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— KHI DELIVERABLES SINCE JUNE 2019

Endpoints for Clinical Trials in Primary Hyperoxaluria
Led by: Dawn Milliner and John Lieske
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& Endpoints for Clinical Trials in Primary Hyperoxaluria
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Meaghan Allain, Melissa West, Kim Hollander, W. Todd Lowther and John C. Lieske
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Patient-friendly Roadmap
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Fluid Management Supplement to Roadmap
Led by: Derek Forfang and Yossi Chait
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Project Submission

# » Project Portal » Project Submission

PROJECTS . . .
— KHI Project Submission
CURRENT PROJECTS
Welcome to the Kidney Health Initiative Project Submission Portal. KHI seeks to advance its mission through innovative,
PROJECT PROPOSALS

collaborative projects that seek input from and bring together members across all areas of the kidney community.

PROJECT SUBMISSION
We encourage KHI members to submit their ideas for projects via this portal. The portal is open a rolling basis for submissions. In

CAILFORWORKEROULS order to review and comment on current proposals please visit the Project Proposal page.
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KHI PROJECT SUBMISSION PROCESS

KHI Member submits project proposal via online portal

7

KHI staff and Co-chair review proposal for alignment to KHI mission

N

Project proposal is uploaded to online portal upon internal approval
for member and PFPC comments

v

Feedback from the online comment period is discussed amongst
KHI leadership and author.

N
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KHI PROJECT SUBMISSION PROCESS

Feedback from the online comment period is discussed amongst
KHI leadership and author.

N

P

Proposal needs no

Proposal needs improvement and
improvement and is edited continues to next step in
by author process

Final proposal along with any additional relevant information is
presented to the KHI Board of Directors prior to their in-person
meeting. (May and December)

N

Board reviews and prioritizes projects to endorse
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KHI PROJECT SUBMISSION PROCESS

Board reviews and prioritizes projects to endorse

v

KHI Board of Directors makes final decision on each proposal

‘éb

Workgroup is initiated and call for workgroup member applications is
distributed to KHI members
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February 28, 2020

RADM Richardae Aragjo

Associate Commissioner for Minority Health — Office of Minority Health and Health Equity
U5 Food and Drug Administration

10903 New Hampshire Ave., Bld. 32

Silver Spring, MD 20993

Re: Office of Minority Health and Health Equity Strategic Priorities Request for Comment
Dear RADM Araojo,

The members of the Kidney Health Initiative (KHI) Patient and Family Parnership Council
(PFPC) would like to thank the US Food and Drug Administrafion (FDA) for the opportunity to
submit recommendations on establishing strategic priorities for the Office of Minority Health and
Health Equity (OMHHE), and we congratulate OMHHE on celebrating its 10" anniversary in
2020.

KHI, a public-private parinership between the American Society of Nephrology (ASN), the FDA,
and over 100 companies and organizations, is committed to catalyzing innovation and the
development of safe and effective patient-centered therapies for people living with kidney
diseases. The KHI PFPC is a group of people living with kidney diseases or sernving as care
nartners who ensure that the desires and nerspacfives of natients and care narners are

Comment Letter:
FDA Office of Minority Health and Health Equity
Strategic Priorities

KHI PATIENT AND FAMILY PARTNERSHIP COUNCIL
A0 KIDNEY
= KH =

May 1, 2020

Wendy Selig

Medical Device Innovation Consortium (MDIC)
1501 Wilson Blvd. Suite 910

Arlington, VA 22209

Re: Medical Device Innovation Consortium Maximizing Patient Input in the Design and
Development of Medical Device Clinical Trials Request for Comment

Dear Ms. Selig,

The members of the Kidney Health Initiative (KHI) Patient and Family Parinership Council
(PFPC) would like to thank the Medical Device Innovation Consortium (MDIC) for the
opportunity to submit comments on establishing evidence-based recommendations for the
inclusion of patient choice into medical device development and trials. Patient-centeredness is
the foundation of the KHI PFPC, and we commend your work.

