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Introduction

Many institutions across the U.S. are involved in clinical research. 
When most people think of clinical research, they think of 
scientists and the patients that participate. However, a clinical 
research program cannot realize its full potential—or ensure its 
regulatory compliance—without robust clinical research 
operations. 

An essential component of clinical research operations is the 
research revenue cycle, highlighting the importance of ensuring 
research billing compliance. 

Brief Overview of Applicable Regulations 
in Clinical Research
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Brief overview of applicable regulations 

National Coverage Determinations (NCDs) applicable to research 
billing
• NCD 310.1- Medicare’s Clinical Trial National Coverage 

Determination
• Other NCDs- Apply to select services inside and outside a 

clinical trial
• Will have indications and limitations for use on CMS’s website
• i.e., NCD 220.6.17 (PET Scan), NCD 190.23 (TSH)

Brief overview of applicable regulations 

• Local Coverage Determinations (LCDs)- these are billing rules set 
by the local Medicare Administrative Contractor (MAC)

5

6



11/17/2020

4

Brief overview of applicable regulations 

• Medicare Benefit Policy Manual- provides general coverage 
instructions that are not national coverage determinations

• Medical Claims Processing Manual- Policies and procedures for 
day-to-day operations. 

• Affordable Care Act- Healthcare reform enacted in 2010.

Clinical Research Billing Risk Areas
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Regulatory Risk Areas

OverpaymentsOverpayments False ClaimsFalse Claims

Medicare 
Secondary 

Payer (MSP)

Medicare 
Secondary 

Payer (MSP)

Other Risk Areas

Patient 
Compliance

Patient 
Compliance

Reputational 
Risk

Reputational 
Risk
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Enforcement Examples

Enforcement Actions

• 2005- Rush University- $1Million
• 2005- University of Alabama- Birmingham $3.4 Million
• 2005- Weill Cornell Medical Center- $4.3 Million
• 2010- Tenet- Norris Cancer Center $1.9 Million
• 2013- Emory University - $1.5 Million
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Rush University- 2005

• It was alleged that Rush inadvertently billed Medicare for 
services provided during cancer therapy research that were not 
reimbursable under NCD 310.1.

• Rush self-disclosed the error within 30 days of identifying the 
issue.

• Rush paid about $1 million to settle the matter. The government 
could have imposed a higher penalty but did not because of 
self-disclosure, cooperation and the commitment to 
implementing a clinical trials process office.

University of Alabama Birmingham-2005

• Two whistleblowers alleged that the University of Alabama 
Birmingham violated the False Claims Act in two ways:

• First, the school overstated the work effort the study team could 
contribute to the grant resulting in overpayment.

• Second, double-billed Medicare for services the grant was paying for.
• The university ended up paying over $3.3 million to settle 

allegations. 
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Weill Cornell Medical Center-2005

• A whistleblower alleged that Weill Cornell violated the False 
Claims Act in multiple ways:

• Double billing Medicaid for some services that were paid for by grants.
• Violation of the 33% rule- One researcher was receiving more than one 

third of a NIH grant’s funds.
• Charging full salaries of some staff who were not involved in research 

or did not contribute all their time to research paid for by a 
government grant.

• The university ended up paying over $4.3 million to settle 
allegations. 

What has gone wrong?

Silos and lack of 
communication:

research ops, rev cycle, 
compliance, legal, etc.

Silos and lack of 
communication:

research ops, rev cycle, 
compliance, legal, etc.

