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Nursing Continuing Professional
Development Credit

- None of the speakers have relevant financial relationships with ineligible companies to disclose.

- The Oncology Nursing Society is accredited as a provider of nursing continuing professional development
by the American Nurse's Credentialing Center's Commission on Accreditation.

- Learners who view the full webinar and complete the online evaluation will earn 1.5 NCPD contact hours.
The link to the evaluation will be provided in the chat at the conclusion of the webinar.

- This webinar is being provided jointly by ONS and LUNGevity.




Landscape: Clinical Trials

Barriers to Trial Participation

* Costisone of the top four cited
reasons that patients decline trial
participation.

* Patients from households making
under $50k are ~ 30% less likely to
participate.

* 79% of patients indicate an increased
likelihood to participate if provided
financial support.

« Sponsors and patients face barriers to
giving and receiving support. =
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Relevance: Why This Topic Matters

 Study visits, administrative time, screening failures, recruitment fees, and
non-standard-of-care fees are common elements of clinical trial budgets
for sites

* However, trial participants also face non-medical, out-of-pocket costs (e.g.,
travel, lodging, meals, childcare, etc.)

* Many sponsors provide support to defray these costs

* BUT there is significant variability across geographies, institutions, sponsor
companies, and third-party vendors in if/how programs are provided

* These issues create ethical and administrative challenges — even as trial
sites and sponsors are seeking ways to enhance trial diversity
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Background on the EACT Initiative

* EACT=Equitable Access to Clinical Trials

* Provide continuing forum for sharing best practices and collaborative action to advance
financial neutrality for patients participating in oncology clinical trials

* Financial neutrality? A participant should be financially indifferent to enrolling in a clinical trial

° EACT Activities 2023-2024

* 6 Working Groups
= |dentifying best practices & industry consensus standards for reimbursement programs (2023)
= Defining and clarifying tax/legal issues with reimbursement programs (2023)
= Expanding efforts to educate HCPs about availability of reimbursement (2023)
= Deeper dive for best practice and barriers for sponsors and sites (2024)
= Dissemination (2024)
= Maedical Out-of-Pocket Costs (2024)
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I
Website (eactproject.org)

Equitable Access to Clinical Trials

EliminatingjthesFinancial Burden for

Patie?fg"

4
/ﬁ

The Equitable Access to Clinical Trials (EACT) project provides a forum for sharing best
practices and collaborative action to advance financial neutrality for patients participating
in oncology clinical trials.

4

About the Project
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I
Case Study: Mary's Path to Equitable Access

* Mary is a 56-year-old single woman diagnosed with stage IV non-small cell lung cancer
(NSCLC) three years ago.

* She works as a bookkeeper from home and is the sole financial provider for herself.

* Her current treatment regimen involves oral therapy and requires her to travel to her
cancer center three hours away every three months.

* Recent scans show disease progression, and her oncologist has recommended a Phase 2
clinical trial testing an investigational drug.

* The trial requires frequent visits, including blood tests, imaging scans, and other
procedures.

* Mary will receive $4,000 for participating in 8 visits over the course of the trial.
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TYPES OF PARTICIPANT EXPENSES

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

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

Responsibilities

Extra scans

Expenses incurred by trial participants related to their
clinical trial participation that are not medical in nature
(for example, ground transportation, flights, bus/train
fare, parking fees, meals, hotel stays, time lost).

Costs incurred by clinical trial participants when
procedures related to the trial (e.g., labs, medications)
are considered standard-of-care (SOC) and therefore
are not covered by the study sponsor, and/or when
protocol-required care goes beyond what insurance
considers SOC and thus is not covered. Insurance
premiums, co-pays, and deductibles also fall in this
category.
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I —
PARTICIPANT CIRCUMSTANCES AFFECT EXPENSES

No available PTO ))) Lost income

No childcare support ))) Childcare costs
No available car ))) Taxi/bus/train fare

No ability to travel without caregiver ))) Increased meal/hotel costs
No eldercare support ))) Eldercare costs
No place to stay near site ))) Long-term housing costs
No petcare support ))) Petcare costs
No trial near site ))) Air fare / increased gas/tolls
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TYPES OF PARTICIPANT COMPENSATION

Stipends

Reimbursements
Prepayments

Concierge Service
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STIPENDS

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 associated with participating in a clinical research study. For
example, a study may offer a $120 stipend for every completed on-site visit, a $20 stipend for every completed phone visit, and
a $5 per week stipend for eDiary completion.

Sponsor:

Trial Site:

Participant:

Reduced out-of-pocket costs; no receipts necessary; receive money quickly
Can recognize participants’ time, effort, burden when compensation not tied to receipts

Less administrative burden

Sponsor:

Trial Site:

Participant:

Taxable income; may need to provide Social Security number and/or other personally
identifiable information (PIl); stipend amount may not cover all expenses

A given stipend amount may cover more expenses for some participants than others
(i.e., equal, but not equitable support)

May bear the burden of explaining taxable income to participant if patient-facing
documentation provided does not address all participant questions
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REIMBURSEMENTS

Repayment for out-of-pocket (OOP) 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, childcare.

