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Consumer prioritisation in clinical trials
— lessons learnt from kidney disease in 4 parts

ACTA International Clinical Trials Conference
2019

& Flinders <259 Jonathan Craig (Allison Tong)

“Some doctors treat us like we are
just sitting in bed waiting to be told,
‘OK, you can have this now, you can
have that now.” They think, ‘well,

youre just a patient, what would you
know?””

1 College of Medicine
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Report to the Medical Services Advisory Committee on real world outcomes of
of Toxin (Botox®) for Prophylaxis of

B O t 0 X fo r m i g r ai n e Headaches I1n1::uln; w;;h Chronic Migraine

Medicare Benefits Schedule (MBS) item considered: 18377

Date of MSAC ¢ n: 24-25 Ne or 2016
SERVICES
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. Figure 1: Month by month comparison of service volume for MBS item 18377 from March 2014 to August 2016
Fllnders College of Medicine ) . X
T gy & public Health Source: Medicare Statistics online

Usage by state

Table 1: Services and benefits paid per state for MBS itemn 18377 from 2013-14 to 2015-16

Services
2013- 609 450 194 102 114 np np 328 1,810

14 Benefits
$69,748 | $49659 | $22675| $13,269 | $13,840 np npll $35,893 $206,658

Services
2014- 3,243 2,518 1,412 535 960 np np 1,125 9,981

15 Benefits
$393,439 | $288,557 | $184,163 $80,377 | $147,839 np npl| $131,428 || $1,240,168

Services
2015- 4,885 3,845 2,800 a02 1,447 np np 1,328 15,407
16 Benefits

$574,428 | $438,846 | $360,705 | $113,570 | $217,773 np npll $166,142 || $1,894,460
NP = not published due to low volumes NOTE: Item was listed 1 March 2014, which is why servicesvelumds
are low for 2013-14 financial year.

% Flinders ‘ College of Medicine
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Fees charged

Table 12: Statistics on fees charged for MBS item 18377 for 2013-14 to 2015-16 by date of service
Provider State/Territory

Australia

2015 | Average Fee

-16 | Charged $269 $198 $288 $244 $342 np np $293 $266
Std Deviation £73 £50 $112 $189 $142 np np $96 $112
Median Fee
Charged $250 $200 $235 $150 $295 np np $350 $240
75T
Percentile $320 $239 $400 $256 $370 nn nn $350 | $350
esth | | | | |
Percentile $355 $260 $440 $606 $590 np np $350 $440

u ng

Rate 43% 39% 29% 18% 8% np np 26% 34%

% Flinders College of Medicine
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Nephrol Dial Transplant (2008) 23: 3206-3214

doi: 10.1093/ndt/gfn207
Advance Access publication 29 April 2008

Orlgmal Artl-Cle Nephrology Dialysis Transplantation

Patients’ priorities for health research: focus group study of patients
with chronic kidney disease

Allison Tongl‘z, Peter Sainsbury2’3, Stacy M. Carter>*, Bronwyn Hall?, David C. Harris?,
Rowan G. Walker®, Carmel M. Hawley’, Steven Chadban® and Jonathan C. Craig'-?
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Table 1. Research priorities elicited from patients with chronic kidney disease

22/10/2019

Research Areas

Definition

Subtopics

1 Prevention

2 Complications and symptoms
3 Kidney transplantation

4 Technological solutions

5 Psychosocial research

6 Whole body

7 Dialysis

8 Caregiver support

Primary prevention (reduce prevalence of
CKD)

Secondary prevention (prevent progression
of CKD in patients)

Improve understanding of complications of
chronic kidney disease and complications
of treatment and develop better drugs to
reduce complications

Increase access to organs and improve graft
survival.

Advance biotechnological research and
improve technological interventions

Understand the psychological and social
impact of having CKD

Conduct collaborative research with other
researchers.

Improve dialysis treatment

Improve support for caregivers

« Raise the public profile of CKD

« Health promotion

« Actiology (discover the genetic, lifestyle
and environmental causes of CKD)

« Reduce prevalence of CKD in indigenous
populations

« Screening

« Improve dietary control to prevent
progression of CKD

« Complementary medicines

« Cancer

« Bone disease

« Nausea

« Vomiting

« Increase access to organs

« Improve graft survival

« Stem cell and cloning

« Develop mechanical kidneys

« Alternative to needles

« Depression

« Coping mechanisms

« Donor—recipient relationship

« Employment

o Information needs

« Diabetes

« Heart Disease

« Lupus

« Obesity

« Vascular Access

« Portable dialysis machines

« Assess caregiver burden.