KHI, a public-private partnership hetween the American Society of Nephrology (ASN), the US
Food and Drug Administration (FDA), and aver 100 member organizations, is the largest
consortia in the kidney community committed to catalyzing innovation and the development of
safe and effective patient-centered therapies for people living with kidney diseases. The KHI
PFPC is a group of people living with kidney diseases who ensure that the desires and
perspectives of patients and care partners are honored in every stage of the kidney medical
product development life cycle. Promofing patient engagement is critical for the development of

Comment Letter:

Medical Device Innovation Consortium
“Maximizing Patient Input in the Design and

Development of Medical Device Clinical Trials”
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O KHI COVID-19 RESPONSE

Accelerating Technology Development During a
Pandemic to Bring More People with Kidney

Failure Home
= KHI =0

Accelerating Technology Development During a Pandemic to

Bring More People with Kidney Failure Home
Position Paper

Kidney Health Initiative

Founded in 2012, the Kidney Health Initiative (KHI) is a public-private partnership between the
American Society of Nephrology (ASN) and the US Food and Drug Administration (FDA)
committed to catalyzing innovation and the development of safe and effective patient-centered
therapies for peaple with kidney diseases. With over 100 member organizations, KHI is the
largest consortium in the kidney community. The KHI Board of Directors considered a variety of
issues impacting drug and device development in the kidney community during the Coronavirus
— 2019 (COVID-18) pandemic and identified accelerating development of home therapies as
central to improving care.

The COVID-19 pandemic is unmasking the shortcomings of in-center hemodialysis for people
with kidney failure. Individuals with kidney failure who rely on in-center dialysis do not have the
luxury of social distancing during a pandemic. In-center dialysis exposes people with kidney
failure and healthcare workers to potential infection. Additionally, in-center hemodialysis patients
are exposed to other discomforts and inconveniences associated with strict infection control and
isolation policies necessitated by emergencies like pandemics.

https://khi.asn-online.org/uploads/AcceleratingHomeDialysisTechnology May2020 KHIPositionPaper.pdf
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Making the Case for Change: Including People
with Kidney Diseases in COVID-19 Trials
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Making the Case for Change:
Including People with Kidney Diseases in COVID-19 Trials

Clinical trials often exclude people with kidney diseases. This means that 37 million people in the
United States are rarely represented in the kind of research that advances change in treatment and
care. The challenges that result from such exclusion are highlighted by the current COVID-19 crisis.

Preliminary studies indicate that people with kidney diseases demonstrate an increased risk (two-
to sixteen-fold) for developing severe COVID-19 symptoms. These data support US statistics that
show acute kidney injury occurs in up to 5% of hospitalized COVID-19 patients and 50-90% of
patients in the intensive care unit. (reference) Responding effectively to the COVID-19 pandemic
should include people with kidney diseases.

KIDNEY
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In Development
Ensuring the Resilience of Kidney Trials

e Maintain the investment
and continue innovation in
the kidney space.

* Provide resources for
investigators and sponsors
to be innovative and novel
in continuing their research.
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Recommended Clinical Trial End Points for Dialysis

Catheters

Michael Allon, Daborah |. Brouwsr-Maler, Kennath Abreo, Kevin M. Baskin, Ky Buegel, Deepa H. Chand,
Andrea M. Easom, Leonard Memel, Michele H. Mokrzycki, Prit R. Patel, Prabir Ray-Chaudhury, Surendra Shenay,

Rudoiph P. Valeniini, and Haimanot Wasse
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Introduction
Tunneled central verous catheters (CVCs) are frequently
used 1o deliver chronic hemadialysis. Although CVCs
are far inferior to a pemanent vascular access (ante-
riovenous fistula [AVF] or arteriovenaors grait [AVG]).
they serve as a critical bridge until permanent access
canbe placed and cannubited successfully for dialysis
(1) Each year, approximately 110,000 patients initiate
Iysis in. the | Laes, y
80% af them requirea CVC aither hecause they havean
immature AVF thatis not ready o use o because they
have ot had a pemmanent access placed before dialysis
initiation (2). CVCs are also nesded as a bridge access
in patients on dialysis whose existing AVF or AVG
fals until a new pemnanent access can be established.
Firally, a subset (<10%) of patients an hemadialysis
have & permanent requirement for & CVC, because
they have exhavsted all aptions for placement of a
permanent vascular access.