Sponsor:

Participant:

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

Ensures fair coverage of all participants’ costs

Sponsor:

Trial Site:

Participant:

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

Administrative work to process if a third-party vendor is not contracted to provide
support

Staff time needed to facilitate program (collecting receipts, etc.)
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PREPAYMENTS

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

Participant:

Trial Site:

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

Less administrative burden

Participant:

Sponsor:

Without receipts, prepayment other than mileage is considered taxable income

Complexity if participant does not attend visit they have already been paid for
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CONCIERGE SERVICE

Services provided by a third-party vendor to support participants, such as payment management and scheduling/paying for
travel accommodations. Depending on the needs of the study and participant, these services can range from simple travel
arrangements (e.g., car service from the participant’s home to the site) to providing more complex support (e.g. temporary

housing, international flights).

Participant:
Sponsor:

Trial Site:

No need to spend time booking travel, etc.; no out-of-pocket expenses
No handling of receipts

Reduces time spent by site staff on payment management and travel coordination

Participant:

Sponsor:

Trial Site:

None
Need to contract with vendor to provide the support

Some site policies may not allow use of third-party vendors

0%,

EQUITABLE

ACCESS
TO CLINICAL
TRIALS



Key Terms

FINANCIAL NEUTRALITY In this context, when a participant experiences no negative financial impact due to participating in a clinical trial.

MEDICAL COSTS Costs incurred by clinical trial participants when procedures related to the trial (e.g., labs, medications) are considered standard-of-care
(sOC) and therefore are not covered by the study sponsor, and/or when protocol-required care goes beyond what insurance considers SOC
and thus is not covered. Insurance premiums, co-pays, and deductibles also fall in this category.

NON-MEDICAL COSTS Expenses incurred by trial participants related to their clinical trial participation that are not medical in nature (for example, ground
transportation, flights, bus/train fare, parking fees, meals, hotel stoys).

OUT-OF-POCKET EXPENSES Expenses paid by the participant with their own money at the time the expense is incurred.

PARTICIPANT EXPENSES 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.

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

REIMBURSEMENTS Repayment for OOP 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, childcare.

STIPENDS 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 associated with participating in a clinical research study. E.g.,, a study may offer a $120
stipend for every completed on-site visit, a $20 stipend for every completed phone visit, and a $5 per week stipend for eDiary completion.

THIRD-PARTY VENDOR In this context, a company that is not the trial sponsor that provides financial and/or travel support for clinical trial participants, often by
issuing a prepaid debit card.
TRAVEL SUPPORT /[ Services provided by the sponsor, trial site, or third-party vendor, such as payment management and scheduling/paying for travel
CONCIERGE SERVICES 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 the site) to complex (e.g., temporary housing, international flights).
%
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Case Study: Types of Payments

* Stipends: In Mary's case, $4,000 includes compensation for her time, effort, and
inconvenience. If the trial sponsor allocated the $4,000 entirely as a stipend without
addressing travel expenses, Mary might decline participation due to upfront out-of-pocket
costs.

* Reimbursements: Structured as non-taxable payments for travel, lodging, and meals,
reimbursements alleviate financial strain. If Mary had to submit receipts for every expense
but lacked the organizational capacity, she might face delays or miss out on
reimbursements.

* Prepayments: Offering prepayments for anticipated expenses, such as a $500 advance for
travel, ensures participants like Mary can afford upfront costs. Without prepayment, Mary
might need to borrow money or forego trial participation.

* Concierge Services: Coordinating travel and lodging for Mary eliminates the administrative
burden. If Mary were left to arrange her accommodations without guidance, the additional
stress might deter her participation.
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Learner Questions (poll)

1. What non-medical costs might a participant incur during a clinical trial?
A. Medications, lab draws, extra scans, insurance co-pays, extra doctor visits

B. Ground transportation, meals, time away from work, childcare, hotel stay

2.  What types of financial support can be made available to participants in clinical trials?
A.  Concierge service [ travel support, reimbursements, stipends, prepayments

B. Out-of-pocket expenses, lost income, travel support, financial neutrality

3. Companies are available (i.e, ‘third-party vendors’) to help site staff provide flexible and timely payment and
travel support to clinical trial participants.

A. True

B. False
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Case Study: Tax and Legal Considerations

 Tax Implications: Mary's $4,000 compensation would likely require reporting on a 1099-MISC form. If
the compensation was improperly communicated as reimbursement, Mary might face unexpected
tax liabilities.

» Safety Net Program Eligibility: Hypothetically, if Mary relied on Medicaid or other public benefits,
the $4,000 might disqualify her due to income limits. Transparent communication about this risk is
essential during the consent process.

e Administrative Burdens: Mary might need to provide documentation such as receipts and bank
account details for reimbursement. If she lacked access to a bank account and did not wish to
receive payments via a debit card, or struggled with record-keeping, delays could result.

* Documentation Status: If Mary were an undocumented immigrant, additional legal and logistical
barriers, such as the inability to open a bank account, could arise. Sponsors must create inclusive
processes to avoid excluding participants based on documentation.

* Anti-Kickback Statutes: If Mary’s compensation was disproportionate to her effort and expenses, the
sponsor might face legal scrutiny for potential inducement.
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I —
Learner Questions (poll)

Mary is participating in a Phase 2 clinical trial for a lung cancer investigational
drug. She receives 4 total reimbursement of $4,000 over 8 visits to cover her
travel and lodging expenses between January and November.