Unicorn expertise/skill 
sets and lack of training 

and education 

Unicorn expertise/skill 
sets and lack of training 

and education 

Interface between 
research ops and research 

compliance

Interface between 
research ops and research 

compliance

Minimal understand of  
risks by PIs, study teams, 

research admin

Minimal understand of  
risks by PIs, study teams, 

research admin

Lack of consistent 
processes and/or lack of 

accountability

Lack of consistent 
processes and/or lack of 

accountability

Insufficient auditing and 
monitoring to quickly 

identify aberrant billing, 
so issue is not identified 
until it’s a huge problem

Insufficient auditing and 
monitoring to quickly 

identify aberrant billing, 
so issue is not identified 
until it’s a huge problem
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Research Revenue Cycle: Process

Key Elements of the Process

• A coverage analysis is not the sole component of the process to 
ensure an institution has compliant clinical research billing. 
There are other key elements that come before and after 
coverage analysis. 
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Key Elements of the Process-
Pre-enrollment

Feasibility 
analysis

Feasibility 
analysis Study intakeStudy intake

Coverage 
Analysis- QCT 
Analysis, Grid 

Development & 
Coding

Coverage 
Analysis- QCT 
Analysis, Grid 

Development & 
Coding

Internal budget 
development

Internal budget 
development

External budget 
development 

and CTA 
negotiation

External budget 
development 

and CTA 
negotiation

Document 
harmonization 

Document 
harmonization 

Key Elements of the Process-
Pre-enrollment
• Feasibility Analysis- Deciding whether an institution should 

participate in a clinical trial. Is there capacity? Capability? 
Financially beneficial? Aligned with strategies/goals?

• Study Intake- After institution decides to participate in the trial, 
they receive documents from the sponsor (i.e., Protocol, 
Informed Consent Form) and store them in a consistent manner, 
submit to IRB, etc. They also use these documents to create a 
coverage analysis. 
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Key Elements of the Process-
Pre-enrollment
• Coverage analysis (CA)- A CA determines if the study qualifies for 

coverage, and what items and services may potentially be billable. Steps 
include:

• Qualifying Clinical Trial Analysis- Conducted under NCD 310.1 to see if the study 
would qualify for coverage according to Medicare.

• Grid Development- The grid or calendar shows the timing of the visits, all charge-
generating services, and the frequency the services occur.

• Analysis- These services and their timepoints are then analyzed according to the 
study documents, clinical guidelines, NCD 310.1 and all other Medicare rules and 
regulations. This shows whether a service can be billed to Medicare or if it should be 
billed to research.

• Coding- The services identified are given a range of CPT or HCPCS codes. Codes are 
identified on the front end in order to facilitate identification of a service on the back-
end as a research related service and to budget an appropriate price. 

Key Elements of the Process-
Pre-enrollment
• Internal Budget Development - Once the CA is developed, the 

budgeting team will create an internal budget based on what 
the CA determined is a research cost that is not billable. It will 
almost mirror the CA document, but will also include pricing 
estimates and effort. 

• Budget Development (External) and CTA Negotiations- After 
building the internal budget and estimating the cost, the 
budgeting team will negotiate reimbursement with the sponsor 
to ensure the maximum amount of financial support from the 
sponsor for the institution's participation in the study.
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Key Elements of the Process-
Pre-enrollment
• Harmonization- After the IRB has approved the informed 

consent and the financial documents have been negotiated and 
executed, the CA undergoes one final review to ensure the final 
documents are in agreement with each other and everything 
that is being paid for by the sponsor or promised free is 
reflected in the CA. This is the opportunity to make final edits 
before the CA is used for billing.

• After harmonization, the CA is ready to be used and the study 
team may enroll patients in the trial! 

Key Elements of the Process-
Post-enrollment

Subject 
registration and 

tracking

Subject 
registration and 

tracking

Medical 
documentation

Medical 
documentation

Charge capture, 
segregation, 

research pricing

Charge capture, 
segregation, 

research pricing
BillingBilling Audit and reviewAudit and review
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Key Elements of the Process-
Post-enrollment
• Subject registration and tracking- This is a critical step in the 

process. It is important that research subjects are identified and 
flagged in the system so that their claims can be reviewed and 
billed to the appropriate account.

• Medical documentation- Visit notes should ensure 
documentation of medical necessity for all services that will 
billed in accordance with NCD 310.1. Documentation should 
overcome the presumption that all protocol-required services 
provided are for research purposes only.

