PlanningStrategic Planning
•• Disease Site CommitteesDisease Site Committees
•• Group ChairGroup Chair

•• Site liaisonsSite liaisons
•• QOL committee representatives to a disease site group QOL committee representatives to a disease site group 
•• Role: consultation and advice regarding QOL Role: consultation and advice regarding QOL 

•• QOL coordinator for each trialQOL coordinator for each trial
•• Formulating the design of the QOL aspect of the studyFormulating the design of the QOL aspect of the study
•• Objectives of QOL measurement/hypothesesObjectives of QOL measurement/hypotheses
•• Choice of instrumentChoice of instrument
•• Timing of administrationTiming of administration
•• AnalysisAnalysis
•• PublicationPublication



The Decision to Collect PRO Data in the Trial The Decision to Collect PRO Data in the Trial 

Some Key Points:Some Key Points:

•• Institution of PolicyInstitution of Policy
•• Focus on EORTC QLQ Focus on EORTC QLQ 
•• Organizational InfrastructureOrganizational Infrastructure

•• QOL CommitteeQOL Committee
•• Strategic PlanningStrategic Planning
•• Disease Site CommitteesDisease Site Committees
•• Group ChairGroup Chair

Some Key Benefits:Some Key Benefits:

•• Clear ExpectationsClear Expectations
•• CrossCross--study comparisons study comparisons 
•• Improved IntegrationImproved Integration

•• MultidisciplinaryMultidisciplinary
•• Iterative improvementIterative improvement
•• Earlier involvementEarlier involvement
•• LeadershipLeadership



Planning Data Collection and AnalysisPlanning Data Collection and Analysis

Some Key Points:Some Key Points:

•• Institution of Policy Institution of Policy –– Hypotheses / Sample SizeHypotheses / Sample Size
•• QOL Committee QOL Committee –– IntraIntra--committee debate / Liaisoncommittee debate / Liaison
•• Increased Familiarity with instrumentsIncreased Familiarity with instruments
•• AdAd--hoc creation of symptom check lists  hoc creation of symptom check lists  

•• Systematic item bankSystematic item bank
•• Symptom control trials across disease sitesSymptom control trials across disease sites



Field operations (what worked?)Field operations (what worked?)

Participation and Compliance:Participation and Compliance:

•• CRA Education and engagementCRA Education and engagement
•• GeneralGeneral
•• Trial specificTrial specific

•• Base line compliance monitoringBase line compliance monitoring
•• Systematic quality assuranceSystematic quality assurance
•• More recently More recently –– electronic feedback and monitoringelectronic feedback and monitoring
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•• CRA Education and engagementCRA Education and engagement
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•• Trial specific Trial specific egeg. Cx.2. Cx.2
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Field operations (what worked?)Field operations (what worked?)

Participation and Compliance:Participation and Compliance:

•• CRA Education and engagementCRA Education and engagement
•• GeneralGeneral
•• Trial specificTrial specific

•• Base line compliance monitoringBase line compliance monitoring
•• Systematic quality assuranceSystematic quality assurance
•• More recently More recently –– electronic feedback and monitoringelectronic feedback and monitoring



Q/A Feedback to Trial QOL CoordinatorQ/A Feedback to Trial QOL Coordinator

NCIC CTG TRIAL SC.20:   QUALITY OF LIFE SUBMISSIONS            NCIC CTG TRIAL SC.20:   QUALITY OF LIFE SUBMISSIONS            

Eligible and Form 1 Received = 129 Patients        Eligible and Form 1 Received = 129 Patients        

Period                            Period                            Expected      Received (%)Expected      Received (%)

Baseline Baseline -- Prior to Randomization    Prior to Randomization    126      126      125 (99.2)125 (99.2)

Baseline Baseline -- Day 1 of Radiotherapy      Day 1 of Radiotherapy      15       15       12 (80.0)12 (80.0)

FollowFollow--up up 1                          1                          120      120      110 (92.4)110 (92.4)
2                           2                           94       94       84 (90.3)84 (90.3)
3                           3                           83       83       65 (78.3)65 (78.3)
4                           4                           71       71       58 (81.7)58 (81.7)
5                           5                           59       59       46 (78.0)46 (78.0)
6                           6                           45       45       39 (86.7)39 (86.7)
7                            7                            3        3        2 (66.7)2 (66.7)



Field operationsField operations

Examples of Required Resources Examples of Required Resources 

•• Central office QOL coordinatorCentral office QOL coordinator
•• Central office QA processesCentral office QA processes
•• Data entry and cleaningData entry and cleaning
•• Forms/instrument costs Forms/instrument costs 
•• Data analysis/other statistician inputData analysis/other statistician input
•• Clinician and scientist (QOL Committee) timeClinician and scientist (QOL Committee) time
•• Patient perspectivePatient perspective
•• OthersOthers



Field operationsField operations

Examples of Required Resources Examples of Required Resources 

•• Central office QOL coordinatorCentral office QOL coordinator
•• Central office QA processesCentral office QA processes
•• Data entry and cleaningData entry and cleaning
•• Forms/instrument costs Forms/instrument costs 

•• Data analysis/other statistician inputData analysis/other statistician input
•• Clinician and scientist (QOL Committee) timeClinician and scientist (QOL Committee) time
•• Patient perspectivePatient perspective
•• OthersOthers