Now, consider ad scenario where instead of receiving reimbursements, Mary is
paid $500 per visit as compensation for her participation in the study. What
would be the likely tax reporting outcome?

A. Mary would not need to report the payments because they are under $600
for each visit.

B. B.The $4,000 total would be reported on a Form 1099-MISC as "Other Income,’
and Mary may owe taxes on it.

C. Since the payments are under $6,000 for the year, they are not taxable or
reportable.

D. D.The ?oyments,would be considered reimbursements and therefore not
subject to reporting or taxation.

30
EQUITABLE
ACCESS
TO CLINICAL
TRIALS



I —
Key Tax & Legal Issues

* Financial Liabilities for Trial Participants
* Tax implications
» Safety net program eligibility implications

* Legal considerations for Trial Participants (e.g., documentation status)
* Administrative burdens (e.g., receipts, bank accounts, etc.)

* Potential Legal Penalties for Sponsors
* Anti-Kickback
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Financial Liabilities for Trial Participants

Any clinical trial participant who receives 7806 of ‘
o R oeny ® . of sites agree
$600 or more In stipends within a single tax / income reporting
calendar year in the US will be reported deters participants from
enrolling in clinical
= Reporting: Participants must report all clinical trial trials.

payments as gross income on their tax return

= Withholding: If a participant doesn’t provide a 0 .
Taxpayer Identification Number, the payor should t?g é? Veofoséte;i;eis;”
automatically withhold 24% of their payments | st ——

= Form 1099: The participant is sent a Form 1099 as a because of concerns re:
record of their payments tax reporting on their

stipend payments
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Tax 101

About Form 1099-MISC

« Getting a 1099 doesn’t necessarily mean
you will owe taxes on the income, but you
will have to report it to the IRS on your tax
return if you file

« Obligation to file depends on total income,
filing status, and age
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I
Financial Liabilities for Trial Participants

75% of Sites Agree What benefits are participants

I D
The Tax Threshold of $600 for Concerned a bOUt IOSI ng )

Clinical Trial Participant Payments

in the US Should be Increased or Somel or (_]”, of the fQIIOWing:

Eliminated
- Social Security Income (SSI)

Medicaid

Supplemental Nutrition Assistance (SNAP)
Children’s Health Insurance Program (CHIP)
Earned Income Tax Credit (EITC)

Section 8 Housing Assistance

“Subjects will decline stipends, due
to being worried about losing
benefits, then end up going off
study prematurely because they
have financial struggles (which
may have been helped if they
accepted the stipend).”

-Clinical Research Site,

2024 Greenphire Site Survey

) 0%,
EQUITABLE
ACCESS
TO CLINICAL
TRIALS



- 0000000000/
Administrative Burdens for Sites

Processing clinical trial participant 65% of Sites Spend

taxes takes time and effort one Hour+ on Tax

Reporting

Responsibilities include:

« Addressing participant questions
* SSN collection

« 1099 reporting

« and more!
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I
Legal considerations for Trial Participants

U.S. Tax Residents (Including

Undocumented Individuals): Non-U.S. Residents (NRAS)
* Form W-9 is used for verification ¢ Form W-8BEN to certify foreign tax
residency

* Immigration status does not | |
exempt individuals from IRS tax ~ * Form 1042-S reporting required,

obligations regardless of amount
» Payments reported on 1099- * IRS does not share tax filing
MISC and taxed under U.S information with immigration

enforcement agencies (per IRC

resident rules if they meet the Section 6103)

substantial presence test

30
EQUITABLE
ACCESS
TO CLINICAL
TTTTT S



Financial Support—Legal Aspects

Legal
» Anti-Kickback Statute (AKS)-criminal liability 42 U.S.C. 1320a-7b(b)

» Civil Monetary Penalty Statute (CMP) 42 U.S.C. 1320a-7a(a)(5)

* |s the payment legal under U.S. law?—HHS Office of Inspector General (OIG)
* |s the payment permissible in trials which will be submitted to FDA?---FDA

* |s the payment an ethical treatment of the participant?---IRB

‘ L]
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Financial Support—Legal Aspects

Legal/Financial
» Anti-kickback Statute-criminal liability 42 U.S.C. 1320a-7b(b)

Whoever knowingly and willfully solicits or receives any remuneration (including any
kickback, bribe, or rebate) directly or indirectly, overtly or covertly, in cash or in kind—

(A) in return for referring an individual to a person for the furnishing or arranging
for the furnishing of any item or service for which payment may be made in whole or in
part under a Federal health care program, or

(B)in return for purchasing, leasing, ordering, or arranging for or recommending
purchasing, leasing, or ordering any good, facility, service, or item for which payment may
be made in whole or in part under a Federal health care program,

Society
Cancer

Action
/=l Network™

-
shall be guilty of a felony and upon conviction thereof, shall be fined not more than ém‘%rg;““
$100,000 or imprisoned for not more than 10 years, or both. “



https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-999189077-1439987205&term_occur=999&term_src=title:42:chapter:7:subchapter:XI:part:A:section:1320a%E2%80%937b
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-991716523-1615532605&term_occur=999&term_src=title:42:chapter:7:subchapter:XI:part:A:section:1320a%E2%80%937b
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-1916747158-1415260733&term_occur=999&term_src=title:42:chapter:7:subchapter:XI:part:A:section:1320a%E2%80%937b
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-1916747158-1415260733&term_occur=999&term_src=title:42:chapter:7:subchapter:XI:part:A:section:1320a%E2%80%937b

