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Introduction

In the United States, cancer clinical trial participants can incur significant non-medical, out-of-
pocket (OOP) costs. These costs are in addition to any medical expenses patients with cancer are
facing as they consider enrolling in a clinical trial. Many sponsors and some grant programs provide
support to defray these OOP costs, which may include reimbursement or upfront payments for
travel, lodging, meals, childcare, and other expenses. However, there is significant variability across
geographies, institutions, sponsor companies, and third-party vendors in whether and how these
programs and support are provided. Additionally, federally or institutionally sponsored trials may
need to rely on grant funding and/or philanthropy to provide this type of support to trial participants

if it is available at all.

Site staff that work with oncology clinical trial sponsors and those who help enroll, navigate, and
treat patients play a crucial role in ensuring that study participants have the support they need
to successfully participate in trials. This is especially true given the logistical burdens of trial
participation, which can often be overwhelming. It is important that site staff be knowledgeable
about the needs of their patients, the resources that could be available, and the best approaches

for identifying those needs and accessing trial participation support.

This Guide was developed by a multi-stakeholder group to help support clinical trial site staff

in advancing equitable access to cancer clinical trials by reducing the financial burden on trial
participants. This effort was undertaken by the Equitable Access to Clinical Trials (EACT) initiative.
EACT'’s goal is to make financial neutrality and financial support for trial participants the norm in all

oncology clinical trials.



Equitable Access to Clinical Trials:
Why Advancing Financial Neutrality Matters

* Patients cite costs as one of the top reasons for declining clinical trial participation.

* Patients making less than $50,000 per year are nearly 30% less likely to enroll in cancer
clinical trials. As income levels decreased, so did rates of participation.

« A Lazarex Cancer Foundation/MGH Cancer Care Equity Program found that, on average,
patients enrolled with an annual income under $35,000 spent more than $600 per month
to pay for the additional costs of travel and lodging.

« Clinical trial participation also creates financial burdens for caregivers (e.g., time off work,
travel, etc.).

Sources:

American Cancer Society Cancer Action Network

IMPACT Program, Lazarex Cancer Foundation (lazarex.org/impact)
Association of American Cancer Institutes Survey, 2022

Emanuel E.J. Cancer patients shouldn't be responsible for out-of-pocket costs. STAT News, 5/23/2023

About the Equitable Access to Clinical Trials Initiative

This project provides a forum for sharing best practices and collaborative action to advance
equitable access for patients participating in oncology clinical trials by reducing or removing
out-of-pocket costs through financial support programs.

The initiative, hosted by LUNGevity Foundation, consists of a steering group and working groups
tasked with:

* I[dentifying best practices and defining industry consensus standards for
financial support programs

» Defining and clarifying tax and legal issues with financial support programs

* Expanding efforts to educate patients and healthcare providers about the availability
of financial support programs

For more information, visit www.eactproject.org



Executive Summary

THE CHALLENGE

Patients cite cost as a top reason for declining clinical trial participation. The role
that financial considerations play in influencing someone’s decision to join and/
or stay in a study differs according to a range of factors: geography, personal

support network, employment and/or government assistance status, and more.

Without comprehensive, explicit regulatory guidance on the acceptability of
financial support for trial participants, sponsor, site and institutional review board
(IRB) interpretations of what is fair, compliant, and achievable will continue to vary.

THE APPROACH

Hosted by LUNGevity Foundation, a multi-stakeholder group comprising patient
and professional groups, IRBs, clinical trial sites, drug developers, contract
research organizations (CROs), and more came together to understand gaps
and barriers in the provision of support for clinical trial participants’ non-medical
out-of-pocket expenses.

The group homed in on three problem areas to address through working groups:

* Inconsistent implementation of support programs among sponsors

* Lack of communication between trial sponsors and trial site staff, and
between site staff and prospective participants, around the existence and
scope of these programs

* Legal and tax implications for trial sponsors and participants, respectively,
that may deter them from offering and utilizing financial support programs

DOCUMENT PURPOSE

This document is designed to provide information, support, and useful resources
to site personnel as they ensure that trial participants can access financial
support by:

» Understanding sources of out-of-pocket costs for clinical trial participants

» Defining financial neutrality and types of compensation for non-medical costs
associated with trial participation

* Outlining key roles and responsibilities across site personnel

» Addressing tax and legal issues

* Providing examples of various approaches among cancer clinical trial sites



Glossary

FINANCIAL NEUTRALITY

MEDICAL COSTS

NON-MEDICAL COSTS

OUT-OF-POCKET EXPENSE

PARTICIPANT EXPENSES

PREPAYMENTS

REIMBURSEMENTS

STIPENDS

THIRD-PARTY VENDOR

TRAVEL SUPPORT SERVICES

For the purposes of this document, a state of financial equilibrium
in which a patient experiences no negative financial impact from
participating in a clinical trial.

