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Medicare Reimbursement

A Step-by-Step Checklist for Conducting a Clinical Trial Medicare Coverage Analysis

<@

By Nick Repucci, MPH

Introduction:

ost clinical trials contain a mixture of routine
M and nonroutine items and services. Often, inter-

ventional clinical trials involve testing an experi-
mental drug or device, which is either added to—or
used in place of—the standard therapy for a particular
disease, as well as additional tests and procedures that
are used to monitor the effects of the experimental drug
or device. In clinical trials that contain both routine and
nonroutine care, the standard treatment regimen that a
patient would receive is modified in a manner that re-
quires the costs for such care to be reimbursed by mul-
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tiple payers—usually the sponsor of the clinical trial
and the patient’s insurer.

For this reason, it is important that institutions distin-
guish between routine care charges and nonroutine
care charges for care delivered during a patient’s par-
ticipation in a clinical trial. This task can be accom-
plished by conducting a reimbursement analysis or
“Medicare coverage analysis” (MCA). An MCA is a de-
tailed examination of the items and services provided in
a clinical trial to determine whether they are conven-
tionally or routinely provided to patients in a particular
disease state, or if they are to be provided to the pa-
tients for study purposes only. An MCA has several im-
portant uses. It can help institutions ensure clinical tri-
als billing compliance, avoid government scrutiny, and
improve the coordination and management of clinical
trials. MCAs also can help researchers develop and ne-
gotiate better clinical trial budgets and agreements,
maximize recovery of research-related costs, and mini-
mize financial burden on research participants.

Medicare coverage analysis relies on the use of Medi-
care coverage rules and routine care guidelines as the
basis for making billing decisions, and for ensuring that
claims that are to be sent to insurers are for only the
routine care delivered during a clinical trial. Medicare
coverage rules can be applied for all payers in order to
reduce potential billing errors associated with clinical
trials, because Medicare coverage rules provide the
most defined standards for clinical research billing.
Furthermore, the Affordable Care Act of 2010 requires
private insurers to provide coverage for members who
participate in clinical trials.
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Figure 1
DRAFT

Study Identifying Information

Institution Name

CONFIDENTIAL

Study Title:
Sponsor: IND/IDE Number:
Protocol Version/Date: Phase:
Principal Investigator: Department:
IRB Number: ICF Status:
CTA Status: Budget Status:
Qualifying Clinical Trials Analysis
QCTA Criteria Yes No Description

that falls within a Medicare benefit category (e.g., drugs and biologics,
physicians' services, diagnostic tests, etc.) and is not statutorily excluded from
coverage (e.g., cosmetic surgery, hearing aids, etc.).

The subject or purpose of this clinical trial is the evaluation of an item or service

This item or service under evaluation falls into the
Medicare benefit category of...

This clinical trial is not designed exclusively to test toxicity or disease
pathophysiology. It has therapeutic intent.

The primary objective of this clinical trial is...

(Study Protocol, Section X.X)

This clinical trial enrolls patients with diagnosed disease.

This clinical trial enrolls patients with a diagnosis of...

(Study Protocol, Section X.X)

clinical trials, or is deemed to be highly likely to have such characteristics.

This clinical trial has the regulatorily required, seven desirable characteristics of

This clinical trial is operating under IND # XXXXX.

This is a qualifying clinical trial.

Routine Care / Clinical Practice Guidelines:

Issues of Note:

Pl Signature

Date

1 0of1 MCA Template v1.0

There are three Medicare coverage rules, in particu-
lar, that provide guidance and restrictions on reim-
bursement for care provided during clinical trials: 1) 42
C.F.R. §413.90—a regulation that has been in place
since 1966 specifying that “costs incurred for research
purposes, over and above usual patient care, are not in-
cludable as allowable costs;” 2) Medicare’s Clinical
Trial Policy [National Coverage Determination for Rou-
tine Costs in Clinical Trials (NCD 310.1)]—a Medicare
coverage rule that was introduced in 2000, last revised
in 2007, and outlines coverage rules for routine costs in
“qualifying” clinical trials; and 3) regulations on cat-
egory B investigational device exemptions (IDE) found
in 42 C.F.R. §§ 405.201-405.215, 411.15, and 411.406. In
addition to these regulations, there are important Sub-
ject Injury and Medicare Secondary Payor rules that
dictate what is covered in the case of research-related
injury. Medicare also requires the use of particular
Healthcare Common Procedure Coding System
(HCPCS) modifiers on claims to help the Medicare con-
tractor or fiscal intermediary identify—and distinguish

Narrative

between—investigational and routine care provided
during a clinical trial. (For the purposes of this article,
however, we will focus solely on how to conduct an
MCA.))

