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Overview

+ Background
* Methods for standardising PRO measurement

* Progress so far
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Patient-reported outcomes (PROSs)

* Unbiased effect estimates
* Function, symptoms & satisfaction

* Generic, disease-specific, symptom-specific
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PRO measures

ltems > | Scales —>‘Questionnaires

Do you have pain? Physical function EORTC QLQ-C30
Do you have nausea? Emotional wellbeing |—>| SF-36

—>
Do you have no energy? Bowel problems

Do you feel depressed?

Have you lost weight?
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Choosing PROs in trials

Comparison of adjuvant cetuximab vs. 5-FU after

curative surgery for colorectal cancer
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Choosing PROs in trials

Comparison of adjuvant cetuximab vs. 5-FU after
curative surgery for colorectal cancer

* Physical function

* Pain

* Vomiting

» Diarrhoea
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EORTC QLQ'CSO Not at A Quite  Very

Al Litle aBit Much
1. Do you have any trouble doing strenmous activities,

like carrying a heavy shopping bag or a suitcase? 1 2 3 4
2. Do you have any trouble taking a long walk? 1 2 3 4
3. Do vou have any trouble taking a short walk outside of the house? 1 2 3 4
4. Do you need to stay in bed or a chair during the day? 1 2 3 4

5. Do you need help with eating, dressing, washing
vourself or using the toilet? 1 2 3 4

Not Alittle Some- Quite Very

PHYSICAL WELIL-BEING atall  bit  what abit much

Thave alackof energy ... 0 1 2 3 4

T have Nausea ... 0 1 2 3 4

Because of my physical condition, I have trouble FACT-G
meeting the needs of my fapaly ... 0 1 2 3 4

Thave DA oo O 1 2 3 4

I am bothered by side effects of treatment ... 0 1 2 3 4

Tfeelall e O 1 2 3 4

I am forced to spend timeinbed ... 0 1 2 3 4

Y
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Problems with PRO inconsistency

1. Unable to compare practice/results of trials
2. Unable to synthesise data

3. Complicates trial design
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Quality of life after rectal resection for cancer, with or
without permanent colostomy. (Review)

Pachler J, Wille-Jorgensen I

THE COCHRANE
COLLABORATION®
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Standardisation!

- Start afresh at the item level
* Re-group items into domains

» Choose which domains are most important
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Aims

1. Toidentify PRO questionnaires used in CRC
2. To extract individual items

3. To group similar items into domains
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Systematic review - search

« Databases
* Validated terms

* Scoping searches
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Systematic review - eligibility

* Limits Am !
eligible?

« Inclusions { \’ ,

 Exclusions -
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Systematic review — data extraction

+ Study demographics
* Questionnaire names

* Reporting
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Systematic review - questionnaires

rE

* Web searches Qur__sﬂoum.x
et
« Author contact very o a
ofte? o
.mes —
« Items extracted some® o ‘-
Rare\“ ﬂ
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Categorisation into domains

Domains = uni-dimensional themes pertaining to

the consequences of colorectal cancer surgery
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Categorisation into domains

Individual Individual Individual Individual
outcome outcome outcome outcome
Outcome Outcome
domain domain
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Categorisation into domains

Trouble
carrying a
heavy bag

Trouble
walking

Trouble
climbing
stairs

Having
to stay in
bed

How unfit
do you
feel

Physical function
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Initial search results

n=5644
Duplicates removed
" n=2127
De-duplicated results
n=3517

Excluded after abstract review
n=3196

Full papers accessed

n=321
Excluded after full paper review
il n=2189
Included from other reviews
h n=72
Full papers included
n=104
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Results

» 58 questionnaires —

« 23 generic, 15 disease-specific, 17 symptom-specific,

3 unknown
* 40 (69%) reported once
* 54 (93%) validated
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Results
Questionnaire Frequency reported Type
EORTC QLQ-C30 50 Generic
EORTC QLQ-CR38 33 Disease-specific
Short Form 36 20 Generic
FACT-C 5 Disease-specific
International Index of 4 Svmptom-specific
Erectile Function ymp P
Faecal Incontinence 3 Svmptom-specific
Quality of Life ymptom-sp
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Categorisation into domains

* 50 guestionnaires available
* 920 questions (items)

Grouped into 51 domains
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Top domains
Domain n=51 Number of items n=920 (%)
Anxiety 85 (9.2)
Fatigue 67 (7.3)
Physical function 63 (6.9)
Faecal incontinence 53 (5.8)
Stoma problems 52 (5.7)
Role function 51 (5.5)
Social function 50 (5.4)
Pain 50 (5.4)
Depression 47 (5.1)

University of
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Bottom domains

Domain n=51 Number of items n=920 (%)
Locus of control 3(0.3)
Taste problems 3(0.3)
Duration of bowel movements 2(0.2)
Dyspepsia 2(0.2)
Dysphagia 2(0.2)
Trust in healthcare professionals 2(0.2)
Urinary incontinence 1(0.1)
Dysuria 1(0.1)
Information needs 1(0.1)
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Next steps — core domains

Core PRO domain = agreed set of PRO domains

reported as a minimum in all clinical trials of a

given disease
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Next steps — core domains

* Survey stakeholders
* Reach consensus

* Determine core PRO domains
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Summary

* Inconsistency in questionnaire use in CRC
* Need for standardisation

* Core domains required
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Specification levels for PROs

Description of Measure
at Specified Time

Level 1
Domain

Level 2
Specific Measurement

Level 3
Specific Metric

Level 4
Method of Aggregation

Anxiety Depression Schizophrenia
- OO
| l l
Beck Anxiety Inventory Hamilton Anxiety Rating Scale Fear Questionnaire
e
| l |
End value Change from baseline Time to event
L
| l
Continuous Categorical

I R

Proportion of participants Proportion of participants
Mean Median with decrease =509 with decrease =8 points

14/06/2012

15



