- 17th Congress of the
~ International Society for Peritoneal Dialysis
VANCOUVER , CANADA | MAY 5-8, 2018

Questions and outcomes
that matter to patients

Dr Allison Tong
The University of Sydney
E: allison.tong@sydney.edu.au



i7th Congress of the
International Society for Peritoneal Dialysis

AAAAAAAAAAAAAAAAAAAAAAAAAAA

Conflict of Interest

None to declare




Low priority questions addressed // “The transparency of NHSE
process by which funders prioritize important Natf’o;:;’ls:gg;tez :g; ﬂﬁq
uncertainties should be increased, making clear how they

take account the needs of potential users of research.”

Important outcomes not assessed // having little
relevance in real-world settings...researchers often do not
assess the effects of interventions in terms of functional,
social, and emotional wellbeing, or adverse reactions and
long-term outcomes.”

JAMA

The Jourral of :hg American Medical Assaciation th ebmi
Patient-Important Outcomes

in Registered Diabetes Trials
Gunjan Y. Gandhi, MD, MSe

The idolatry of the surrogate
John S Yudkin
JAMA. 2008;299(27):.2543-2549 BMJ 2011;343:d7995




Patient and Other Stakeholder Engagement in

Patient-Centered Outcomes Research Institute Funded

Studies of Patients with Kidney Diseases

Daniel Cukor, Lewis M. Cohen, Elizabeth L. Cope, Nasrollah Ghahramani, 5. Susan Hedayati, Denise M. Hynes,
Vallabh O. Shah, Francesca Tentori, Mark Unruh, Jeanette Bobelu, Scott Cohen, Laura M. Dember, Thomas Faber,

“Traditional randomized controlled
trials are costly, slow, and produce
results that are often difficult to
translate to routine practice. There is a
need for more integrated approaches

Michael J. Fischer, Rani Gallardo, Michael J. Germain, Donica Ghahate, Nancy Grote, Lori Hartwell, Patrick Heagerty, that ref/ect resea rch questio ns Of

Paul L. Kimmel, Nancy Kutner, Susan Lawson, Lisa Marr, Robert G. Nelson, Anna C. Porter, Phillip Sandy,

Bruce B. Struminger, Lalita Subramanian, Steve Weisbord, Bessie Young, and Rajnish Mehrotra

Clin | Am Soc Nephrol m: ®ee—eee, 2016. doi: 10.2215/CJN.09780915

relevance to  patients...  provide
information information valuable to
the populations most affected.”

ID Study Title Primary Investigator(s) Primary Goals of Study

7 Empowering Patientson Francesca Tentori Aim 1: Identify outcomes most important to kidney
Choices for Renal patients with different characteristics.
Replacement Therapy Aim 2: Compare the impact of hemodialysis and
(EPOCH-RRT) peritoneal dialysis on

patient-centered outcomes.

Aim 3: Compare measures related to the decision-
making process between patients receiving and
not receiving a tailored decision aid.



BID) u.s. National Library of Medicine

ClinicalTrials.gov

Country Intervention Outcome

Australia Tissue Plasminogen Activator (tPA), Adverse reactions, inflammation (biomarkers and clinical
recombinant deoxyribonuclease markers)
(DNase)

Japan Erythropoieses Stimulating Agents Hemoglobin, (QoL — EQ5D, FACT-An), adverse events

Canada  Bioimpedance, Vitamin D LV mass, composite (death, non-fatal CV even, transfer to HD,

ultrafiltration failure), volumne, HRQOL, physical function,
inflammatory markers, membrane, solute clearance, frailty

Taiwan Chlorhexidine gluconate Exit site colonization, exit site infection rate

Canada  Polyethylene Glycol (PEG) Based Bowel Rate of constipation, adverse effects, PD failure
Protocol

RCTs — Active, recruiting



Research questions



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

 Only4 (25%) studies reported patient involvement.
* Prioritization process lacked transparency.

* No plans for translation and implementation of research
priorities.