There are several questions that must be answered
when determining whether or not (and how) a
research-related claim should be sent to Medicare or a
private insurer. With an MCA, several of these ques-
tions can be answered in advance—saving providers
time and money, and ensuring that false claims are not
being made. However, conducting an MCA is not al-
ways an easy task. It can require a substantial amount
of research on the part of the coverage analyst, and it
demands a great degree of due diligence. An MCA is, in
fact, a series of three analyses: 1) a determination of the
“qualifying” status of the research study in question
[i.e., whether or not the study meets all four qualifying
criteria of Medicare’s Clinical Trial Policy (NCD
310.1)]; 2) a determination of the routine nature of the
items and services provided during the clinical trial
(i.e., are the items and services that are part of the study
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considered routine/standard care, or are they for re-
search purposes only?); and 3) a determination of the
billable status for those items that are considered rou-
tine care (i.e., does Medicare reimburse for them?). The
following step-by-step checklist can be used as a guide
to help conduct an MCA.

Step-by-Step Instructions:

1. Gather essential documentation.

The following documents provide the basic informa-
tion needed for coverage analysis:

m Clinical trial protocol (if available, the approved, cur-
rent version);

® Laboratory/radiology-specific sub-protocol or in-
structions (if applicable);

®m Informed consent form (if available, the approved,
current version);

® Clinical Trial Agreement (CTA) (if available, the fully
executed version) or Notice of Award (NOA) (if ap-
plicable);

® Food and Drug Administration (FDA) status of inves-
tigational item (investigational new drug application
(IND), IDE, exemption documentation) (if appli-
cable); and

m Jtemized study budget (if available, the sponsor-
approved, current version).

Clinical trial (or “study”) protocols and subprotocols
(e.g., additional laboratory- or radiology-specific proto-
cols) describe in detail the trial eligibility criteria; the
schedule of events; the medications, dosages, and
safety information; the length of study, and a number of
other important, predefined study methods and materi-
als. Such protocols are “manuals” for investigators to
use when conducting the trial. For the purposes of con-
ducting an MCA, important information found in the
study protocol includes:

® Study title, protocol version and date;
m IND/IDE information;

® Jtems and services (study schema or schedule of
events);

m Researcher tasks and protocol requirements;
® Study purpose and objectives;

® Study population, disease state, and patient eligibil-
ity; and

® Study sponsor information.

The informed consent form provides detailed study
information in a manner that is easily understood by
the volunteer research subject. For the purposes of con-
ducting an MCA, important information found in the in-
formed consent form includes:

® [tems and services (which sometimes are not speci-
fied in the study protocol); and

® Financial information (e.g., items provided at no cost
to participants and language related to payment for
research-related injuries).

The clinical trial agreement is the contract between
the study sponsor and the institution. It describes the
terms and conditions of the relationship between the
two parties, and it is a binding legal document. For the

purposes of conducting an MCA, important information
found in the clinical trial agreement includes:

® The name and contact information of the study spon-
sor;

B An itemized study budget and payment schedule
(The study budget may be a separate document
from—or may be appended to—the clinical trial
agreement.);

m Specific items or services provided—or paid for—by
the sponsor (not included in the study budget); and

B Subject injury and indemnification language.

The FDA status of the investigational item documents
its approval for use in the study. The FDA status can be
in correspondence from the FDA or from the sponsor.
For the purposes of conducting an MCA, important in-
formation found in these documents includes an:

m IND or IDE number;
m IND exemption letter; or
m FDA Expanded Access determination.

