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Current Research Funding Landscape

* Governmental/Public Research funding has been relatively
stagnant over the past, whereas industry funding has increased
over the past decade !

* Governmental/Public funding of kidney disease research pales in
comparison to other medicine subspecialties 2

* What kidney disease research is funded by governmental/public
sources is primarily focused on earlier stages of CKD
(i.e. prevention, not ESRD treatment)

“.'.ﬂ.;l

Takeaway: Advancement of PD research depends on
investment by industry invested in ESRD treatment ﬂ

1 Hamilton HM, Matheson JD, Cairns-Smith S et al. The Anatomy of Medical Research: US and International Comparisons.
JAMA. 2015;313(2):174-189

2 National Institute of Health. Enacted appropriations for FY 2017.
https://www.hhs.gov/about/budget/fy2017/budget-in-brief/nih/index.html
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Why Does/Should Industry Provide Funding?

* Competitive interests in exploring new drugs, devices, biologics, best
practice (clinical-economic advantages: increased uptake, time on therapy)

* Build trust among global stakeholders (prescribers, patients, and providers,
payers, and policy-makers)
* Key Opinion Leader (KOL) development and cultivation

* Provides commercial feedback re: geo-expansion or foothold into new
markets

* Corporate Social Responsibility (CSR)

Decision-making that incorporates social responsibility and not just the
impact on commercial activities *; “responsibility of enterprises for their
impacts on society” 2

Paying back to the society that they’ve profited from...to advance science

But, industry’s interest in funding research vacillates over time in terms of
if... and what research they are willing to fund (depends on medical &
commercial leadership perspectives)

1 Droppert H, Bennett S. Corporate social responsibility in global health: an exploratory study of multinational pharmaceutical
firms. Global Health 2015; 11: 1-8

2 European Commission: Corporate Social Responsibility (CSR) http://ec.europa.eu/growth/industry/corporate-social-
responsibility/index_en.htm. April 9, 2015.
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Industry-Sponsored Trials

Characteristics:
The concept is developed, study designed & conducted by industry

Research is focused on demonstrating specific benefits of industry
product/therapy

Typically multi-center trial

Issues -2
Industry (funder) has vested interest in results
Variable association between industry funding and positive outcomes
More often than not associated with better study design/methodology
* Control arm

* ITT analysis
* Blinding of patients/clinicians/assessors

Definitely more costly for industry to do (than IIRs, Data Mining, etc.)

Khan NR et al. Saad H, Oravec CS. A review of industry funding in RCTs published in the Neurosurgical literature-The Elephant in the
Room. Neurosurgery 2017; 0:1-8

Linker A, Yang A, Roper N, Whitaker E, Korenstein D. Impact of industry collaboration on RCTs in oncology.

Eur J Cancer. 2017, 72: 71-77




Industry-Sponsored Trials: Examples

balANZ Study: A multicentre, randomised, controlled trial to
determine whether peritoneal dialysis treatment with a low GDP,
neutral pH peritoneal dialysis (PD) solution (balance) compared to
standard PD solution is associated with superior preservation of
residual renal function.

Sponsor: Fresenius Medical Care Australia

The IMPENDIA Trial: A multi-Center, Prospective, Randomized Trial To
Demonstrate Improved Metabolic Control of PEN VS Dianeal Only in
Diabetic CAPD and APD Patients

Sponsor: Baxter Healthcare Corporation

ADEMEX (Adequacy of Peritoneal Dialysis in Mexico): A multicenter,

randomized, controlled trial to assess the effects of increased

peritoneal clearances on mortality rates in peritoneal dialysis
Sponsor: Baxter Healthcare Corporation

= Informed Practice + Product agnostic
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Investigator-Initiated Research (IIR) Programs

Characteristics:

Concept developed, study designed and conducted by independent investigators

Constraints” Industry offers via “Request For Proposals” (RFP) rounds (i.e. annual, bi-
annual, quarterly, ad hoc)

* Topics focused on demonstrating specific benefits of industry product/therapy

* Research topics usually well circumscribed; timeline, budget, specifications defined

Grant awards generally more modest; IIRs are lower cost to industry as depends on
external investigator’s foundation infrastructure

Issues

Constraints: Topics limited to industry-perceived research gaps

Industry (funder) has vested interest in results

* 1IR selection decision may be associated with likelihood of positive result
Decision: Design/Study Feasibility, Safety, Impact, Budget, Pl track record
Usually single center; may have a limited clinical impact

Frequently slow enrollment, delayed result

Funding decisions may be directed at enhancing KOL/SME Development

Should not be used as a means to “seed the market” |\ /ESTIGATOR-INITIATED
RESEARCH

OUR COMMITMENT TO COLLABORATION EXTENDS TO FOSTERING
NEW RELATIONSHIPS WITH SCIENTISTS AND NURTURING TOP
RESEARCH TALENT.




