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Organization: Abbott

Abbott is pleased to submit these comments in response to the CMS Draft Guidance for
the Public, Industry, and CMS Staff: Factors CMS Considers in Making a Determination
of Coverage with Evidence Development (hereinafter, “Draft Guidance”). Abbott is a
global, broad-based health care company devoted to the discovery, development,
manufacture, and marketing of pharmaceuticals and medical products

Abbott is a strong supporter of evidence-based medicine and believes that the best
available evidence should inform all health care decisions. Good medicine is based on
good evidence. We are concerned, however, that the Draft Guidance is vague and/or
overly broad in certain respects, and therefore could be more finely tuned in order to
provide proper direction to stakeholders. Abbott therefore requests CMS to consider the
following comments and clarify certain outstanding issues.

We have organized these comments to address the following general topic areas
considered by the Draft Guidance:

¢ Factors Considered in Applying CED

¢ Process for Deciding When and How to Apply CED
¢ Evidence Development Methods

¢ Process for Study Design and Implementation

|I. Factors Considered in Applying CED

The Draft Guidance indicates that CMS will consider requiring data collection as a
condition of coverage when additional information is needed to determine if an item or
service is reasonable and necessary. Abbott urges CMS to consider the following broad
principles when determining whether or not to apply CED:

Evidence-based medicine should not become a barrier to innovation. When
properly understood and applied, evidence-based medicine benefits both patients and
the health care system. However, evidence is not always perfect and more data can
always be collected. The purpose of CMS coverage decisions should be to improve the
guality of care and encourage appropriate medical practice and utilization. Therefore,
while the quality of evidence is key with regard to assessing whether there is an
improvement in net health outcomes, the desire for evidence should not serve as a
barrier to innovation. Application of CED also should explicitly recognize the
consequences of requirements to collect additional evidence, including both research
costs and any limits to patient access to new technologies during the review process.



CED should not apply to the local coverage process. The Draft Guidance states that
CED is not intended to reduce the frequency or importance of the local coverage
process. CMS states further that it does not anticipate that CED would result in a net
reduction in coverage available under existing local coverage policies. Abbott urges
CMS to clarify that CED will only be applied as part of the national and not the local
coverage process. It would be impractical and highly inefficient for local Medicare
contractors to require regional data collection as part of the local coverage process. We
request that CMS issue guidance to local contractors in this regard.

Il. Process for Deciding When and How to Apply CED

The Draft Guidance states that CMS intends to apply CED to issues with the greatest
potential benefit for Medicare beneficiaries and the Medicare program. CMS also states
that it expects CED will be applied in specific cases where better evidence to support
decision making by patients and clinicians is an essential part of reaching a conclusion
that a treatment is reasonable and necessary. The agency asks for input regarding the
process for requesting national coverage decisions with evidence development and
whether any existing mechanisms and processes would serve as a useful model for
obtaining public input to identify and prioritize topics for CED.

Abbott urges CMS to clarify the circumstances where CED will be applied. The Draft
Guidance offers an initial lengthy list of circumstances in which coverage with data
collection might be valuable. However, CMS does not offer any direction concerning
how these various factors will be weighed or balanced when making decisions to require
CED. Abbott urges CMS to clarify that CED will only be applied in very limited
circumstances where additional evidence is required to answer essential scientific
guestions affecting the health of Medicare beneficiaries. CED should not be required, as
CMS proposes, in situations where a therapy has demonstrated to improve health
outcomes in a broad population of patients. Questions related to safety and
effectiveness is the responsibility of FDA and generally should not be addressed through
CED. Lastly, in deciding whether to apply CED, CMS should take into account any
relevant existing and/or planned research in order to avoid duplication of efforts.

In addition to clarifying when CED will be applied, CMS should work with stakeholders to
specify the following:

¢ The funding mechanisms for the data collection and analysis
¢ The methodology and process for ongoing evaluation of the data
¢ The relationship of data collection to a future coverage determination

Abbott believes that it is vital for CMS to maintain an open and ongoing dialogue with all
relevant stakeholders, including manufacturers, providers, suppliers, physicians, and
patient groups. Many issues cannot be addressed or resolved by a single set of
decision-makers. By involving stakeholders early, CMS can help to ensure that
adequate resources are provided for the successful realization and resolution of crucial
issues, and that no undue burden has been placed on affected parties. Open forums,
advisory meetings, and requests for comments all serve as beneficial vehicles for
involving stakeholders in this process.

I1l. Evidence Development Methods




Abbott applauds CMS for recognizing that developing methods for conducting simple,
inexpensive clinical studies is essential to optimizing CED. Abbott also supports the
agency in its desire to avoid stipulating the use of a particular research design, since
data collection protocols will vary according to the use of the item or service being
provided, the purpose of the data collection, and the group of patients receiving the item
or service. We note that privacy considerations may also be a factor in determining the
most appropriate research design. Notably, where a covered entity conducts clinical
research involving protected health information (“PHI"); physician-investigators need to
understand the HIPAA Privacy Rule restrictions on the use and disclosure of PHI. In
addition, other Federal and state privacy standards may be implicated and researchers
need to be cognizant of the fact that they need to adhere to various standards for
protecting the privacy of patients and clinical research subjects.

In considering the appropriate research design to study a particular question, we urge
CMS to take into account limitations associated with various designs, including the
following:

¢ While a well-designed registry can provide a depth and variety of information not
readily available from any other source, even with the most careful quality control,
bias can occur due to both known and unknown factors, which may affect the
validity of the data. Registries are not randomized clinical trials, and conclusions
based on registry data should not be confused with conclusions based on more
sophisticated statistical work.

¢ Registries or prospective studies may experience loss of study subjects from non-
participation or loss to follow up. Consequently, these conditions might affect the
outcome of the study. Studies based on registry data should explicitly declare
database biases.

¢ Registries and prospective studies can be expensive and time-consuming on the
part of both sponsoring organizations and research staff. It will be necessary to
consider whether the potential benefits of data collection outweigh the cost.

o Retrospective cohort studies can be accomplished relatively quickly, but only if
suitable cohorts can be identified and if adequate data about them are available.
Retrospective cohort studies, of course, cannot help evaluate new technologies
that are approaching market.

¢ Randomized, blinded, controlled trials are not designed to address the extent to
which patients will comply with a treatment, which in some cases may be the
crucial issue for determining an item or service’s benefit.

¢ Many diseases of interest are so rare that case control studies may be the only
practical way to study certain interventions and outcomes. Thus, non-prospective,
non-cohort studies may provide some value and insight.

¢ In many instances, the true benefit of an intervention can remain uncertain even
after evidence has been collected.



Given such limitations, it is imperative that CMS not be wedded to a particular research
method with regard to CED. Furthermore, Abbott believes that CMS should have a
process to identify the research questions, goals, data elements, research design and
time frames for CED. As mentioned, data collection can be difficult, time consuming and
costly. Given the potential costs and other burdens associated with clinical research, it
is essential for the agency to establish standards for deciding what should be
researched, as well as why, how, and when it should be researched.

IV. Process for Study Design and Implementation

Abbott applauds CMS for asking what approaches to study design and implementation
would be least costly and most efficient, and for requesting input on ways to minimize
the resources required for conducting these studies. Oversight of data collection and
efficient operating system issues most certainly depend upon factors mentioned in the
Draft Guidance, such as patient safety, timeframes, training, and the data collection
burden.

The appropriate approach to study design also may differ depending on whether drugs
or medical devices are the topic of study. For example, medical device trials are often
more expensive to execute than drug trials because device trials may require highly
specialized surgical skills. Fewer physicians with such skills may limit the number of
patients who can participate in the trials (smaller sample sizes), which may also limit the
generalizability of the outcomes. In addition, the impact of devices may be more
obvious, thus often making it difficult to conduct a blind device trial as it is harder to
mask the effects of a device versus placebo (and in some cases, it may be unethical to
do so). Finally, it may be more difficult to utilize CED for a device whose purpose is
diagnostic rather than therapeutic. It may be far more complicated to conduct follow-up
on patients who have received a diagnostic service than patients who have received a
therapeutic service, because there are likely to be far fewer continuing contacts with a
patient following a diagnostic procedure. These differences are therefore important for
the agency to consider in applying CED.

V. Conclusions

Abbott agrees that use of CED is an important topic that needs further ongoing dialogue.
Medicare coverage policy for new technologies can have profound implications for
beneficiaries’ access to medical advances, as well as for the Medicare program. The
CMS Draft Guidance raises a number of questions that are of significant importance to
the future of the Medicare Program and to patients, providers and manufacturers.

As a leading health care company, committed to developing new and innovative
technologies, Abbott has tremendous experience in evidence development strategies,
including designing appropriate inquiries and establishing relevant hypotheses. Abbott
wishes to offer its expertise and resources to CMS as it continues to refine policy related
to CED.
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June 6, 2005

Via Electronic Mail and U.S. Mail

Honorable Mark McClellan, M.D., Ph.D.
Administrator

Centers for Medicare and Medicaid Services
200 Independence Avenue, SW

Room 314G

Washington, DC 20201

Re: Draft Guidance for the Public, Industry, and CMS Staff: Factors
CMS Considers in Making a Determination of Coverage with
Evidence Development

Dear Dr. McClellan:

The Advanced Medical Technology Association (“AdvaMed”) appreciates the
opportunity to provide you with comments to the draft guidance document regarding
factors the Centers for Medicare and Medicaid Services (“CMS”) considers in making a
determination of coverage with evidence development (“CED”) issued on April 7, 2005.
Our industry strongly supports evidence-based medicine and the use of sound evidence to
support medical practice. We appreciate CMS’s efforts to promote evidence-based
medicine to ensure patient access to important therapies and innovations and look
forward to working with CMS on the development and implementation of CED in a
manner that promotes, not deters, such access. Towards that end, we continue to believe
that the collection of additional data through CED should be to inform — not dictate —
clinical practice, specifically for patient and practitioner use. If properly done, data
collected to improve quality of care and outcomes may provide decision-makers with
important information on the impact of new technologies and procedures on the Medicare
population.

AdvaMed is the world’s largest association representing manufacturers of medical
devices, diagnostic products, and medical information systems. AdvaMed’s more than
1,300 members and subsidiaries manufacture nearly 90 percent of the $75 billion of
health care technology products purchased annually in the United States, and more than

Bringing innovation to patient care worldwide



50 percent of the $175 billion purchased annually around the world. AdvaMed members
range from the largest to the smallest medical technology innovators and companies.
Nearly 70 percent of our members have less than $30 million in sales annually.

As we noted at both the February 14, 2005 and May 9, 2005 Open Door Forums,
given the scope of our membership and the potential impact of CED, AdvaMed has and
will continue to approach CED with great seriousness and the attention it warrants. In
conjunction with AdvaMed’s December 2004 Board of Directors meeting, our members
created a CMS Coverage Response Task Force chaired by Sarah Wells, Director of
Health Policy & Payment at Boston Scientific. The Task Force held a two-day meeting
on January 31 and February 1, culminating in the adoption of principles related to CED at
our March 2005 Board of Directors meeting. These principles were conveyed in a
statement provided to CMS on March 15, 2005.% Shortly after the draft guidance was
issued on April 7, 2005, the Task Force held another two-day meeting to analyze the
guidance and deliberate on our comments to the draft guidance. We subsequently held a
special meeting of the Payment and Healthcare Delivery Committee to the Board of
Directors solely to address CED during which the comments included in this letter were
approved. As such, the comments included in this letter represent the consensus of our
membership.

In our comments set forth below, we will address (1) principles that AdvaMed
believes are critical to the development and implementation of CED that CMS has
incorporated into the draft guidance; (2) principles that require further clarification or
reconsideration; and (3) our responses to specific questions set forth in the draft guidance.

Important Principles Incorporated by CMS

Given the need to clarify or resolve certain aspects of the guidance and the
evolving nature of the national coverage process, we view this draft guidance as an
important step in an ongoing process. We provide comments with the hope that CMS
will issue a revised draft of the guidance with a further comment period.

We are pleased to note that the draft guidance incorporates certain principles that
we conveyed to CMS in our March 15, 2005 statement. These are certainly among the
most important principles that are critical to the implementation of CED. Included
among these are the following.

1) The objectives of CED include enhancing access to technologies and
services that improve the health of beneficiaries.

2) CED should only be used to answer specific evidence questions.’

1 A copy of the AdvaMed March 15, 2005 statement is attached for your reference.

2 Draft Guidance for the Public, Industry, and CMS Staff: Factors CMS Considers in Making a
Determination of Coverage with Evidence Development, April 7, 2005, at 2.

*1d. at 5, 6.



3) CED must be worth its cost.

4) CED should not duplicate existing data collection efforts of the Food and
Drug Administration (“FDA”) or other public or private sector entities.’

5) CED should minimize financial and other resource burdens.®
6) CMS should maintain the local coverage process.’
7) CMS should limit the application of CED.?

In recent NCDs, CED (also known as coverage under protocol) has not appeared
to embody these principles. For example, specific evidence questions have not been
defined prior to requiring data collection and the expected costs and worth of evidence
collection has not been assessed or compared prior to requiring data collection (e.g., the
NCD pertaining to implantable cardioverter defibrillators). Thus, AdvaMed commends
CMS for including these principles in the draft guidance. As the development and
implementation of CED continues, CMS should ensure that the CED process retains and
adheres to these principles.

CMS Principles of Concern that Require Clarification and Reconsideration

The draft guidance contains several fundamental principles concerning the
development and implementation of CED that are of concern to our industry. These
pertain to: (1) the interpretation of reasonable and necessary, (2) the two general
circumstances in which CMS intends to apply CED, (3) responsibility for monitoring
safety: CMS vs. FDA, (4) the role of utilization and costs in coverage, (5) impact on the
local coverage process, (6) CMS’s anticipated use of the three broad types of coverage,
and (7) potential infringement upon the principle of informed consent. We address each
of these concerns below.

Definition of Reasonable and Necessary

CMS’s use of “reasonable and necessary” in the draft guidance appears to be a
departure from its previous interpretation of this phrase for making coverage decisions.
Generally, this phrase has been interpreted to mean that, at the point an item or service is
provided to a patient, it has to be “reasonable and necessary” for that patient. The draft
guidance equates “reasonable and necessary” with the quality of available evidence on
improvement in health outcomes. For example, the draft guidance states, “The primary
purpose of obtaining additional evidence through CED is for the agency’s use in making

“1d. at 5.

®1d.
"1d. at 6.
81d. at 2.



payment determinations, i.e., that a treatment is reasonable and necessary.”® The
guidance continues, “the core consideration in determining whether an item or services is
‘reasonable and necessary’ is the quality of evidence available to assess whether it
improves net health outcomes.”* The guidance also states that, in some cases, “CMS
will determine that an item or service is only reasonable and necessary when specific data
collections accompany the provision of a service.”**

We contend that it is inappropriate to base an individual patient care decision on
the quality of available evidence pertaining to a population. Also, we question how it is
that an otherwise reasonable and necessary service for a patient would no longer be
reasonable and necessary by virtue of simply not accompanying the service with the
collection of specific data. Similarly, we question whether it is appropriate to base an
individual patient care decision on whether there is an expectation that current and future
data collection may show that it improves net health outcomes. Furthermore, we contend
that it is inappropriate to tie CED to determining “reasonable and necessary” to those
interventions that are already “demonstrated to improve health outcomes in a broad
population of patients.”? (We refer to this potential circumstance for applying CED as
“Type 1” and elaborate on this concept in the next section.) While we recognize CMS’s
interest in prospective data collection for subgroups, longitudinal data collection, etc.,
such studies are inconsistent with determining whether a proven intervention is
reasonable and necessary for a given patient.

With regard to preventive, screening, or diagnostic technology (i.e., technologies
that are not therapies), we believe linking such technology to whether it “improves net
health outcomes” may be impractical as it can be confounded by multiple intervening
factors. In addition to being accurate and providing information that could change a
physician’s finding, such a standard would require that technologies result in changed
physician treatment decisions and physician and patient compliance with an effective
treatment that would ultimately show an improvement in net health outcomes. This may
be an inappropriate coverage criterion for a preventive, screening, or diagnostic
technology itself. For coverage purposes (including for determining reasonable and
necessary under CED), there should be additional criteria (based on study designs and
endpoints) appropriate for these types of technology. The FDG-PET example given in
the draft guidance recognizes this distinction, noting, “Under these circumstances, FDG-
PET has the potential to improve health outcomes by influencing patient management;
and by helping physicians appropriately evaluate the PET scan results...”*?

Two General Circumstances in which CMS Intends to Apply CED

The draft guidance describes “two general circumstances under which clinical
care provided may only be considered reasonable and necessary in the context of

°1d.
101d. at 3.
1d. at 6.
12 4.
4. at 8.



protocol-driven data collection.”* The first circumstance, which we will refer to as
“Type 1,” may occur when “a particular medical intervention may have been
demonstrated to improve health outcomes in a broad population of patients ... but the
evidence would only be adequate, and the service therefore reasonable and necessary for
the individual patient, when specific data is collected and reviewed by the provider at the
time that the service is delivered.”* The second circumstance, which we will refer to as
“Type 2,” may occur when “a particular medical intervention has yet to conclusively
demonstrate an improvement in health outcomes, but existing information clearly
suggests the intervention may provide an important benefit...”*® AdvaMed strongly
contends that CED should not be applied to the Type 1 circumstance. When available
evidence is “demonstrated to improve health outcomes in a broad population of patients,”
and FDA has given market clearance and approval, the evidence supporting the item or
service intervention should be considered adequate for coverage and CED should not be
applied.

Responsibility for Safety: CMS vs. FDA

The draft guidance refers to data collection on safety under CED in ways that
appear to be FDA’s responsibility. For example, the draft guidance states, “Conversely,
support for post-coverage evidence development to achieve a reasonable and necessary
determination may help address important questions of safety and effectiveness that
otherwise would be very difficult to address in the pre-market setting or in the post-
market setting in the absence of CMS support.”*” Furthermore, included in the list of
circumstances in which CMS may apply CED are two additional references to the
evaluation of safety. First, CMS may apply CED if “the item or service is likely to
provide benefit, but there are substantial safety concerns...”*® Second, CMS may apply
CED when “new evidence development may help evaluate the safety and benefit of
requested items and services for our beneficiaries.”

AdvaMed firmly contends that the evaluation of safety is clearly within the
purview of the FDA and should not be linked to coverage decisions for Medicare. In
general, post-market safety and effectiveness studies are the primary responsibility of the
FDA and should not be considered as a condition for Medicare coverage. CED may be
appropriate where CMS has a clinical basis for concluding that patient outcomes
(including safety and effectiveness) in rigorous studies conducted for FDA approval are
not generalizable to the Medicare population. However, even where existing safety data
are not yet established, including for Type 2 interventions, CMS should be required to
show why FDA post-marketing surveillance or other existing data are insufficient for
capturing such safety data before requiring CED to obtain such data. As noted earlier,

¥1d. at 6.
5 4.
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CED should never be applied to Type 1 interventions, whether for safety, effectiveness,
or other outcomes.

Role of Utilization and Costs in Coverage

The draft guidance provides that the absence of data on utilization and costs could
prompt CED, and that utilization and costs are among the outcomes CMS believes would
be studied under CED. For example, in listing the circumstances in which CED may be
applied, the draft guidance indicates that CED may be applied where the “assessment of
outcomes has not been evaluated in the available clinical studies. These outcomes may
include... utilization, costs, and other real-world outcomes.”® This list also includes
circumstances in which the evidence “will assist doctors and patients in better
understanding ... the benefits and costs of alternative diagnostic and treatment options”
and “will help doctors and patients get the most benefits at the lowest possible cost in our
increasingly complex and individualized health care system.”?

Until now, CMS has cited utilization and costs (particularly in the form of
anticipated aggregate cost impact to the Medicare program) as being among the factors
that might increase the priority for undertaking a NCD for a given technology. But CMS
has not formally considered utilization and costs in the context of a NCD itself.
AdvaMed contends that the absence of utilization and/or cost data alone is an insufficient
reason to apply CED. Where multiple criteria are being considered, we recognize that
utilization and/or cost data may be among the criteria for considering or setting priority
among technologies for NCD. However, in the context of conducting a NCD for any
particular technology, neither utilization nor costs should be considered in the coverage
determination.

Local Coverage Process

We were encouraged to see that the draft guidance appears to protect the local
coverage process in its statement, “it is not the intent of this approach to reduce the
importance or frequency of local coverage determinations as a pathway by which new
technologies are made available in the Medicare program.”?* However, the very next
sentence raises questions regarding the relationship between national and local coverage
processes under CED. This sentence indicates that CMS does “not anticipate
circumstances under which CED would represent a net reduction in coverage available
under existing local coverage policies.”® It is critical that CMS clarify the distinction,
including providing guidance, between local coverage determinations (“LCD”) and NCD
with CED and the data requirements that flow from this.

AdvaMed supports CMS’s intent to issue guidance to carriers regarding the
continuation of local coverage and informing them that CED should not result in a

2d, at 9.
2. at 4.
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reduction of coverage. In addition, we recommend that CMS include the following
points in the revised guidance. First, local coverage should not require data collection as
a condition of coverage. Second, if a LCD exists that extends broader coverage than a
NCD with CED, and the NCD is not exclusionary, the portion of the LCD that is broader
than the NCD should not be subject to CED. Third, as a general rule, data collection
requirements should not be imposed on local contractors. Although not directly relevant
to CED, AdvaMed retains its position that, with regard to local coverage, one director per
state and one Carrier Advisory Committee (“CAC”) per state (unless multiple CACs
decide to share a director) should be maintained.

Anticipated Use of Three Broad Types of Coverage

The draft guidance describes “three broad types of possible coverage decisions:”
(1) non-coverage where the evidence is not adequate; (2) coverage with conditions where
the evidence is adequate only with specific clinical or demographic characteristics, with
providers and/or facilities that meet specific criteria, and/or in the context of CED; and
(3) coverage without conditions.?

We seek clarification regarding the second type of coverage, “coverage with
conditions.” It is not apparent whether the three sub-types of coverage with conditions
are applicable as a group or individually. That is, are they linked by “ands” or “ors”?

With regard to the third type of coverage decision, “coverage without conditions,”
we note the statement that “CMS does not anticipate issuing additional decisions of this
type.”® AdvaMed encourages CMS not to exclude the possibility of issuing additional
decisions of this type. Where a technology studied in a randomized clinical trial or other
rigorous design appropriate for that technology is “demonstrated to improve health
outcomes in a broad population of patients,” coverage without conditions may indeed be
appropriate.

CMS also should consider the circumstance in which it takes up an issue under
the NCD process, but does not issue a policy (i.e., one of the three broad types of
coverage) because of insufficient evidence. In such instances, CMS should make clear
that these issues can be addressed at the local level without nationally required evidence
collection.

Finally, AdvaMed seeks clarification regarding whether two statements from the
April 27 notice of the CMS Special Open Door Forum on May 9 are inconsistent. The
first statement reads, “CED is intended to be limited to only those items or services that
would normally be covered under the NCD process...” The second statement reads,
“CED will only be used in those instances where a NCD has been opened and the
evidence is less convincing and would have resulted in non-coverage.”® Does the first

#d. at 3.
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% Notice of May 9, 2005 CMS Special Open Door Forum on the Draft Guidance Document on Coverage
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statement actually refer to the types of items and services that fall into the benefit
categories that are eligible for Medicare coverage? AdvaMed understands this to exclude
LCD matters as noted earlier and other matters that would not be taken up at the level of
a NCD.

Potential Infringement Upon Informed Consent

Among its important oversight issues, the draft guidance states, “Patient
confidentiality and protection — All necessary measures should be taken to ensure patient
privacy. When appropriate, there should be institutional review and informed consent.”*’
We understand that CMS is already aware of concerns that conditioning Medicare
reimbursement on a patient’s consent to participate in medical research could potentially
pose problems of coercion. We too are concerned that conditioning benefits in this way
may conflict with basic elements of informed consent required by the Common Rule®
and FDA human-subject protections,? if these regulations apply to the studies envisioned
by the draft guidance. The current draft, however, does not address two points, without
which it is impossible to assess how likely these regulations are to apply. Pending
clarification of these points, we are not able to develop a full response to CMS’s request
for public comment on this issue, but we have the following concerns.

First, the draft guidance notes that CMS “would seek to use de-identified data for
all analyses...”® It is true that research with de-identified data may not be subject to the
Common Rule at all or may be eligible for an exemption.*> However, FDA human-
subject protections differ from the Common Rule, and research that uses or records de-
identified data would ordinarily remain subject to FDA informed consent requirements
and, hence, to concerns about potential coercion. Section I1.C of the draft guidance cites
examples of recent NCD decisions that covered FDA Category B IDE trials, either
directly or because FDA-regulated trials are deemed to comply with CMS’s Clinical Trial
Policy.® We request clarification of CMS’s basis for determining that coverage with
evidence development, even if it involves de-identified data, is consistent with informed
consent requirements for FDA-regulated trials.

Second, we believe that identified or coded data ultimately may be required to
achieve the purposes outlined in Section 11.B and Section V of the draft guidance. If so,
the research may be subject to the Common Rule and require informed consent, unless it
is eligible for an exemption. The exemption in 45 CFR §46.101(b)(5) appears potentially
applicable; however, we have two concerns: First, the aims of the research outlined in
the draft guidance potentially go beyond the four exempt purposes outlined in 45 CFR
846.101(b)(5). Second, the Office of Protection from Research Risks’ (“OPRR”)
Guidance on 45 CFR 846.101(b)(5): Exemption for Research and Demonstration

27 Draft Guidance at 14.

%8 45 CFR §46.116(a)(8).

2921 CFR 850.25()(8).

% Draft Guidance at 12.

%1 45 CFR §46.102(f), 45 CFR §46.101(b)(4).

%2 National Coverage Determinations Manual § 310.1.



Projects on Public Benefit and Service Programs defines four criteria for applying this
exemption. We believe two of these criteria (specific statutory authority for the research
or demonstration project, and avoidance of significant physical invasions of the research
subjects) may not be met. As such, we request that CMS address the following issues in
revised draft guidance: (a) Can the research aims described in Section I1.B. and Section
V of the draft guidance be fully met using only de-identified data? (b) If identified or
coded data may be required in certain instances, would coverage with evidence
development be implemented in a way that meets requirements for exemption under
846.101(b)(5) of the Common Rule?

Responses to Selected Questions for the Public

Factors Considered in Applying CED

The draft guidance lists an initial set of nine circumstances in which data
collection might be valuable. We discuss each separately.

1) The item or service is likely to provide benefit, but there are substantial
safety concerns or potential side effects that are inadequately described in
the available clinical literature.

AdvaMed Response: This is not an appropriate circumstance for CED.
As noted above, except in limited circumstances, safety evaluation is
FDA’s responsibility.

2) Risks and benefits for off-label use of an item or service have not been
adequately addressed in the available clinical literature, particularly
when risks are common or potentially uncommon.

AdvaMed Response: CED is not appropriate for well-established off-
label uses, however, it may be appropriate for less established, off-label
uses when existing evidence has yet to conclusively demonstrate an
improvement in health outcomes.

3) The available clinical studies may not have adequately described risks and
benefits in specific patient subgroups, or in patients with disease
characteristics that exclude them from clinical trials, which make up a
significant segment of the Medicare beneficiary population likely to
receive the treatment if covered.

AdvaMed Response: CED is not appropriate for patient subgroups where
available evidence is “demonstrated to improve health outcomes in a
broad population of patients” (Type I circumstance). CED may be
appropriate where patients are excluded from clinical trials and there are
clear clinical reasons for concluding that the existing data are not
generalizable to the Medicare population.



4)

5)

6)

7)

Assessment of important outcomes has not been evaluated in the available
clinical studies. These outcomes may include, but are not restricted to,
long-term risks and benefits, quality of life, utilization, costs, and other
real-world outcomes.

AdvaMed Response: Although data on the outcomes listed above may
help address certain important clinical and economic issues, collection of
data on these outcomes should not be a condition of Medicare coverage.

Risks and benefits of surgical procedures may not be extensively evaluated
because limited information about benefits and risks has been developed
for many categories of Medicare beneficiaries. For example, some non-
invasive FDA-approved devices may be well characterized in terms of
safety, but less well studied in terms of clinical effectiveness in a pre-
market setting for certain Medicare beneficiaries under the FDA risk-
based regulatory framework. The nature of device development and
evolution, in which clinical experience leads to further product
modifications that are expected to improve outcomes, often highlights the
importance of post-market evidence development.

AdvaMed Response: CMS’s meaning with this circumstance is not clear.
Is CMS referring to surgical procedures that are not subject to FDA
approval? Is CMS making multiple points?

Comprehensive evidence of effectiveness of treatments for rare diseases is
not always available or feasible to develop in a pre-market setting. It may
be beneficial to evaluate interventions for rare conditions such as orphan
drugs and humanitarian use devices.

AdvaMed Response: As noted above, NCDs with CEDs should not
preclude local coverage. However, if a) Medicare patients are not
included in a study for FDA approval and there are clear clinical reasons
for concluding that the existing data are not generalizable to the Medicare
population, or b) this type of item/service is being considered under NCD
framework, or c) the clinical evidence available is minimal, CED may be
appropriate.

When the current evidence is not generalizable to providers/facilities or
the Medicare population has not been included in the available clinical
studies, new evidence development may help evaluate the safety and
benefit of requested items and services for our beneficiaries.

AdvaMed Response: Data collection for providers/facilities may be
useful, but should not be addressed in the context of coverage decisions.
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8)

9)

If CMS has a clear clinical basis for concluding that the existing data is
not generalizable to the Medicare population, CED may be appropriate.

There may remain questions about the comparative effectiveness of new
items and services compared to existing alternatives or to usual care.

AdvaMed Response: For items/services that have been “demonstrated to
improve health outcomes in a broad population of patients” (Type 1
circumstance), CED should not be applied.

The evidence to date shows statistically significant benefits but the clinical
significance of the outcomes may not be well understood.

AdvaMed Response: AdvaMed understands the distinction between
statistical and clinical significance, but requests examples of how this
distinction might arise in the context of CED.

Factors Considered in Applying CED - Selected Questions for the Public

The draft guidance includes several specific questions concerning the factors to be
considered in applying CED. We provide a separate response to each.

1)

2)

3)

Are there situations listed above that would be unlikely to be
constructively addressed through evidence collections linked to coverage
decisions?

AdvaMed Response: Yes. For each of the nine circumstances, we have
noted above certain instances or reasons why CED would not be
appropriate.

How can formal ““value of information analysis™ be applied to help decide
when to require data collection following coverage decisions?

AdvaMed Response: The value of information (“VOI”) expected to
result from evidence collection should be assessed either before a pilot
CED is conducted or as part of a pilot. CMS should have an outside
independent organization develop a framework for assessing VOI and it
should only be applied to items/services that are being considered for
CED. In assessing VOI, CMS should take into consideration current
clinical trends and guidelines and its information needs to make a
coverage decision.

Are there existing approaches to priority setting for clinical studies that
could serve as a model for identifying priorities for CED?
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AdvaMed Response: Priority setting for clinical studies is a complex and
important process that warrants attention from appropriate experts. Any
models created for such priority setting must be developed in a transparent
manner with ample opportunities for expert and stakeholder input. In
general, AdvaMed contends that in setting priorities, CMS should always
consider the impact on health outcomes for Medicare beneficiaries first.

4) Should the focus of these activities be only on new technologies and
services, or the entire spectrum of technologies and services?

AdvaMed Response: These activities should only apply to those
items/services subject to CED, and not to those “demonstrated to improve
health outcomes in a broad population of patients” (Type 1 situations).

Process for Deciding When and How to Apply CED — Selected Questions for the
Public

The draft guidance includes several specific questions concerning the process for
deciding when and how to apply CED. We provide a separate response to each.

1) What procedures and forums would be most effective for obtaining public
input in this decision making process?

AdvaMed Response: CMS should follow the FDA workshop approach
and include opportunities for informal meetings between CMS and
manufacturers.

2) Are there existing mechanisms and processes that would serve as a useful
model for obtaining public input to identify and prioritize topic for CED?

AdvaMed Response: CMS should follow the FDA workshop approach.

3) Should there be a process for requesting national coverage decisions with
evidence development, and how should such requests be prioritized?

AdvaMed Response: We believe the current process works, but would
recommend that manufacturers be given additional opportunities for input
into the process from beginning to end.

Evidence Development Methods — Selected Questions for the Public

The draft guidance includes several specific questions concerning evidence
development methods. We address these questions collectively.

1) What type of questions is each study design best able to answer?
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2)

3)

4)

5)

What are the limitations of each study design?

Under what circumstances should CMS require a database? A
longitudinal data collection? A prospective study? A clinical trial?

What process should CMS use to evaluate the quality of a proposed study?

How should CMS determine whether the evidence collected suggests
patients are either harmed or not benefited by the item or service?

AdvaMed Response: Conducting these types of studies in the context of
coverage is a new area. AdvaMed contends that a key element in this
process is the identification of the evidence CMS believes necessary to
answer the coverage question that may prompt CED. An independent,
properly qualified body should establish in a transparent manner a
framework for study designs for purposes of informing coverage
decisions, including relative strengths and weaknesses; ability to address
particular types of evidence questions; tradeoffs involving internal and
external validity, costs, duration, etc. In establishing such a framework,
CMS should consult with interested stakeholders and appropriate experts.
In addition, prior to considering any item or service for CED, it should be
subject to designated inclusion/exclusion criteria as well as a VOI
analysis. Furthermore, any proposed study design should be responsive to
a prospectively determined set of specific evidence questions to inform
specific coverage needs, rather than starting with a study design and then
determining what types of questions it might answer. Any proposed study
design should address, as appropriate, the methodological aspects listed in
the draft guidance.

Process for Study Design and Implementation — Selected Questions for the Public

The draft guidance includes several specific questions concerning the process for
study design and implementation. We provide a separate response to each question.

1)

2)

3)

Who should participate in study oversight and implementation?

AdvaMed Response: Qualified investigators with disclosed interests,
with support from other parties with relevant capabilities, as appropriate.

How should CMS determine when the data collection should end?
AdvaMed Response: Study duration and closure of data collection
should be determined prospectively, consistent with requirements to

answer specific evidence questions.

Who should have access to the data and in what form?
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4)

5)

Conclusion

AdvaMed Response: This will depend on study design (e.g., registries or
clinical trials), including appropriate informed consent, and who is
funding the data collection. In addition to CMS, those with access to the
data should include, although not necessarily be limited to, manufacturers,
investigators and other parties with relevant capabilities, and clinicians.

How will evidence collected through CED be disseminated?

AdvaMed Response: This will depend on who is funding the data
collection. However, in general, evidence should ultimately be
disseminated to the public when a final NCD is rendered.

How should the costs of study design, data collection, analysis and other
activities associated with CED be fairly allocated to various stakeholders?

AdvaMed Response: CMS may consider expanding or creating a
program similar to the Category B program that enables Medicare
payment for certain devices with Investigational Device Exemptions
(“IDEs”). In general, AdvaMed contends that providers should be given
appropriate compensation for any additional costs they incur in collecting
data as required by a NCD with CED.

AdvaMed greatly appreciates this opportunity to comment on CMS’s draft
guidance document regarding factors CMS considers in making a determination
involving CED. We urge CMS to consider these comments and incorporate them into a
revised draft of the guidance document and to allow the public an opportunity to
comment on the revised draft as well.

We would be pleased to answer any questions regarding these comments. Please
contact Jane Hyatt Thorpe, Associate Vice President, Payment and Policy, at 202/434-
7218 if we can be of further assistance as you prepare the next draft of this guidance

document.

Sincerely,

/sl
David Nexon
Senior Executive Vice President

cc: Steve Phurrough, M.D.
Barry Straube, M.D.
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Organization: Albany Medical College

While 1 applaud CMS in their attempt to further our knowledge through
post-NCD data collection, unless the collection of that data is done
with the rigor of a scientific study, the conclusions from the pooled
data will always be suspect. This will be the case particularly if the
post-NCD data is at odds with multi-center study data collected before
or after the NCD. I would urge CMS to cautiously use post-NCD data
collections for very specific reasons and with very tight reporting
requirements.