2. Determine whether the study is a
qualifying clinical trial.

Using a template like the one shown in Figure 1 can
be useful when making a determination of whether or
not a particular study qualifies for Medicare coverage of
its routine costs, per NCD 310.1. Making such a deter-
mination requires the coverage analyst to examine the
above-mentioned essential documents for information
that will help answer the following three questions.

1) Is the subject or purpose of the clinical trial an evalu-
ation of an item or service that falls within a Medi-
care benefit category?

2) Does the clinical trial have therapeutic intent?

3) Does the clinical trial enroll patients with diagnosed
disease?

A clinical trial must meet these three requirements in
order to receive Medicare coverage of routine costs.
However, these three requirements, alone, are not suf-
ficient to qualify a clinical trial for Medicare coverage of
routine costs. Qualifying clinical trials also must meet
the following seven desirable characteristics of clinical
trials, or be deemed by the Agency for Healthcare Re-
search and Quality (AHRQ) to be highly likely to have
such characteristics:

1) The principal purpose of the trial is to test whether
the intervention potentially improves the partici-
pants’ health outcomes;

2) The trial is well-supported by available scientific and
medical information or it is intended to clarify or es-
tablish the health outcomes of interventions already
in common clinical use;

3) The trial does not unjustifiably duplicate existing
studies;

4) The trial design is appropriate to answer the re-
search question being asked in the trial;

5) The trial is sponsored by a credible organization or
individual capable of executing the proposed trial
successfully;

6) The trial is in compliance with federal regulations re-
lating to the protection of human subjects; and

7) All aspects of the trial are conducted according to
the appropriate standards of scientific integrity.
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B Trials conducted under an IND reviewed by the FDA;
and

m Trials that are exempt from having an IND under 21
CFR § 312.2(b)(1).

If a clinical trial meets these qualifying criteria—
including the three above-mentioned requirements and
the seven desirable characteristics of clinical trials (or is
deemed to be highly likely to have such
characteristics)—the clinical trial will receive Medicare
coverage of its associated routine costs.

Note: The Medicare Clinical Trial Policy (NCD 310.1)
“does not withdraw Medicare coverage for items and
services that may be covered according to local medical
review policies (LMRPs) or the regulations on category
B investigational device exemptions (IDE) found in 42
CFR §§ 405.201-405.215, 411.15, and 411.406.” For de-
vice studies, institutions should adhere to these regula-
tions and obtain preauthorization from their Medicare
Administrative Contractors for payment of study-
related routine costs.

3. Identify all items and services that are

part of the clinical trial.

Identify all items and services by examining the study
protocol and informed consent form. Recreate the
schedule of events or study schema, and include all
arms, visit dates, items and services, and any other im-
portant information indicating the frequency and de-
gree of items and services provided. This exercise
should result in the creation of a coverage grid, and
look similar to a detailed budget for the trial. See Fig-
ure 2.

It is important to always review the entire study pro-
tocol to identify items and services that may not be
listed in the schedule of events. Also, review the in-
formed consent form to ensure that the items and ser-
vices are congruent with the research protocol; note
any discrepancies. On the grid, place an X in the cells
on the visit date when the item is to occur. Shade the
cells where there is no item or service provided during
that visit date; do not leave any cells blank. Make the
grid as detailed as possible to ensure that nothing is
overlooked. For example, the schedule of events in the
study protocol may only list “CT Scan,” but the proto-
col narrative may specify “CT Abdomen & Pelvis
W/Contrast.” This detail is critical for coding and billing
purposes, as well as for distinguishing between CT
scans that are considered routine care versus those that
are performed for research purposes only.

a. Creating coverage ‘codes’

Different institutions use different codes to distin-
guish between items and services that are billable to
Medicare, items and services that are not billable to
Medicare, and items and services that are covered by
the trial sponsor. Many institutions use the following
three codes.

S indicates:

® Jtems or services that are capable of generating
charges in the institution’s billing system, for which
the trial sponsor is compensating the research site;

B Jtems or services provided by the trial sponsor at no
cost to the research site or study subjects [e.g., the
investigational item or service, itself (unless other-
wise covered outside of the clinical trial)]; and

m Jtems or services that are provided solely for re-
search purposes (i.e., to satisfy data collection and
analysis needs), are not used in the direct clinical
management of the patient, and are not covered by
Medicare.