Financial Support—Legal Aspects

Legal/Financial
» Civil Monetary Penalty 42 U.S.C. 1320a-7a(a)(5)

...offers to or transfers remuneration to any individual eligible for
benefits under subchapter XVIII of this chapter, or under a State health
care program (as defined in section 1320a—7(h) of this title) that

such person knows or should know is likely to influence such individual
to order or receive from a particular provider, practitioner, or supplier
any item or service for which payment may be made, in whole or in
part, under subchapter XVIII, or a State health care program (as so
defined);
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https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-999189077-1439987205&term_occur=999&term_src=title:42:chapter:7:subchapter:XI:part:A:section:1320a%E2%80%937a
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-80204913-1615532603&term_occur=999&term_src=
https://www.law.cornell.edu/uscode/text/42/1320a%E2%80%937#h
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-991716523-1615532605&term_occur=999&term_src=
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-505233192-1439987204&term_occur=999&term_src=
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-1792794459-1439987208&term_occur=999&term_src=
https://www.law.cornell.edu/definitions/uscode.php?width=840&height=800&iframe=true&def_id=42-USC-80204913-1615532603&term_occur=999&term_src=

“Kickbacks” Are Meant to Steer or Increase Revenue

[ 25 justice.gov/opa/pr/medical-device-company-arthrex-pay-16-million-resolve-kickback-allegations Q W

BE An official website of the United States government Here's how you know

Our Offices Find Help Contact Us

Office of Public Affairs

Documents Internships FOIA Contact Information for Journalists

Justice.gov > Office of Public Affairs > News > Press Releases > Medical Device Company Arthrex To Pay $16 Million To Resolve
Kickback Allegations

News PRESS RELEASE

Al News Medical Device Company Arthrex to Pay
$16 Million to Resolve Kickback

Allegations

Blogs
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Financial Support—Reasons You Can Provide It
» Safe Harbors From CMP and AKS

* Requires illegal intent
* Variety of HHS OIG opinions protecting this practice
* Done all the time

AO 20-02 (January 22, 2020) Regarding financial assistance for travel, lodging, and other expenses provided

by a pharmaceutical manufacturer to certain patients prescribed the manufacturer's drug.

»  “Based on the facts certified in your request for an advisory opinion and supplemental submissions, we
conclude that, although the Arrangement could potentially generate prohibited remuneration under
the anti-kickback statute if the requisite intent to induce or reward referrals of Federal health care
program business were present, the Office of Inspector General (“OIG”) will not impose administrative
sanctions...”

AO-16-13 Regarding: (i) a proposal to waive cost-sharing obligations incurred by individuals for health care
services required for participation in a government-funded clinical research study (the "Proposed "

Arrangement"); and (ii) the payment of a stipend to study participants for the time and effort required to (A:m‘e;é?qn
participate in study visits. Society

" gotncer
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https://oig.hhs.gov/compliance/advisory-opinions/20-02/

Solution:
Clinical Trial Modernization Act (H.R. 8412)

The Bill

* Encourages clinical trial participation by underrepresented
populations by creating a safe harbor for sponsors who provide

patients with support in the form of: Clinical Trial

* Financial support of participant ancillary expenses, or time Modernization Act
and effort (e.g. food, transportation, lodging, stipends)

* Supporting participant medical cost sharing (e.g. co-pays) Introduced
. .. : May 15, 2024
* Provision of digital health technologies;
 Excludes from gross income remuneration provided by trial Lead Sponsors
sponsors to participants and excludes this income from Rep. Raul Ruiz (D-CA)
eligibility determinations for social safety net programs like Rep. Larry Bucshon (R-IN)
Medicaid.
* Authorizes community outreach grants to encourage clinical A
trial enrollment by underrepresented populations; American
Cancer
‘ Society
ﬂ“ Cancer
Action

/=l Network”



Financial Support—Reasons You Can Provide It
» Safe Harbors From CMP and AKS

* Annual Federal Register Solicitation for New Safe Harbors

* ACS CAN-led comments (23 Orgs): Comments to HHS Supporting Regulatory
Safe Harbor For Ancillary Costs | American Cancer Society Cancer Action
Network (fightcancer.org)

January 27, 2023

SUBMITTED THROUGH FEDERAL E-RULEMAKING PORTAL

Christi A. Grimm

Inspector General

Office of Inspector General

U.S. Department of Health & Human Services

330 Independence Avenue, SW m
Washington, DC 20201 Americqn
Cancer
Re:  Solicitation of Proposals for New and Modified Safe Harbors and Special Fraud ‘ Society
Alerts OIG-1122-N, 87 Fed. Reg. 72953 (Nov. 28, 2022) (“Annual Solicitation”) III cancer
] Action

Dear Inspector General Grimm:

=l \ctwork™


https://www.fightcancer.org/policy-resources/comments-hhs-supporting-regulatory-safe-harbor-ancillary-costs
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https://www.fightcancer.org/policy-resources/comments-hhs-supporting-regulatory-safe-harbor-ancillary-costs

Poll

» The purpose of the Anti-kickback statute is to?:
A. Prevent unethical treatment of trial participants
B. Prevent patients from receiving money as part of medical studies
C. Prevent financial fraud against federal healthcare programs

.