Expenses incurred by clinical trial participants when medical costs
related to the trial (e.g., protocol-required procedure, labs, or
medication) are considered standard of care and therefore are not
covered by the study sponsor, and/or when protocol-required care
goes beyond what insurance considers standard of care and thus is not
covered. Insurance premiums, co-pays, and deductibles also fall

in this category.

Expenses incurred by trial participants related to their participation that
are not medical in nature (e.g., air, bus, or train fare, parking fees, meals,
hotel stays).

An expense paid by the person incurring it with their own money at the
time it happens.

Costs incurred by a clinical trial participant that would not have
occurred if they were not participating in that trial at that time. These can
be medical or non-medical.

Money issued to trial participants by trial sponsors, sites, or thirdparty
vendors before trial-associated costs are incurred, with the intent that
the funds be used for those expenses.

Repayment for out-of-pocket expenses for clinical trial activities incurred
by participants. Reimbursements must be substantiated with supporting
documentation such as a receipt. Expenses eligible for reimbursement
may include, but are not limited to, hotel stays, air and ground
transportation, parking, meals, and childcare.

Fixed payments offered to participants for completing study visits or
other study activities (e.g., eDiary entries). Stipends are provided to
compensate participants for their time, effort, burden, discomfort, ond/or
risk associated with participating in a clinical research study.

For example, a study might offer a $120 stipend for every completed
onsite visit, a $20 stipend for every completed phone visit, and a $5 per
week eDiary stipend.

In this context, a company that is not the trial sponsor that provides
financial and/or logistical support for clinical trial participants, often
by issuing prepaid debit cards.

Services provided by the sponsor, trial site, or a third-party vendor,
such as scheduling and paying for travel accommodations, on behalf
of participants. Depending on the needs of the study and participant,
these travel services can range from simple (e.g. car service from the
participant’s home to



Sources of Out-of-Pocket Costs in Clinical Trials

Out-of-pocket costs for clinical trials can be medical or non-medical. The considerations and
recommendations in this document deal only with non-medical costs.

MEDICAL COSTS

Insurance Extra doctor Some medications, Extra scans
(copays, deductibles, visits procedures
premiums)

NON-MEDICAL COSTS

Q0OCG

Travel and Meals Time lost Trial-related Responsibilities
accommodations (from work, technology
family, etc.)




Types of Compensation for Non-medical Costs

There are several approaches to providing financial support to clinical trial participants for
non-medical OOP costs, including leveraging concierge services, and providing reimbursement,
prepayment, and stipends.

STIPEND (Fixed payments)

Patient: Reduced out-of-pocket costs; no receipts necessary; get money quickly

Sponsor: Can recognize participants’ time, burdens, risk when compensation not
tied to receipts

Trial Site: Less administrative burden

Patient: Taxable income; needs bank account, Social Security number, and/or other
personal identifiable information; stipend amount may not cover all expenses

Sponsor: May be harder to get Institutional Review Board approval; a given stipend
amount may cover more expenses for some participants than others (i.e., equal,
but not equitable, support); lack of safe harbor

Trial Site: Largely bear the burden of explaining taxable income to participant if
patient-facing documentation provided does not address all participant questions

REIMBURSEMENT (Repayment of incurred expenses)

Patient: Can recover full amount of approved trial-related expenses; no impact
on taxes or government assistance status

Sponsor: Ensures fair coverage of all participants’ costs

Patient: Must have sufficient funds to pay out of pocket or charge to credit
card and pay later; must get, keep track of, and send in receipts for approved
expenses; processing can take time

Sponsor: Administrative work to process
Trial Site: Staff time needed to facilitate program (collecting receipts, etc.)