As we implement the post-NCD requirement for primary prevention ICD"s
in my institution, the guidelines for how that data is to be collected
is too lose. Who should be the primary source of the data? The
Electrophysiologist? A chart abstractor? The nurses iIn the EP Lab?
When should the data be collected? Pre-procedure? Post? A
combinations of pre and post? Who will review the data for accuracy?
What are the required source documents? We have struggled to define
these and other elements. 1 suspect each institution will do the same
and settle on slightly different approaches that will influence the
data.



Organization: Alliance of Dedicated Cancer Centers

(Comment on next page.)



The Alliance of Dedicated Cancer Centers
Arthur G. James Cancer Hospital and Richard J. Solove Research Institute
City of Hope National Medical Center
Dana-Farber Cancer Institute
Fox Chase Cancer Center
H. Lee Moffitt Cancer Center and Research Institute
M.D. Anderson Cancer Center
Memorial Sloan-Kettering Cancer Center
Roswell Park Cancer Institute
Seattle Cancer Care Alliance
Sylvester Comprehensive Cancer Center

June 6, 2005

By Electronic Mail

Rosemarie Hakim

Coverage and Analysis Group

Centers for Medicare & Medicaid Services
Department of Health and Human Services
Room C1-12-28

7500 Security Blvd.

Baltimore, MD 21244

Re: Comments on CMS Draft Guidance:
Factors CMS Considers in Making a
Determination of Coverage with Evidence

Development
Dear Ms. Hakim:

On behalf of the Alliance of Dedicated Cancer Centers, I am writing to comment
on the above-referenced draft guidance document on factors CMS will consider when
determining whether to provide Medicare coverage in connection with the collection of
data and other evidence development (the Draft Guidance). The Alliance is an
association of ten comprehensive cancer centers, listed individually above, that focus
exclusively on the care of cancer patients.

The practices and principles of evidence-based medicine are well understood and
are deeply engrained in the daily work of the clinicians and scientists of our institutions,
and we applaud CMS’s interest in basing coverage decisions on these principles. The
Alliance believes that, if properly implemented, the Coverage with Evidence
Development (CED) initiative can offer a significant opportunity for expanding patient
access to state-of-the-art treatments for cancer and other disease conditions. In order to
ensure that this initiative can achieve its fullest potential, we urge CMS to consider the

following recommendations, which are based on specific issue areas identified in the
Draft Guidance:



I Clinical Trials at NCI-Designated Comprehensive Cancer Centers Should Be
Incorporated in the CED Process

The Alliance generally supports CMS’s proposed use of clinical studies and trials
to provide coverage to drugs and technologies while developing a base of evidence for
broader coverage decisions. See Draft Guidance, at 12-13. Specifically, we believe
CMS should extend coverage to all drugs and technologies provided in clinical trials
conducted at NCI-designated comprehensive cancer centers, such as members of the
Alliance, whenever these trials are used to collect data in connection with the CED
initiative. Many, but not all, of these trials are funded by the National Institutes of Health
and other government agencies. In 2000, CMS determined that Medicare would cover
the routine patient care costs of certain approved clinical trials, and that trials conducted
at NCI-designated cancer centers were “deemed” to qualify for such approval. See
National Coverage Determination for Routine Costs in Clinical Trials (Sept. 19, 2000).
Consistent with this precedent, we believe that the CED initiative should extend coverage
to the drugs and technologies provided in these trials.

Further, as discussed in the Draft Guidance and at the recent CMS Open Door
Forum, one goal of the CED initiative is to identify issues for future study. The trials
conducted at NCI-designated cancer centers are often based on emerging clinical
understanding and development of new drugs and, therefore, are testing concepts that
lead to NCI-sponsored trials. Providing coverage for drugs and other technologies
studied by these trials would augment the accrual of data, within the context of high-
quality, state-of-the-art clinical trials, which could then be used to either establish broader
coverage, or, where appropriate, design other clinical studies.

Additionally, providing coverage of the investigational item or service for trials
conducted at NCI-designated cancer centers would advance CMS’s goal of improved
data collection by providing patient access to a larger number of trials. In contrast, the
recent National Coverage Determination on colorectal cancer chemotherapy limited the
number of trials subject to Medicare coverage to nine specifically listed studies, which
will limit the number of participants in the trials and impede data collection. By
expanding the number of clinical trials that can provide Medicare-covered investigational
drugs and technologies, CMS will increase the number of trial participants, which in turn
should increase the amount of data collected for study and evaluation.

Finally, while we firmly believe that clinical trials provide the most complete and
useful data regarding the safety and efficacy of a particular drug or technology, we also
recognize that, in some circumstances, clinical trials do not exist or are not available for
certain patients. Consequently, we also support CMS’s use of registries in the CED
initiative to extend coverage to drugs and other therapies where clinical trials do not
exist. One such scenario, rare orphan diseases, is discussed in greater detail below, and
other situations exist where treatments may be available, but are not covered by Medicare
and are not the subject of a clinical trial or study. In such circumstances, the Alliance
believes that properly structured registries can provide expanded coverage to
beneficiaries while still collecting data and ensuring patient safety through monitoring for
potential adverse events. Therefore, we encourage CMS to continue exploring this option
as a means to increase Medicare coverage of new drugs and technologies.
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IL. CMS Should Establish an Advisory Board Under CED to Evaluate Trials at
Non-NCI-Designated Centers

For those cancer therapy trials that are not conducted at NCI-designated centers,
the Alliance recommends that CMS establish an advisory board, comprised of respected
members of the oncology community, to develop criteria for assessing whether such a
trial should be approved for CED purposes. In conducting its evaluation, the advisory
board should consider whether: 1) the nature of the disease is such that a traditional
clinical trial is not feasible because of a lack of patients (e.g., rare diseases); 2) the
therapy being studied has shown promise but has only been presented in an abstract; and
3) financial support is not otherwise available for conducting additional studies once
efficacy has been demonstrated through a Phase II trial.

The advisory board could also serve as a resource for local Medicare contractors
by maintaining a databank containing the data collected by CED trials. As you know, in
making local coverage determinations regarding the off-label use of chemotherapy,
contractors base such decisions on existing clinical evidence. A central resource of CED
data, maintained by the aforementioned advisory board (or similar entity), would better
enable contractors to determine whether a drug or technology should receive Medicare
coverage.

Finally, the advisory board should advise CMS on when the burden of data
collection outweighs the benefits of CED. The agency states that “[d]ata collection
should only continue as long as important questions remain and it is determined that the
effort and resources required to collect this data are justified by the potential value of the
information that will be generated.” Draft Guidance, at 5. The board should assess when
it is appropriate to terminate data collection efforts that do not satisfy these criteria.

III. CED Should be Invoked for Rare “Orphan” Diseases Where Evidence of
Effectiveness is Not Available or Feasible to Develop

We strongly support CMS’s proposal that CED be used to provide coverage for
drugs and technologies where comprehensive evidence of effectiveness of such items and
services are not available or feasible to develop in pre-market settings, such as for rare
“orphan” and other diseases that do not affect sufficiently large patient populations to
attract industry funding. See id. at 10. Absent such coverage, patient access to these vital
medicines would be severely restricted and would be dependent solely on the business
imperatives of industry sponsors.

IV. CMS Should Ensure that the Results of CED are Rapidly Integrated into
Broader Coverage Decisions

While we strongly support the expansion of coverage that CED may offer, we
recommend that CMS take steps to ensure that the data collected through CED be rapidly
incorporated into broad coverage decisions. To guarantee broad access to state-of-the-art
therapies, the coverage decision process must be expedited based on information
regarding efficacy and safety obtained through the CED initiative. Consequently, we
urge CMS to revise its decision-making process to allow for coverage determinations to
be promulgated upon receipt of CED data, without delaying such decisions until the
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results of trials and studies are published. Because CMS will have previously approved
the study or trial in question through the CED participation process, the agency will not
need to wait for the quality assurance provided by publication in peer-reviewed journals.
Therefore, CMS should be able to make much more expedited national coverage
determinations as a result of the CED initiative.

Further, we urge CMS to expedite its coverage processes outside of the CED
initiative. As you are aware, it is not uncommon for the media to cover a new therapy
(e.g., based on abstracts or other publicly released information) long before Medicare
covers the therapy. During this period, patients may ask their physician for the new
treatment only to learn that the therapy is not covered because of the time required to
publish the trial’s results in approved journals. This process needs to be expedited for all
coverage decisions to ensure that patients are able to obtain the treatments they need
based on existing data. While the use of CED may help provide coverage in these
circumstances through the use of registries and other data collection initiatives, CED
should not become a reason for failing to promulgate a NCD where existing non-CED
data adequately supports a coverage decision. As it moves forward with the CED
initiative, CMS should take advantage of this opportunity to improve its existing
processes so that all coverage decisions, CED or otherwise, are issued in a timely fashion
based on existing data, in order to provide patients access to the safest and most effective
therapies at the earliest possible time.

V. CMS Should Be Sensitive to the Burdens Data Collection Requirements Will
Impose on Entities Participating in CED

Physicians at Alliance member institutions face difficult decisions every day
about whether sufficient data exists to offer emerging drugs and technologies to
desperately ill patients, so we have a deep appreciation for the difficult decisions CMS
faces in making coverage decisions for these services. Keeping informed and up-to-date
on the latest information about drug-disease combinations is an enormously challenging
task, even for institutions like ours whose resources are focused exclusively on oncology.
Designing trials and collecting data to measure outcomes, toxicities and efficacy are
activities that require dedicated resources and state-of-the-art expertise. The resources
required for structured data collection are expensive. While we appreciate that CMS is
proposing to pay for services that would otherwise not be covered, the cost of CED,
especially at institutions like ours that are more likely to provide those services affected
by this initiative, will be significant.

Notwithstanding CMS’s statement that it expects to use CED rarely, we anticipate
that oncology may be a frequent subject for CED, given the growing number of new and
expensive cancer drugs and imaging techniques. We also are concerned that CMS does
not fully appreciate the effort and resources it will require to make CED meaningful.
Perhaps our biggest concern is that the Draft Guidance provided very little information
about how this proposal will be operationalized.

Data collection efforts may be particularly challenging when expanded beyond
clinical trials. As you are aware, clinical trails are carefully designed to answer specific
questions and measure well-defined endpoints. Quality control and validation of data is a
standard practice in trials. Institutions conducting clinical trials have existing processes
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and procedures in place to address these issues. By comparison, registries are less-
structured and therefore collect data of more limited use. However, depending on their
design, participating in a registry could impose an administrative burden that 1s
disproportionate to the data collected. While, as discussed above, we appreciate the
expansion of coverage that registries may offer, enrollment should not unduly burden
physicians or institutions and their use should complement the data collection efforts of
clinical trials and studies. Further, because of the existing quality control and data
validation procedures in clinical trials, we recommend that CMS not impose additional
data collection burdens on institutions participating in CED trials.

We strongly urge CMS to be mindful of these concerns in implementing this
initiative.

VI. The CED Initiative Should Not Limit Local Contractor Discretion to Extend
Coverage to New Therapies

As noted in our comments on the recent NCD for colorectal cancer chemotherapy,
the Alliance supports maintaining local contractor discretion to make individual coverage
determinations to extend coverage to new therapies. Consequently, we were pleased that
CMS stated unequivocally in the Draft Guidance that it does not intend to limit
contractors’ ability to make such determinations. See Draft Guidance, at 6. We
encourage the agency to reiterate this statement in the final guidance so that contractors
do not withhold coverage while the results of CED-approved trials and other studies are
pending. The Alliance remains concerned that the mere existence of guidance such as
this Draft Guidance and the NCD for colorectal cancer could have a chilling effect on
local contractors and make them very reluctant to extend coverage to therapies under
study unless specifically required by the Medicare regulations. As noted in the Draft
Guidance, limiting drug approvals for the several years needed to complete clinical trials
will mean denying the drug to many patients who could benefit from them.
Consequently, we ask CMS to reiterate that contractors should not withhold coverage
pending the outcomes of CED-approved trials if there is sufficient clinical evidence
demonstrating the appropriateness of Medicare coverage.

We also urge CMS to implement the CED process aggressively to expand
coverage in situations where local decisions are inconsistent across coverage regions.
The Alliance appreciates the flexibility and speed that the local coverage decision process
provides, but we have also experienced problems in that different contractors may view
the same clinical evidence differently, often to the detriment of patient care. In
particular, some Alliance members have experienced difficulty obtaining coverage for
off-1abel uses of anti-cancer therapies, notwithstanding the existence of compelling
evidence in non-compendia publications that such uses are appropriate. We urge CMS to
use the CED process to improve the uniformity of coverage decisions among contractors
so that patients are able to obtain access to new therapies that have clinical support
regardless of where they live.

VII. CONCLUSION

Thank you for your willingness to consider our views. We are hopeful that CMS
will incorporate the recommendations described above in the Draft Guidance. If you
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have any questions or require additional information, please contact Dr. James B.
Dougherty of the Arcus Group, LLC, at (212) 785-2236.

Sincerely yours,

Jatfes S. Quirk
Senior Vice President
Memorial Sloan-Kettering Cancer Center



Organization: American Academy of Molecular Imaging

(Comment on next page.)



www.ami-imaging.org ami@mednet.ucla.edu

BY HAND DELIVERY

June 6, 2005

Administrator Mark McClellan, M.D. Ph.D.
Centers for Medicare and M edicaid Services
Department of Health and Human Services
Hubert H. Humphrey Building

Room 445-G

200 Independence Avenue, S.W.
Washington, D.C. 20201

Re Draft Guidance for Cover age with Evidence Development

Dear Administrator McClellan:

The Academy of Molecular Imaging (AMI) appreciates this opportunity
to comment on the draft guidance issued by the Centers for Medicare and
Medicaid Services (CMS) on April 7, 2005 for making a determination of
Medicare coverage with evidence development (CED). We submit this comment
letter in support of the use of coverage with evidence development for certain
innovative technol ogies with acknowledged efficacy that may have obstacles for
data collection for certain indications or patient types. We support the use of
CED to expand Medicare coverage but not to restrict access or limit utilization.

AMI has worked closely with the Centers for Medicare and Medicaid
Services (CMYS) over the past several years on expansion of Medicare coverage
of Positron Emission Tomography (PET scans) for oncology, as well as
neurological and cardiovascular diseases. As the draft guidance describes, PET
scans were among the first technologies that CMS chose to cover through a CED
approach. Since October 2004 AMI has been working closely with CMS to
design and implement a*“PET dataregistry.” In January 2005 CM S announced
thefinal National Coverage Decision expanding coverage for PET scans for
cancer through a CED process, as well asto provide a PET Biomarker for FDA
approved cancer drug trails. Over the past several months AMI has worked
closely with CM S, the American College of Radiology |maging Network
(ACRIN), and other professional societies to finalizethe PET dataregistry. We
strongly urge CM S to implement the PET data registry as soon as possible so
patients can have access to PET for all cancer indications and to help
demonstrate the value of the CED process in improving the delivery of
healthcare.



Background on PET

PET is a noninvasive molecular imaging procedure through which the molecular errors
that cause disease can be accuratdy identified and understood in terms of the biological nature of
disease. This separates PET from conventional anatomic imaging modalities such as x-ray films,
CT and MRI. PET assists physiciansin improving the diagnosis and management of patients
with cancer, cardiac diseases and neurological disorders. PET studies assists physiciansin
eliminating unnecessary surgeries, reducing the number of diagnostic procedures and improving
the sdection of the most effective treatments to improve patient outcomes.

By monitoring alterations in cellular glucose metabolism throughout the body, PET
provides very sensitive and specific information regarding biological transitions from health to
disease. CT meanwhile provides detailed information about the location, size, and shape of
various lesions but cannot detect malignant tumors, differentiate malignant lesions from benign
ones or the healing processes following treatment with the accuracy as PET.

History of Medicare Coverage of PET Scans

When PET scans wereinitially reviewed by the Health Care Financing Administration
(HCFA) for Medicare coverage, HCFA decided to review PET, not for al of oncology, but rather
for individual tumor types. Under this new framework HCFA, and subsequently CM S, looked
for published peer review evidence that supported changes in health outcomes in patient
management. This was a significant decision that impacted the way PET was utilized and
available to Medicare beneficiaries (state what you mean more specifically by this).

Additionally, many private payers followed decisions made by Medicare.

Beginning January 1, 1998, FDG PET was covered when used for theinitial staging of
suspected metastatic non-small cell lung cancer (NSCLC) and for the characterization of
suspected solitary pulmonary nodule (SPN). OnJuly 1, 1999, FDG PET coverage was expanded
to include 3 additional oncology indications. These were: 1) location of recurrent colorectal
tumors when rising CEA suggests recurrence; 2) staging and restaging of lymphoma only when
used as an alternative to gallium scan; and 3) evaluating recurrence of melanoma prior to surgery
only when used as an alternative to gallium scan.

In December 2000, Medicare expanded PET scans for the most prevalent cancers,
including non-small cell lung cancer, melanoma, esophageal, and head and neck cancer.
Medicare specifically stated that all other indications were not covered by Medicare. Asaresult
of this decision in December 2000, the Academy of Molecular Imaging (AMI) worked with
academic centers and patient organizations to present individual applications for additional types
of cancer to CMSfor Medicare coverage. This has been a very long time intensive process.

Separate applications from numerous academic medical centers were submitted,
including testicular, brain, cervical, prostrate, myeloma and ovarian cancer. Over the next two
years AMI worked and met with CM S on several occasions to advance the coverage of these
cancers. CMS consistently stated that there was not sufficient published literature for these
cancer types similar to the data for the already covered tumor types. Scientists and clinical
experts presented scientific and clinical evidenceto CMS that the combination of the evidence
from covered indications, cancer biology evidence regarding alterations in glucose metabolism
and existing, although limited, literature on non-covered types of cancer, could be extrapolated
and applied to non covered cancers. The group also made arguments that there was less available
evidence for the noncovered types of cancer because of their lower individual incidence and that
it would be difficult to obtain data without Medicare coverage. Another approach was needed.



I mplementation of PET Data Reqgistry

In the Fall of 2004, AMI met with CM S to discuss covering all presently non-covered
cancers aspart of a“PET Data Registry.” PET scanswould be covered if the physician
completed a form and submitted data to CM S regarding changes in management due to the PET
scan. The“PET Data Registry” would cover all PET scans not presently covered, as well as
provide PET imaging of glucose metabolism as a biomarker for FDA approved drug trialsin
cancer.

In November, 2004 CM S released a proposed decision on expanding coverage of PET
scans and CM Sreleased afinal coverage decision in January, 2005. The announcement of the
PET dataregistry has generated tremendous positive attention and support within the oncology
provider and patient community. AMI has received hundreds of inquiries from patients and
physicians regarding the expanded coverage and when the registry will be implemented.

AMI, ACR, ASCO and other societies have worked diligently with CMS on
implementing the expanded cancer coverage through the PET dataregistry. This has been an
example of a collaborative effort among CM S, academics, physicians, and industry to invent a
novel dynamic method for expanding coverage while collecting and analyzing the data to
progressively make decisions based on the outcomes. This approach is helping to bring CMS,
other agencies, academics, physicians and patients together in healthcare decisions. AMI believes
that when implemented the PET Registry can be the first working model for CED proposal and
new evidence based medicine framework. AMI, the other involved societies and practicing
physicians are committed to CM 'S in making the CED be a successful demonstration project.

At present we understand that HHS and CM S are working on numerous legal and policy
issues relating to the coverage with evidence development. AMI isvery concerned that any
further delay in finalizing the PET dataregistry could jeopardize the successful implementation
of the CM S demonstration project of the CED and would continue to deny Medicare beneficiaries
access to the benefits PET scans providein the noncovered cancers. Wewould like to work with
your officeto finalize theregistry as soon as possible. We bdievethat ACRIN would be ableto
implement the registry within 60 days of CM S finalizing any efforts. Wewould liketo set a
common goal to have the PET CED fully operational by September 1, 2005. Wewill do our part
as you require. Does this seem reasonable to you?

We applaud this innovative method of gathering evidence to be used for making coverage
determinations. We look forward to working with you to complete the PET Data registry and
make it amodel for others CEDs.

Very truly yours,

. Cawand (oo

Ed Coleman, M.D.



Organization: American Association for Clinical Chemistry

The American Association for Clinical Chemistry (AACC) appreciates the opportunity to
comment on the Centers for Medicare and Medicaid Services (CMS’s) draft guidance,
“Factors CMS Considers in Making a Determination of Coverage with Evidence
Development (CED),” which further elaborates on how the agency will make national
coverage decisions. AACC has long advocated that CMS and the Food and Drug
Administration (FDA) streamline the regulatory review process for new technologies.
We believe this effort is a good first step towards rationalizing the clearance and payment
processes.

AACC supports a number of concepts outlined by CMS in the document, such as:

e The CED process should be employed rarely;

e Requests for additional information should be very specific, both in what data is
requested and how that data will be used,

e The local coverage decision-making process should be preserved; and

e CMS and FDA should increase their level of cooperation to reduce regulatory
hurdles for manufacturers.

Although AACC agrees with CMS’s evidence-based approach, we urge caution in
linking coverage decisions solely with improved patient outcomes. For some health care
services, such as laboratory testing, it is not always be possible to isolate the test from
other intervening factors when assessing patient outcome.

By way of background, AACC is the principal association of professional laboratory
scientists--including MDs, PhDs and medical technologists. AACC’s members develop
and use chemical concepts, procedures, technigues and instrumentation in health-related
investigations and work in hospitals, independent laboratories and the diagnostics
industry worldwide. The AACC provides international leadership in advancing the
practice and profession of clinical laboratory science and its application to health care.



Organization: American Cancer Society

The American Cancer Society, as a leading national voluntary organization dedicated to
the elimination of cancer, appreciates the opportunity to comment on the CMS draft
guidance, Factors CMS Considers in Making a Determination of Coverage with Evidence
Development. We strongly support current CMS policy of providing comprehensive
coverage of off-label drugs to cancer patients.

We applaud the efforts of CMS to reduce the devastating burden of cancer on Medicare
beneficiaries, and stand behind those efforts to reduce pain and suffering and deaths
caused by cancer. However, with respect to the draft guidance, the Society is particularly
concerned that this coverage with evidence development (CED) initiative could
negatively affect the favorable coverage and payment of off-label drugs.

It is critical that there is no change in this policy, as more than 60% of cancer patients
rely on off-label drugs for their treatment—these drugs are the reasonable and necessary
treatment for the majority of cancer patients. The ability to maintain this type of
treatment is vital to effectively reducing the tremendous pain, suffering, and mortality
caused by cancer. Moreover, we know that early diagnosis followed by timely and
appropriate treatment are critical to a patient’s survival.

The draft guidance in its current form will be cause for concern and potentially confusing
for many people. For example, providers will question if they may be asked to collect
data without mechanisms for appropriate reimbursement. The main concern for cancer
patients themselves is whether their current strong coverage protections for life-saving
drugs will be reduced by the new CED policy.

We strongly urge you to clarify this new policy, to ensure that the favorable coverage for
off-label cancer drugs does not change. Too many cancer patients depend on these drugs
for life-saving treatments for coverage to be reduced.



Organization: American Clinical Laboratory Association

The American Clinical Laboratory Association (“ACLA”) is pleased to have this
opportunity to submit comments to the Centers for Medicare and Medicaid Services
(“CMS”) in response to its recent Draft Guidance on Coverage With Evidence
Development (April 7, 2005) (“Draft Guidance.”) ACLA is an association representing
independent clinical laboratories throughout the country, including local, regional and
national laboratories.
ACLA has two primary interests in the matters raised by the Draft Guidance.

First, ACLA members are involved in the development of new and innovative clinical
laboratory tests. Some of the tests that are currently in the pipeline could be candidates
for National Coverage Decisions (“NCD”) at some point in the future. ACLA is
concerned that the use of CED procedures could result in delays in these new tests
reaching the market or could inhibit their availability to patients who need them. Second,
the tests that laboratories perform will often serve as the basis for the evidence
development that is required for other medical interventions. ACLA members are
concerned that the requirements related to testing for the CED process may raise specific
issues for laboratories. For example, how will this testing be billed? Who will be
responsible for payment? What types of regulatory requirements will apply to this
testing? These issues are discussed in greater detail below.

For convenience, we have generally attempted to organize our comments along the
line of the general headings that were included in the Draft Guidance.

l. Background

ACLA is supportive of an expanded and expedited coverage process, and we
recognize the importance of ensuring that medical decisions are made on the basis of the
best available evidence. However, a number of concerns are raised by the Draft
Guidance. First, the agency’s legal authority to impose the types of requirements that are
at issue here is far from clear. The position of the Draft Guidance is basically that
Medicare will cover certain products or services, through the NCD process, if there is in
place a procedure for obtaining additional evidence about the clinical utility of the
product or service. While this approach may be beneficial with respect to items or
services for which coverage would otherwise be denied due to insufficient evidence of
clinical utility, application of CED to such items or services seems inconsistent with the
Medicare statute’s basic requirement that the Program will only cover products or
services that are reasonable and necessary. Where there is a sufficient basis for
determining that a product or service meets that standard without further evidence
development, then CMS should cover it and not limit that coverage based simply on its
salutary desire to obtain additional information about how the product or service
performs.

This is not simply a legal distinction. CMS is not a research agency; thus, there
are significant questions as to whether this is an appropriate role for CMS. Other
agencies within the federal government, such as the Agency for Healthcare Research and
Quality or the National Institutes of Health, may be better positioned to perform these
functions and should be the ones carrying them out. Therefore, we think it is appropriate
for CMS to carefully consider whether or not it is the appropriate agency to oversee the



types of evidence development that are contemplated by the Draft Guidance. If,
however, CMS decides to proceed with CED, its focus should be on new technologies
and services, not on the entire spectrum of technologies and services that are currently
available.

Furthermore, if this Draft Guidance is implemented in some way, then it should
be clear that the use of evidence development is an option that is only available as part of
the NCD process. Given the likely costs and the enormous complexity of the process, as
well as the expertise that will be required to oversee and implement it, it would not be
appropriate for local carriers or intermediaries to attempt to utilize a similar process when
making local coverage decisions. As a result, the Draft Guidance should make clear that
this process is only to be used as part of the NCD process, after significant deliberation
by CMS. It should not be used as part of the local coverage process.

. Factors Considered As Part of the Coverage Development Process

While ACLA welcomes the additional direction offered by the Draft Guidance
concerning CMS’s views, it is still unclear when and how CED will be used. For
example, is it CMS’s intention that all new NCDs will now include a CED component or
will the decision be made on a case by case basis? Further, CMS states that the data
collection required “should be aligned with any clinical study requirements associated
with FDA review.” Is this language suggesting that FDA clearance or approval may not
be a prerequisite for CED coverage? This would be unusual, because Medicare does not
usually cover a product or service subject to FDA clearance or approval that is not yet
cleared or approved by the FDA. Further, in the Draft Guidance, CMS notes that the
clearest benefit of CED is likely to be realized in situations where patients have a chronic
condition (Draft Guidance at 5). It is unclear, therefore, how this guidance would apply
to clinical laboratory tests, which are diagnostic in nature, rather than therapeutic.

The use of the CED process has implications beyond Medicare. For example, we
are concerned that some private insurers may take the position that the decision to impose
CED requirements means that the underlying service is still experimental, unproven or
not medically necessary. In that way, a CED may inhibit, rather than promote, the rapid
spread of new technology because private payors may take the position that they need not
cover new technologies subject to CED. Thus, we think CMS should be very clear
concerning the meaning and impact of CED requirements.

One of the most important questions with regard to CED development is who will
be responsible for paying the additional costs of the CED process. Clearly, clinical trials
and the establishment and monitoring of a data base will involve significant additional
costs. Because laboratories will often be part of the data collection process, another
important question is likely to revolve around whether Medicare will pay for any follow-
up testing that is required as part of the CED, or whether the entity overseeing the data
collection will be responsible for bearing these costs. The answer to this question should
be clearly spelled out so that laboratories are not left wondering whether they must look
to a private entity operating the data collection effort for payment or whether they should
look to Medicare for that payment.

Another key concern in this area is that the CED process should not stifle
innovation by requiring burdensome or insurmountable requirements. There are a
number of ways this could occur for clinical laboratories, in particular. First, if a new test



is developed that is predictive for a particular condition or for the effectiveness of a
particular therapy, then it may be unreasonable to expect that there will be randomized
clinical trials as part of the CED follow-up because most patients will want to take action
in response to the test results. Thus, patients may be less willing to enroll in the control
arm of such a study. As a result, the types of evidence development utilized must be
flexible or the spread of new technologies could be affected.

CED could also impose certain unique problems for laboratories because they do
not usually see or have interaction with the patient. This may make CED difficult where
a laboratory test is the subject of the coverage decision. If Medicare decides to subject a
new laboratory test to CED, it is the laboratory that will be paid for the test. However,
the laboratory has little interaction with the patient; thus, it will be unable to ensure that
the patient participates in the follow up process. It will usually be up to the physician to
ensure that the patient participates in any subsequent evidence development; however,
Medicare will have little leverage over the physician in this case, because it is not paying
the physician for the testing. Thus, CED for clinical laboratory tests may present unique
challenges.

Finally, ACLA is concerned about recent proposals that would require
laboratories to report test results or related clinical data to Medicare with claims. This
proposal has been made recently as part of pay-for-performance initiatives designed to
promote the spread of health information technology. While ACLA is supportive of
appropriate efforts to promote health information technology, currently, neither the
technology nor the shared computer language exists to permit such widespread,
integrated data reporting. Thus, ACLA would be concerned if, as part of CED, clinical
laboratories were required to report test results or related clinical data within, or as an
attachment to, Medicare claims data. Where necessary with respect to new clinical
laboratory tests covered under CED, ACLA would not object to submitting such
information separately from the claims process.

I11.  Study Design Implementation

As suggested above, following up on patients that are included in the specific
evidence development process will often be the most important and most problematic
issue presented by this process. Researchers often note that the most difficult part of any
clinical study is the follow-up of patients after the initial enrollment of participants. A
number of questions related to issues of follow-up are raised by the Draft Guidance. For
example, how will the agency ensure that patients continue to participate in a study?
What action would be taken if there is not sufficient follow-up? What action will
Medicare take with regard to its NCD if patients do not continue to participate in
subsequent evidence development efforts? As suggested above, this type of follow-up
will be particularly difficult in the instance of clinical laboratories.

Furthermore, ACLA believes there must be clear time limits on the evidence
development process. We do not believe it is sufficient simply to suggest that evidence
development should continue until all of the relevant questions have been answered. As
time passes, the relevance of particular questions may change, and the level of
participation may diminish. Therefore, it seems far more reasonable and fair to set a
specific time period for the requirements, i.e., specific dates for the commencement and
termination of the data collection. Once the end date is reached, the requirements should
be re-evaluated or eliminated if no longer necessary.



Finally, the Draft Guidance raises a number of questions about how to balance the
cost of evidence development with its possible benefits. ACLA believes that the benefits
should be weighed in terms of objective end points, such as reduced mortality, shortened
hospital stays, or other reduced costs. The value of these benefits may, however, be
difficult to measure. On the other hand, the costs associated with the new product or
service may be more apparent and easier to calculate. Therefore, ACLA believes that it
IS important in any data collection effort to weigh carefully the costs and benefits
involved, so that this process does not unfairly discourage the development of new
products and services.

ACLA is pleased to have the opportunity to submit these comments. We look
forward to working with the agency as it continues to develop its position in this area. If
you have any further questions or comments, do not hesitate to contact us.



Organization: American College of Cardiology

The American College of Cardiology (ACC) and the Society for Cardiovascular
Angiography and Interventions (SCAI) appreciate the opportunity to comment on
proposed revisions to the CMS National Coverage Determination (NCD) process. The
ACC is a 31,000 member non-profit professional medical society and teaching institution
whose mission is to advocate for quality cardiovascular care through education, research
promotion, development and application of standards and guidelines, and to influence
health care policy. The SCAI is a professional association representing 3,300 invasive
cardiologists. SCAI promotes excellence in cardiac catheterization and interventions
through physician education and representation, clinical guidelines and quality assurance
to enhance patient care.

We commend CMS for its continued efforts to improve the national coverage
determination process. As we stated in previous comments to the agency, we believe a
more transparent and predictable process is necessary to ensure that Medicare
beneficiaries have access to breakthrough medical technologies.

This draft guidance document addresses significant issues of scientific oversight,
hypotheses, data collection methods, and sample size. The ACC and SCAI offer the
following comments for consideration.

Evidence Based Medicine

Our organizations strongly support an evidence-based approach to medical practice to
facilitate the provision of safe and cost effective care to patients. Many professional
medical societies have developed evidence-based clinical guidelines and expert
consensus documents and continuously revise these documents to include new
technologies. To assist in decision-making on national coverage determinations, we
encourage CMS to consult with professional medical societies at least yearly, but more
frequently as necessary, to gather updated information from clinical guidelines and expert
consensus documents. We propose that CMS consider an initial meeting with
professional medical societies to establish priorities for discussion, and then relevant
societies should identify expert representatives to participate in working groups to discuss
specific clinical areas and evaluate existing evidence-based practice guidelines, or the
need for new guidelines and study, including study design, population, sample size, study
sponsors, endpoints and funding.

Data Collection, Interpretation and Oversight

The ACC and SCAI encourage CMS to call for post coverage data collection in only a
limited number of circumstances where there is a well defined need for new information
on outcomes and quality care. Importantly, the scientific questions should be carefully
defined early in the process, with all stakeholders having the opportunity for input. Care
should also be taken to ensure that data collection is not burdensome and costly to
providers, both financially and in additional work (clerical and other resources). We




encourage CMS not to rely on administrative claims data but instead, utilize focused and
prospectively collected clinical data from a registry setting.

We believe that nationally recognized clinical trial/study design experts and database
researchers should work with CMS to determine the appropriate study duration, statistical
requirements, population and data collection methods (registry collection). As mentioned
above, professional medical societies should be afforded the opportunity to identify
experts to work with CMS in this process. Such experts should also be called upon to
consult with CMS to adjudicate conflicts in the execution and interpretation of data.
Experts in the relevant fields should oversee each proposed database or registry to (a)
assure validity of the data elements (both definition and utilization); (b) set appropriate
guidelines to govern access to the database for research and analysis purposes; and (c)
determine appropriate sample sizes for any conclusions drawn from the
databases/registries and confirm the statistical significance and validity of any
conclusions generated by analysis of the contents therein.

We also ask CMS to clarify the terms for analysis of databases and registries and
particularly the term “studies.” These terms appear to be mixed and interchangeable
throughout the document.

Withdrawal of Coverage

The ACC and SCAI urge CMS not to undertake a large-scale reconsideration of coverage
decisions based on the provisions set forth in this guidance document. We are concerned
that there is a major risk that an insufficient sample size will be used to deny services or
procedures to the Medicare population. We also ask CMS to clarify the standards (ratio
of absolute or relative benefit to cost of the service) that would be imposed to establish
withdrawal of coverage.




Organization: American College of Radiology

(Comment on next page.)
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American College of Radiology

June 6, 2005

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Mail stop: C1-12-28

7500 Security Boulevard

Baltimore, MD 21244

RE: Coverage with Evidence Development (CED) Draft Guidance Document
Dear Members of the Coverage and Analysis Group:

The American College of Radiology (ACR), representing over 32,000 members in
radiology, radiation oncology, interventional radiology and nuclear medicine would like
to thank the Centers for Medicare and Medicaid Services (CMS) for this opportunity to
provide comments on the draft guidance document relating to the concept of coverage
with evidence development (CED). The ACR would like to extend its appreciation to
CMS for their efforts in engaging stakeholders in a public dialogue to assist the agency in
developing a guidance document on Medicare coverage decisions that are linked to
prospective data collection requirements.