American
Cancer
Society

]“ Cancer
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Solutions:

Clinical Trial Modernization Act (H.R. 8412)

The Bill

Authorizes grants to encourage clinical trial enrollment by
underrepresented populations;

Encourages clinical trial participation by underrepresented
populations by creating a safe harbor for sponsors who provide
patients with support in the form of:

* Financial support of participant ancillary expenses, or time
and effort (e.g. food, transportation, lodging, stipends)

* Supporting participant medical cost sharing (e.g. co-pays)
* Provision of digital health technologies;

Excludes from gross income remuneration provided by trial
sponsors to participants and excludes this income from
eligibility determinations for social safety net programs like
Medicaid.

Access to Clinical Trials
Clinical Trial
Modernization Act

Introduced
May 15, 2024

Lead Sponsors
Rep. Raul Ruiz (D-CA)
Rep. Larry Bucshon (R-IN)

" H.R. 8412

American
Cancer
Society
“ Cancer

Action
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Case Study: IRB/HRPP Considerations

Mary is invited to take part in a research study to test an investigational drug. The study drug is not
currently approved for treatment of adult patients with their condition who require therapy for their
associated cancer. Participants will receive the study drug and are asked to complete blood tests,
imaging scans, eye-exams, and pregnancy tests (if applicable) for the purposes of this research
study.

They will also be asked to complete additional procedures that are consistent with your typical
standard of care treatment. They will receive the trial drug until their disease progresses, or they
experience side effects that require treatment be stopped. Participation will consist of in-person visits,
telephone calls, or a review of your medical chart to learn about health status. The risks are outlined in
the consent form including the (rare but possible) risk of death).

The total amount of time participants are in the study depends on how they tolerate the study drug,
and if their disease gets worse. Participants will visit the study site every other week for the first 5
weeks, then every 4 weeks for the next five visits, and then every 12 weeks while you are in the study.

Participants will be compensated $4,000 for 8 total visits.
Is this compensation amount reasonable? Does this constitute undue influence?
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Regulations Concerning Compensation

- The federal regulations concerning human subjects research (21 CFR 50 & 56
[FDA] and 45 CFR 46 [HHS]), contain limited language regarding
requirements for compensating research participants.

- In fact, “compensation” is only mentioned once in the FDA and HHS human
subjects research regulations, in “Basic Elements of Consent” requirements:

- (B) For research involving more than minimal risk, an explanation as to whether any
compensation and an explanation as to whether any medical treatments are available if

injury occurs and, if so, what they consist of, or where further information may be obtained
(45 CFR 46.116(b)(6); 21 CFR 50.25(a)(6))
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I
FDA Guidance on Compensation

« However, the FDA has provided guidance on research
compensation, including the responsibility of IRBs to review and
comment on the appropriateness of compensation provided to
participants during research activities.

Payment and Reimbursement to Research Subjects
(JANUARY 2018)

INFORMATION SHEET

Payment and Reimbursement to Research
Subjects

Guidance for Institutional Review Boards and Clinical Investigators

JANUARY 2018
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https://www.fda.gov/regulatory-information/search-fda-guidance-documents/payment-and-reimbursement-research-subjects#:~:text=Paying%20research%20subjects%20in%20exchange,it%20is%20a%20recruitment%20incentive.

I
FDA Guidance on Compensation

e General FDA guidance on compensation to research participants:
e Paying research subjects in exchange for their participation is a common and, in general,
acceptable practice.

e Payment to research subjects for participation in studies is not considered a benefit that
would be part of the weighing of benefits or risks; it is a recruitment incentive.

e Payment for participation in research should be just and fair, including a fair reflection of
the time, effort, and inconvenience of the participant involved in the research.

e Ex: Clinical drug/device research vs. minimal risk research
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I
FDA Guidance on Compensation

e General FDA guidance on compensation to research participants
(continued):
e In contrast to payment for participation, FDA does not consider reimbursement
for travel expenses to and from the clinical trial site and associated costs such as
airfare, parking, and lodging to raise issues regarding undue influence.

e All information concerning payment, including the amount, type, and schedule of
payment(s), should be set forth in the informed consent document and presented
to the IRB at the time of initial review.

e Any credit for payment should accrue as the study progresses and not be
contingent upon the subject completing the entire study.
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IRB Responsibilities

e Payment for participation may raise difficult questions that should be addressed by the
IRB, including how much money should research subjects receive, and for what should
subjects receive payment, such as their time, inconvenience, discomfort, or some other
consideration.

e The IRB should review both the amount of payment and the proposed method and timing
of disbursement to assure that neither are coercive or present undue influence.

The main ethical concern with compensating participants in clinical research is
that payment has the potential to constitute undue influence, distorting the
judgment of subjects and affecting the truly voluntary nature of their informed
consent.

» Undue influence may occur if the nature of the payment is such that it has the
potential to alter a participant’s decision-making process such that she or he may not
appropriately consider the risks of participating in the research.
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Concerns with Compensation

Financial incentives have proven effective in behavioral interventions such
as smoking cessation and patient adherence programs.