PREPAYMENT (Upfront payment to offset expenses before they are incurred)

Patient: No need to pay for trial-related expenses from own funds or put on
credit card; no waiting for reimbursement; no receipts necessary

Trial Site: Less administrative burden

Patient: Without receipts, prepayment other than mileage would still be
considered taxable income

Sponsor: Complexity if participant misses visit

CONCIERGE SERVICE (use of a vendor to manage compensation)

Patient: No need to spend time booking travel, etc.; no out-of-pocket expenses
Sponsor: No handling of receipts
Trial Site: No handling of receipts

Sponsor: Need to contract with vendor
Trial Site: Some site policies may not allow use of third-party vendors




Tax & Legal Considerations

Providing financial support is likely to relieve patient burdens in the near term, thus increasing

the likelihood of patients enrolling and staying in clinical trials. However, recipients of support
beyond reimbursement for some out-of-pocket non-medical costs (e.g, travel, food) necessary
to participate in U.S. clinical trials can be subject to tax and income reporting requirements, which
can create administrative and financial burdens for patients. All research-related payments (e.g,,
stipends) must be reported by the trial sponsor except for reimbursements for actual expenses,
which can be excluded if the expenses are verified by receipts. Depending on a participant’s
individual income tax filing circumstances (e.g., filing status, other income, exemptions,
deductions, etc.), the income reported from clinical trial financial support programs may be
subject to federal and state income tax.

Tax Reporting

The reporting requirement for these clinical trial participant payments creates significant
challenges for both the trial site and participants. To ensure compliance with tax reporting rules,
a participant would be asked for their Taxpayer Identification Number (TIN; commonly a Social
Security Number) during the informed consent process or when applying for a financial support
program. This could be a barrier for potential trial participants who may not have or be willing to
share this information.

Safety Net Program Eligibility

In addition to potentially triggering a tax liability, stipends for clinical trial participation could affect
a recipient’s eligibility for safety net programs such as Supplemental Nutrition Assistance Program
(SNAP) benefits, Medicaid, Insurance Marketplace subsidies, or Veterans Affairs (VA) benefits, all of
which often have both annual income limits and assets tests. There is currently a $2,000 exclusion
from income calculations for Supplemental Security Income (SSI) eligibility when a patient
receives support for a rare disease clinical trial. Legislative efforts are ongoing to implement policy
changes that would extend a similar exclusion for participants in cancer and other serious disease
clinical trials.
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Call to Action

EACT's goal is that every cancer clinical trial offers and provides financial support to make
participation in studies cost neutral for participants. Achieving this goal requires some key things to
be true, including:

All trial sponsors:

o Should include funding support for OOP non-medical costs (in addition to medical costs
related to study requirements) for participants in every oncology study budget.’

All trial site staff:

o Should be educated and aware of the impact of OOP costs on trial participants and
availability/rules for accessing support programs.

o Depending on the staff role (e.g, trial operations, nurse navigator, financial counselor
etc.), individuals should become familiar with institutional policies, regulatory and
legal requirements, and available resources from sponsors and third parties to provide
financial support to trial participants.

Appropriate trial site staff:

o Should press trial sponsors upfront during budget negotiations to ensure that adequate
funding is provided, and processes are streamlined, to minimize the administrative
burden on staff and trial participants. 2

o Should assess patients’ individual circumstances and needs in managing OOP financial
impact of trial participation upfront (prior to informed consent discussions) and again at
various points throughout the trial. 3

o Should have clear processes in place to support participants in accessing available
financial support throughout the trial.

'EACT has developed a best practices guide for sponsors, called Advancing Equitable Access to Clinical Trials: Eliminating the
Financial Burden for Patients. This document can be downloaded from eactproject.org.

2EACT has developed checklist documents for clinical trial staff to support discussions with sponsors about financial assistance
for trial participants. This document can be downloaded from eactproject.org.

SEACT has developed checklist documents for clinical trial staff to support discussions with patients about their financial needs
relevant to their trial participation. This document can be downloaded from eactproject.org.

n



Tips, Tools & Resources for
Clinical Trial Site Personnel

Many individuals and groups within the structure of a clinical trial site have a role to play in
advancing efforts to mitigate financial burdens on trial participants. Ideally these efforts are
conducted throughout the entire process of launching and executing oncology clinical trials,
starting with securing funding for these costs (e.g., during grant preparation, budget negotiations
with study sponsors and/or philanthropy), ensuring funding is adequate, understanding and
implementing institutional policies, and eventually recruiting, consenting, navigating, treating,
monitoring, and retaining participants in those trials.