« Implement caregiver support

Enter Ann McKenzie and Sally Crowe

1 College of Medicine
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Low priority questions addressed in research on

treatments for osteoarthritis of the knee
Tallon, Chard and Dieppe. Lancet, 2000.

b Lisd Al

|
National Institute for %",
Health Research ‘-‘ AN

* Founded in UK in 2004
* First partnership completed in 2006
* Since then 41 more completed and 35 ongoing

% Flinders ‘ College of Medicine

univErsiTy | &Public Health

Knee replacement
Education and advice
Drugs

Complementary therapy
Physical therapies

Miscellaneous others

0 20 40 60 80 100

Percent

N Trials Done W Patient Priority

Interventions mentioned in commercial trials, non-commercial trials and research priorities
identified by James Lind Alliance Priority Setting Partnerships, 2003-2012.

100%
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80% |
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60% |
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0%

30%

20% |

0%

JLA patient-clinici

™ Education and training, service delivery,
psychological, physical, exercise,
complementary, diet, other

W Radiotherapy, surgery and perioperative,
devices, and diagnostic

H Drugs, vaccines and biologicals

Patients’, clinicians’ and the research c
there is an important mismatch
Crowe S, Fenton M, Hall M, Cowan K, Chalmers |

Research Involvement and Engagement 2015, 1:2 doi:10.1186/s40900-015-0003-x

ies’ priorities for research:

Priority gi d
Setting Partnerships trials

1 College of Medicine
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Research priority setting in kidney disease: a
systematic review

Included studies: 16 (n=2365)

Participants: patients, caregivers, health care providers, policy makers

Methods: delphi technique, expert panels, consensus conferences, surveys, focus groups,
interviews

Only 4 (25%) studies reported patient involvement.

Prioritisation process lacked transparency.

No plans for translation and implementation of
research priorities.

College of Medicine . .
% Flinders | Cohege of Med Am J Kidney Dis. 2015:65(5):674-683

James Lind Alliance

1. Set up - Steering group, protocol, identify partners

4 James
Lind

Collect uncertainties - survey
The James Lind Alliance Guidebook

Version 7

2

3. Process data and verify uncertainties
4. Interim prioritisation - survey/ranking, shortlist March 2018
5

Final priority setting - workshop
"JLA in a day”

12-18 months =» 4 months

Collection, synthesis, prioritisation =» one-day workshop

www.'Ia.nihr.ac.uk

National Institute for
Health Research

% l d College of Medicine
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National priority setting workshop

¢ Aim: to generate and prioritise research questions in chronic kidney disease
e 7™ February 2014
¢ n=58

*  Purposive sampling — patients, clinicians, Kidney Health Australia

@ Fllnders Collegg of Medicine

UNIVERSITY &PublcheaIth

83 research questions generated

Question Median (o]

1 How effective are lifestyle programs (diet, exerci
deterioration in kidney function in patients wé

essation) for preventing 5 2-10

2 What strategies will improve donor fami aking different 6 3-13
cultural groups into account? Prevention

3 What interventions can improve lo; 7 2-11

Self-management

4 What are the effective intervent Iifestyle 7 4-14

5 What can we do to improve a 8 4-12
management of side effects? Quality of life

6 What strategies help patients 8 413

7  What psychological interventio Access and quality of [ 9 5-16
between kidney stages? care

8 How do we improve health outco 10 5-15

9 What are the best interventions to imps Long-term impact “ople faced 10 6-16
with HD?

10  Does provision of culturally appropriate infor 11 6-15

acknowledgement, medication adherence, and he
early CKD?

e uptake in patients with




Key observations

* Methodological developments
- Concurrent facilitated discussion groups

- Three-phases with real-time data analysis to distil no.
priority questions to rank

- Compressed process: cost, resources, feasibility

Broad consensus

Mortality not discussed

“Living well” - not dying with the disease
- Not perceived as a realistic outcome?