0.2 FTE0.2 FTE



Data analysis and interpretationData analysis and interpretation

•• The subject of continuous debate and education!The subject of continuous debate and education!
•• NCIC CTG NCIC CTG ““basicbasic”” analysis development and analysis development and 

implementationimplementation
•• Site and context specific developmentSite and context specific development
•• ““ancillaryancillary”” research effortsresearch efforts



Data analysis and interpretationData analysis and interpretation

•• The subject of continuous debate and education!The subject of continuous debate and education!
•• NCIC CTG NCIC CTG ““basicbasic”” analysis development and analysis development and 

implementationimplementation
•• Site and context specific developmentSite and context specific development
•• ““ancillaryancillary”” research effortsresearch efforts



Data analysis and interpretationData analysis and interpretation

•• The subject of continuous debate and education!The subject of continuous debate and education!
•• NCIC CTG NCIC CTG ““standardstandard”” analysis development and analysis development and 

implementationimplementation
•• Site and context specific developmentSite and context specific development
•• ““ancillaryancillary”” research effortsresearch efforts



Data analysis and interpretationData analysis and interpretation

•• The subject of continuous debate and education!The subject of continuous debate and education!
•• NCIC CTG NCIC CTG ““standardstandard”” analysis development and analysis development and 

implementationimplementation
•• Site and context specific developmentSite and context specific development
•• ““ancillaryancillary”” research effortsresearch efforts

•• Final compliance report Final compliance report 

•• For preFor pre--specified time points: specified time points: 

–– Baseline scoresBaseline scores

–– Change scores over time: Repeated measures ANOVA for all Change scores over time: Repeated measures ANOVA for all 
instrument domainsinstrument domains

–– Clinically meaningful Clinically meaningful ‘‘responseresponse’’ rates based on the threshold rates based on the threshold 
clinical difference specified in protocolclinical difference specified in protocol



Ancillary research Ancillary research -- examplesexamples

•• Clinical trial interpretation: Clinical trial interpretation: 
•• MetastaticMetastatic setting (MA.8)setting (MA.8)
•• Symptom control setting (SC.15) Symptom control setting (SC.15) 

•• Subjective significance assessmentSubjective significance assessment
•• Prognostic Factor assessmentPrognostic Factor assessment
•• Communication of clinical trial QOL resultsCommunication of clinical trial QOL results
•• Value of QOL data to patients Value of QOL data to patients 





Results (MA.8): Proportion of Patients withResults (MA.8): Proportion of Patients with
Symptom Improvement by Response CategorySymptom Improvement by Response Category
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QOL results QOL results –– SC.15SC.15
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SC.15 SC.15 -- conclusionsconclusions

Apparent extent of palliation depends Apparent extent of palliation depends 
on: on: 

Outcome(s) of interestOutcome(s) of interest
IntentIntent--toto--evaluate analysisevaluate analysis
Unit of analysis (Single symptom Unit of analysis (Single symptom vs.vs. single single 
patient)patient)

Substantive differences in apparent palliation Substantive differences in apparent palliation 
result from the use of different approachesresult from the use of different approaches
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Ancillary research Ancillary research -- examplesexamples

•• Clinical trial interpretation: Clinical trial interpretation: 
•• MetastaticMetastatic setting (MA.8)setting (MA.8)
•• Symptom control setting (SC.15) Symptom control setting (SC.15) 

•• Subjective significance assessmentSubjective significance assessment
•• Prognostic Factor assessmentPrognostic Factor assessment
•• Communication of clinical trial QOL resultsCommunication of clinical trial QOL results
•• Value of QOL data to patients Value of QOL data to patients 



Ancillary research Ancillary research -- examplesexamples

•• Clinical trial interpretation: Clinical trial interpretation: 
•• MetastaticMetastatic setting (MA.8)setting (MA.8)
•• Symptom control setting (SC.15) Symptom control setting (SC.15) 

•• Subjective significance assessmentSubjective significance assessment
•• Prognostic Factor assessmentPrognostic Factor assessment
•• Communication of clinical trial QOL resultsCommunication of clinical trial QOL results
•• Value of QOL data to patients Value of QOL data to patients 







Global Quality of Life ResultsGlobal Quality of Life Results
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Some ExamplesSome Examples……..

•• Setting of Adjuvant Treatment Setting of Adjuvant Treatment 

•• EarlyEarly--stage Lung Cancerstage Lung Cancer
–– NCIC CTG BR.10 TrialNCIC CTG BR.10 Trial

–– PostPost--thoracotomy adjuvant chemo vs. thoracotomy adjuvant chemo vs. 
observationobservation



Survival Outcome ResultsSurvival Outcome Results



Global Quality of Life ResultsGlobal Quality of Life Results
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Continuing Education Continuing Education -- examplesexamples

•• Established CME events Established CME events 
•• CRAsCRAs
•• Annual Cooperative Group Meeting  Annual Cooperative Group Meeting  
•• QOL CommitteeQOL Committee
•• Workshops Workshops 



ConclusionsConclusions

•• Dedicated Group ChairDedicated Group Chair
•• Dedicated Dedicated ““ChampionsChampions”” of QOL outcome assessmentof QOL outcome assessment
•• Innovative integration Innovative integration 
•• Strong QA program Strong QA program 
•• Sustained efforts still required! Sustained efforts still required! 
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