Financial incentives improve clinical trial enrollment and scientific validity.

The professional research subject phenomenon.

 Neither coercion nor undue influence is clearly defined in U.S.
regulations or guidance—nor dre the terms well understood by
IRBs or investigators.

» This has led to a wide discrepancy in interpretation among IRBs
(both internally and externally).

* IRBs tend to be sensitive and cautious to high payments, based on
the concepts of undue influence and coercion.
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Undue Influence — Not clearly defined

- An inducement is undue if it encourages participants to lie or conceal
information in order to participate or prompts participants who
otherwise would not participate to enter a study that poses significant
risks. An inducement may be undue if participants could have been
recruited for less compensation. ~Ruth Macklin

* Or, undue inducement occurs when an incentive is so attractive that it
causes people to ignore their personal values or preferences in order
to participate in the research. ~Neal Dickert and Christine Grady

» Or, undue influence includes four elements: (1) an offered good (2) of
excessive value, making it extremely compelling, (3) which
encourages participants to exercise poor judgment (4) while taking
on risk of serious harm. ~ Ezekiel Emanuel
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Concerns Regarding Low Payment

« Low payment could be considered an issue of Justice

 Avoid exploitation, not by eliminating the opportunity to
participate in low-paying (or nonpaying) studies, but by
promoting offers of payment that are fair.

 Exposure to unjustifiable risks due to recruitment shortfalls
« Overburdening certain populations

» Make sure that studies have been designed in a way that
reduces the possibility of deception and minimizes undue
influence. Then,

- Acknowledge that undue influence may not be eliminated.
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What should participants be paid?

- Participants should be reimbursed for any expenses they incur; no one should have
to pay out of pocket to contribute to socially valuable research.

+ Participants should be compensated in the manner that would generally be
expected in their locale for assuming similar burdens and time commitments in
nonresearch contexts.

- Market-based approach, the value of the labor is whatever the study sponsors will pay
« Wage model, subjects should be paid a wage equivalent to the wage paid to unskilled laborers
« Reimbursement model, subjects should be compensated for lost wages, travel, and other expenses

- The actual options available to each individual outside of the research setting are
not relevant to determining the fairness of research compensation.

« Further fairness considerations include assumption of risk and availability of other
benefits within the study.

 Fair compensation could be lower if there is a prospect of direct medical benefit to
the individual participant or if collateral, nonfinancial benefits are made available to
participants
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Case Study: IRB/HRPP Considerations

Mary is invited to take part in a research study to test an investigational drug. The study drug is not
currently approved for treatment of adult patients with their condition who require therapy for their
associated cancer. Participants will receive the study drug and are asked to complete blood tests,
imaging scans, eye-exams, and pregnancy tests (if applicable) for the purposes of this research
study.

They will also be asked to complete additional procedures that are consistent with your typical
standard of care treatment. They will receive the trial drug until their disease progresses, or they
experience side effects that require treatment be stopped. Participation will consist of in-person visits,
telephone calls, or a review of your medical chart to learn about health status. The risks are outlined in
the consent form including the (rare but possible) risk of death).

The total amount of time participants are in the study depends on how they tolerate the study drug,
and if their disease gets worse. Participants will visit the study site every other week for the first 5
weeks, then every 4 weeks for the next five visits, and then every 12 weeks while you are in the study.

Participants will be compensated $4,000 for 8 total visits.
Is this compensation amount reasonable? Does this constitute undue influence?
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EACT Resources for Site Personnel

(eactproject.orq)

Resources

Participant Needs Assessment and Engaging with Sponsors About Financial
Discussion Guide Support Programs for Participants
A tool to aid clinical trial site personnel in A checklist to help clinical trial staff ensure that
determining patients’ assistance needs and study participants get the support they need

directing them to resources
LEARN MORE

LEARN MORE

Get the guide Get the checklist
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Case Example

- Mary is a 56 yo single woman diagnosed with stage IV NSCLC 3
years ago. She works as a bookkeeper and is her sole source of
support for herself. She works from home but has definitive
deadlines she must meet on a regular basis. She has done well on
oral therapy only need to travel the 3 hours to her cancer center
every 3 months. Her most recent scans reveadled she has
progression of her disease, and her physician has recommended
a clinical trial. Mary is concerned about the travel and needed to
miss work as well as the need to stay overnight.

* Mary’s resedrch team engaged with the clinical trial sponsor to
complete the checklist prior to opening the study.

 Mary’s clinical trial team has also completed the needs
assessment when introducing the trial to Mary.
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Case Study: Resources for Site Personnel

* Needs Assessment Tools: Using a comprehensive tool, site staff evaluated Mary’s financial
and logistical challenges. Without this tool, staff might have overlooked Mary’s travel
difficulties or her reliance on Medicaid, leading to inadequate support.

* IRB Training and Collaboration: Proper training helped site staff understand IRB
expectations. Without training, staff might have failed to document compensation
correctly, causing regulatory issues.

* Clear Documentation Processes: Mary received straightforward instructions for
reimbursement and stipend documentation. A lack of clarity in instructions could result in
delays or errors in payment processing.