The ACR reviewed the draft guidance document titled “Factors CMS Considers in
Making a Determination of Coverage with Evidence Development” and feels that overall
it is straightforward and consistent with other CMS educational efforts (e.g., physician
open door forum conference calls). However, the ACR believes there remain many
uncertainties regarding how any data collection or similar evidence development efforts
will be managed and how they might ultimately impact patient access to new technology.
We, therefore, encourage the agency to proceed cautiously and limit the use of CED until
it is possible to acquire more experience with the concept. In addition, to the extent that
ongoing and future CED initiatives relate to services provided by radiologists, the ACR
urges CMS to be mindful of the unique aspects of technology assessments for such
services', as the measurements of diagnostic accuracy/evidence may differ from typical
health care interventions in ultimately identifying the net health outcomes.

While the ACR recognizes the potential promise of the new CED process, CMS should
continue to consider the overarching impact of the respective national coverage
requirement for practicing physicians as well as quality patient care. Practicing
radiologists rely on other physicians for the respective referrals. The ACR is concerned
that if a study requires coordination with physicians whose reimbursement is not linked
to performing the examination (e.g., ordering or referring physicians), they will have little
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incentive to provide the follow up data associated with a registry or clinical study.
Therefore, we ask that CMS take proactive measures and develop solutions to help
alleviate this potential problem between referring and practicing physicians (e.g.,
radiologists) whenever an item or service subjected to CED involves a number of
different physicians, each playing a specific role in determining the need for and/or
providing such item or service.

Within the draft CED guidance document, CMS states that “the primary purpose of
obtaining additional evidence through CED is for the agency’s use in making payment
determinations, i.e., that a treatment is reasonable and necessary”. It further states that a
future guidance document will provide greater detail of the interpretation of “reasonable
and necessary”. The ACR asks that CMS take careful consideration in
defining/interpreting “reasonable and necessary” and utilize the established and available
resources.

The Carrier Advisory Committee (CAC) process and local physician input on local level
consolidation and development of local coverage determinations (LCDs) is an invaluable
system for health policy and gleaning medical need. The ACR has nationwide networks
of Radiology and Radiation Oncology CAC representatives who review draft LCDs in
detail and provide comments to their local Carrier Medical Directors (CMDs). Local
CAC and LCD development processes are vitally important to the functioning of
physician practices, the education of providers and the exchange of information between
providers and Medicare contractors. In addition, these established processes provide
medical necessity/reasonable and necessary information. ACR believes quite strongly
that any CED initiative must provide for a similar level of consultation with relevant
physician specialists and their respective associations.

I11. Factors Considered in Applying CED, page 10

The ACR reviewed the questions posed in the CED draft guidance document under
Section 11 referenced above and recommend that an agreed understanding of the scope
and endpoint of a study should be determined prior to a CED. End points should be
provided by those physicians having to abide by the CED rules (e.g., radiologists when
CED relates to a service they provide) and, as such, the method should not require
radiologists having to rely and obtain data from referring physicians who may not be
required to participate. The ACR would urge CMS to provide solutions to this potential
issue. In addition, the ACR encourages CMS to utilize the diagnostic measurements
referenced in the enclosed article titled “Technology Assessments for Radiologists.”

IV. Process for Deciding When and How to Apply CED, page 11
In response to bullet 2, under Section 1V referenced above, the ACR recommends that

CMS publish a separate rule in advance of the proposed rule for the Medicare Physician
Fee Schedule, if new codes requiring CED are implemented.

2 Ibid.



In response to bullet 3, under Section 1V referenced above, the ACR feels that there are
existing mechanisms and processes that would serve as a useful model for obtaining
public input to identify and prioritize topics for CED. Rulemaking or comparable
requests for public input (e.g., notices in the Federal Register), stakeholder conference
calls, CMS high priority work with medical specialty societies to approve a data
collection model prior to implementation of a new code (i.e., a six month or less
development process) are all available mechanisms.

Answers to questions in Section V will vary with each study and should be answered on a
case by case basis. Also, CMS should continue to rely on peer review medical literature
and only do one of the CED projects if the data seem insufficient for determining
coverage.

The ACR appreciates CMS’ consideration of the comments above and welcomes any
questions. If you should need clarification on the items addressed in this comment letter
or would like to discuss further, please contact Anita Pennington at (800) 227-5463, ext.
4923 or via email at anitap@acr.org.

Respectfully Submitted,

Harvey L. Neiman, M.D., FACR

Executive Director

American College of Radiology

cc: Herb Kuhn, Director, CMS Center for Medicare Management

John A. Patti, M.D., Chair, ACR Commission on Economics

Enclosure



Radiology

Statistical Concepts Series

Jonathan H. Sunshine, PhD
Kimberly E. Applegate, MD,
MS

Index terms:

Cancer screening

Efficacy study

Radiology and radiologists, outcomes
studies

Technology assessment

Published online
10.1148/radiol.2302031277
Radiology 2004; 230:309-314

" From the Department of Research,
American College of Radiology, 1891
Preston White Dr, Reston, VA 20191
(J.H.S.); Riley Hospital for Children, In-
diana University Medical Center, Indi-
anapolis (K.E.A.); and Department of
Diagnostic Radiology, Yale University,
New Haven, Conn (J.H.S.). Received
August 10, 2003; revision requested
August 19; revision received and ac-
cepted August 21. Address corre-
spondence to |.H.S. (e-mail: jonathans
@acr.org).

© RSNA, 2004

Technology Assessment
for Radiologists’

Health technology assessment is the systematic and quantitative evaluation of the
safety, efficacy, and cost of health care interventions. This article outlines aspects of
technology assessment of diagnostic imaging. First, it presents a conceptual frame-
work of a hierarchy of levels of efficacy that should guide thinking about imaging
test evaluation. In particular, the framework shows how the question answered by
most evaluations of imaging tests, “How well does this test distinguish disease from
the nondiseased state?” relates to the fundamental questions for all health technol-
ogy assessment, “How much does this intervention improve the health of people?”
and “What is the cost of that improvement?” Second, it describes decision analysis
and cost-effectiveness analysis, which are quantitative modeling techniques usually
used to answer the two core questions for imaging. Third, it outlines design and
operational considerations that are vital if researchers who are conducting an
experimental study are to make a quality contribution to technology assessment,
either directly through their findings or as an input into decision analyses. Finally, it
includes a separate discussion of screening—that is, the application of diagnostic
tests to nonsymptomatic populations—because the requirements for good screen-
ing tests are different from those for diagnostic tests of symptomatic patients and
because the appropriate evaluation methods also differ.

© RSNA, 2004

Technologic innovation and diffusion of technology into daily practice in radiology have
been nothing short of remarkable in the past several decades. Health technology assess-
ment is the careful evaluation of a medical technology for evidence of its safety, efficacy,
cost, cost-effectiveness, and ethical and legal implications (1). Interest and research in
health technology assessment are growing in response to the wider application of new
technology and the increasing costs of health care today (2).

The goal of this article is to describe some of the rationale and the methods of technol-
ogy assessment as applied to radiology. For any health care intervention, including
diagnostic imaging tests, the ultimate questions are, “How much does this do to improve
the health of people?” and “How much does it cost for that gain in health?” We need such
an understanding of the radiology services we provide to advocate for our patients and to
use our resources efficiently and effectively.

OUTCOMES

Measures of diagnostic accuracy, which are the metrics most commonly used for evalua-
tion of diagnostic tests, answer the question, “How well does this test distinguish disease
from the nondiseased state?” The answer to that question often does not provide an
answer to the questions about improvement of health and the cost of that improvement,
which are the core outcome questions about health care interventions (3,4).

The most productive way to think about this gap between diagnostic accuracy on the
one hand and outcomes on the other hand and to think about the inclusion of relevant
outcomes in the evaluation of diagnostic tests is to use the conceptual scheme of a six-level
“hierarchy of efficacy” developed by Fryback and Thornbury (5,6) (Table ). They point out
that efficacy at any level in their hierarchy is necessary for efficacy at the level with the
next highest number but is not sufficient. In their scheme, diagnostic accuracy is at level
2, and patient and societal outcomes are at levels 5 and 6, respectively. Thus, there may be
“many a slip between cup and lip”—that is, between diagnostic accuracy of an imaging test
on the one hand and improved health and adequate cost-effectiveness on the other.
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Let us trace partway through the schema,
starting at the lowest level, to understand
the principle that efficacy at one level is
necessary but not sufficient for efficacy at
the next level. Technical efficacy (level 1),
such as a certain minimum spatial resolu-
tion, is necessary for diagnostic accuracy
(level 2), but it does not guarantee it. Sim-
ilarly, diagnostic accuracy is necessary if a
test is to affect the clinician’s diagnosis
(level 3), but it is not sufficient. Rather,
other sources of information, such as pa-
tient history, may dominate, so that even a
highly accurate test may have little or no
effect on the diagnosis. In such an in-
stance, fairly obviously, the test does not
contribute to the level 5 goal of improving
patient health.

As the Table shows, there are multiple
measures that can be used to quantify the
efficacy of a diagnostic imaging test at
any of the six levels. Hence, evaluations
of imaging tests can involve a variety of
measures. Thinking in terms of the hier-
archy is also helpful for identification of
the level(s) at which information should
be obtained in an evaluation of a diag-
nostic imaging test. Experience, as well as
reflection, has taught some lessons. The
most important of these include:

1. Because higher-level efficacy is pos-
sible only if lower-level efficacy exists, it
is often useful to measure efficacy at rel-
atively low-numbered levels.

2. In particular, in the development of
a test, it is helpful to measure aspects of
technical efficacy (level 1), such as sharp-
ness, noise level, and ability to visualize
the anatomic structures of interest. An
important aspect of test development
consists of finding the technical parame-
ters (voltage, section thickness, etc) that
give the best diagnostic accuracy; these
measures of technical efficacy are often
key results in that process.

3. Diagnostic accuracy (level 2) is the
highest level of efficacy that is character-
istic of the test alone. For example, the
sensitivity and specificity of a test are not
dependent on what other diagnostic in-
formation is available, unlike level 3 (di-
agnosis). Also, the methodology and sta-
tistics used in measurement of diagnostic
accuracy are relatively fully developed.
Therefore, measurement of diagnostic ac-
curacy is usually worthwhile.

4. Above diagnostic accuracy, effect
on treatment (level 4), an “intermediate
outcome,” is relatively attractive to mea-
sure. It can be measured fairly easily and
reliably in a prospective study, and it is
closer in the hierarchy to the ultimate
criteria, effect on patient health (level 5)
and cost-effectiveness (level 6).
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Hierarchy of Efficacy for Diagnostic Tests

Level

Typical Measures

1, Technical efficacy

Noise level
Sensitivity
Specificity

2, Diagnostic accuracy

3, Diagnosis

the diagnosis

4, Treatment

5, Patient health outcomes

6, Societal value

Resolution of line pairs
Pixels per millimeter
Section thickness

Area under the receiver operating characteristic curve
Percentage of cases in which image is judged helpful in making

Percentage of cases in which diagnosis made without the test
is altered—or altered substantially—when information from
the test is received

Percentage of cases in which image is judged helpful in
planning patient treatment

Percentage of cases in which treatment planned without the
test is changed after information from the test is received

Percentage of patients improved with test conducted
compared with that improved without test conducted

Percentage difference in specific morbidities with test
compared with those without

Mean increase in quality-adjusted life years with test compared
with that without

Cost-effectiveness from a societal perspective

Cost per life saved, calculated from a societal perspective

Source.—Adapted and reprinted, with permission, from reference 6.

5. Effect on patient health (level 5) is usu-
ally observable only after a substantial delay,
especially for chronic illnesses, such as car-
diovascular disease and cancer, which are
currently the predominant causes of mortal-
ity in the United States. Also, it is the end
result of a multistep process of health care.
Because diagnostic tests occur near the be-
ginning of the process, and some random
variation enters into the results at every step,
the effect of a diagnostic test on final out-
comes is usually difficult to observe without
an inordinate number of patients. For exam-
ple, the current principal randomized con-
trolled trial of computed tomographic (CT)
screening for lung cancer requires some
50,000 patients and is expected to take 8
years and cost $200 million (7). Thus, effects
on patient health (level 5) and cost-effective-
ness (level 6) are uncommon as end points in
experimental studies on the evaluation of
diagnostic tests.

CLINICAL DECISION ANALYSIS
AND COST-EFFECTIVENESS
ANALYSIS

Instead, assessments of imaging technolo-
gies at levels 5 and 6 of the efficacy hierar-
chy are generally conducted by using
decision analysis rather than direct experi-
mental studies. Decision analysis (8-11) is
an objective and systematic technique for
combining the results of experimental
studies that cover different health care
steps to estimate effects of care processes

more extensive than those directly studied
in any single experimental research
project. Cost-effectiveness analysis is a
form of decision analysis that involves
evaluation of the costs of health care, as
well as the outcomes (12,13). What follows
is a brief explanation of clinical decision
analysis and cost-effectiveness analysis and
the role they may play in technology as-
sessment in radiology. Although we con-
centrate on cost-effectiveness analysis, the
same methods and applications apply to
decision analysis.

Cost-effectiveness analysis recognizes
that the results of care are rarely 0% and
100% outcomes but rather are probabilis-
tic (14). It involves the creation of algo-
rithms, usually displayed as decision
trees, as shown in Figure 1, which incor-
porate probabilities of events and, often,
the valuations (usually called “utilities”)
of possible outcomes of these events. In-
dividual or population-based preferences
for certain outcomes and treatments are
factored into these utilities.

Cost-effectiveness analysis can be di-
vided into three basic steps: defining the
problem, building the decision model,
and analyzing the model.

Defining the Problem

For any cost-effectiveness analysis, one
of the most difficult tasks is defining the
appropriate research question. The issues
to address in defining the problem are the
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Necessary Surgery

Positive Test/Surgery
Unnecessary Surgery
Imaging e
Correct Diagnosis
Negative Test/Discharge
Missed Diagnosis
Suspected Appendicitis
Necessary Surgery
Surgery
Unnecessary Surgery
Clinical Exam
Correct Diagnosis
Discharge
Missed Diagnosis

Figure 1.

Example of a typical imaging decision analysis tree. In this example, an imaging test

is compared with clinical examination for the correct diagnosis of acute appendicitis.

population reference case, strategies, time
horizon, perspective, and efficacy (out-
come) measures. The reference case is a
description of the patient population the
cost-effectiveness analysis is intended to
cover. For example, the reference case for
the cost-effectiveness analysis in Figure 1
consists of persons with acute abdominal
pain seen in the emergency department.

The issue of strategies is, what are the care
strategies that we should compare? Too
many strategies may be confusing to com-
pare. Too few may make an analysis suspect
of missing possibly superior strategies. The
decision tree in Figure 1 compares costs and
outcomes of a clinical examination versus an
imaging test for the diagnosis of acute ap-
pendicitis; in a fuller model, ultrasonogra-
phy (US) and CT might be considered sepa-
rate imaging strategies. In general, cost-
effectiveness analysis and decision analysis
address whether a new diagnostic test or
treatment strategy should replace the current
standard of care, in which case the current
standard and the proposed new approach
are the strategies to include. Alternatively,
often the issue is which of a series of tests or
treatments is best, and these then become
the strategies to include.

The time horizon for which the cost-effec-
tiveness analysis model is used to evaluate
costs, benefits, and risks of each strategy
must be stated and explained. Sometimes,
the time horizon may be limited because of
incomplete data, but this creates a bias
against strategies with long-term benefits.

Finally, cost-effectiveness analysis al-
lows costs to be counted from different
perspectives. The perspective might be
that of a third-party payer, in which case
only insurance payments count as costs,
or that of society, in which case all mon-
etary costs, including those paid by the
patient, count, and so—at least in some
analyses—do nonmonetary costs, such
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as travel and waiting time involved in
obtaining care.

Building the Cost-Effectiveness
Analysis Model

Cost-effectiveness analysis is usually
based on a decision tree, a visual repre-
sentation of the research question (Fig 1).
These decision trees are created and ana-
lyzed with readily available computer
software, such as DATA (TreeAge Soft-
ware, Williamstown, Mass). The tree in-
corporates the choices, probabilities of
events occurring, outcomes, and utilities
for each strategy being considered. Each
branch of the tree must have a probabil-
ity assigned to it, and each path in the
tree must have a cost and outcome as-
signed. Data typically come from direct
studies of varying quality, from expert
opinion (which is usually unavoidable
because some needed data values can not
be obtained in any other way), and from
some less directly relevant literature. For
example, in Figure 1, the probability of a
positive test result may be selected from
published literature and added to the de-
cision tree under the branch labeled
“Positive Test/Surgery.” Costs are fre-
quently not ascertained directly, but
rather are estimated by using proxies
such as Medicare reimbursement rates or
the charge and/or cost data of a hospital.
Building the decision tree requires expe-
rience and judgment.

The complexity of cost-effectiveness
analysis sometimes makes it difficult to
understand and therefore undervalued
(14,15). One way to improve understand-
ing and allow readers to judge for them-
selves the value of a cost-effectiveness
analysis model is to be explicit about the
assumptions of the model. Many as-
sumptions are needed simply because of

limited data available to answer the re-
search question.

Analyzing the Cost-Effectiveness
Analysis Model

Once the model has been created, anal-
ysis should then include baseline analysis
of cost and effectiveness and sensitivity
analysis. The average cost and effective-
ness for each strategy, considering all the
outcomes to which it might lead, are
computed simultaneously. We calculate
averages by weighting the end probabili-
ties of each branch and by summing for
each strategy by moving from right to
left in the tree. In cost-effectiveness anal-
ysis decision trees such as that in Figure
1, the costs and utilities for each outcome
would be placed in the decision tree at
the right end of each branch.

Possible results when comparing two
strategies include the following: One
strategy is less expensive and more effec-
tive than another, one strategy is more
expensive and less effective, one strategy
is less expensive but less effective, and
one strategy is more expensive but more
effective. The choice in the first two sit-
uations is clear, and the better strategy is
called “dominant.” The final two situa-
tions involve trade-offs in cost versus ef-
fectiveness, however. In these situations,
one compares strategies by using the in-
cremental cost-effectiveness ratio, which
allows evaluation of the ratio of increase
in cost to increase in effectiveness. What
maximal incremental cost-effectiveness
ratio is acceptable is open to debate, but
for the United States, $50,000-$100,000
per year of life in perfect health (usually
called a “quality-adjusted life-year”) is
commonly recommended as a maximum.

Almost all payers in the United States
state that they consider only effective-
ness, not cost. Implicitly, then, they ac-
cept an indefinitely high incremental
cost-effectiveness ratio—it does not mat-
ter how much more expensive a strategy
is, as long as it is the least bit more effec-
tive or the public demands it intensely.

The final task in cost-effectiveness
analysis is sensitivity analysis. Sensitivity
analysis consists of changing “parameter
values” (numerical values, such as prob-
abilities, costs, and valuation of out-
comes) in the model to find out what
effect they have on the conclusions. A
model should be tested in this way for
“robustness,” or strength of its conclu-
sions with regard to changes in its as-
sumptions and uncertainty in the param-
eters taken from the literature or expert
opinion. If a small change in the value of
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a parameter leads to a change in the pre-
ferred strategy of the model, then the
conclusion is said to be sensitive to that
parameter, and the conclusion is weak.
Sensitivity analysis may persuade doubt-
ful readers of the soundness of the con-
clusions of the model by showing that
the researchers were thorough and unbi-
ased and the conclusions are not sensi-
tive to the assumptions or parameters the
readers question. Often, however, sensi-
tivity analysis will show that conclusions
are not robust. Alternatively, another
cost-effectiveness analysis, conducted by
different researchers by using different
assumptions and parameters (which is re-
ally a form of sensitivity analysis), will
reach different conclusions. While dis-
couraging, a similar situation is not un-
common with experimental studies
(such as clinical research), with one study
having findings different from another.
Also, identification of the parameters and
assumptions to which the results are sen-
sitive can be very helpful, because it tells
researchers what needs to be investigated
further through experimental studies to
reach reliable conclusions.

CHARACTERISTICS OF
HIGH-QUALITY EXPERIMENTAL
STUDIES

Whether an experimental study is in-
tended to provide direct findings (princi-
pally, as we have seen, at efficacy levels 1
through 4) or to provide findings to be
used as input into decision analysis
and/or cost-effectiveness analysis (which
are then used to assess level 5 and 6 effi-
cacy), several design and operational
considerations are important for the
study to be of high quality and substan-
tial value (2,16-19). Regrettably, the
quality of studies on the evaluation of
diagnostic imaging is very often poor
(20-23). Therefore, radiologists should
be aware of these considerations so that
they may read the literature critically and
also improve the quality of the technol-
ogy assessment studies they conduct.

The most important considerations
follow. We focus on studies of diagnostic
accuracy, since these are most common
and constitute the principal focus of ra-
diologists, but most of what is said ap-
plies to experimental studies of other lev-
els of the hierarchy of efficacy.

Patient Characteristics

Patients in a study should be like those in
whom a test will be applied in practice. Of-
ten, in initial studies, a test is applied pre-
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dominantly to very sick patients or com-
pletely healthy individuals. This “spectrum
bias” exaggerates the real-world ability of the
test to distinguish disease from health be-
cause intermediate cases that are less than
totally clear cut are eliminated. As a result,
initial reports on a new test are often overly
optimistic. On the other hand, such spec-
trum bias can be useful in initial studies to
ascertain if a test has any possible promise
and to help establish the operating parame-
ters at which the test works best.

Number of Cases

The number of cases included in stud-
ies should be adequate. Almost always,
the smaller the number of cases, the
larger the minimum difference that can
reliably be observed. Before a study is be-
gun, a statistician should be asked to per-
form a power calculation to ascertain the
number of cases required to detect, with
desired reliability, the minimum differ-
ence regarded as clinically important. Of-
ten, the number of cases included in ac-
tual studies is inadequate (22). Such
studies are referred to as “underpowered”
and can lead to errors.

Design Considerations

Prospective studies are almost always
preferable to retrospective studies. “Well
begun is half done” carries a corollary that
“poorly begun is hard to salvage.” In a ret-
rospective study, one has to work from
someone else’s design and data collection,
and these are typically far from optimal
from the standpoint of your purposes.

The temptation to include in the re-
search everything that might be studied
should be resisted, lest the study collapse
from its own complexity.

Often, the purpose of a study is to com-
pare two diagnostic tests—for example,
to compare a proposed new test with an
established one. In this situation, unless
data on patient health outcomes and cost
must be directly obtained, an optimal de-
sign consists of applying both tests to all
study patients, with interpretation of
each test performed while blinded to the
results of the other. In contrast, the com-
mon practice of using “historical con-
trols” to represent the performance of the
established test is usually a poor choice.
The patient population in the historical
control may be different, and the execu-
tion of the historical series may not meet
standards of current best practice.

Reference Standard

The reference standard (sometimes less
formally called the “gold standard”)

needs to be chosen carefully. While a per-
fect reference standard—one with 100%
accuracy—often cannot be attained, it is
important to do as well as possible. Meth-
odologists routinely warn (4,22,24) that a
reference standard that is dependent,
even in part, on the test(s) being evalu-
ated involves circular reasoning, and
they say it is therefore seriously deficient,
but they note that such standards are
nonetheless not infrequently used.

Timing

Timing is important because diagnos-
tic imaging is a field that is changing
relatively rapidly. There is little point in
undertaking a large-scale study when a
new technique is in the initial develop-
mental stage and is changing particularly
rapidly; results will be obsolete before
they are published. On the other hand, it
is not wise to wait until a technique is
fully mature because, by then, it will of-
ten be widely disseminated, making the
study too late for its results to readily
influence general clinical practice. Use of
techniques that lead to rapid completion
of a study, such as gathering data from
multiple sites, is highly desirable because
imaging evolves relatively rapidly.

Efficacy and Effectiveness

Most evaluations of diagnostic tests—
and of any other medical care—are studies
of efficacy, which is defined as results ob-
tained under ideal conditions, such as
those of a careful research project. Initially,
efficacy is important to ascertain, but ulti-
mately, one would want to know effective-
ness, which is defined as results obtained
in ordinary practice. Effectiveness is usu-
ally poorer than efficacy. For example,
studies in individual academic institu-
tions—that is, efficacy studies—showed
that abdominal CT for patients suspected
of having appendicitis significantly re-
duced the perforation rate and unneces-
sary surgery rate (25,26), but a study of
essentially all hospital discharges in Wash-
ington state—that is, an effectiveness
study—showed no improvement in either
rate between 1987 and 1998, a period
when laparoscopy and cross-sectional im-
aging techniques, including CT, became
widely available (27). The systematization
necessary for an organized study tends to
preclude observation of effectiveness—the
study protocol ensures uniform applica-
tion of the test with its parameters set at
optimal levels, and people are generally
more careful and consistent and do better
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Project Selection and Definition Phase

» Evaluate measures of diagnostic accuracy
that are highly clinically relevant

* Use an experienced statistician, involving
him or her from the beginning

* Involve the treating physicians from the
beginning

Study Design and Start-Up Phase

» Specify the protocol carefully and in detail

» Use a sophisticated statistical analysis,
including multivariate techniques

» Hold face-to-face meetings of the full range
of study participants at critical points

» Conduct extensive pretesting

Project Operation Phase

» Use existing experienced data manage-
ment and statistical analysis centers

* Include multiple sites, preferably involving
some nonacademic participants

* Hold periodic telephone conference calls

» Have "fill-ins" available in case initial parti-
cipants drop out and in case—as almost
always happens—participants obtain fewer
patients per month than they anticipate

* Require participants to have a data
manager on site

» Send participants periodic reminders about
overdue forms

Figure 2. Additional procedures for enhance-
ment of study quality and rapidity, with par-
ticular reference to a study of substantial scale.

when they know their activity is being ob-
served (this is called the Hawthorne effect).

Figure 2 lists some additional impor-
tant considerations for high-quality stud-
ies. Sunshine and McNeil (16) discuss the
above considerations and those in Figure
2 in more detail.

SCREENING

Screening (28,29) is the performance of a di-
agnostic test in an asymptomatic population
with the aim of reducing morbidity and/or
mortality from disease. The requirements of
efficacious screening are somewhat different
from those of “conventional” diagnostic
testing—that is, testing applied to symptom-
atic patients. These differences apply to the
diagnostic test, available treatment, and eval-
uation of the test.

The Test

Because the prevalence of disease in a
screening population is very low—for exam-
ple, approximately one-half percent in
screening mammography—a screening test
must be highly specific. Otherwise, false-pos-
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————— Pre-clinical screening-detectable phase
—— Symptomatic phase
X Adverse event

Figure 3. Example of length bias. Half of the
cases are the more indolent form (longer pre-
clinical phase, longer symptomatic phase, and
less severe adverse events, as shown by a
smaller x). At any point in time (I and t2 are
randomly chosen points in time), however,
two-thirds of the cases detectable only with
screening are indolent.

itive findings will greatly outnumber true-
positive findings (even at the relatively high
90%-95% specificity rate for mammogra-
phy—ie, 5%-10% recall rate—false-positive
findings outnumber true-positive findings
by 10-20 to 1), and the cost and morbidity
of working up patients with false-positive
findings will outweigh the gains from early
detection in those with true-positive find-
ings. Similarly, the cost and morbidity of the
screening test itself (which apply to every
patient screened) must be relatively low; oth-
erwise, they will outweigh the gains of
screening, which can occur only for the very
small percentage of patients with true-posi-
tive findings.

In contrast, sensitivity can be modest. For
example, screening mammography has an
approximate 75% sensitivity, yet it allows us
to identify three of every four possible breast
cancers that could be detected if the test were
perfectly (100%) sensitive. These require-
ments for a screening test can be somewhat
eased if a high-risk population is identified,
because the proportion of true-positive find-
ings will increase. Note that while a screen-
ing test optimally has high specificity and
may only need modest sensitivity, an opti-
mal diagnostic test for symptomatic patients
should have a high sensitivity, but the spec-
ificity may be modest.

Treatment

Oddly, the available treatment must be
intermediate in efficacy. If treatment is
fully efficacious—more specifically, if treat-
ment of symptomatic patients is as effica-
cious and no more costly than the pre-
symptomatic treatment made possible by

screening—then nothing is to be gained by
identifying disease before it becomes
symptomatic. Conversely, if treatment is
completely inefficacious—that is, there is
no useful treatment for even presymptom-
atic disease—there is also no possible gain
from screening. Screening can only be ben-
eficial if treatment of presymptomatic dis-
ease is more efficacious than treatment of
symptomatic disease (29-31). (However,
some hold that screening for untreatable
genetic diseases and other untreatable dis-
eases can be reasonable because parents
can alter reproductive behavior and pa-
tients can gain more time to prepare for
the consequences of disease.) Given these
requirements regarding treatment effec-
tiveness for screening to be sensible, new
developments in treatment—for example,
the introduction of pharmaceuticals such
as donepezil hydrochloride (Aricept; Eisai
America, New York, NY) that slows the pre-
viously unalterable rate of progression of
Alzheimer disease—can completely alter
the relevance of screening.

Evaluation of Screening

In general, the efficacy of treatment of pr-
esymptomatic disease relative to that of
symptomatic disease is not known, although
this is a critical issue for screening, as indi-
cated in the previous paragraph. The reason
for the lack of knowledge is as follows: if
screening has not been done previously, rel-
ative efficacy simply is not known because
presymptomatic cases have not been identi-
fied and treated. On the other hand, if the
issue is introduction of a more sensitive
screening test, one does not know the effi-
cacy of treating the additional, presumably
less advanced cases the new test detects.
Partly for this reason, evaluation of screening
generally has to consist of a randomized con-
trolled trial in which (a) the intervention
consists of the test and the treatment in com-
bination and (b) the end point studied is the
death rate, morbidity, or other adverse out-
come(s) from the disease being screening for
in the intervention population compared
with the rates in the control population.

Biases

Three well-known biases (30,32,33)
also generally necessitate this random-
ized controlled trial study design for eval-
uation of screening tests and generally
preclude the use of other end points,
such as 5-year survival from time of diag-
nosis. These three biases should be un-
derstood by all radiologists.

“Lead-time bias” refers to the fact that
screening will allow detection of disease
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earlier in its natural history than will
waiting for symptoms, so any measure-
ment from time of diagnosis will be bi-
ased in favor of screening, regardless of
the effectiveness of treatment. Consider
an oversimplified example: For lung can-
cer, 5-year survival from diagnosis is cur-
rently 10%-20%. Assume that CT screen-
ing advances diagnosis by 5% years, but
treatment has absolutely no value. Then
5-year survival would nonetheless in-
crease to essentially 100% with screen-
ing. In short, survival time in a screened
group will incorrectly appear to be better
than that in a nonscreened group.

“Overdiagnosis bias” or “pseudodis-
ease” (29,31) refers to the fact that apply-
ing a diagnostic test to asymptomatic in-
dividuals will identify “positive cases”
that will never become clinically mani-
fest in a person’s lifetime. Prostate cancer
provides a striking example. It is the most
common nonskin malignancy in men in
the United States, affecting 10% of them,
but careful histopathologic examination
at autopsy shows microscopic prostate
cancers in nearly 50% of men over the
age of 75 years (34). If an imaging test as
sensitive as histologic examination at au-
topsy were developed, but early detection
had absolutely no effect on outcomes,
the percentage of “cases” showing ad-
verse outcomes would nonetheless de-
crease by four-fitths—but only because
four-fifths of the “cases” never would
have shown any effects of the disease in
the absence of screening and treatment.
The general point is that, because of over-
diagnosis bias, any study of the outcome
of cases identified with a screening test
will be biased toward screening, for many
of the cases identified with screening
would never have had any adverse out-
comes, even in the absence of treatment.
Incidentally, the morbidity and cost of
treating such cases is one of the negative
consequences of screening.

“Length bias” can be thought of as an
attenuated form of pseudodisease. It arises
because cases of a disease vary in aggres-
siveness, with the faster-progressing cases
typically also having a natural history with
greater morbidity and mortality. Cases de-
tected with screening are typically dispro-
portionately indolent. This is because slow-
progressing cases remain longer in the
presymptomatic phase in which they are
detectable only with screening and do not
manifest symptoms. Thus, a test that helps
identify asymptomatic cases dispropor-
tionately uncovers indolent cases, as Figure
3 shows. Hence, cases detected with
screening disproportionately have a rela-
tively favorable prognosis, regardless of the
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effectiveness of treatment. Thus, any study
of outcomes in cases detected with screen-
ing (vs those detected when symptoms oc-
cur) will be biased toward screening.

Other Considerations

While change in morbidity or mortal-
ity from the disease being screened for is
the prime measure of the effect of screen-
ing, changes in other morbidity and mor-
tality possibly caused by screening and/or
treatment should also be considered. Con-
cerns of this type include surgical compli-
cations, chemotherapy toxicity, radiation
treatment-induced secondary cancers, ra-
diation dose from screening, patient anxi-
ety, and changes in patient satisfaction.

The percentage reduction in the risk of

an adverse effect from the disease being
screened for, called “relative risk reduc-
tion,” is a common measure of the ben-
efit of screening, but this measure needs
to be set in context (35). For example, if
screening reduces an individual’s risk of
dying of a particular disease over the next
decade from 1.0% to 0.4%, that is a 60%
decrease in relative risk, but only 0.6 of a
percentage point increase in the proba-
bility of surviving the decade.
In conclusion, for any health care inter-
vention, including diagnostic imaging
tests, the ultimate questions are, “How
much does this do to improve the health
of people?” and “How much does it cost
for that gain in health?” By using the
methods described in this article, we
have the ability to answer these ques-
tions as we assess the remarkable imaging
technologies available today.
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Dear Dr. Phurrough:

The American Gastroenterological Association (AGA) is the nation’s oldest
not-for-profit medical specialty society, and the largest society of
gastroenterologists, representing more than 14,000 physicians and scientists
who are involved in research, clinical practice, and education on disorders of
the digestive system. The AGA appreciates the opportunity to comment on
this guidance document outlining the process for coverage with evidence
development.

CMS staff has discussed this guidance document publicly at recent meetings
attended by many public stakeholders, including the medical specialty
societies. It has been indicated that CMS’s intent is to use coverage with
evidence development in limited circumstances when there are unanswered
questions that would benefit from additional research to assist physicians with
clinical decision-making. We request clarification in the final guidance
document that it is not CMS’s intent to revisit existing current coverage
policies and impose data collection requirements as a means of revising or
reducing current indications for coverage.

AGA supports CMS’s ability to provide coverage with evidence development
as an alternative to a noncoverage determination. CMS said that evidence
development can be accomplished in a variety of ways, including data
registries, post-coverage claims review and evidence-based guidelines. We
recommend that CMS work with the affected medical specialties and industry
jointly to help design the data collection solution and determine specific well-
defined questions to research. CMS should also base evidence requirements

AGA-Advancing the Science and Practice of Gastroenterology
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on the specific product or service at issue in the most cost-effective way of collecting the
information CMS is seeking.

In terms of development of evidence-based guidelines, AGA believes that the physician
community should take the lead role but not be the responsible party for funding this
development. Industry and/or CMS should bear the costs of the evidence development
regardless of the data collection methodology.

AGA requests that during the post-coverage data collection time period that CMS continue to
cover Category B clinical trials for both the costs of routine patient care and the medical devices
under investigation at contractor discretion. CMS should also permit coverage of Category B
clinical trials upon issuance of a national noncoverage decision in order to allow the continued
development of evidence and the possibility of a favorable coverage decision in the future.

Lastly, AGA requests that CMS allow a second comment period on this draft guidance document
due to the number of concerns and issues for input.

Thank you for consideration of our comments. If we may provide any additional information,
please contact Anne Marie Bicha, AGA Director of Regulatory Affairs at 301-654-2055, ext. 664
or abicha@aqastro.org.

Sincerely,

RN

David A. Peura, M.D.
AGA President
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Executive Vice President, CEO

515 North State Street
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Steve E. Phurrough, MD, MPA

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-12-28

7500 Security Boulevard

Baltimore, MD 21244

312 464-5000
312 464-4184 Fax

Re:  Draft Guidance; Factors CMS Considers in Making a Determination of Coverage

with Evidence Development (Apr. 7, 2005)

Dear Dr. Phurrough:

The American Medical Association (AMA) appreciates the opportunity to submit our
comments to the Centers for Medicare and Medicaid Services (CMS) concerning its draft

guidance on Factors CMS Considers in Making a Determination of Coverage with

Evidence Development (Apr. 7, 2005).