‘The major complications of CVCs indlude catheler-
related bloodstream infections (CRESIs), catheter
dysfunction (due to intraluminal thrombasis, fibrin
sheath occlusion, malposition, o other mechanical
complication), and central vein obstruction (CVO)
(37). CRESI may result in substantial morbidity,
systemic complications, hos pitalizations, and death

.o Vol mmm, 2017
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Objective. End points currently used in lupus nephritis (LN clinical trials
long-term kidney survival. This study was undertaken to identify short-term ena
outcomes for usa in clinical fias.
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in Nephrology

Establishing Surrogate Kidney End Points for Lupus
Nephritis Clinical Trials: Development and Validation of a
Novel Approach to Predict Future Kidney Outcomes

Meggan Mackay,' Maria Dallra Joanna Fishbein,' Kenneth Kalunian * Martin Lesser,' Jorge Sanchez-Guerr
Deborah M. Levy,” Earl Silverman.® Michelle Petri
Faizio Conti” Viadimir Teser, ® Zdenka Hruskova, Eduardo F. Borba,"
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Melissa R. West, '

Definitions and End Points for Interventional Studies for
Arteriovenous Dialysis Access

Gerald 4. Beaihand, Charmaine E. Lok, Marc H. Glickman, Ahmed A. AHaishi, Donna Bednarski,
David L. Cul, jeffery H. Lawson, Tmmy C. Lee, Vandana . Niyyar, Donna Syracuse,
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Proteinuria Reduction as a Surrogate End Point in Trials

of 1gA Nephropathy

Aliza Thompson, Kevin Corroll.* Leskey A. Inker,” Jirgen Floege* Viado Perkovic,” Sonia Boyer Suavet”
Rupert W. Major,” Judith L. Schimpt ™ jonathan Baratt” Daniel C. Cattran,” Barbara S umespg”’Amamm Kausz,"
i

Alex W. Mercer,

Abstract

Heather N. Reich” Brad H. Rovin,'* Melissa West'* and Patrick H. Nachman'*

15 nephropathy (15AN)is.an important cause of ESKID for which ther e are no approved therapies. A challenge for
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Inteoduction
The Clinical Trial Endpoinis for Dialysis Vascular
Access peoject is part of the Kidney Healtheare Ini-
tiative (1.2, with a primary goal to identify appm-
priate clinical trial end points to help design clinical
trials which would inform clinical, regulatory, and
coverage decisions on new interventions, drugs, bio-
logics, or devices relevant to hemadialysis vaseular
access. This manuscript summarizes key linical trial
end points that can be cansidered for these interven-
tions relevant to the arteriovenous (AV) access, eg.,
fistula (AVF) and grait
(AVG). These end pointsalign with the various phases
of the AV-access life cycle (Figure 1, Table 1) that may
be affected by new interventional studies. This paper
will review the phases of an AV-access life cycle,
highlight potential associated problems, and recom-
mend relevant clirical trial end points that would be
appropriate in interventional linical trials addressing
these pmblems.

Materials and Methods
Published practice guidelines, clinical studies, and
aher pertinent aicles related 1o AV access were rviewed

sz crg Vol s, 2017

for clnical, regulatory, and coverage decsions.

#e, 2017. doi: hitps:/ /doiorg/ 102215/ CIN. 11531116

to develop a list of relevant terms. Using these terms
and MEDLINE via PubMed, a litemture search was
conducted of publications related to AV-access defiri-
tions; AV-access creation, development, and matura-
tio: and AV-access complications. Reference lists from
relevant manuseripls were examined individually lo
identify additional perinent publications. The tiles and
abstracts of al retrieved citations were reviewed and
the full text of potential studies was reviewed by commit-
tee members and sreened for inclusion.