Key Elements of the Process-
Post-enrollment
• Charge capture, segregation, research pricing- Once research 

participants are identified, the institution will need to identify and 
capture all charges for research services, and what will be billed to 
insurance per the CA. Inconsistent research claims identification and 
segregation can result in charges being routed incorrectly, resulting 
in double billing or other billing errors.

• Billing- After research and routine care charge capture and 
segregation, charges are routed and billed to the accurate party (i.e., 
to the payor or to the sponsor). 

• Audit and review- It’s important to audit research billing to identify 
errors, determine root causes, refund overpayments, and ensure 
processes are updated to prevent a similar future issue. 
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Errors: Pitfalls Abound

Common Breakdowns in the Process

1. Missing Harmonization of CA and final documents review 
before CA is used to guide billing

2. ICF and CTA language misinterpretation
3. Keeping up with protocol amendments and Budget/CTA 

changes
4. Communication across silos- just one slip in process could 

result in a false claim/inaccurate billing
• Process changes in one silo that effect the whole spectrum, but process 

changes not communicated to rest of departments across the spectrum
5. Staffing changes/turnover 
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Common Errors
1. Billing for services not rendered
2. Billing for services already paid by sponsor or promised free in informed consent
3. Billing for services that are research only or are part of a non-qualifying clinical trial
4. Billing Medicare for device trials without approval
5. Billing Medicare advantage plans 
6. Billing for items or services not supported by required documentation (signed order, 

medical necessity, documentation of study participation)
7. Billing without proper codes, modifiers, or NCT #
8. Waiving or reimbursing subject copay or deductible obligations
9. Hospital billing and physician billing don’t match
10. Conditional payment language in the CTA and/or ICF
11. Failing to consider FMV in budget 
12. Nonprofit tax status risk

Setting Up for Success
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Best Practices

Everyone is involved
• PI engagement
• Compliance, Clinical Staff/Team, 

Operations, Administration, etc. 
• Consistent collaboration across silos

Centralized research support 
services with standardized 
processes
• Policies and procedures
• Coverage analysis, budget, 

contracting all done in same place

Consistency
• Have consistent processes across 

different departments

Training & Education
• Educate everyone involved from 

research administration and 
operations to the PIs

• Train individuals involved in claims 
processing

First Steps in Assessing Compliance

1. Understand the life cycle of study start up 
2. Understand how each member of the village plays an integral 

role in the process and how those roles intersect at your 
institution

3. Assess whether you have the specialized expertise to review 
clinical research billing compliance within your compliance 
team. If not, is there sufficient expertise that could be 
supplemented with education or do you need to consider 
engaging external support for this function?

4. Do you have enough research to justify internal expertise? 
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Where are some places to start?
1. Can your research operations or research revenue cycle team describe the billing 

compliance process to you? Does it make sense within the clinical billing system 
context you may already be aware of?

2. Are there policies and procedures related to the research revenue cycle? Can you audit 
whether those policies and procedures are being followed?

3. Are research patients flagged in your system such that the claims related to research 
patients are held and reviewed? 

4. Is there operational monitoring on a regular basis to confirm enrolled patients are 
flagged in the system as research patients prior to claim processing? 

5. If your bills drop within 3 business days of the service, do your processes ensure 
research patient claims are held within that time frame?

6. If you pull a sample of studies and look at the CTA, CA and ICF- does the language 
match? 

7. Sponsor invoicing- is there a process for confirming that insurance payers are not billed 
for services/items invoiced to sponsor?

Relationship between research 
compliance and research operations
1. Should be a strong partnership to foster collaboration 
2. Compliance involvement in routine monitoring done by the 

operations/revenue cycle team
3. Consider research ops as a key partner in your risk 

assessment/work plan development. 
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Ensuring Long Term Compliance

Continuous monitoring 
and auditing to identify 

problems early
Ongoing Training

Get people with the 
right skill sets. 

Communicate!!! 
Consider starting a work 

group or research 
compliance committee

Questions?
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