The AMA has long supported the development of data collection systems that maintain

high standards of confidentiality, accuracy and fairness. We also support making national
coverage decisions based on the best available scientific evidence, as well as systematic,

protocol-driven data. The draft guidance, however, raises certain issues that the AMA
urges CMS to explore before implementing the requirements under the draft guidance.

Patient Access

It is critical that any Medicare or other government effort to gather data on effectiveness or
quality of service appropriately balance the need for the information against the potential
to create barriers to patient access. It is possible that linking coverage to data collection
could lead to discrepancies in the data and prevent those who most need medical services

from having access to them.

If the evidence is sufficient for a service to be covered by Medicare, then all patients who
could benefit from that service, device or drug should be able to access it. Patients should
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not be denied Medicare coverage for a service for which they qualify in every respect
simply because their physician does not or cannot afford to participate in data collection
efforts. Medicare should not become an exclusive or two-tiered program, where patients
whose physicians participate in data collection are covered and those whose physicians do
not or cannot afford to participate will have to pay for the procedure themselves or do
without it. This kind of exclusivity could exacerbate existing disparities between majority
and minority populations and between urban and rural areas.

Ensure Reliability and Validity of Evidence

The draft guidance proposes that national coverage by Medicare of certain items and
services may be linked to a requirement for prospective data collection. While coverage
decisions should be based on the best available scientific evidence, there may be obstacles
to developing reliable and valid data. CMS should take steps to ensure the utility,
reliability and validity of any evidence developed for coverage purposes. For example, if
the proportion of patients enrolled in clinical cancer trials who are seniors is lower than the
proportion of cancer patients who are seniors, clinical trials may not yield accurate results
for seniors with cancer. It is also important that any new clinical trials be appropriately
focused to yield information that will be useful to clinicians and policymakers. The AMA
cannot support data collection for the sake of data collection. Certain questions must be
asked of every clinical trial if it is to be adequately assessed for its value in improving
information about the service under study:

1. Are the risks to trial subjects reasonable compared to the anticipated benefits?
Under the principle of beneficence, any clinical trial should have a favorable benefit to
risk ratio. Risks should be minimized such that the risks are reasonable compared to
the anticipated benefits.

2. Will the clinical trial improve health and well being and/or increase knowledge?

A clinical trial should provide social or scientific value by improving health and well
being and/or increase our scientific knowledge base.

3. Will the selection of subjects for the clinical trial be fair and equitable?

Under the principle of distributive justice, there must be fair subject selection based on
scientific objectives, not vulnerability or privilege.

4. Does the clinical trial comply with federal regulations relating to the protection of
human subjects and, has the trial been reviewed and approved by an Institutional
Review Board (IRB)?
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Any clinical trial should be in compliance with federal regulations relating to the
protection of human subjects. The clinical trial must be independently reviewed for
appropriateness and approved by an IRB.

5. Will adequate informed consent be obtained from clinical trial subjects?

Clinical trial subjects must be sufficiently informed that the study involves research, of
the study’s purpose, its procedures, of the potential risks and benefits from
participation, and of alternative interventions when appropriate. Voluntary written and
informed consent must be obtained from each study subject except when consent is
waived for research based on emergency, life-saving interventions for unconscious
subjects and when family or proxy consent is not immediately available.

6. Does the clinical trial assure that potential and enrolled subjects will be treated with
respect?

Under the principle of individual autonomy, written and informed consent must be
provided to assure respect for the rights of study participants. This includes assurance
of confidentiality, availability of medical treatment in the event of injury, provision of
contact persons who can respond to the subject’s research rights and to questions about
the research protocol, and an understanding that the subject’s participation is voluntary
and that no penalty or loss of benefits will incur if the subject withdraws from the
clinical trial.

7. Does the clinical trial have a written protocol that shows the study has scientific
validity?

Any clinical trial should have a written protocol that shows the study is
methodologically rigorous and, therefore, has scientific validity. The following
elements must be addressed (presented in question format for purposes of identifying
qualifying criteria):

a) Is there a clearly stated scientific objective (outcome) for the clinical trial?

b) Is the clinical trial protocol designed using acceptable scientific principles to
answer the research question (e.g., experimental or observational study,
appropriate control group, clearly defined inclusion/exclusion criteria for study
subjects, and use of measurement tools that will yield reliable and valid data)?

c) Does the study have sufficient power to definitively test the research question
(e.g., adequate sample size and other statistical requirements)?

d) Does the written protocol provide a plausible data analysis plan?
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e) Does the clinical trial protocol include mechanisms to minimize observer,
subject, and instrument bias to enhance the study’s accuracy?

8. Can the proposed clinical trial be executed properly with respect to investigator
expertise, subject recruitment, and logistical and financial resources, and be completed
within the proposed time period?

The facility and personnel conducting the clinical trial must be capable of doing so by
virtue of their expertise and/or training. Also, the population of potential clinical trial
participants must be sufficient to assure that enough subjects can be enrolled into the
trial. Finally, the clinical trial must be adequately funded so it can be successfully
completed.

Funding of Clinical Trials and Data Collection Activities

In ensuring that clinical trials and data collection efforts are appropriately focused, CMS
needs to ensure proper funding. Often such trials or data collection activities are
underfunded and rely on voluntary efforts of physicians and other health care professionals
and their staffs, which can lead to inaccuracies in the data as well. CMS should consider
making an additional payment to physicians to compensate for the additional costs of
participation in a study. Proper funding of clinical trials and data collection efforts will
help produce accurate and valid results. In addition, CMS should keep in mind that if
funding and other resources are not available to develop data, poor data or little or no data
collection will result in little or no advances in medicine.

Administrative Burden

We appreciate that CMS acknowledges in the draft guidance that the “potential value of
information generated through coverage linked to evidence development must be carefully
considered in the context of the burden associated with the collection of this data.” We
urge CMS to carefully consider whether the effort and resources required to collect data
are justified by the value of the information that will be generated. The physician
community cannot absorb additional unfunded mandates, especially on top of expected
Medicare payment cuts of 26% over six consecutive years, beginning January 1, 2006, as
well as ongoing paperwork burdens, and skyrocketing medical liability premium costs.
Physicians are the cornerstone of the Medicare program, and, to maintain the viability and
quality of the program, physicians must be able to continue to afford to treat Medicare
patients.

Further, CMS states that evidence development requirements should “assure that no
unnecessary costs are imposed.” The draft guidance also discusses that data collection
should involve the “least resource-intensive mechanisms possible” and that “greater
adoption and use of health information technology by providers in all settings has the
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potential to significantly reduce the burden associated with observational and experiential
data collection.”

The AMA strongly agrees that evidence development requirements should not impose
unnecessary costs. We urge CMS, however, to also consider the potentially necessary cost
burden of data collection. If physicians cannot absorb these costs, they will not be able to
undertake data collection efforts. This can only hamper progress in extending important
new technology and services to Medicare patients. In addition, many physician practices,
which operate as small businesses, are not able to invest in health information technology,
especially in rural areas. Thus, CMS should ensure that funding for data collection and
investment in health information technology is readily available. If physicians cannot
afford to develop and collect data, patients could lose access to needed services, as
discussed above.

Funding of Newly Covered Medicare Services

There is already a serious problem with funding for newly-covered Medicare services.
CMS does not recognize the cost of providing these services in calculations of the
sustainable growth rate (SGR) target, which is the formula for updating Medicare
payments for physicians’ services each year. As discussed above, the Medicare Trustees
are forecasting six years of consecutive steep Medicare physician pay cuts, totaling about
26% in payment cuts. Yet, to date, CMS, when calculating the SGR target for allowable
Medicare spending on physicians’ services, does not reflect in the target the increased
physician spending due to national coverage decisions.

CMS has expanded Medicare coverage of implantable cardioverter defibrillators,
diagnostic tests and chemotherapy treatment for cancer patients, carotid artery stenting,
cochlear implants, pet scans for Alzheimers disease, and photodynamic therapy to treat
macular degeneration. While not every coverage decision significantly increases Medicare
spending, taken together, even those with marginal impact contribute to increased use of
physicians’ services.

Some coverage expansions are expected to have a major impact on spending. The recent
expansion of coverage for implantable defibrillators is expected to make this device
available to some 500,000 people, with CMS anticipating that 25,000 will receive the
device in the first year alone. Expansion of the use of photodynamic therapy for treatment
of macular degeneration is conservatively estimated by the National Opinion Research
Center (NORC) to increase expenditures by more than $300 million a year and could boost
spending by more than twice that amount if used by all the eligible Medicare beneficiaries.

While the AMA strongly supports Medicare beneficiary access to these important services,
physicians and other practitioners should not have to finance the costs resulting from the
attendant increased utilization. Requirements for data collection will further increase
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physicians’ costs. Some economic resources must be identified to fund the data collection
efforts, without exacerbating the SGR problem.

We appreciate the opportunity to provide our views on the draft guidance concerning
factors to be considered in making a determination of Medicare coverage with evidence
development, and we look forward to working with CMS in addressing the issues raised
above.

Sincerely,

Michael D. Maves, MD, MBA



Organization: American Podiatric Medical Association

The American Podiatric Medical Association (APMA) has reviewed the document, Draft
Guidance for the Public, Industry, and CMS Staff: Factors CMS Considers in Making a
Determination of Coverage with Evidence Development.

In general, we support the decision by the Centers for Medicare & Medicaid Services
(CMS) to describe factors CMS may consider in a decision to extend national coverage
for certain items and services with coverage linked to a requirement for prospective data
collection. We recognize that the collection of additional information may be useful in
determining that a treatment is reasonable and necessary while also serving to ensure the
safety of those receiving the treatment in question. Additionally, we believe that
coverage with evidence development may better ensure that Medicare beneficiaries have
appropriate access to new medical technologies and services at an earlier stage. Finally,
we believe that this approach could result in decreased costs and improved outcomes to
the healthcare system.

The draft document refers to the "quality of the evidence available" as the core
consideration in determining when an item or service is reasonable and necessary and
whether it improves net health outcomes. How the quality of the evidence will be
assessed is not defined in the draft and we request that CMS define what it means by
"guality."

The APMA is encouraged by the commitment from CMS to seek collaboration from
stakeholders because we believe it imperative that interested parties, including podiatric
physicians, have the opportunity to be actively involved in the data collection and
evaluation of outcomes process.

The draft discusses the need to minimize the financial and other resources required to
obtain the data and recommends using the least resource-intensive mechanisms possible.
Greater adoption and use of health information technology by providers is seen as
reducing the burden associated with the collection of data. We believe that advancements
in information technology will certainly support the use and measurement of protocols
much better. While we agree that this may be the best way to collect data, we believe
there is cause for concern regarding who will be collecting the data and evaluating the
connection between services provided and outcomes. We urge CMS to carefully
construct the process for data collection and outcomes analysis.

In summary, we believe that the introduction of coverage with evidence determination
may be positive for Medicare beneficiaries, as well as for all providers. We look forward
to working cooperatively with CMS as it applies this new type of coverage.
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Dear Dr. Phurrough,

The American Society for Therapeutic Radiology and Oncology (ASTRO)' appreciates the opportunity to provide
comments on the “Factors CMS Considers in Making a Determination of Coverage with Evidence Development”
issued on April 7, 2005. In general, we are supportive of the coverage with evidence development (CED)
initiative, which is intended to provide Medicare beneficiaries with faster and broader access to an item or service
while also providing support for doctors and patients to use the technology effectively in individual cases.
However, we have specific concerns that are described below in our comments on the major sections of the draft
guidance document. We look forward to working with CMS and other stakeholders in addressing these concerns
and in developing a final guidance document that will meet the goals of CMS and help improve the medical care
of its beneficiaries.

Background

CMS cites Section 1862(a)(1)(A) of the Social Security Act as the statutory authority for linking coverage
decisions to the collection of additional data. This section of the statute states that Medicare may not provide
payment for items and services unless they are “reasonable and necessary” for the treatment of illness or injury.

The draft guidance describes and gives examples of two types of circumstances when the CED initiative may be
considered:
1) When a particular medical intervention has been demonstrated to improve health outcomes in a broad
population of patients, but the assurance that individual patients are receiving medically necessary care
would be significantly more likely to occur when specific data is collected; and,
2) When a particular medical intervention has yet to conclusively demonstrate an improvement in health
outcomes, but existing information clearly suggests the intervention may provide an important benefit.

CMS believes that in both cases collection of data for evidence development helps ensure that the care provided
to individual patients will improve net health outcomes.

! ASTRO is the largest radiation oncology society in the world, with more than 8,000 members who specialize in treating patients with
radiation therapies. As a leading organization in radiation oncology, biology and physics, the Society is dedicated to the advancement of
the practice of radiation oncology by promoting excellence in patient care, providing opportunities for educational and professional
development, promoting research and disseminating research results and representing radiation oncology in a rapidly changing
socioeconomic healthcare environment.

12500 Fair Lakes Circle p 800.962.7876 . Targeting Cancer Care
Suite 375 703.502.1550 www.astro.org
Fairfax, VA 22033 f 703.502.7852




We question whether the first circumstance is appropriate for CED since the demonstration of improved health
outcomes should be a sufficient basis for concluding that a service is “reasonable and necessary.” If there is
sufficient evidence to demonstrate improved health outcomes, the cost of collecting additional data under protocol
for a particular subpopulation may not be justified. We also question the CMS premise that the act of collecting
data on a particular subpopulation might lead the physician “to reevaluate the original conclusions, alter the
management plan, and potentially improve health outcomes.”

We believe the second general circumstance is appropriate for CED and that it is the one with the greatest
potential to provide Medicare beneficiaries with faster and broader access new technologies.

In this section of the guidance document, CMS also states “It is not the intent of this approach to reduce the
importance or frequency of local coverage determinations as a pathway by which new technologies are made
available in the Medicare program.” We believe local coverage is critical to assuring beneficiary access to care.
Unfortunately, it has been our experience that many carriers are less willing to grant coverage for a new item or
service if CMS has decided to subject the item or service to a national coverage decision (NCD). Under the new
CED initiative, CMS must make a firm commitment to instruct the carriers to continue making coverage decisions
under the discretion that is provided to them in CMS regulations and manual instructions. If this is not done, it is
likely that CED will lead to restrictions in coverage, rather than expansions in coverage as envisioned by CMS.

Factors Considered in Applying CED

CMS provides an initial list of nine circumstances in which coverage with data collection might be valuable and
poses a series of questions about this list. Our responses and comments are as follows:

e  Safety issues related to drugs and devices are appropriately handled by FDA, not CMS. Before initiating
CED because of safety concerns, CMS should demonstrate why FDA post-marketing surveillance is
insufficient for collecting safety data.

e CMS includes utilization and costs in its list of outcomes for which CED might be appropriate. We believe
it is acceptable to consider utilization and costs when setting priorities for national coverage decisions but
that it is unacceptable to consider utilization and in the context of an NCD itself. In other words, we do not
believe CED should be applied if a possible outcome is non-coverage of an item or service simply because
it is frequently used or it is costly, especially if there is demonstrated evidence of improved health
outcomes. In fact, we believe such an outcome would be a violation of the reasonable and necessary
provisions of the statute that preclude payment for items and services that are not reasonable and necessary
for the diagnosis or treatment of illness or injury or to improve the functioning of a malformed body
member. There is no reference to cost in this section of the statute and we are unaware of any other section
of the statute that would permit consideration of only costs in the context of determining whether an item or
service is reasonable and necessary.

e  Many of the items on the CMS list describe important issues for which further research is needed. For
example, CMS identifies the need for comparative effectiveness studies of new items and services
compared to existing alternatives or to usual care. We acknowledge the importance of all the identified
research issues but question the appropriateness of CED as the means for obtaining needed data since the
CMS is a payer, not a research entity. We appreciate CMS’ statement that they plan to carefully consider
all ongoing publicly and privately funded clinical studies to ensure that there is a need for additional data
collection that is linked to coverage. This is an important principle that must be incorporated into the final
guidance document.

e  The evaluation of interventions for rare conditions such as the use of orphan drugs and humanitarian use
devices through CED is unlikely to generate useful data. We believe decisions regarding rare conditions
are best handled at the local carrier level with input from the local medical community.




Process for Deciding When and How to Apply CED

In this section, CMS asks a series of questions related to process. As a preface to our responses that follow, we
wish to thank CMS for all the steps it has taken to date to make the process for coverage decision-making more
open and transparent.

e  We support the use of the Internet as a vehicle for obtaining public input. We recommend a link in the
Coverage section of the CMS website for CED where the public would be given the opportunity to
comment on NCDs that might involve CED. This section should include all existing and proposed NCDs
that involve data collection and provide information about the following items that are listed on pages 13
and 14 of the draft guidance document:

o The individual or organization responsible for providing scientific oversight

The hypotheses

The data collection methods

The sample size

Plans for patient safety and monitoring

Timeframe

Training requirements

Patient confidentiality and protection

Data security and quality assurance

o Efficiency and data collection burden

e  CMS should consider using the FDA workshop approach to obtain public input because it provides a
meaningful opportunity for dialogue with the agency and all stakeholders. Public meetings where CMS
simply listens to public comment without interacting with the public are not very useful.

e  We believe there will need to be a second draft guidance document based on the public comments CMS
receives on this first draft. There are many complex issues that require further public debate before a final
guidance document is released. We also encourage CMS to recognize that the guidance document will
need to be revised as more experience is gained with its use. We recommend that CMS look to the FDA
guidance documents and their development process as a model.

O000O0O0O00O0

Evidence Development Methods

In this section of the guidance document, CMS states they will avoid stipulating the use of a particular design,
recognizing that data collection protocols will vary according to the item or service being provided, the purpose of
the data collection, and the group of patients receiving the item or service.

We believe that clinical research and study designs are so complex and so far removed from the day-to-day
activities of CMS that CMS should consider the use of an outside body to establish a framework for purposes of
informing coverage decisions under CED. In addition, we offer the following comments specific to the field of
radiation oncology:

e  Many of the patients treated by radiation oncologists have advanced disease and poor prognoses, which
makes enrollment in clinical trials problematic. Numerous studies have proven that higher doses of
radiation delivered to cancerous tumors are better than lower doses and that higher doses of radiation
delivered to normal tissue are more harmful than lower doses. Thus, when technological advances permit
higher doses of radiation to tumor and/or lower doses of radiation to normal tissue, it is generally accepted
that it would be unethical to do randomized trials comparing older technologies with the newer
technologies.

e Any study that involves radiation oncology must take into account the severity of disease of the patients
under study to avoid the risk of obtaining misleading or inaccurate findings. Otherwise, the result could be
that coverage will be inappropriately restricted to technologies that are not as beneficial or are more
harmful to normal tissues than newer technologies.




Process for Study Design and Implementation

In this section of the draft guidance document, CMS acknowledges that when they require evidence development
they must be assured that there is appropriate oversight of data collection enterprises and an efficient operations
system. In the questions for the public, numerous critical issues are identified. Our responses and comments are
as follows:

e  We believe that study oversight and implementation should be handled by qualified investigators without
potential conflicts of interest. We believe CMS has a potential conflict of interest that precludes the agency
from having primary responsibility for study oversight and implementation.

e  Animportant oversight and operational issue not identified in the draft guidance document relates to the
Federal policies for the Protection of Human Research Subjects that are included in Title 45, Part 46 in the
Code of Federal Regulations. It is essential that any research conducted under CED comply with these
regulations. We are concerned that any NCD that restricted coverage to only those beneficiaries who
agreed to participate in a clinical trial or other type of study could be viewed as coercive since coverage
would not be available if the beneficiary exercised their rights not to participate in a study.

e  The duration of studies and the closure of data collection should be determined prospectively, consistent
with the need to answer specific evidence questions.

e  There must be a firm commitment by CMS to assure that the results of all studies and data collected under
CED are made widely available, preferably through publication in the peer-reviewed medical literature.

e  Physicians who participate in clinical research currently bear considerable uncompensated costs, including
patient counseling, data collection, and the extra staffing required to comply with trials’ requirements. If
CMS plans to impose new data collection requirements on physicians, it must offer adequate compensation
for these costs. We agree that CED should use the “least resource-intensive mechanisms possible,” but we
also urge CMS to reimburse physicians for the remaining costs. In addition to compensation for the costs
described above, CMS also should assist with the costs of developing the information technology
infrastructure needed for data collection.

Conclusion

We appreciate the opportunity to submit comments on the important issue of coverage with evidence development
(CED). We trust you will find our comments helpful and we look forward to working with you in the future. If
you have any questions, please contact Ms. Trisha Crishock, ASTRO’s Director of Health policy and Economics,
via telephone at 703-502-1550 or by e-mail at trishac @astro.org, and she will be happy to assist you in any way
possible.

Sincerely,
Laura Thevenot

ASTRO, Executive Director
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Re: Comments on the Draft Guidance for the Public, Industry, and
CMS Staff: Factors CMS Considers in Making a Determination of
Coverage with Evidence Development

Dear Dr. Phurrough:

As the leading medical society for physicians involved in cancer treatment and
research, the American Society of Clinical Oncology (ASCO) is pleased to offer
comments on the Draft Guidance concerning Medicare Coverage with Evidence
Development (CED). ASCO is dedicated to evidence-based cancer care and thus
supports the Centers for Medicare & Medicaid Services (CMS) in its efforts to combine
expanded coverage for new technologies with a data collection process that will
enhance the available information for patients and physicians alike.

CMS sets out a number of questions in the Draft Guidance. Many of the answers
depend heavily on the clinical question of interest and therefore ASCO would like to
work with CMS to answer these questions. ASCO’s general comments are set forth
below.

Background

The Draft Guidance sets forth circumstances in which CMS might extend national
coverage for certain items and services with this coverage linked to a requirement for
prospective data collection. One such circumstance, seen recently in the coverage
decision for implantable cardioverter defibrillators, might be where there is evidence of
improved health outcomes in a broad population but CMS wishes to collect more
information on which patients are most likely to benefit from the intervention. A
second circumstance where CED might be pursued would be where there is insufficient
evidence to make a coverage decision, and CMS would extend coverage to items or
services that are being studied in clinical trials or subject to data registries outside the
clinical trial context.

Permanency of Coverage

To the extent that CED truly represents an expansion of existing coverage, ASCO
endorses it. ASCO also supports the collection of data on safety, efficacy, and clinical
benefit, both in quality clinical trials and in reliable data registries. Nevertheless, we
are somewhat concerned by the absence of discussion in the guidance about the
circumstances in which access to items and services under CED might be withdrawn
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based on the data collected through that process. ASCO does not advocate continued payment for items
or services that have been definitively established as having no clinical benefit, but the degree of evidence
that would be required to terminate access under CED deserves further consideration. ASCO asks that
CMS provide more specific information about how the collected data will affect the coverage
determination, at what time intervals CMS will review the data, and how that review will affect or modify
the existing CED.

Recognition of Statutory Framework

Since 1993, the Medicare statute has recognized the importance of off-label uses of cancer drugs and has
thus compelled coverage of such uses if supported by referenced medical compendia; in addition,
coverage of cancer drugs cannot be less than the scope of the FDA-approved labeling. Under §1861(t)(2)
of the Social Security Act, drugs or biologics in an anticancer chemotherapeutic regimen are covered for
“any use which has been approved by the Food and Drug Administration,” as well as for other uses not
approved by FDA if such off-label uses are cited in certain listed medical compendia.

While we appreciate that CMS has no intention of using the CED process to restrict existing coverage
(Draft Guidance, p. 6), we believe the cancer community would be reassured if the Guidance explicitly
recognized the special coverage terms that apply to cancer drugs by statute. Given the significance of
these provisions for cancer patients and their health care providers, it would seem prudent to state
expressly that nothing in the Guidance will interfere with the statutory scope of coverage for cancer
drugs.

Local Carrier Discretion

ASCO has concerns that the new CED policy would interfere with the ability of individual Medicare
contractors to make positive coverage decisions that are more liberal than the scope of national coverage.
The document indicates no intention to change the local coverage determination process, but we would
request more detail on how the new CED system will interface with that process. In addition, we believe
that CMS should affirmatively tell the Medicare carriers that they are not limited by the CED or registries
in determining coverage.

Coverage of Drugs in Clinical Trials

ASCO recommends that CMS cover the drugs in any clinical trials that qualify for coverage of routine
patient care under the statute. For example, ASCO previously commented in December 2004 on the CMS
national coverage decision with respect to off-label uses of colorectal cancer drugs, expressing serious
concern about the terms and scope of the coverage. Specifically, ASCO raised questions about the
limited number of clinical trials in which off-label coverage of colorectal cancer drugs would be
extended, together with the fact that coverage was available only in trials sponsored by the National
Cancer Institute (NCI). We remain concerned that this coverage decision is apparently going forward as
originally conceived even though questions remain unanswered as to why and how the nine trials
qualifying for coverage were designated. There is reason to believe that, as currently constituted, access
to these important colorectal cancer drugs will be constrained and unevenly distributed in the nine
designated trials.

ASCO continues to believe that coverage should extend to colorectal cancer drugs included in any clinical
trial that would qualify for coverage of routine patient care costs under the 2000 national coverage
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decision. In addition, if CMS decides to use the CED process for coverage of drugs in clinical trials, then
the covered trials should be those deemed by the 2000 coverage decision.

Administrative Burdens

Acceptance of the CED process by the cancer community depends largely on the extent to which CMS
can adopt procedures and policies that fairly reimburse providers for their efforts in data collection.
Participating in this process will clearly add significant administrative costs including, but not limited to,
physician and staff time. The additional administrative costs will strain most cancer care providers in
this time of decreasing reimbursement for cancer care. ASCO believes that CMS should consider a
reasonable payment that would cover the additional administrative costs of collecting the data.

If CMS proceeds with CEDs for cancer care, it should ensure that all Medicare beneficiaries — including
those in Medicare Advantage plans — have their services covered. In addition, CMS should develop
transmittal and reporting methodologies that make the information readily accessible to patients and
providers. Although a substantial part of the rationale for the CED process is to provide information for
consumers, primarily patients but also physicians, it is not clear how the data will be collected and
reported to make it user-friendly as well as accurate and timely. ASCO requests that CMS provide more
information as to how it will handle data management and dissemination.

Conclusion

If CMS decides to move forward with CED affecting cancer care and delivery, ASCO would like to work
with CMS to develop the necessary tools to make the CED program practical, including bringing the
appropriate health services and other experts to the table. ASCO appreciates the work of the CMS
Coverage and Analysis Group and CMS Administrator Mark McClellan, M.D., in their continued efforts
to expand coverage for Medicare beneficiaries while also striving to collect data to support the goal of
evidence-based quality cancer care.

Sincerely,

ol 5 Bk,

Joseph S. Bailes, MD
Co-chair, Government Relations Council
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June 6, 2005
Re: Comments on the “Coverage with Evidence Development” (CED) Draft Guidance.
Dear Drs. McClellan and Phurrough,

Amgen Inc. is pleased to provide comments on the guidance titled “Factors CMS Considers in
Making a Determination of Coverage with Evidence Development [CED] ” (the Draft Guidance).
Amgen is a leading, global biotechnology company. Our research mission is to discover
therapies that treat grievous illnesses and address unmet medical needs. We support the
production and promotion of scientific knowledge that enhances health outcomes, patient safety,
and quality of medical care. As a science-based organization, we routinely generate evidence
demonstrating judicious use of our licensed products across a variety of indications. In addition,
we spend hundreds of millions of dollars annually on research and development to find new,
innovative therapies that improve patients’ lives.

Improvements in patients’ lives are also facilitated by carefully developed coverage and
evidence generation policies. Care must be taken to ensure that these policies do not



inadvertently produce market access barriers or unduly increase the time and expense required
for drug development, which could hinder the discovery and approval of breakthrough therapies.
Researchers and manufacturers continually face important trade-offs in drug development
including the number of molecular compounds to be promoted for additional investigation, the
depth of information to be studied per molecule, and the breadth of indications that should be
pursued. Due to the limited amount of R&D investment available, the costs of pursuing these
endeavors play an important factor in these “go, no-go” decisions. Increased evidence
requirements for successful product commercialization will have a dramatic impact on
innovation because this diverts funds from research on pipeline products to supporting
commercialization of licensed products. Stringent research requirements for reimbursement
lower both the number of therapeutic compounds that we can study as well as the depth of
evidence that can be established on any given product. Furthermore, drug development requires
long-term capital investments, frequently lasting greater than 10 years. Predictable, reasonable,
and transparent coverage policy is needed to promote capital investments, stimulate innovation,
and make the appropriate clinical development and trade-off decisions necessary to advance
novel therapies to the marketplace to serve patients.

As the CED policy is developed, CMS should consider the macroenvironment of evidence
development and fit the policy to address areas where evidence development is unlikely to
germinate and where coverage expansion is needed. Evidence development is an integral part of
the pharmaceutical and biotechnology industries. Academia, private sector and industry
researchers have many incentives to develop evidence on technology interventions. These
incentives include establishment of safety and efficacy for regulatory approval, product
differentiation from competing agents, proof of a product’s value proposition to payors, and
attainment of compendia listing and publication in peer-reviewed literature. All of these factors
contribute to obtaining adequate coverage and reimbursement from local contractors and private
payors.

In addition the reimbursement market is becoming more evidence-based, further stimulating
manufacturers to provide as much credible evidence as possible and in a timely manner.
Evidence on product effectiveness facilitates reimbursement of physician-administered therapies.
For oncology products, physicians have been reluctant to prescribe large amounts of off-label
chemotherapyl due to concerns about coverage and reimbursement. Historically this was an area
of concern,2 prompting the Congress to create alternative mechanisms for obtaining coverage
such as compendia listing and peer-reviewed evidence for off-label uses of anticancer agents.
These statutory mechanisms require an evidence-based approach to achieve listing in a
compendia or publication in a journal, again stimulating pharmaceutical and biotechnology
manufacturers to produce credible and valid evidence for both licensed and pipeline products.

1
Please see the Pharmaceutical Research and Manufacturers Association comment letter for specifics about the off-
label survey of oncologists by Covance, Inc.

1)

’ See GAO, “Off-Label Drugs: Reimbursement Policies Constrain Physicians in Their Choice of Cancer Therapies’
(Sept. 1991) (GAO/PEMD-91-14) (report to the Chairman, Sen. Comm. on Labor and Human Resources) (“GAO
Report”), at 4. As a result of the GAO findings, Congress amended the Social Security Act as part of the Omnibus
Budget Reconciliation Act of 1993 (OBRA ’93) to extend uniform Medicare coverage to off-label uses of
anticancer drugs and biologicals.

Page 2 of 15



Moreover, academic scientists and clinical investigators are continually gathering evidence on
new uses of approved products across a variety of conditions and subpopulations. This research,
which is funded through a variety of private and public sources, leads to innovation and
advances in treatment. As evidence about off-label effectiveness becomes established,
technology diffusion occurs.

We submit that for most therapeutic areas the U.S. is rapidly moving into a marketplace where
evidence precedes off-label use not the other way around. With or without a CED policy in
place, this evidence-based local reimbursement environment is unlikely to tolerate
unsubstantiated widespread off-label use.

CMS has publicly stated that the CED policy will be used rarely and only for purposes of
coverage expansion. > We agree with CMS that CED is only appropriate under such
circumstances, and add that evidence development policies should predominantly focus on
situations where evidence of effectiveness is not present, is unlikely to develop, and is needed
for improving patient access. CMS should exercise discretion in applying this policy equally to
drugs and biologics as compared to devices or other items and services. CMS should consider
the extent of regulatory hurdles for each item and service when considering application of CED.

We recommend revising the Draft Guidance so that the scope is more clearly defined and the
Draft Guidance is used in a way that is consistent with CMS statutory authority. We request
CMS to reissue new Draft Guidance on this topic after greater in-depth consideration of this
issue.

A. Statutory Basis for CED

Amgen appreciates that CMS is attempting to support the development of a more substantial
body of evidence supporting technology, but we are concerned that the use of coverage policy
for this purpose may not be consistent with statutory intent. CMS should provide assurance that
the Draft Guidance will not interfere with the accepted statutory framework of reasonable and
necessary for coverage of drugs and biologicals. We believe that some aspects of the Draft
Guidance are unclear in this regard.

CMS's authority in this arena stems from the Social Securities Act (SSA § 1862(a)(1)(A)), which
prohibits payment under the Medicare program for any expenses incurred for services “which
are not ‘reasonable and necessary’ for the diagnosis or treatment of illness or injury to improve
the functioning of a malformed body member.” Legal questions could be raised if the agency
were to use CED only to develop better evidence regarding items or services, which appears to
be one of the rationales included in the Draft Guidance.

3
Open Door Forum “Draft Guidance Document on Coverage with Evidence Development (CED)”, May 9™ 2005.

4
CMS Plans Limited Use of “Coverage with Evidence Development” Option, The Pink Sheet, Vol 67, No. 020,
page 15, May 16™ 2005.
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While we support CMS in its endeavor to develop a transparent and predictable coverage policy,
we have found nothing to support the idea that Congress intended CMS to use the coverage
process for “supporting the development of better scientific knowledge.” Moreover, Congress
has passed legislation that provides mechanisms outside the coverage process to advance
scientific knowledge. For example, Section 1013 of the Medicare Prescription Drug,
Improvement and Modernization Act of 2003 (the MMA) authorizes the Agency for Healthcare
Research and Quality (AHRQ) to “conduct and support research to meet the priorities and
requests for scientific evidence and information identified by [Medicare and certain other
programs]” subject to certain requirements. Among other things, AHRQ must “ensure that there
is broad and ongoing consultation with relevant stakeholders in identifying the highest priorities
for research,” and CMS “may not use data obtained in accordance with [Section 1013] to
withhold coverage of a prescription drug.” Adopting restrictions on coverage simply to generate
evidence would essentially circumvent these statutory requirements.

Indeed, using the coverage process in this manner does not address the medical needs of an
individual beneficiary seeking the item or service, but rather may provide evidence years later
regarding that item or service. In the long history of CMS issuances in this arena — from the first
proposed rule to the various notices that it has issued, while CMS has noted the need for clinical
evidence that supports coverage (which is certainly something we support), it has always made
the touchstone of coverage whether there was current evidence that supports the use of the
product or service to meet the needs of its beneficiaries.’

The notion that items and services are more “reasonable and necessary” in data collection
settings is not consistent with past regulations, statutory authority, or Congressional intent. We
submit that questions about quality of care across settings of care are a separate and independent
issue from determination of the “reasonable and necessary” standard, which should be based on
whether an item or service is needed for the diagnosis or treatment of illness or injury or to
improve the functioning of a malformed body member.” We urge CMS to support medical
technologies that improve patient safety, allow greater ease of administration, simplify medical
processes of care, improve adherence, and facilitate patient satisfaction and convenience of care.
Along with other measures, these endeavors will improve the quality of medical care.

We request CMS to revise the Draft Guidance so that it is consistent with its statutory authority.
We are concerned about the unintended consequences of a CED policy that is not carefully
designed and administered.

5

E.g. 65 Fed. Reg. 31124, 31126 (May 16, 2000) (a national coverage decision is a policy that applies to some
beneficiaries and describes the clinical circumstances under which it will be available); 54 Fed. Reg. at 4384 (use
evidence to assess whether a service is accepted in the medical community for the condition for which it is used).

* 142 U.S.C. § 1395y(a)(1)(A).

Page 4 of 15



B. Unintended Consequences of Current Draft Guidance

The frequent application of internally generated national coverage determinations (NCDs) with
CED for drugs and biologicals could result in 1) diverting resources away from important basic
science and clinical research by reshaping the national research agenda, 2) increasing cost of
drug development with resulting reductions in innovation and increases in drug prices, 3)
restricting patient access, 4) limiting physicians’ ability to practice medicine and reducing
quality of medical care, and 5) generating biased or less clinically relevant evidence.