Am J Kidney Dis. 65(5):674-683



Maltrix of research priorities in kidney disease

CKD Dialysis HD PD Transplant NS
(n=7) (n=5) (n=3) (n=1) (n=4) (n=3)

Etiology % ~ T
-

* Only one study focussed on

Diagnosis 6 ‘ peritoneal dialysis
Primary | e Symptoms and complications =
provernon ’ infections, PD function (catheters)
Secondary |

: |
PrEvETUon “I have family who have been on all
Treatment - - ¢ - sorts of dialysis, peritoneal and

overnight, and all of them take time

Prognosis ® and interfere with lifestyle.” - patient
Health services —@ & 0 o—
Psychosocial & 4 |
education ¢ i ? i G
Economic @ ’



Clin 3 Am Soc Nephrol. 2014 Oct 7; 9(10): 1813-1821.

. e ege . . Variable Patients (1=173)
Setting Research Priorities for Patients on or Nearing
Dialysis Patient receiving in-center hemodialysis 92 (53)
Patient receiving home hemodialysis 18 (10)
Braden Manns,*** Brenda Hemmelgarn,*'*3 Erin Lillie, Sally Crowe P.G. Dip,¥ Annette Cyr,** Michael Gladish,”  Patient receiving pEl‘i’[DI‘lEEﬂ djalysis 38 (22)
Claire Large,* Howard Silverman,’® Brenda Toth,/l Wim Wolfs,™ and Andreas Laupacis!*** Patient not receiving C].iEl.l}’SiS 25 (14)

From the top 10 (PD-related only)

How do the different dialysis modalities compare with one another in terms of the impact on quality of life and
mortality, and are there specific patient factors that make on modality better for some patients with kidney failure
than others?

What are the causes and effective treatments of, and ways to prevent itching in dialysis patients?

What is the psychological and social impact of kidney failure on patients, families, and caregivers, and can this be
reduced?

What are the best ways to promote heart health in dialysis patients, including the management of blood pressure.

For people with kidney failure, what is the impact of each of the dietary restrictions (sodium, potassium, phosphate)
separately, and when taken in combination, on important outcomes including quality of life?

What are the causes and effective treatments of depression in dialysis patients?



National priority setting workshop

Nurses
8

Patients
23

Nephrologists/
Surgeon
16

Caregivers
7

Identifying
questions

Participants were

divided into groups

of 8 to10 and

generated

questions® relating

to:

¢ chronic kidney
disease

* peritoneal dialysis

* haemodialysis

¢ tfransplantation

*Focussed on
intervention

Choosing priority
questions

Each participant had
5 votes (sticker
dots). The top 10
guestions with the
most votes were
chosen to be taken
through to the next
round.

Voting by CKD
stage

Each group
discussed and
ranked priorities for
all four stages of
CKD.

The top 5 ranked

from each stage were

chosen to be taken
through to the next
round.

83 research questions generated

Ranking the top
20 questions

Votes were summed
and the top 5
questions from each
stage of CKD were
generated into a list
of 20 questions.

Each participant
individually ranked
the top 20 questions
from 1 (most
important) to 20
(least important).

AJKD 2015; 66:212-222
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PERITONEAL DIALYSIS

1.

2.

3.

8.

9.

What is the best diet or nutritional intervention to
improve general outcomes of PD patients?

How can technology be used to improve patients’
self-monitoring”?

How can we provide better support for patients/
families in transition of care from children to adult
care”?

How we can be best provide support services/tools
to be integrated to patients/carers/families to improve
mental health?

What is the optimum staff/patient ratio in PD clinics to
reduce morbidity?

How can we best deliver staff education services to
reduce patient complications?

What kinds of exercise programs are safe and most
effective for PD patients?

Are there intervention or tools to improve patient
cognition and slow decling?

How can peer support be integrated to improve
patient mental health?

10.What is the best way to provide counselling to

improve patient self-esteem?