Over 400 full-text articles were reviewed by com-
mittee members 1o establish a datahase for issues re-
lated to the various phases of an AV-access life cycle.
We excluded case reports; otherwise, there were no
restrictions on the study size or design. We abo ex-
cluded studies withoul clear definitions of: (1) the
clinical use(s) of the intervention; (2) outcomes or mea-
surements of outcomes in the study; or (3) the types of
AV access involved in the study. A standardized data
sheet was utilized 1o extract pertinent information
from the included studies. A review of dinical out-
comes, their measurements, and all relevant study
end points used in prior publications dealing with AV-
access creation, matumtion, use, and mainenance was
conducted. Clinical tial end points important from the

Gopyright® 2017 by the American Socety of Nephralogy

University of Texas
Medical Branch, 5135
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need to be verified in a postmarkefing confirmatory trial.

Clin | Am Soc Nephrol 14: 463481, 2019. doi: https:/ /doi.org/102215/ CJN.0S6007 18

Introduction
IgA nephrapathy (IgAN) is the mast comman form of
€N in the worki and an important cause of ESKD.
Despite advances in our understanding of the patho-
genests of IgAN, there has been little progress in its
freatment with no licensed or approved therapies. One
of the key challenges in the evaluation of treatments for
IgAN is its usually skwly progressive nature, with
ESKD typically only developing after many years
Although a significnt loss of kidney function has
bem accepted as 2 surrogate end paint for

use of proteinuria reduction as a surrogate end point
for a treatment’s effect an progression to ESKD in
‘patients with IgAN

Surrogate End Points and United States Approval
Pathways

Surrogate end points have been widely used to
establish the effectiveness of therapies to slow the
progression of kldne) disease and treat its complica-
tions (e, ad basis for

to ESKD, clinical triaks in CKD may still nead to be
relatively large and long to demonstrate a treatment
effect on that end point. Hence, there has been interest in
earlier end points that could serve as reliable predictors
of a treatment’s effect on long-term kidney outcomes in
IgAN.

b:‘ March of 2016, the Kidney Health Initiative, a
public-private parmership between the American
Society of Nephrology and the US Food and Drug
Administration (FDA) (1), initiated a project to iden
tify end points that could be used as 2 basis for IgAN
therapy approval. To date, the most widely recog-
nized and well studied risk factor for progression 1o
ESKD in patients with IgAN is proteinuria. Although
other biomarkers have been studied, none were
considered to have been as consistently associated

approval of thz‘rap\ﬁ intended to slow progression to
ESKD [2]).

As indicated in the Biomarkers, Endpaints, and
other Tools (BEST) Resource (3), surrogate end paints
are used in dlinical trials as 2 substitute for a direct
measure of how a patient feels, functions, or survives;
they do not measure the dinical benefit of primary
interest but are expected to predict that clinical
benefit. In the United States, validated surrogate
end points can be used as a basis for traditional
approval of therapies, whereas “reasonably likely”
surrogate end points can be used as a basis for
accelerated approval of therapies intended to treat
serious or life-threatening condition such as IgAN (1)
Just as the name implies, the accelerated approval
Program enables approval of a therapy earlier in its
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ONGOING ACTIVITIES - 2020

Building Capacity to Incorporate Patient
Preferences into the Development of
Innovative RRT

To support the FDA and Advancing American Kidney Health's goals,
the deliverables of this project are:

 Prioritization of patient's perspective on benefits and risks of
innovative wearable devices.

* Inventory of benefit —risk levels for device attributes.

» Results from a pilot study of patient preferences for innovative
wearable devices.

» Develop a strategy to capture patient preference information as
real world evidence.

* Publications on best practices and lessons learned from
developing the survey.

Target End Date: 2021
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Patient
Endpoints Preference
Initiative

AKI
Biomarkers
Roadmap

ONGOING ACTIVITIES - 2020

Developing a Technology Roadmap to
Catalyze the Development of Biomarkers for
Acute Kidney Injury (AKI)

The roadmap is anticipated to include:

1.