7 UnivErsiTy | &Public Health
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Enter Peter Tugwell

A trial is only as good as its outcome”

% linders | College of Medicine
N
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Ann Rheum Dis 2012;71:1855-1860. dai:10.1136/annrheumdis-2011-201201

Identifying core domains to assess flare in
rheumatoid arthritis: an OMERACT international
patient and provider combined Delphi consensus

Susan J Bartlett,'2 Sarah Hewlett,? Clifton O Bingham II1,2 Thasia G Woodworth,* Rieke
Alten,® Christoph Pohl,® Emest H Choy,® Tessa Sanderson,® Annelies Boonen,” Vivian

Bykerk,® Amye L Leong,? Vibeke Strand, 1009
OMERACT RA Flare Working Group
unction
Swollen
Joints.
Tender
Global
MD 60% Systemic
Global Fealures
50%
Emotional
B Distress
30%
20%
Favoured byHCPs Favoured by Patients
10%
@ Flinders 0%
UNIVERSITY
50% -40% -30% -20% 10% 0% 10% 20% 30% 40%

Differences in Opinion (% points)

QoL outcomes in transplantation
trials:
Howell AJKD 2016

- Only "positive findings’ reported

College of Medicine

50%

%Flinders
UNIVERSITY
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Figure 1: Flow chart for identification of randomised controlled trials (RCT) for 2009 IL2Ra review update

Excluded 686 peTABASE SEARCH Excluded 950
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SONG-HD

Hemodialysis

1 CORE OUTCOMES
Critically important

to all stakeholder groups
Reportin all trials

2 MIDDLE TIER
Critically important to
some stakeholder groups
Report in some trials

Important to some or
all stakeholder groups
Consider for trials

2 Ability to travel

Ability to work 3

Anemia
Blood pressure

Depression
Dialysis adequacy
l FATIGUE Dialysis-free time
CARDIOVASCULAR Drop in blood pressure
DISEASE Hospitalization
VASCULAR ACCESS Impact on family/ friends
MORTALITY Infection/immunity
Mobility
Pain
Potassium

Target weight
Washed out after dialysis

22/10/2019

Core outcome set: an agreed
standardized set of outcomes that
should be measured and reported, as a
minimum, in all clinical trials in specific
areas of health.

* Included on the basis of importance
(important to patients for decision-
making) even if there is no
difference

:ge of Medicine
blic Health

Why core outcomese

. @ Trials that don't
M address problems of
relevance to end-users
of research cannot
inform decisions.

1 College of Medicine
% FNIIIH("ISI;SY & Public Health
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Sautenet et al AJKD
Why core outcomese
. . Trials that don’t 1 °o0 Without a common il Resources are wasted
-‘ address problems of ¢ — ) outcome measure, we when outcomes are
relevance to end-users cannot compare effects measured and
of research cannot of interventions across reported
inform decisions. trials. inconsistently.
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Time points of measurement

Il Proportion of trials
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Outcome measures for pain
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The SONG Initiative

To establish core outcomes for research (trials) across CKD

SONG-KIDS SONG-TX SONG-PD

Children and adolescents Kidney transplantation Peritoneal dialysis

SONG-GD SONG-PKD SONG HANDBOOK GET INVOLVED
Flindel Glomeru lar Disease Polycystic kidney disease
UNIVERsiTY | & Public Health

The SONG Initiative

To establish core outcomes for research (trials) across CKD

~ 6400

More than 2600 patients/caregivers &
3800 health professionals

100 countries

1 College of Medicine
& Flinders| oz

22/10/2019
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PROCESS: evidence + consensus

Core outcome domains

Systematic } Nominal group Stakeholder } Delphi Consensus
review technique interviews Survey workshop/s
(patients/

caregivers)

Core outcome measures

Systematic } Survey Consensus }

Pilot Validation
review workshop }

References

Kirkham et al. Core Outcome Set-STAndards for Reporting: The COS-STAR Statement. PLoS Med 2016;13:€1002148
Prinsen et al. How to select outcome measurement instruments for outcomes included in a "Core Outcome Set" - a
practical guideline. Trials 2016; 17:449

% SONG Handbook http://songinitiative.org/reports-and-publications/

1 College of Medicine e — =3 =
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Wl © |dentify outcomes from SONG-HD Phase 1-3
s+ Group outcomes into domains
* Reviewed by SONG Executive Committee
* Piloted l

ROUND 1 1. Rate each outcome from 1 to 9
2. Provide comments

34 outcomes

Important,
3. Suggest new outcomes Limited but not Critical

importance critical importance
‘ 1 2 3 4 5 6 7 8 9

ROUND 2 |-Seeownscore --ooooooooooooooooo g i s i 1 s o
29 outcomes 2. Review distribution of scores by groups
3. Re-rate each outcome from 1 to 9 |
4. Provide comments :