Investigator-Initiated Research: Examples

» Effect of Kt/V on survival and clinical outcome in CAPD patients in a
randomized prospective study
Research Grant Provider: Baxter Healthcare Corporation 19987
Kidney International 2003; 64: 649—-656

* Comparative Outcomes With Hemodialysis and Peritoneal Dialysis in
Patients With End-Stage Renal Disease
Research Grant Provider: Baxter Healthcare Corporation 2008
Arch Intern Med. 2011;171(2):110-118.

e Efficacy and Safety of a Double Icodextrin Dose in Elderly Incident
CAPD Patients on Incremental PD.
Research Grant Provider: Baxter Healthcare Corporation 2013




Question #1

Decision to fund a research proposal by industry is
optimized by all of the following except:

a) demonstrating previous success in completing research
endeavors in a timely manner

b) clarifying the association between research objectives and
relevance to industry objectives

c) providing milestones for completion of the study

d) Padding the budget to request the maximal amount of

funding despite actual needs
e) clearly articulated primary objective with statistics

demonstrating power necessary to address question

https://manage.eventmobi.com/en/ars/results/question14514/378451/3a50a67b39fe83c550d1e290e6bd638c/
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Registry Data Mining Agreements

Characteristics:

Outreach is made by industry to one or more specific registry-holding

entities with the goal of addressing a specific research question

*  Prompted by unmet questions about product/therapy in industry “Needs
Assessment”

Retrospective, observational analysis

* Analysis subject to selection bias (characteristic of retrospective, observational
studies)

Awards generally more modest; lower cost to industry as it depends on

external investigator’s foundation infrastructure

Typically multicenter data

Issues
Typically not publically advertised
Focused on demonstrating specific benefits of industry product/therapy

Data publication may depend on results of analysis




Registry Data Mining Agreements: Examples

e Survival in Daily Home Hemodialysis and Matched Thrice-Weekly In-Center
Hemodialysis Patients
Data Mining Contract Provider: NxStage Medical
Data Mining Contract Recipient: Chronic Disease Research Group (CDRG)
J Am Soc Nephrol. 2012; 23(5): 895-904

* Survival of propensity-matched incident peritoneal and hemodialysis
patients in a United States health care system
Data Mining Contract Provider: Baxter Healthcare
Data Mining Contract Recipient: Kaiser Permanente Southern California
(KPSC) ESRD registry
Kidney Int 2014, 86:1016-22
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Academic-Foundation-Industry Collaborative Research

Characteristics:
Usually conceived of and facilitated by academia or a disease foundation

Typically focused on addressing a problem/problems/medical issues that
offer potential benefits to a more global community

Usually requires larger and longer term commitments from all
collaborators

Issues
Generally requires larger and longer term commitment from all partners

Funding depends on industry embracing a perspective of investment for
greater community good

LIFTS ALL BOATS.

!I b \
ARISINGTIDE %
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Academic-Foundation-Industry Collaborative Research:
Examples

BW Ramsey, Nepom GT, Lonial S. Academic, Foundation, and Industry Collaboration in Finding New Therapies Bonnie W.

N EnglJ Med 2017;376:1762-9




Academic-Foundation-Industry Collaborative Research

Problem identified:
* Type |l DM is an autoimmune disorder resulting in selective destruction of insulin-secreting

pancreatic islet beta cells
* Prevalence of Type | DM is 0.4% in the US and EU (small population)
* Insulin Replacement is effective in restoring metabolic control, but not preventative

Goal:
* Develop new therapeutic agents designed to interrupt disease progression by blocking

autoimmunity, preserving islet cells
Type 1 Diabetes Partner Matrix

National Institutes of Health (NIH) 4 E N Industry

Access to drugs

Safety information

Dosing and monitoring expertise

Funding support

Regulatory support

Trial monitoring

Data management |

Disease-Focused Foundations
Patient recruitment, publicity, and support
Funding support
Ancillary laboratory research support

Academic Medical Institutions
Immunology clinical-trial networks

Clinical research centers for patient
recruitment and trial conduct

Institutional review boards
Research pharmacies

BW Ramsey, Nepom GT, Lonial S. Academic, Foundation, and Industry Collaboration in Finding New Therapies Bonnie W.