The Unmet Need for AKI Biomarkers

a) Overview of challenges

b) Trends, drivers, and opportunities for AKI biomarker
use

c) Contexts of Use

Gaps / Challenges to Advancing AKI Biomarkers

Proposed Activity Timelines and Activities to Catalyze

the Development

Target End Date: Q1 2021
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L ONGOING ACTIVITIES - 2020

2020 Updates

TECHNOLOGY 1. Community Feedback on
ROADMAP Topics for Additional
Renl Replacermont Thoropy Supplements

£ g 2. Proposed Definitions for
Portable, Wearable,
Implantable Kidneys (Based

on Regulatory Pathways)

Patient
Endpoints Preference
Initiative

AKI
Biomarkers
Roadmap

RRT
Roadmap

October 2018

Prepared by
NEXIGHT GROUP

£ KHI .

BKHI=E F?usitdemnagn[ar;necmitx:n & : 3 . C | i n ica | Tri a | Des I g n
g, s 4 Stakeholder Understanding
— S f Xenotransplantation

Target End Date: Oct 2020
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—— ONGOING ACTIVITIES - 2020

4 NOW AVAILABLE: Interim User Guide for COVID-19

Patient cdise

Endpoints Preference R
In itiative Diabetic Kidney Disease Therapeutic Area User Guide v1.0

Release Information Files & Links

Published Date: 13 December 2014

A NOW AVAILABLE: Interim User Guide for COVID-19

Varsian 1.0 of the Diabatic Kidney

AKI RRT

EIEHELEE Roadmap 4K1W cdisc il kil B Soonace
Roadmap ol

RIRE PRt OB Senai <t Seand: Therapeutic Areas ¢ Kidney Transplant | Kidney Teansplant Therapeutic Area Lser Guide v1.0

i Kidney Transplant Therapeutic Area User Guide v1.0

Releasa Information Filos & Links.

Clinical
Trial
Design

side (TALIG-KT) was developed undes the CFAST Program and the CDISC Standards Development Process The
deseribes the most coammon beemedical concopts relevant ta Kdney Transplant, and the rocessary metadata to sepresent suth data consistontly

Bogy, COASH, SDTH, ard ADaM

areas. COISC Standards spocify how to structure the data:

nal Standards to represent data 6

uld be cobected or how b

COASC posts Publie o orits and resolutions to omments wede addresad in the stardaed development process.
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AKI
Biomarkers
Roadmap

Clinical
Trial
Design

Patient
Preference
Initiative

RRT
Roadmap

ONGOING ACTIVITIES - 2020

Understanding and Overcoming
the Challenges to Involving
Patients with Kidney Disease in
Cardiovascular Trial

A

Building the
Business Case

* Incentives
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—— ONGOING ACTIVITIES - 2020

S Kidney Pediatric Accelerator Trial
ndpoints Clearing House (Kidney-PATCH)
Pilot Program

- AK'k RRT Goals
lomarkers
Roadmap Roadmap * Enable feasibility assessment in terms of the
available patient populations through data sharing
Clinical and access to CKD pediatric registries

Trial
Design

e Facilitate assessment of the capacity of various
pediatric kidney clinical trial organizations

e Assist with identification of expertise that can
provide consultation on study planning
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AKI
Biomarkers
Roadmap

Clinical
Trial
Design

Patient
Preference
Initiative

RRT
Roadmap

Patient
Reported
Outcomes

ONGOING ACTIVITIES - 2020

Symptom Prioritization among Adults Receiving

In-Center Hemodialysis
A Mixed Methods Study

Jennifer E Flythe, Tandrea Hilliand, Graciels Castillo, Kountney Ikeler, kizmine Orazi, Emaad Abdel-Rahman,
Amy Barion Pai, Mathew B. Rivara(®), Wendy L S Fefer, Steven D. Weishord, Caroline Whlkie, and Rajnish Mehroira