'

|
Mobility
MEveryone lPatients/careg‘i‘vers WHealth professionals
60 +
\
'
ag 50 i
= '
240 :
©
E 30 Rated as 6
g Everyone 17%
4 20 Patients/caregivers 10%
5} ith professionals 239
. u |
5 . » 0 ‘ —_— . _[t] a8 =
Flinders | College of Medicine 1 2 3 4 5 6 7 8 9
Public Health z
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Mean scores of patients/caregivers in rounds 1 -3

Dialysis adequacy —&—Round 1
Nausea/vomiting 9 Ability to travel
Sexual function Vascular access problems —&—Round 2
Restless legs syndrome 85— Dialysis-free time —+—Round 3
Cramps 8 Cardiovascular disease

Itching 7.5 Fatigue/energy

7

Anxiety/stress Washed out after dialysis

6.5
Food enjoyment Blood pressure
Cognition Anaemia
Sleep | Ability to work

Bone health

Death/mortality

Stakeholder group Round 1 Round 2 Round 3

Patients/caregivers 202 165 (82%) 150 (75%) i

Health professionals 979 784 (80%) 688 (71%) 'mpact

73

Al 1181 949 (80%) 838 (71%) resure countries

Hospitalisation

Mean difference in rating between patients/caregivers and health professionals

Ability to travel P,
Dialysis-free time R
Dialysis adequacy e
Washed out after dialysis
Anaemia
Mobility
Blood pressure
Fatigue s mel
Impact on family/friends - + Multi-directional knowledge exchange
Pain e « Challenges assumptions
Ability to work - + Mortality/hospitalization always more
Potassium e e | important to clinicians
Infection/Immunity e i » Patients focus on impact of lifestyle
Target weight - me—
Cardiovascular disease — |

Depression o . me—
Vascular access problems 4, . ge—

Drop in blood pressure . 4. » o - i 4 Round 1
T m Round 2
Hospitalisation  mee e Round 3
Death/mortality Ceme
15 1.0 0.5 0.0 0.5 1.0 1.5
Favoured by health professionals Favoured by patients
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SONG-HD

Hemodialysis

1 CORE OUTCOMES
Critically important

to all stakeholder groups
Reportin all trials

2 MIDDLE TIER
Critically important to
some stakeholder groups
Report in some trials

Important to some or
all stakeholder groups
Consider for trials

2 Ability to travel
Ability to work 3
Anemia | was surprised was that
B'De' post-dialysis fatigue was
, one of the lower and not
1 FATIGUE . higher. Maybe it’s
CARDIOVASCULAR r because | see patients
DISEASE P during dialysis, but I've
VASCULAR ACCESS " heard a lot more about
MORTALITY Int Ring -
won POst-dialysis  fatigue —
pain that surprised me. That’s
Potassit going to be a learning
Target weigt .

Washed out afier tAke away point for me,
maybe it’s important but
there’s so much overall
fatigue that we should
be focusing on that” -
Nephrologist

:ge of Medicine
blic Health
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Emphasis on living life well

Being alive, is important. Most of us don’t
like it. It’s sad. You have to experience
surgeries, doctors, and other medical
related things. You have to experience
pain, one of us feels sick, most of us feel
worried, scared. Life participation is most
important because without it, you can’t do
anything.

Top dimensions: life participation, tiredness

and level of energy
Severity

In the past week:

| Notatall ‘ Alitde | Quiteabit | Severely
1. Did you feel tired? O (mh} o: Os
2 Did you lack energy? do (mf} m: os
3. Did fatiguelimit your usual activities? Eo [} m: @3

JU et al AJKD
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Hemodialysis

1 CORE OUTCOMES
Critically important

to all stakeholder groups
Reportin all trials

2 MIDDLE TIER
Critically important to
some stakeholder groups
Report in some trials

Important to some or
all stakeholder groups
Consider for trials

SONG-HD

Hemodialysis

1 CORE OUTCOMES
Critically important

to all stakeholder groups
Reportin all trials

2 MIDDLE TIER
Critically important to
some stakeholder groups
Report in some trials

Important to some or
all stakeholder groups
Consider for trials

2 Ability to travel
Ability to work
Anemia

lysis adequacy

1 FATIGUE Dialysis-free time
CARDIOVASCULAR Drop in blood pressure
DISEASE Hospitalization
VASCULAR ACCESS Impact on family/ friends
MORTALITY Infection/immunity