M indicates:

B Jtems or services that are considered routine or con-
ventional care, typically provided absent a clinical
trial and covered by Medicare, and for which the
sponsor has not promised to pay the research site;

m [tems or services needed solely for administering the
investigational item or service (e.g., infusion services
for delivering a non-covered chemotherapeutic
agent);

B Jtems or services for reasonable and necessary clini-
cal observation following the administration of the
investigational item or service, for the prevention of
complications, or for the diagnosis or treatment of
complications; and

m Jtems or services that are covered under local medi-
cal review policies (LMRPs).

NB indicates:

m Jtems or services that are for research purposes only
but do not generate charges in the institution’s bill-
ing system (e.g., informed consent, adverse events);
and

m [tems or services that are not separately billable from
a covered item or service that may or may not be pro-
vided during the same visit (e.g., vital signs, height
and weight, etc.).

4. Identify all items and services that are
reimbursed by the sponsor or provided by
the sponsor at no cost to the research site

or study subjects.

Once all of the items and services that will be pro-
vided during the clinical trial are identified, begin popu-
lating the grid. There is no particular order required
when populating the grid, but we recommend starting
by identifying the items and services that are reim-
bursed by the sponsor or provided by the sponsor at no
cost to the research site and study subjects. First identi-
fying the items and services that are reimbursed by the
sponsor or provided by the sponsor at no cost has at
least two clear benefits:

1) Finding the necessary information to support spon-
sor coverage determinations is easier than finding evidence
for Medicare coverage; and

2) Sponsors often promise to pay for all or most items
and services provided in a trial, regardless of whether the
items and services are covered by Medicare.

When sponsors promise to pay for an item or service
that is also covered by Medicare, or if the informed con-
sent form indicates, for instance, that there are ‘“no
costs for participation,” the items and services cannot
be billed to Medicare. In this case, the coverage grid can
quickly be completed.
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section that discusses the investigational item, where
the sponsor discusses, for instance, who is supplying

provided). Explore the study protocol, particularly the

In order to determine which items and services are
being paid for or provided by the sponsor, examine the
clinical trial agreement payment section and budget (if
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the investigational drug and how the product should be
handled.

Additionally, scan the informed consent form for a
section that discusses costs to study subjects (e.g., “Im-
portant Financial Information”), and identify items and
services that are promised by the sponsor. For each
item or service that is being paid for or provided by the
sponsor, replace the ‘X’ on the coverage grid with an
‘S’. In the Comments, cite to the document that sup-
ports the determination that the sponsor is paying for or
providing the item or service. See Figure 3.

5. Identify all nonbillable items and services.
As noted above, nonbillable items and services in-
clude:

1) Items or services that are for research purposes only
but do NOT generate charges in an institution’s bill-
ing system (e.g., informed consent, adverse events,
concomitant medications, etc.); and

2) Items or services that are not separately billable
from a covered item or service that may or may not
be provided during the same visit (e.g., vital signs,
height and weight, etc.).

Because the coverage grid is modeled (in part) after a
study protocol’s schedule of events, it will list items and
services that are important to researchers who must ac-
curately follow the study protocol and complete case re-
port forms (CRFs) for the trial sponsor. But the costs of
these items and services are not captured in an institu-
tion’s billing system. While they are for research pur-
poses only, they should be marked as “NB”’ in the cov-
erage grid, and not “S,” because they are not items and
services that can be coded or billed to an insurer. A
sponsor’s detailed budget may or may not list these
nonbillable items and services individually. Their costs
often are captured under ‘“coordinator fees” or a simi-
lar line item, and they are reimbursed by the sponsor
based on the time spent performing the tasks.

Nonbillable items and services often are easy to iden-
tify. Common nonbillable items and services in clinical
trials include: informed consent, eligibility criteria, ad-
verse events/serious adverse events, and concomitant
medications. Other nonbillable items and services that
are routinely identified in the study protocol and cover-
age grid, but require further consideration, include:
height and weight, vital signs, performance status,
patient-reported quality of life assessments, and health
status questionnaires, scales, assessments, inventories,
and batteries. These items and services often are in-
cluded in a clinical assessment and are not separately
billable. Therefore, they also should be marked “NB” in
the coverage grid, and their comments should state that
they are not separately billable from a covered item or
service. See Figure 4. If unsure whether or not these
items and services are billable on their own, consult
with a coding and billing specialist.