T Conduct
Site Planning Trial Review OO OO Activation - Enrolled
o Budget ° IRB Discussions 6] ° Partlc!pont Participant
- - Recruitment P
Negotiations o Institutional | | Y S —— Monitoring
o Grant Preparation Negotiations 1L P ° Participant

Consenting

Retainment

A holistic approach is necessary to ensuring financial neutrality for participants in
clinical trials. This approach involves multiple site-level stakeholders including
investigators, clinical trial professionals, social workers, navigators, nurses, IRB
members, budget, contracts and administrative staff.

EACT has developed enduring webinar content for many of these
stakeholders which is available for anyone to access at
https://www.eactproject.org/site-personnel-webinar

Identifying Non- Trial-Specific Funding Sources

Some sites have institutional financial reimbursement programs to cover OOP non-medical
expenses associated with clinical trial participation in studies that have no budget, are
underfunded or institutionally sponsored. These types of institutional programs seek to ensure that
eligible patients and their caregivers receive financial assistance for non-medical costs such as
transportation, parking, meals, internet, and childcare. There are various funding models, including
leveraging institutional philanthropy, state-based funding programs, and sponsor-supported
funds not tied to a specific study.

In Texas, a unique program for financial support of cancer clinical trial participants has
demonstrated how grant funding from a state-based initiative (Cancer Prevention and Research
Institute of Texas, CPRIT) can provide support where there is no or insufficient trial sponsor funding.
In this example, financial assistance is based on meeting established eligibility requirements

and the availability of funds for program services. Qualifying expense categories include things
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like meals, transportation, parking, wi-fi, airfare, hotel, childcare/eldercare. Reimbursements are
provided for the days of cancer clinical trial related visits and qualifying expenses are generally

set at a flat/per-diem rate. A third-party vendor is used to manage reimbursements. For specific
categories, including airfare, hotel, and rental cars, an itemized receipt is required. Data is collected
and evaluated to track program implementation.

Negotiating with Sponsors

Increasingly oncology clinical trial industry sponsors include some provisions for providing financial
support for OOP costs in their protocols and study budgets. However, the type and extent of
support vary significantly by company and by trial. It is important for site staff to be proactive in
understanding what a sponsor will cover and negotiating for adequate funding and streamlined
administrative procedures in advance of the start of the trial.

An EACT Project working group, focused on educating the care team about
available financial support programs, has developed this Checklist for Clinical
Trial Staff to use in discussions with industry sponsors up front during study
negotiations. This checklist provides a quick resource as a fillable PDF that site
staff can use when discussing new trials with sponsors.

Assessing Participant Needs

Decisions about enrolling and staying in a clinical trial are complex for patients to navigate. The
potential financial impact of participation may be a significant barrier for patients as they evaluate
trials, a barrier that could be mitigated by the availability of financial support. It is therefore crucial
for site staff to assess trial participants’ financial needs early on in the discussion about trial
participation, and throughout the trial (as circumstances may change over time).

While most Informed Consent Forms (ICF) will include some information about available financial
support for trial participants, this information may be hard to find and overshadowed by all the
clinical and risk aspects of the ICF document. For this reason, it is advisable to approach this
discussion with a patient as early as possible (even before review of the ICF).

EACT has developed a tool to help site staff gather information from patients to En‘%’ ;E
provide a baseline assessment of non-medical financial needs before the patient lﬁiﬂﬂ?
is enrolled in a clinical trial as well as for reassessment after the patient is enrolled, | 3 2
as their needs may change during conduct of the trial. E



Assisting Participants in Accessing Financial Support

Ensuring that trial sponsors provide financial support is only one part of the equation. It is equally
critical that clinical trial sites leverage a variety of key staff navigation roles to support patients and
help them access financial support. It is vital to ensure that key site staff in each institution are well-
versed in available programs across the board and specific to each clinical trial. Additional services,
like providing translation assistance and help in filling out forms or collecting documentation, are
also important to maximize opportunities for participants to receive the help they need to enroll and
stay in a trial.