Feature

Fostering Innovation in Symptom Management among
Hemodialysis Patients

Paths Forward for Insomnia, Muscle Cramps, and Fatigue

Jennifer E Flythe,' Tandrea Hilllard,* Elena Lumby,” Graciela Cagilla,” hm)meﬂrﬁn‘émaﬂM Abdel-Rahman,*

Amy Barion Pai,” Mavhew Bertrand Rivara,"” Wendy L. St. Peter,™ Steven Damow Weisbord,'™ """
Caroline M. Wilkie,"* and Rajnish Mebrotrs,"” for the Kidhey Heaith Initiafive Prioritizing s\nvnmx of ESRDY

CJASN ePr . Pyl
Feature i

Toward Patient-Centered Innovation
A Conceptual Framework for Patient-Reported Outcome Measures for
Transformative Kidney Replacement Devices

Jennifer E. Flythe,"” Tandrea S. Hilliard," Kourtney eler,* San Keller,” Debbie 5. Gipson (3,° Amanda C. Grandiner,*
Robert |. Nordyke (D, Ronald 0. Perrone(®),” Prabir Roy-Chaudhury,™ Mark Unruh,” Melisa West ™

Dueto the number of
canwibuting authos,
e 2l

Patients for Developing Therapeutic hierventions Stakeholder Mesting Participants ueto
Abstract f g Thesspes e g Dut Fraser BocellD,” and Frank P. Hursi®'"
Background and objectivesInd ividuals receiving i i i ymptomburdenthat Abstract ezl
affects their quality of life. i teliefin this 7 Individuals receiving in-center maintenance hemodialysis bear a high burden of both physical and mood thvamce  Abstract
population. T insymptom dataan. d § symptoms. More than half of patients on hemodialysis report deep disturbance, muscle cramps, and fatigue. dialysis-dependent ki 8 di
treatment preferences are needed. We underlook thisstudy to (1) identify patient-prioritized symptons for the Fatiens describe smptoms a hning a deleterios efect o thie quality of i, suggesing that symptom Comeww in funcrional status and overall wellbeing, Despite ﬂ}&wﬂgﬂm there have been few substantive
development of symptom relief therapies and (2) elicit preferences for weatments among individuals mceiving np ported outcomes. Mareover, patient {T,‘"m::\ advances in KRT in decades. As such, new federal initiatives seek to accelerate innovafion.
hemodialysia. | identified area for and innovation, prioritizi Cowirs: Historically, integration of patientperspectives nto KR praduct development has been limited. However, the US
. " vier healle ity andbiochemicalindices. Despite the imp h 3“'""’"" Hillkine Fpod and Dru i nizes the i fincorporaling patient perspeciives into the total
Design, setting, participants, teda mixed groupsin there has been little h geared toward improving and the ini 702 Bur eduet e orle (e, fom s e Imporian e o incorparating b persp: R
Canbaro, North Caralina; Tuesan, Arizana;and Seattle, Washington and a nationally distributed anline survey. innovation i I, the p logi & are poorly ‘v_\;-mld‘els P f\rﬂ; P " noep! po i a ges the
Focusgroup transcripts were analyzed for patterns, and the highest p‘mrll} symploms s detarmined cnthe understood, hampering the development of targe ted therapies. In ﬁn. there have been few drugs or devices e il patient-reporte W'W"E" regulatory- trials \ppropr y  Line o "
basis of frequency and reps . We used focus items. Focus groupand | ,ppmx,y",mhdwn ported outcomes iy insam ¥ ?g‘r P 0 " EmﬂMshﬁmc..r Y P priorities, themimy
survey results and synthesized for final symptom for patients on he modialysis. Recognizing this gap in innovation, the Kidney Health Initiative, a public-private , apublic—p par th UsFood and Drug
partnership between the American Society of Nephrology and US Food and Drug Administration, convened a comvened group to (1) develop pi ‘ﬁmwrﬁhrahalﬁ!«\ma& quality of life
Reslts ticipants Yy 2 the Uinited umr](grux'p(uﬁstp’mrt\msymplunsfnrﬂ!dm\:pn—n(:itherapat\(mfzrvcnnnm and then identify PROM; (2)identify and map existing PllOMsw(Jmu:noq;lm\ frmurk prioritizing them on the basis of their
States. The p finsomsia, fatigue, and nausea,/vomiting and the mood near. h goal .,.suw supporting evidenceforusein for we
s)'nvpmmsufamuﬁ) maq:mqm mood were reporied by participants in all focus groups. Amarg survey This paper ires the iology of the hiee " identifies key knowledgy in regulatory clinical triaks of ive KRT devices. This pap the proposed healthrelated
respondans, faigue (34%), cramping (77%), and body aches (76%) factors that chall of vt herapics, nd oers e ephrology commiy | quality-of-life PROM conceptual framework, map itizes PROMs, andi d future needs to