* Participant Education: Without education about compensation structure and implications,
Mary might have misunderstood her financial responsibilities or rights, leading to
dissatisfaction or withdrawal.
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Checklist for working with Trial Sponsors

* Site staff that play a crucial role in ensuring that study participants
have the support they need to successfully participate in the trial

* This is especially true of the non-medical impact on patients.

* It is important that site staff be knowledgeable about both the
needs of their patients and the support offered in a clinical trial

* This information is often included in the study protocol and
referenced in the informed consent form (ICF)

 EACT has created a checklist as a fillable PDF that site staff can use
when discussing new trials with sponsors
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Checklist for Clinical Trial Staff (1)

%o
Engaging with Sponsors about Financial Support
EQUITABLE
Programs for Participants: JACCESS

TRIALS

Checklist for Clinical Trial Site Staff

During budget negotiations, staff should ask trial sponsors these questions regarding
support for non-medical, out-of-pocket participant costs.

1. Does the sponsor offer financial support for trial participants’ non-medical, out-of-
pocket costs?
O Yes 1 No

if “no,” there is no need to proceed with questions. If “yes,” ask for the following
information.

2. Are there eligibility requirements for patients seeking to access this support?
O Yes I No

If “yes,” please list:

3. What type of support is offered?
O Prepayment [0 Reimbursement

If “prepayment™:

3a. provide details including how much support is provided, at what interval (e.g.
weekly, monthly), and how funds are dispersed (e.g. preloaded debit card, direct
deposit to bank account, other):

[ 4
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ChecKklist for Clinical Trial Staff (2)

If “reimbursement,” proceed with the remaining questions.

3b. What is the procedure for submitting and approving reimbursements?

3c. What are the participant’s responsibilities (list below with any applicable time
limits):

3d. What are the site’s responsibilities (list below with any applicable time limits):

3e. What expenses are considered reimbursable? Check all that apply and provide
any limits (ie, maximum amount reimbursable) and restrictions:

[1 Personal auto travel (including tolls and mileage)

1 Taxi, rideshare service, public transportation

[ 4
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Checklist for Clinical Trial Staff (3)

1 Airfare, train fare

1 Parking

O Lodging

1 Meals (is this per meal or per diem allowance?)
I Childcare, elder care, pet care

U Lost wages

1 Equipment, IT needs
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ChecKklist for Clinical Trial Staff (4)

3f. Are these same expenses covered for a caregiver or other person who must
accompany the participant?

[l Yes 1 No

If “no,” explain what is and is not covered for the caregiver:

3g. Provide other relevant information on the reimbursement program (e.g,
whether the program is contracted through a third-party vendor, whether
payments are sent directly to the participant or to the trial site, etc.):
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Participant Needs Assessment Tool

* Clinical trials often have non-medical financial implications impacting
a patient’s eligibility/adherence

 EACT has created fillable forms to help site staff assess these types of
needs with patients considering a trial

* This tool can be used to provide a baseline assessment of non-
medical financial needs before the patient is enrolled in a clinical trial
as well as for reassessment after the patient is enrolled, as their
needs may change during conduct of the trial.
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Participant Needs Assessment Tool (1)

- ..
For Clinical Trial Site Personnel: equiYaBLE
P ACCESS
Participant Needs Assessment Tool TO SLINICAL

A clinical trial may have non—-medical financial implications that couwld impact a
patient’s eligibility and adherence. This tool can be used to gather information from
patients to provide a baseline assessment of non—-medical financial needs before the
patient is enrolled in a clinical trial as well as for reassessment after the patient is
enrolled, as their needs may change during conduct of the trial.

Patient ID: Trial:

This trial requires:

O Daily visits O Patient must be accompanied by

P noth dult for treatment
O Weekly visits < er adult for ents

1 Monthly visits Fother
1 All care must be done at trial site = other
O Owvernight hospital stay = other
the same week O Other

Patient Needs Assessment Questions

These should be asked at baseline (pre—enroliment) and at periodic follow-ups (e.g.
after the first and third treatment cycles).

1. Will needs like daycare, elder care, pet care, or child pickup interfere with your ability
to make it to treatment appointments?

Baseline: Oy O™ Date:
Follow-up I Oy OMN Date:
Follow-up 2: Oy M Date:

la. If financial assistance were available, would it help?

Baseline: Oy OmM Date:
Follow-up I Oy OMN Date:
Follow-up 2: oy COMN Date:
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Particip

ant Needs Assessment Tool (2)

2. Would financial assistance with costs related to travel to appointments (e.g, airfare,
gas cards, parking assistance) help you adhere to your appointment schedule?

Baseline: Oy ON Date:

Follow-up I: OY ON Date:

Follow-up 2: OY ON Date:

3. will you need overnight lodging for yourself? For your family/caregiver?