Outcomes



SONG

96 trials ; P
. S s & . _@?3 STANDARDISED OUTCOMES IN NEPHROLC
Ovutcome domains £ 848 § §
— i: 3 ga‘? §'§
(n=64) S¢gssf S Outcome N (%)
Y% o B % %" R & 9 &“@ o5 @tf
" 9, & o o &
Gy, Ve, o, §9° "&f ~ PD infection 37 (39)
e qs”b/%:q’ 3 100%0 3 «e«p@<
o, o, 30% « Kidney function 35 (36)
Meg,, - ”hqg,%n’ 10% \,6
o n Ypoftrials 3% N " Dialysis solute clearance 31 (32)
@ges  (X10 log scale :
y&c"”uncowm P echn . .
A ~.. Protein metabolism 30 (31)
vitamin D Ultr
R— . Blood pressure 27 (28)
< in 955 Ca ) .
e f”;,w«w&e s Cardiovascular function 27 (28)
5‘5‘ \36“0@ pa ¢Q by
e ], ’%a,, Inflammatory markers/oxidative 27 (28)
W o %, 6\005
\O“B@é;é‘\&y '3.06? §%° ‘70% %/4%‘?%&,‘)0 » St ress
& > & & % . /’o,,
® £ & £ - b 2 : .
FEHEe 583 %% % > Mortality 26 (27)
FSETFsfi113L% %
< & £ 5 538 3 2 LY % )
EFdggisyth Glucose metabolism 24 (25)
Groups of outcome: E g é %’ er:
g * Adverse events (unspecified) 23 (24)

B Surrogate (n=26)
B Clinical (n=23) .
Patient reported (n=135) Manera et al (unpublished)




Nominal Group Technigque

_ [nhnontt

PD-infection -
i R 1 Mortalitylsurvival =
' b i = Fatigue -
3 an'd by 4 . . > g
fiere you tb?"!lb‘. ) ey . ” o Py 3 b & Flexibility with time -
Syphere You Tt U . y = L Blood pressure -

* Patients on PD and caregivers from 9
dialysis units in Australia (Sydney,

Melbourne, Brisbane), the United
States (Los Angeles), and Hong Kong.

14 groups involving 126 participants
(81 patients, 45 caregivers)

 Age: 18 — 84 years (mean 54)

PD failure -

Ability to travel -

Sleep disturbance -

Ability to workMinanclal iImpact -
mpact on familyfriends -
Mobilityfitnessiphysical funciion -
Kidney function (residual) -
Depression/amdety -
Gastrointestinaliconstipation -
Painfcramping/mumbness -
Fluid -

Anaemia-

Skinfitch -

Cardiovascular disease -
Potassium -

PD-pain -

Haspitalization =

Diabetes -

Body weight -

Dietlappetite -

Restless legs -
Mood/attitude -

Phosphate -

Access problems -
Membrane/osmaotic function =
Sexual function -

Bone disease -
Memaory/cognition =
Parathyroid hormone -
Caleiurmn -

Appearance -

Glucose -

Vision =

Protein -

Tablet burden -

Sodium -
Lipidsicholesterol -
Dizziness =

Peritoneal sclerosis -
Body temperaiure -
Haemaorrhoids -

Hemia-

Dental problems -
Vitamins -

Immune system -

Fracture =

Dialysis solute clearance -
Arthritls -

Other infection -
Hormones -

Gout~-

1. PD-infection

2. Mortality/survival
3. Fatigue

4. Flexibility with time

5. Blood pressure

6. PD failure

7. Ability to travel

8. Sleep disturbances

9. Ability to work
10.Impact on family/friends
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Manera et al (unpublished)
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Current and
impending
relevance
Serious
cascading
consequences
on health

Maintaining
role and social
functioning

Requiring
constant
vigilance

Beyond control
and
responsibility




“if you’re constipated it’s going to
give you an infection...then you get
fluid retention...then you’re in the
hospital.”

Serious
cascading

consequences
on health




“no surprise, because it always happens to so
many renal patients.” (infection)

Current and

impending
relevance




Maintaining

role and social
functioning

“..you’re not just your illness.”



Requiring

constant
vigilance

“Every day you need to put the blood pressure and fluid,
because that means they are the most important things.”