1. National Research Agenda

CMS must realize that the CED policy reshapes and reprioritizes the national research agenda.
By issuing or sponsoring research studies within an NCD, as in the collaboration with the
National Cancer Institutes trials for the colorectal cancer drugs, CMS has influenced the
allocation of eligible trial participants, the types of studies that will be performed and the
quantity and quality of future research in a particular therapeutic area. Such activities must be
carefully deliberated and analyzed, as the consequences of such reallocation affects the type of
information that is generated. CMS should coordinate with other agencies such as the Agency
for Healthcare Research and Quality and the National Institutes of Health with regard to the
impact of CED sponsorship on other initiatives.

CED initiatives sponsoring comparative drug analysis, while important, can be costly as well as
time consuming. Should the majority of research dollars fall predominantly on such expensive
studies the availability of resources for other studies could be insufficient. Initiatives promoting
comparative effectiveness research should carefully consider the quality and scientific rigor of
these endeavors as well as the stability of the payor-relevant research questions. Since drug
comparative trials are time consuming, advances in clinical management could render the results
of these trials, which cannot change protocol and technologies easily, irrelevant to payors by the
time of publication. Because CED will necessitate reallocation of research funds, a conscientious
and explicit deliberation should be undertaken so that stakeholders will know what questions
will go unanswered due to reprioritization of evidence collection efforts.

2. Drug Development Costs

The cost of drug development affects manufacturers’ innovative capacity, investment decisions
and research trade-offs, as well as pricing decisions.” Due to the intensive, risky and slow
process of drug development, experts estimate that the average cost per successful product
launch is $800 million dollars or higher.8 Higher development costs lead to higher drug prices as
manufacturers attempt to recoup drug development expenses. The Department of Health and

! F.M. Scherer, “The Link Between Gross Profitability and Pharmaceutical R&D Spending,” Health Affairs, vol. 20,
no.5 (September — October 2001).

8
DiMasi JA, Hansen RW, Grabowski HG. The price of innovation: new estimates of drug development costs. J
Health Econ 2003; 22:151-85.
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Human Services (HHS) and the FDA have been concerned about these costs and have sought
means to decrease the cost of development through their “Critical Path” initiative.

CED policies could run counter to these initiatives if additional research demands are placed on
drug manufacturers. Prior to issuing CED, CMS must recognize that newly approved drugs will
always have uncertainty surrounding their precise contribution to health and safety, especially
for uses in diseases or subpopulations that were not originally studied. Nevertheless, society has
adopted these technologies because they are FDA-approved and the clinical risk/benefit
assessment suggests significant potential for net benefit despite the aforementioned uncertainty.
Should technology use become restricted until conclusive evidence is established many patients
will have gone untreated and effective patent life of products would dramatically decrease,
making the business model for drug development untenable.

Previous experience in Europe demonstrates the deleterious effects of market access barriers and
price control policies on R&D and subsequent innovation. Today, approximately 67% of phase
IIT and preclinical testing is conducted in the U.S. compared with only 18% in Europe.11
Furthermore the quantity of innovative products produced by European industry has decreased
since price controls have been implemented.

From the manufacturer’s perspective, the potential consequences of an overly stringent CED
policy are:

e Higher development costs due to more stringent evidence required for coverage.

e Inhibition of research and development in therapeutic areas with restrictive
coverage environments or difficult evidence hurdles, with implications for the
types of products that will be brought to market and corresponding impairment of
innovation.

¢ Reductions in a product’s effective patent-protection period due to limitations in
technology use and market access barriers among certain populations.

As mentioned before, CED directly impacts innovation because it would require drug
manufacturers to spend more on coverage approval, which diverts funds from investigating
promising pipeline candidates or label expansions. CMS has stated in the Draft Guidance process
that evidence collection should not be burdensomelz, but has not outlined how they will evaluate

9

US Department of Health and Human Services — Food & Drug Administration. Innovation Stagnation — Challenge
and Opportunity on the Critical Path to New Medical Product, March 2004.
10

U.S. Department of Commerce, International Trade Association, Pharmaceutical Price Controls in OECD

Countries: Implications for U.S. Consumers, Pricing, Research and Development, and Innovation, Washington
D.C., December 2004.

" Charles River Associates, Innovation in the Pharmaceutical Sector: A Study Undertaken for the European
Commission (London: Charles River Associates, 8 November 2004),
http://pharmacos.eudra.org/F2/pharmacos/docs/Doc2004/nov/EU%20Pharma%20Innovation 25-11-04.pdf
(accessed 31 May 2005).

. Draft Guidance, page 14.
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burden to researchers and manufacturers and the opportunity costs of CED. We request CMS to
explicitly consider these issues in the next Draft Guidance.

3. Patient Access

Medicare beneficiaries are older, have a higher disease burden, are more likely to be disabled or
on dialysis, and are poorer than patients who are insured through the private sector. These factors
place Medicare beneficiaries at particularly high risk of poor health consequences if restrictive
coverage policies limit access to needed treatments. Empirical data demonstrate that lack of
adequate coverage or excessive cost sharing is associated with poor health outcomes and
increased health services utilization. Coverage limitations across several chronic conditions
have been associated with increases in ambulatory and emergency room visits, as well as
increased direct medical costs.

CED policy can only increase access to technology if existing local coverage policies did not
cover the item or service or failed to do so within a reasonable timeframe. Most local contractors
cover FDA-approved drugs and biologicals in a timely fashion. Indeed, CMS should carefully
consider the impact of NCD with or without CED on patient access relative to the standard local
coverage processes that the manufacturer would have gone through.

For those beneficiaries involved in the CED-sponsored studies, burdensome evidence collection
requirements such as filling out baseline and follow-up registry forms may discourage use of the
therapy. If the process of enrolling and qualifying for coverage became cumbersome, many
patients and their physicians could be deterred from using the item or service that would have
otherwise been prescribed. It is unclear whether the CED policy will allow for additional
reimbursement for physicians and investigators involved in data collection. Failure to reimburse
for this additional time and service may impact participation in research.

CMS should also consider whether CED would disproportionately affect beneficiaries with
lower income and those from other vulnerable populations who are historically underrepresented
in clinical trials. Special care must be taken to ensure that coverage policies do not aggravate
existing gender and ethnic health disparities in clinical trial enrollment or health outcomes. CMS
should assess how its policies affect access for those living in rural areas.

13

Lurie N, Ward NB, Shapiro MF, Gallego C, Vaghaiwalla R, Brook RH. Termination of Medi-Cal benefits. A
follow-up study one year later. N Engl J Med. 1986;314(19):1266-1268.
14

Lurie N, Ward NB, Shapiro MF, Brook RH. Termination from Medi-Cal—does it affect health? N Engl J Med.
1984; 311(7):480-484.
15

Rice T, Matsuoka KY. The Impact of Cost Sharing on Appropriate Utilization and Health Status: A Review of the
Literature on Seniors. Kaiser Foundation. 2004. http://www.kff.org/medicare/med120104oth.cfm. Last accessed
04/28/05
16

Soumerai SB, McLaughlin TJ, Ross-Degnan D, Casteris CS, Bollini P. Effects of a limit on Medicaid drug-

reimbursement benefits on the use of psychotropic agents and acute mental health services by patients with
schizophrenia. N Engl J Med. 1994; 331(10):650-655.
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4. Physician’s Ability to Practice Medicine and Impact on Quality of Medical Care

CED policies may also impact providers’ ability to deliver appropriate care. Limiting coverage
to certain medical centers or physicians will reduce quality of care for patients and providers
who are excluded and therefore cannot gain access to important technology. If the item or
service affected by such a CED policy were an innovative new drug or biological, physicians
may not be able to practice medicine according to new standards of care. Physicians who care for
patients outside of these trial sites will have fewer therapeutic options, which could jeopardize
patient health and reduce quality of medical care.

5. Quality of Clinically Relevant Evidence

As currently written, the Draft Guidance fails to provide direction to researchers and
manufacturers involved in CED. Specific details that are required but not included in the
guidance are identification of the problem statement, methodology specifics such as sample and
power calculations, articulation of the specific research questions, understanding of the clinical
relevance of potential findings, policy implications of the results, and prioritization of such
endeavors relevant to alternative questions that need to be answered.

For example, uncontrolled registry or observational studies are not designed to answer questions
about comparative drug effectiveness. Should these studies be employed to answer such
questions, there is high likelihood of arriving at either inconclusive or biased results. The Draft
Guidance does not provide sufficient detail to inform stakeholders on when registries are
required, what problems it is trying to address, and what information it will yield. Retrospective
data may also provide biased or inconclusive results, as identification of key variables or
cofactors may not be available or the quality of the data may be poor. CMS must realize that
good quality research starts with asking the correct research question. Clear articulation of the
research question informs all other aspects of research including study design, enrollment
criteria, sampling methods, power calculations, ethical considerations, and analytical plan. The
consequences of a poorly articulated research question are development of faulty or biased data,
or engagement in data dredging exercises and its inherent risk of making spurious inferences.

C. Recommendations

Due to aforementioned concerns, the new coverage guidelines need to be carefully constructed to
improve the transparency, predictability, and scientific rigor of the Medicare coverage process
while not denying patients access to necessary therapy. As a science-based and patient-centered
company, we are pleased to provide constructive comments and specific recommendations about
the 1) scope of CED, 2) criteria for applying CED, 3) means to improve transparency of the
NCD and CED processes, and 4) safeguards for protecting beneficiaries’ access and producing
required evidence.

1. Reissue new Draft Guidance and clearly articulate scope of CED
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CMS should reissue a new Draft Guidance document that is more consistent with statements
made in the Open Door Forum and other documents on this topic. For example, in the notice for
the CED Open Door Forum, CMS stated:

CED is intended to be limited to only those items and services that would normally be
covered under the NCD process. For example, the NCD process does not generally apply
to self-administered drugs or outpatient prescription drugs payable under Part D.

CED will only be used in those instances where an NCD has been opened and the
evidence is less convincing and would have resulted in non-coverage.

These statements indicate limited use of CED. However, in the Draft Guidance, CMS issues a
broad list of circumstances that would encompass practically every possible item or service. In
the Open Door Forum, CMS stated it would use CED in limited and narrow circumstances but
the Draft Guidance states CMS “intends to apply CED to issues with the greatest potential
benefit for Medicare beneficiaries and the Medicare program,” which signifies broad and
frequent use of the CED policy.

In addition, CMS has offered conflicting primary reasons on why it needs to apply CED. Page
one of the Draft Guidance states that CED will be used for setting payment determinations.
However, in the open door forum, CMS has stated that it will be used primarily to inform
patients and physicians. CMS should provide stakeholders with greater clarity about the scope
and use of CED.

Consistent with the Open Door Forum discussion, CMS should clearly state in the next draft
that:

e CED will not be applied if access is already provided or will likely be provided by
local contractors

e CED can only be issued in the context of an NCD

e CED will not be applied to Part D drugs

We believe that further drafts of this guidance should specifically address detailed circumstances
that require CED, the levels of evidence that are sufficient to grant conditional vs. unconditional
coverage, termination of CED policy, specifically when data collection efforts would stop and
the subject would be reevaluated for expanded coverage. After reissuing a new draft, CMS
should provide adequate time, at least 90 days, for comment so that stakeholders can fully
understand and respond to this complex issue.

2. Revise the criteria for initiating CED

In the Draft Guidance document, CMS asks for specific comment on when it would be
appropriate to use CED. We have considerable concerns about the use of CED, particularly
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given its description in the draft document. The criteria listed in the Draft Guidance  are vague,
lack specificity, and make the process of CED unpredictable. CED should be limited to coverage
expansion and modeled on the coverage expansion that the agency provided in 1995 through the
investigational device exemption (“IDE”) regulations consistent with its prior interpretations of
the key statutory language.

Prior to 1995, the agency took the position that medical devices that were not approved by the
Food and Drug Administration (“FDA”) were experimental and thus were not “reasonable and
necessary” under section 1862(a)(1)(A) of the Social Security Act (“SSA”). In a final rule
issued on September 19, 1995, the agency decided to expand Medicare coverage for medical
devices by authorizing coverage for investigational devices used in accordance with an FDA-
approved protocol and “for which the FDA has determined that the device type can be safe and
effective. For example, we will consider for possible coverage those investigational devices that
are of the same type as a device for which a manufacturer has received FDA clearance or
approval for marketing.” " The IDE policy truly was an expansion of Medicare coverage and
has provided Medicare beneficiaries with greater access to new medical device technologies.

We believe that any use of CED should follow the model of the IDE policy and should only be
used to increase Medicare coverage of certain items and services. To that end, the agency’s use
of CED should be limited to instances in which:

e there is inadequate evidence for CMS to determine it would make a positive national
coverage decision and there has been a prior national non-coverage decision on the
use of the item or service; and

e the agency wants to supplement the local coverage process (which would remain
available under existing agency policy) with a mandated expanded coverage under
certain conditions that provide for beneficiary protections and access to the item or
service.

CMS should not issue CED for a drug or biological that:

e isused in accordance with its FDA labeled indication(s); or

e is used for an unlabeled indication listed in a major drug compendium or supported
by peer-reviewed literature; or

e s believed to be medically acceptable by local contractors as safe and effective for an
unlabeled use; or

¢ is used for an unlabeled indication that has been found generally by contractors to be
the accepted standard of medical practice; or

e is new to the market and the scientific community has not had time to study it in
different settings.

. Draft Guidance, pages 9-10
18
60 Fed. Reg. 48417, 48418-19.
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Applying CED under these circumstances would be consistent with agency practice in many
respects. It is consistent with statutory authority for off-label coverage19 and practices established
in the Medicare manual.”’ As already explained, it would be consistent with another
interpretation of the “reasonable and necessary” statutory language in the IDE context. Further,
it is consistent with the approach taken in the PET scan NCD, which provides for expanded
coverage for indications that remain nationally uncovered. Finally, we believe that this approach
is consistent with the agency’s view of its coverage mandate as ensuring that Medicare funds are
“expended only for medical services that are appropriate to meet an individual’s medical
needs.” ' We believe that the use of CED we have articulated above is more faithful to the
statute and the regulatory history of Medicare coverage than those described in the Draft
Guidance or for using CED simply to obtain additional clinical evidence for future use.

3. Implement a “screening phase” to improve the transparency, predictability, and scientific
rigor of the NCD with CED process

In response to the “Factors CMS Considers when Opening an NCD” Draft Guidance, many
stakeholders urged CMS to issue a “queue”, a waiting list, or screening phase in the NCD
process. This phase would alert stakeholders to items and services CMS is evaluating for an
NCD. Prior to an NCD being officially issued, time spent in discussions during the screening
phase would not count toward the statutory timeframes for completing an NCD. During this
phase, CMS should engage in dialogue with directly affected stakeholders, examine evidence
available on the item or service in question, and reach agreement that criteria for opening a
national coverage assessment has been achieved. Discussions of the need for an external
technology assessment or an MCAC review can also take place during this phase.

CMS and stakeholders should jointly analyze the need for CED within this phase. CMS officials
have publicly stated that CED would only apply within the NCD process. We urge CMS not to
engage in internal assessments of evidence and CED without engaging with directly affected
stakeholders first. CED discussions should only occur for those items and services publicly listed
on the waiting list or queue. CMS should also clarify, apriori, what levels of evidence are
sufficient for CMS to issue an unconditional or unrestricted coverage decision. CMS should
clearly state when CED ends and what would occur if CED results are inconclusive.

Throughout this process, CMS should work with affected stakeholders to determine the best way
to achieve a positive coverage determination.

CMS should also consider having an independent third party, such as the MCAC, determine if
the CED is required to meet the “reasonable and necessary” standard if disagreement persists
between the Agency and directly affected stakeholders.

19
42 U.S.C. § 1395x(t)(2)(B). This definition was added to the Medicare statute by a provision in the Omnibus
Budget Reconciliation Act of 1993 (P.L. 103-66) entitled “Uniform Coverage of ‘Off-Label’ Anticancer Drugs.”

20 Medicare Benefit Policy Manual, Chap. 15 § 50.4.5.
21
54 Fed. Reg. 4302, 4303 (Jan. 30, 1989).
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4. Ensure safeguards of evidence development in all CMS policies to prevent the
aforementioned unintended consequences

To avoid the previously mentioned unintended consequences, certain evidence related
safeguards are required to improve the transparency of the NCD and CED process:

a) Evidence should be conducted in a manner that maximizes internal validity and
determines whether an item or service is “reasonable and necessary”— Coverage
is determined by finding that the item or service is “reasonable and necessary”.
Therefore, CED should be conducted to maximize the probability of finding
internally valid or non-biased information on this topic. This requires a protocol
driven process that includes 1) determination of the problem statement, 2) finalization
of specific research questions, 3) listing of primary and secondary endpoints, 4)
identification of sample population, 5) statistical and analytic plan, 6) quality control
and assurance, and 7) transparent evaluation and communication of results with
relevant stakeholders. The choice of study design is contingent on the specific
research questions and the types of evidence that will be needed for determining
“reasonable and necessary.”

CMS should hold itself to the same standards that it applies when critically appraising
data during a national coverage determination’s evidence-based reviews. CMS-
sponsored research should be of high quality. It would be problematic if CMS-
sponsored research were not accepted by the very peer-reviewed journals that CMS
informs its local contractors to use for determining off-label coverage decisions.

CMS should consult with directly affected stakeholders of the technology to
determine this protocol. Given the large opportunity costs and the limited supply of
research dollars, the costs of evidence collection must carefully considered. Evidence
should not be collected simply to provide interesting information or generate
hypotheses.

b) Allow for four types of coverage decisions — In the Draft Guidance, CMS has stated
that it no longer anticipates issuing unrestricted coverage decisions. We believe this
statement is inconsistent with the “reasonable and necessary” language. To stay
consistent with the statutory requirements for coverage and existing CMS policy, four
types of coverage decisions should be available: 1) no coverage, 2) conditional
coverage, 3) unconditional coverage, and 4) no national policy, decisions deferred to
local contractors. The last type of decision was recently issued by CMS for
radioimmunotherapy agents22 as well as the drugs in the anticancer NCD.”

¢) Evidence collection protocols must meet well-established ethical standards — The
scientific community abides by certain ethical standards established over the years by

22

Proposed Decision Memo for Radioimmunotherapy for Non-Hodgkin’s Lymphoma (CAG — 00163N)
23

NCD for Anti-Cancer Chemotherapy for Colorectal Cancer (110.17)
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d)

2

landmark doctrines such as the Belmont report24 and the World Medical Association
Declaration of Helsinki.” Evidence development policies should also conform to
these standards. Furthermore, institutional review boards should examine protocols to
determine the impact on patient access and health disparities for minority patients and
women, as well as to ensure that certain fundamental principles of human subjects
research” are upheld. For example, the principle of justice in the Belmont report
requires “fairness of distribution”. As per the report, “an injustice occurs when some
benefit to which a person is entitled is denied without good reason or when some
burden is imposed unduly.” CMS should carefully examine if its policies abide by
these principles.

Evidence development should be targeted, feasible and mindful of the research
opportunity costs and total study costs. Coverage with evidence development
should not be burdensome on participants or their physicians. The evidence
development project should not deter patients and physicians from selecting needed
therapy. Evidence development should not create a market access barrier. Evidence
development has opportunity costs, which represent research opportunities foregone.
CED will necessitate reallocation of research funds, and a conscious deliberation
should be undertaken so that stakeholders will know what questions will go
unanswered due to reprioritization of evidence collection efforts. For these reasons,
the costs of running the CED research studies should be minimized.

Evidence development should not duplicate ongoing or planned clinical trials -
Frequently manufacturers have clinical trials ongoing or planned to investigate salient
questions. Government-sponsored trials should not create additional resource
appropriations for research that duplicates trials that are already in progress or are
planned by the private sector.

The results of evidence collection should be carefully examined before inferences
of causality are presumed - Causality is typically established when 1) there is a
reasonable temporal association between cause and effect, 2) the effect is unlikely to
be attributable to concurrent disease or other medicines, 3) a clinically reasonable
response follows withdrawal, and 4) the information is reproducible. Evidence
development plans should not be presumed to demonstrate causality until these
criteria are fulfilled.

The level of evidence required to inform policy must be decided early in the
process — The results from the evidence collection effort should be shared amongst

4
The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research, The
National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research, Department of

Health, Education and Welfare, April 181 1979.

2
’ World Medical Association Declaration of Helsinki — Ethical Principles for Medical Research Involving Human
Subjects 52nd WMA General Assembly, Edinburgh, Scotland, October 2000

As per the Belmont report, the fundamental principles of human subject research are 1) respect for persons, 2)
beneficence, and 3) justice.
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all directly affected stakeholders and the process for arriving at conclusions agreed
upon by all parties. Should there be significant ambiguity about the conclusions due
to the limitations of the data, these limitations and conclusions must be clearly
articulated to patients and physicians so that they can weigh the evidence for its
worth. The process by which this is performed must be open, transparent, and
predictable.

5. Describe the format of the CED policy

The format for the study protocol should be described in the Draft Guidance. CMS, in
consultation with the affected stakeholders(s) should clarify for each decision:

e the rationale for issuing the CED decision,

e why the CED decision is consistent with agreed-upon criteria in the consensus
guidance documents,

e the results of the value of information analysis,

e how the data will establish that the item or service is “reasonable and necessary,”

e the problem statement that CMS is attempting to address,

e the specific research question that needs to be addressed to determine if the item or
service is “reasonable and necessary,”

e the study design and criteria for patient selection,

e the sample size,

e the quality assurance mechanisms to ensure appropriate data collection,

e the data analysis plan,

e the informed consent form, and

e the budget for the study as well as the sources of study funding.

6. Reinforce local coverage during the NCD and CED processes.

In the Draft Guidance (page 6), CMS states that it does not “anticipate circumstances under
which CED would represent a net reduction in coverage available under local coverage policies.”
CMS should ensure that local contractors continue with existing coverage policies while an NCD
or CED evaluation is underway. Any ongoing local coverage should not be disrupted, as many
patients may not be eligible for participating in the CED studies. Medicare beneficiaries are
older and may have difficulty participating in research studies. CMS should clearly state that
local contractors have the discretion to provide access outside of the CED requirements.

D. Conclusion

Amgen supports development of a transparent, predictable, and rigorous Medicare coverage
policy. This requires ensuring that the CED policy is well-grounded in its strong statutory basis
and prevents unintended consequences that adversely impact patient access, physicians’ ability
to offer important therapies, quality of medical care, drug development costs, and the quantity,
quality and types of research performed. For these reasons, CMS should consult with directly
affected stakeholders throughout the NCD and CED processes. CMS should discuss the need for
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CED prior to initiating the NCD so as to give researchers and manufacturers adequate time to
prepare.

We believe CMS should not finalize the draft until it gets in-depth feedback from patients,
physicians, researchers, and manufacturers. The reissued document should inform researchers
and manufacturers of the scope of the CED policy, to what items and service it would apply,
what levels of evidence are sufficient, when it ends, and how to obtain a positive or unrestrictive
coverage decision.

Amgen looks forward to collaborating with CMS on these and other Draft Guidance documents

on coverage policy. If you have any questions, please contact myself or Parthiv Mahadevia, MD,
MPH, at (202) 585-9637.

Thank you,
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Joshua Ofman, MD, MSHS
cc: Dr. Barry Straube, Acting Chief Medical Officer, Acting Director of the Office of

Clinical Standards and Quality, CMS
Dr. Steve Phurrough, Director, Coverage and Analysis Group, CMS

Page 15 of 15



Organization: Association of Community Cancer Centers

(Comment on next page.)



The premier education and advocacy

OFFICERS:

AN

Association of Community Cancer Centers

organization for the oncology team

E. Strode Weaver, FACHE, MHSA, MBA

President
(Denver, Colorado)

James C. Chingos, MD, CPE
President-Elect
(Jacksonville, Florida)

Richard B. Reiling, MD, FACS
Secretary
(Charlotte, North Carolina)

Brenda K. Gordon, RN, MS, OCN
Treasurer
(Jupiter, Florida)

Patti A. Jamieson-Baker, MSSW, MBA
Immediate Past President

(Elk Grove Village, Illinois)
TRUSTEES:

Ernest R. Anderson, Jr., MS, RPh
(Burlington, Massachusetts)

Al B. Benson III, MD, FACP
(Chicago, Illinois)

Connie T. Bollin, MBA, RN
(Akron, Ohio)

Dan L. Curtis, MD
(Las Vegas, Nevada)

George Kovach, MD
(Davenport, lowa)

Luana R. Lamkin, RN, MPH
(Boise, Idaho)

Brian Romig, RPh, MBA
(Greensboro, North Carolina)

Judy L. Schmidt, MD, FACP
(Missoula, Montana)

Virginia T. Vaitones, MSW, OSW-C
(Tenants Harbor, Maine)

Theodore E. Wolfe I1I, MBA
(Ottumwa, lowa)

EXECUTIVE DIRECTOR:
Christian G. Downs, JD, MHA

June 3, 2005

Steve Phurrough, MD, MPA

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Department of Health and Human Services
Mailstop: C1-12-28

7500 Security Blvd.

Baltimore, MD 21244

Re: Draft Guidance for the Public,
Industry, and CMS Staff: Factors CMS
Considers in Making a Determination of
Coverage with Evidence Development

Dear Dr. Phurrough:

On behalf of the Association of Community Cancer
Centers (ACCC), I appreciate this opportunity to comment
on the Centers for Medicare and Medicaid Services’ (CMS)
“Draft Guidance for the Public, Industry, and CMS Staff:
Factors CMS Considers in Making a Determination of
Coverage with Evidence Development” (Draft Guidance).
ACCC is a membership organization whose members
include hospitals, physicians, nurses, social workers, and
oncology team members who care for millions of patients
and families fighting cancer. ACCC’s more than 700
member institutions and organizations treat 45% of all U.S.
cancer patients. Combined with our physician membership,
ACCC represents the facilities and providers responsible for
treating over 60% of all U.S. cancer patients.

EXECUTIVE OFFICE: 11600 Nebel Street ® Suite 201 ® Rockville, MD 20852-2557 ® 301.984.9496 * Fax: 301.770.1949

www.accc-cancer.org



Steve Phurrough, MD, MPA Association of Community Cancer Centers
June 3, 2005
Page 2 of 13

ACCC is committed to ensuring that cancer patients have access to
the entire continuum of quality cancer care, including access to the most
appropriate cancer therapies. We share CMS’ interest in developing better evidence
for use by patients, physicians and policymakers. All of our members depend on
valid clinical data to provide the best quality care to their patients, and many of our
members are involved in the clinical research that produces these data. We believe
that continued clinical research is essential to improving patient care and must be a
priority for all stakeholders involved in cancer care, including CMS. We also
recognize that many patients, particularly the elderly, are not eligible to participate
in clinical trials and must be assured access to appropriate therapies even if they do
not participate in evidence development.

CMS proposes to use coverage with evidence development (CED) to
allow Medicare beneficiaries access to items and services while collecting clinical
data about those treatments. Although we support these goals in principle, we are
concerned that CED, as described in the Draft Guidance, will not achieve these
objectives. The Draft Guidance is confusing and conflicts with both the agency’s
oral descriptions of CED and its recent application of it in national coverage
determinations (NCD). Until these contradictions are resolved, we cannot be
confident that CED will be used in a predictable, transparent, and open manner or
that it will successfully encourage research and expand beneficiary access to care.
We urge CMS to incorporate its clarifying statements and comments from ACCC
and other stakeholders into a new draft of the guidance document with an
additional comment period. We strongly recommend that CMS include the
following points in its next draft of the guidance document.

1. CED will be used very rarely and never will be used for on-label
uses of drugs]1 or off-label, compendia listed uses of drugs used in
an anti-cancer chemotherapeutic regimen;

2. CED only will be used to expand access to care and will not be used
to curtail access to therapies currently covered through the local
coverage process;

3. CED will not be used to force patients or providers to enroll in
clinical trials;

4. CMS will apply CED in a manner that minimizes increased costs
for beneficiaries and providers;

1 Throughout these comments we use the term “drugs” to refer to both drugs and biologicals.
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5. When CMS uses CED, it must use data collection methods that
fully acknowledge the heterogeneity of the Medicare population;
and

6. The decision to use CED will be made after consultation with
stakeholders, including providers, and will be made only at the
request of trial sponsors who believe Medicare coverage could help
a trial move forward.

We discuss these recommendations in more detail, as follows.

L CMS’ authority to apply CED is unclear.

Before discussing our detailed suggestions for the Draft Guidance, we
note our uncertainty about CMS’ authority to apply CED. CMS says its authority to
use CED is derived from Section 1862(a)(1)(A) of the Social Security Act,
authorizing Medicare payment only for items and services that are “reasonable and
necessary for the diagnosis or treatment of illness or injury or to improve the
functioning of a malformed body member.” Historically, CMS and its contractors
have exercised this authority to determine whether an item or service is “reasonable
and necessary” for a particular patient, based on the evidence available. In
contrast, the Draft Guidance describes CMS as using this authority, not to make
payment decisions now, but to promote research for use in future coverage
decisions. Furthermore, during the Open Door Forum, CMS staff acknowledged
that the data collected under the use of CED for implantable cardioverter
defibrillators might not rise to the level needed for use in coverage decisions, but
could be useful for patients and physicians. This suggests that CMS is using CED
to encourage research for purposes unrelated to its authority as a payer for health
care services. We believe that CMS must continue to use the coverage process as it
always has — to ensure Medicare beneficiaries’ access to appropriate treatment
options, based on available evidence today — and should not transform the process
to create a new research role for CMS. We look forward to the forthcoming draft
guidance document on the agency’s interpretation of “reasonable and necessary” in
the context of coverage determinations.

11. CED must be used rarely and never for items and services expressly covered
by statute.

ACCC thanks CMS for meeting with us to discuss CED during the
comment period. Agency staff made several important clarifications of the scope of
CED during our meeting with the agency and May 9, 2005 Open Door Forum on the
Draft Guidance. These statements include:

1. CED will be used rarely and in narrow circumstances;
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2. CED will not be used for on-label uses of drugs;

3. CED will not be used where there are statutory coverage
requirements, such as for off-label uses of drugs that are used in an
anticancer chemotherapeutic regimen and for which the use is
listed in a compendia or is supported by peer-reviewed literature;
and

4. CED will be used only when requested by a trial sponsor who
approaches CMS and asks for help with Medicare payment to
enable a trial to move forward.

We greatly appreciate these clarifications, and we believe they must be
included in the next draft of the guidance document on CED to clarify when, and for
what therapies, CMS will and will not consider using CED. Although the Draft
Guidance claims that CMS “does not anticipate a substantial number of new
coverage decisions in the near future that apply the data collection requirement,”2
CMS’ recent use of CED in several NCDs, including the internally-generated NCD
on anticancer chemotherapy for colorectal cancer, has raised concerns about the
agency’s plans. The clarifications listed above would help to ensure that CED is
used in a transparent and predictable manner. We urge CMS to reiterate these
statements in the next draft of the guidance document. Once these clarifications
have been made, we will be happy to provide more detailed comments on other
questions CMS raised in the Draft Guidance and the appropriate use of CED.

To provide greater clarity about the use of CED, we also request that
CMS clarify its statement that it “does not anticipate issuing additional decisions”
without conditions.3 This statement has caused concern among stakeholders. We
urge CMS to clarify that “coverage with conditions” does not mean that CED will be
used in every NCD. CMS should explain in the next draft that “coverage with
conditions” refers to coverage limited to beneficiaries with specified diagnoses, test
results, or other characteristics or when performed in certain facilities, as is the
case with most recent NCDs.

In addition, we recommend that CMS acknowledge a fourth outcome to
the NCD process. The Draft Guidance lists three possible outcomes: non-coverage,
coverage with conditions, and coverage without conditions. CMS has reached a
fourth outcome, however, when there is insufficient evidence to change its coverage
policy for an item or service. In these cases, CMS may continue to allow Medicare

2 Draft Guidance, at 2.

3 Draft Guidance for the Public, Industry, and CMS Staff: Factors CMS Considers in Making a
Determination of Coverage with Evidence Development, Apr. 7, 2005, at 4.
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contractors to decide whether to cover the item or service. CMS recently made such
a decision in its NCD for radioimmunotherapy for non-Hodgkin’s lymphoma.4 This
option permits contractors to protect beneficiary access to care when CMS does not
have adequate evidence to support a change in coverage policy and CED is not
appropriate. We urge CMS to recognize this option in the next draft by stating that
the NCD process may result in four types of coverage decisions: (1) non-coverage;
(2) coverage; (3) coverage with evidence development; and (4) no national decision,
with coverage left to the discretion of local contractors.

Finally, we recommend that CMS create one draft guidance document
for drugs and another for devices. This would allow CMS to discuss its plans for
each type of product in further detail and with a greater recognition of the
differences in the Food and Drug Administration’s data requirements for approval
of drugs and devices. Should CMS decide to keep drugs and devices together in one
document, the agency should create different sections for each of these types of
technologies, allowing more specificity as to how CED could be applied to each.

IIT. CED must be used only to expand access to care and will not be used to
curtail access to therapies currently covered through the local coverage

Process.

ACCC strongly supports Medicare’s local coverage process because it
allows beneficiaries access to innovative therapies, based on clinical evidence and in
conformity with evolving standards of care. By statute, carriers must cover off-label
uses of anticancer drugs when such uses are supported by citations in certain
compendia or by clinical evidence in peer-reviewed literature.5 CMS’ longstanding
instructions to carriers also allow coverage when the use is “determined by the
carrier to be medically accepted generally as safe and effective for the particular
use.”6 This process ensures that Medicare coverage adapts to new discoveries in
cancer care and allows carriers the discretion to make appropriate coverage
decisions based on an individual patient’s needs. We are pleased that the Draft
Guidance recognizes the importance of this process to protecting access to care.
CMS notes that “it is not the intent of this approach to reduce the importance or
frequency of local coverage determinations as a pathway by which new technologies
are made available in the Medicare program. We also do not anticipate

4 Proposed Decision Memo for Radioimmunotherapy for Non-Hodgkin's Lymphoma (CAG-00163N),
May 4, 2005, http://www.cms.hhs.gov/mcd/viewdraftdecisionmemo.asp?id=38.

5 Social Security Act § 1861(t)(2).

6 Medicare Benefit Policy Manual (CMS Pub. 100-02), ch. 15, § 50.4.5.
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circumstances under which CED would represent a net reduction in coverage
available under existing local coverage policies.”7

We are concerned, however, that Draft Guidance’s vague descriptions
of CED will not ensure expanded access to critical cancer therapies. As we noted in
our comments on the anticancer chemotherapy for colorectal cancer NCD, CMS’
approach to CED could be a slight expansion of access by specifically applying CMS’
existing clinical trial coverage policy to certain trials, or it could severely restrict
beneficiaries’ access to care.8 Although CMS claimed that the NCD was a coverage
expansion, we are not able to determine yet whether it has had that effect. We
recommend that CMS monitor and report on the care provided after this NCD, and
all other NCDs that use CED, to ensure that contractors continue to provide
coverage. In future decisions, we urge CMS to ensure that CED is used only to
expand access to care by including a statement that the NCD is not meant to
interfere in any way with a carrier’s discretion to determine whether other uses are
medically accepted. It should not be used to curtail access to therapies currently
covered through the local coverage process.

IV. Medicare should support clinical research, but must not use CED to force
patients to enroll in clinical trials.

As we stated above, ACCC believes that clinical research is essential to
improving patient care. Clinical research yields benefits for all patients, either
through direct participation in trials or through implementation of improved
treatment regimens based on trial results. We believe that Medicare should
encourage all beneficiaries to participate the most appropriate clinical trial for their
condition and care needs. Beneficiaries’ choice of treatment options would be
greatly enhanced if providers were encouraged to participate in trials too. We urge
CMS to revise its coverage and payment policies for clinical trials to assist more
patients and providers to participate in research projects.