anc oeling depeease (863, werrled (B4%), and rustraed (83%) were the mast commen moed symprom. The
foc

top-pric ritized

i included the physical

fatigue, and d

ty, depression, and frustration.

Fa.rllupa.nh indicated that symptom frequency, duration, unpredictability, and social and finandial effects

factored most heavily into symptom prioritization.

Conclusions Patients prioritized the physical symptoms of insomnia, fatigue, and eramping and the mood
symploms of anxiety, depression, and frustration as the top symploms for which to find new therapies.
Clin] Am Soc Nepltrol 13: 735-745, 2018, doi: hups://dolorg/ 102215/ CIN. 10850917

Introd uction

More than 400,000 peaple with ESKD receive in<center
‘hemodialysis in the United States, and they experience
mq}llnnall) sigh ratesof morbidity and poos qualty

individuals with

[L -3). Existing data suggest that individuals on heme-
dialysis have, onaverage, 11 symptoms, and this high
symptom burden contributes to poor outcomes (4)
Fatients on dialysis have identified symptom relief as a
top research priority (5), and a recent interna tional
comsensushaed pricriization iniiative ramed fatigue,
amang; other symptoms, as a high priority outcome for
clirical trials {5). However, there have been few elfforts to
understand how and why patients prioritize symploms.
The first essential steps in fostering innovation in
symptom relief are identifying the symptoms that
patients feel are the most impartant to address and

s gasn.cug Vol 13 May, 2018

e Patient Reported Outcomes f
e Patient Reported Outcomes f

understanding which treatment strategies are most
desired by patients.

Prior research has identified common symptoms
amang individuals on dialysis, including fatigue, sad-
ness, difficulty falling or staying askecp, itching, muscle
cramps, pain, and sexual dysfunction (17-9). There isa
sigrificant assodiation between higher symptom burden
and quality of life impairment (24). Thus, it & reasan-
able to posit that symptom ameliomtion may lead to
meaningful improvement in patient-reparted outcomes
and/or quality of life. However, there are few drugs o
devices that have been approved by the US Food and
Drug Administration (FDA) that yield impmvement
in any patient-reported outcome amang individuals
on dialysis. Moreover, there has been litle research
ansymptam prioitization and treatment preferences
in this population.

Copyright 2018by he AmericanSacety o

actionable research goals for insomia, muscle cramps, and fafigue.
(in ] Am Soc Nephrol 14: LS(\—USO.ZOI‘?.d.m‘ hitps:/ /doi.org/ 102215/ CIN.O76T0615

Introduction

the years. Additionally, payment models focus

advance the development of rigorots, meaningful PROMS for se i clinical rials o ransformative KT devices.
CJASN 15: ees—see, 2020. doi: hitps:/ /doiorg/ 102215/ CIN.00110120

Individuals receiving in-center Themo-
dialysis experience exceptionally high rates of mor-
bidity and poor quality of life compared with
individuals with other chranic diseases (1,2). A
high burden of both physical and mood symploms
is stangly associated with these pacr qulcomes
More than half of patients an hemodialysis report
sleep disturbance, cramping, and fatigue (3). Patients
describie symptoms as substantially affecting their
quality of life because of interierence with social
relationships, financial stability, and overall well-
being (45). These data suggest that symptom alle-
viation may meaningfully improve patieni-reported
outcomes.