Beyond control

and
responsibility

“It [infection] is important but it is
something that can be cured, but how can
you get energy, with a cream, or
antibiotic?”



SONG-PD Delphi

3 Rounds
SR Round1l Round2 Round 3
group * GRADE scale 1-9, comments, Best-Worst scale
P§t|ents/care 207 160 (77%) 140 (68%) * See distribution of scores by all vs groups
givers
Health  Means, medians, proportions (7-9)

: 666 469 (70%) 390 (59%)
professionals

All 873 629 (72%) 530 (61%)

Manera et al (unpublished)



Round 3

Patient/caregiver (n=140) Health professional (n=390)
Mean % score 7-9 Mean % score 7-9

PD-infection 8.6 94.3 8.8 98.2
Membrane function 8.6 85.7 8.3 93.8
PD-failure 8.3 95.7 8.5 “I think this is critical. Hemodialysis is
Cardiovascular disease 8.3 91.4 8.5 not for everyone.”
Death 8.2 90.7 8.4 97.2
Catheter complications 8.2 89.3 8.4 96.4
Usual activities 3.2 37.9 3.1 “Essential for mental health. To feel
Fatigue 8.0 93.6 7.7 you are contributing and not a
Blood pressure 7.9 89.3 7.5 burden.”
Residual kidney function 7.8 76.4 8.1 81.5
Impact on family/friends 7.7 80.7 7.6 91.3
Peritoneal sclerosis 7.7 82.1 7.6 91.0
Hospitalization 7.6 77.1 7.9 93.1
Depression 7.6 77.9 7.7 91.5
Fluid 7.5 80.7 8.1 83.3
Diabetes 7.4 75.7 7.4 80.5

Manera et al (unpublished)



PD-infection =
Membrane function -
PD failure
Cardiovascular disease
Death

Catheter complications

I
Blood pressure __
Depression m——
I
]

——
—
—
—

L — | Il Patients and caregivers n=140
Usual activities

Fatigue
Fluid
Diabetes

Peritoneal thickening
(reference)

Impact on family/friends
Residual kidney function |
Hospitalization

m Healthcare professionals n=390

0 01 02 03 04 05 06 07 08 09 1
less important Best Worst Importance Score more important



SONG-PD
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At

1 CORE OUTCOMES
Critically important

to all stakeholder groups
Report in all trials

Critically important to
some stakeholder groups
Report in some trials

3 OUTER TIER

Important to some or
all stakeholder groups
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R
Consider for trials ‘ - i
| |
o ._/
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Patient-centred PD trials



PICO for PD?

Population

Patients on peritoneal dialysis

» Target: diet and nutrition, physical activity, mental health, self-
monitoring, cognition, complications

Intervention * Modes: Technology, e-health; social (e.g. peer support)

* Clinical: PD failure, infection, cardiovascular disease, mortality,
Outcomes ..
catheter complications

* Patient-reported: Usual activities/life participation (e.g. work,
travel), fatigue, impact on family, depression, sleep




Patient involvement in trials

» Steering Group/Investigators ] e
* Design == ' o i

===ttt

T Tk

 Process evaluation

l

BMJ 2015;350:h1258 _
Process evaluation of complex interventions: Medical Research
Council guidance

Graham F Moore,' Suzanne Audrey,2 Mary Barker,? Lyndal Bond,* Chris Bonell,> Wendy Hardeman,®
Laurence Moore,” Alicia O'Cathain,g Tannaze Tinati,? Daniel Wight,” Janis Baird?

9
P44

* Dissemination (including patient summary)

* Implementation

* GRIPP2 reporting BMJ 2017;358:]3453
GRIPP2 reporting checklists: tools to improve reporting of
patient and public involvement in research

S Staniszewska,! | Brett,? | Simera,’ K Seers,* C Mockford,* S Goodlad,’ D G Altman,® D Moher,”
R Barber,® S Denegri,” A Entwistle,* P Littlejohns,'® C Morris,!! R Suleman,* V Thomas,*? C Tysall*