Self: Baseline: Oy ON Date:

Follow-upl OY ON Date:

Follow-up2: OY ON Date:

Family/caregiver: Baseline: Oy ON Date:

Follow-uplk OY ON Date:

Follow-up2: OY ON Date:

4. Do you know whether your insurance has coverage for clinical trials, including travel
assistance?

Baseline: OY ON Date:

Follow-up I: OY ON Date:

Follow-up 2: OY ON Date:

4a. Would you like to meet with a financial counselor for help in reviewing your

coverage?
Baseline: Oy ON Date:
Follow-up 1: Oy ON Date:

Follow-up 2: Oy ON Date:

5. Will you or a caregiver need to miss work to make it to study appointments?

Baseline: OY ON Date:

Follow-up 1: Oy ON Date:

Follow-up 2: OY ON Date:
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Participant Needs Assessment Tool (3)

[s]
.. -9
For Patients: Potential Financial Resources
EQUITABLE
ACCESS
Patient ID: Trial: To%mscm

Areas that may impact your patient, based on their responses:

O Travel O Missed work (patient and/or caregiver)
0O Meals 0 Other
0O Gas, parking O Other

O Childcare, elder care, or pet care

This guide gives you a list of resources that may help cover the non-medical costs of
participating in a clinical trial The resources may be provided by the trial itself, your
hospital or clinic, or local or national organizations. If you have questions about how
to access or qualify for these resources, please talk to your healthcare team.

Your trial provides assistance with:

O Travel O Missed work (patient and/or caregiver)
O Meals O Other
O Gas, parking O Other

O Childcare, elder care, or pet care

Resources provided by healthcare institution [site personnel to custorize]

0o o o o o

Local resources [site personnel to customize]

u]

m]

o

National resources [site personne! to customize]

O American Cancer Society www.cancer.org/support-programs-and-services

O Leukemia & Lymphoma Society www lls org/support-resources/financial-support

O National Cancer Institute supportorgs.cancergov

m]
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Case Example

* Mary is a 56 yo sing?(le woman diagnosed with stage IV NSCLC 3
years ago. She works as a bookkeeper and is her sole source of
support for herself. She works from home but has definitive
deadlines she must meet on a regular basis. She has done well on
oral therapy only need to travel the 3 hours to her cancer center
every 3 months. Her most recent scans revealed she has
progression of her disease, and her physician has recommmended
a clinical trial. Mary is concerned about the travel and needed to
miss work as well as the need to stay overnight.

* Mary’s research team engaged with the clinical trial sponsor to
complete the checklist prior to opening the study.

- Mary’s clinical trial team has also completed the needs
assessment when introducing the trial to Mary.
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Learner Questions (poll)

1. What are the things that the site could have learned from the sponsor
during the checklist engagement that could help Mary feel more
comfortable about enrolling in the trial?

A. The trial covers travel and lodging costs

B. The trial excuses Mary from her bookkeeping deadlines

C. The trial provides free drug

D. The trial allows the patient to submit receipts for various expenses.
A

B

C

Aand D
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Learner Questions (poll)

—
.

What things has the team learned by completing the participant
needs assessment that could help Mary feel more comfortable in
enrolling in the trial?

Mary lives on a fixed income and is her sole source of income
Mary needs a pet sitter

Mary could use help with gas, lodging and parking

Mary’s insurance includes coverage for clinical trials

OOW>UOWp

All of the Above
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est Practice Recommendations for Sponsors
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Equitable Access
to Clinical Trials:
Eliminating the
Financial Burden

for Patients

Best Practice Considerations
and Recommended
Approaches for Sponsors
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About the Equitable Access to Clinical Trials Initiative

Patients cite cost as a top reason for declining clinical trial participation. 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 a
reimbursement program.

The initiative, hosted by LUNGevity Foundation, consists of a steering group and working groups
tasked with:
« Identifying best practices and defining industry consensus standards for reimbursement
programs
« Defining and clarifying tax and legal issues with reimbursement programs
« Expanding efforts to educate patients and healthcare providers about the availability of
reimbursement

For more information, visit www.eactproject.org.
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EACT Tax & Legal Issue Briet

L) L J L]
EQUITABLE I Tax and Legal
ACCESS
TO CLINIC AL Considerations for
TRIALS

Compensation

Programs for
Clinical Trial
Participants

Tax and Legal Considerations for

Compensation Programs for Clinical Trial

Participants
Policy Solutions for
; 5 A ; P Mitigating Risks
Policy solutions for mitigating both perceived and
actual risks
LEARN MORE
%0
Download the report EQUITABLE
ACCESS
TO CLINICAL

TRIALS
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EACT Resources for Site Personnel

(eactproject.orq)

Resources

Participant Needs Assessment and Engaging with Sponsors About Financial
Discussion Guide Support Programs for Participants
A tool to aid clinical trial site personnel in A checklist to help clinical trial staff ensure that
determining patients’ assistance needs and study participants get the support they need

directing them to resources
LEARN MORE

LEARN MORE

Get the guide Get the checklist
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Discussion: Q&A

-

EQUITABLE

ACCESS
CCCCCCCCCC
TTTTTT



Evaluation and ONS

e NCPD Credit
YW\

EQUITABLE

ACCESS Live activity link for QR code and chat
TO CLINICAL
TRIALS

https://courses.ons.org/diweb/gateway/init/1/f/catalog*2Fitem*2
Feid*2FW213



https://courses.ons.org/diweb/gateway/init/1/f/catalog*2Fitem*2Feid*2FW213
https://courses.ons.org/diweb/gateway/init/1/f/catalog*2Fitem*2Feid*2FW213
https://courses.ons.org/diweb/gateway/init/1/f/catalog*2Fitem*2Feid*2FW213

Thank youl!
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