First, instead of selecting a few trials for coverage, we urge CMS to
expand access to all clinical trials by finalizing the agency’s criteria for coverage of
clinical trials under the 2000 NCD. This NCD currently covers the costs of routine
services in qualifying clinical trials, including trials sponsored by the National
Institutes of Health and other federal agencies.9 Other trials, such as those

7 Draft Guidance for the Public, Industry, and CMS Staff: Factors CMS Considers in Making a
Determination of Coverage with Evidence Development, Apr. 7, 2005, at 6.

8 Letter from Patti A. Jameson-Baker, President, ACCC, to Mark McClellan, Administrator, CMS,
Dec. 30, 2004.

9 National Coverage Determinations Manual § 310.1.
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sponsored by industry or other groups, currently are not eligible for coverage, but
could be if CMS finalized its criteria. Finalizing these criteria would expand
beneficiaries’ choice of trials and would help physicians determine whether a trial is
covered, making it easier to advise Medicare beneficiaries about their treatment
options.

Second, CMS should evaluate its payment policies to ensure that
providers are compensated adequately for the costs of participating in clinical
research. The American clinical trial enterprise is vastly underfunded and relies on
providers’ donations of time and resources. Many of the costs of participating in
clinical research, such as data collection, patient consent forms, screening and
counseling, regulatory reporting, extra staffing, and drug administration services,
are not compensated by trial sponsors. For example, the per patient cost incurred
by an ACCC member practice participating in SWOG study for breast cancer is
between $7,000 and $11,000 (depending upon whether cost of the drug is included
or excluded, respectively), of which the practice will be reimbursed approximately
$1,725. The figures do not include the significant costs associated with patient
follow-up (including record storage, phone calls, and audits) once treatment is
completed which may not be fully compensated by insurers or trial sponsors.
Several of our members estimate that only one-quarter to one-third of follow-up
costs per patient are ever covered on a clinical trial. Caring for cancer patients is
often a life-long endeavor because of the necessity to monitor for long-term sequelae
of treatment, the risk of second cancers, and the need for overall surveillance
strategies.

As Medicare revises its reimbursement rates for drugs and drug
administration services, and as physicians face payment cuts under the Medicare
physician fee schedule, many providers are likely to find themselves unable to
afford to participate in research. We urge CMS to develop methods to reimburse
providers for their uncompensated non-routine costs. For example, CMS could
create G-codes with appropriate payment for evaluating a patient’s eligibility for
clinical trials. Finalizing its criteria for coverage of clinical trials also would help
ensure that providers are reimbursed for their routine costs, such as drug
administration services that are not paid by trial sponsors, in a larger number of
trials. These changes would ease providers’ financial burden of participating in
clinical trials and would encourage more providers to offer trials as treatment
options for their patients.

We also believe that Medicare must acknowledge that trials may not
be the best treatment option for all beneficiaries and must ensure access to
innovative care for patients who do not participate in trials. Approximately three
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percent of adult cancer patients are enrolled in clinical trials,10 and only a small
fraction of those patients are over age 70.11 There may be several reasons why so
few seniors participate in cancer clinical trials. First, approximately 85 percent of
Medicare beneficiaries are ineligible to participate in clinical trials due to
comorbidities and complications. If Medicare coverage for innovative therapies
requires participation in a clinical trial, these patients unfairly would be denied
access to life-saving care. Second, patients might choose not to participate if a trial
would require them to experience significant inconvenience, such as traveling long
distances for care or having to change physicians. Beneficiaries in rural areas, for
example, might not want to receive care far away from their friends and family.
Patients often are reluctant to leave the physicians and nurses they know and trust
to participate in clinical trials. Medicare beneficiaries must have access to the
treatment they need, regardless of whether they participate in a clinical trial. CED
must not be used to provide access to care only to those beneficiaries who meet a
trial’s eligibility criteria and elect to participate.

ACCC believes that mounting a massive education effort may encourage
greater patient and physician participation. A public interest campaign, developed
by researchers, providers, payors, and patient groups, as well as CMS could help
educate patients about clinical trials and the importance of participating in them.
Using CMS’ existing education resources for Medicare beneficiaries would be an
essential element of this campaign. Additionally, payors could use patient
counseling about clinical trials and screening for trial eligibility as a quality
measure for oncologists. Education also remains a key element in garnering
physician participation in clinical research. This could be achieved by better
educating providers about clinical trials’ eligibility requirements and the Cancer
Trials Support Unit (CTSU), which assists physicians with enrolling patients in
clinical trials and streamlines data entry and collection.

Although many Medicare beneficiaries are ineligible to participate in clinical
trials due to co morbidities, some meet the eligibility criteria. Physicians often
assume that all seniors are ineligible, however, and fail to offer trials as treatment
options. Better physician education by trial sponsors, NCI, and CMS would help to
address physicians’ apparent age bias and would ensure that Medicare beneficiaries
are offered the opportunity to participate in appropriate clinical trials. CMS should
work with NCI to be certain that no clinical trial eligible for CMS payment contains
an arbitrary age restriction. We also recommend that CMS work with NCI to make

10 Centers for Disease Control and Prevention, United States Cancer Statistics: 2001 Incidence and
Mortality, http://apps.nced.cde.gov/uscs/index.asp?Year=2001.

11 National Cancer Institute, Facts and Figures About Cancer Clinical Trials,
http://www.cancer.gov/clinicaltrials/facts-and-figures.
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the CTSU less cumbersome in order to better streamline the process of integrating
clinical trials into clinical practice.

V. CMS should apply CED in a manner that minimizes increased costs for
providers and beneficiaries.

We agree that evidence development requirements should assure that
“no unnecessary costs are imposed”’12 on providers. Our members can attest to the
significant costs of participating in trials and registries. As we noted above,
providers who participate in clinical research currently bear considerable
uncompensated costs and are less able in the current reimbursement environment
to support these efforts. Any new data collection requirements must use the “least
resource-intensive mechanisms possible”’13 and must be accompanied by
reimbursement for the remaining costs. In addition to compensation for the costs
described above, CMS also must assist providers with the costs of developing the
information technology infrastructure needed for data collection.

We also urge CMS to be sensitive to patients’ costs of participating in
clinical trials. Currently, trial sponsors, including pharmaceutical companies,
provide the drug under investigation and may other drugs and services provided in
a trial at no cost to the patient. Thanks to these sponsors’ support, patients are not
liable for most of the costs of participating in clinical trials. It is not clear how CED
will affect this system of trial support. If manufacturers are dissuaded from
donating their drugs, patients’ costs of participating in trials could increase
substantially. We are particularly concerned that patients would be liable for
Medicare’s 20% co-payment in a CED trial but would be able to get the drug at no
cost in another trial. We strongly recommend that CMS ensure that its coverage
proposals do not discourage industry support for clinical trials or increase
beneficiaries’ costs of care. The agency must clarify in its revised guidance that
CED will be applied in a manner that weighs and minimizes any increased costs for
beneficiaries.

VI.  When CMS uses CED, it must use data collection methods that fully
acknowledge the heterogeneity of the Medicare population.

In the Draft Guidance, CMS indicates a preference for “simple,
inexpensive clinical studies,” such as databases and large trials.14 We are

12 Draft Guidance, at 5.

13 Draft Guidance, at 5.

14 Draft Guidance, at 11-12.
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concerned that these methods will not produce the evidence patients, providers, or
CMS need to make a coverage decision, and would not be an effective use of CMS’
resources. To produce useful data, these studies must be applied to a uniform
population. In practice, however, cancer patients are highly varied and so too would
the data be that CMS proposes to collect. Even among patients with the same stage
of disease, there is significant heterogeneity in terms of patient and tumor
characteristics. A one-size-fits-all approach to research, such as the use of
databases or simple trial designs, would fail to capture the vital distinctions among
patients’ conditions and their responses to treatment. Registries, for example, may
be impractical or ineffective for studying treatments that are used in a small
patient population or in combination with several other therapies.

We urge CMS to consult with knowledgeable stakeholders to identify
the data collection methods that are most likely to answer important clinical
questions. The current trend in cancer clinical trial design is to construct
laboratory-driven protocols to determine the best treatment approach for a
particular patient. This approach has the potential to produce significant advances
in cancer care. It can increase our understanding of the biology of tumors and may
lead to more accurate predictions of treatment efficacy and prognosis for any
individual patient. By identifying the specific drug, or combination or sequence of
drugs, that is best suited for a tumor, we will be able to use the growing number of
targeted therapies more successfully (for example, EGFR inhibitors and anti-VEGF
compounds), with less risk of toxicities. We already have seen the benefits of this
approach in the use of Herceptin for breast cancer and Gleevec for gastrointestinal
stromal tumors. These new paradigms of clinical trial design, integrating concepts
of tumor biology and pharmacogenomics, offers our best hope to determine the best
use of cancer therapy.

This approach is more likely than some of CMS’ proposed data
collection methods to produce useful data for cancer care, but also is costlier and
much more complex than CMS’ methods. To perform this type of research, we must
acquire tumor tissue. Although we have developed highly organized tissue banks,
such as those created by the United States Cooperative Groups, expanding these
collections to support expanded research would difficult and costly. Tissue
collection requires extensive patient and physician education and is highly
regulated. We doubt that effective research can be conducted through simple or
inexpensive means, and we urge CMS to acknowledge the significant investment
necessary to expand meaningful research.

VII. The decision to use CED must be made after consultation with stakeholders.

We agree that CMS should work “consultatively and iteratively with
external experts and stakeholders in developing the criteria and process for
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determining when to apply CED.”15 Because CED will impose significant burdens
on providers of the applicable treatment, CMS must decide to use CED only after
discussing its usefulness and effects on patient access to care with all relevant
stakeholders, including providers. We appreciate that CMS has included patient
groups, medical professional associations, practicing physicians, physician group
practices, and hospitals among the stakeholders whose input will be considered
when establishing priorities for the use of CED16 and expect to see that statement
included in the final guidance document.

It is equally important, however, that the agency consult with
providers and other key stakeholders about the initial decision to move forward
with a NCD and the decision to use CED for specific items or services. Our input
can help CMS ensure that CED is used only when there is a real need for additional
evidence about an item or service, and not just a concern about the therapy’s cost.

If additional data are needed about an item or service, knowledgeable stakeholders,
such as our members, can help define the research questions to be asked and
1dentify the most effective study design to answer those questions. We agree that
the “potential value of information generated through coverage linked to evidence
development must be carefully considered in the context of the burden associated
with the collection of the data.”17 Our members’ expertise in trial design and
implementation would help CMS evaluate the costs and benefits of applying CED to
a particular therapy. This evaluation is especially important for cancer research
because the heterogeneity of the disease and its patient population makes it
difficult to gather relevant data from the “simple, inexpensive clinical studies” that
are “essential to optimizing CED.”18 To ensure that data collection instruments are
“designed to minimize any burden to providers and patients while providing critical
information,”19 we urge CMS to consult with stakeholders who understand both the
value and costs of researching complex diseases.

Finally, we agree that a “systematic expansion of practical clinical
research efforts to address the needs of health professionals and patients”20 would
be valuable, but we are deeply concerned that CED is neither an appropriate nor

15 Draft Guidance, at 9.
16 Draft Guidance, at 11.
17 Draft Guidance, at 5.
18 Draft Guidance, at 11.
19 Draft Guidance, at 14.

20 Draft Guidance, at 4.
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effective means to achieve this expansion. CED attempts to satisfy CMS’ desire for
more data, but does not address the needs of the rest of America’s clinical research
infrastructure. This system relies on the talent, financial resources, and
collaboration of a wide variety of entities, including patients, physicians,
researchers, the pharmaceutical and biological industries, and hospitals and other
health care providers. Any effort to expand clinical research opportunities must be
undertaken with a full understanding of these entities’ contributions to the system
and the complex relationships among them. Unilateral efforts to change this
system could weaken its foundations and discourage continued private sector
support for research. We urge CMS to bring all stakeholders together to discuss
ways to effectively increase support for and use of our clinical research system.

VIII. Conclusion

ACCC greatly appreciates this opportunity to comment on CMS’ draft
guidance regarding the use of CED. We greatly appreciate CMS’ willingness to
meet with us and other stakeholders to discuss the Draft Guidance, and we look
forward to working with the agency as it develops future drafts of this document.
To help the agency develop a clearer next draft, we recommend that it include the
following statements.

1. CED will be used very rarely and never will be used for on-label
uses of drugs or off-label, compendia listed uses of drugs used in an
anti-cancer chemotherapeutic regimen;

2. CED only will be used to expand access to care and will not be used
to curtail access to therapies currently covered through the local
coverage process;

3. CED will not be used to force patients or providers to enroll in
clinical trials;

4. CMS will apply CED in a manner that minimizes increased costs
for beneficiaries and providers;

5. When CMS uses CED, it must use data collection methods that
fully acknowledge the heterogeneity of the Medicare population;
and

6. The decision to use CED will be made after consultation with
stakeholders, including providers, and will be made only at the
request of trial sponsors who believe Medicare coverage could help
a trial move forward.
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We encourage CMS to meet with us and other stakeholders to discuss
our comments before it issues the next draft of the guidance document.

We would be pleased to answer any questions about these comments.
Please contact our staff person, Deborah Walter, at (301) 984-5067, if we can be of
any assistance as you prepare the next draft of this guidance document. Thank you
for your attention to this very important matter.

Respectfully submitted,

E. Strode Weaver, FACHE, MBA, MHSA
President

Association of Community Cancer Centers
Executive Director, Oncology Services

University of Colorado Hospital
Anschutz Cancer Pavilion
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Bayer HealthCare

Pharmaceuticals

June 6, 2005

Coverage and Analysis Group

Centers for Medicare and Medicaid Services
Mailstop: C1-12-28

Department of Health and Human Services
7500 Security Boulevard

Baltimore, Maryland 21244

Re: Draft Guidance on “Factors CMS Considers in Making

a Determination of Coverage with Evidence Development”

Bayer Pharmaceuticals

. Corporation
Dear Coverage and Analysis Group: 400 Morgan Lane
West Haven, CT 06516
. . . - Phone: 203 812-2000
We are writing in response to the Draft Guidance (“Draft Fax: 203 812-5492
Guidance”) issued by the Centers for Medicare and Medicaid Services (“CMS”) www.bayer.com

on April 7, 2005, regarding coverage with evidence development (“CED”). For
more that 100 years, Bayer Pharmaceuticals Corporation (“Bayer”) has produced
high-quality drugs and biologics that have helped patients lead healthier lives.
We appreciate your willingness to consult with the Company and the public to
ensure that the CED approach achieves its objective of “improving the health of
beneficiaries by enhancing access to medical technologies and services that
improve health outcomes.”

Bayer offers the following comments on the Draft Guidance:

CMS is correct in stating that the CED approach should not
affect or extend to the Part D program;

the CED approach may exceed CMS’ authority under the
Social Security Act;

CED study design and oversight should be rigorous; and
Data collected through CED studies should be publicly
available.

We thank you for the opportunity to comment on the Draft Guidance and address
each of these points in detail below.



l. Application of CED to Items and Services Normally Covered by the NCD Process

We are pleased that the Draft Guidance limits CED to those items and services
that would normally be covered under the NCD process. In particular, we agree with the
decision to exclude self-administered drugs and outpatient prescription drugs payable under Part
D from the CED approach. This is a sound decision, and we support the determination that CED
should apply only to items and services that are subject to NCDs. In drafting Part D, Congress
determined that that the Part D plans, not CMS, should determine what drugs are covered under
that benefit. The Draft Guidance is consistent with that intent.

1. Legal Authority for Coverage with Evidence Development

According to the Draft Guidance, the Agency derives the statutory authority to
link coverage decisions to the collection of additional data from 42 U.S.C. § 1862(a)(1)(A).
Upon review, Bayer is unpersuaded that the CED approach as articulated by CMS complies with
the statutory requirement that Medicare limit its payment to items and services that are
“reasonable and necessary” for the treatment of illness or injury. According to the Draft
Guidance, “CMS will determine that an item or service is only reasonable and necessary when
specific data collections accompany the provision of the service.”* Implicit in this statement is
the recognition that without additional information the items or services in question are not
“reasonable and necessary.” Accordingly, there appears to be significant reason to doubt
whether the authority claimed in the Guidance meets the standard for coverage mandated by the
Social Security Act.

We are sensitive to the Agency’s attempt to ensure that Medicare provides
payment for items and services under conditions that help assure significant net benefits of the
treatment for Medicare beneficiaries and give rise to additional information. Nevertheless, we
remain skeptical of this approach and the Agency’s ability to meet the minimum standards for
coverage as required by Congress in drafting the Social Security Act.

To the extent that CED is a valid exercise of authority, Bayer agrees with the
indication in the Draft Comments that it will be used sparingly. We are pleased that CMS does
not anticipate a substantial number of new coverage decisions that apply the data collection
requirement. The Agency practice should be to make coverage determinations that appropriately
reflect the statutory requirements of 42 U.S.C. 8§ 1862(a)(1)(A).

I11.  Evidence Development Methods

If the Agency decides to move forward with the CED approach, randomized
clinical trials (*RCTs”) are the only adequate study design. Because the CED approach is of
questionable authority, any flexibility in coverage should be extended only on the promise of the
collection of the most compelling evidence using RCTs.

! Factors CMS Considers in Making a Determination of Coverage with Evidence Development, April 7, 2005 at 6.



Without question, the most statistically significant type of study design is RCTSs.
Bayer appreciates the usefulness of databases, longitudinal or cohort studies, and prospective
comparative studies, proffered by the Draft Guidance as potential alternatives in many contexts.
However, these designs fail to provide the same high level of compelling evidence as RCTs. In
addition, it is important to stress the limitations associated with the use of retrospective data,
which we find equally unacceptable in this context. If items or services are to be the
beneficiaries of a flexible coverage standard, they must be willing and able to collect the most
convincing data to support that coverage.

The Draft Guidance suggests that randomized studies may be required to provide
more definitive evidence on effectiveness or comparative effectiveness in particular types of
patients. Bayer agrees. We stress the importance of randomization to ensure confidence that
items and services provided through CED do in fact lead to better outcomes for beneficiaries.

IV.  Process for Study Design and Implementation

Since requestors for CED coverage will be seeking the benefit of a more flexible
coverage standard, Bayer believes that access to the data collected as part of CED studies is
critical to the success of this approach and a reasonable condition for granting that benefit.
Public access to the data collected will help to preserve integrity and accountability of the CED
approach. Where CMS adopts a flexible coverage approach, a transparent approach is needed to
ensure there is, in fact, a net benefit of the treatment for beneficiaries.

V. Conclusion

We thank CMS in advance for considering our comments regarding the Agency’s
authority, its lack of application in a Part D context, the need for rigorous study design and
oversight, and the importance of public dissemination of data collected through CED studies.

Respectfully submitted,

Kathleen Gondek, Ph.D.
Head, Global Health Economics and Reimbursement

cc: Herb Kuhn
Steve Phurrough, M.D.
Barry M. Straube, M.D.



Organization: Biogen Idec

Biogen Idec is a global leader in biotechnology headquartered in
Cambridge, Massachusetts with Centers of Excellence in San
Diego and Cambridge. Our focus on scientific excellence drives
product and development programs that address key medical needs
in oncology and immunology. The biological therapies developed
by Biogen Idec and other manufacturers have increasingly offered
Medicare beneficiaries new hope for cure or remission from life-
threatening illnesses such as cancer, and for improved health
outcomes and greater quality of life from chronic debilitating
illnesses such as Multiple Sclerosis. Biogen ldec supports CMS in
its efforts toward a more transparent and predictable coverage
process through publication of guidance documents. The brief
comments that follow outline our concern that the guidance
document explaining Medicare’s new coverage with evidence
development (CED) process do not clearly illuminate the
operational impact of such a decision on Medicare beneficiary
access, and may open the door to future application of this novel
approach beyond the limited scope envisioned by the current
administration.

. National coverage decisions generally preclude local
contractors from independently evaluating the evidence
to support the medical necessity of a particular drug or
biological for a specific indication or on a case-by-case
basis. CED could impede beneficiary access to
beneficial drugs and biologicals unless the final
guidance document specifically states that a CED NCD
for a drug or biological precludes contractor claim
denials for CED uses, yet does not restrict contractor
discretion otherwise applicable to off-label use of drugs
and biologicals.

. It is not clear how beneficiaries would exercise their
appeal rights if claim denials were based upon a CED
NCD. For example, the primary “medical necessity”
basis for any CED decision is CMS’ statement that
“systematic, protocol-driven data has the potential to
increase the likelihood of improved health outcomes.
Care provided under these protocols generally involves
greater attention to appropriate patient evaluation and
selection, as well as the appropriate application of the
technology.” Appeals of CED NCDs would be
complicated by Department Appeals Board and/or
judicial consideration of the evidentiary basis of this



underlying rationale, as well as the evidence supporting
use of the specific technology.

. CMS clearly stated in its draft guidance document and
the recent Open Door Forum that CED would be
utilized rarely, and in very limited situations. The
absence of a guidance document delineating CMS’
coverage criteria, together with recent agency
statements indicating an interest in utilizing the
Medicare databases to gather outcomes data
generalizable to the private sector, raise the potential
that future CMS leadership may apply CED broadly in
lieu of coverage criteria development.

Again, Biogen ldec supports CMS in developing guidance
documents that clarify Medicare coverage processes and criteria.
The CED guidance document may present more controversy than
is warranted given the rarity with which it is intended to be
applied, and may also create precedents in the Medicare coverage
decision process that have an unintended detrimental effect on
future Medicare beneficiary access to therapeutic innovations. We
urge CMS to evaluate these policy considerations, as well as the
comments outlined above, before finalizing this guidance
document.
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BIOTECHNOLOGY
INDUSTRY
ORGANIZATION
June 0, 2005
BY ELECTRONIC DELIVERY

Steve Phurrough, M.D., M.P.A

Coverage and Analysis Group

Centers for Medicare & Medicaid Services
Department of Health and Human Services
Mailstop: C1-12-28

7500 Security Blvd.

Baltimore, MD 21244

Re: Draft Guidance for the Public, Industry, and CMS Staff: Factors
CMS Considers in Making a Determination of Coverage with Evidence
Development

Dear Dr. Phurrough:

The Biotechnology Industry Organization (BIO) appreciates this
opportunity to comment on the Centers for Medicare & Medicaid Services’
(CMS) draft guidance document (Draft Guidance) regarding factors CMS
considers in making a determination of coverage with evidence development
(CED).1 BIO is the largest trade organization to serve and represent the

1 Draft Guidance for the Public, Industry, and CMS Staff: Factors CMS Considers in
Making a Determination of Coverage with Evidence Development, Apr. 7, 2003.
(hereinafter “Draft Guidance”).




biotechnology industry in the United States and around the world. BIO
represents more than 1,000 biotechnology companies, academic institutions,
state biotechnology centers, and related organizations in the United States. BI1O
members are involved in the research and development of healthcare,
agricultural, industrial and environmental biotechnology products.

The Draft Guidance on CED continues CMS’ ongoing efforts to promote
the expanded collection of evidence to help patients, physicians, and payers
determine when a medical technology is appropriate for a specific patient. BIO
strongly supports evidence-based medicine, and we are committed to increasing
the body of evidence available regarding discases and their treatments. Our
members spend millions of dollars each year on clinical studies, both before and
after Food and Drug Administration (FDA) approval of their products, to
produce high-quality clinical evidence to support medical decision-making. We
also support the dissemination of this evidence to further clinical knowledge
and enhance and improve the clinical decision-making process.

Our commitment to developing evidence extends far beyond studies of a
particular therapy. We support a rigorous evidence development process that
encompasses all aspects of a disease from examining how it affects the body to
studying the costs and benefits of therapies. Our research initiatives advance
the understanding of disease pathology and therapeutic mechanisms of action,
clinical effectiveness in naturalistic settings, health-related quality of life, and
health economic impacts of therapies in addition to clinical safety and efficacy.
The development and evaluation of therapies are parts of this broader process
and must be considered in context.

Our members’ existing evidence development process, combined with
Medicare’s current coverage policies, allows Medicare beneficiaries timely
access to new therapies and encourages innovation. The Medicare statute and
manuals give local carriers the flexibility and freedom to make timely,
evidence-based coverage decisions, ensuring Medicare beneficiaries’ access to
drugs and biologicals for medically accepted uses. These policies also
encourage innovation and continued research by giving patients a choice of new
therapies as well as new uses of existing therapies. Moreover, these policies
create a relatively stable and predicable reimbursement environment, which 1s
critical for many of our smaller members who are dependent on private sector
investment.




Unfortunately, the Draft Guidance is vague and confusing and conflicts
with many of CMS’ statements made during the Open Door Forum? and the
agency’s recent uses of CED. In addition to the questions posed by CMS in the
Draft Guidance, our reading of the document raises many questions and
concerns. Our comments address these concerns, as well as respond to CMS’
questions. Although we recognize that CED could apply to other items and
services, we limit our comments to the use of CED for drugs and biologicals
only, not devices or procedures. We believe that distinguishing drugs and
biologicals from devices and procedures in the Draft Guidance would allow
CMS to describe its plans and data requirements with greater specificity,
particularly given the different amounts and types of data required for their
FDA approvals.

BIO is concerned that CED, as described in the Draft Guidance, could
reduce access to innovative drugs and biologicals, harming patient care both
now and in the future. CED, if not applied narrowly, could slow technology
diffusion and innovation by limiting physicians’ choice of therapies and
freedom to use cutting-edge regimens. CED could deny many beneficiaries
who do not meet clinical trials’ criteria access to critical therapies. It also could
create uncertainty about reimbursement for medical technologies and could
interfere with private market research priorities, slowing the development of
new life-saving therapies.

Accordingly, if CMS proceeds with CED, we urge the agency to:

o Add a“scope” section to the next draft that clearly states when CMS
might apply CED and the effect of CED on local carriers’ authority
to make coverage decisions. We support the narrow scope that the
agency has articulated publicly, whereby the application of CED
must meet all of the criteria outlined below:

» CED will be used only when it serves as an expansion of
coverage;

» CED will not be used for on-label use of drugs or biologicals;

» CED will not be used where there are statutory provisions
establishing the Congressionally-mandated evidence standard,
e.g., for off-label uses of drugs or biologicals used in anti-cancer
chemotherapeutic regimens that are listed in the compendia,

2 Open Door Forum held May 9, 2005.




supported by peer-reviewed literature, or otherwise determined by
a local contractor to be medically accepted;

» CED will not supplant carrier discretion, and carriers will
continue to apply local coverage as they do today; and

» CED will be used only when requested by a trial sponsor to
facilitate enroliment.

e Distinguish drugs and biologicals from devices approved through the
510(k) process, as CMS has done in the past, in recognition of the
different amounts of data required for FDA approval.3 This also will
allow the agency to be more specific in its descriptions in the CED
guidance document.

e Ensure that both its efforts to define CED and to apply CED to
specific technologies are open, transparent, and predictable by
resolving inconsistencies between statements in the Draft Guidance
and in other forums and involving all stakeholders in these key
decision processes.

We urge CMS to issue a second draft of the guidance document, with an
additional comment period, to address these concerns and allow stakeholders to
provide comments on CMS’ response, using the consultative and iterative
process described by the agency in the Draft Guidance.4 In addition, we urge
CMS to treat its recent application of CED to anti-cancer chemotherapy for
colorectal cancer as a pilot project and to learn from it before applying a similar
CED policy to other drugs and biologicals in the future. Only after a careful
analysis verifying that coverage was indeed expanded and assurance that long-
term patient access was maintained should CMS evaluate whether and how to
apply CED again.

I. CMS’ authority to implement CED is questionable.

At the outset, we are deeply concerned because CED is a major policy
change, and we question whether it is a proper exercise of CMS’ authority. We
note that CMS is a payer for health services, not a public research institution.
Using its authority as a payer, CMS may examine whether an item or service

3 Health Care Financing Administration (HCFA), Medicare Program; Criteria and
Procedures for Making Medical Services Coverage Decisions that Relate to Health Care
Technology Proposed Rule, 54 Fed. Reg. 4302, 4306-07 (Jan. 30, 1989).

4 Draft Guidance, at 9.




meets the criteria for coverage, but it cannot interfere with physicians’ practice
of medicine.5 Setting the nation’s research agenda also is not within CMS’
purview.

We are disturbed that CMS inappropriately may be assuming the roles
responsibilities of other agencies, such as the FDA, the Agency for Healthcare
Research and Quality (AHRQ), and the National Institutes of Health (NIH).
Specifically, CMS appears to be interfering with the FDA’s authority to
mandate post-marketing studies of drugs and biologicals, the AHRQ’s mission
to sponsor and conduct research to develop evidence-based data on health care
services, and the NIH’s clinical research mission. For example, Congress
approved Section 1013 of the Medicare Modemization Act (MMA), which
authorized AHRQ to evaluate the “outcomes, comparative clinical effectiveness,
and appropriateness of health care items and services” provided to Medicare
beneficiaries. Recognizing the impact that HHS driven research may have,
Congress expressly prohibited CMS from using data gathered through Section
1013 to withhold coverage of a prescription drug.6 CMS should not be
permitted to circumvent this provision by undertaking activities specifically
delegated by law to AHRQ through the application of CED.

We remind CMS that Medicare beneficiaries do not have the same ability
to switch health plans as their private sector counterparts who can change plans
if desired. If Medicare beneficiaries disagree with CMS’ restrictions on the care
they receive, they usually have no other option for health coverage and often
have no alternate means to pay for the care they need. For these reasons, we
urge CMS to ensure that coverage decisions do not restrict Medicare
beneficiaries and physicians’ ability to choose their most appropriate course of
treatment.

As CMS notes in the Draft Guidance, the Medicare statute authorizes the
agency to determine whether an item or service is “reasonable and necessary for
the diagnosis or treatment of illness or injury or to improve the functioning of a
malformed body member.”7 Throughout CMS’ history, these determinations
have been based upon the evidence available at the time of the coverage
decision. The Draft Guidance does not explain adequately how this authority
extends to CMS’ efforts to develop more evidence about an item or service.
Moreover, we are unaware of any legislative history supporting the use of the

5 SSA §1801.
¢  MMA §1013(d).
7 SSA § 1862(a)(1)(A).




Medicare coverage process to promote evidence development. We will discuss
these concerns in more detail in our comments on the forthcoming guidance
document addressing the “reasonable and necessary” statutory language.

11. CMS must clearly describe the scope of CED.

In recent weeks, during its Open Door Forum and in meetings with
stakeholders, CMS has attempted to clarify the scope of CED. CMS’
descriptions of the items and services to which CED may apply and its effect on
local carriers’ coverage authority have provided some reassurance that CED
may not harm beneficiary access to drugs and biologicals, but these details are
not included in the Draft Guidance. Instead, the Draft Guidance fails to provide
clear examples of when CED will be considered or used. For example, in the
Draft Guidance, CMS states that it “does not anticipate a substantial number of
new coverage decisions in the near future that apply the data collection
requirement,”8. Similarly, during the May 9 Open Door Forum, CMS said that
it would use CED infrequently and in narrow circumstances.

The Draft Guidance, howevet, lists broad circumstances in which CED
will be considered and could encompass many uses of innovative therapies.9
Moreover, the agency’s claims of narrow use of CED are belied by CMS’
recent national coverage determination (NCD) on anti-cancer chemotherapy for
colorectal cancer. CMS also says that it “intends to apply CED to issues with
the greatest potential benefit for Medicare beneficiaries and the Medicare
program.”10 These conflicting and vague statements and actions provide very
little guidance as to exactly when CMS plans to use CED. We ask CMS to
provide a more detailed description in the next draft of the circumstances in
which CED will be used.

Consistent with its public statements, and as previously stated, CMS
should clarify in the next draft of this guidance document that all of the
following criteria must be met to apply CED:

1. CED will be used very rarely in narrow circumstances;
2. CED only will be used to expand coverage;
3. CED will not be used for on-label use of drugs or biologicals;

8 Draft Guidance, at 2.

9 Draft Guidance, at 9-10.
10 Draft Guidance, at 11.




4. CED will not be used where there are statutory provisions setting out
the Congressionally-mandated evidence standard, e.g., for off-label
uses of drugs or biologicals used in anti-cancer chemotherapeutic
regimens that are listed in the compendia, supported by peer-reviewed
literature, or otherwise determined to be medically appropriate;

5. CED will not supplant carrier discretion, and carriers will continue to
apply local coverage as they do today; and

6. CED will be used only when requested by a trial sponsor to facilitate
enroliment.

Limiting the use of CED to these circumstances would ensure that its
application is predictable and consistent and used for the benefit of Medicare
beneficiaries. For example, in the recent NCD on anti-cancer chemotherapy for
colorectal cancer, CMS determined that it did not have sufficient evidence on
certain off-label, non-compendia listed uses of four anti-cancer drugs and
biologicals. The NCD mandated coverage for these uses in specific clinical
trials, but also protected carriers” discretion to cover these uses outside the trials
if determined to be medically necessary.11 We urge CMS to state in the next
draft of the guidance document that CED will be used only when all of these
criteria are met. CMS also provides little insight into the extent to which it
intends to consider cost and utilization in deciding whether to apply CED.
While cost and utilizations may be appropriate parameters for CMS to take into
account when it is deciding whether to undertake a national coverage decision
or entertain the need for a CED, cost and utilization should not, in our view, be
considerations when a particular CED is being designed. CMS should clarify
the role of cost and utilization in the next draft of the guidance document.

To clarify statements in the Draft Guidance about the use of CED to
assist CMS and its contractors in making coverage decisions,]2 the agency
should state explicitly that CED is to be applied as a national policy only and is
not to be initiated by local contractors. In addition, CMS should clarify that
CED will not apply to drugs and biologicals covered under Medicare Part D.
BIO is very concerned that Part D plans will view or try to make the claim that
drugs subject to a CED are experimental, and, therefore, not eligible for

coverage under Part D. Such a consequence would be unfair and potentially

l

] Medicare National Coverage Decision Manual (CMS Pub. 100-3), § 110.17.
12 See Draft Guidance, at 5, 9 (“In general, CMS will consider requiring data collection
as a condition of coverage when additional information is needed for CMS and its

contractors to determine if an item or service is reasonable and necessary.”) (emphasis
added).




financially devastating to a beneficiary. CMS must be clear about the
relationship of CED to Part D and vigilantly monitor treatment denials by MA-
PDPs and PDPs, which appear to be related to the inclusion of a drug in a CED
trial.

Moreover, the agency should indicate that the agency will contact
manufacturers prior to the opening of a NCD and the potential application of
CED and involve them in an open and transparent dialogue as the issue is

the scope of CED.

BIO is very concerned about the provision in the Draft Guidance that
considers the use of CED in circumstances of treatments for rare diseases where
CMS alleges that comprehensive evidence of effectiveness is “not always
available or feasible to develop in a pre-marketing setting.” BIO believes that
this provision should be deleted from the final guidance document.

In the development of medicines for rare diseases, the patient population
must be less than 200,000 and therefore there are a limited number of patients
from which to draw to conduct clinical studies. The clinical studies required for
approval usually have very specific inclusion and exclusion criteria and thus an
even smaller number of patients are available for enrollment into clinical
studies. Many rare diseases are slowly progressive and heterogeneous, and
large studies of long duration are not feasible. Nevertheless, the standard for
approval of orphan drugs and biologicals is the same as that applicable to drugs
and biologicals intended for use in larger populations—substantial evidence of
safety and effectiveness for the intended use. Given the challenges of collecting
data in such small patient populations, it is important that CMS not try to
require additional or different clinical studies to those already underway or
committed to by the drug sponsor.