Moreover, patients on hemodialysis have identi-
fied symptom management as a key area for research
and innovation, prioritizing symptoms over other
health outcomes such as montality and biochemical
indices (6,7). Despite the importance of sympioms
to patients, there has been little research geared
toward improving patient symptoms, and therefore
minimal innavation in symptom management over

150 Copyright © 209 by the Amerkan Sackey of Nephaolagy

Patients on Dialysis

largely on
outcomes, missing an opportunity Io incent symp-
tom-focused care delivery. In general, the physio-
logic underpinnings of symptoms are poorly
understood, hampering the development of targeted.
therapies. In fact, there have bem few drugs or
devices approved by the US Food and Drug Admin-
istration (FDA) for the indication of improving any
patient-reported outcomes for patients on hemodi-
alysis. Tnnovation in symplom management is es-
sential o meel the needs of individuals receiving
maintenance hemodialysis.

ve Hemodialysis Symptom

ew

In 2016, the Kidney Health Initiative (KH), a public—
private parmership between the American Society of
Nephmiogy and FDA, assembled an interdisciplinary
warkgmoup to (1) conduct a study 1o prioritize symp-
tams 1o target for therapeutic development amang

e cpancag; Vol 14

Mare than 700000 Americars receive KRT—dialysis
or kidney transplantation—costing the Medicare sys-
tem $35 billion in 2016 (1). Despite this investment,
individuals receiving dialysis experience considerable
disease and treatment-related declines in functional
stalus and overall wellbeing. Dialysis is highly burden-
some, with many individuals treated with incenter
hemodialysis, a therapy that is disruptive to daily life
and often compounded by debilitating side effectssuch
as cramping, fatigue, poor sleep, and depression (24)

To address this state of affairs, inititives such as
KidreyX, an innovation accelerator supported by a
public—private partnership between the US Depart-
ment of Health and Human Services and the Amer-
ican Society of Nephrology (ASN), and the Executive
Order, Advancing American Kidney Health, seek to
disrupt existing approaches to kidney care and in-
centivize innovation in KRT (5,6). Next-generation
KRT devices are lkely to encompass a spectrum of
technologies, from portable to wearable to implant-
able bivengineered products, many with the potential
to revalutionize the patient experience. Historically,
integration of patient perspectives into KRT product
development has been limited. However, the US Food
and Dimg Administration (FDA) recognizes patient
perspectives as essential to safe, effective medical product

W cjasn.ang Vol 15 October, 372

development and evaluation, and the Center for Devices
and Radiologic Health ramed partrering with patients as
a strategic priority in 2016 (7).

Using patient-reported outcomes (FROs) in defin-
ing clinical wial end poinis is one opportunity to
encourage more patient-centered innovation and
evaluation of medical products (7). Existing patient-
reported outeome measures (PROMs) may not ade-
quately reflect patient priorities (8). The Standard
Outcomes in Nephrology (SONG) Initiative found
that patients prioritize relief of fatigue, ability 10 work
and travel, and more dialysis-free ime as outcomes
for clinical trials, concepts not specifically captured in
existing PROMs (2). PROMs that better capiure pa-
tient pricrities would focus innovators and regulatars
on the treatment effects most meaningful Lo patients.

Kidney Health Initiative Transformative KRT
Devices FROM Project
Qverview

FROMs used as outcome assessments in regulatory
triaks must meel rigarous criteria and be semsitive in
defecting treatment (eg., KRT device) effects and
discriminating between scores in a clinical trial's teat-
ment and nontreatment arms (3,10). As such, all PROMs
used in dinical practice may not be appropriate for
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SAVE THE DATE!

Monthly KHI Member Town Halls

Wednesday, July 15, 2020 4:00PM EDT

Wednesday, August 5, 2020 4:00PM EDT

Wednesday, September 2, 2020 4:00PM EDT
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, ) , mallain@asn-online.org
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Communications & zcahill@asn-online.org
Marketing Specialist

Elisheba Wilson
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Administrative Associate
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