6. Determine whether or not the remaining
items and services are routinely provided
outside of the clinical trial to patients with

the same disease as the study subjects.
It is not always easy to determine whether an item or
service provided in a clinical trial is considered routine

care. Not only is there geographic or regional variation
in routine care—meaning, the care you receive in At-
lanta may be different than the care you receive in Bos-
ton for the same illness—it also often varies between
neighboring institutions and even among clinicians in
the same practice. This phenomenon has been the focus
of health services research for many years, and it re-
mains a contentious issue in the medical community. Li-
censed physicians (generally) are free to make treat-
ment decisions based on their own medical judgment,
and do not necessarily base those decisions on
evidence-based clinical practices or consensus among
their peers.

Thus, the PI ultimately is responsible for making the
final determination of whether or not a particular item
or service provided in the clinical trial is considered
routine care. Otherwise, the coverage analyst should
utilize clinical practice or treatment guidelines, clinical
consensus statements, local clinical protocols or prac-
tice standards, and current peer-reviewed journal ar-
ticles (including comprehensive reviews and meta-
analyses) to make routine care determinations.

For each item or service that is considered routine
care, replace the “X” on the grid with an “M,” cite the
clinical practice guidelines or other supporting docu-
ment(s), and identify and cite the Medicare coverage
policies or LMRPs that provide billing justification. See
Figure 5. These policies can be found in the Medicare
Benefit Policy Manual, the Medicare Claims Processing
Manual, and the Medicare National Coverage Determi-
nations (NCD) Manual. Additionally, you can search
the Medicare Coverage Database (MCD) for National
Coverage Determinations (NCDs) and Local Coverage
Determinations (LCDs), local articles, and proposed
NCD decisions.

7. Determine whether or not any remaining
nonroutine care items and services are
covered by Medicare.

If an item or service is not considered routine care,
the analyst should review the clinical trial protocol and
informed consent form to determine whether the items
or services are needed solely for administering the in-
vestigational item or service (e.g., infusion services for
delivering a noncovered chemotherapeutic agent) or for
reasonable and necessary clinical observation following
the administration of the investigational item or service,
for the prevention of complications, or for the diagnosis
or treatment of complications. As noted above, the
Medicare Clinical Trial Policy covers these nonroutine
items and services, as well as items and services that
are covered under LMRPs or the regulations on cat-
egory B IDEs. Lastly, CMS has made National Coverage
Determinations for specific studies involving anticancer
chemotherapies that are used off-label (e.g., CMS NCD
110.17—Anti-Cancer Chemotherapy for Colorectal Can-
cer). It is important that the coverage analyst make an
effort to determine whether any nonroutine items and
services are specifically covered by these or other spe-
cial policies.
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the rationale and coverage policy to provide billing jus-
tification. For any noncovered items or services—that

For each item or service that is covered under these
or other special state or federal coverage policies, re-
place the “X” on the grid with an “M” and document

are not routinely provided to patients outside of a clini-
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cal trial and for which there is no special coverage
policy—that “hit” the institution’s billing system and
are not explicitly covered by the sponsor, as docu-
mented in the budget and/or clinical trial agreement, re-
place the “X” on the grid with an “S” and negotiate
payment from the sponsor. These items and services
must not be billed to Medicare or other insurers.

Helpful Tips to Remember:
m Coverage analysis gets easier and faster with time.

® Carefully examine the essential documents.

Read the entire clinical trial protocol; don’t rely only
on the schedule of events.

Go for the “low-hanging fruit” first.

m Engage physicians, coders, and billers when there

are questions.

m Bookmark useful websites for future reference.
® Become familiar with Medicare coverage policies, es-

pecially NCD 310.1 and Chapter 15 of the Medicare
Benefit Policy Manual.

Re-use citations when appropriate.
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