- N EnglJ Med 2017,376:1762-9



Academic-Foundation-Industry Collaborative Research é.

GLOBAL FLUID STUDY

www, globalfluid.org

Longitudinal Evaluation of Peritoneal Membrane Function
and Structural Integrity in Peritoneal Dialysis

Officially endorsed & sponsored by:
International Society for Peritoneal Dialysis (ISPD)
British Renal Society

Sponsored by Educational Grants from:
Baxter Healthcare, Fresenius Medical Care & Gambro

Administration:
Institute of Nephrology, University of Wales College of Medicine, Cardiff, UK

KEY QUESTIONS TO BE ADDRESSED BY THE STUDY:

1. What are the longitudinal changes in function of the peritoneal membrane and are these
modified by treatment with different or more biocompatible dialysis solutions

2. What are the changes in markers of local and systemic inflammation and membrane integrity
and are any of these of prognostic or predictive value in identifying clinical changes




Academic-Foundation-Industry Collaborative Research .éh

D@PPS -

DiaLysis QUTCOMES AND
PracTIiCE PATTERNS STUDY

To identify modifiable and measurable PD practices that are associated with improved
patients survival and technique success using an international research collaborative

Endorsed & sponsored by
International Society of Peritoneal Dialysis

Sponsored primarily by:
Baxter Healthcare Corporation

Administration:
Arbor Research Collaborative for Health

KEY QUESTIONS TO BE ADDRESSED BY THE STUDY:

Infection: prevention Infection prevention:
and management + Antimicrobial Exit Site Ointment Application will lead to longer technique survival and
lower rates of infectious complications
+ Routine Patient Retraining will lead to longer technique survival and lower rates of
infectious complications
Infection management:
+ Continuous IP antibiotic use during peritonitis treatment will lead to lower rates of
technique failures and technique failure due to peritonitis compared to intermittent
antibiotic administration

Dialysis Prescription + Incremental start of PD leads to improved patient and technique survival
and Fluid Management + Early use of icodextrin prolongs peritoneal membrane function and improves patient and
technique survival (without detrimental effects on residual kidney function)
+ Routine monitoring of peritoneal membrane function leads to improved patient and
technique survival




Academlc-Foundatlon -Industry Collaborative Research "0
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STANDARDISED OUTCOMES IN NEPHROLOGY
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To establish a core set of outcomes for trials in patients on PD based on the shared priorities of
all stakeholders; this will help ensure that research is reporting meaningful and relevant
outcomes for patients with kidney disease, their family, and their clinicians; to support
decisions about treatment.
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inferdisciplinary chronic disease collaboration




A
Academic-Foundation-Industry Collaborative Research é'

Kidney Innovation Accelerator

To establish a public-private innovation fund capable of seeding and accelerating both
incremental improvements in treating kidney disease and real breakthroughs in
dialysis and other treatments for kidney disease




Question #2

Which one of following research funding mechanisms
is least likely to be targeted toward demonstrating
specific industry-related product benefits:

Industry-Sponsored Research
Investigator-Initiated Research Programs
Registry Data Mining Agreement
Academic-Disease Foundation-Industry Research
Collaborative

o0 T w
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Summary and Conclusions:
Suggestions for Working with Industry to Answer %
Key Research Questions ’

Understand all the various funding possibilities (industry- sponsored,
lIR, contractual data mining, collaborative)

Ascetain which may be pertinent to your research interest
(dovetailing with work you are or want to do)

Explore how to access/inquire about participation

Define the “Key Questions” and frame them in a way that is relevant
to industry and its goals (business case)

Make inquiries about funding possibilities mindful of industry budget
cycles (usually prior to Q4 of prior year)

Important to understand that industry does not have limitless
funding source

Industry’s interest in funding research vacillates over time

b g
It is imperative that those interested in obtaining industry research
effectively convey the “business case” for research support to those
in industry with real “power of the purse”




Thank You
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