AACI

Association of
American Cancer Institutes

DATA REPORT

.,!\' e __® . .
Clinical Trial Site
"Weiss”  Awareness and
TRIALS Experience with

Participant Financial
J\ LUNGEVITY Support Programs

Transforming Lung Cancer

A 2024 survey of 59 cancer institutes by the Association of American Cancer Institutes (AACI) found
that a majority of trial staff reported a “medium” awareness of financial support programs for

trial participants, with nearly 20% reporting a “low” knowledge/awareness level.
Among the barriers cited by site staff to providing financial support for clinical
trial participation are ethical concerns, regulatory requirements, and inconsistent
processes, all of which hinder the implementation of financial support programs.
This survey highlights a critical need for increased awareness, education, and
streamlined processes for site staff to help ensure equitable access to oncology
clinical trials.

Conclusion

Clinical trial site personnel provide a crucial link between sponsors of lifesaving cancer research
and the patients who participate in those studies. Recognizing the many responsibilities placed
upon site staff, EACT has developed this guide to help these staff assess patient needs for financial
support, identify relevant resources, and access available programs that can help patients enroll
and remain in a trial. EACT’'s multi-stakeholder members encourage clinical trial site administrators,
investigators, and operations staff to avail themselves of this material and share it widely with their
colleagues. Our collective goal is to ensure that financial neutrality and support for participants
becomes the norm in oncology clinical trials.
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Payment and Reimbursement to Research Subjects:
FDA, Office of Good Clinical Practice, 2018

Paying research subjects in
exchange for their participation
is @ common and, in general,
acceptable practice.”

a2 PSP ———"—

INFORMATION SHELT
Payment and Reimbursement to Research Su _

Guidance for in Bviaw Boavdls and C

JANEART 2018

=

lasusd by:

Cliesl Practice.

This e b Focd and Drug
ar Aot B . Itdoes person aed ls not bindag
on FIA o the puablic. Yo can use s proach I it satlses th g
the applicable statuses and regalations. To discuss an albernative approach, contact the
FDA staff respoasible for this guidatsce a3 listod bebosn

The iomal Bevirw Boad that the risks Yo suborts are rrascsabile
i relation bo sticipated bemefts [31 CFR 5641 (a))] s that tie comsent dosumet concains
an sdequate Seseription of the etudy procedares [21 CFR 50 25{a)1)] s well as the rigks [21
CFR poasialz)] and benefies [31 CFR 50 35(a)(3)]

DOWNLOAD THE DOCUMENT

KEY TAKEAWAYS
Reimbursement of travel expenses

« Reimbursement for travel expenses to and
from clinical trial site, and associated costs
such as airfare, parking, and lodging, are not
considered undue influence.

Payment for participation
« Payment should be “just and fair.”
Completion bonuses
« Bonus for completion must be “reasonable
and not so large as to unduly induce subjects
to stay in the study when they would otherwise
have withdrawn.”
Recruitment advertisements
« Ads should include information related to
compensation; these details should not
overshadow or stand out from other
information (e.g., no bolding, larger text).
Consent
« Informed consent form should include all

information concerning payment, including
amount and schedule.



Informed Consent FAQs: HHS, Office for

Human Research Protections

Because influence is contextual,
and undue influence is likely

to depend on an individual’s
situation, it is often difficult for
IRBs to draw a bright line
delimiting undue influence.

It is up to the IRB to use its
discretion in determining

which circumstances give

rise to undue influence.”

Informed Consent FAQs Office for Human
What Is Informed consent and when, why, and how must it be obtalned? +

Is it possible to oblain legally effective informed consent lo research in an urgent or +

emergency care selting?
What are the basic elements of Informed consent? +

What additional information might be appropriate to provide during the consent +

process?

Can consent o parental permission ever be "passhve” or "Implied?” +

‘What does it mean to minkmize the possibility of coercion or undue influsnce? +

VIEW THE GUIDELINES

OHRP

Research Protections

KEY TAKEAWAYS

High level of synergy with FDA guidance

« “Paying research subjects in exchange for
their participation is a common and, in
general, acceptable practice.”