The FDA, and in many cases, experts through FDA Advisory
Committees have already given extensive thought and consideration into what
clinical data should be collected on an orphan product, its patient population

13 This issue is discussed in depth in our comments to the agency’s first three draft
guidances on NCDs. Letter from Jim Greenwood, President & CEO, BIO, to Coverage and
Analysis Group, CMS, regarding comments on draft guidance entitled "(1) Factors CMS
Considers in Opening a National Coverage Determination; (2) Factors CMS Considers in
Referring Topics to the Medicare Coverage Advisory Committee; and (3) Factors CMS

Considers in Commissioning an External Technology Assessment,"” May 6, 2005.
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and its use when approval is granted. In fact, any post-marketing study
commitments have already been agreed upon by the FDA and drug sponsor at
the time FDA approval is given. It would be inappropriate for these post-
marketing commitment studies to be delayed in any way to accommodate
additional data collection requests by CMS because sponsor are held to very
strict timelines by the FDA for completing their commitments. For CMS to
conduct its own completely separate analysis and develop a different set of
requirements could delay patient access to these needed drugs for rare diseases.
Additional requirements would also be expensive and duplicative for the small,
biotechnology companies that frequently engage in research in rare diseases.
Lastly, additional CMS requirements would be contrary to existing law and
Congressional intent to incentivize drug sponsors to develop therapies for rare
diseases with small market potential.

L. CED only must be used to expand access to care and must not interfere
with the local coverage process.

We are concerned that CED will curtail access to drugs and biologicals
currently available through the local coverage process. The local coverage
process allows Medicare beneficiaries to have appropriate access to drugs and
biologicals through an efficient, timely, and evidence-based decision-making
process. As intended by Congress, this process allows beneficiaries to receive
anti-cancer chemotherapy drugs and biologicals for off-label indications when
the use is supported in certain compendia or peer-reviewed literature, or when
therapies are available only through clinical trials or other evidence gathering
methods, many patients could be denied access to critical treatments.

As CMS must be aware, many Medicare beneficiaries are ineligible for
clinical trials due to age, co-morbidities, or complications. Others beneficiaries
may choose not to participate in a trial if it requires them to travel, change
physicians, or experience other substantial inconvenience. This may be
particularly true for patients in rural areas, minorities, and women, who
traditionally have been under-represented in clinical trials. The local coverage
process must remain intact to allow patients who do not qualify for clinical
trials or who elect not to participate to receive appropriate therapies.

14 SSA § 1861(1)(2); Medicare Benefit Policy Manual (CMS Pub. 100-02), ch. 15, §




In the Draft Guidance, CMS says it does not “anticipate circumstances
under which CED would represent a net reduction in coverage available under
local coverage policies.”}5 To ensure that CED does not harm access to care,
we ask CMS to commit to specifying precisely which beneficiaries are having
difficulty accessing the drug or biological to which CED is applied and how the
application of CED is expected to increase patient access. We also urge CMS
to provide clearer instructions to carriers that a NCD with CED does not affect
their discretion to cover uses of these therapies outside the CED requirements.
CMS then should monitor and report on access to care after a CED decision is
implemented both to verify that access is expanded as expected and that
patients continue to receive the care prescribed by their treating physician,
regardless of their participation in the evidence development exercise. This
analysis also should be performed for the applications of CED that the agency
currently is implementing.

The patient access analysis should be part of a larger formal,
comprehensive value of information analysis that CMS should be required to
conduct whenever it proposes to apply CED. This analysis should be included
in the draft decision memorandum to allow all interested stakeholders the
opportunity to respond to it. Such treatment is consistent with the Regulatory
Impact Analyses and Regulatory Flexibility Analyses prepared for major rules
and rules impacting small entities. CMS would be required to clearly explain
the potential costs, burdens, and expected benefits of CED before
implementation. These requirements should be incorporated and described
explicitly in the next draft of the Guidance Document.

IV. CMS should distinguish drugs and biologicals from devices and
procedures in its guidance document on CED.

CMS should distinguish drugs and biologicals from devices and
procedures in its next draft of the guidance document. In recognition of the
FDA’s rigorous drug approval process, CMS historically has treated coverage
of drugs and biologicals differently than other items and services, particularly
devices approved under Section 510(k) of the Federal Food, Drug, and
Cosmetic Act. Indeed, in 1989, the agency said that its national policy is that
drugs or biologicals approved for marketing by the FDA are safe and effective
for on-label indications, but that FDA approval for marketing of 2 medical
device does not necessarily lead to a favorable coverage recommendation,

15 Draft Guidance, at 0.
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especially when the FDA approval is under Section 5 10(k).16 CMS should
continue to acknowledge the different amounts and types of data required to
approve these technologies by providing separate descriptions of its plans to use
CED for drugs and biologicals versus devices. The agency also should
separately describe the application of CED to procedures that do not require

FDA approval.

V. CMS must clearly state its reasons for using CED.

CMS must clarify its reasons for using CED to allow us to comment
more meaningfully on whether and how CED can be used to achieve these
purposes. CMS’ written statements in the Draft Guidance and its oral
communications concerning the guidance (e.g., during the May 9, 2005 Open
Door Forum) have caused confusion about why the agency plans to use CED.
In the Draft Guidance, CMS states that the purpose of obtaining evidence is to
give the agency data to use in making payment determinations] 7 and to provide
useful information to doctors and patients for clinical decision-making.18 CMS
also says it will consider using CED when “additional information is needed for
CMS and its contractors to determine if an item or service is reasonable and
necessary.” 19 During the May 9, 2005 Open Door Forum, however, agency
staff said that the main purpose was to assist patients and physicians and
acknowledged that the data gathered through CED might not be adequate for
use in coverage decisions. CMS’ examples of the two general circumstances in
which CED may be used give more reasons for using CED: to ensure patient
safety and to provide physicians with more information about a patient’s course
of treatment. As noted above, Congress explicitly directed that these objectives
be met by AHRQ.

The various reasons for using CED have left us confused about exactly
what type of policy CMS is proposing. The conflicting written and oral
statements make it difficult to understand what policy the agency is advancing
and thus to which points we should address our comments. We urge CMS to
issue another draft that reconciles the Draft Guidance, the agency’s recent use
of CED, and the agency’s verbal statements about CED.

other item and services).

17 Draft Guidance, at 1.
18 Draft Guidance, at 5.
19 Draft Guidance, at 9.
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V1. CMS must clarify the amount of evidence it needs before applying CED
to an item or service.

Additionally, the Draft Guidance is not clear about the amount of
evidence CMS needs about an item or service before deciding to use CED.
During the Open Door Forum, you stated that CMS would use CED when the
evidence is not complete to support full coverage and additional data would
help CMS be confident about providing full coverage. The description
provided during the Open Door Forum also does not correspond perfectly to the
Draft Guidance’s descriptions of the evidence required to reach any of the three
possible coverage decisions.20 It therefore is not clear when CMS would
determine that enough evidence exists to apply CED instead of issuing a non-
coverage determination or no national coverage determination. CMS should
specify its evidence requirements in the next draft of the guidance document.

VIL. CMS must work with stakeholders to ensure that a proposed evidence
collection method will achieve its goals with minimal burdens on patients,
providers, and manufacturers.

If CMS applies CED to an item or service, it must take care o ensure that
its chosen research methods can achieve intended goals with minimal burdens
on patients, providers, and manufacturers. We agree with CMS that:

e the value of the information gathered must be carefully balanced
against the burden of collecting it;

e any CED requirements must be aligned with the FDA’s clinical study
requirements and with other research priorities to ensure that our
research resources are used efficiently; and

o data collection only should continue as long as important questions
remain and the effort and resources required to collect this data are
justified by the potential value of the information to be collected.21

The Draft Guidance does not describe CMS’ process for ensuring that
these criteria are met. In particular, we are especially concerned about how
CMS will determine what hypothesis will be examined, when sufficient
evidence has been gathered, and when CED will be brought to a close. Unless

290 Draft Guidance, at 3.
21 Draft Guidance, at 5, 14.
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the research question is clearly defined from the outset, we cannot be confident
that the study will produce data to satisfy CMS’ needs or that coverage
decisions will be made in an efficient and timely manner. Robust clinical
research starts by asking the correct research question. Clear articulation of the
research question informs all other aspects of research, including study design,
enrollment criteria, sampling methods, power calculations, ethical
considerations, and analytical plan. The consequences of a poorly articulated
research question are development of faulty or biased data, or engagement in
data dredging exercises and its inherent risks of making spurious inferences.

To ensure that an application of CED achieves its goals(s) while
minimally inconveniencing providers, patients and manufacturers, we urge
CMS to consult stakeholders at each stage of the CED development process.
For example, before beginning any evidence development process, CMS must
work with stakeholders to assess the need for more evidence about a drug or
biological, the value of the information to be collected, and the burdens on
stakeholders of collecting it. With input from stakeholders, CMS must clearly
articulate the specific research questions, goals, and limitations of the intended
research design. As the evidence is gathered, CMS should consult with
stakeholders about the data and its analysis. We support CMS’ plan, described
during the Open Door Forum, to release aggregate data to the public for
additional analysis, but we emphasize that this is not a substitute for initial
consensus about the trial’s design and purpose.

In the Draft Guidance, CMS asks, “[H]ow should the costs of study
design, data collection, analysis and other activities associated with these
programs be fairly allocated to various stakeholders?”22 In addition to
minimizing these costs as much as possible, we urge CMS to pay particular
attention to the costs imposed on beneficiaries and providers. Beneficiaries’
cost of care under CED should not be greater than under coverage without
evidence development. If beneficiaries are forced to incur greater costs for
receiving care in Medicare-covered clinical trials or other evidence
development programs, they likely will choose other, potentially less
appropriate, care options.

In addition to minimizing patient costs associated with CED, CMS also
must minimize physicians’ costs of CED. Physicians who participate in clinical
trials often donate considerable amounts of time and resources to evaluate

22 Draft Guidance, at 15.
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patients’ eligibility for trials, data collection, and drug administration services
that frequently are not reimbursed by trial sponsors. With Medicare’s recent
changes to reimbursement for drugs and drug administration and its pending
reimbursement cuts for all physician services, many physicians are less able to
afford to participate in clinical research. We recommend that CMS develop
reimbursement codes and rates for non-routine services to make participation in
research more financially feasible. We also recommend that CMS provide
reimbursement for the routine costs of care, such as drug administration, in
more clinical trials.

BIO also recommends that CMS encourage Medicare beneficiaries to
participate in a wide range of clinical trials, rather than a select few identified
by the agency. To increase beneficiaries’ care options, BIO urges CMS to
finalize its criteria for coverage of clinical trials under the 2000 NCD. Since
September 2000, Medicare has covered the costs of routine services in
qualifying clinical trials, including trials sponsored by the NIH and other
federal agencies.23 CMS, however, has not yet finalized its criteria for
covering other trials, such as those sponsored by industry or other groups. We
recommend that CMS fully implement the 2000 NCD by finalizing these
criteria so that Medicare beneficiaries will be able to participate in the clinical
trials that are most appropriate for their conditions.

VIIL. CMS must clarify the draft guidance document’s description of the NCD
process.

The Draft Guidance has caused confusion about the possible outcomes of
the NCD process. First, we ask CMS to clarify that its statement that it “does
not anticipate issuing additional decisions” without conditions does not mean
that it plans to apply CED to every NCD.24 If the agency intends that every
future coverage decision will be coupled with conditions such as patient
diagnoses, positive test results, or other factors, CMS should explain this clearly
in the revised guidance.

Second, in the Draft Guidance, CMS says the NCD process results in
three broad types of coverage decisions: non-coverage, coverage with
conditions, and coverage without conditions.23 The Draft Guidance omits a

23 National Coverage Determinations Manual § 310.1.

24 Draft Guidance, at 4.

25 Draft Guidance, at 3.
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possible outcome to the NCD process, one that has been used recently in the
draft Radioimmunotherapy for Non-Hodgkin’s Lymphoma NCD.26 In cases
for which there is inadequate evidence at this time for a change to coverage,
CMS may leave the decision to cover the item or service to the carriers, using
current manual instructions. CMS must state in the next draft that the NCD
process results in four, not three, types of coverage decisions: (1) non-coverage;
(2) coverage; (3) coverage with evidence development; and (4) no national
coverage decision, with coverage left to statutory mandate as well as the
discretion of Medicare contractors. When the evidence is not adequate to
justify a change in coverage policy and CED is not appropriate, the Draft
Guidance should clarify that the result should be no national decision, not non-
coverage.

IX. CMS must bring all stakeholders to the table to discuss CED and
expanding support for clinical research.

BIO shares CMS’ belief that the agency must work “consultatively and
iteratively with external experts and stakeholders in developing the criteria and
process for determining when to apply CED.”27 These discussions should
bring all stakeholders together to discuss not only the use of CED for specific
items and services, but also CED’s effects on patients’ access to innovative
therapies, the broader clinical research system, and the drug and biological
industries. CMS appears to view CED as a step toward a “systematic expansion
of practical clinical research efforts to address the needs of health professionals
and patients.”28

The clinical research structure is far more complex than CMS may
imagine, and it cannot be expanded successfully without the participation of all
of its stakeholders, including patients, providers, researchers, manufacturers,
and other government agencies. We believe that CMS’ efforts to encourage
more research must be pursued only through transparent processes and open
dialogue with all interested parties. Furthermore, this dialogue must involve all
stakeholders, so that CMS can benefit from a full discussion of individual
concerns for all parties involved. We urge CMS to continue to consult with
stakeholders on the development of its policies regarding CED and the

26 Proposed Decision Memo for Radioimmunotherapy for Non-Hodgkin’s Lymphoma
(CAG-00163N), May 4, 2005,

http://www.cms.hhs. gov/med/viewdraftdecisionmemo.asp?1d=38.

27 Draft Guidance, at 9.

28 Draft Guidance, at 4.
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expansion of clinical research. We also request that the agency make special
efforts to provide opportunities, such as Open Door Forums, that allow all
stakeholders to participate in the conversation at the same time.

X CMS must make certain that all human subject research conducted under
CED meets all federal legal. ethical, and Health Insurance Portability and
Accountability Act of 1996 (HIPAA) requirements.

On page 3, the Draft Guidance states the following: "The service is
delivered in the context of specific data being collected. Coverage may be
limited to providers who participate in and beneficiaries who are enrolled into a
defined prospective data collection activity, when this data collection activity
constitutes part of the evidence required to ensure the item or service provided
to that patient is reasonable and necessary." The Draft Guidance should clarify
that the prospective collection of outcomes evidence for coverage use, even by
CMS, constitutes research with human subjects under the law and the
Department’s own regulations.29 Accordingly, the basic principles of informed
consent, including patient authorization for use and disclosure of health
information, and institutional review board (IRB) review cannot be ignored.
Medicare beneficiaries should not be compelled to participate in research as a
condition of coverage without the protection that the regulations provide.
Finally, CMS indicates that studies under CED often would involve de-
identified data. It is not clear how this would be feasible because the de-
identification standard under the HIPAA privacy rule is very stringent. We
respectfully ask CMS to clarify these issues before moving forward with
application of CED.

XI. Conclusion

BIO appreciates this opportunity to comment on the Draft Guidance
document regarding the use of CED. We hope our recommendations help CMS
to apply CED in a predictable manner that ensures beneficiary access to
innovative drugs and biologicals. Specifically, we urge CMS to:

e clearly define the scope of CED;
e work with the Department, AHRQ and public stakeholders to ensure
that CED is implemented consistent with Section 1013 of the MMA;

29 E.g., Federal Food, Drug, and Cosmetic Act §§ 505(i), 520(g), 21 U.S.C. §§ 355, 3605;

42US.C. §§ 289, 289a-1; 21 C.F.R. Parts 50 and 56; 45 C.F.R. Part 46.
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« use CED only to expand access to care and not interfere with the local
coverage process that exists today;

e distinguish drugs and biologicals from devices and procedures in its
guidance document on CED;

o clarify that CED never will be used for on-label uses or off-label uses
of drugs or biologicals used in anti-cancer chemotherapeutic regimens
that are listed in a compendia, supported by peer-reviewed literature, or
otherwise determined by a local contractor to be medically accepted
indications;

o clearly state its reasons for using CED to allow us to comment
meaningfully on the policy;

o clarify the amount of evidence it needs before applying CED to an item
or service;

e work with stakeholders to ensure that a proposed evidence collection
method will achieve its goals with minimal burdens on patients,
providers, and manufacturers;

o clarify the draft guidance document’s description of the NCD process;

e bring all stakeholders to the table to discuss CED and expanding
support for clinical research; and

e ensure that all human subject research conducted under CED meets all
federal legal, ethical, and HIPAA requirements.

We look forward to working with CMS to protect Medicare
beneficiaries’ access to innovative drugs and biologicals. If you have any
questions regarding our comments, please contact Jayson Slotnik at 202-312-
9273. Thank you for your attention to this very important matter.

Sincerely,
/s/
Jim Greenwood

President and CEO
Biotechnology Industry Organization
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Organization: Blue Cross Blue Shield of Kansas

Subject: effect / effective  New England Journal of Medicine 352; 14: 1411 - 1412 " The
Cutter Incident” The ruling in Gottsdanker v. Cutter Laboratories meant that juries
could find companies financially liable without finding that the company was negligent
in either the production or the design of the product. The law views the company as the
entity best able to distribute the unavoidable cost to all persons who benefit from the
product if an individual is harmed.

American Journal of Public Health 84; 9: 1515 - 1520 ... What is Medically Necessary"
and New England Journal of Medicine 342; 15: 1069 - 1076... Stem cell Transplant for
Breast Cancer” In December of 1993 a jury in Riverside California awarded the estate
of a patient ( name is available in the article ) $77 million dollars in a judgment against
the insurer. The insurer had determined there was insufficient evidence that stem cell
transplantation was beneficial in the case of metastatic breast cancer. Seven years later
when the collection of information was complete and the studies published further
research into this therapy stopped. Why did it stop? Because there was severe toxicity
associated with the treatment and no discernible difference in outcome. Yet before 1993
and between 1993 and 2000 this treatment was recommended because of encouraging
pilot studies, which may have been misleading due to selection bias.

These examples are selected to illustrate two points. First there are compelling reasons
for all engaged in the health industry to seek products which are fundamentally safe.
Safety is not guaranteed. The decision on whether or not a product is safe may not be
correct. Nor may the decision be timely but the determination is made by institutions
and programs other than Medicare. Second to discover effectiveness and sometimes
safety a consistent plan or protocol of study must be followed and this requires time.
Information technology does not obviate the value of a consistent and reasoned plan to
determined effectiveness. In fact the volume of extraneous information can be increased
through information technology.

First, money should be spend before the process is implemented to define the
information Medicare will purchase through coverage or reimbursement. | will offer
one article: Briggs AH, O'Brien BJ, Blackhouse G, Thinking outside the box: recent
advances in the analysis and presentation of uncertainty in cost-effectiveness studies
Annu. Rev. Public Health 2002: 23; 377 - 401. Money invested for consultation with
experienced mathematicians for the expressed purpose of determining minimal pieces of
information that should be collected in every CED and is necessary to make reasoned
predictions of effectiveness would be well invested. Second I will offer the name of an
individual current practicing medicine, an author, teacher, and a person very capable
helping to advise CMS on what is necessary to make the collection of information
worthwhile. The person is: Marc Whitacre MD, Heart of America Eye Center, 8901 W
74th, Suite 285, Shawnee Mission KS 66204. A phone number where Dr. Whitacre
may be reached is 913 - 362 - 3120. | hope these people could be actively recruited to
advise CMS on this project.



Now | will offer some data related suggestions. In the case of diagnostic tests the
likelihood ratio is perhaps the most important measure. The likelihood ratio represents
the magnitude of change from a physician's initial suspicion of disease, pretest
probability to the likelihood of disease after the test result, posttest probability. A ratio
of one means the test is of little value. A ratio between 0.01 - 1.0 decreases the test
usefulness and a ratio between 1.0 - 10.0 increases the usefulness. A service can be
rendered to all providers of care who might order or purchase a test or a diagnostic tool if
CMS consistently provided this information within the CED process instead of the more
common and far less important reference to sensitivity and specificity. I also hold that
the negative predictive value of a diagnostic test is essential to decide its usefulness.
This is the probability that if a diagnostic test is negative the patient disease is absent. It
is not good to miss disease.

The number needed to treat and the number needed to harm are terms the public can
incorporate into an understanding of the consequences of taking a test or undergoing a
treatment. These too should be part of the evidence CMS collects and pays for in order
to help Medicare patients and providers. These numbers can apply to both diagnostic
tests and therapeutic interventions.

Finally the CED process should collect at least enough information on a therapy
procedure to derive an absolute risk reduction (ARR) . Here more than in the case of
diagnostic tests the article by Briggs is important. When comparing strategies with
small differences in outcome, errors of omission, not treating a potentially treatable
disease should not be held equal to errors of commission, inducing morbidity in patients
who do not require or will not benefit from treatment. This is my argument. A
thoughtful plan resolutely implemented can provide information with value not
extraneous numbers. Then whether or not the Medicare program subscribes to the
argument above can be determined dispassionately and each test procedure and disease
may be assessed in equal manner. Information above is an attempt to address the
questions listed:

e Can these factors and criteria be put in order of importance? How could CMS or
other best determine their relative importance?

e Are there situations listed above that would be unlikely to be constructively
addressed through evidence collection linked to coverage decisions?

e How can formal “value of information analyses’ be applied to help decide when to
require data collection following a coverage decision?

e Are there other ways the data may serve to improve available evidence of safety
and benefit of an item or service or improve the decision making process?

e Are there existing approaches to priority setting for clinical studies that could serve
as a model for identifying priorities for CED?
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Re: Comments on Draft Guidance for the Public,
Industry, and CMS Staff: Factors CMS Considers in
Making a Determination of Coverage with Evidence
Development

Dear Dr. Phurrough:

The California Healthcare Institute (CHI) welcomes this opportunity to
comment on the Centers for Medicare & Medicaid Services’ (CMS) draft guidance
document entitled “Factors CMS Considers in Making a Determination of Coverage
with Evidence Development” (Draft Guidance). CHI represents the biomedical
sector of the California economy and unites more than 250 of California’s leading
life sciences firms, universities, and private research institutes in support of
biomedical science, biotechnology, and pharmaceutical and medical device
innovation. California is the global leader in biomedical research and development,
with more than one-third of all U.S. biotechnology and medical device firms, turning
scientific discoveries into medical products at an unprecedented rate. California
firms alone produce more than 20 percent of all medical instruments in the United
States and lead the nation in bringing to market frontline treatments and therapies
for diseases such as AIDS, breast cancer, stroke, and diabetes.

As the representative of an industry committed to research and innovation,
we share CMS’ belief that clinical evidence is essential for patients, providers, and
policy-makers’ health care decisions. In 2003, California’s biomedical industry
invested $15.5 billion in researching and developing innovative therapies and
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devices.! The average company invested 48 percent of its revenues back into
research and development.?2 Our members’ clinical research helps patients and
physicians understand how medical technology can be used most effectively.
Because our members comprise the major components of the clinical research
system — the manufacturers that develop new therapies and sponsor research and
the universities and research institutions that perform it — we understand the
challenges inherent in expanding research opportunities and participation. We
hope the Draft Guidance will serve as a potential starting point for broader
discussions among CMS, other government agencies, patient groups, physicians,
researchers, and industry about the best ways to support further research and
evidence-based medicine. Successful efforts to increase clinical research will
require the agreement and cooperation of all of these stakeholders.

We appreciate CMS’ efforts to encourage the development of more clinical
evidence, but we are concerned that coverage with evidence development (CED), as
described in the Draft Guidance, could restrict beneficiary access to care; impose
significant costs on patients, providers and manufacturers; and fail to adequately
address the information needs of patients, providers, or CMS. Our concerns are
exacerbated because the Draft Guidance is vague and confusing and conflicts with
public statements you and other CMS staff have made about CED. The Draft
Guidance also raises many more questions than it answers. First, in the Draft
Guidance, CMS poses several questions to the public regarding the details of how
and when CED should be used. Before we can attempt to answer many of these
questions, we need clarification about their meaning and about CMS’ goals for CED
in general. For example, in the Draft Guidance and the May 9, 2005 Open Door
Forum, CMS gave various reasons for using CED, ranging from assisting the agency
with coverage decisions to ensuring patient safety. It is difficult for us to respond to
CMS’ detailed questions about evidence development unless we know the exact
purpose of CED data and CMS’ broader goals associated with data collection.

Second, in addition to the questions posed by CMS to the public in the Draft
Guidance, we have identified several concerns about CED that must be addressed
before CMS moves forward with its plans. These concerns include:

1 CHI, California’s Biomedical Industry, 2004 Report, at 3, available at

http://chi.org/brandomatic/othermedia/chi/biomed.pdf.



e CMS must clearly explain the legal authority supporting its use of
CED;

e (CMS must use CED rarely, narrowly, and only to protect
beneficiary access to care;

e CMS must ensure CED will not impose substantial costs or
administrative burdens on patients, providers, and manufacturers;
and

e CMS must ensure that CED produces robust, relevant, and useful
clinical data.

We propose responses to these concerns in our comments. We also urge CMS
to hold public meetings before issuing the next draft of the guidance document in
which we and other stakeholders could have a constructive dialogue with the agency
to discuss questions and concerns more broadly. We believe the complex nature of
the questions involved in this multi-faceted initiative would be addressed more
appropriately face-to-face rather than in written comments with formal agency
response. Once we better understand CMS’ goals and concerns for CED, we can
respond more meaningfully to the specific questions the agency has raised in the
Draft Guidance.

We fully appreciate and support CMS’ plan to work “consultatively and
iteratively with external experts and stakeholders.”> Toward this end, we urge
CMS to incorporate the written comments it receives on the Draft Guidance, the
oral comments it receives at the stakeholder meetings described above, and the
agency’s own clarifying statements, such as those made during the Open Door
Forum, into a second draft of the guidance. An additional comment period and
further opportunities for discussions with large groups of stakeholders should follow
before the revised Draft Guidance is finalized. This process will help ensure that
this important initiative is implemented in a manner that gives CMS and providers
the evidence they need while ensuring beneficiary access to new therapies both now
and in the future.

I. CMS must clearly explain the legal authority supporting its use
of CED.

% Draft Guidance, at 9.



Although we understand that CMS plans to issue a separate guidance
document that will discuss the agency’s interpretation of “reasonable and
necessary 4 in the context of coverage determinations, we are concerned about the
Draft Guidance’s description of CMS’ authority to use CED. By statute, CMS must
not pay for items and services that are “not reasonable and necessary for the
diagnosis or treatment of illness or injury or to improve the functioning of a
malformed body member.”> Medicare’s coverage process historically has interpreted
whether a therapy is “reasonable and necessary” in light of an individual patient’s
condition and the evidence available at the time of the decision. In a significant
departure from this practice, the Draft Guidance proposes to use the coverage
process, not to evaluate the use of a therapy for a specific patient, but to direct
evidence development for possible use in future coverage decisions. In fact, many of
the data collection methods described in the Draft Guidance will not produce data
for years and therefore offer no additional benefit to the patient who receives the
1item or service under CED. Furthermore, there is no clear causal link between
collecting data on a particular patient and improvements in that patient’s care.
CMS should focus its coverage decisions on ensuring that Medicare beneficiaries,
who often are entirely dependent on the Medicare program to pay for their health
care, receive the most appropriate therapies available.

We are concerned that CMS might be exceeding its authority as a payer for
health services and may be inappropriately assuming the responsibilities of other
agencies, such as the Food and Drug Administration (FDA), the Agency for
Healthcare Research and Quality (AHRQ), or the National Institutes of Health
(NIH). CMS is not a public health research agency; it is a payer for health services.
By implementing CED, CMS appears to take on responsibility for mandating post-
marketing studies of drugs, biologicals, and devices. To the extent that any federal
agency 1s authorized to require these studies, that agency is the FDA, not CMS.
CMS also appears to be duplicating AHRQ’s function of sponsoring and conducting
research to develop evidence-based data on health care services and the NIH’s
clinical research mission. We urge CMS to use its resources wisely and not attempt
to duplicate the work of its sister agencies.

I. CED must be used rarely and only to expand coverage.

We are greatly concerned that CED could harm beneficiary access to
innovative drugs, biologicals, and devices, both in the short term and over time.

* Social Security Act § 1862(a)(1)(A).

® Social Security Act § 1862(a)(1)(A).



First, immediate access to advanced therapies could be curtailed severely if
beneficiaries are required to enroll in clinical trials or data collection projects in
order to receive them. As CMS knows, very few Medicare beneficiaries currently
participate in clinical trials. Although we believe that beneficiaries should be
encouraged to participate in trials, we recognize that Medicare beneficiaries’ age,
comorbidities, or complications often exclude them from trials’ enrollment criteria.
Beneficiaries who are eligible to participate in trials may choose not to enroll if the
trial would require them to endure substantial inconvenience, such as traveling
long distances or changing physicians. Moreover, as we discuss in Section III below,
clinical research imposes substantial costs and burdens on providers, potentially
discouraging them from offering therapies subject to CED. The recent positron
emission tomography (PET) scan national coverage determination (NCD), for
example, requires physicians to complete a lengthy and detailed form. Rather than
dedicating uncompensated time for this paperwork, physicians may choose not to
offer the service to patients.

Second, CED could restrict beneficiary access to care if it disturbs local
contractors’ discretion to cover medically necessary therapies. Beneficiaries
currently gain access to most therapies through the local coverage process that
permits contractors to make timely and evidence-based determinations on whether
a treatment is reasonable and necessary for a particular patient. CMS states that it
does not “anticipate circumstances under which CED would represent a net
reduction in coverage under local coverage policies,”® but the Draft Guidance does
not explicitly protect local contractors’ discretion to cover items and services subject
to CED outside the evidence collection process.

Third, over the long term, CED could discourage innovation by inhibiting the
diffusion of new technology, creating uncertainty about reimbursement, and
diverting resources from studying new therapies to fulfilling CMS’ evidence
collection requirements. These issues are particularly troubling for our smaller
member companies who are very dependent on private sector investment. CED also
could negate the statutory incentives for manufacturers to develop orphan drugs
and humanitarian use devices. Specifically, Congress recognized that the high cost
of developing drugs, biologicals, and devices discourages manufacturers from
addressing the needs of patients with rare conditions. Therefore, it created orphan
drug status and the humanitarian device exemption as a means to increase the
treatment options of patients with rare diseases. In many cases, an orphan drug or
humanitarian use device is the only treatment keeping a patient with a rare disease
alive. Subjecting these drugs and devices to additional research requirements

® Draft Guidance, at 6.



would greatly increase their cost and create new obstacles to care for patients with
rare diseases.

We believe that CED must be used in limited, well-defined circumstances
that ensure its use expands access to care. During the Open Door Forum and in
meetings with stakeholders, CMS has said that CED will be used infrequently and
in narrow circumstances, yet the Draft Guidance provides several wide-ranging
examples of circumstances in which CED could be used. The breadth of these
examples, combined with CMS’ recent application of CED to anticancer
chemotherapy for colorectal cancer, implantable cardioverter defibrillators (ICDs),
and PET scans, is difficult to reconcile with CMS’ statement that it does not
“anticipate a substantial number of new coverage decisions in the near future” that
will use CED.” CMS’ claim that it “does not anticipate issuing additional decisions”
granting coverage without conditions® also has caused concern among stakeholders.
We ask CMS to clarify that “coverage with conditions” does not mean CED.
Instead, CMS should explain in the next version of the Draft Guidance that
coverage with conditions merely means that, as has been the case with most recent
NCDs, coverage is limited to beneficiaries with listed diagnoses or characteristics or
when performed in certain facilities. We also ask CMS to clarify whether “coverage
with conditions” is entirely separate from CED or whether the two could be applied
together.

We recommend that CMS explicitly state in the next draft of the guidance
document that CED will be used rarely in narrow circumstances and only to expand
coverage. We urge CMS to state that:

1. CED will not be applied to drugs, biologicals, or devices used in
accordance with their FDA-labeled indications;

2. CED will not be used where Congress has established an evidence
standard by statute, such as the requirement to cover off-label uses
of drugs and biologicals used in anticancer chemotherapeutic
regimens that are listed in the compendia or supported by peer-
reviewed literature;

3. CED will not be used for well-established off-label indications of
devices or off-label indications of drugs and biologicals listed in

" Draft Guidance, at 2.

8 Draft Guidance, at 4.



major drug compendia, supported by peer-reviewed literature, or
determined by contractors to be the accepted standard of medical
practice;

4. CED will not supplant carrier discretion except to affirmatively
mandate coverage, and carriers will be instructed to continue to
apply local coverage as they do currently;

5. CED will not be used unless a patient access problem has been
observed, such as when coverage denials by local contractors are
widespread or when a trial sponsor believes it will have difficulty
enrolling patients in a trial without CED; and

6. CED only will be used when there are legitimate clinical questions
about an item or service and not just when coverage of the item or
service will significantly increase costs to the Medicare program. It
should be based on a lack of evidence needed to justify a positive
coverage decision, not on the FDA approval pathway.

Patients must have access to appropriate therapies, regardless of whether
they participate in evidence development projects. We also recommend that CMS
learn from its recent applications of CED before applying it to other items and
services. The agency should monitor and evaluate beneficiary access to care after
the implementation of the NCDs for anticancer chemotherapy for colorectal cancer,
ICDs, and PET scans to verify that patients have been able to receive these
therapies, regardless of their participation in evidence collection. Only after long-
term patient access has been verified should CMS evaluate whether and how to
apply CED again. We reiterate that CMS should clarify that patients will continue
to have access to therapies through the local coverage process while evidence is
being collected and analyzed. For a well-designed CED, this process could take a
while.

I1. If CMS applies CED to an item or service, it must ensure that
relevant, robust data are collected at minimal cost to patients,
providers, and manufacturers.

CHI is concerned that the Draft Guidance and CMS’ recent experience with
CED provide little assurance that CED will be applied in a manner that will
produce relevant, robust data at minimal cost to patients, providers, and
manufacturers. For example, during the May 9, 2005 Open Door Forum, agency
staff acknowledged that data from the ICD registry might not rise to the level
needed to reach a coverage decision. It therefore is not clear that the data will be of



use to CMS, raising questions about how the registry fulfills CMS’ stated purpose
for CED — to obtain data for use in coverage decisions.

Although CMS hopes to “develop[] methods for conducting simple,
inexpensive clinical trials,”® our members know that thorough research is costly.
Rigorous data collection efforts, such as randomized clinical trials, impose
significant costs not only on the manufacturers who sponsor them, but also on the
patients and physicians who participate. Patients often receive more services in
clinical trials than they would outside a trial, potentially resulting in increased
costs to beneficiaries if they are required to pay Medicare’s coinsurance on those
services. Physicians who participate in trials provide many services, such as
evaluating patients’ eligibility, data collection, and drug administrations, that are
not reimbursed by trial sponsors or by Medicare. Medicare’s predicted payment
cuts for physicians, in addition to the revised reimbursement for drugs and drug
administration services, will reduce many physicians’ ability to donate time and
resources to clinical research. We urge CMS to minimize the costs of evidence
development whenever possible and to develop methods of reimbursing providers
for the remaining costs of participating in trials, registries, and other data collection
mechanisms.

We agree that “data collection instruments should be designed to minimize
any burden to providers and patients while providing critical information.”1 A first
step toward ensuring that the value of the information collected outweighs the cost
of its collection is to consult stakeholders at each step of the CED process. CMS
should begin any consideration of CED by meeting with relevant stakeholders,
including manufacturers, to determine whether there is a need for additional data,
the value of the information, and the burden of collecting it.!! These stakeholders
can provide important information about the costs to research the technology, other
studies underway, and the pending availability of new versions of the technology.
For example, because the lifecycle of a device often is as short as 18 to 24 months, a

® Draft Guidance, at 11.

0 Draft Guidance, at 14.

1 As described in depth our comments on the agency’s draft guidance regarding “Factors CMS Considers in
Opening a National Coverage Determination,” we believe CMS should list all topics it is considering for internally
generated requests and seek further information from the public before officially opening a NCD whether CED s to
be applied or not. Letter from David Gollaher, President & CEO, CHI, to Steve Phurrough, Director, Coverage and
Analysis Group, CMS, regarding comments on draft guidance entitled "Factors CMS Considers in Opening a
National Coverage Determination,” May 7, 2005, available at
http://www.chi.org/brandomatic/othermedia/chi/Opening_an_NCD_comments.pdf.




large study could barely be started before the next generation device enters the
market. In this case, the manufacturer could inform CMS that the costs of
collecting data may outweigh its usefulness. Likewise, if CMS considered applying
CED to an orphan drug or humanitarian device, stakeholders could educate CMS
about the impracticality of creating a large evidence base for treatments for rare
conditions. Early stakeholder involvement also will help ensure that CED is used
when significant clinical questions need to be answered, and not merely to limit
utilization of costly therapies.