Mobility
Pain
Potassium

Target weight
Washed out after dialysis

:ge of Medicine

blic Health
2 Ability to travel
Ability to work
Anemia
Blood pressure
Depression
] FATIGUE
CARDIOVASCULAR ©Op in blood pressure
DISEASE Hospitalization
VASCULAR ACCESS Impact on family/ friends
MORTALITY Infection/immunity
Mobility
Pain
Potassium

Target weight
Washed out after dialysis

:ge of Medicine
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Myocardial infarction (CVD)
Sudden cardiac death

O’Lone et al AJKD

Vascular access function
Need for intervention(s) to maintain the

use of the VA for HD (rate/time to event)
VALID study (Viecelli et al)

“A functioning access means to me that I’'m getting
good health.” (Patient)

Viecelli et al AJKD
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Kidney Transplant

1 CORE OUTCOMES
Critically important

to all stakeholder groups
Reportin all trials

Critically important to
some stakeholder groups
Report in some trials

Important to some or
all stakeholder groups
Consider for trials

SONG-PD

Peritoneal Dialysis

1 CORE OUTCOMES
Critically important

to all stakeholder groups
Reportin all trials

2 MIDDLE TIER
Critically important to
some stakeholder groups
Report in some trials

Important to some or
all stakeholder groups
Consider for trials

1 GRAFT HEALTH

CARDIOVASCULAR
DISEASE

CANCER
INFECTION
LIFE
PARTICIPATION
MORTALITY

:ge of Medicine
blic Health

2 Anemia

Blood pressure

Bone disease

Diabetes
PD-INFECTION Lotaus
CARDIOVASCULAR Ul

Gastrointestinal problems

DISEASE
MORTALITY
PD FAILURE Membrane function
LIFE PARTICIPATION Mobility

PD-pain

Hospitalization
Impact on family/friends

Peritoneal sclerosis
Potassium
Residual kidney function
Sleep

22/10/2019

Graft loss (chronic dialysis for more than
90 days, repeat kidney transplant)
(time to event)

Life participation
Returning to normality; diverse meaning
and activities of ‘life’

GOAL-KIT Trial

:ge of Medicine
blic Health
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SONG-PKD

Polycystic Kidney Disease

2 Blood pressure
Cyst bleeding
Cyst infection

Cyst growth
1 KIDNEY FUNCTION

Depression
MORTALITY
CYST PAIN Fatigue
1 CORE OUTCOMES CARDIOVASCULAR Financial impact
Critically important DISEASE
to all stakeholder groups Hospitalization

Reportin all trials
Impact on family/friends

2 MIDDLE TIER

Critically important to

some stakeholder groups
Report in some trials

Liver cyst

Physical functioning/strength

Important to some or
all stakeholder groups
Consider for trials

:ge of Medicine
blic Health

Summary

+ Mismatch of priorities for outcomes
« Patients want to “live well” with their disease

« Rigorous, systematic, fransparent methods for
prioritisation and consensus can be used to identify
and define outcomes and measures that are
important to patients

Y

\1

|

* Provides impetus for patient-important frials

+ Consistent  reporting of  critically  important
outcomes can better inform shared decision-
making = patient-centred care

1 College of Medicine
& Flinders | g
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Endorsing organizations

Australian and New Zealand Society of Nephrology

Australasian Kidney Trials Network

Canadian Society of Nephrology

Canadian Society of Transplantation

Cochrane Kidney and Transplant

DaVita Kidney Care

European Renal Association — European Dialysis and Transplant Association
European Renal Best Practice

Investigation Network Initiative-Cardiovascular and Renal Clinical Trialists
International Pediatric Transplant Association

International Society of Nephrology

Kidney Disease Improving Global Outcomes

Kidney Health Australia — Caring for Australasians with Renal Impairment
PKD International

Renal Association UK

The Transplantation Society

The Transplantation Society of Australia and New Zealand

% thders College of Medicine
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SONG

STANDARDISED DUTCOMES IN NEPHROLOGY

WWW.SONGINITIATIVE.ORG
CONTACTUS@SONGINITIATIVE.ORG
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