Setting payment terms requires a balanced
approach

* Both researchers and Institutional Review
Boards (IRBs) need to be familiar with the
study population and the context of the
research to make reasonable judgments
about how compensation might affect
participation.

« Payments should not be “so high” that
they create an “undue influence” or
compromise prospective participants’
evaluation of study risks or “affect the
voluntariness of his or her choices.”

Payment terms must be justified

« Remuneration must be provided for the
right reasons; it should not be a way of
“offsetting risks.”

« Information submitted to IRBs should
point out and justify “proposed levels
and purposes.”

Consenting materials

« Consent process should include “detailed
account of the terms of payment, including
a description of the conditions under
which a subject would receive partial or no
payment (e.g., study withdrawal).”

* When determined appropriate by the IRB,
participants must be provided with
information related to “additional costs
to the subject that may result from
participation in the research.”



Summary of Committee Recommendations to FDA/OHRP:
Secretary’s Advisory Committee on Human Research

Protections (SACHRP)

Most payments to
participants do not pose
concerns about undue
influence and are often
ethically important.”

VIEW THE DOCUMENT

KEY TAKEAWAYS

- Encourage Institutional Review Boards (IRBs) to analyze
offers of payment to participants based the offer’s
purpose (e.g., reimbursement, incentive).

« Encourage researchers to specify the purpose of
payment offers in IRB submissions and justify amounts.

- Clarify that compensating participants for their time/effort
is not inherently unethical.

- Helps make participation “as attractive” as other
options by making up for financial differences.

- Should not be limited to studies without the possibility
of direct medical benefit (e.g. studies of healthy
subjects).

- In most cases, all participants in a study should be
compensated on a prorated basis, and equally, with
appropriate local adjustments.

« Acknowledge that appreciation payments do not raise
concerns about undue influence as they are small and
“not intended to meaningfully reimburse or compensate
study participants.”

« Describe the limited circumstances where incentive
payments may raise concerns.

- As incentives are a “net benefit” they cannot be so high
as to cloud a potential participants judgment.

- “Paternalistic overprotection” can backfire if incentives
are eliminated or too low (e.g., delayed enroliment,
canceled trials that expose enrollees to risk or burden
without potential for societal benefit).

- IRBs should make sure that any discomfort they have
with incentive payments is not serving as a proxy for
discomfort with the risks inherent in the study protocol.

« Clarify that incentives paid as completion bonuses can
be appropriate when a study also provides
reimbursement and compensation payments.

- Incentives typically encourage participants at
specified “checkpoints,” and to get to the “finish line,”
a completion bonus may be necessary.

- Providing an incentive payment in the form of a
completion bonus is least likely to be of ethical
concern if the study also compensates and
reimburses participants on a prorated schedule.

18



International Ethical Guidelines for Health-Related Research
Involving Humans: Council for International Organization of
Medical Sciences and World Health Organization, 2016

Participants should not
have to pay for making
a contribution to the
social good of research...
Research participants
should be reasonably
reimbursed for costs
directly incurred during
the research, such

as travel costs, and
compensated reasonably
for their inconvenience
and time spent.

International Ethical
Guidelines for
Health-related Research
Involving Humans

Prepared by the Council for International
Organizations of Medical Sciences (CIOMS)
in collaboration with the
World Health Organization (WHO)

DOWNLOAD THE GUIDELINES

KEY TAKEAWAYS
Compensation should be:

« Proportional to the time spent for research
purposes and/or travel.

« Calculated using the minimum hourly wage
in the region or country as a reference value.

« Reasonable according to monetary value
of the country and evaluated by local
research ethics committees, rather than by
international ones.

Compensation should not be:

« So large as to induce potential participants
to consent “against their better judgment or
deeply held beliefs.”

« Withheld until study completion to induce
participants to remain in the study.

« Provided to address risk, but rather for
inconvenience and time.

When a participant is unable to consent:

« Legally authorized representatives should
not be offered compensation for time.

« Participant lack of “decisional capacity”
must not preclude researchers from
providing reasonable compensation to
participants themselves.

When participant leaves the study early:

- Researcher-initiated for health reasons:
participant must be compensated for study
participation up to the point of withdrawal.

« Research-related harm: participant is
entitled to additional compensation.

« Willful noncompliance: researcher is
entitled to withhold part or all of payment.
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