If CMS and stakeholders agree that more evidence is needed, they must
identify the specific research questions that must be answered. With specific
questions in mind, they should review the ongoing or planned research efforts that
could develop relevant evidence. CMS correctly observes, “[T]here should be no
redundancies in the data collection system.”'2 We concur with CMS’ conclusions
that existing data systems should be used when available to avoid expending
resources on new systems!? and that CED requirements must be aligned with the

FDA’s clinical study requirements.!*

If no existing or planned studies will produce the necessary evidence to
answer CMS’ specific research questions, CMS must work with stakeholders to
design an appropriate data collection method with defined endpoints to address
those questions. CMS correctly recognizes that “data collection protocols will vary
according to the use of the item or service being provided, the purpose of the data
collection, and the group of patients receiving the item or service.”'> CMS is
fortunate to have access to many stakeholders, such as our university members,
with vast experience in clinical trial design and operations. For each item or service
considered for CED, we urge the agency to commit to consult with knowledgeable
stakeholders to identify an appropriate evidence development method that will
produce useful data. CMS also must define the project’s endpoints clearly to ensure
that data collection continues only as long as important questions remain.¢

12 Draft Guidance, at 14.

13 Draft Guidance, at 14.

14 Draft Guidance, at 5.

15 Draft Guidance, at 11-12.

'8 Draft Guidance, at 5.



Input from experienced stakeholders is crucial to helping CMS overcome the
challenges of collecting useful data in a cost-effective manner. We urge CMS to
learn from previous data collection efforts and work with stakeholders to identify
evidence development methods that will address the agency’s data needs.

ITII. Conclusion

CHI appreciates this opportunity to comment on the Draft Guidance
regarding CED. We believe this approach to Medicare coverage could have a
substantial impact on beneficiary access to care and continued innovation by
research institutions and drug, biological, and device manufacturers. Given the
complexity of the issues involved, we urge CMS to hold public meetings on this
Initiative in order to have a more comprehensive dialogue on the agency’s goals as
well as questions and concerns regarding CED. We hope that CMS will give careful
consideration to our comments and incorporate them along with the agency’s
clarifications into a second draft of the guidance document for another round of
discussion and comment.

In summary, to help CMS refine its approach to CED, we offer the following
comments for the next draft of the guidance document.

e CMS must clearly explain the legal authority supporting its use of
CED.

e CED must be used rarely and only to expand coverage.

e CED will not be applied to drugs, biologicals, or devices used in
accordance with their FDA-labeled indications.

e CED will not be used where Congress has established an evidence
standard by statute, such as the requirement to cover off-label uses
of drugs and biologicals used in anticancer chemotherapeutic
regimens that are listed in the compendia or supported by peer-
reviewed literature.

e CED will not be used for well-established off-label indications of
devices or off-label indications of drugs and biologicals listed in
major drug compendia, supported by peer-reviewed literature, or
determined by contractors to be the accepted standard of medical
practice.



e CED will not supplant carrier discretion except to affirmatively
mandate coverage, and carriers will be instructed to continue to
apply local coverage as they do today.

e CED will not be used unless an access problem has been observed,
such as when coverage denials by local contractors are widespread
or when a trial sponsor believes it will have difficulty enrolling
patients in a trial without CED.

e CED only will be used when there are legitimate clinical questions
about an item or service and not just when coverage of the item or
service will significantly increase costs to the Medicare program.

e CMS must consult with stakeholders at each step of the CED
process to ensure that it collects robust, relevant data at minimal
cost to patients, providers and researchers.

e CMS must meet with stakeholders prior to issuing the next draft of
the guidance document to discuss our concerns.

We look forward to working with CMS as it develops this policy, and we
would be happy to discuss these comments with you in more detail. If we can be of
any assistance, please contact Todd Gillenwater at 858-551-6677. Thank you for
your attention to this important matter.

Sincerely,

Dot Jtadlod_

David L. Gollaher, Ph.D.
President & CEO



Organization: Cancer Leadership Council

The undersigned organizations in the Cancer Leadership Council (CLC) represent cancer
patients, providers and research organizations. Both the CLC and our individual
organizations have been engaged in advocacy on Medicare coverage issues for a number
of years and have welcomed a newly collaborative approach to those issues on the part of
the Centers for Medicare & Medicaid Services (CMS). We regard the draft Guidance on
“Factors CMS Considers in Making a Determination of Coverage with Evidence
Development” as a continuation of several promising trends in CMS policy: first, a
willingness to assume a more expansive approach to coverage of new or unproven
technologies; and second, a new emphasis on the collection of data as part of a move
toward measurement of quality in treatment of cancer and other serious or life-
threatening diseases.

The draft Guidance will raise questions for some, including providers who may be called
upon to collect data without mechanisms for reimbursement for their efforts, as well as
device manufacturers who may doubt that coverage is in fact being expanded. For cancer
patients, the primary concern is whether the new coverage with evidence development
(CED) policy will interfere in any way with the strong coverage protections for cancer
drugs set forth in the current Medicare law.

Under 8§ 1861(t)(2)(B) of the Social Security Act, Medicare coverage for cancer drugs
specifically includes “any use which has been approved by the Food and Drug
Administration,” as well as those additional uses not approved by FDA but cited in
certain medical compendia. These assurances of coverage were prompted more than a
decade ago by patient and physician outcry over inconsistent coverage decisions by
Medicare contractors and are now considered by the entire cancer community to be vital
to quality cancer care for Medicare beneficiaries. The failure to recognize that the new
CED policy in no way affects this statutorily mandated coverage has generated some
understandable anxiety, which we believe would be dispelled by CMS clarification on the
point.

The current leadership of CMS has been very progressive with respect to coverage issues,
and we support this additional incremental step toward expanded coverage and enhanced
evidence development while encouraging clarification of the matters discussed herein.

Thanks to CMS and its coverage staff for their responsiveness to the needs of people with
cancer.



Organization: Chiron

Chiron Corporation is pleased to have the opportunity to comment on the Centers
for Medicare and Medicaid Services (CMS) draft guidance, “Factors CMS Considers in
Making a Determination of Coverage with Evidence Development” issued on April 7,
2005 (“the Guidance). Chiron is a leading biotechnology company with businesses in
biopharmaceuticals, vaccines, and blood testing. Chiron develops and manufactures
innovative therapies for the treatment of cancer and infectious diseases. Chiron is located
in Emeryville, CA with research and manufacturing facilities around the world.

Chiron expects to play a growing role in the treatment of senior citizens and the
disabled for a variety of conditions. Several of our products, as well as products in the
pipeline are or will be covered by Medicare Part B. Chiron supports the agency’s desire
to gather evidence to improve the quality of healthcare, but we urge the agency to ensure
that its emerging evidence based medicine policies do not damage patient access to drugs
and biologicals covered by Medicare. We hope that CMS will not hesitate to contact
Chiron if we can provide assistance or expertise in any area.

l. Introduction

As a company devoted to discovering innovative treatments for cancer,
pulmonary diseases and other debilitating and potential fatal conditions, Chiron clearly
understands the importance of demonstrating the safety and effectiveness of these
therapies. As a result, we appreciate the agency’s emphasis on evidence-based
medicine—which is a concept that underpins not only our company but the entire
biotechnology industry. Our appreciation, however, must be balanced with concern that
the CMS evidence-based medicine initiative, along with the coverage with evidence
development (CED) decisions that represent one component of this initiative, will create
new hurdles for patients seeking to access new and innovative therapies.

We are hopeful that the agency will carefully review the comments it receives on
the CED guidance and issue another draft of the guidance, with another round of
comments, to continue this important dialogue.

Il1.  Chiron’s Contributions to Evidence Based Medicine

The research and development of new drugs, biologicals, vaccines and blood tests
that forms the heart of Chiron’s business is, by definition, evidence-based. Before Chiron
can sell a product for any purpose, it must be subjected to rigorous processes to ensure
that the product will be safe and effective for its intended uses. Since its founding in
1981, Chiron has developed screening tests to ensure the safety of the nation’s blood
supply, vaccines to prevent influenza and other illnesses, as well as important treatments
for various forms of cancer, cystic fibrosis, multiple sclerosis and other debilitating and
potentially fatal illnesses.

In the case of each of these product areas, Chiron has had to secure the approval
of the Food and Drug Administration (FDA) and international regulatory agencies to



market these products. Even after FDA approval, we continue to gather evidence about
the current uses of our products and potential additional uses. We continually research
the underlying causes of various diseases and seek new ways that these illnesses can be
treated, and novel ways that information can be gathered about new treatments when they
are identified.

Chiron is in the forefront of a movement that is altering the drug development paradigm
to create human disease therapeutics with efficacy and safety profiles that are
fundamentally more advanced than those for most drugs today. These new treatments
rely on a fundamental integration of pre-clinical science and insights into the drug
development process—an approach commonly referred to as “Translational Medicine”.
Under this approach, pre-clinical investigations are greatly enhancing our understanding
of the nature and behavior of biological markers associated with disease states. These
insights are then translated into the clinical setting, where the biomarker’s behavior
enables evaluation of a specific drug candidate’s effects, while also informing drug
design activities to optimize the targeting of future drugs, particularly in the area of
oncology. Biomarkers are usually of two types:

(A) Target-effect biomarkers demonstrate that the drug is affecting (often inhibiting)
its designated target in human subjects, ideally in the tumor tissue, or perhaps in a
more accessible surrogate tissue such as peripheral blood cells. Data from such
biomarkers enable appropriate dose selection for the candidate drug.

(B) Patient-selection biomarkers are readily measured indices that show whether a
given patient is more or less likely to respond beneficially to a given drug. A
good example would be the tests for tumor Her-2 over-expression or gene
amplification that are used to determine whether a breast cancer patient is likely
to respond to anti-Her-2 monoclonal antibody therapy. Such tests enable targeted
clinical trials, which evaluate a drug’s performance in a specific sub-population
that is more likely to respond beneficially to the candidate therapy. This targeting
of specific therapies toward patients with a higher likelihood of beneficial
response will greatly increase the efficiency of healthcare spending in the coming
years.

Chiron’s decision to adopt and advance the Translational Medicine paradigm grew
directly from our company’s mission to discover and develop innovative products that
greatly improve the quality of patients’ lives. In a similar vein, we believe that our
Translational Medicine approach—one that yields products targeted towards the patients
who are most likely to respond beneficially—is not merely aligned with CMS’ intentions
on evidence based medicine, but in fact holds the potential to demonstrate the powerful
therapeutic and economic benefits that evidence based medicine could bring to patients’
lives.

I11.  The Interaction of the Draft Guidance with Current

Regulation of Drugs and Biologicals

As you have acknowledged in public statements recently, there are some areas
where the application of CED is not appropriate because CMS does not have the



discretion to impose additional coverage rules over and above those that have already
enacted. Chiron urges CMS to issue additional guidance to clarify these limitations,
specifically as they apply to drugs and biologicals.

Breakthrough medicines are subject to significant research and development
costs, with some estimates suggesting that development through FDA approval could be
$800 million or more. The significant time and resources that manufacturers of drugs
and biologicals invest to prove to the FDA'’s satisfaction that their products are safe and
effective must be taken into account when CMS considers application of CED. While it
may be appropriate to apply CED to items or services that are not subject to this rigorous
approval process, we find it difficult to believe that additional evidence that a drug or
biological is reasonable and necessary for its intended uses will ever be justified if the
relevant uses of that product are FDA approved. If postmarket surveillance is needed
because of concerns about a product’s safety or effectiveness, the FDA can and will
condition approval on so-called “Phase 1V” studies.

In addition, Congress has provided specific mechanisms for coverage of off-label
uses of oncology products used in chemotherapeutic regimens that is designed to result in
additional mechanisms for gathering evidence about these uses. By relying on
compendia listings and peer reviewed literature, the statutory provisions governing the
off-label use of oncology products ensure that the evidence analyzing the use of these
products will be subject to expert vetting and that strong evidence that emerges from this
vetting process will be made available for patients and doctors seeking information about
these therapies. These provisions are effectively administered in most cases by local
carriers—and should not be supplanted by CED decisions. In the event that CMS decides
that CED is necessary for off-label uses of oncology products, the agency should make
clear that local carriers maintain their discretion to cover these products outside of CED,
based on compendia listings or evidence in peer-reviewed literature.

IV. Protecting Patient Access

Chiron’s primary concern about the CED process is that it may serve to inhibit
patient access to new therapies, either by creating new hurdles to coverage for existing
products, or that these new hurdles will serve to chill investment in the innovations that
will result in additional breakthroughs.

CMS has said that CED will only be applied in instances where it will expand
coverage, but Chiron has some concern about the benchmarks against which such
expansions will be measured. For instance, in the recent national coverage decision
which imposed CED for certain uses of colorectal cancer treatments in NCI-sponsored
clinical trials, it is our impression that in most cases patients in those trials were receiving
the medicines being tested free of charge as part of the trial process. In that case, the
addition of Medicare coverage for these products under the CED process would detract
from current coverage, by imposing additional Medicare cost-sharing. In addition, local
coverage decisions providing coverage for the uses in question may have also been in
place.



Chiron urges CMS to measure whether or not a national coverage decision with
CED will expand coverage based on the level of patient access to the relevant item or
service under a variety of mechanisms, including existing clinical trials, before imposing
CED requirements that may harm patient access. We further urge the agency to monitor
how any CED decisions affect patient access and to reverse any decisions that have a
negative impact on patient access.

Finally, Chiron strongly believes that CMS must provide additional information
about the CED process, both in terms of when the process will and will not apply, but
also in terms of how the evidence generated will be used. We believe that clear and
foreseeable coverage and reimbursement rules for new products are necessary to ensure
that companies and others that invest in research and development of new therapies will
continue to do so. We are concerned that vague and confusing new processes not only
will delay access to new therapies but could potentially cause investors in the
biotechnology industry to look elsewhere, possibly preventing some therapies from being
developed at all.

V. Conclusion

Chiron appreciates the opportunity to comment on this important draft guidance.
As we have stated, we support the concept of evidence-based medicine, and indeed are a
company dedicated to discovering new therapies and developing evidence that these
treatments are safe and effective. We are concerned, however, that the CED process, if
not carefully implemented, could serve to hurt patient access to new therapies. We
believe that the instances in which the imposition of CED will be useful in the context of
new drugs and biologicals will be limited. We urge CMS to ensure that any CED
decisions that are imposed are truly necessary and do not harm patient access to new
drugs and biologicals.

We are hopeful that our comments will be helpful to CMS as it considers how to
proceed with the CED process.



Organization: CIRCARE

(Comment on next page.)



CIRCARE

Citizens for Responsible Care and Research

o i 24 Indian Lane 410-499-4895
AT el o Baltimore MD 21210 WWW.circare.or.
2005-06-06

Comments RE: Factors CMS Considers in Making a Determination of
Coverage with Evidence Development , CMS Draft Guidance

Citizens For Responsible Care and Research, CIRCARE, is the oldest
nonprofit research protection advocacy organization in the United States. Our
board members are scientists, attorneys, academics, professionals, and
laypersons who share a common commitment to effective protection for human
subjects in research. CIRCARE has provided invited testimony to FDA, panels of
the Institute of Medicine, House and Senate hearings, and federal bioethics
advisory bodies. CIRCARE co-founder Adil Shamoo, Ph.D., was appointed to
serve on the National Bioethics Advisory Committee, and CIRCARE vice-
president Paul Gelsinger serves on the board of advisors for Partnership for
Human Research Protection, Inc., the voluntary Institutional Review Board
accreditation provider, a collaboration of the Joint Commission on Accreditation

of Healthcare Organizations and NCQA. All board members serve without
compensation. CIRCARE receives no funding from entities effected by the draft
guidance.

CIRCARE appreciates the opportunity to comment on CMS
proposed guidance, and we are pleased to submit our recent CIRCAREL
InfoMail© on the proposed guidance for Coverage with Evidence Development
(CED) as comment to CMS.

Subject: Proposed Federal Guideline Would Coerce Human Subjects into Clinical
Trials Without Informed Consent
Date: 2005-05-25

The Centers for Medicare and Medicaid Services has published draft
guidance for Coverage with Evidence Development (CED) that would require
Medicare beneficiaries to enroll in research as a condition of coverage for certain
new technologies or drugs. The draft guidance violates basic principles of
informed consent. (1)

It appears that some Medicare beneficiaries are compelled to participate as
a condition of coverage for Implantable Cardiac Defibrillators, anti-cancer and
cardio-vascular drugs. This violates the fundamental ethical principle that
subjects must give voluntary informed consent: while the wealthy can choose to



forego coverage rather than enroll, finances and fear of death constrain the
decision of those with fewer resources.

On page 3, the draft guidance states the following;:

“The service is delivered in the context of specific data being collected.
Coverage may be limited to providers who participate in and beneficiaries who
are enrolled into a defined prospective data collection activity, when this data
collection activity constitutes part of the evidence required to ensure the item or
service provided to that patient is reasonable and necessary.”

We find this recent statement by Dr. Stephen Hammill, MD to CMS about
the ICD registry profoundly troubling:

“It would be quite unfortunate to have the informed consent process
become a major stumbling block to entering patients and thus preventing
patients from receiving primary prevention ICD therapy and being followed in
the registry.” (2)

We disagree that the fundamental ethical principle requiring subjects give
informed consent to participate in research is a stumbling block.

We disagree that the requirement for IRB review and approval of human
research is an unresolved issue. Medicare regulations explicitly require
compliance with federal regulations for the protection of human subjects as a
condition of coverage. The recently published “Summary of Coverage for ICDs”
describes how prospective data will be collected through a registry study in
which certain Medicare beneficiaries must enroll as a condition of coverage. (3)
The study described requires IRB approval according federal regulations. The
same federal regulations prohibit IRBs from approving research in which
voluntary informed consent is not obtained from research subjects. (4)

Because CMS requires enrollment in the ICD registry as a condition of
coverage, Medicare beneficiaries are forced to become research subjects without
their consent.

In addition, it appears to us that the ICD registry trial has been confused
with Quality Improvement (QI) information collection, with the result that
Medicare beneficiaries may be enrolled in research without IRB review and
approval as required by federal regulations.

The ICD registry is prospective data collection and so constitutes research.
QI, by comparison, is exempt from the requirement of prior IRB review and
approval because it collects and analyzes existing data. Moreover, we point out
that Dr. Sean Tunis and Dr. Mark McLellan, head of CMS, discussed ICD clinical
trial participation as a condition of coverage in the New England Journal of
Medicine in February 2005. (5)




We respectfully ask that CMS take notice of the consequences to Medicare
beneficiaries as a result of guidelines that conflict with federal regulations for the
protection of research subjects. We respectfully suggest CMS consult with the
Office for Human Research Protections in this matter, and we ask CMS to clarify
the draft guidance document on Coverage with Evidence Development (CED)
before moving forward.

The draft guidance on Coverage with Evidence Development (CED) raises
serious concerns for the rights and welfare of research subjects. The Nuremberg
Code, The Belmont Report, and The Common Rule (45 CFR 46) all unequivocally
state that voluntary informed consent of the subject is essential. We reject the
idea that seriously ill patients compelled to become research subjects as a
condition of Medicare coverage can give voluntary informed consent.

Elizabeth Woeckner, MA, CIRCARE Board of Directors,
Elizabeth.Woeckner@alumnae.brynmawr.edu

Michael A. Susko, MS, President, CIRCARE, (410) 499-4895,
msusko@mindspring.com

Paul Gelsinger, Vice President, CIRCARE

Adil Shamoo, CIRCARE Co-Founder

CIRCARE will post updates to this Infomail at:
http:/ /www.circare.org/medicare.htm

1. Draft Guidance for the Public, Industry, and CMS Staff: Factors CMS
Considers in Making a Determination of Coverage with Evidence Development
(2005-04-07)

URL: http:/ /www.cms.hhs.gov/coverage /download / guidanceced.pdf

2. Remarks by Dr. Stephen Hammill, MD, President, Heart Rhythm Society, to
CMS Council on Technology and Innovation (2005-02-14)
URL: http:/ /www.cms.hhs.gov/providers/ cti/ odfcomments214.pdf

3. Summary of Coverage for ICDs (2005-01-27)
URL: http:/ /www.cms.hhs.gov/coverage/download /id148a.pdf

4. 45 CFR 46, The Common Rule. Code of Federal Regulations, Title 45: Public
Welfare, Department of Health and Human Services, National Institutes of
Health, Office For Protection From Research Risks; Part 46: Protection of Human
Subjects (13 December 2001)

URL: http:/ /www.hhs.gov/ohrp/humansubjects / guidance /45cfr46.htm

5. Medicare Coverage of ICDs. McClellan M.B., Tunis S.R. N Engl ] Med 2005;
352:222-224, Jan. 20, 2005.



Organization: Circular Boot Corporation

Attached are our comments regarding CMS’ draft guidance on the Coverage with
Evidence Development initiative. We applaud CMS for undertaking this important
step to improve the level of care provided to beneficiaries and assuring that coverage
determinations are made based upon the compilation of quality scientific data.

We believe that the Coverage with Evidence Development proposal contains
significant merit and is entirely in line with two major goals put forward by
Administrator McClellan: enhancing the level of medical and scientific data collected
by CMS and utilizing new treatment options to improve the quality of care for
Medicare recipients.

This initiative will hasten the use of innovative techniques that have the potential to
improve quality of care and remove data gathering obstacles that currently impede
new treatments from receiving a favorable coverage determination. In this regard,
the objectives of CMS reflect those of Circulator Boot Corporation. We remain very
optimistic over these developments and are encouraged to begin the process to
apply for a National Coverage Determination with Evidence Development for the
Circulator Boot™.

Our comments include background information about Circulator Boot Corporation
along with ways in which the Coverage with Evidence Development initiative would
aid the process by which this innovative treatment could receive a favorable
National Coverage Determination.

We thank you for this important proposal and look forward to working with CMS to
arrive at solutions that will be of value to Medicare beneficiaries.

Circulator Boot™
Ideal for Coverage with Evidence Development

Background

What is the Circulator Boot?

The Circulator Boot is a system of devices delivering 1.1 to 1.3 pounds per square
inch air pressure to prescribed segments of the leg in the end-diastolic portion of the
heart cycle. “Long Boots” may be prescribed which encase the leg from the groin to
the toes in a hard plastic shell. Within the Long Boot, different pressure bags may be
chosen to treat specific portions of the leg: groin-to-toes, groin-to-ankle, low thigh-
to-toes or ankle, knee-to-toes, wherever the prescribing physician believes
treatment is desirable. A “Mini-Boot” may be prescribed to treat the foot alone or
with a canvass sleeve to treat both the lower leg and the foot. The computer in its
heart monitor follows the rhythm and pulse rate of the patient and places leg
compressions in end-diastole thus allowing each pulse wave to enter the leg
unobstructed. Again it releases the leg just before mechanical systole. Release of the
big muscles in the upper leg within the Long Boots allows a negative pressure wave
(a drop in pressure) to reach the aortic cusps just as the heart begins to expel the
stroke volume; afterload is thus reduced and both stroke volume and cardiac output
significantly increase.



Why is Circulator Boot Therapy not widely used at present?

Insurance policy makers might be attracted to cover Circulator Boot treatments
because of the potential savings: outpatient care versus inpatient care, low risk
procedure versus significant operative risks, avoidance of amputations versus
amputations and rehabilitation/nursing home costs, etc. Carriers generally rely on
published data where the gold standard is a large placebo-controlled prospective
study, but no such studies exist justifying the operative revascularization procedures
practiced routinely in our hospitals today. There are many studies reporting the
patency of various bypasses over time leaving the reader to assume that the leg was
preserved because of the bypass.

A prospective placebo-controlled study has not been done by the surgical community
in part because it has been deemed unethical. Indeed, the Helsinki ethical research
guidelines may be interpreted that such studies may never be done with our
Circulator Boot patients either.

(http://www.mja.com.au/public/issues/172_ 06_200300/stockhausen/stockhausen.ht
ml). Thus, in the absence of an accepted ethical research protocol and in the absence
of research funds, the Circulator Boot Corporation had decided on the slow path to
recognition by hoping for slow growth and state-by-state acceptance.



http://www.mja.com.au/public/issues/172_06_200300/stockhausen/stockhausen.html
http://www.mja.com.au/public/issues/172_06_200300/stockhausen/stockhausen.html

How would Medicare and the public benefit by Coverage with Evidence
Development Decision favorable to the Circulator Boot?

Review of our publications and the 200 plus case history illustrations shows the
Circulator Boot is a cost-effective vascular support device:

1. We have benefited patients with ASHD and congestive failure both acutely
and chronically in our outpatient clinic. Standard care had failed some of
these patients. We have restored and maintained the failing circulation in
patients with septic shock.

2. Combined with the use of local antibiotic injections, we have cured patients
with osteomyelitis and necrotizing cellulitis in either the inpatient or
outpatient scene. Treated early, these cures may be rapid occurring in a
matter of several days thus avoiding hospitalization, multiple laboratory tests
(serum levels of antibiotics), operative procedures and multiple consultations.
Many of these patients had failed standard therapies and were at risk of
major amputations.

3. We have relieved the pain and markedly improved the walking distance of
patients with advanced claudication and/or rest pain due to inoperable arterial
occlusive disease. We have benefited the bypass patient by both increasing
runoff and the condition of the leg preoperatively and postoperatively.

4. We have cured venous stasis ulcers that had defied many months/years of
standard care. (Early treatment would have spared the patient the pain and
Medicare the costs of their previous ineffective treatments).

5. We have improved renal function sufficiently in some diabetic patients to
avoid the much more expensive and risky dialysis procedures. (This benefit
may be limited to diabetics with an element of pre-renal azotemia. Further
data is clearly needed but will not be forthcoming until funds are available to
enlist the aid of kidney specialists in suitable candidates.

Additional data will be required before the general medical community will be
persuaded as to the effectiveness and economic benefit of the above claims. For
Medicare to be assured that their investment is justified, the data described below
might be required on the clinical record.

While a full complement of studies does not yet exist to document the cost-
effectiveness of the Circulator Boot for the Medicare program, the savings are both
intuitive and potentially substantial. Use of the Circulator Boot among diabetics has
eliminated the need for amputations, increased mobility for patients, and improved
circulatory and renal function in patients. The savings to the Medicare program from
a reduction in amputations alone would be significant; moreover — and most
importantly — such improvements would dramatically enhance the quality of life for
beneficiaries.

We believe that Coverage with Evidence Development program for Circulator Boot
would be entirely consistent with the goals of the Medicare Modernization Act,
namely, reducing Medicare costs by improving the quality of coverage (and the
quality of life) for beneficiaries. Coverage with Evidence Development program
would enable Circulator Boot to continue compiling the data it needs fully to
document the positive effects of this innovative treatment, while broadening the
number of patients exposed to this new technique from whom we will be able to
collect additional documentary evidence of the Boot’s effects.



Factors CMS Considers in Making a Determination of Coverage with Evidence
Development / Comments

“In general, CMS will consider requiring data collection as a condition of coverage
when additional information is needed for CMS and its contractors to determine if an
item or service is reasonable and necessary.” / Such is clearly the case with
Circulator Boot therapy which has been labeled investigational/ experimental by
many insurance reviewers who note the limited number of publications and authors
supporting the therapy.

“An initial list of circumstances in which coverage with data collection might be
valuable includes:”

e “The item or service is likely to provide benefit, but there are substantial
safety concerns or potential side effects that are inadequately described in
available clinical literature.” / Circulator Boot therapy in the hands of experts
is remarkably free of adverse effects. For example, a given arteriosclerotic
inoperable patient may present with gangrenous lesions involving a few toes,
the heel and perhaps the lateral calf. As booting improves blood flow
proximally to distally: the calf before the ankle before the toes, in such a
patient, the calf lesion may begin to heal while the toes continue to
deteriorate. The inexperienced therapist might interpret the increasing toe
pathology to boot failure, but if the treatment continues the calf, then the
heel, and finally the toes will heal.

e “The risks and benefits for off-label uses of an item or service have not been
adequately addressed in the available clinical literature, particularly when
risks are common or potentially common.” / Off-label uses have included (1)
supporting the failing diabetic kidney to avoid dialysis (possible mechanism:
improving cardiac output and renal blood flow, stimulating nitric oxide and
prostacyclin), (2) resolving ischemic lesions in the diabetic eye (Improved
blood flow and the stimulation of circulating fibrinolysins are perhaps
important here. We have added a few such eye cases to the case history
section of our website. It may be noted that there are hundreds of ECP
centers in China and that in their literature they describe benefit in treating
stroke patients.)

e “The available clinical studies may not have adequately described risks and
benefits in specific patient subgroups, or in patients with disease
characteristics that exclude them from clinical trials, which make up
significant segments of the Medicare beneficiary population likely to receive
care if covered.” / Our publications have described our benefits in patients
untreatable by other means. Our literature represents a very small part of
that in wound healing and peripheral vascular medicine.

o “Assessment of important outcomes has not been evaluated in the available
clinical studies. These outcomes may include, but are not restricted to, long-
term risks and benefits, quality of life, utilization, costs, and other real-world
outcomes”. / While the benefits over various time intervals up to 15 years
have been described, the improved quality of life for the patient escaping leg
amputation, vascular surgery, or dialysis has not been emphasized. Nor has
the relative savings in monetary costs been emphasized (outpatient booting
versus in patient care etc.)



e “There may remain questions about the comparative effectiveness of new
items and services compared to existing alternatives or to usual care.” /
Many, if not most, of our patients had exhausted standard care and had the
option of an amputation or boot therapy. Leg salvage with boot therapy is
obviously a desired outcome. If Boot therapy will work on inoperable (i.e. the
most sick) patients, it might easily work on less sick patients who are well
enough to undergo reconstruction procedures.

e “The evidence to date shows statistically significant benefits but the clinical
significance of the outcomes may not be well understood.” / The acute effects
of boot therapy are easily seen in the vascular laboratory where they may be
affected or stopped with the flick of the switch. The chronic effects of boot
therapy include statistically significant changes in vascular tests, healing of
legs failing other treatments, healing of legs with vascular tests that predict
healing is unlikely, and healing and maintenance of the “sick” leg while the
“control” leg fails.

Evidence Development Methods /7 Comments

e Databases — Our published methods of treatment include much of the
material above allowing the treating physician to classify degree of ischemia
and classify severity of lesions and infection for each patient. These
classifications have been associated with likely outcomes with standard
treatments. The physical findings described above alert the physician to the
nature and severity of the patients’ disease, provide guidance as to the need
for specific diagnostic tests, and again provide a database. Our published
tables for our Method of Treatment provide guidance for the treating
physician and require observations from the physician again accumulating
data. Thus, we teach important economical and quick means of assessing the
vascular status of the patient.

We provide guidance for hospitalization and immediate care maximizing the
benefit of boot therapy while minimizing costs. These guidelines provide a
patient tack that can be compared with standard care. Not all patients in a
given hospital will be referred to a boot service; these other patients provide
a potential “control” group. It would help if Medicare required their
beneficiaries to be included in retrospective chart reviews for research
purposes. In the Bryn Mawr Hospital, our chief of vascular surgery would not
allow his patient charts to be reviewed for comparison with those receiving
boot therapies claiming such a review exceeded patient confidentiality
policies.

e Longitudinal or cohort studies — Patients with vascular disease and
neuropathic foot problems do relapse. Thus, there are a lot of “re-do”
vascular procedures. Likewise patients benefiting from boot therapy may
relapse or develop new lesions. Patients relapsing may merely be pumped
again and experience a long symptom-free interval; their outlook differs
depending on their overall health habits and status (smoking, dialysis,
congestive heart failure, loss of mobility due to stroke, etc). Long term follow-
up studies are time consuming and difficult. Access to Medicare data in which
patients are tracked around the country by their social security numbers
would greatly simplify such studies.



Prospective comparative studies — Helsinki ethical considerations require that
patients receive optimal treatments if effective treatment is available. For
example, we have designed a prospective study on the “other leg” of diabetic
amputees. There is much data to show that the life of the patient and the
other leg are at great risk. We proposed randomizing the other legs and
comparing those receiving boot therapies prophylactically during their
rehabilitation from their first leg amputation with those who did not receive
such boot therapy. Because not all potential boot patients in a given hospital
will be referred for boot therapy, it would help if Medicare regulations
required that their beneficiaries be included in chart reviews as potential
“controls” for other treatment studies in their or nearby hospitals. Even then
comparative studies would remain difficult as the data on the charts of those
following our boot protocols contain much more meaningful data than the
charts of physicians not specializing in wound care.

Randomized clinical trials (RCTs) — There are many social and environmental
factors that affect the outcome of the patient with a bad diabetic foot: age,
degree of obesity, control of the blood sugar, smoking, etc. It is worthwhile
noting that boot therapy helps most patients in spite of many of the preceding
risks. Still, randomizing such factors would require a large study. Such a
study might require the hospitalization of boot patients normally treated as an
outpatient so that the advantages of the hospital care and bed rest associated
with standard therapies might be equally shared by the boot patients. We
would love to have a series of small RCT’s; for example, one could compare
the healing rate of osteomyelitis in the diabetic toe in otherwise healthy well-
controlled diabetics. One might compare the degree of neuropathy remaining
in the foot following boot therapy or bypass surgery. Or, again, compare the
fate of patients with inoperable (or operable) rest pain treated by boot or
other means.



Organization: Coalition of Cancer Cooperative Groups

(Comment on next page.)
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Dear Dr. Phurrough:

Thank you for thiz opportunity to comment on Centers for Medicare and Medicaid
Services’ (CAVB) "Draft Guidance Document Regarding Factors the CMVE Considers in
Making a Determmation of Coverage with Evidence Development™ (CED or Draft
Guidance). The Coalition of Cancer Cooperative Groups 152 non-profit orgamization
dedicated to increasing awareness of, and participation i, cancer clinical trials. Cur
membership represents a prolific network of approximately 8, 000 physician/ researchers
nationwide 1n nearly 2000 hospials and oncology praciices nationwide. Collectively, our
members comprize the National Cancer Inshiute (INCI) sponsored cooperative group
system that accounts for more than half of all patients entered onto clinical trials in the
United States. In addibion, 40 national patient advocacy ergamzations participate as
Aszociaie Members thus assisting us in nationwide e forts to ensure continued access to
clinical trials for cancer patients.

We believe that CED has the potental to cause a profound impact on the work of the
cooperative group system in establishing the standards of care, based on evidence, for
Medicare patients in this country. We appland CAE for maintaming its commitment to
clinical trials, and encourage the agency to continue to embrace the significance of cancer
clinical trials as1t has done since 2000 when it 1zz02d the National Coverage Decision
(NCD) requining coverage of all routine patient care costs 1n cancer climical tnals
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As CMS considers CED and specific Medicare-wide coverage decisions now and in the
future, the 2000 oncology NCD should be part of the landscape. Nothing in CMS’s
coverage decisions should challenge the fundamental validity of the 2000 decision.

CMS has proposed to use CED as a means to encourage the collection of more clinical
data about patients’ treatment options. We agree with CMS that clinical evidence is
essential for helping patients and physicians make treatment decisions. We find the Draft
Guidance to be vague and confusing, however, particularly in its applicability.
Regulatory and compliance requirements are a tremendous component of the clinical
trials process and there are numerous regulatory and compliance issues which will have
to be addressed in order to develop a system and process which meets regulatory
requirements and provides useful data relating to evidence based care. It is not clear from
the current draft that such issues are being seriously considered or addressed. We will
detail other areas of concern below, and it is our belief that CMS, after careful
consideration of the current responses from the cancer community, issue a new Draft
Guidance, with an additional public comment period.

In preparing such a draft we recommend that the agency include the following points:

1. Itis important that the CED guidance explicitly states that it does not in any wa